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HUYET HOC LAM SANG

CAP NHAT PIEU TRI BENH BACH CAU MAN DONG TUY
GIAI POAN MAN TINH

I. TONG QUAN VE BENH BCMDT

Bach cau man dong tay (BCMDT,
Chronic myeloid leukemia-CML) la mot
bénh &c tinh hé tao mau, dic trung boi su
ting sinh cac té bao dong bach cau hat biét
hoa, hau qua 1a sé lugng bach cau ting cao &
mau ngoai vi voi du cac lra tudi dong bach
cau hat. BCMDT chiém khoang 0,2% bénh
1y ung thu no6i chung, khoang 10% trong tong
s6 cac bénh lo xé mi véi ty 1 bénh nhan moi
phét hién hang nam khoang 1,8/100.000 dén
va ty 1é chét mdi nam 14 0,3/100.000 dan?; tai
Viét Nam, theo tac gia Nguyén Ha Thanh,
BCMDT chiém khoang tir 5-6% bénh mau
va co quan ta0 mAu, tudi mic bénh nhiéu
nhat 1a 30-50 tudi, ty I nam/nir la 2,2/12.
Bénh dic trung bai su xuat hién caa nhigm
sac thé Philadenphia- Ph, la két qua dot bién
trao doi chéo gitra nhidm sic thé (NST) s6 9
va 22 tao thanh nhidm sic thé s6 22 mai. To
hop nay tao nén gen BCR-ABL ma hda tong
hop protein 210KDa (P210) c6 hoat tinh
tyrosin kinase noi sinh manh tham gia vao
diéu hoa su phat trién cua té bao, dan téi bat
thuong vé phan bao, giam hién tuong chét
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theo chwong trinh, giam két dinh chat nén
trong tiy xuong va gay ting sinh té bao. Pay
la co s cho viéc nghién ciru va trng dung cac
thudc diéu tri dich wc ché hoat tinh tyrosin
kinase (TKIs) cua protein BCR-ABL.

Tién trinh tu nhién cua bénh BCMDT trai
qua 3 giai doan: giai doan man tinh, giai
doan tang tdc, giai doan chuyén cap. Qué
trinh di&n bién cua bénh cé sy tich liy cac té
bao dong tuy chua truéng thanh va su xuat
hién cac bién doi di truyén té bao mai. Phan
I6n bénh nhan duoc chin doan trong giai
doan man tinh, hau hét khdng c triéu chang
lam sang rd rét, hodc co cac biéu hién nhu
mét mai, sut can, dau tirc bung, d6 md hdi vé
dém. Néu khéng dugce diéu tri, khoang 3-5
nam sau phat hién bénh, bénh s& chuyén sang
giai doan ting t6c va chuyén cap. Giai doan
tang tdc cd thé c6 biéu hién lach to dan, kém
dap ung véi diéu tri, xo tity. Trong giai doan
chuyén cép, bénh nhan cé biéu hién 1am sang
dic trung cua bénh bach cau cap voi céc
triéu chirng thiéu mau, xuat huyét, nhidm
tring, thdm nhiém, tién luong cua giai doan
nay rit xiu, thoi gian song thém ngin (3
thang dén 1 nam ké ca khi diéu trj da hoa tri
lieu tich cuc)?.

Nhitng tién bd trong diéu tri bénh
BCMDT di gitip cho hy vong séng thém tur
lic chan doan cta bénh nhan ngay cang tiém
can véi quan thé ngudi binh thuong. Bénh
BCMDT hién nay c6 két qua diéu tri tot hon
rat nhiéu so vai thoi gian trude day, nho vao
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su 4p dung céc thudc @e ché tyrosine kinase,
co ché bénh sinh cua bénh ngay cang dugc
hiéu rd, cach tiép can chan doan nhanh chong
va d& dang hon, phurong tién theo ddi ton luu
té bao &c tinh hién dai (FISH, RQ- PCR) va
chién luoc cham séc toan dién dé kiém soat
doc tinh lién quan dén diéu tri.

Trong bai chuyén luan nay, ching téi
chia sé nhitng cap nhat vé diéu tri bénh
BCMDT giai doan man tinh.

Il. MUC TIEU PIEU TRI

Muc tiéu diéu tri bénh BCMDT nham dat
téi cac mue d6 dap trng ngay cang cao, bao
gom; dap tng huyét hoc, dap ung mic do té
bao di truyén, dap (rng mirc do phan ti, tir d6
cai thién thoi gian song con va chat lwong
cudc séng, ngan chan tién trién bénh.

2.1. Thang diém danh gia rui ro, tién
lwgng

Cac yéu té nguy co cua bénh nhan
BCMDT duoc tinh dya trén nhitng yéu té:
tudi, kich thugc lach khi kham 1am sang, sé
lwong té bao mau.

Ba hé théng tién luong: Sokal, Euro va
EUTOS Long Term Survival (ELTS) duoc
thiét ké dé danh gia su khéc biét vé kha ning
song sot va dap ung diéu tri. Thang diém
Sokal danh dau thoi ki didu tri bénh bang hoa
chat; thang diém Euro dwgc xay dung trong
thoi ky diéu tri bang interferon alpha; hién
nay ELTS dugc xem la thang diém tién
lwong méi vuot troi hon so véi diém Sokal
va Euro ca vé kha ning tién luong va tinh
don gian. Theo khuyén cao caa NCCN 2024,
dua trén thang diém danh gia nguy co dé dua
ra cac khuyén cao diéu tri phi hop, nhiing
bénh nhan thudéc nhém nguy co thap thube
duoc uu tién s dung 1a TKI thé hé 1, nhém
nguy co trung binh/ cao thudc TKI thé hé 2
dugc dé xuit wu tién hon?.

Bdng 1: Hé théng béng diém tién lwong, nguy co' rii ro
Chi sb Sokal EURO ELTS
Tudi 0,116x(tui-43,4) 0,666x tudi (néu >60) 0,0025 x (tui/10)3
Kich thugc lach, e\ 34, (14¢h-7,51) 0,042x Iéch 0,0315x léch
dudi bo suon
S6 lwong TC | 0,188x[(TC/700)?- 1,0956 ]
(G/L% 0[,(563] ) (néu TC>1500) 04104 x (TC/1000)°
Blast mau (%) 0,887x (%-2,1) 0,0584x% 0,1052 x blasts
BC Baso mau (%) 0,20399 (néu >3%)
BC Eo mau (%) 0,0413x % blast
Diém Tong Tong x 1000 Tong
Nguy co thap <0,8 <780 < 1,5680
Nguy co TB 0,8-1,2 >780 - <1480 >1,5680 - <2,2185
Nguy co cao >1,2 >1480 >2,2185

Bén canh cac hé théng tinh diém tién
lwong, c6 nhiéu yéu té tién lugng khic da
dugc dé xuat, trong d6 bat thuong di truyén
té bao bd sung (additional chromosomal
abnormalities- ACAs/Ph+: +8, iso(17q), +19,
+220-...) khi mgi chan doan duoc xem la chi
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s6 hiru ich, co lién quan dén két qua bat loi
khi diéu tri imatinib va nguy co cao chuyén
sang giai doan ting toc va chuyén cip. Mot
s6 khuyén cao mai nhat da khuyén nghi phan
loai ACAs va bénh nhan c6 ACA nguy co
cao duoc xép vao nhom nguy co caod, tuy
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nhién viéc xac dinh vai tro cua nhitng yéu tb
nay trong viéc dua ra lya chon diéu tri van
chua thong nhat.

2.2. Diéu tri bénh BCMDT giai doan
man tinh

2.2.1. Piéu tri nhdm dich

Liéu phap nhim dich bang céc thudc wc
ché hoat tinh tyrosin kinase (tyrosin kinase
inhibitor- TKI) 1a phuong phap diéu tri chinh
cho bénh BCMDT giai doan man tinh. Nam
2001, Imatinib Ia thuéc thé hé dau tién duoc
dua vao st dung va cé hiéu qua vuot troi
trong dép tng diéu tri so véi cac thude trude

do, ty 1 dap ung vé phan tir sdu kha cao, thoi
gian séng thém toan bo kéo dai, déng thoi tac
dung khong mong mubn c6 kha ning khic
phuc dugc. Imatinib ra doi mé duong cho su
bing né thudc nham dich ¢ thé ky 20. Bén
nay, FDA da cong nhan nhiéu loai thudc
nham dich thé h¢ sau dé diéu tri bénh
BCMDT: thé hé 2 c6 Nilotinib, Dasatinib,
Busotinib; thé hé ba ¢ Ponatinib va gan day
c6 thém Asciminib, c6 hiéu qua tét ddi véi
dot bién T315I - dot bién khang lai tat ca cac
thudc thé hé 1 va 2.

Bdng 2: Cac thudc TKI dwoc FDA cong nhan®

Théhé 1 Thé hé 2 Thé hé 3
Imatinib Nilotinib Dasatinib|Bosutinib| Ponatinib | Asciminib
300mg X
s . [2lan/ngay (hang 1){ 100mg x | 500mg | 45mg1 | 40mgx 2
Licudung |400mg/ngay hodc 400mg x  |1lan/ngay|1lan/ngay| lan/ngay | lan/ngay
2lan/ngay (hang 2)
Khong Khong lién
Céch sir dung| Khino Khi doi lién quan| Khino - .| Khidoi
. guan bira an
bira an
Chi dinh diéu
tri hang 1 Co Co Co Co Khong | Khong
(FDA)
Chi dinh diéu o n
tri hang 2 hoac|  Khéng co c6 | co big]OT(g‘i’gl) Co
hang 3 (FDA)
Tac dung phu Hiérp, co tf_]é Kéo dai QTe, ting Trén\dich o :I'éc dong Viém hé hap
quan trong pAhu ngoai dwong huyét. mar;l.g Tiéu chay| tinh mach. |trén, .dAau c,o,
i bién, dau co phoi Suy gan _|RL tiéu hoa
2.2.2. Lwa chon diéu tri hang 1 két hop cytarabine liéu thap. Muc tiéu chinh:
% Lieu phap TKI (Tyrosine kinase danh gia thoi gian dén that bai diéu tri & mdi
inhibitor) nhoém; Muc tiéu phu: danh gid chat luong

Nghién ctru IRIS da ching minh hiéu qua
vuot troi cua Imatinib®. Trong nghién ctu cé
1106 bénh nhan BCMDT giai doan man tinh
duoc phan phdi ngiu nhién vao 2 nhém:
nhém Imatinib 400mg/ngay va nhém IFN«a

cudc soéng va doc tinh lién quan dén diéu tri ¢
mdi nhom; ty 1& va thoi gian dat CHR,
MCyR, 0S. Két qua: sau thoi gian theo doi
trung binh 19 thang, ty Ié dat dap ung vé di
truyén cua nhom imatinib dat 87,1% trong
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khi nhom kia chi dat 34,7%; Theo ddi diéu
tri sau thoi gian dai, nghién cuou IRIS da
chirng minh hi¢u qua cua imatinib sau trung
binh 10 nam theo ddi véi ty I séng toan bo
la 83,3%, EFS 10 nam 79,6%, chi c6 6,9%
bénh nhan tién trién sang giai doan tang toc/
chuyén cap. Tac dung khéng mong mudn
trong qua trinh diéu tri kha it, thuong chi o
d6 1 hoac 2. Nhu vay, imatinib cai thién
dang ké vé dap g diéu tri va thoi gian séng
thém cua bénh nhan BCMDT so véi IFNa.
Cac nghién ctu so sanh TKI thé hé tha 2/
imatinib tang liéu/ imatinib két hop IFNa

hoic cytarabine liéu thap vai imatinib 400
mg dung hang ngay déu cho két qua khdng
cai thién duoc thoi gian séng thém toan bo
(OS) mét cach vuot troi. Két qua khi so sanh
diéu tri hang 1 gitra imatinib va nhirng TKI
thé hé 2 cho thay*:

« Xét vé thoi gian song con: imatinib cho
két qua khong khac biét.

« Céc thubc TKI thé hé 2 c6 kha nang dat
dap ting sau hon.

« Imatinib ¢ dir liéu téc dung phu tét
hon.

Bdng 3: TKI diéu trj hang 1 cho bgnh BCMDT- Di# ligu theo ddi dai han tir céc nghién

ciru pha 11
. i ., ... |CCYR| MMR BCR- EFS/PFS| OS [Thoigian
nThhi‘é"m Ligu pt"r?p dieU | o) | (%) IABL<10%saul (%) | (%) | theo d6i
ghie ' 10nam | 3thang (%) 10 nim (nim)
IRIS? Imatinib (n = 304)] 92 93 — 80 | 83 11
2nam| 5 ndm 5 nam
Dasatinib(n = 259) 86 76 84 85 91 5
DASISION| Imatinib (n =260)| 82 64 64 86 90
2nam | 10 nam 10 ndm
Nilotinib 300 mg
(n = 282) 87 78 91 86 88
ENESTnd NI|OtInlb 400 mg 85 80 89 90 90 10
(n =281)
Imatinib (n = 283)| 77 63 67 87 88
2nam| 5 ndm 5 nam
Bosutinib 400 mg
BEORE (n = 268) 83 74 81 93 95 5
Imatinib (n = 268)| 77 65 61 91 95

Imatinib 800 mg hién khong dugc
khuyén cdo 1a trong diéu tri hang 1, do hiéu
qua vuot troi cua TKI thé hé tha hai ¢ bénh
BCMDT giai doan man tinh mai dugc chan
doan va két qua tir cac nghién ciu pha 111
ngau nhién cho thay imatinib 800 mg khéng
gilp cai thién ty I¢ dat MMR cling nhu PFS
va OS 1 cach khac biét c6 y nghia so voi
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imatinib 400mg. Imatinib 800 mg cling lién
quan dén ty l¢ phai giam liéu hoic nging
thudc cao hon do cac tac dung phu cp d6 3
hoac 4 trong tat ca cac nghién ctu.

TKI thé hé thir hai c6 thé duoc ra chudng
hon imatinib ddi véi bénh nhan tré tudi, dic
biét 1a phu nit nho kha nang dat dugc phan
rng phan tir sau va nhanh chong cé thé cho
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phép ngung liéu phap TKI mot cach an toan
cho muc dich sinh san. Imatinib cé thé dugc
wa chudng hon d6i vai bénh nhan 16n tudi co
bénh di kém, dac biét la bénh tim mach.

Tom lai, (1) cac TKI thé hé 1 va thé hé 2
déu co hiéu qua cao dbi véi BCMDT giai
doan man tinh mé&i dugc chan doan, véi OS
dai han gan biang OS caa nhoém ddi chirng c6
d6 tudi phu hop; (2) TKI thé hé thtr hai, so
V6i imatinib, thuong c6 dap ung té bao hoc
va phan tir nhanh hon, ty 1& chuyén sang giai
doan tién trién it hon; va (3) cho dén nay,
trong cac thar nghiém 1am sang ngau nhién,
khéng c6 su khac biét dang ké nao vé OS &
nhitng bénh nhan bit dau dung imatinib so
véi TKI thé hé tha hai. Viéc lva chon liéu
phap TKI hang dau (bosutinib, dasatinib,
imatinib hodc nilotinib) phai dya trén diém
rii ro, hd so doc tinh, do tudi ciia bénh nhén,
kha nang dung nap li¢u phap va tinh trang
bénh ly di kém. Ghép té bao gbc dong loai
khong con dugc khuyén céo 1a phuong phap
diéu tri hang 1 cho bénh nhan BCMDT giai
doan man tinh.

+¢* Tinh trang khang imatinib

Da s6 bénh nhan BCMDT dép ung tot
Vv6i diéu tri imatinib nhung c6 mét ty 1& nho
khong dat dap ung tdi wu, hodc khong dat bat
ky dép &ng nao, hoic mat dap ung sau mot
thoi gian sau diéu tri, tat ca cac truong hop
nay dugc xép vao nhdm khang thubc. Theo
cac nghién cau tai chau Au, ty 1& nay chiém
khoang gan 30%7. Khang imatinib c6 thé
chia lam 2 nhom:

- Khang thuéc nguyén phét: 1a tinh trang
khong dap @ng véi diéu tri ¢ moi mic do
hoac dap tng khéng hoan toan.

- Khang thudc thtr phat: bénh nhan dap
g ban dau véi didu tri nhung sau d6 mat
dap ang.

Co ché khang imatinib bao gém co ché
phu thuoc BCR-ABL va co ché doc lap
BCR-ABL. Co ché phu thuoc BCR-ABL dic
trung 14 cac dot bién diém tai ving ma hoa
cua kinase BCR-ABL, chiu trach nhiém
khoang 35-70% truong hop khang imatinib,
dic biét la khang thtr phat. Céc co ché khang
thudc doc lap BCR-ABL gdm céc tién trinh
lién quan dén sy van chuyén thubc trong va
ngoai té bao hoic sy hoat héa cac duong
truyén tin hiéu khac. Hién c6 hon 100 dot
bién diém khac nhau da duoc xac nhan, trong
d6 quan trong nhat 14 dot bién T3151, Y253H
va F255K. Dot bién T3151 thiy ¢ 4-15%
bénh nhan khang lai imatinib, la két qua cua
viéc thay doi nucleotid tir C dén T tai vi tri
944 trén ABL, két qua la sy thay thé axit
amin threonine bang isoleusin & vi tri 315.
Dot bién nay khang lai khong chi imatinib
ma con khang lai ca nilotinib va dasatinib®.
Theo tac gia Soverini S va cong su c6 7 dot
bién phd bién nhat chiém 85% dot bién
khang thudc imatinib, bao gém M244V,
G250E, Y253F/H, E255K/V, T3151, M351T,
F359V°,

% Theo doi va danh gid két qua diéu tri

C6 3 mirc d6 danh gia dap tng diéu tri
cia bénh BCMDT vaéi cac thuée TKI: dap
tng huyét hoc, dap tng té bao di truyén, dap
ung muc d6 phan tu.

- Pap ung huyét hoc hoan toan (CHR):
s6 luong BC <10 x 109/L; khéng con bach
cau hat tudi trung gian; TC < 450 x 10%/L;
lach khdng to, 1am sang 6n dinh.

- Pap ung té bao di truyén: do luong
NST Philadelphia con ton tai sau khi diéu tri.
b4p ung hoan toan (CCyR): Ph(+) 0%; Dap
tng phan lon (MCyR): Ph(+) 0%-35%; Pap
ung it (Minor CyR): Ph(+) >35-65%.

- Bap tng muc do phén tua: & mac do
phan tir, ty Ié ban sao mRNA cua gen lai
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BCR-ABL so vai gen tham chiéu AB1 (%S,
hoic MR) dugc sir dung lam tiéu chuan quéc
té dé danh gia mirc dap Gng diéu tri. Gia tri
IS dugc thé hién dudi dang phan trim
va/hoac mac do phan tng phan tr (MR) so
v6i dudng co s& chuan hoa IRIS. Cac phong
xét nghiém st dung RT-gPCR hoac RT-
dPCR dé do ty 1€ mMRNA BCR-ABL so voi
gen tham chiéu (ABL1, GUSB, BCR) va
chuyén ddi sang IS bang cach nhan két qua
thd véi hé sb chuyén doi (CF) cu thé cua
phong xét nghiém hoic bd dung cu/hé thdng
da duoc xac thuc va dua ra két qua trén IS:

+ Pap wng phan tr sém (EMR): BCR-
ABL <10% thang thir 3 va thir 6.

+ Pap ung phan l6n (MMR): BCR-ABL
<0,1% hoac giam > 3-log BCR-ABL mRNA
s0 Véi ban dau.

+ Pap tng sau (DMR): BCR-ABL <
0,01% (MR4.0), hoic BCR-ABL < 0,0032%
(MRA4.5)

Cac mdc danh gia dap tng: muc tiéu diéu
tri bénh BCMDT la dat duoc cac mbc dap
rng nhéat dinh & thoi diém cu thé. C6 2 mdc
dap tng quan trong la dap ng phan tir sém
(EMR) va dap rng di truyén té bao hoan toan
(CCyR) (NST Philadelphia 0%, tuong duong
v6i miic BCR-ABL <1%) & thoi diém 12
thang.

Bdng 4: CAc méc ddanh gid ddp irng theo NCCN 2.2024*

BCR-ABL (IS) 3 thang 6 thang 12 thang
>10% Vang bo
>1%- 10% Xanh la Vang
>0,1%- 1% Xanh la Xanh nhat
<0,1% Xanh la

Khuyén céo xir tri theo cac mirc dap ung phan tir theo méc thoi gian:
Bdang 5: Khuyén cao xi# tri theo NCCN 2.20244

Mau| Van aé Xem xét 1am sang Khuyén céo
- Danh gia tuan thu diéu tri va tuong tac thube
. - Phan tich d6t bién khang thud q . .
. | Khéng . ari UC; d‘Q blqen ) an‘o? t HOC .z |- Chuyeén sang TKI khéac (khac
bo 1Ko | XN di truyen té bao/ tuy de phét hién cac bat Imatinib) va ghép té bao géc
thuong NST bé sung (additional chromosomal ghep te goc.
abnormalities- ACAS)

COV kha t DPanh glaAtua’n thuAdle'uA tri Va} tuongitac thuoe| Chuyén sang TKI khéc hay
vang| Dang - Phan tich dot bién khang thuoc 9 - C6 thé tidp tuc cuna TKI T va
9 khang |- XN di truyén té bao/ tiy dé danh gia MCyR o xétphé e b%o P

TKI° tai 3 thang hay CCYR tai 12 thang ghep goc.
- Néu muc tiéu didu tri 1a séng con 1au dai: < | Neuror - Tiep tye cung
C LA loai TKI
Xanh 1% dugc xem la toi wu £ ~ £ , R
Nhay TKI|{ . AP £ |- Néu khdng toi vu: Thao luan
nhat - Néu muc tiéu diéu tri la ngung thuoc (TFR): V&ineusi benh dé auvét dinh
<0.1% dugc xem I téi uu guotbent e quyst @
XanhNhay TKI - Theo ddi dap tng va tac dung phu Tiép tuc clng TKI ¢
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Luu y: khong con khuyén cao ting liéu
imatinib 1én 800mg/ng; ": viéc dat dugc cac
mbc dap ung phai duoc dién giai trong bdi
canh 1am sang. NB giam BCR-ABL'S > 50%
S0 v&i ban dau hoic dat >10% téi thiu = ¢6
thé tiép tuc TKI cung liéu trong 3 thang roi
danh gia lai*: viéc chuyén d6i imatinib sang
TKI thé hé 2 gilp cai thién dap ung, nhung
s€ kém tang doc tinh.

Theo doi dap ung sinh hoc phéan tu 3-4
lan/ndm nhu dugc khuyén céo bai ELN va
NCCN gitp giam nguy co tién trién bénh va
kéo dai PFS0. Theo nghién ciru cua tac gia
Reina Haque va cong su phan tich mai lién
quan giita viéc tuan thu thuéc (MPR-
medication possession ratio) va tan suét theo
dBi xét nghiém dinh hrong gen vai két qua
[am sang trén nhém bénh nhan BCMDT diéu
tri TKI, theo déi trong téi da 13 nam (trung
binh 4,6 nim) cho thay: ty I& tién trién dén
giai doan tang tdc/chuyén cip va ta vong
thap hon & nhitng bénh nhan tuan tha thudc
tét hon (20,4/1000 nguoi-nam) so voi nhing
bénh nhén tuéan thu it hon (27,0/1000 nguoi-
nam); nhitng bénh nhan dugc theo doi dinh
luong gen BCR-ABL dinh ky c6 nguy co
tién trién hodc tir vong giam dang ké, & ca 2
nhom bénh nhan c6 tinh trang tuan tha thubc
cao va thap (ty 1é nguy co [HR] 0,07 [95%
Cl 0,03-0,19 néu MPR > 90%] va HR 0,70
[95% CI 0,02-0,21 néu MPR < 90%])L.

2.3. Tac dung khoéng mong muén caa
cac thudc TKI

MJi loai TKI déu c6 tac dung phu can
can nhic khi quyét dinh diéu tri, tuy nhién
hau hét cac TKI déu duoc dung nap tét néu
duoc theo ddi va cham soc hd tro day du. Co
ché gay tac dung phu cua cac TKI 1a do bén
canh cac dich kinase diéu tri, cac TKI con tac
dong vao céac dich kinase khong lién quan
dén diéu tri va cac dich khong phai kinase

khong lién quan dén diéu tri & cac mic do
khac nhau.

Imatinib gdy ra cac td&c dung phu nhu
tang can, mét moi, phl ngoai bién va quanh 6
mét, dau xwong va co, chudt rat, budn nén va
nhitng triéu ching khac, hau hét déu & muc
d6 nhe dén trung binh.

Dasatinib: trong nghién cicu DASISION,
ty 1& doc tinh huyét hoc d6 3/4 cao hon so
véi imatinib. Céc tac dung phu khong lién
quan dén huyét hoc nhu co thit co, phi ngoai
bién va ha phosphat mau thuong gap hon véi
imatinib. Viéc ngimg diéu tri do cac tac dung
phu lién quan dén thubc xay ra & 16% va 7%
bénh nhan dung dasatinib va imatinib tuong
&ng. Tran dich mang phdi ciing phd bién hon
véi dasatinib (28%  so voi <1% voi
imatinib), ting ap dong mach phdi 1a mot
bién ching hiém gip nhung quan trong cua
dasatinib. Nén tranh dung dasatinib & BN c6
nguy co bi tran dich mang phéi (tén thuong
phdi hién tai), Ivu ¥ & nhitng bénh nhan co
tién sir bénh phdi, bénh tim hoic ting huyét
&p khong kiém soat duoc. Dasatinib ciing tc
ché chirc nang tiéu cau, c6 thé ting nguy co
bién chirng xuit huyét nhitng bénh nhan
dung ddng thoi thubc chong dong mau.

Nilotinib: trong nghién ciru ENESTnd, ty
1¢ cac tac dung phu khong lién quan dén
huyét hoc nhu budn ndn, tiéu chay, non mua,
co thit co va phu ngoai bién & moi mirc do
déu cao hon ¢ nhitng bénh nhan dung
imatinib. Nilotinib ciing lién quan dén ting
duong huyét, co kha ning kéo dai khoang
QT va nguy co dot tir do tim. Viéc kéo dai
khoang QT c6 thé duoc kiém soat bang cach
giam lféu. Nilotinib ciing ¢6 lién quan dén
cac bien co tdc nghén dong mach (arterial
occlusive events-AOEs) nhu bénh thiéu mau
cuc bd co tim, bién cé mach mau nao do
thiéu méau cuc by va tic dong mach ngoai
bién. Trong thoi gian theo doi 10 ndm cua
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thu nghiém ENEST-nd, 24,8% bénh nhan
gip bién cb bat loi khi str dung nilotinib 300
mg 2 lan/ngdy. Nén han ché hodc tranh sir
dung nilotinib ¢ nhitng bénh nhan c6 cac yéu
t6 nguy co nhu tiéu duong, bénh mach vanh,
mach mdu niao hodc dong mach ngoai bién.
Can tranh sir dung dong thoi nilotinib cing
v6i cac thuéc chéng loan nhip (nhu
amiodarone, disopyramide, procainamide,
quinidine va sotalol...) va cac thuc khac c6
thé kéo dai khoang QT (nhu chloroquine,

bosutinib. Bién ¢ tic nghén dong mach da
duogc bao cao & 3% va 1% bénh nhan duoc
diéu tri bang asciminib va bosutinib. Nhiing
bénh nhan cé yéu t6 nguy co tim mach hoac
c6 cac dau hiéu va triéu ching tim mach can
duogc theo ddi can than va nén bit dau diéu
tri thich hop theo chi dinh lam sang.

Trong qué trinh diéu tri néu xuat hién dau
hiéu hodc tri€u ching cép cia cac bién cd
tim mach, dé nghi bénh nhan di kham ngay
lap trc. Can danh gia tinh trang tim mach

halofantrine, cIan_thromycm, halgp.erldol\, ctia bénh nhan, theo ddi cac yéu t6 nguy co
methadone, moxifloxacin, bepridil va .. C 1o oan . A

. . tim mach va chu dong xur tri trong khi dieu
pimozide...).

Asciminib: doc tinh duong tiéu hoa (tiéu
chay, budn nén va ndn) va bit thuong vé
sinh hoa mau (ting ndng do alanine
aminotransferase va aspartate
aminotransferase) cao hon dang ké vai

Bdang 6: TOm tdit tac dun

tri voi TKIs, dya trén cac huéng dan diéu tri
chuén. Bosutinib va imatinib 1a nhitng TKI
an toan nhat véi cac bién cb tic nghén dong
mach.

phu cia cac TKI

Poc tinh do 3/4 Imatinib | Dasatinib | Nilotinib | Bosutinib | Ponatinib
Mét + + - NR ++
bo da ++ + - ++ ++
Pau dau - - - ++ ++
Pau co - - NR - ++
Pau xuong ++ NR NR - NR
Tiéu chay ++ + + ++++ NR
Buon non - - + . +
NOn - - - ++ NR
Dau bung - NR NR +4 4+
Viém tuy + NR ++ NR I
Phu ngoai vi ++ ++ + ++ NR
Tran dich mang phoi + ++ + NR NR
Tang lipase mau +++ - +++ +++ ++++
Doc gan ++ + +++ FH++ ++
Thiéu mau +++ ++++ ++ +++ ++++
Giam tiéu cau - HH++ +H+ +H++ +H++
Giam bach ciu hat o+ e+ +H+ +H++ +H++

(+: 1% bénh nhan, ++: 1-5%, +++: 5-10%, ++++: 10-50%, NR: not reported)

Doc tinh trén hé tim mach cta cac TKI thé hé 2,3 cao hon so v&i thé hé 1.
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Bdng 7: TOm tit tAc dung phu trén tim mach cia cac TKI

< Tran dich Trandich .. dong Hﬂy?t Tﬁllg ap Ti‘ng

Thuoc mang phdi mang ngoal mach khoi tinh| dong q_du’(rrrlg

tim : mach [mach phoilhuyet
Imatinib (400-600mg QD) - - - - - #
Dasatinib (100-140mg QD) ++ +/- +/- - +/- -
Nilotinib (300-400mg BID) - - ++ - - ++
Bosutinib (500mg QD) - - +/- - - -
Ponatinib (45mg QD) - - ++ +/- - -

(++: >20% BN trong > 2 nghién ctru; +:
>5% BN trong > 2 nghién ctru; +/-: 1-5% BN
trong > 1 nghién ctru. - : <1% BN; # : ¢6 thé
c6 hi€u ung co loi.)

2.4. Lwa chon diéu tri hang 2 cho
BCMDT giai doan man tinh

Diéu tri hang 2 va ctu vét khi BCMDT
khang/ khéng dung nap cac TKI hang 1.
Phan tich dot bién mién kinase BCR-ABL,
danh gia twong tac thudc va tuan tha diéu tri
duoc khuyén nghi truée khi bat dau liéu phap
TKI hang 2. Phan tich d6t bién dong tuy st
dung ki thuat NGS dé xac dinh cac dot bién
doc 1ap voi BCR-ABL ciing c6 thé hiru ich
cho nhitng bénh nhan mic BCMDT giai
doan man tinh khong dat duoc cac mdc dap
rng ti vu do tinh trang giam té bao méau khi
dung thuéc va nhitng bénh nhan khang véi
TKI.

O nhitng bénh nhan c6 BCR-ABL'S
>10% sau 3 thang dung imatinib 400 mg,
viéc chuyén sang dung nilotinib hoic
dasatinib da dwgc chuang minh la c6 ty I¢
MMR ¢ thoi diém 12 thang cao hon so véi
viéc tang liéu imatinib.

Nilotinib, thé hién rd kha ning vuot troi
khi tac dung I&n nhém bénh nhéan sau khang
thudc hodc khong dung nap véi imatinib.
Trong nghién cuau cua Kantarjian va cong
sul2, nilotinib lieu 400mg/lan dung 2
lan/ngay duoc st dung phac dd hang 2 cho
321 bénh nhan. Sau 24 thang theo ddi, 28%

bénh nhan dat duoc dap ¢ng phan tir phan
I6n (MMR) va 46% dat duoc dap ung di
truyén té bao hoan toan (CCyR). Ty Ié dat
dap @ng vé di truyén té bao phan I6n tuong
duong & nhém khéng imatinib va nhom
khong dung nap véi imatinib, thoi gian dat
dugc dap ung trung binh 1a 2,8 thang; 77%
va 84% bénh nhan duy tri dugc dap tng di
truyén té bao phan lén (MCyR) va dap ang
di truyén hoan toan (CCyR) sau 24 thang; ty
I& séng thém khong tién trién bénh sau 24
thang 1a 64%. Ty 1é séng thém khong tién
trién & nhom dap tng vé huyét hoc trudc
diéu tri cao hon nhom khong dap @ng vé
huyét hoc trudc didu tri sau 24 thang lan luot
la 77% va 56%. Ty Ié sbng thém toan bo sau
12 thang va 24 thang lan luot 12 95% va
87%. Mac du 55% bénh nhan khang imatinib
cO xuat hién dot bién duoc dua vao nghién
ctru, nhung hiéu qua diéu tri hang 2 bang
nilotinib van cho két qua khé tét & nhom dbi
twong nay. Nilotinib dwgc FDA chip thuan
tr nam 2007 cho bénh nhadn BCMDT giai
doan man tinh khong dap wng hoac tai phat
sau dung imatinib; thuéc dugc dung duong
udng 2 lan/ngay véi liéu 300mg/lan & ngudi
bénh moi phat hién bénh va 400mg/lan &
nguoi bénh khang hoac khdng dung nap vai
imatinib.

Truong hop khang TKI thé hé 2 co thé
chuyén sang loai TKI thé hé 2 khac. Tuy
nhién, khéng cé bang ching rd rang nao cho
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thay viéc chuyén sang thudc TKI thé hé 2
thay thé s& cai thién két qua 1am sang lau dai
cho nhém bénh nhan nay

Ponatinib, 1a TKI thé hé thir ba dau tién
duoc chip thuan trong diéu tri BCMDT giai
doan man tinh théng qua thu nghiém Iam
sang giai doan 11, PACE. Thir nghiém PACE
trén 449 bénh nhan, bao gom 267 bénh nhan
mic BCMDT giai doan man tinh (203 bénh
nhan cd tién sir khang hoac khéng dung nap
TKI; 64 bénh nhan co6 dot bién T3151), 145
bénh nhan mic BCMDT giai doan tién trién
(83 bénh nhan giai doan tang tdc; 62 bénh
nhan giai doan chuyén cip) va 32 bénh nhan
bach cau cap dong lympho (ALL) cé Ph
dwong tinh; liéu dung ponatinib 45 mg mdi
ngay!4; trong s6 nhitng bénh nhan maic
BCMDT, trén 90% da dung tir 2 TKI tr¢ Ién
trudc do va 60% da dung tur 3 TKI trudce do.
Két qua: 46% dat dap ung di truyén té bao
hoan toan va 34% co6 dap (rng phan tir phan
I6n (MMR); ¢ nhitng bénh nhan c6 dot bién
T3151, 68% dat CCyR va 56% dat MMR.
FDA phé duyét Ponatinib vao niam 2012 lidu
45 mg hang ngay cho nhirng bénh nhan
BCMDT khi khang hoac khéng dung nap cac
TKI khéc va bach cau cip dong lympho c6
Ph+, gan day phac do diéu chinh liéu theo

dap tng ciing duoc chap thuan ¢ bénh nhan
BCMDT: liéu khoi dau 45 mg x 1 lan mdi
ngay, giam xuéng con 15 mg khi dat duogc
BCR::ABL'S <1%.

Asciminib, la thudéc méi dugc chap thuan
sir dung vao nam 2021. Asciminib hoat dong
theo co ché STAMP, khéc véi cac TKIs hoat
dong theo co ché canh tranh vi tri gin ATP
trude do. ASCEMBL?3 Ia nghién ciu pha 111
so sanh asciminib (400 mg hai lan mdi ngay,
n= 157) véi bosutinib (500 mg mdi ngay;
n= 76) & nhitng bénh nhan mic BCMDT da
diéu tri v6i it nhat 2 TKI trude d6. Két qua
cho thdy nhém ding asciminib c6 ty I¢ dat
MMR sau 6 thang cao hon déng ké (25% so
v6i 12%); theo ddi dai han cho thdy ty I8
MMR sau 2 ndm ¢ nhom asciminib ciing cao
hon (38% so v&i 16%) nhung OS 2 ndm thi
khdng khac biét gitra 2 nhom (97% va 99%).
Asciminib ciing dwgc FDA phé duyét diéu tri
nhitng bénh nhan c6 dot bién T3151 véi lidu
duing 200 mg x 2 lan/ngdy. V&i nhiing truong
hop bénh nhan co dot bién khang thudc hay
that bai didu tri, ponatinib va asciminib dwgc
khuyén cdo ngang nhau, nhung v&i Cac
treong hop chi khong dat dugc dap tng phan
tir hoac cac bénh nhéan c¢6 nguy co tim mach
cao, asciminib dugc vu tién lya chon hon.

Bdang 8: Liéu phap TKI hang 2 va tiép theo cho BCMDT giai dogn man tinh: Di# ligu

theo ddi dai han tir cac nghién cieu pha 11/111

. on - n (A Theoigian | CCyR | MMR | PFS
Thir nghiém Liéu phap dieu tri nghiéngc{ru (0/3)/) (%) (%) OS (%)
Dasatinib Imatinib-R (n = 124) 7 nim - 43% 39 53
Imatinib-1 (n=43) - 55 51 70
o Imatinib-R (n = 226) .
Nilotinib Imatinib-1 (n=95) 4 nam 45 - 57 78
Imatinib-R (n = 38) 22 - - 67
- Imatinib-I (n=50) < 40 - - 80
Bosutinib 1 tinib and nilotinib —R| "™
_ 31 87
(n=26)
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Dasatinib hoac nilotinib R 49 35 52 76
Ponatinib (n=203) 57 thin O 5 nam(o 5 nam
(PACE) J 50 | 66
T3151 (n=64) 70 588 |, | .
§ 5 nam|(d 5 nam
73 89
45mg (n=93) 44 34 NV
0 3 nam|d 3 nam|
Ponatinib 30mg (n=93) 32thang | 29 25 0 | 8
(OPTIC) gn= g & 3 nimly 3 nim
70 92
15mg (n=91 23 23
g (n=91) & 3 nimy 3 nim
Asiminib (n=157) 40 38 94 97
Asciminib - - & 96 tudn| 96 tudn
(ASCEMBL)™ Bosutinib (n=76) o 16 16 91 99
- 5 96 tudn|o 96 tuan

Dot bién khang thube: dot bién ving
kinase cia BCR-ABL 1a co ché thuong gap
cua khang TKI va dugc phat hi¢n & hon 50%
bénh nhan that bai véi TKI va cd bénh tién
trién. Trong cac dot bién khang thudc, T315I
chiém ty & cao: 3-15% bénh nhan BCMDT
noi chung va 10-27% cac truong hop co dot

bién. Theo khuyén cdo NCCN 2.2024%, khi
lra chon TKI hang 2 phai dua vao su c6 mat
ctia cac dot bién khang thude. Cac dot bién
khang thudc trén viing kinase cuia BCR-ABL
khéng nén diéu tri bang asciminib, bosutinib,
dasatinib hoac nilotinib dugc liét ké trong
bang sau:

Bdng 9: Cdic dét bién khéng nén diéu tri bang TKI twong g

Pt bién Loai TKI khong nén sir dung
A337T, P465S, M244V, F359V/I/C Asciminib
T3151, V299L, G250E, F317L Bosutinib
T3151/A, F317L/NV/IIC, V299L Dasatinib
T3151, Y253H, E255K/V, F359V/C/I Nilotinib

2.5. Ngirng diéu tri & bénh nhan
BCMDT da dat dwoc dap wng phan tir sdu
lau dai (treatment-free remission-TFR)

Tinh kha thi cua viéc ngung liéu phap
TKI (v6i su theo d6i chat ch§) ¢ nhitng bénh
nhan da dat dugc va duy tri dap ung phéan tu
sau (DMR, BCR-ABL'S <0,01%) trong 2
nim tré 1én da duoc danh gia trong mot sb

nghién cau l&m sang. Khoang 40%-60%
bénh nhan ngung liéu phap TKI sau khi dat
duoc DMR s¢ bi tai phat trong vong 12 thang
sau khi nging diéu tri. Mot s yéu té co thé
gilp du doan nguy co tai phat sau khi ngtrng
liéu phap TKI: diém nguy co Sokal cao hon,
giéi tinh nix, s6 luong té bao tiéu diét tu
nhién thap hon, dap tng imatinib dudi muc

17



KY YEU CAC CONG TRINH NGHIEN C’'U KHOA HOC CHUYEN NGANH HUYET HOC - TRUYEN MAU

t6i uu, thoi gian diéu tri TKI, thoi gian duy
tri DMR truéc khi nging thude. Trong do,
yéu t6 thoi gian diéu tri TKI va thai gian duy
tri DMR trudc khi nging thude c6 lién quan
dén TFR v&i muac do nhat tri cao. Theo
NCCN, can theo d&i dap ng phan tur sau khi
ngung lidu phap TKI thudng xuyén hon dé
xac dinh sém tinh trang mat MMR, tuy nhién
tan suit theo ddi dap ung phan tir téi vu &
nhitng bénh nhan mat MMR sau khi nging
lisu phap TKI van chua dugc thong nhat.

Theo NCCN 20244, tiéu chuan dé nging
diéu tri & bénh nhan BCMDT di dat duoc
dap ung phan tir sdu 1au dai bat budc phai da
cac yéu tb sau:

- Bénh nhan >18 tudi, BCMDT giai doan
man tinh, khong c6 giai doan tién trién trudc
do.

- Kiéu sao ma BCR-ABL c6 thé dinh
luong

- Thoi gian diéu tri TKI >3 niam
(imatinib, nilotinib, dasatinib), tién luong tét
néu di diéu tri imatinib > 6 nam)

- Thoi gian duy tri DMR > 2 nam, duoc
khang dinh bang trén 4 lan xét nghiém qPCR
lién tiép, cach nhau trén 3 thang

- Bénh nhan c6 dong luc ngung thudc

- Bénh nhan dong y theo ddi gPCR
thuong xuyén hon sau khi ngirng thuc

- Phong lab: yéu cau ky thuat xét nghiém
qPCR dat mac MR4.5 va tra két qua trong
vong 2 tuan

- Bénh vién c6 sian TKI dé c6 thé khai
dong lai TKI trong vong 4 tuan sau khi mat
MMR, va theo ddi sat gPCR.
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Diéu tri BCMDT voi cac thude TKI da
m& ra nhiéu co hoi cho ngudi bénh. Trudc
khi diéu tri, can danh gia day du vé giai doan
bénh, yéu té nguy co va cac yéu té tién luong
di kém. Trong qua trinh diéu tri bang TKIs,
phai theo ddi chat ch& dap ung thudc tai cac
méc thoi gian khuyén cdo, ciing nhu can
kiém soat tinh trang khang thubc dé thay doi
hudng diéu tri pht hop.
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QUAN LY SINH SAN TREN BENH NHAN LO’ XE MI
KINH DONG BACH CAU HAT

I. DAT VAN DE

Lo xé mi kinh dong bach cau hat (CML)
14 bénh thudc hdi ching tang sinh tiy man ac
tinh, dic trung boi sy ting sinh cac té bao
dong bach cau hat biét héa, hau qua 1a sb
lwong bach cau ting cao & mau ngoai Vi Voi
da cac tudi dong bach cau hat [1]. Uéc tinh
nam 2023 tai My c6 khoang 8930 bénh nhan
mac CML méi va 1310 bénh nhan c6 kha
nang tir vong do bénh nay [2].

Bénh ciing thudng dugce biét téi 1a cin
bénh cta ngudi cao tudi, v4i tudi trung binh
lac chan doan 1a 65 tudi, nhung co t&i 37%
s0 nguoi mac tai thoi diém chan doan & trong
d6 tudi sinh san. Trong qua trinh diéu tri
bénh CML, ca nam gidi va nir gidi déu co
nhu cdu sinh con. Ty 1& mang thai hang nim
lién quan dén bénh nhan CML Ia 1/100.000
phu nit mang thai [3], [4], [5].

Bénh CML c6 thé giy ra nhiing bét lgi
nghiém trong cho ca me va thai nhi. Dbi vai
san phu, c6 thé gay tinh trang bénh tién trién
do phai ngirng thudc dé sinh con, kéo theo d6
1a nhiéu hé luy khac nhu thiéu mau, huyét
khdi hodc ting nguy co nhiém tring. Song
song v6i nhirng rii ro ma ngudi me phai doi
mat thi thai nhi ¢6 nguy co: cham ting
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Chiu trich nhiém chinh: Nguyén Thu Chang
SDT: 0946272683

Email: changnguyen230291@gmail.com
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Nguyén Thu Chang?, Bach Quéc Khanh!

trudng, thai luu, sinh non hay tor vong so
sinh. Bén canh dé, cac thudc wrc ché Tyrosine
kinase (TKIs) cling gdy anh hudng t&1 me va
thai nhi. Vi thé viéc danh gid kha ning mang
thai va nhu cau quan 1y thai ky ngay cang
quan trong. Vay bénh nhan lo xé mi kinh
dong bach cau hat lidu c6 thé mang thai, sinh
con dugc khong? Va voi cac bénh nhan la
nam gidi, thi cac thude TKIs c6 anh hudng gi
t&1 kha nang sinh san?

Trén quan diém phan tich cac thong tin
dugc cong bd xung quanh van dé day thach
thtrc nay, chiing toi s& trinh bay vé co ché va
anh hudng cia cac thuéc TKIs dén kha ning
sinh san ctia nam gioi, qua trinh mang thai &
phu ni mic bénh CML, cach quan ly, theo
d&i va mot sb nhitng khuyén cdo diéu tri trén
nhém bénh nhan nay. Cling voi d6 1a mot s6
nhirng ghi nhin cua cac tac gia trén thé gidi
vé két qua diéu tri CML ¢ phu nit mang thai
cling nhu nhitng khuyén céo vé viéc 1én ké
hoach, tu van cho cic bénh nhan nam gioi
khi ¢6 nhu cau sinh con.

Il. ANH HUONG CUA CAC THUOC U'C CHE
HOAT TiNH TYROSINE KINASE DEN ME VA
THAI NHI

2.1. Anh hwéng cia cac thude TKIs
dén qua trinh mang thai ciia phu nir

Nghién ctru ctia Abruzzese va cong su
vao nam 2020, da ghi nhan c¢6 10 - 20 %
ngudi me tiép xtic véi TKIs trong 3 thang
dau s& dan dén say thai tuy nhién, sinh non
hodc gip cic van dé vé thai nhi nhu di tat
xuong, bat thuong mé mém (dic biét lién
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quan dén hinh thanh mach mau va co quan)
[31,[41,51. o

Ciling trong mot tong ket khac theo co s&
dit lidu cua Hoi Lo xé mi Chau Au (ELN) vé
viée didu tri TKIs ¢ 13 qudc gia voi 305 ca
mang thai & 234 bénh nhan nit CML [7]: sO
bénh nhan chuyén da binh thuong 1a 234
(77%); dinh chi thai c6 chu y la 42 (14%),
sdy thai ty nhién 1a 21 (7%), va khong 5 két
qua 8 (2%). S6 bénh nhdn chuyén da du
thang 13 141(75%). Trong sd 233 trudng hop
tré sinh ra c6 4 tré phat hién bat thuong bam
sinh dugc ghi nhan (1,7%): da ngoén, di tat
tim bam sinh... nhung khong c6 di tit nao
nghiém trong hodc gy nguy hiém tinh mang.

2.2. Co ché khién cho cic thube TKIs
c6 thé gay say thai va di tit cho thai nhi.

C0 ba nguyén nhéan chinh sau [8], [9]:

e Thubc giy anh hudng téi su trao ddi
me con thong qua chirc nang cta nhau thai,
gy e ché ting sinh mach mau cua banh rau
dan téi gidm lugng mau nudi ciing nhu gidm
luong oxygen t6i thai nhi, qua d6 rdi loan
hinh thanh co quan va cham tang trudng.

e Thudc anh huong truc tiép dén su ting
trudng cling nhu bi¢t hoa cua thai nhi.

e Thubc gay hién tuong chét theo chuong
trinh, din dén ton thuong mé va rdi loan hinh
thanh co quan.

T nhitng co ché trén, tuy ty 1& gip
khong cao nhung van co nguy co di tat hodc
sdy thai ty nhién ¢ phu nir CML mang thai
khi dung thudc TKIs.

. ANH HUONG CUA CAC THUOC UC CHE
HOAT TINH TYROSINE KINASE DEN NAM
GIOl

Chi c6 mot sb it nghién cau vé tac dong
cua TKIs Ién kha nang sinh tinh & nam gidi,
nhitng dit liéu duoc dua ra trén thé gidi con
kha han ché. Hau hét cac thong tin dugc lay

tir cac thi nghiém trén dong vat va béo cao
treong hop. Vi vay quan sat 1am sang la rat
quan trong.

Hai nghién cau [25], [26] xem xét qua
trinh sinh tinh & nhitng nam gigi c6 st dung
TKIs, cho thiy nong do6 testosterol (T),
hormon tao hoang thé (LH) va hormone kich
thich nang triing (FSH) trong huyét thanh
déu giam dang ké nhung khong lam mét
hoan toan kha nang sinh tinh ctia bénh nhén.

Mot danh gia c6 hé théng dugc tac gia
Abruzzese va cong sy thuc hi¢n nam 2020
trén 428 trudng hop mang thai tir 374 6ng bd
khong nging diéu tri TKIs trude khi thy thai
(cac thubc s dung didu tri 1a: imatinib,
nilotinib, dasatinib). Két qua danh gia da
nhan thdy: ty 1¢ sdy thai hodc di tat thai
khong tang ¢ nhiing truong hop phu nit
mang thai v&i bénh nhan nam dang diéu tri
TKIs. Trong do, ty 1€ di tat anh hudng trung
binh 13 2,5% s6 tré sinh song, twong dwong
voi ty 1€ va cac loai di tat hay gap trong cong
ddng dan sd néi chung [6],[9], [10]. Cac
nghién ctru ciing cho thiy khong chirng minh
duogc doc tinh di truyén cia thudc hodc suy
giam kha nadng sinh san ctia nam gidi [6], [8].

Tuong tw, mot nghién ciu caa
Mohammad Abu — Tineh va cong su cong b
nam 2023 [24], duoc thuc hién dya vao thu
thap cac dir liéu hoi cau va phong van qua
dién thoai véi 150 bénh nhan nam giéi nham
danh gia tac dong cua imatinib, nilotinib va
dasatinib t&1 kha nang lam cha cta ho. Bo
tudi trung binh cua cac bénh nhan la 44.5
tudi vai thoi gian didu tri TKIs trung binh 1a
7 nam. Nguoi ta da ghi nhan: khéng gap tac
dong tiéu cuc dang ké nao dén kha niang lam
cha cua cac bénh nhan nay. C6 tong cong 49
tré duogc sinh ra, trong d6 c6 98% tré sinh du
thang va can nang khi sinh trong gigi han
binh thudng, khdng c6 bao céo nao vé thai
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chét luu, t vong so sinh hay di tat bam sinh.
Tat ca cac em bé déu sinh truong va phét
trién binh thuong va khong c6 bénh ung thu
lién quan CML nao duoc béo céo & bat ky tre
so sinh nao.

Tu nhiing diér li¢u 1am sang trén, trong
huéng dan didu tri CML cua ASH (American
Society Hematology - Hoi Huyét hoc My)
2022 [12] d4 dua ra khuyén co voi nam gii
1a khong can nging sir dung thudc TKIs thé
hé thtr nhét va thé h¢ tht hai khi c6 ké hoach
sinh con. Hién nay van c6 rat it khuyén cdo
vé cac loai thubc mdi nhu Ponatinib hay
Asciminib [13].

IV. QUAN LY VA PIEU TRI CML & PHU NT¥
TRONG B0 TUOI SINH SAN

Theo huéng dan ciua Hoi Lo xé mi Chau
Au (ELN) va Mang lu6i ung thu thé giéi
(NCCN), nhitng bénh nhan CML diéu trj
bang TKIs va dat lui bénh dap ung phan tir
siu (DMR) duy tri it nhat tir 12 - 24 thang,
thi c6 thé tam ngirng thudc TKIs, dé theo di
va lén ké hoach mang thai [10][11][12]. Véi
nhirng truong hop méi dung thude hoic chua
dat dugc tinh trang lui bénh Iy tudng nhu da
no6i ¢ trén thi viée ngimg thudc dé mang thai
s¢ kém nguy co bénh tién trién. Nhiing
truong hop nay, bac si s& tu van tam tri hodn
viéc mang thai dé wu tién kiém soat bénh, co
thé can nhic chuyén thudc thé hé sau dé dat
duoc dap ung sau hon.

Cung chung quan diém nhu trén, nim
2022, ASH (Ho6i Huyét hoc My) di chia
nhiing phu nit CML mang thai thanh 3 nhém
[12]:

e Nhom duoc chan doan CML trong liic
mang thai.

e Nhom dang diéu tri CML va mang thai
khi da dat dugc trang thai lui bénh khong can
diéu tri (TFR - Treatment Free Remission).
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e Nhom dang diéu tri CML va mang thai
nhung chua dat dugc trang thai lui bénh
khong can diéu tri.

4.1. Quan Iy phu nit CML dwoc chin
doan trong thai ky

Béc si diéu tri can xem xét 3 yéu té chinh
sau: giai doan bénh CML luc phat hién cé
thai (giai doan man tinh hay giai doan ting
téc), ganh nang bénh tat ctia bénh nhan do,
tirc 1a xem xét cac bénh 1y mic kém khac
nhu: bénh ly vé gan, than, tim mach, ho
hap... va thoi gian tir lic chan doan dén lic
sinh con bao lau.

Bac si lam sang nén dong cam, nhay
cam, tim hiéu hoan canh cu thé cua ting
bénh nhan. Viéc ca thé hoa diéu tri & day rat
quan trong do lién quan dén van dé dao durc,
bac si nén ling nghe tAm tu nguyén vong cla
bénh nhan, giai thich vdi bénh nhan va nguoi
nha trén tinh than chia sé. Néu can thiét phai
két hop v&i nhidu chuyén khoa khac nhu san
khoa, tam ly liéu phap.

Néu bénh nhan & giai doan tién trién hodc
giai doan man tinh nhung nhiéu nguy co cao,
thi nén cén nhéc viéc chim drt thai ky dé bt
dau didu tri [13]. RS rang d6 1a mot quyét
dinh hét strc kho khin véi ban than nguoi
bénh va gia dinh ho. Béc si can tu van nguy
co ¢c6 thé xay ra cia viée tri hodn dung thudce
dé sinh con.

Céc thube TKIs c6 thé gdy di tat hodc
tang nguy co say thai ty nhién nén khong
ubng thudc trong 3 thang dau. Tuy nhién,
ngdy cang c6 nhiéu bang ching cho thiy su
an toan cua TKIs trong nhirng giai doan sau
cia thai ky. Néu can thiét thi imatinib va
nilotinib ciing c6 thé dugc can nhac do it di
qua nhau thai véi ty 1€ gap di tat thai hoac
sdy thai tuong duong véi ty 1€ gap trong dan
sO binh thuong, tuy nhién, khong nén si
dung dasatinib (mot loai thudc TKIs thé hé
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2) & bat ky thoi diém nao cia thai ky do co ty
16 mic cac bat thuong ¢ thai nhi cao nhat
(1én t&i 11%) [14][15][16]. Hién nay, van c6
it nghién ctru vé do an toan cua cac thude
TKIs thé hé sau nhu: bosutinib, ponatinib va
asciminib.

Cac san phu nay can duoc theo ddi bénh
CML bang xét nghiém méau va xét nghiém di
truyén phan to RQ - PCR dinh luong gen
BCR - ABL dinh ky hang thang két hop vai
cac moc thim kham cua san khoa va cac
chuyén khoa khac [14][15][16].

3 thing dau thai ky

3 thang giira thai ky

3 thing cuoi thai ky

Gan tach bach cau, tiéu
cau dam bao so lrong
bach cau <100 G/1: s6
luong tiéu cau < 500
G/l

Khong dung
hydroxycarbamide va
TKIs.

C6 thé ding IFNa.
Khong dung TKIs
trong suot qua trinh
hinh thanh co quan va
cho dén khi hinh thanh

nhau thai.

Gan tach bach cau, .

tiéu cau.

Sir dung aspirin va
hoic LMWH néu s6
luong tiéu cau > 500
G/L

C6 thé dung IFNa.
Can nhic sir dung
imatinib hodc
nilotinib tir tuan thai
thir 15 hoac 16 tro di
néu dinh lvong BCR-
ABL ting >1-10%.
Khong dung
dasatinib.

Gan tach bach cau. tiéu
cau.

Str dung aspirin hoac
LMWH néu s6 luong
tiéu cau > 500 G/1.

C6 thé ding IFNa.

Can nhic sir dung
imatinib hoac nilotinib
tir tuan thai thir 15 hodc
16 tr&s di néu dinh lwong
BCR-ABL tang >1-10%
Khong dung dasatinib.

Khuyén cdo diéu tri CML ¢ phu ni# mang thai theo ASH 2022[12]

Khi bénh nhan CML c6 két qua dinh
luong gen BCR - ABL tang nhanh (tang trén
1 log duong chuan), thi c¢6 thé dung TKIs &
giai doan sau cua thai ky (quy 2, 3 cua thai
ky). Khong str dung hydroxyurea trong khi
mang thai, dac biét la 3 thang dau. Néu sd
lugng bach cau, tiéu cau co thé kiém soat
dugOc thi chién lugc 1a theo ddi va cho doi.
Nhitng bénh nhén c6 tinh trang ting tiéu cau
> 500 G/I, nén bat dau bang aspirin liéu thap

(75 -100mg) va hoac heparin trong lugng
phan tir thip. Phuong phap gan tach bach cau
(> 150 G/l); tiéu cau (> 1000 G/l) c6 hiéu
qua trong viéc kiém soat sb lwong bach cAu,
tiéu cau ting cao, dugc sir dung an toan trong
thai ky. IFN - alpha (Interferon) la lya chon
diéu tri duy nhat thé hién dic tinh chong ung
thu va an toan khi sir dung. Vi¢e st dung hoa
chat trong thai ky con nhiéu ban cii

[17],[18],[19].
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Mgt sé nghién cizu ¢ bénh nhan khong si dung lién tuc TKIs ma trwéc dé da dat dwoc
MMR hogc DMR [12]

, Thai gian Sobgnh | Sobénh | Sobénh
N (so b@nh Céc TKIs trwéc [trung binh nhan nhan mat | nhan dat
Nghién cirujnhan, so ca do(m, %)  lding TKISZMMR lic, dap wng |>MMR sau
mang thai) ’ (thang) dirng TKIS MMR (n, | dung lai
91 (n, ) %)  [TKIs (n, %)
Caldwell v&) 55 35 ND ND | 20(76) | 20(69) | 18(90)
cong su
Chelysheva 6 mo-57% | 6 mo- 50%
va cong su 87,87 ND ND 87 (100) 12 mo- 66%]|12 mo- 75%
Imatinib 24 (48)
© A Dasatinib 14 (28)
Lee ‘;?ICQ”Q 39,50 | Nilotinib 10 (20) (6_712 g | 4@ | 20055 ND
: Bosutinib 1 (2)
Radotinib 1 (2)
Lasica va Imatin_ib_ 13 (81) 32
cong su 16,27 | Dasatinib 2 (13) (3.84) 12(75) | 11(92) | 12(100)
e Nilotinib 1 (6)
Dou va Imatinib 13 (76) 49
congse | 1717 | Nilotinib 4 24) | (6-102) | 17 (100 | 10(9) | 10(100)

ND (No data): khéng thu thdp diroc dir ligu; Mo: thang

Tur bang trén cd thé thy, theo 2 nghién
ctru lan Iuot cia Caldwell va Chelysheva thi
ty 1¢ bénh nhan dat dugc tinh trang lui bénh
dap ung phan tr MMR trudc lic ding thude
dé sinh con 1a kha cao (76% va 100%),
nhung ty 16 mat dap ang MMR trong qué
trinh mang thai va sinh con ciing 1én t&1 69%
va 66% sau khoang 6 - 12 thang dirng thudc.
May mén rang, khi cac bénh nhan nay ding
lai TKIs sau khi sinh con thi van dat dugc
MMR vai ty 1€ khé cao (90% va khoang 75%
sau 12 thang). Két qua nay ciing duoc ghi
nhan tuwong tu trong nghién ctu cua Lee,
Lasica va Dou vai thoi gian sit dung TKIs
trung binh cua cac bénh nhan trudc khi durng
thudc c6 thé Ién téi 77 thang (khoang hon 6
nam). Cac thudc ma c4c bénh nhan duoc st
dung trong cac nghién ctu trén chu yéu la
imatinib, nilotinib va dasatinib. Dac biét
trong nghién cuu cua Lasica va Dou, ty &
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bénh nhéan dat lai dugc MMR sau khi dung
thuéc tro lai 18n téi 100%. Piéu nay cd thé
cho thdy, véi nhitng bénh nhan ma it nhit la
dat dugc dap ung phan tr MMR trudce khi
quyét dinh dung thudc dé mang thai, trong
qua trinh dirng thudce c6 thé bi mat dap tng
MMR nhung van c6 thé dat dugc MMR sau
khi dung thudc tré lai. Nguy co bi bénh tién
trién hodc chuyén cip caa nhitng bénh nhan
la thap va duong nhién di cting nd 1 nhiing
nguy co xau trong thai ky cho ca me va con
s€ giam di.

4.2. Quan ly CML trong trwong hop
mang thai ma bénh nhin da dat tinh trang
lui bénh khong can diéu tri (TFR).

Nhirng phu nir mudén mang thai du diéu
kién TFR 1a nhitng trudong hop dé dang nhat
vi ho ¢6 thé duoc quan Iy twong ty nhu phu
nit khong mang thai[12]. Sau day 1a so d6
huéng dan khi tiép can nhitng bénh nhan nay:
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NGUNG THUOC TRUOC KHI

MANG THAI

THEO DOI RQ-PCR MOI 4-6

TUAN
MAT MMR
VAN DUY TRi MMR

CcO DANG co
MANG THAI TIEP TUC NGUNG

KHONG ? TKI

) CAN CAN

KHONG THIEP

KHOI 20"'3 LA QUAN LY NHU KHONG CAN

TKI DAU HOAC CML MO1 CHAN THIEP NEU

MANH HON, DOAN LUC CON CCyR HAY
DAT DMR, THU' MANG THAI CHR
MANG THAI LAI

QUAN LY CML O PHU NO* MANG THAI LA 'NG VIEN

RQ - PCR (Real time Quantitative
Polymerase Chain Reaction): xét nghiém di
truyén phan tir dinh lvong gen BCR - ABL.

MMR (Major Molecular Response): dap
g phén tir v6i thude TKIs.

DMR (Deep Molecular Response): dap
{rng phén tir sdu v6i thude TKIs.

CCyR (Complete Cytogenetic Response):
dap tng di truyén té bao.

CHR (Complete Hematologic Response):
dap tng huyét hoc.

4.3. Quin ly CML trong trwong hop
mang thai ma bénh nhin chwa dat dugc
tinh trang lui bénh khong cin difu tri
(TFR).

Pay 1a truong hop hay gip, can xac dinh
thoi gian diéu tri TKIs va muic dap tng sinh
hoc phan tir & thoi diém nay. Bénh nhan diéu
tri TKIs < 3 nam chua dat MMR hay CCyR
¢6 nguy co mat dap tmg CHR cao khi nging
TKIs. Luc nay viéc kiém soat bénh 1a wu
tién, tri hodn vi¢c mang thai va bac si can tu
van cho bénh nhan nén chuyén sang TKIs thé
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hé sau dé dat dap ing sau hon. Néu diéu nay
khong thuc hién dugce thi viéc quan ly nhu
trudng hop phu nit mang thai mac CML.

Céc bién phap hd trg & phu nit 16n tudi
nhu: kich trimg, tao phdi, ciy phoi dé giam
thoi gian nghi TKIs, c6 thé can nhic vé van
dé Iwu trir trimg hodc phdi voi nhitng bénh
nhan méi chan doan ma c6 y dinh sinh con
trong twong lai. Nhiéu nghién ctru cho thay
hon 1 nira s6 bénh nhan mat MMR van gitt
dugc CCyR va co thé kiém soat dugc tinh
trang mang thai trong sudt thai ky ma khong
can can thiép gi [11].

4.4. Quan ly CML & phu nir sau sinh
va cho con bu.

Diéu tri bang TKIs nén duogc bat dau lai
som sau sinh, thudng 1 sau 2 - 5 ngay dau
sau sinh dé cho bé bu sita non va sau d6 thi
bénh nhan dugc khuyén khéng cho con bu vi
TKIs c6 thé di qua sira me. Mot nghién ciru
vo1 Imatinib udc tinh réng mot dia tré duoc
bé sita me hoan toan s& nhan tir 1.2 dén 2 mg
thudc va chit chuyén héa hang ngay véi lidu
400 mg hang ngay cua me. Co thé can nhic
viée tiép tuc dung thudc néu nhu bénh nhan
van dat dugc dap ung phan to sau, va can
duoc tiép tuc theo doi chat ché béng RQ -
PCR, néu bénh nhan mat dap tmg MMR, nén
dung cho con bu va bat dau dung thudc trd
lai [20], [21], [22].

Khuyén céo si dung TKIs diéu tri CML ¢ phu né mang thai va cho con bu theo ASH

2022 [12]

Két qua BCR-ABL

Giai doan mang thai

lGc phat hién mang[3 thang dau téi
thai tuan 15

T tuan 16 dén khi sinh

Sau sinh

DMR, TKIs > 3 nim

Khong cén diéu tri néu dat TFR

Bt dau lai bang

BCR-ABL <0,01%

Tiép tuc theo d8i BCR-ABL mdi 4 tuan

cung loai TKIs trudc
d6 néu mat MMR

DMR, TKIs < 3 nam|

Khong dung hoic can nhic IFN

Chuyén TKIs néu

BCR-ABL <0,01% nhu khong dung nap
MMR . , , X A hoac khong dat
0.01% < BCRABL Theo d6i cong thuc mau, BCR-ABL moi 4 tuan MMR trong 6-12
<0,1%, thang
Bit dau hoic tiép tuc
MMR2 Can nhic IFN Dung néu mit MR2/ CHR véi cing loai TKIs
truoc do
Dinh luong Imatinib 400mg . .
: X . . Chuyén TKIs néu
BCR-ABL ¢ | Nilotinib 400mg néu nhu khing | ki‘f ) ©
0,1%<BCR-ABL < tuan 15 hoac khdng dung nap Imatitib nau B OngA ung nap
1% Dung lai TKIs can theo d&i cong hodc khong dat
' T ) X MMR trong 6-12
thirc mau hang thang va BCR- ,
thang

ABL mdi 1-3 thang

Khong dat MMR2, (IFN hoac khéng
CHR diéu tri néu dat

Imatinib 400mg

Tiép tuc véi TKIs
truge do va kiém tra
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CHR lai mrc @6 tuan thu
diéu tri
Dinh luvong | Nilotinib 400mg néu nhu khang Chuvén TKIs né
BCR-ABL va | hoic khong dung nap Imatitib tyen TRIShel
BCR-ABL >1-10%| . , ) " 7 r " nhu khong dung nap
cong thirc mau | Can nhac IFN néu nhu khong dat _ R
YA e L. hoac khong dat
o tuan 15 hiéu qua vai TKIs
A A - MMR trong 6-12
Khong dat CHR IEN Theo ddi cong thirc mau hang thn
BCR-ABL >1-10% thang va BCR-ABL modi 1-3 thang g

V. QUAN LY VA DIEU TRI CML &' NAM GIO
MONG MUGN SINH CON

Tong hop nhiing ghi nhan ciia nhiéu tac
gia trén thé gioi [6],[9],[10],[24], ching ta
nhan thdy rang khong co thir nghiém lam
sang tién cru nao danh gia lidu c6 an toan
khi mang thai v&i nhling bénh nhan nam
dang sir dung TKIs. Quyét dinh vé viéc c6
nén tiép tuc diéu tri TKIs trong qua trinh ¢
ging mang thai hay tri hodn viéc bat dau
hodc ngimg diéu tri TKIs dé tao diéu kién
thuan loi cho viéc thu thai véi tinh trung
khong tiép xuc vi TKIs can phai c6 mot
cudc thao ludn gitra bac si diéu tri, bénh nhan
va ban tinh ctia ho [23]. Céac van dé vé kha
ning sinh san va thoi diém mang thai Iy
tudng can duoc thao luan khi chan doan.

Tt nhitng dir li¢u 1dm sang, héi Lo x&€ mi
Chéau au (ELN) va Mang ludi ung thu thé
giéi (NCCN) [6],[8],[10] cung chung khuyén
c4o: liéu phap TKIs c6 thé giy anh hudng
dén mot sd noi tiét té nam nhung khong tac
dong x4u dén kha ning sinh san cta nam
gioi, ti 1¢ sfly thai hodc di tat thai nhi khong
tang & ban tinh nir cua bénh nhan nam khi
diéu tri TKIs. Néu bénh nhéan c6 ké hoach
sinh con, bénh nhan nam duoc khuyén cao

khong can ngung diéu tri imatinib hodc TKIs
thé hé hai. Trong trudng hop, bénh nhan van
lo ngai thi c6 nhitng lua chon lién quan dén
ngén hang tinh trung.

Qua day, chung ta ciing nhan thay rang,
viéc giao duc sic khoe cho nhitng bénh nhan
bit dau diéu tri TKIs ciing rat quan trong. N6
s& gilip ho giai quyét dugc mbi lo ling tam ly
tiém an vé tac dong bat loi cua thudc Ién kha
nang sinh san hoac con cai cua ho, tir d6 ho
duoc giai toa tam Iy, sin sang hop tac diéu tri
véi bac si lam sang va lam tang su tuan thu
dung thudc [23].

VI. KET LUAN

Trong qué trinh sir dung thudc TKIs diéu
tri cho cac bénh nhan CML, viéc hiéu rd vé
anh huong cua cac thudc TKIs Ién céc bénh
nhan nir mang thai, thai nhi va bénh nhan
nam gioi, giap bac si lam sang ludng trudc
duoc nhitng nguy co c6 thé xay ra, dua ra tu
van phd hop va Ién ké hoach sinh con cu thé
cho ting bénh nhan. Cac tong két co hé
théng da ghi nhan viéc quan ly va diéu tri
CML bang cac thuéc TKIs thé hé 1,2 & nam
gigi mong muén sinh con 1a it rui ro trong
khi quan ly tinh trang mang thai trén bénh
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nhan CML hién van 1a mot thach thirc 1am
sang 16n. Cac thudc, phuong phap co thé st
dung dé diéu tri CML ¢ phy nit mang thai
trong Gng véi timg moc thoi gian cia thai ky
c6 thé ké dén: gan tach bach cAu, tiéu ciu,
interferon anpha, aspirin hay heparin trong
luong phan tir thap... va c6 thé can nhic sir
dung thudc TKIs thé hé 1 (imatinib) hoac
thuéc TKIs thé hé 2 (nilotinib) & quy 2, quy
3 cua thai ky. Nhirng thudc TKIs thé hé sau
hién van con it ghi nhan 1 rang vé tac dong

trén ca bénh nhan nam va nir.
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QUAN LY LO' XE MI CAP TRONG GIAI POAN THAI KY

Nguyén Héng Son!, Tran Thu Thiy!, Nguy@&n Quéc Nhat?,

I. DAT VAN DE

Lo xé mi (LXM) cip 1a mot bénh ly ac
tinh cua h¢ tao mau va dac trung bdi su tang
sinh cac té bao non 4c tinh caa hé tao mau
trong tiy xuong va mau ngoai vi. Té bao non
4c tinh phét trién, lan &t va tc ché qué trinh
sinh san va biét hoa tat ca cic dong té bao
mau binh thuong trong tuy xuong [1]. Bénh
LXM cip dugc chan doan khi mang thai
thuong khdng pho bién, xay ra voi ty I¢
khoang 1/75000 dén 1/100000 ca mang
thai. Trong d6, LXM cap dong lympho
chiém khoang mot phan ba va LXM cap
dong tay chiém hai phan ba cac truong hop
21 o

Khi mang thai, mot s6 dac diém ban dau
cia LXM cép, vi du nhu mét moi va kho the,
hoidc thay doi té bao mau ngoai vi, nhu thiéu
ma&u va giam tiéu cau, cd thé nham lan véi
céc trieu chimg lién quan dén thai ky, dan
dén chan doan cham tré va diéu tri khong
phi hop. Diéu tri LXM cip trong thai ky 1a
mot thach thac 16n dbi véi ca ngudi bénh,
gia dinh va doi ngi y té. Céc thudc st dung
trong qua trinh diéu tri bénh nhu thudc giam
bach cau, hda chat tich cuc c6 thé lién quan
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dén két qua bat loi cho thai nhi, bao gom di
tat hoic tr vong, ddng thai c6 thé anh huang
dén két qua diéu tri caa me. Nhirng kho khan
ma phu nit mang thai phai d6i mat khi khong
thé sinh con Ia thudng xuyén va ngudi bénh
can c6 du thoi gian cling nhu sy hd tro dang
ké dé dwa ra quyét dinh cua minh. Mic du
huéng dan chan doan va quan ly bénh LXM
cap trong thai ky di dwoc xuat ban boi Uy
ban Tiéu chuan Huyét hoc Anh (British
Committee for Standards in Haematology)
vao nam 2015 [3], nhung quyét dinh diéu tri
thuc té bj anh huéong bai nhiéu yéu tb, nhu
thé LXM, mtc d6 nghiém trong cua bénh,
tinh hinh tai chinh, hoan canh va niém tin c4
nhan cua ngudi bénh. Trong bai nay, ching
t6i tap trung vao tong quan tai liéu vé viéc
quan 1y bénh nhan LXM cép trong giai doan
thai ky.

Il. CHAN POAN LO' XE MI CAP TRONG THAI
KY

Viéc san xuét qua muc té bao bach ciu
chua truéng thanh hoic bat thudng s& dan
dén ngin can qua trinh san xuat cc té bao
mau binh thudng va hau qua 1a gay cac tri¢u
ching lién quan dén thiéu cic té bao mau
nhu nhiém trung, XUAt huyét, thiéu mau. Céc
té bao 4c tinh co thé ra mau ngoai vi, xam lan
vao cac co quan nhu gan, lach, hach, lam
ting thé tich cac co quan d6 [1]. LXM cép
duoc chia thanh 2 nhém chinh: LXM cép
dong tuy (Acute Myelogenous Leukemia -
AML) va LXM cap dong lympho (Acute
Lymphoblastic Leukemia - ALL). Hién nay,
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bang phan loai LXM cép dua trén sy két hop
cia cac dic diém vé 1am sang, hinh thai,
mién dich va di truyén theo WHO 2016 dang
dugc su dung phé bién nhét. Bénh nhan dugc
chan doan xac dinh LXM cip khi c6 > 20%
t& bao non 4c tinh trong tong s cac té bao co
nhan trong tuy xuong hodc mau ngoai vi [4].

Chan doan bénh LXM cap trong thai ky
c6 thé kho khin hon so véi nhitng nguoi
khéng mang thai vi triéu chirng thiéu mau, cé
thé do nhiéu yéu t6, nhit Ia khi thiéu mau
thiéu sit twong d6i phd bién trong thai
ky. Xét nghiém té bao mau ngoai vi c6 bat
thuong hoac trén 1am sang c6 biéu hién xuat
huyét thuong goi y mot nguyén nhan thiéu
méau nghiém trong hon. Néu nhu giam tiéu
cau va thiéu mau 1a twong ddi pho bién trong
thai ky, thi giam bach cau trung tinh lai hiém
gap hon va can dugc tim nguyén nhan hoic
theo ddi chat ché. Su xuit hién caa céc té bao
non (blast) trong mau ngoai vi goi y mot
chan doan bénh &c tinh vé huyét hoc va chi
dinh xét nghiém tay do va cac xét nghiém
huyét hoc chuyén sau nhu phéan loai mién
dich, phan tich nhiém sic thé ... dé chan
doan.

IIl. ANH HUONG CUA LXM CAP LEN THAI KY

3.1. Anh hwéng 1én thai nhi

3.1.1. Anh hwéng cua bénh LXM cdp
cua me Ién thai

Céac nguyén nhan gay tur vong thai nhi do
bénh LXM cép gay nén cé thé bao gom: Su
thiéu mau cua me, dong méau ndi mach rai
rac va @ tré té bao bach cau, sy hinh thanh
cac vi huyét khdi, xuat huyét tén thuong toi
hé théng mach méu & nhau thai va anh
huong dén lwu lwgng mau, trao d6i chat dinh
dudng va cung cap oxy trong cac khoang
gian bao cua nhau thai. Thiéu hut dinh dudng
& ngudi me, gay ra do bénh LXM céap hoic

do ching chan an sau hoa tri liéu, cling c6
thé anh hudng dén sy phét trién caa thai nhi
va can nang khi sinh. Do d6, viéc khong phéat
hién kip thoi ciing nhu khong kiém soat bénh
LXM cép cia ngudi me c6 thé dem lai nhitng
bat loi cho thai, dan dén ty ¢ thai nhi cham
phét trién, sinh non va tir vong chu sinh cao
hon [5].

3.1.2. Anh hwéng cia cac thuéc diéu tri
Ién thai nhi

Nhau thai dong vai tro la giao dién gitra
khoang ciia me va thai nhi va c6 hé théng
méu twong tng. Nhau thai diéu chinh murc do
truyén thudc dén thai nhi, dan dén nong do
thudc khac nhau trong khoang thai, tiy thudc
vao cau trdc phan tir cua thudce (trong luong
phan tir, sy ion hoa, gan két vai protein va do
tan trong lipid...) va su van chuyén tich cuc
hay khuéch tan. Céc nghién ctru trén dong
vat cho thdy nong d6 thudc gay doc té bao
nhu  Anthracycline va Vinblastine trong
huyét twong cta thai nhi giam so véi nong do
huyét tuong cua me [6]. Do do, tuy thudc
vao tac nhin giy doc té bao duoc sir dung,
nhau thai hoat dong nhu mot rao can déi véi
khoang thai nhi. Bén canh d6, nhau thai s€ la
noi tiép xuc truc tiép vai céc loai thude dugc
dung trong thoi ky mang thai cho ngudi me
va sau do, chirc nang cua nhau thai cd thé bi
suy giam. Nhiéu nghién ciru da cho thay co
lién quan dén tac dong cua thube ddi véi cau
tric va sy phét trién binh thuong caa nhau
thai [7]. Gan ddy, Verheecke va cong su di
mo ta mic do cing thang oxy hoa ting 1én &
nhau thai cta con ngudi sau khi tiép xdc voi
thudc diéu tri ung thu véi nhiéu loai tac nhan
hoa tri liéu khac nhau. Nhiing thay d6i vé
hinh thai ciia cau trdc nhau thai & cap do vi
md va vi md, chang han nhu qua trudng
thanh nhung mao, thiéu san nhung mao va
phtl nhung mao da dwgc mo ta sau khi tiép
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xdc véi thude gay doc té bao trong tam cé
nguyét tha 2 va ther 3 cua thai ky [8], [9].
Nhu vay, nhau thai la co quan muc tiéu cua
thudc gay doc té bao, mat khac, nhau thai
cling gitp van chuyén mot sé thude gay doc
té bao vao khoang thai nhi, khién thai nhi
tiép xUc véGi cac tac nhan nay.

Tac dong cua thube gay doc té bao Ién
thai nhi c6 thé duoc nghién ciru theo hai goc
d6: tac dong tuc thoi, duoc biét rd vé say thai
va quai thai; va tdc dong muon, it dugc biét
dén hon voi céac rdi loan noi tiét va tuyén
sinh duc tiém an khac, cac vin dé vé ting
tredng va phat trién, cac roi loan di truyén va
quai thai anh hudng dén céc thé hé tuong lai.

Thar glan phin chia hop
tur, Llam 15 v phdi (tuan)
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Hinh 1. Cdc giai doan quan treng trong qua trinh phat trién triwéc khi sinh [10]

Cac dau chdm trén thai nhi dang phat
trién cho thay cac vi tri tac dong phd bién
cua c&c chat gay quai thai. Thanh ngang biéu
thi su phét trién cua thai nhi trong giai doan
rit nhay cam (mau tim) va giai doan it nhay
cam hon (mau xanh 14 cay).

Kha ning gy quai thai cia bat ky loai
thuc nao déu phu thudc vao thai gian tiép
xudc, liéu luong va cac dac diém anh huong
dén sy van chuyén qua nhau thai. Céc loai
thudc c6 do hoa tan trong lipid cao, trong
lwong phan tir thip va lién két long 1éo vai
protein huyét twong gitip chuyén thudc tir me
sang thai dé dang hon. Khuynh huéng di
truyén gay quéi thai cd thé giai thich tai sao
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nhitng ngudi dung cing mot loai thudce lai co
d6 nhay cam khac nhau. Str dung hoéa chat
trong ba thang du lam ting nguy co say thai
tw nhién, thai chét va cac ditat I6n. Céc di tat
phan anh tudi thai khi tiép xuc: thai nhi dic
biét d& bi ton thuong khi tiép xdc trong qua
trinh hinh thanh co quan khoang tuan thir 2—
8 sau khi thu thai. Tim, éng than kinh va cac
chi bi anh huong sém hon vom miéng va tai
(hinh 1). Sau khi hinh thanh co quan, mat va
co quan sinh duc, cung véi hé tao mau va hé
than kinh trung wong, van dé bi ton thuong
khi tiép tuc bi phoi nhiém. Phoi nhiém hda
chat trong quy II, quy III 1am ting nguy co
thai cham phat trién va nhe can khi sinh.
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Déi vé6i tac dong muon, cac bao cao voi
thoi gian theo d6i lau dai ¢ tré c6 tién st tiép
xuc vé&i hoa chat trong thai ky con it nhung
dang tin cay. Avilés va Neri khdng tim thay
bat thudng vé nhan thuc, than kinh hozc tam
ly & 84 tré em tiép xdc véi héa tri liéu cua
me trudce khi sinh trong 18,7 nam theo doi.
Kha nang sinh san va nhan thirc binh thuong
da dugc ghi nhan ¢ 12 tré em & thé hé thi hai
[11]. Elyce H Cardonick cling da chung
minh khéng c6 su khéc biét dang ké nao
duoc ghi nhan vé ky nang nhan thuc, thanh
tich hoc tap hoac nang lyc hanh vi gitra
nhom tiép xdc véi hda tri lisu va tré em
khéng tiép xdc [12]. Nhiéu nghién ciru khac
ciing cho thay su két qua tuong tu vé phét
trién binh thuong vé thé chat, than kinh va
tam 1y ciing nhu cac bat thuong vé huyét hoc
hoac mién dich. C6 thé thay néu bénh nhan
mang thai mac bénh &c tinh vé huyét hoc thi
c6 thé truyén hda chat mot cach an toan [10],
[11], [13], [14], [15].

3.2. Tién lwgng ciia ngwoi me

O bénh nhan ung thu, myc ti€u chinh cua
viée diéu tri 1a su séng sot l1au dai cua bénh
nhan. Do d6, mdt trong nhitng mdi quan tAm
chinh cua cac bac si ung thu 1a viéc mang
thai c6 thé anh huong tiéu cuc dén tién
luong. Cho dén nay, di c6 nhing dir liéu
dang tin cdy vé tién lwong cia nguoi
me. Stensheim va cfng sy da cong bd mot
nghién ctru theo ddi dua trén dan s bao gdm
42511 phu nir voi thoi gian theo doi trung
binh 13 9 nim cho thiy ty 1& nguy co tir vong
do nguyén nhéan cy thé khong co khac biét
dang ké & phu nir mang thai hoic cho con ba
s0 v&i nhom khong mang thai, diéu nay ciing
duoc nhin nhan ¢ bénh nhan LXM cap [16].
Nhiéu nghién ctru khac ciing da cho thay
diéu tuong tu [17], [18]. Tuy nhién, sy cham
tré trong diéu tri bénh c6 thé anh hudng dén

két qua dap Gng kém cua me dong thoi
khong gitip cai thién két qua cho thai nhi
[19]. Néu khong diéu tri, nguoi me c6 thé tir
vong trong vong vai tuan hodc vai thing
[13]. Do d6, viéc tri hodn didu tri s& co thé
dua dén két qua bét loi cho ca me va thai.
Trir khi thai da 16n, nhiing truong hop con
lai, viée diéu tri nén duoc bit dau cang sém
cang tot va can duge thuc hién trong su phéi
hop chat ché cia cac bac si thudc nhiéu
chuyén khoa, cta gia dinh va san phu [3],
[20]. Can can nhic dén stc khoe cua ca
ngudi me va thai nhi cling nhu mong mudn
6 hiéu biét cua nguoime. San phuy can dugc
cung cap thong tin ddy du ca vé chan doan,
phuong phap diéu tri bénh va céc bién chirng
c¢6 thé xay ra cho ban than va thai nhi trong
va sau thai ky. V&1 tung giai doan cua thai
ky, cac nguy co va rudi ro cho san phu va thai
nhi s€ khéac nhau.

3.3. Quan ly theo tirng quy cua thai ky

3.3.1. Céc vdn dé trong quy | cia thai ky

Say thai ty nhién trudc 12 tudn tudi thai
la kha thuong gap, xdy ra & 20% truong hop
mang thai & phu nit khdée manh. Ty 1¢ tham
chi con cao hon & phu nit mic LXM cip
[10]. Hoa tri duoc thuc hién trong quy I co
nguy co say thai, tir vong thai nhi va di tat
bam sinh cao nhét, dao dong tur 10% - 20%
[20]. Nguy co say thai ty nhién cao, di tat
thai nhi nghiém trong va thai chét lIuu do
bénh LXM cip lién quan dén céc bién chimng
ctia bénh va cac phuong phép diéu tri, vi vy,
viéc can nhic chidm dut thai ky khi chin
doén dugc thyc hién trong ba thang dau 1a
hop ly. Cham dut thai ky c¢6 chu dich duoc
coi 1a an toan hon cho ngudi me so véi nguy
co say thai tu nhién do sé lugng tiéu cau va
cac théng s6 dong méau co thé duoc kiém
soat chat ché hon trong tinh hubng c6 chi
dich. Chim dut thai ky bang thudc tot hon 1a

33


https://pubmed.ncbi.nlm.nih.gov/?term=Cardonick+EH&cauthor_id=25434835

KY YEU CAC CONG TRINH NGHIEN C’'U KHOA HOC CHUYEN NGANH HUYET HOC - TRUYEN MAU

can thiép bang phiu thuat nhung ci hai déu
¢ thé thuc hién duoc néu kiém soét chat ché
qua trinh dong cam mau [3], [7].

3.3.2. Céc vin dé trong quy 11 va Il cia
thai ky

Giai doan bao thai (tuc 1a quy II va quy
IIT) dugc dac trung bdi sy tang trudng va
trudng thanh chic ndng cua cac co quan va
hé théng da hinh thanh. Trong giai doan nay,
tac dong ctia hoa chat s& giam di va c6 thé du
doan duoc[5]. Viée diéu tri hoa chit trong
quy I va III cua thai ky trong nhiéu bai bao
céo cho thiy hiém khi gy di tat bam sinh,
nhung lam tang nguy co sdy thai mudn, sinh
non, thai nhi chdm phat trién, giam bach cau
trung tinh va nhiém tring huyét & tré so sinh
[3], [20]. Tuy viy, ngay cang c6 nhicu bao
c4o ghi nhan vé cac phuong phap diéu tri hoa
chat thanh cong trong quy II va III dbi véi
nhiéu nhiéu bénh 1y ung thu khac nhau, bao
gém ca LXM cép. Chinh vi vay, viéc sinh ra
mdt em bé khoe manh, khong di tat van la
két qua c6 kha ning cao. Vi thai nhi & quy
IT va quy III, nhitng anh hudng cua hoa tri
litu 13 twong ddi thip nhung vé& lau dai,
nhitng anh hudng nay ddi véi tré so sinh thi
van chua chic chin. Thai phu ciing nén duoc
thong bao rang viéc tri hoan dicu tri bénh s&
gdy rui ro dang ké cho sirc khoe ctia ca me va
thai nhi.

Diéu tri hoa chéat c¢6 thé gitip ngudi me
kiém so4t qua trinh dién tién cua bénh dic
biét trong nhitng tinh hudng, bdi canh lam
sang cap tinh do bénh Iy LXM cap giy nén,
va trong nhiéu trudng hop cac rdi loan nay
¢ thé de doa truc tiép dén tinh mang cua san
phu. Hon nita, viéc kiém soat bénh tat ciing
c6 thé tao thém thoi gian dé thai nhi phat
trién trong budng tir cung. Do viéc sinh con &
giai doan nay la khong thuong xuyén va
cling khong nén tri hodn viéc diéu tri hoa
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chat nén 10i khuyén trong quy II va quy III
thuong 1a tiép tuc mang thai va bat dau hoa
tri liéu. Tuy nhién, véi ting trudong hop, van
cAn xem xét va theo ddi chat chd do anh
huéng it nhiéu cua cac thudc héa chat dén
thai nhi ciing nhu nguy co dé non, thai chét
luu ¢6 thé xay ra trong giai doan giam bach
cau va tiéu cau.

O tat ca cac thai ky dudi 36 tuan, thai
phu nén duoc thao luan vé nguy co tir vong
ctia thai lién quan dén sinh non véi bac si so
sinh c6 kinh nghiém. Trong khoang thoi gian
tir 24 dén 28 tuan, nguy co sinh non la rat
cao, can phai cAn nhéc can bang gitra nguy
co phoi nhidm hoa chat cua thai vdi nguy co
sinh non trong giai doan nay, vao thao luan
ky voi bac si so sinh ¢6 kinh nghiém. Ty 1¢
song so6t sau khi sinh cua thai khée manh
ngoai 28 tuan tudi 1a > 90% & hau hét cac
trung tdm 16n, thdm chi con cao hon (trén
95%) néu thai nhi duoc sinh ra sau khi duoc
trén 32 tudn. Viéc sinh em bé truge khi bit
dau hoa tri liéu co thé duoc coi la hop Iy néu
ngudi me mang thai sau tuan thir 30. Viéc
diéu tri héa chat & nhitng tuan thai cubi
khong duoc khuyén cdo do kha niang khoi
phat chuyén da s& ngdy cang tang 1én trudc
khi tiy xwong co thé hdi phuc sau hoa chat
[3]. Hon nira, suy tuy & tré so sinh thoang
qua 1a mot bién ching hiém gip, dugc thay
sau khi dung héa chit ¢ thai gan du thang
(trc 13 sau tuan tht 34 cua thai ky) [13]. Bé
tranh nhitng két qua nhu vay, nén lén ké
hoach cach nhau it nhit 3 tudn giita thoi
diém dung thudc va thoi diém du kién sinh
dé tranh tich tu doc td suy tiy & tré so sinh.
Nhiéu khuyén céo ldy mbc 36 tuan tudi thai
dé dua ra khuyén cdo khong diéu trj hoa chét
[3].

3.3.3. CAc vin dé ¢ giai dogn sau sinh
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Déi véi tré so sinh, ndng d6 cac tac nhan
hoa chat khac nhau trong sita me va mac du
doc tinh ¢ tré so sinh trong thoi ky cho con
bl van chua dugce xac dinh chinh xéc, nhung
hau hét ngudi me dugc khuyén nén ngirng
cho con bu trong qué trinh diéu tri ung thu vi
lo ngai tac dung phu nghiém trong c6 thé xay
ra d6i véi tré bl me. Tuy nhién, viéc cai sira
c6 thé gay ton thuong tdm 1y cho ca me va
con va trong mot s truong hop co thé la
khong can thiét. Theo gia tri sinh hoc va tam
ly cta viéc cho con b, cac bac si ung thu,
béc si huyét hoc va bac si so sinh nén nhan
thirc duoc su an toan caa mot sé loai thude
duogc su dung trong quan ly ung thu khi dung
trong thoi gian cho con bt. Etoposide duong
nhu khong thé phét hién duoc trong sira me
sau 24 gio ké tir khi dung. Tuong tu, c6 mot
s bang chang vé tinh an toan cua
metoclopramide va cac yéu té ting trudng
(granulocyte colonystimulating factor G-
CSF). Nguoc lai, nén tranh dung
Doxorubicin, Mitoxantrone va Methotrexate
lidu cao & nhitng bénh nhan dang cho con bu
do thudc cé thé bai tiét qua sira [21]. Rét it
dir lieu vé sy bai tiét sita cua cac tac nhan
thuéc nhim dich va khéng thé dua ra két
luan chac chan. Nhu vay, su an toan caa viéc
cho con bu trong qua trinh diéu tri héa chat
nén duoc danh gia dua trén sic khoe cua ba
me va céac loai thubc dugc st dung. Nén
tham khao céc chuyén gia vé viéc cho con b
v&i bac si so sinh. Khi nghi ngo, khong nén
cho con bu.

Ddi véi ngudi me, sau khi sinh nén lap
ké hoach diéu tri hda chét tiép pha hop dé
hoan thanh sém nhit cé thé, nham dat tinh
trang thuyén giam, cac yéu té nguy co tién
luong va sé chu ky dugc ap dung theo céch
tuong ty nhu ¢ bénh nhan khdng mang thai.
Piéu quan trong 1a nén cho me va con tiép

xdc cang sém cang tot, dac biét 1a trong vai
ngdy dau sau sinh. Diéu nay co thé anh
huong téi thoi diém t6i vu cua viée diéu tri
hoa chit tiép theo. Viéc tri hodn diéu tri cd
thé dua dén két qua bat lgi cho nguoi me [3].
San phu c6 nguy co cao bi huyét khéi tinh
mach, dic biét 1a trong 10 ngay dau sau khi
sinh. Can danh gia nguy co khi sinh va
heparin trong lwong phan ti thip duoc
khuyén cao nén ding sau sinh 4h néu sb
lwong tiéu cau dugc duy tri trén 50 G/L, va
nén lam xét nghiém theo déi sat tinh trang
d6ng cam mau sau sinh [3].

IV. QUAN LY THEO TUNG BENH LO XE MI
CApP

4.1. Véi LXM cap dong tiay (AML) noi
chung

Phac do diéu tri AML & ngudi tré tudi da
tré' thanh phac do tiéu chuan, kinh dién bao
gom su két hop coa cytarabine Voi
anthracycline trong liéu trinh diéu tri tin
cong dé dat duoc lui bénh hoan toan. Diéu tri
cung ¢b dugc thuc hién dé giam thém géanh
nang té bao LXM va duy tri tinh trang thuyén
giam (vi du phac do cytarabine liéu cao),
diéu tri hoa chat phai dugc thuc hién cang
sém cang tét. Tuy nhién, viéc diéu tri nén
duoc lua chon cho nhing tinh hudng cu thé
tuy theo thoi ky mang thai, tinh trang thai
nhi, cling nhu tinh trang 1am sang cua nguoi
me. Ty I¢ dat lui bénh khoang 70-75% hién
duoc bao c4o ¢ phu nir mang thai trong nhiéu
nghién ctu, trong khi thoi gian séng sot
trung binh phu thudc vao nhiéu yéu té khac
nhau, bao gom ca nhitng bat thuong vé di
truyén té bao [13]. Ty lé song sot dugc thiy
nhiéu hon dang ké & nhitng bénh nhan bt
dau diéu tri tan cong truéc khi sinh so véi
nhitng bénh nhan tri hodn va dwoc diéu tri
sau khi sinh.
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Cytarabine 1a mot chat chéng chuyén héa
c6 kha nang giy quai thai & mo hinh dong
vat, do vay c6 nguy co dang ké ddi vai thai
nhi, hau hét c4c di tat thai nhi dudng nhu xay
ra sau khi tiép xuc véi thube trong ba thang
dau tién, viéc sir dung cytarabine khong duoc
khuyén khich trong quy 1. Anthracyclines la
mot phan khong thé thiéu trong phac dd diéu
tri AML; cac di tat thai nhi duoc quan sat
thdy sau khi didu tri bang anthracycline
duong nhu xay ra trong quy I, dac biét khi
tiép xUc vai thude tir tuan tha 2 dén tuan tha
8 cua thai ky.Trong cac anthracycline,
daunorubicin hodc doxorubicin dugc uwu tién
st dung hon idarubicin va doxorubicin
liposome, vi ching it va lipid hon nén it van
chuyén qua nhau thai [3], [5], [20], [22]. Poc
tinh do ché d¢ diéu tri gay ra trong ba thang
dau duoc cdng nhan rong rii ciing nhu két
qua thai ky khong thuan loi da dan dén céac
khuyén cdo dong thuan nén dinh chi thai
nghén dé diéu tri bénh. Nguy co dj tat thai
nhi thuong dugc chap nhan 1a s& giam khi
thai ky tién trién, viéc tiép xdc véi hoa chat
quy I1 va Il c6 thé lam tang ty ¢ thai cham
phat trién trong tir cung, sinh non va thai chét
lwu, nhung khéng lam ting ty 1& mic céc di
tat bam sinh. Diéu tri trong quy I1I thuong it
gay ra bién chirng nhat, tuy nhién, thoi diém
chinh x&c cua héa tri phai dugc 18n ké hoach
can than dé khéng gay ra tinh trang suy tay
ngay trugc khi sinh va 1ap ké hoach chim
sdc ho tro sau khi sinh. [3], [20]

4.2. Véi LXM cap thé tién tay bao
(APL)

R6i loan déng mau 1a mot trong nhirng
dic trung lién quan dén APL lam phirc tap
thém viéc quan Iy trong thai ky, chuyén da
va sinh nd. Piéu tri tiéu chuin bao gém cac
thudc ATRA, asen trioxide va anthracycline,
nhung tit ca cac loai thuc nay déu co thé
gay anh hudng trong thai ky. ATRA van la
yéu t6 then chét trong diéu tri APL, nhung
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néu duoc sir dung trong khoang thoi gian thai
tlr 3 dén 5 tuan tudi c6 lién quan dén ty 1& di
tat thai nhi cao, dac biét la cac khuyet tat vé
xuong va bat thuong cta 6ng than kinh,
tuyén uc, tim va than. Mang ludi Bénh bach
cau chau Au (ELN) khuyén nghi tranh ding
ATRA trong ba thang dau va phu nir nén
dugc tu vin dé xem xét viéc cham dut thai
ky [23], [24]. Néu viéc chim dut thai ky
khong duwgc chidp nhan do mong mudn tir
phia gia dinh va san phy; nén bat dau diéu tri
bang anthracycline va ap dung ATRA trong
quy II cua thai ky [3], [20]. Daunorubicin va
doxorubicin 1a anthracycline dugc lya chon,
khong chi boi vi ¢6 nhidu kinh nghiém hon
vé viéc str dung trong thai ky, ma con boi vi
n6 co thé gay ra it doc tinh cho thai nhi hon
so voi idarubicin. Asen trioxide (ATO) nay
d3 tré thanh thubc didu tri hang mot cho
bénh nhian APL nhung khong dugc khuyén
nghi dung & bat ky giai doan nao cia thai ky
viné cé doc tinh cao d6i v4i phoi thai.

Diéu tri sau khi bit dau quy II cua thai ky
mang lai két qua thanh cong hon. Nhiéu
nghién cu cho ring, ATRA c6 thé dugc
dung don doc va viéc bo sung anthracycline
c6 thé tién hanh sau khi sinh. Diéu nay c6 thé
dan dén ty 1¢ thuyén giam tuong duong véi
ATRA két hop va hoa tri. Tuy nhién, su
dung ATRA nhu mdt tdc nhan don doc lam
ting nguy co mic hoi ching biét hoa va kha
ning khang ATRA [25]. Piéu ndy can dugc
theo ddi can than va viéc danh gia béng cac
dap Ung phén tur co thé dugc sir dung dé chi
ra su can thiét phai cua hoa chat két
hop. Ngoai ra, su két hop ATRA va
Anthracycline dugc khuyén nghi cho nhiing
ngudi bénh nhém nguy co cao, bi tang bach
cau. Vi liéu phap ATRA trong thai ky c6 lién
quan den ddc tinh trén tim cua thai nhi bao
gom 11 loan nh1p tim c¢6 thé hoi phuc, nén
cAn nhin manh tim quan trong cua vi¢c theo
ddi tim thai [20].
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Bing 1: Mt 56 bdo cdo trwong hop diéu tri APL trong thai ky trén thé gidi.

- y . Két qua thai | Phac d6 diéu | Tré khée | Két qua san
Tacgia |Nam| N | Quy (n) ky tri manh phu
Miguek A Quy I (5) 5ST | ATRA+IDA - 1112 dat i
Sanzvacs |2015| 14 [Quy 11, 111(7) 8 (6 dé md, 2 bénh hoan
23] Sausinh(2) | dé thuomg) | 2 TRAYIDA 8 toan (CR)
Youcef , 2 ST,
chelghoum 2005 4 | @Y ®) 1} thai chét ey ATRA " [100 % dat CR|
va cs [13] Quy 111 (1) |1 dé du thang| _ ATRA 1
o Quy I (1) ST AIDA -
Troéf‘;;éa]‘ Y812013| 7 [Quy 11 (3) | 4/6de mb | IDA+ATRA . [100%dat CR
Quy 111 (3) | 2 dé thuong | 3+7+ATRA
Quy I (4) 5 ST, Dauno+ATRA i CR
Zhang Xinhui Quy Il (2) | 1phathai | ATRA+ATO
\ 2021| 8 ,
va cs [27] Quy 111 (2) 2 dé mé 5 1 CR, 1t
y ©mo ATRA vong
OQuyl (1) | Phéathai ATRA ] CR
A'J"E"Zé]sa'eh 2014| 5 | Quy2(3) | 3Saythai | ATRA (2) L |y nlmi':h:’;p
Quy 3 (1) |1 béthuong ATRA+3+7 (1) mét theo aéi

4.3. Véi LXM cip dong lympho (ALL)

Ty 1€ mic bénh ALL cao hon & tré em va
thanh thiéu nién va do d6 co it bao cao hon
vé két qua trong thai ky. Dit liéu han ché vé
diéu tri ALL trong thai ky gdy can trg trong
viée dua ra cac khuyén nghi tuyét déi cho
viéc quan Iy trén nhom dbi twong nay. Viée
quan ly ALL trong thai ky ciing dua ra
nhiing thach thirc twong ty AML, tuy nhién
trong cac phac do diéu tri ALL doi hoi nhiéu
ché do diéu tri bao gém: tan cong, cung cb,
duy tri va dy phong thidm nhiém than kinh
trung wong. Vi nhidu thudc da dang hon véi
phac d6 diéu tri AML. Methotrexate liéu cao
dong vai tro quan trong trong hau hét cac
phac dd, nhung chat nay duoc xac nhén la
gay ra hoi ching Aminopterin (loan san
xuong di tat tat
nhd). Asparaginase gay ra sy gia tang ty 1€ di

S0, tai va ham

tat va tir vong thai nhi trén mo hinh dong vat.
TKI, can thiét cho bénh nhan ALL c6 nhiém
sic thé Philadelphia duong tinh, lai c6 nguy
co giy quai thai. V&i nhirng han ché nay, tai
mot sb tai litu huéng dan di chia thoi gian
mang thai thanh 2 nhém dé xem xét: trudc va
sau 20 tuan tudi thai. Trudc tudn thir 20 cta
thai ky, nén can nhic chim dt thai ky va sau
d6 tién hanh diéu tri thong thuong. Sau 20
tudn tudi thai, c6 thé tién hanh héa tri bac cau
ma khong dung Methotrexate cho dén quy I1I
ctia thai ky. [5], [20] M6t thoi gian ngan diéu
tri bang Prednisolone don thuan trong 1 dén
2 tuan c6 thé cho phép ngudi bénh bude vao
thoi ky mang thai qua 20 tuan dé sau d6
duoc  hoa  tri
hon. Prednisolone don thuan ciing c6 thé
duoc khuyén nghi cho nguoi bénh mang thai
gan 32 tuan.

licu chuyén  sau

37


https://pubmed.ncbi.nlm.nih.gov/?term=Troitskaia+VV&cauthor_id=24437219

KY YEU CAC CONG TRINH NGHIEN C’'U KHOA HOC CHUYEN NGANH HUYET HOC - TRUYEN MAU

Bing 2: Khuyén cdo siv dung mot sé héa chit khdc diéu tri ALL trong thai ky [3], [14],

[20], [29]

Hoéa chat

Anh hwéng dén thai nhi/tré so' sinh

Khuyén céo

Asparaginase

Cac nghién ciru trén dong vat cho thiy nhiing
bat thuong vé xwong cua thai nhi do E.
coli asparaginase. Khong cé nghién ctru trén
ngudi vé asparaginase don tri. Can nang khi
sinh thap dugc ghi nhan sau asparaginase
trong hoa tri liéu da tac nhan.

Chi str dung than trong khi

c6 chi dinh r6 rang, sau khi

can nhéc can than gita rai
ro va loi ich.

Cyclophosphamide

Bao cao co kha nang gay quai thai khong dac
hiéu & 6 trong s6 11 (55%) phoi nhiém véi
mot tac nhan. Piéu nay trai nguoc voi mot sd
bao c4o vé viéc sir dung cac phac do két hop
ma khong cé két qua bat loi.

Quy I: Nén chiam dut thai
Ky.
Quy H/I1: Binh thuong

Quy I: Céc dj tat ¢ chi va tai, thai chét luu,

Quy I: Nén cham dut thai

Cytarabin thai cham phét trién duoc ghi nhan sau khi ky.
diéu tri toan than. Quy I1/111: Binh thuong.
e om0 1St 6 i g
6-MP : ' 9AUY T 1 6uy 11711 ¢6 thé six dung

két hop vai hda tri liéu khéc cho thiy khoang
30% nguy co giy quai thai ndi chung.

binh thuong.

Thubc trc ché
Tyrosine kinase
(dasatinib,
imatinib, nilotinib)

Céc di tat bam sinh, dac biét Ia than, ruot,
ndo, tim, xwong. Rui ro I6n nhit trong ba
thang dau tién.

Quy I: Chéng chi dinh.
Quy /111 Tranh néu c6
thé. Hay hét stc than
trong; sir dung khi lgi ich
cho nguoi me rd rang 16n
hon nguy co cho thai nhi.

Vincristin

Khong c6 di tat bam sinh hoic doc tinh than
kinh duoc ghi nhan. Do thudc c6 i luc cao
\V§i protein, khong qua duoc hang rao rau thai

Khong c6 bang chiring han
ché st dung trong thoi ky
mang thai.

Rituximab, mot khang thé don dong
khang CD20, thubc nay duogc sir dung trong
nhirng trudng hop ALL té bao B vi CD20
duong tinh, c6 kha nang di qua nhau thai
thong qua mot co ché trung gian thu thé dac
hiéu [5]. Cac danh gia vé viéc tiép xuc véi
rituximab trong thoi ky mang thai da bi énh
huong do st dung hoa tri li¢u déng thoi va
mic du it c6 di tat bam sinh hodc nhiém
tring so sinh xay ra, phu nir nén tiép tuc
tranh mang thai trong >12 thang sau khi tiép
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xtic v&i rituximab cho dén khi c¢6 dir liéu xéac
dinh hon. [20] V6i cac thubc nhim dich méi
hon, cac nghién ctru trén phu nit c6 thai con
rat khiém tén.

Két qua cia ALL dugc phan tang theo
mot s6 yéu tb rui ro va nhitng nguoi bénh co
tién luong tét co thé ap dung cic phuong
phap hoa tri li€u it chuyén sau hon, va nhirng
ngudi bénh c6 bénh nguy co cao hon s& can
can thi¢p theo tdc do tién trién cta bénh. Cac
ché do diéu tri trong thoi ky mang thai bao
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gom  cytarabine,  cyclophosphamide, L-
asparaginase, anthracyclines, vincristine va
steroid da dugc xem xét trong cac bao cdo
(Bang 2) [30], [31]. Cling nhu AML, viéc

sinh chii dong sau 32 tuan nén duoc 1én ké
hoach nhim muc dich tranh tinh trang suy
tuy khi sinh [20].

Bdng 3: Mét sé bdo cdo diéu tri AML va ALL trong thai ky trén thé gidi

e e e Chén doan . ..., [Diéu tri héa chit A
Tac gia [Nam| N ") Quy thai (n) trong thai ky (n) Ket qua thai ky
, 15 say thai (ST
Cheghoum |, | .| AML (31) Q?J‘fy”' ((f())) 5 23 tré dcysinh rg (tgong
[13] ALLE) | o ?’I I (18) d6 ¢6 15 tré da tiép xic
y Vi hoa chit trude sinh
, 12T
AIM. Saleh | | AML (15), glfy |I| ((77)) 10 9 tré duoc sinh ra (6 tré
28] ALLE) | g, y 1 7y |(7AML, 3 ALL) |da tiép xtte v6i héa chi
y trudc sinh)
i . 1 pha thai
Fra?ggio"a 2017| 5| AML (5) QUQ“IBI’ 'Ifll)( 2 4 1 thai chét luu
yih 3 tré sinh ra
Pena Wan ':I\Iflll: ((f g)) Quy 1 (12) 10 say thai hoac pha thai
‘[318] 91021|52 APL(5) | QUL 1IN 17 7 tré sinh ra c6 tiép xuc
(40) v6i hoa chét
MPAL (2)

V. PIEU TRI HO TRQ' KHAC TRONG THAI KY

5.1. Kiém soat tinh trang & tré bach
cau

Hydroxyurea la thudc gay doc té bao co
tac dung e ché tong hop DNA. Phuong
phap diéu tri ndy khdng c6 tac dung chita
bénh. Thube thudng dugc sir dung trong diéu
tri AML tai thoi diém chan doan trong
truong hop tang bach cau qua cao trong ldc
chd bat dau ché do hoa tri. Thudc lai c6 kha
nang gay quai thai nghiém trong ¢ dong vat,
nhung khong c6 bao cio nao cho thay bt
thuong vé nhidm sic thé & tré so sinh hoic di
tat nang. Tuy nhién, hydroxyurea khong nén
la lya chon diéu tri trong thoi ky mang thai
[29]. Gan bach cau la phuong phap hiéu qua
dé giam nhanh tinh trang tang cao bach cau &

nhitng bénh nhan c6 cac triéu ching lién
quan dén @ tré bach cau, hoic du phong tiéu
khdi u ¢ trudng hop bach cau cao, day nhu
mot bién phap tam thoi. Liéu phap nay duoc
ba me va thai nhi dung nap tét va cé thé
dugc s dung tam thoi. Tuy nhién phuong
phap nay khong khuyén céo cho APL khi
bach cau ting cao [24].

5.2. Thuéc chong dong

Ban than qua trinh mang thai thuong kem
theo trang thai ting dong, diéu nay co thé
tram trong hon trén bdi canh bénh Iy LXM
cap kém theo, do vay phu nit mang thai mac
LXM cap s& tang nguy co huyét khbi nhau
thai va huyét khéi tinh mach, dic biét la
trong 10 ngay dau sau khi sinh. Heparin
trong lwong phan tir thap (LMWH), khdng
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qua nhau thai, c6 thé duoc sir dung ca trong
dyu phong va diéu tri huyét khdi [5]. Warfarin
la thudc chéng dong duong udng cé tac dung
trc ché tong hop cac yéu té dong mau phu
thudc vitamin K, nhung chéng chi dinh st
dung trong thai ky [29].

5.3. Thuéc chéng non

Budn ndn va ndn sau hoa tri lidu 1a diéu
¢ thé xdy ra va co thé can diéu tri, thudc
chéng nén dugc Iya chon dau tién 1a thude
khang histamine, cyclizine va promethazine.
Prochlorperazine va metoclopromide dugc
coi 14 thudc thir hai vi ching c6 thé lién quan
dén phan tng loan truong luc co &
me. Ondansetron c6 thé duoc sir dung trong
trudong hop cac liéu phap chéng non bac mot
va bac hai khong thanh cong [3], [5].

5.4. Thudc khang sinh

Ngudi bénh thudng bi giam bach cau
trung tinh nghiém trong khi diéu tri hoa
chat. Nguy co nhiém tring cao, dic biét 1a
khi bat dau sinh va sau khi mang i
v&. Thube khang sinh c¢6 thé duoc xem xét
cho muc dich dy phong hoic didu
tri. Penicillin, erythromycin, metronidazole
va cephalosporin c6 thé duoc sir dung mot
cach an toan. Nén tranh st dung augmentin
(amoxicillin va acid clavulanic) néu co thé vi
lam tdng nguy co viém rudt hoai tor ¢ tré so
sinh. Clindamycin,  piperacillin-tazobactam
(tazocin), carbapenem va gentamicin c6 thé
can nhic sit dung néu nghi ngd nhiém khuan
huyét. Dit liéu twong ddi han ché ton tai vé
kha nang dung nap cta aminoglycoside. Nén
tranh quinolone, tetracycline va
sulphonamides [3].

5.5. Thuéc chong nam

Amphotericin B dai dién cho phuong
phap diéu tri bang thudc khing nim toan
than da c6 nhiéu kinh nghiém nhét trong thoi
ky mang thai, khong c6 béo céo niao vé viée
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gay quai thai. Khong c6 san dir liéu vé con
ngudi lién quan dén cac ché pham chua
liposom hodc phuc hop lipid, mac du ban
chit va md cua ching c6 kha ning lam tang
qua trinh van chuyén qua nhau thai. Tuy
nhién, cac nghién cuou trén dong vat khong
tiét 10 bang chimg vé kha ning giy quai
thai. Ambisome, abelcet va amphotericin B
duoc xép hang nhom B vé cac thudc danh
cho thai ky cia Co quan Quén 1y Thyc pham
va Dugc pham Hoa Ky (FDA). Do giam tac
dung gay doc than ctia thudc Amphotericin B
tiéu chuin va giam ty 1¢ doc tinh lién quan
dén truyén dich, Amphotericin phic hop
liposome hodc lipid 1& thudc chdng nim
duoc wu tién trong diéu tri du phong va diéu
tri trong thai ky. Céac azoles da dugc chung
minh la c6 tac dung gay quai thai trong cac
nghién ctu trén dong vat. Posaconazole,
caspofungin va itraconazole duoc xép loai C
va fluconazole thudc loai D [20].

5.6. Van d@é truyén mau

Mau va cac san phim méu 4m tinh véi
Cytomegalovirus (CMV) nén dugc sir dung
trong thai ky bat ké tinh trang CMV huyét
thanh (dé ngian ngira CMV bam sinh) nhung
khong can thiét trong qua trinh chuyén
da. Trong trudng hop khan cip, néu khong
c6 san pham 4m tinh v6i CMV thi nén uu
tién sir dung san pham di loc bach ciu.

VI. KET LUAN VA KHUYEN NGHI

Céch tiép can dé quan Iy LXM cap trong
thai ky van luon 1a mot thach thirc dang ké,
lién quan dén viéc xem xét loai LXM cép, sur
can thiét phai can thiép va danh gia can than
rii ro cho me va thai nhi. Pbi véi LXM cap
dién bién phirc tap xut hién trong quy I, viéc
cham dut thai ky thuong duoc khuyén khich.
Péi v6i LXM cép duoc chan doan mudn
hon, vao quy II, III trong thai ky, c6 thé lya
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chon phuong phap diéu tri mang lai két qua
thuan lgi nhat tuy theo thuc té. Ludn can
phéi hop giita cac chuyén nganh Huyét hoc,
San khoa va Nhi khoa d¢ bao dam cham séc
toan dién kip thoi cho ca me va con.

Tai vién Huyét hoc — Truyén mau Trung
uong, ching t61 da hoan thanh bao céo
nghién ctru trén nhém ddi twong nay trong 5
niam véi 22 san phu, cho thiy tién lugng van
hét stc dé dat ¢ ca san phu va thai nhi.
Chiing t6i van can tich liiy thém kinh nghiém
vé két qua va viéc quan 1y tinh trang tuong
d6i hiém gap nay dé co thé ting cuong
chuyén mén va do chinh xac ciia cac khuyén
nghi hién co.
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CAP NHAT CHAN POAN VA PIEU TRI
HOI CH’NG THU'C BAO MAU O TRE EM

TOM TAT
Hoi chuing thyc bao mau (HLH) 1a mét tinh trang
hiém gip, de doa tinh mang, dic trung boi tinh
trang viém qua muc trong phan ang mién dich
khong kiém soat va khdng hiéu qua. Mac du da
c6 su cai thién 16n trong chan doan va diéu tri,
nhung tinh trang nay van la mot thach thic trong
quan ly lam sang, vai tién lugng kém khi khong
c6 phuong phap diéu tri tich cyc. Bai tong quan
tai liéu hién tai tap trung vao HLH thir phat & tré
em, day 1a mot nhom khong dong nhat vé nguyén
nhén va phuong phap diéu tri. Bai tong quan tom
tat cac bang chitng méi nhat vé dich té hoc, bénh
sinh ly, chan doén, diéu tri va tién luong, dong
thoi cung cap mo ta va so sanh chi tiét cac phan
nhém chinh cua HLH thir phat. Cudi ciing, bai
tbng quan giai quyét cac cau hoi ma vai trong
tam la chan doan va hiéu biét mai vé diéu tri.
Twrkhoéa: HLH, HLH thi phat, tré em, HLH
nguyén phéat (pHLH), HLH gia dinh (FHLH)

SUMMARY

Hemophagocytic lymphohistiocytosis (HLH)
is a rare, life-threatening condition characterized
by hyperinflammation in an uncontrolled and
ineffective immune response. Despite great
improvement in diagnosis and treatment, it still
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represents a challenge in clinical management,
with poor prognosis in the absence of an
aggressive therapeutic approach. The present
literature review focuses on secondary HLH at
pediatric age, which represents a heterogeneous
group in terms of etiology and therapeutic
approach. It summarizes the most recent
evidence on epidemiology, pathophysiology,
diagnosis, treatment and prognosis, and provides
a detailed description and comparison of the
major subtypes of secondary HLH. Finally, it
addresses the open questions with a focus on
diagnosis and new treatment insights.

Keywords: HLH, secondary HLH (sHLH),
children, primary HLH (pHLH), Family HLH
(FHLH)

l. MO AU

Hoi chirng thuc bao mau (HLH) la mot
tinh trang hiém gap, de doa tinh mang, dic
trung boi tinh trang viém qud muc trong
phan ung mién dich khéng kiém soat va
khéng hiéu qua (1). Ban dau, bénh dugc md
ta & giai doan dau thoi Ky tré so sinh, nhung
c6 thé phat trién & moi lra tudi, tir tré em dén
nguoi lon. Cac triéu chirng lam sang cua
bénh rat da dang tir sot, giam té bao méu va
lach to dén séc, déng mau ndi mach lan toa
va suy da co quan. Mic di chan doan va diéu
tri da duoc cai thién, HLH van la mot thach
thirc trong quan ly 1am sang vi bénh van dan
dén tién lugng xau néu khoéng co phuong
phap diéu trj tich cuc. M6 ta cd dién vé bénh
phan biét giita cac dang chinh do dot bién
gen di biét [HLH gia dinh (FHL) va HLH
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trong bdi canh suy giam mién dich bam sinh]
va cac dang tha phéat do kich thich bén ngoai
(SHLH)]. Phan loai nay, mic du dugc chap
nhan va su dung rong rai, nhung khong hoan
toan hiéu qua trong thuc hanh l&m sang.
Thong thuong, do mic d6 nghiém trong cua
hinh anh 1am sang, can phai bat dau diéu tri
tich cuc truéc khi lam rd ban chat chinh hoic
tht phét cua hoi chang. Nhitng tién bo dang
dién ra trong chan doan di truyén va hiéu biét
sau sic hon vé bénh sinh ly phan ter goi ¥ cac
chién Iwoc méi trong quan ly 1am sang cua
sHLH & do tudi nhi khoa.

Il. DICH TE HOC

HLH rat hiém va c6 kha niang bi danh gia
thap do chan doan kho khan. Tur khi thanh
lap s6 dang ky HLH qubc té dau tién vao
nim 1989 dén nghién ctru diéu tri HLH-
2004, c6 trén 700 bénh nhan tré em da duoc
danh gia chinh thuc trén toan thé gigi (6). O
Chau Au va Nhat Ban, ty lé miac HLH 1a 1-2
trén mot triéu da duoc bao cao vao nam 2005
(3), tuy nhién, c¢6 kha ning chan doan nay
chua duoc bao cao day du, dic biét la ¢ cac
nude dang phat trién (4).

Hién nay, viéc chan doan chua day du
khién viéc udc tinh ty 1é mac HLH thyc sy
tré nén kho khian. Mot sb bao cao wadc tinh
1,2 truong hop trén mot triéu tré em moi
nam. Cac thyc thé ndy xay ra & tré em dudi 1
tudi trong 70-80% cac truong hop va ty lé
mac 1a 1 trén 1 triéu tré so sinh mdi nam.
Mot s6 bao cao mo ta tinh trang nam giGi
chiém wu thé nhung khong c6 méi lién quan
rd rang.

Il. TRIEU CHUNG LAM SANG

Nén nghi ngd HLH & tat ca cac bénh
nhan sbt cao kéo dai lién quan dén lach to va
ton thuong nhiéu co quan (7). Pho 1am sang
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ctia bénh rat rong, tir réi loan chic ning co
quan nhe dén suy da co quan can chim soc
dic biét. Ton thuong hé than kinh trung wong
(CNS) thuong xuyén va thuong nghiém
trong, mac du n6 khong duoc dua vao tiéu
chuan chan doan chinh thuc (7). HLH rét
hiém va mac d6 nghi ngo cao 1a diéu can
thiét dé chan doan. Viéc phan biét giira dang
nguyén phat va tht phat I bat budc vi ching
c6 cung moét hinh anh 1am sang nhung
thuong doi hoi cac phwong phap diéu tri khac
nhau (9).

Ddi véi tré so sinh dudi 1 tudi, co biéu
hien 6m yéu (mat nhiém doc), doi khi co
biéu hién gibng nhiém trung huyét nghiém
trong (6). Do tudi khoi phéat bénh sém hon
cho thiy co so di truyén tiém an, nhu thiy &
FHL hoac ¢ dang HLH phat sinh tu tinh
trang suy giam mién dich nguyén phét do di
truyén; tuy nhién, HLH gia dinh c6 thé xuit
hién & moi lra tudi, bao gom ca tudi truong
thanh (2).

Lach to tién trién thuong dwgc quan sat
thiy & bénh nhan va cd thé lién quan dén tinh
trang gan, cac dau hiéu than kinh, suy hé hap
va suy than. Phat ban da, ban do6 toan than,
phu né hoic xuit huyét dudi da da duoc béo
céo. Bénh hach bach huyét khong pho bién &
bénh nhan va chi ra bénh u lympho tiém an.

Céc phat hién dién hinh trong phong thi
nghiém bao gém giam té bao mau (it nhat Ia
giam 2 dong té bao), ting triglyceride mau,
giam fibrinogen méau (goi y HLH trong béi
canh viém noéi chung) va tang ferritin mau.
Céac xet nghiém chirc nang gan thuong bi
thay d6i. Tang bach cau khdng phai 1a dién
hinh cia HLH [trir HLH lién quan dén cac
tinh trang thap khép da xac dinh/hoi ching
hoat hoa dai thuc bao-HLH (MAS-HLH)].

Céc dang khong dién hinh, thuong thiy ¢
tré em trén 1 tudi, bao gom sét don doc
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khong 16 nguyén nhan (FUO), lién quan dén
CNS don doc ( 4) hoic suy gan cip tinh don
doc.

IV. SINH LY BENH

Co ché sinh bénh caa HLH cha yéu duoc
nghién ctru trong HLH gia dinh. Mot khiém
khuyét di truyén trong con dudng
perforin/granzyme hoic trong su hop nhit
cua cac hat ly giai doc té bao vai bé mat cua
té bao giét tu nhién (NK) gay ra, khi c6 tac
nhan kich hoat bén ngoai, phan trng qua muac
cua té bao lympho T CD8*doc té bao.
Nhiém trung do virus la tac nhan kich hoat
phd bién nhat (8).

Té bao T CD8 * doc té bao san xuét ra
mot lugng 16n INFy, tir d6 kich hoat cac dai
thuc bao. Cac dai thuc bao bi kich thich qua
muc giai phdng mot lugng lon cac cytokine
gay viém, chang han nhu IL-1p, IL-6, IL-12,
IL-18 va TNFa. Ngoai ra con c6 sy gia tang
san xuat 1L-10, c6 hoat tinh @c ché, nhung
khong da dé han ché hién tuong nay. 1L-12
va IL-18 do céc dai thuc bao san xuét ra lan
luot kich thich cac té bao T CD8*, khuéch
dai phan (ng viém (2). Tén thwong mé do d6
gay ra giai phong 1L-33 va IL1-B, tiép tuc
kich hoat cac dai thuc bao. Cac dai thuc bao
dugc kich hoat s& thuc bao cac té bao mau va
san xuat ra mot luong I6n ferritin. “Con béo
cytokine” s& gay ra tit ca cac biéu hién Iam
sang cua HLH, tir ton thwong ndi mod dén
bénh ly dong mau va suy da co quan (1,3).
Vai tro trung tdm cua INFgamma trong qua
trinh sinh bénh cua FHL da duoc chirng minh
trén mo hinh chudt thiéu perforin (4).

Mot co ché sinh bénh twong ty cia HLH
ciing c6 thé dugc quan st thay ¢ nhitng bénh
nhan bi suy giam mién dich nguyén phat lién
quan dén van chuyén hat hoic xuét bao,
chang han nhu hoi chitng Hermansky-Pudlak

loai 2, hoi chung Griscelli loai 2 va hoi
chung Chediak-Higashi 11, tat ca déu co doc
tinh té bao lympho T giy doc té bao (CTL)
giam (3,4). Nhirng tién b trong chan doan di
truyén cho thay viéc tiéu diét té bao bai CTL
va té bao NK c6 thé bi anh hudng tir nhe dén
nghiém trong, do d6 giai thich cac kiéu hinh
HLH khic nhau nhu mot chudi céc triéu
chung 1am sang (2). Nhirng thay doi nho cua
hoat dong CTL va NK, cung véi mét tac
nhan kich hoat bén ngoai, giai thich cho sinh
ly bénh cia HLH thir phat, nhiém tring
huyét nang, suy da co quan va HLH trong
bdi canh cac bénh thap khap (5).

Trong moi truong hop, con bao cytokine
gay ra tinh trang viém tan pha la tac nhan
chinh giy suy da co quan, bat ké khiém
khuyét co ban (4) va HLH nén duoc coi la
hoi chirng 1am sang cua tinh trang viém qué
muc véi cac kiéu hinh khac nhau (10). Hon
nira, phat hién nay c6 thé giai thich nhiéu
diém twong dong va chdng chéo gitra HLH
va cac hoi chiing viém hé thong khac, chang
han nhu sbc nhiém tring, hoi chang giai
phong cytokine (CRS) sau nhiém tring do
vi-rat (9) va suy gan cap tinh (3).

Nam 1994, Histiocyte Society da gigi
thiéu mot phac d6 diéu tri dya trén etoposide
cho HLH, van Ia tiéu chuan vang trong liéu
phap  dieu  tri  bénh.  Etoposide,
dexamethasone va cyclosporine tac dong Ién
cac co ché sinh bénh cua HLH, @c ché té bao
T va giai phong céc cytokine gay viém. Vé
mat nay, etoposide c6 hoat tinh wc ché mién
dich rét cao.

Mot phuong phap diéu tri khac co kha
nang tac dong 1én co ché sinh bénh cua HLH
la licu phap mién dich dua trén ATG da cho
thay hiéu qua nhu mét lidu phép diéu tri dau
tay cho HLH gia dinh (3). HLH lién quan
dén virus Epstein-Barr (EBV) c6 thé xay ra &
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loai tang sinh lympho bao lién két X (XLP)1
va XLP2, trong d6 bénh do thiéu hut protein
litn két voi phan tir hoat hda lymphocytic
(SAP) hoic protein wc ché apoptosis lién két
X (XIAP) va do nhiém EBV khong kiém
soat sau do (4), hoac ¢ nhitng ca nhan khong
c6 khiém khuyét mién dich rd rang. Trong
truong hop sau, ngudi ta dua ra gia thuyét vé
su hoat hoa cac té bao CD8 * gay doc té bao
bai cac té bao B bi nhiém EBV hoic su hoat
hoa truc tiép cac té bao CD8 * hoic té bao
NK boi virus. Viéc bd sung rituximab vao
licu phap duwa trén etoposide c6 hiéu qua
trong diéu tri EBV-HLH, lam giam quan thé
té bao lympho B bi nhiém va tai lwong EBV.

Treong hop HLH lién quan dén &c tinh
bao gom hai co ché hoan toan khong dong
nhat. Tha nhat, khi HLH 1a biéu hién cua &c
tinh tiém an, dic biét trong trudng hop u
lympho, tinh trang san Xxuit qua muc cac
cytokine giy viém nhu INF-y va TNF-a co
thé 1a do cac té bao tan sinh gay ra (1). Thir
hai, khi HLH phat trién do hau qua caa hoa
tri liéu, qua trinh ndy c6 nhiéu kha ning 1a do
su két hop gitra trc ché CTL do thubc gay ra
va nhiém tring (3).

V. CHAN DOAN

HLH lan dau tién duoc mé ta vao nhitng
nam 1950 (2), va nam 199, tiéu chuan chan
doan duoc cong bd Hiép hoi Histiocyte québc
té (4). Thir nghiém quéc té HLH 2004 da
thiét 1ap mot bo tidu chuan chan doan hién
dang duoc s dung nhidu nhat (8). Tuy
nhién, tiéu chuan chan doan d6 khong bao
goém cac dic diém thuong gap cua bénh nhu
lien quan dén CNS va tinh dic hiéu cua
ching van chua duoc biét. Hon nita, ching
thuong khong c6 két luan trong viéc phan
biét cac dang HLH nguyén phat va tha phat
trong cac co s cham soc dac biét (5).
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Pé day nhanh qué trinh chan doan, sang
loc nhanh bang phuong phap té bao dong
chay da dugc su dung thdong qua viéc danh
gi4 biéu hién cua perforin noi bao, SAP va
protein XIAP trong té bao mau ngoai vi (5)
va mot s thuat toan 1Am sang nhu hé thong
tinh diém 'diém H' (va 'Bo tham s6 tdi thiéu’
(7), nhung van khéng gitp viéc phan biét cac
dang HLH thtr phat c6 thé dugc huang loi tir
mot phurong phap diéu tri khéc.

Mot dé xuat dang chu ¥ khac dén tir Lién
doan Biac My vé Bénh md bao (NACHO)
vao nam 2019 (8): Bénh nhan dap (rng céac
tiéu chi cia HLH 2004 nén dwgc chan doan
la méc 'hoi chitng HLH', trong khi chan doan
tiép theo 1a 'bénh HLH' nén duoc gidi han &
nhitng bénh nhan cd biéu hién rdi loan mién
dich dic biét (FLH, HLH lién quan dén suy
giam mién dich, HLH/MAS thap khop) va co
kha ning duoc huéng loi tir viéc ac ché mién
dich manh. Céc rdi loan dan dén cac triéu
ching 1am sang cua HLH, nhung khong c6
kha ning duoc huong loi tir viéc ac ché mién
dich, nén dugc chin doan la 'bénh gibng
HLH' (chang han nhu HLH lién quan dén
nhiém tring va HLH do thudc). Bé xuat nay
lam 13 cac wu tién vé chan doan va diéu trj,
nhung mét s6 danh muc dugc dé xuat van
con chong chéo (ching han nhw HLH lién
quan dén nhiém trung, HLH lién quan dén 4c
tinh va cac réi loan Iuu tri).

Cac huéng dan ddng thuan gan day nhat
vé nhan dang, chan doan va quan Iy HLH ¢
tré em bénh nang nhan manh tam quan trong
cua ty 1& nghi ngo cao ddi vai HLH ¢ tit ca
cac bénh nhan duoc dua vao khoa cham soc
dac biét c6 phan tng viém khdéng can xung
va/hoic tinh trang 1am sang xu di nhanh
chong. Nhitng bénh nhan d6 nén dugc dicu
tra ky ludng vé cac tac nhan co thé gay ra
HLH thir phat va nén dugc diéu tri tich cuc.
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Caéc thong s6 chan doian méi

Céc ky thuat hinh anh, chang han nhu CT
va chup cit lsp phat xa positron 18F-
fluorodeoxyglucose (FDG) (PET-CT) theo
truyén thong da dwoc st dung trong chan
doan dé loai trir bénh &c tinh tiém an. Cac ky
thuat hinh anh nay ciing c6 thé hiru ich trong
viéc nang cao nghi ngd HLH trong bdi canh
FUO bang cach cho thay bénh viém lién
quan dén tay xwong, hach bach huyét va
lach. Hon nita, mot s6 théng sé chuyén hoa
18F-FDG PET/CT c6 thé gitip xac dinh
nguyén nhan cta HLH thu phat ¢ tré em (vi
dy, bénh &c tinh va EBV-HLH), va cung cip
huéng dan dé kiém tra thém va thong tin vé
tién luong

Ty 1€ soluble CD25/ferritin cao da dugc
quan sat thdy & HLH lién quan dén bénh ac
tinh (M-HLH) tha phéat do u lympho va ¢
HLH thi phat do bénh ting sinh té bao
Langerhans da hé thong (5) va cd thé la mot
dau hiéu hiru ich mai cho phan nhém sHLH
lién quan dén bénh &c tinh (7).

M6t nhém nghién ciu ¢ Trung Québc dé
xuat chi s cytokine T helper (Th)1/Th2
(sCD25/IFN-y, TNF, I1L-10, IL-6, IL-4 va IL-
2 trén k¥ thuat do hat té bao) dé chan doan
nhanh sém HLH. Diéu nay di ching minh
rang sy gia ting dang ké IFN-y va IL-10 va
su gia tang nhe I1L-6 1a mot kiéu cytokine
som, dac hi¢u va co6 tinh tién lugong ddi voi
HLH & tré em (5). Gan day hon, dé phan biét
FHL voi sHLH, nong d6 IL-4 va IFN-y thip
hon di dwoc chung minh 1a c6 nhiéu kha
nang chi ra HLH nguyén phét (6). Céc chi sb
cytokine nay c6 vé cling hiru ich trong viéc
phan biét HLH vai nhiém tring huyét va dé
xac dinh EBV-HLH (8), do d6, phuong phap
tiép can két hop HLH2004 va chi s6 Th1/Th2
hién dang kha dung.

Cac cong cu chan doan moi khac dang
duoc phét trién, mac du chdng hién dang
duoc st dung trong céc thiét lap tién lam
sang hodc nghién ctu. Cac nghién ciu vé
I[FNy va y nghia cua n6 (CXCL9 va
CXCL10) nhu cac dau 4n sinh hoc hoat dong
bénh & ca HLH nguyén phat (pHLH) va
sHLH thir phat, hodc nhu cac yéu té du béo
tinh trang gan bi anh huéng chu yéu & sHLH,
hoac cac nghién ctiru vé su gia tang chon loc
apoptosis yéu gidng TNF hoa tan & bénh
nhan HLH va cac nghién ciru vé sy diéu hoa
tang sphingomyelinase tiét trong HLH, vai ty
I¢ ceramide C16: sphingosine xac dinh tién
luong kém hon.

Phan tich di truyén cac da hinh cua co
ché thuc day TNF-a odc gen yéu té diéu hoa
interferon 5 da xac dinh cac bién thé lam
tang kha ning mac SHLH/MAS-HLH.

Viéc xac dinh loai rdi loan chirc ning té
bao NK (loai 1-4) va khiém khuyét di truyén
co ban da duoc sir dung dé hudng dan chi
dinh ghép té bao gbc dong loai (HSCT) va
udce tinh nguy co tién trién thanh bénh bach
cau cap tinh.

Cudi cung, giai trinh tw muc tiéu cua cac
gen HLH gia dinh dudng nhu khéng du dé
xac dinh co ché gay bénh & phan Ién bénh
nhan mic HLH va giai trinh tu toan b
exome (WES) ngay cang dugc sir dung nhiéu
hon. WES dang nhanh chong maé rong pham
vi cac dot bién nhan qua, véi tac dung hai
mat: N6 ddy nhanh chan doan ¢ mét nhém
bénh nhén, nhung di dinh nghia lai nhiéu
truong hop HLH tha phéat khac 1a HLH
nguyén phat. Hon nita, mot dot bién da duoc
ching minh trong gen lién quan dén HLH
khong thé loai trir su ddng ton tai cuia mot
bénh &c tinh tiém an.
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VI. PHAN LOAI

Phan loai qudc té gan day nhat cia HLH
la phan loai dugc cung cap vao nim 2016 bai
Histiocyte Society trong “revised
classification of histiocytoses and neoplasms
of the macrophage-dendritic cell lincages”.
Vio nam 2019, NACHO (8) di gici thicu
khéi niém 'hoi chimg HLH' va dé& xuat phan
loai cac phan nhoém HLH theo cac méi lién
hé nguyén nhan cu thé thay vi phan loai HLH
1a 'nguyén phét' hoac 'thur phéat'. Hai phan loai
nay chong chéo dang ké, vi vay nghién ctu
hién tai da tham khao phan loai cua
Histiocyte Society nam 2016 vi day la phan
loai duoc chap nhan va sir dung rong réi nhat
cho dén nay.

HLH lién quan dén nhiém trung

HLH lién quan dén nhiém tring a mot
thach thirc trong phan loai. Diéu nay la do
cac bénh truyén nhiém c6 thé kich hoat HLH
& ca dang nguy@n phat va thir phat, va do sbc
nhiém trang c6 thé 1a biéu hién cua hoi
ching HLH hoic 6 thé bat chudc hoi ching
nay, véi y nghia to 16n trong phuong phap
diéu tri. Do do6, sang loc nhidém tring ky
ludng duoc khuyén nghi cao khi d6i mat véi
hoi chung HLH (7,8).

Trong sé céc bao cao ca bénh ma nghién
cau hién tai da xem xét, cac tac nhan gay
nhiém trung thudng gap nhat 1a virus, chang
han nhu virus herpes, virus Deugue, virus sot
xuat huyét Crimean Congo, virus viém ndo
ngua mién Poéng, virus viém gan A (HAV),
virus viém gan B (HBV), virus HIV, adeno
virus, parvovirus B19, bénh sai, virus cim va
virus corona gay hoi chang hd hap cap tinh
nang 2 (Sars-Cov2).

EBV thudng xuyén duoc bao cao tir khip
noi trén thé gioi, va dac biét 1a tir cac qudc
gia chau A (37, 65-73). Ly do cho su khong
dong nhat vé mat dia ly nay co thé lién quan

48

dén doc luc cao hon ¢ cac chung virus EBV
Iwu hanh & chau A (74) hodc khuynh huéng
mién dich khac & nhitng bénh nhan chau A,
nhung vin dé ndy van chua dugc lam rd.
EBYV thudng nham vao céc té bao B, nhung &
mot nhém bénh nhan méc EBV-HLH, lai c6
ngudn gdc chau A phd bién, nd 1ay nhiém
vao cac té bao T hoic NK dan dén tang sinh
don dong hoic oligoclonal va san xuét
cytokine & at. Mot sb trudng hop phuc tap,
bénh canh 1am sang cua EBV-HLH cd thé
kho phan biét véi rdi loan ting sinh lympho
bao T. EBV-HLH thuong lién quan dén CNS.
Khi EBV dugc chitng minh biang cac xét
nghiém huyét thanh hoc hoic phwong phap
sinh hoc phéan tu, thi nén ap dung phuong
phép tiép can c6 myc tiéu va diéu tri c6 myc
tiéu.

Cytomegalovirus (CMV) la loai virus
dién hinh & tré so sinh va bénh nhan suy
giam mién dich ciing vay. Nhiém tring Sars-
Cov2, nguyén nhan gdy ra dai dich
COVID19 gan day, ciing duoc béo céo la tac
nhan kich hoat HLH, chu yéu ¢ nguoi lon.
Nam 2021, mot nhém nguoi Mexico da bao
céo truong hop bat thuong vé mot bé trai 7
tudi bi hoi chang viém ning do déng nhiém
Sars-Cov-2 va virus sot xuat huyét. Céc tac
gia chan doan ca hoi ching viém da hé thong
o tré em (MIS-C) khi cé sy tham gia cua
dong mach vanh va HLH vi dap &ng cac tiéu
chi cia HLH 2004. Bénh nhan can thd may
va diéu tri hd tro tdi da trong 2 tuan, nhung
da hdi phuc hoan toan. Cac tac gia dong y
rang day 1a mot biéu hién rat bat thuong cua
HLH. Nam 2022, mft nhom nguoi Iran da
mo ta truong hgp mot bé trai 8 tudi bi MIS-C
v6i suy tim can ghép tim. Sinh thiét gan va
tiy xuong, cing v&i cac phat hién dién hinh
trong phong thi nghiém, dap &ng céc tiéu chi
chan doan HLHO04. Ban dau, bénh nhan dugc


https://www.ncbi.nlm.nih.gov/pmc/articles/PMC10433411/#b37-ETM-26-3-12122
https://www.ncbi.nlm.nih.gov/pmc/articles/PMC10433411/#b65-ETM-26-3-12122
https://www.ncbi.nlm.nih.gov/pmc/articles/PMC10433411/#b74-ETM-26-3-12122

TAP CHi Y HOC VIET NAM TAP 544 - THANG 11 - QUYEN 1 - SO DAC BIET - 2024

diéu tri bang immunoglobulin tiém tinh mach
(IVIG) va steroid, sau do la ghép tim va uc
ché mién dich ning sau d6. That khéng may,
bénh nhan da tir vong 20 ngay sau ca phau
thuat. Mot truong hop tha ba, lién quan dén
mot bé gai so sinh dugc sinh ra tir mot ba me
duong tinh véi SARS-CoV-2 qua phuong
phap mé lay thai ¢ tuan thir 35 cua thai ky,
da duoc bao cao tur Jordan vao nam 2022.
Tré so sinh c6 két qua xét nghiém duong tinh
v6i SARS-CoV-2 vao ngay dau tién sau khi
sinh va dan phat trién hoi chung HLH dién
hinh tir ngay thtr 6 cia cudc doi. Bénh nhéan
tir vong vao ngay tha 51 do suy hd hap nang.

Nhiém tring do vi khuan lién quan dén
HLH thuong duoc bao cdo ¢ cac nudc nhiét
d6i va bao gom Brucella, Salmonella
enteritidis, Bénh lao nhiém trang huyét do
nhiém lién cau khuan [lién cau khuan nhém
B va Streptococcus suis do Listeria hoac
khong xac dinh dugc tdc nhan gdy bénh.
Orientia tsutsugamushi, td&c nhan gay bénh
s6t phat ban bui ram, di duoc béo céo & An
Do va Han Quéc. Ehrlichia chaffeensis, tac
nhan gay bénh ehrlichiosis don nhan &
nguoi, da dugc bao cao tr Hoa Ky. Mot
truong hop nhim S. pneumoniae 23A, huyét
thanh nhom khong cé trong vac-xin lién hop
phé cau khuan 13 gia (PCV-13) di duoc béo
cao tir Nhat Ban.

HLH ¢ nhirng nguoi nhan ghép than cé
lien quan dén bénh Ehrlichiosis trong mot
treong hop va vaéi Bartonella henselae trong
mot truong hop khac. Mot truong hop lién
quan dén Serratia marcescens da duoc bao
Cao ¢ tré so sinh non thang.

Nhiém tring nim lién quan dén HLH da
duoc bdo cao ¢ nhirng vat chu bi suy giam
mién dich (dang duoc diéu tri bénh thiéu
méu bat san va bénh bach cau lymphoblastic
cap tinh tién B), do Trichosporon asahii gay

ra. Leishmania va Plasmodium falciparum va
vivax da dugc bao céo la tdc nhan ky sinh
gay ra HLH.

M-HLH ( HLH- bénh Iy &c tinh)

M-HLH dai dién cho mét loai bénh day
thach thirc khac, vi n6 c6 thé Ia biéu hién ban
dau cia mot bénh &c tinh tiém an, no co thé
phét trién trong qué trinh diédu tri do hau qua
cua hoéa tri liéu hoic cac dot bién do diéu tri
gay ra [HLH do diéu tri gay ra (Ch-HLH)],
hoac n6 c6 thé phat trién do hau qua cua mot
bénh nhiém trung tai phat.

HLH nhu mot biéu hién cua bénh ac tinh
tiém an. Sy du thira cac cytokine tién viém
do té bao T hoat héa xam nhap hoic bao
quanh khéi u hodc do té bao T tan sinh trong
u lympho té bao T/NK tao ra c6 kha ning
gay ra M-HLH (1). Trong nhirng truong hop
hiém hoi, chan doan HLH du doan bénh &c
tinh trong vai tuan.

M-HLH pho bién & nguoi Ion, chiém
khoang 50% cac truong hop HLH, trong khi
né hiém gap hon dang ké ¢ tré em, voi ty Ié
luu hanh 1a 8-11%.

U lympho, mic du twong déi hiém gip ¢
d6 tudi nhi khoa, thudng duoc béo céo co
lién quan dén HLH. Trong s céc truong hop
chiing t61 da xem xét trong nghién ctru hién
tai, HLH c6 lién quan dén u lympho
Hodgkin, u lympho té bao Isn anaplastic, u
lympho té bao T ngoai bién, u lympho réi
loan tang sinh lympho sau ghép, u lympho té
bao T giéng viém mé dudi da, u lympho té
bao NK/T ngoai hach, u lympho té bao T gan
lach, u lympho té bao T dwong tinh v&i EBV
toan than ¢ tr¢ em. Ngoai ra, HLH va u
lympho ciing cé thé la chan doan thay thé va
can hét suc than trong khi phan biét hai tinh
trang nay trugc khi bat dau diéu tri bang
steroid. Bénh bach cau cip tinh (ca bénh
bach cau tay va bénh bach cau lympho) biéu
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hién dudidang hoi chung HLH ciling da duoc
béo céo.

Ch-HLH (HLH sau héa tri)

HLH phét trién trong quéa trinh diéu tri
hodc sau khi diéu tri bénh bach cau tuy don
nhan & tré em, bénh bach ciu don nhan cap
tinh, bénh md bao Langherhans va khéi u ran
[u Wilms, u nguyén bao than kinh, u co vén.
Bénh mo bao Langerhans cé lién quan dén
HLH khi biéu hién, trong qua trinh diéu tri
hoac 1a hau qua cua nhidm vi-rat. Sy ¢c ché
mién dich do diéu tri gy ra thuong gay ra
nhiém tring hoic tai hoat dong cua virus, tir
d6 co6 thé kich hoat HLH. Trong s6 céc
treong hop dugc xem xét, tai hoat dong cua
vi-rit bao gom EBV, CMV, virus hop bao hd
hap, virus BK, virus herpes ¢ nguoi 6,
adenovirus va parvovirus B19.

MAS-HLH

Hoi ching HLH xay ra trong bdi canh
c4c roi loan thap khop thuong duoc goi la
MAS. Mic du theo truyén théng duoc coi la
cac thuc thé riéng biét c6 chung cac dic
diém, nhung hién nay rd rang la ching nén
duoc coi la cing mot bénh, bat ké su khéc
biét vé biéu hién va diéu tri.

HLH lién quan dén hoat héa mién dich
do nguyén nhan y khoa

Nhiéu liéu phdp méi ndi, chiang han nhu
té bao T thu thé khang nguyén kham (té bao
CAR-T) va Blinatumomab, di dugc lién két
v6i CRS (9). CRS cho thiy su chong chéo
I6n véi HLH, vi vay nhiéu tac gia phan loai
n6 1a mot dang sHLH; nguoc lai, mot sb tac
gia khac han ché chian doan HLH sau khi
truyén CAR-T (carHLH) ddi véi cac trudng
hop CRS nghiém trong c6 lién quan dén cac
phat hién xét nghiém HLH dién hinh, thuong
bao gom thyc bao mau. Phan ung nay c6 thé
la két qua cua lwong I6n IFN-y va IL-6 do
cac té bao CAR T dugc kich hoat theo thé
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chat tao ra hodc do cac dai thuc bao dugc
kich hoat sau d6 va do qué trinh ly giai té bao
khdi u muc tiéu. Sy phéat trién cua carHLH
¢ vé lién quan dén tinh trang giam lympho
NK trugc khi truyén (mic di khong lién
quan dén chirc nang NK bi suy giam) va tinh
trang nay cang tram trong hon do diéu tri.

Nhém Bénh vién nghién ciru nhi khoa St.
Jude gan day di moé ta mot nhém gom 27
bénh nhan nhi dugc diéu tri bang té bao
CAR-T CD-19: 12/27 bénh nhan chi phat
trién CRS, trong khi bén bénh nhan tién trién
thanh carHLH mic du di dugc diéu tri thich
hop. Nhém phu carHLH cho thay cac théng
s6 viém cao hon va kéo dai hon va phan ng
chéng bénh bach cau va kha ning séng sot
kém hon. Blinatumomab cling ¢6 lién quan
dén CRS va/hoic HLH ¢ nguoi 16n va tré em
(9). Bénh nhéan duoc diéu tri bang liéu phéap
kich hoat T nén duogc theo ddi chat ché tinh
trang HLH dé t6i wu héa chan doan va
phuong phap diéu tri.

HLH lién quan dén cdy ghép

HLH di duoc md ta trong bdi canh
HSCT va hiém hon, & nhitng ngudi duoc
ghép than va gan HLH sau ghép (PT-HLH)
c6 thé dugc kich hoat bai su két hop cua ton
thuong md, liéu phap ¢ ché mién dich, phan
trng mién dich di tng, khéi u &c tinh con s6t
lai hoic do nhiém tring. Nhiém tring hozc
tai hoat do virus, chang han nhu EBV va
CMV nhung ciing ¢6 ca virus duong tiéu
hoa, 1 tac nhan thuong gap nhit, nhung
nhiém tring do vi khuan va ndm d6i khi ciing
duoc mo ta.

HLH sau HSCT (post-HSCT HLH) c6
thé xay ra trong vong 30 ngay dau sau khi
ghép (khoi phat sém) hoac muon hon. Khai
phat mudn thudng lién quan dén cac sy kién
nhiém tring, trong khi d6i voi khoi phat
som, nguyén nhan van chua dugc hiéu day
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du. Trong mot sé truong hop, yéu té kich
hoat c6 thé Ia bénh con sot lai. Chan doan
PT-HLH cuc ky kho khan do hinh anh lam
sang va xét nghiém phtc tap cua nhitng bénh
nhan bi anh huéng, d6i vai nhitng bénh nhan
nay van chua co tiéu chuan chan doan cy thé
va ty 18 nghi ngo cao 1a diéu can thiét.

Trong HLH khoi phat sém sau HSCT,
cac khia canh chan doan phan biét cd thé xay
ra voi hoi ching moc ménh ghép va bénh
ghép chdng vat chu cap tinh. Viéc diéu tri
PT-HLH cting dac biét phuc tap, vi ching ta
dang xt ly nhitng bénh nhé&n bi suy giam
mién dich, thudong co doc tinh lién quan dén
ghép. Trong cic dang lién quan dén EBV,
viéc su dung rituximab dong vai tro quan
trong.

HLH khéng rd nguon géc/khéng chic
chan

HLH gan day da dwgc mé ta trong boi
canh hoi chung dong kinh lién quan dén
nhiém tring sét (FIRES), mot bénh néo dong
kinh dac trung bdi trang thai dong kinh
khéng tri sau cac bénh sét khong dic hiéu.
Sinh ly bénh cua FIRES van chua duoc hiéu
day du, nhung c6 kha ning né phu thudc,
mot lan nira, vao su hoat hoa bat thuong cua
hé théng mién dich bam sinh

Phan {rng thudc véi ching ting bach cau
ai toan va cac triéu ching toan than do
vancomycin, carbamazepine va levetiracetam
gdy ra da dugc mo ta la tac nhan kich hoat
HLH

HLH va réi loan chuyén hda

Hoi chitng sHLH/HLH trong béi canh
tinh trang di truyén lién quan dén céc bénh
chuyén héa, chang han nhu bénh Wolman,
bénh galactosemia, bénh Gaucher, bénh
Niemann-Pick, bénh toan methylmalonic va
bénh toan propionic. Thiéu hut 3-
hydroxyacyl-CoA dehydrogenase chudi dai

bénh dy trir glycogen loai 1, thiéu hut lipase
axit lysosome, hoi chung
mucopolysaccharidosis

Nhitng bénh nhan nay dap trng cac tiéu
chuan caa HLH 2004, nhung c6 thé mot sb
dic diém cia HLH, chang han nhu lach to va
giam té bao méu, 1a do chinh bénh chuyén
hoa gay ra chir khong phai do tang hoat hda
mién dich Mat khéc, co thé su tich tu chét
chuyén héa da kich hoat dai thuc bao va gay
ra SHLH thich hop.

VII. BIEU TRI

Muc dich ciia diéu tri HLH 1a ngin chan
tinh trang viém de doa tinh mang dan dén ton
thuong co quan. Muc tiéu dau tién ludn la
gay thuyén giam bénh bang céch kiém soét
cac té bao T hoat héa qua muc va con bio
cytokine ma ching tao ra. Thay vao d6, budc
tht hai ¢ thé khac nhau tly theo tinh trang
co ban: trong cac truong hop FHL va HLH,
do suy giam mién dich nguyén phat, HSCT
ddng loai 1a phuong phép diéu trj chita khoi
duy nhat hién duoc biét dén, trong khi khdng
c6 sy ddéng thuan ndo vé phuong phap diéu
tri SHLH tét nhat. Nghién ciu hién tai dong
y rang, bat ci khi nao c6 thé, sHLH nén
duoc giai quyét theo nguyén nhan cuy thé,
trong khi cudc tranh luan vé viéc liéu diéu tri
bénh khai phét co thé kiém soat duoc SHLH
hay khéng van con boé ngo

'Cii nhwng vang'-HLH 94/04

Vi su phan biét r6 rang gitra FHL va
sHLH thuong khong thé thuc hién duoc
trong béi canh 1am sang, nén giao thuc HLH
94/04 goi y mot céch tiép can thuc té ddi voi
chi dinh HSCT, day van la try cot cua liu
phap.

Hoa tri liéu khoi dau HLH 94 dya trén
viéc dung steroid va etoposide trong 8 tuan
cé hoac khéng c6 methotrexate néi tay, sau

o1
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d6 duy tri bang cyclosporine A (CSA),
etoposide va dexamethasone trong khi cho
HSCT. Hoa tri ¢6 thé bi dinh chi sau 8 tuan
didu tri khi di dat duoc thuyén giam l1am
sang va loai trir dugc can cir di truyén rd
rang. Mat khéc, néu chirmg minh duoc cin cir
di truyén rd rang hoic trong trudng hop tai
hoat, HSCT dugc chi dinh.

Viéc tang cudng diéu tri da dwoc dé xuat
vao nam 2004, nhung khong cai thién duoc
két qua. Do d6, Hiép hoi Histiocyte khuyén
nghi HLH-94 1a phac d6 lya chon chuan ban
dau.

Trién vong diéu tri méi

Ty I¢ tir vong cao trudc HSCT (7) va doc
tinh dang ké cua hoa tri liéu thuc day cac béac
si lam sang tim phwong phap diéu tri méi.
Diéu nay dic biét dung & nhitng bénh nhan
mac sHLH, nhitng nguoi co tién lugng thay
d6i rat nhiéu tir ty I¢ song so6t 55% sau 3 nam
V6i cac phac dd chuan dén ty lé song sot
100% trong céc tinh trang cu thé (chang han
nhu HLH do Leishmania gay ra khi duoc
diéu tri thich hop).

Viéc tiép tuc cong nhan vai trd trung tam
ctia cytokine cho thay su chuyén dich diéu tri
sang cac lieu phap nhim muc tiéu. Liéu
nhitng loai thudc nay c6 thé loai bo HLH mot
minh hay can thém etoposide van chua duoc
lam 13, cling nhu cach st dung tt nhat [bao
gom liéu lugng, két hop thudc va sir dung &
nguoi lon/tré em.

Emapalumab  (NI1-0501; Novimmune
SA), mot khang thé don dong khang IFN-y
da duoc sir dung thanh céng & bénh nhi méc
bénh p-HLH khéng tri hoic chua duwoc diéu
tri trudce do.

Céac thir nghiém 1am sang gan day nhét
tap trung vao lieu phap mién dich lai (ATG +
etoposide + dexamethasone; NCT01104025),
khang thé don dong nhu Alemtuzumab
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(NCT02472054) va chat tc ché tyrosine-

kinase nhu ruxolitinib (NCT04999878;
NCT04120090; NCTO04551131;
NCT03795909; ChiCTR2000029977) va

zanubrutinib  (NCT05320575). Céc nghién
cru V& cac phan tir nhim muc tiéu cytokine
c6 chon loc bao gdm Tocilizumab
(NCT02007239), Anakinra (NCT02780583)
va Emapalumab/NI-0501 (NCT05001737;
NCT03311854; NCT03312751;
NCT01818492). Trong phan nhom bénh
nhan EBV-HLH, cac thir nghiém Idm sang
dang dién ra tap trung vao Rituximab
(NCT05384743), khang thé don dong anti
CD20  Sintilimab  va  Lenalidomide
(NCT05258136), Tabelecleucel
(NCT04554914), khang thé protein chét té
bao theo chuong trinh 1 don ddc
(NCT05039580) hoic két hop Véi
Lenalidomide (NCT04084626).

Trong c4c bdi canh cham soéc dic biét,
cac lieu phap vat Iy khong dac hiéu da cho
thay nhitng két qua thi vi, it nhat 1a trong
giai doan cap tinh. Néu viéc giai phong 6 at
cytokine/con bdo cytokine giy ra ton thuong
co quan, cac k¥ thuat thanh loc méau c6 thé
lam cham quéa trinh nay vai tac dung nhanh
chong khdng chon loc, ¢6 kha niang chuyén
thanh lgi ich vé kha ning sdng sét. Cac ky
thuat ndy bao gom trao doi huyét twong, da
duogc &p dung thanh cbng trong bdi canh
ngudn lyc trung binh (nhu Thd Nhi Ky va
An Do) va loc mau két hop vai hop muc hap
phu mién dich cao. Cac khuyén nghi cua
HLH da cong nhan thanh loc mau la mot
phuong phéap diéu tri ciu canh tiém ning &
nguoi Ion. Hon nira, cac liéu phap khong dac
hiéu nay c6 thé dugc két hop voi cac lieu
phap nham muc tiéu, nhung khong thay thé
dugce phuong phap diéu tri thich hop ddi véi
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tac nhan gay ra HLH tiém an, dic biét 1a &
nhitng bénh nhan mic bénh kho chita.

Cac huéng dan ddng thuan gan day nhat
vé nhan dang, chan doan va quan Iy HLH ¢
tré em bénh nang nhan manh tam quan trong
cua diéu tri tich cuc. Dac biét, khong nén tri
hodn viéc sir dung steroid nhu mét phan caa
phuong phéap diéu tri tuyén dau trong céc
phac d6 khac nhau (cac phac d6 duwa trén
HLH-94 va ATG) va c6 hiéu qua trong ca
HLH nguyén phét va thir phat.

Nhirng can nhic diéu tri cu thé cho
HLH lién quan dén nhiém trung

Viéc diéu tri HLH lién quan dén nhiém
tring can dwgc can nhic cu thé tly theo tac
nhan gay bénh, vi mot sé dang bénh dap ung
V6i phuong phap diéu tri chong nhiém tring.
Mot sé nghién ctru di bao cdo vé dap tng
hoan toan cia HLH lién quan dén
Leishmania véi lieu phap amphotericin B +/-
steroid, voi tién lugng tuyét voi [ty 1& song
sot chung sau 3 nam la 24% & pHLH so véi
100% & HLH lién quan dén leishmaniasis noi
tang; P <0,001; nhdm nghién ctu 60 trée em
nguoi Iran nam 2021. Mot nghién ctu hoi
ctru cua Trung Qudc da bao cao két qua tét
vé6i liu phap chdng ky sinh tring két hop
véi hda tri liéu theo giao thiec HLH94 &
nhitng bénh nhan bi leishmaniosis noi tang-
HLH; tuy nhién, nhém nghién ctru bao gom
tré em va nguoi I6n va khong thé phan biét
duoc liéu viéc tang cudng diéu tri cd phu
thudc vao do tudi hay khong.

St phat ban bui ram, sét xuéat huyét va
cac bénh nhiém tring nhiét doi n6i chung chi
dap ung véi steroid hodc véi cac phac dd
khong cd thubc gay doc té bao trong céc
trudng hop bénh cé hoat dong nhe dén trung
binh.

Céc truong hop HLH lién quan dén viém
gan dugc xem Xét trong nghién ciru hién tai

da phuc hdi hoan toan sau liéu phap khang
virus va ruxolitinib & truong hop bénh nhan
mac HBV va sau khi truyén IVIG ¢ truong
hop bénh nhan méc HAV.

Truong hop EBV-HLH phtc tap hon.
Diéu tri chuan EBV-HLH 1a theo giao thirc
HLH94 va bit dau som cac phac do dua trén
etoposide gidp cai thién kha ning séng sot &
bénh nhan EBV-HLH nang. Héa tri c6 thé
duoc két hop véi cac lieu phap nham muc
titu nhu Rituximab hodc Ruxolitinib Tang
cudong diéu tri bang phac d6 L-DEP (PEG-
asparaginase két hop voi  doxorubicin
liposome, etoposide va methylprednisolone
lidu cao) di dugc bao cdo la liéu phap ciu
canh va la cau néi dén alloHSCT cho tré em
mac bénh khang tri. Cac ky thuat thanh loc
mau (trao ddi huyét twong va liéu phap thay
thé than lién tuc) da duoc chang minh I an
toan va hiéu qua ngoai hda tri chuan ¢ nhitng
treong hop nang. Mat khéac, nhirng bénh
nhan c6 hoat dong bénh tir nhe dén trung
binh chi c6 thé can liéu phap diéu hoa mién
dich, chang han nhu IVIG, CSA va steroid.
Mot nhom nguoi Nhat Ban dd mo ta mot
nhém gém 22 bénh nhén tir 6 thang dén 41
tudi trong d6 >60% da hoi phuc sau liéu
phap mién dich (IVIG, CSA 6 mg/kg/ngay,
prednisone); ho cho rang liéu phap mién dich
sém ¢ thé diéu chinh hoat héa té bao T va
giam nguy co phai hoa tri lieu khdng can
thiét. Cac truong hop 1é té tu khoi da duogc
bdo cao: Mot nhom nguoi My da bao cao
truong hop hai thanh thiéu nién dap ung tiéu
chuan chan doan HLH2004 trong bdi canh
nhiém EBV cip tinh. Trong ca hai truong
hop, viéc diéu tri duoc lén ké hoach theo
giao thirc HLH94, nhung bénh nhan da ty cai
thién truéc khi bat dau diéu tri. Céc tac gia
khuyén céo than trong khi bét dau diéu tri
tich cuc, dac biét la khi bénh nhan gap céac
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triéu chung tir nhe dén trung binh. Nhiing
khéc biét trong phuong phap tiép can va két
qua diéu tri ndy nhan manh sy can thiét cua
céc tiéu chuan phan tang nguy co dua trén
bang chitng & nhitng bénh nhan mac EBV-
HLH.

Nhirng can nhic diéu tri cu thé cho M-
HLH

Céc dang do 4ac tinh giy ra nén duoc
phén biét véi cac dang xay ra sau khi héa tri
lisu (Ch-HLH) dé t6i wu hoa phuwong phap
diéu tri.

Ch-HLH thuong do nhiém tring lién
quan dén tinh trang suy giam mién dich va
lgi ich cua liu phdp chdng nhidm tring,
steroid va IVIG.

HLH nhu mét biéu hién caa bénh é&c tinh
tiém an. M-HLH c6 lién quan dén ty 1& tu
vong tang va viéc phat hién sém bénh &c tinh
c6 thé anh huong thuan loi d&én tién luong.
Diéu tri khong ddng nhét va cé thé giai quyét
bénh &c tinh tiém an trudc, tap trung vao
HLH hoic két hop ca hai. Cac loat bai da
cong bd @& cap dén sb lwong nho va goi y
mot phuong phap diéu tri c& nhan hda. Liéu
phap huéng dén HLH tich cyc khi bat dau
HLH lién quan dén bénh &c tinh c6 thé tri
hoan hozc 1am phic tap qua trinh diéu tri ung
thu.

Nhirng can nhic diéu tri cu thé cho
bénh thap khép cap (MAS-HLH)

MAS-HLH thuong dap (ng vai liéu phap
steroid hozc anakinra (chat déi khang thu thé
IL-1 ctia con ngudi tai to hop), dic biét 1a khi
duoc dung trong giai doan dau cua liéu phap.
Nghién ctiru hién tai tham khao cac hudng
dan quéc té cu thé dé can nhac chi tiét hon vé
MAS-HLH

Nhirng can nhic diéu tri cu thé cho
HLH lién quan dén hoat hoéa mién dich do
thay thudc

54

Ho6i chirng giai phdng cytokine sau khi
dung CAR-T hoac Blinatumomab thudng
dap ung véi Tocilizumab, steroid, Anakinra
hoac két hop cac phan tir nhu vay. Liéu
carHLH c¢6 nén dugc phén biét voi dang
CRS nghiém trong hay khong van 1a mot cau
hoi chua c6 101 giai dap va mot dinh nghia
chinh x4c hon vé ca hai tinh trang nay 1a diéu
can thiét dé huéng dan céc hra chon diéu tri
trong nhitng truong hop phtc tap nhat

Nhitng can nhic diéu tri cu thé cho
HLH lién quan dén ghép tang

HLH sau ghép doi hoi phai diéu tri nhanh
chéng va tich cuc vi nguy co thét bai ghép
cao, nhung khong c6 sy dong thuan quéc té
nao vé phac dd diéu tri. Cac phuong phap
diéu tri duwgc ba cédo bao gom tu
corticosteroid, IVIG va etoposide liéu thap
dén phac d6 HLH94 tiéu chuan véi HSCT
ctru ho cudi cung. Ruxolitinib gan day da
duoc béo céo la liéu phap cau canh & 2 tré
em, voi két qua xen k&. Két qua khong rd
rang, thuong bi anh hudng boi that bai ghép.

VIII. TIEN LUONG

Tién luong lién quan dén nguyén nhan
gay ra sHLH, véi két qua té nhat & M-HLH.
Va0 nhitng nam 1980, ty 1& song s6t lau dai &
HLH la <5%. Giao thirc HLH-94 d3 cai thién
tudi tho 1én dén 54% ty Ié séng sot sau 5
nam, v6i két qua twong ty & bénh nhan FHL
va sHLH. That khdng may, ban stra di nam
2004 tiép theo da khong cai thién thém két
qua.

Mot phuong phéap diéu tri thay thé bao
gom steroid, ATG va cyclosporin da thu duoc
két qua kha quan, véi ty Ié thuyén giam 70%.
Nhin chung, & HLH, ty Ié tir vong cao nhat 1a
trong nhitng tuan dau diéu tri. O nhitng bénh
nhan bi pHLH da trai qua ghép té bao gdc
ta0 mau, xac suat song sot chung trong 5
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nam la ~70% di dwgc quan sat thay. Nhin
chung, HLH van mang ganh ning tir vong
cho dén ngay nay.

IX. KET LUAN

HLH 12 mot can bénh hiém gip co thé
phat trién tir thoi tho 4u dén tudi truong
thanh, nhung cic phan nhom HLH lay lan
Vv6i tan suat khac nhau tuy theo do tudi cua
bénh nhan. O giai doan dau cua tré so sinh,
cac dang FLH la dién hinh nhat. Chdng lién
quan dén cac khiém khuyét di truyén anh
huong dén hoat dong gay doc té bao cua té
bao lympho T va té bao NK, va ludn can
HSCT dong loai.

Céc dang thir phat tré nén thuong xuyén
hon khi tudi tac ting lén. Chung dai dién cho
moét nhom khong dong nhit vé mat nguyén
nhin va phwong phap diéu tri. Muc do
nghiém trong cuaa bénh canh lam sang
thuong doi hoi phai ¢c ché mién dich manh
va str dung etoposide trong khi ¢ ging xac
dinh nguyén nhan. Mét sb truong hop ngoai
I¢ dang ké ton tai: i) Cac phuong phap diéu
tri it gdy wc ché mién dich hon di duoc
chirng minh Ia c6 hiéu qua trong MAS-HLH
va trong phan I6n cac dang HLH do nhiém
tring gay ra; va ii) liéu phap chéng khéi u,
don 1¢ hoic két hop véi corticosteroid,
thuong cé thé kiém soat M-HLH khi tinh
trang viém qua muac duoc Kich hoat bai chinh
khdi u.

Nhiéu loai virus va EBV c6 thé kich hoat
FHL hoac gay ra hoi ching HLH khi khéng
6 nhitng thay dbi di truyén da biét. Viéc cai
thién cac cudc didu tra di truyén co thé s&
lam sang t6 boi canh di truyén cia mot sb
bénh nhan mic cac dang HLH 'thw cap'.

Muc tiéu trong twong lai dé giai quyét
tinh trang hiém gap va c6 kha ning gay tir
vong nay la cung cap liéu phap phd hop cho

tirng bénh nhan, dua trén dac diém di truyén
va sinh hoc cua ho.
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BIEN CHO’NG TIM MACH CUA CAC LIEU PHAP HOA TRI
PIEU TRI BENH MAU AC TINH

TOM TAT

Bénh Iy tim mach va ung thu 13 hai van dé
I6n anh huéng dén mot bo phan khong nho
nhirng ngudi bénh I6n tudi tai Viét Nam. Céc
liéu phap diéu tri ung thu hién tai da chira khoi
thanh cong nhiéu loai ung thu néi chung va bénh
mau &c tinh nai riéng, chuyén nhom bénh nay tir
bénh nany thanh bénh man tinh. Tuy nhién, liéu
phép diéu tri bénh mau 4c tinh, duxa tri hay hoa
tri, déu cd thé gdy ra cac bién chung vé tim
mach. Do d6, cac bac si lam sang can 1am quen
véi viéc phong ngira, chan doan, quan ly céc bién
chiing tim mach cua cac liéu phap diéu tri bénh
ly &c tinh. Trong khudn khé bai viét nay, ching
t6i s& khai quat vé cac bién chuang cua céc liéu
phép diéu tri bénh mau ac tinh nhu suy tim, thiéu
mau co tim cuc b9, tang huyét ap, ting ap dong
mach phéi, hoi chirng QT dai, rdi loan nhip tim,
huyét khéi.

SUMMARY
CARDIOVASCULAR
COMPLICATIONS OF THE
CHEMOTHERAPY FOR MALIGNANT
HEMOTHERAPY
Cardiovascular disease and cancer are two
major problems affecting a large number of
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elderly patients in Vietnam. Current cancer
therapies have successfully cured many types of
cancer in general and malignant blood diseases in
particular, transforming this group of diseases
from incurable to chronic diseases. However,
therapy for hematologic malignancies, whether
radiation or chemotherapy, can cause
cardiovascular ~ complications.  Therefore,
clinicians need to be familiar with the prevention,
diagnosis, and management of cardiovascular
complications of malignant disease therapies. In
the framework of this article, we will overview
the complications of therapies to treat malignant
blood diseases such as heart failure, ischemic
heart disease, hypertension, pulmonary
hypertension, long QT syndrome, arrhythmia,
thrombosis.

I. DAT VAN DE

Cac liéu phap diéu tri ung thu hién dai da
chira khoi thanh céng nhiéu loai ung thu néi
chung va bénh mau ac tinh noi riéng, chuyén
nhém bénh nay tir bénh nan y thanh bénh
man tinh, nguoi bénh luc nay déi mat voi cac
bién chang lau dai cua viéc diéu tri. Céc bién
ching vé tim mach 1a mét trong nhitng bién
chung 1au dai cua céc liéu phap diéu tri bénh
mau &c tinh. Bén canh do, bénh ly tim mach
la van dé 16n gay tir vong hang dau tai Viét
Nam. Tai Viét Nam, theo théng ké cuaa WHO
nim 2016, mdi nim co6 khoang 170.000
ngudi tir vong vi bénh tim mach, chiém 31%
ca tir vong [16]. Do d6, nham giam thiéu
ganh ning vé bénh ly tim mach cua céc liéu
phap hoé tri diéu tri bénh mau &c tinh, cac
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béc si 1am sang can lam quen vai viéc phong
ngira, chan doan, quan 1y cac bién chang tim
mach cua céc liu phap diéu tri bénh ly ac
tinh. Trong khudn khé bai viét nay, ching toi
s& khai quat vé céac bién chirng cua cac liéu
phap diéu tri bénh mau ac tinh nhu suy tim,

thiéu mau co tim cuc bd, ting huyét ap
(THA), tang ap dong mach phdi (TAP), hoi
chung QT dai, réi loan nhip tim, huyét khi.
Bang 1 tom tat ti 16 cac bién cb tim mach d6i
véi cac nhdm thude hoa tri diéu tri bénh mau
ac tinh.

Bing 1: Ti I¢ cdc bién cé tim mach déi véi cdc nhém ligu phdp hod tri thwong diing

trong diéu tri bénh mdu dc tinh [10], [11]

Nhém thuéc Ti I bién c6 tim mach
Anthracyclin (doxorubicin, daunorubicin, . 0 A iy
idarubicin) Suy tim (3-26%), nhip cham (hiem)

Tac nhén alkyl hoa (cyclophosphamide,
ifosfamide, cisplatin)

Suy tim (7-28%), huyét khdi (8,5-16,7%),
nhip cham (hiém)

Thudc chdng chuyén hoa (decitabine)

Suy tim (5%), THA (6%)

Thudc e ché proteasome (bortezomib,
carfilzomib)

Suy tim (2-7%), THA (6-17%)

Thubc tc ché tyrosine kinase (dasatinib,
imatinib, nilotinib, ponatinib)

Suy tim (3-15%), thiéu mau/nhoi mau co tim
(5-12%), THA (10-68%), QT kéo dai (1-
10%), huyét khdi (1-10%), ting ap phoi

Thudc trc ché tyrosine kinase phan tir nho
(sorafenib)

Suy tim (1,9-11%), thiéu mau/nhdi mau co
tim (2,7-3%), THA (7-43%)

Thudc e ché bruton kinase (ibrutinib)

THA (17%), rung nhi (3-76%)

Thubc diéu hoa mién dich (thalidomide,

Huyét khéi (3-75%), thiéu mau/nhdi mau co

Tretinoin (all-trans retinoic acid)
Arsenic trioxide

lenalidomide) tim (0-1,9%), nhip cham (0,12-55%)
Thubc khang thé don dong (rituximab) THA (6-12%)
Khac

Suy tim (6%)
QT kéo dai (26-93%), nhip cham (hiém)

Il. SUY TIM

Suy tim tur lau dugc ghi nhan la tac dung
phu ctia daunorubicin, anthracycline dau tién
duoc str dung trén lam sang [17]. Nguoi
bénh c6 thé biéu hién cac triéu chung 1am
sang cua suy tim trong qué trinh hoa tri; tuy
nhién, nguyén nhan mat bu cua tim cé thé do
qua tai dich, bénh co tim do stress, hoac bénh
ac tinh, nhung khong do hoa tri liéu. Bénh co
tim do hoa tri (chemotherapy-induced
cardiomyopathy, CIMP) da dugc mo ta ¢ 1-
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5% NB song sot sau ung thu va bao hidu mot
trong nhitng trudng hop xau nhét trong sé
cac bénh ly co tim. Ngoai nhém
anthracycline, cac thuéc hoa tri méi hon
cling dugc bdo cao gay ra CIMP nhu: nhém
thusc alkyl hod (cyclophosphamide,
ifosfamide), nhém thudc chéng chuyén hoa
(decitabine, clofarabine), thuéc w@c ché
tyrosine kinase phan t& nho (ponatinib,
sorafenib, dasatinib), thuéc wc ché
proteasome  (carfilzomib), tretinoin. Chan
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doan som va can thiép kip thoi dugc ching
minh 12 mang lai két qua vuot tréi ¢ nhing
NB duoc diéu tri bang thudc hoa tri doc tim.
Trong céc thir nghiém Iam sang vé thudc,
doc tinh trén tim do thudc hoa trj liéu duoc
dinh nghia 13 mot hozc nhiéu yéu té sau: (1)
bénh co tim dugc dac trung bdi giam phan
suit tong mau (ejection fraction, EF) toan thé
hoiac do thay d6i van dong ving co bop &
véch lién that; (2) cac triéu ching/ dau hiéu
lién quan dén suy tim; (3) giam EF ban dau
>5% xubng dudi 55% véi cac dau hieu va
trigu chang cua suy tim; hoic giam EF
khong triéu chimg >10% xudng dudi 55%
[10].

Nhom Anthracyclin: Ti 16 mac suy tim
lién quan dén doxorubicin dugc phét hién la
5% véi liéu tich liy 400 mg/m2, 16% véi liéu
500 mg/m?2 va 26% véi liu 550 mg/m?2 [17].
Doxorubicin tc ché men topoisomerase 2 dé
gy ra su pha v& chudi kép DNA va tiéu diét
cac té bao ac tinh. Trong té bao co tim,
doxorubicin nhdm vao topoisomerase 2, tao
ra su dut gdy DNA va men topoisomerase 23
(c6 gan doxorubicin) lién két voi ving
promoter cac gen chéng oxy héa va vén
chuyén dién ta, 1am giam biéu hién protein
cia ching. Do d6, cac té bao dugce diéu tri
bang doxorubicin ¢6 su gia ting rd rét cac
g6c oxy hda phan tung (reactive oxygen
species, ROS) va bi khiém khuyét trong qua
trinh phéat sinh sinh hoc ty thé. Do do,
topoisomerase 2p lién quan dén ba dau hiéu
dac trung cua doc tinh trén tim do
anthracycline gay ra: su chét té bao co tim,
tao ROS va bénh ly ty thé. Cac yéu té nguy
co khac doi véi doc tinh cia anthracycline
bao gom liéu tich lily cao, tiém duwong tinh
mach thoi gian ngan, ding liéu don cao hon,
tién st chiéu xa ving nguc trude do, st dung
dong thoi cac thude co doc tinh trén tim, giGi

nit, bénh ly tim mach tiém an, tudi, chan
doan muon, va tiang cac dau an sinh hoc tim
nhu troponin trong va sau khi dung thudc.
Mot sé chién lwgc phong ngira doc tinh trén
tim gay ra do anthracycline bao gém: Iya
chon phic dd diéu tri khong chua
anthracycline néu duoc, thay thé doxorubicin
bang c4c thudc nhom anthracyclin it giy doc
cho tim hon (nhu idarubicin), truyén lién tuc
thay vi bolus duong tinh mach, st dung
PEGylated liposomal doxorubicin, st dung
dexrazoxane [10].

Céac tac nhan alkyl hda: Cac tac nhan
alkyl hoa thém mot nhom alkyl vao DNA
cua c4c té bao dang phan chia nhanh chong
va trong truong hop tac nhan alkyl hoa chac
nang kép, lién két chéo hai soi DNA, trc ché
qua trinh sao chép DNA va ting sinh té bao.
Céac doc tinh tim ciia nhém nay co thé gom
réi loan nhip tim va rdi loan dan truyén, va
suy tim tbi cap. Céac tac nhan alkyl héa nhu
cyclophosphamide gay ra sy thay d6i dién
tam d6 (ECG) ¢ dang dién thé QRS thap va
c4c bat thuong khong dic hiéu ¢ séng T hoidc
doan ST. Céc triéu chung cép tinh thudng
xay ra trong vong 1-2 tuan, kéo dai trong vai
ngay va tu khoi & mot sé NB. Doc tinh tim
cao hon & NB l6n tudi, co tiép xic véi
anthracycline hoic chiéu xa ving trung that
[17].

CA4c chat ¢ ché con dwong truyén tin
hiéu yéu té ting trwdéng ndi md mach mau
[VEGF signaling  pathway  (VSP)
inhibitors]: Cac thudc wc ché VSP bao gom
céc chit e ché tyrosine kinase phan tar nho
nhu sorafenib, duogc s dung diéu tri bach
cau cap dong tuy c6 dot bién FLT3-1TD. DPoc
tinh tim cua thudc wc ché VSP bao gom
THA, bénh co tim, bat thuong dan truyén,
hoi chiing vanh cap va huyét khdi dong
mach. Mot sé chat uc ché VSP ciing ngin

59



KY YEU CAC CONG TRINH NGHIEN C’'U KHOA HOC CHUYEN NGANH HUYET HOC - TRUYEN MAU

chan cac thu thé c6 lién quan dén phan ang
bu trir voi stress trong té bao co tim. Khi tim
khéng thé bu dip cho THA do thubc wc ché
VSP gay ra, c6 thé dan dén suy tim [17]. Do
d6, duy tri kiém soat huyét ap tét trong qué
trinh didu tri bang thudc ac ché VSP c6 thé
ngin ngira suy tim. Suy tim do thuéc wc ché
VSP ¢6 thé hdi phuc khi ngirg diéu tri.

Thuéc @&c ché proteasome: Proteasome
la mot phic hop protein hién dién trong tat
ca cac té bao lam thoai giang céac protein
khéc. Sy ¢ ché proteasome ngin chin sy
tang sinh té bao va gay ra qua trinh chét theo
chuong trinh trong cac té bao ac tinh, dic
biét la trong bénh da u tuy [17]. Boc tinh trén
tim dudng nhu c6 thé hdi phuc phan 16n khi
ngirng diéu tri va bat dau diéu tri suy tim.

* Chién lwgc phong ngira va diéu tri

Chién lwgc phong ngira: NB trai qua
hoa tri liéu nén duoc danh gia 1am sang can
than va danh gid cac yéu td nguy co tim
mach, chang han nhu bénh mach vanh, dai
thao duong, roi loan lipid mau va THA
(Bang 2). Nhirng yéu té rii ro nay nén duogc

Bing 2: Nhitng nguyén tic thwce hanh
bénh Iy co tim do hoa tri liéu [10]

quan 1y theo huéng dan cuia ACC/AHA [13].
Piéu nay dic biét quan trong néu cac thudc
trong phac do diéu tri bénh mau ac tinh dugc
biét 1a c6 thé gay ra suy tim. Quan ly THA
tich cuc duoc khuyén céo ¢ nhitng NB duoc
didu tri bang thudc e ché tyrosine kinase
phan tir nho (sorafenib).

Chién Iwoc diéu tri: suy tim cd triéu
chung va khong cé triéu chiung nén duogc
diéu tri theo huéng dan cia ACC/AHA
(Bang 2) [13]. Piéu tri suy tim nén duoc bt
dau khi c6 doc tinh tim dudi lam sang duocC
phat hién bing chan doan hinh anh va cac
dau 4n sinh hoc. Nhiéu NB bénh mau &c tinh
bi suy tim co triéu ching hoac suy tim dudi
lam sang c6 thé duoc diéu tri bang thubc uc
ché men chuyén hoic thudc chen beta dé co
thé hoan thanh phac d6 hoéa tri. Boc tinh trén
tim do anthracycline giy ra dugc cho la
khong thé hoéi phuc. Nhung can luu ¥ rang
viéc ngung diéu tri bénh mau 4c tinh chi nén
duoc coi 1a phuwong 4n cudi cing. Moi nd lyc
nén duoc thyc hién nham quan 1y suy tim dé
cho phép tiép tuc phac @6 héa tri liéu.

1ot dé phong ngiva, theo déi va diéu tri ciia

Béc si huyét hoc

Bac si tim mach

X4ac dinh nhitng NB nguy co caol

Diéu chinh cac yéu t nguy co tim mach?

Danh gia hinh anh hoc trudc diéu tri3

Lap lai cac xét nghiém hinh anh hoc*
Dé nghi cac dau 4n sinh hoc (biomarkers)®

Can nhic thudc thay thé khong doc tinh trén tim®

Dua ra 101 khuyén bao vé tim’

Diéu chinh phac dd diéu tri8

Cho céc thudc bao vé tim®

Theo ddi trong qua tri diéu trit0

Chi giir lai c4c liéu phap doc trén tim nhu 1a lwa chon cudi cling?!

Theo ddi sau khi hoan thanh liéu phap diéu tril2

1Cac bénh ly tim mach, dai thiao dudng,
ting lipid mau tir trudce, tré tudi hoac I6n
tudi, giéi nit, ké hoach diéu tri anthracycline
lidu cao
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2T6i wu hoa cac thudc tim mach, kiém
soat duong huyét, giam can, tap luyén

3Néu EF<50% hoic ¢ muc binh thudng
thap, gigi thiéu dén BS tim mach

4Panh gia lai chinh xac EF
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STroponin va BNP

6Can nhic céc lya chon khong doc tim &
nhiing NB nguy co cao

Phan tich két qua hinh anh hoc va céc
biomarker va thao luan véi BS ung thu

8p4i voi nhom anthracycline: giam liéu,
truyén lién tuc, sa dung doxorubicin
liposomal, dexrazoxane; V&i thudc wc ché
VSP, diéu tri tich cuc THA

9Bt dau beta-blocker hoic ACEI néu EF
<50% hoac EF giam >10% hogc bat thuong
GLS (giam >15%) hoic bat thuong troponin

10Theo ddi vai siéu am tim moi 3 thang
hoac tly thudc triéu ching; néu céc thubc
bao vé tim duoc s dung, theo déi mdi 1
thang

11V 6i anthracycline EF <45%;

12h4nh gia EF sau diéu tri; lap lai siéu am
tim mdi 6 thang hodc 1 nim; Néu EF van con
bit thuong, tudn theo huéng dan cua
ACC/AHA vé suy tim

IIl. THIEU MAU cyc BO

Diéu tri bénh mau 4c tinh bang hod tri cd
lién quan dén sy phét trién nhanh chéng cua
bénh dong mach vanh (coronary artery
disease, CAD) va/hoic hoi ching vanh cap
(acute coronary syndrome, ACS). Chinh
bénh mau 4c tinh ciing c6 thé tao ra trang
thai ting dong thuc day sy phat trién cua
CAD. Vi vay, dau nguc ¢ NB bénh mau &c
tinh can duoc tham kham kip thoi. Cac loai
thudc thudng lién quan dén thiéu mau cuc bo
& nhitng NB bénh méu &c tinh bao gom:
thuc wc ché tyrosine kinase phan tir nho
(nilotinib, ponatinib, sorafenib), thubc diéu
hoa mién dich (lenalidomide). VEGF kich
thich ting sinh té bao noi mo, duy tri kha
nang ton tai caa ndi mo va tinh toan ven cua
mach mau. Collagen dudi ndi md khi tiép
xdc c6 thé kich hoat yéu té6 md dan dén tao

huyét khdi gay tac mach. Su @c ché VEGF
cling lam giam qué trinh san xut oxit nitric
va prostacyclin, cling nhu lam tang
hematocrit va d nhdt cia mau thong qua san
xuat nhiéu erythropoietin, tat ca déu lam ting
nguy co tao huyét khdi [10]. Thudc uc ché
proteasome (carfilzomib) khuéch dai tac
dung gdy co thit cua noradrenaline va
angiotensin I1, 1am giam hoat dong chéng co
that coa nifedipine va nitroglycerin, dong
thoi lam giam tac dung gidn mach cua
acetylcholine.

sang loc, chan dosn va diéu tri

CAD di c6 tr truge 1a mot yéu td nguy
co dbi véi su phat trién ACS do hoa tri liéu,
viéc tam soét thiéu méau cuc bd & tit ca NB
¢6 nguy co cao nén dugc thuc hién trudc khi
dung thubc hoé tri c6 thé gay thiéu mau co
tim. Nguoi bénh nghi ngo ACS nén dugc
diéu tri theo hudng dan caa ACC/AHA [12].
Ngoai thudc statin va thudc chen beta,
phuong phép diéu tri ACS chuan bao gom
can thiép mach vanh qua da, thuéc chéng két
tap tiéu cau va thudc khang dong, tat ca déu
lam tang nguy co chay mau & NB cé giam
tiéu cau. Mac du cac nghién cau tién ciau &
nhom dan sé nay hién con thiéu, mot phan
tich hdi cau dugc thuc hién & NB bénh mau
4c tinh giam tiéu cau va ACS cho thay
aspirin cai thién ty Ié séng s6t sau 7 ngay ma
khong lam tang nguy co chay mau [9]. Méac
dU viéc can nhic ¢ ting trudng hop cu thé la
can thiét, nhung cc can thiép c6 thé ciu
mang NB khdéng nén bi bo qua chi vi giam
tiéu cau. Pap ung vé6i thude khang dong va
thudc chéng két tap tiéu cau ¢ nhitng NB ¢
s6 luong tiéu cau (SLTC) >50 K/uL duong
nhu tuong duong véi nhitng truong hop cd
SLTC binh thuong. Tuy nhién, c6 thé can
giam liéu heparin véi nhitng NB ¢6 SLTC
<50 K/uL. Liéu phap chéng két tap tiéu cau
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kép vai aspirin va clopidogrel c6 thé duoc sir
dung cho nhitng NB c6 SLTC >30 K/uL,
trong khi aspirin don doc nén dugc dung cho
nhitng NB ¢6 SLTC >10 K/uL. V&i NB cé
SLTC <10 K/uL, nguy co chay mau so Vi
nguy co khong diéu tri bién ¢ huyét khoi
nén dugc danh gia can than [5], [9]. O nhitng
NB mic ACS va giam tiéu cau, can thiép téi
théng mach méu van cd thé tién hanh bang
cach tiép can qua dong mach quay, st dung
b6 dung cu c6 kim nho.

Viéc ngung su dung sorafenib tam thoi
hodc vinh vién duoc khuyén khich trong
quan ly NB thiéu mau cuc bd co tim trong
hoidc sau diéu tri. C6 rat it dit liéu vé sir dung
lai thubc. Céc bién chirng tim do carfilzomib
gay ra la nghiém trong nén nhitng NB c0
nguy co cao, nén tién hanh kiém tra thiéu
méau cuc bo trudc khi bat dau diéu tri bang
carfilzomib. Ngung carfilzomib ngay khi dau
nguc xuat hién trong khi truyén [9].

IV. TANG HUYET AP

THA 1a bénh tim mach déng mic phd
bién nhit dwoc bdo cdo ¢ NB ung thu noi
chung va bénh méu &c tinh ndi riéng, voi ty
Ié Twu hanh & NB ung thu 1a 37% [6]. Chan
doan va diéu tri sém la diéu can thiét vi THA
la mot yéu té nguy co chinh cho su phat trién
doc tinh trén tim do hoa tri liéu. Ngoai ra,
kiém soat huyét ap khong dat muc tbi uu co
thé dan dén nging hda tri lieu sém, tir d6 anh
huong truc tiép dén qua trinh diéu tri bénh
méu 4c tinh [11]. Mot sé thude diéu tri bénh
méau &c tinh c6 thé gay THA bao gém: khang
thé don dong (rituximab, alemtuzumab),
sorafenib, ponatinib, ibrutinib, carfilzomib.
Viéc diéu tri bang thubc chéng THA thudng
1a du dé cho phép tiép tuc diéu tri bénh méu
4c tinh. Viéc theo doi huyét ap nén duoc thuc
hién thuong xuyén o tit ca cac NB ding
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carfilzomib. Néu THA khéng thé dugc kiém
soat dy du, carfilzomib nén duoc tri hodn va
c6 thé ngirng sir dung. Viéc sir dung lai thubc
chi nén dugc xem xét sau khi danh gia nguy
co va lgi ich.

Chin do4n va diéu tri

THA duoc dinh nghia 1a huyét ép
>130/80mmHg, dya trén trung binh 2 lan do
huyét ap tro 1én trong 2 lan thim kham tro
lén [15]. Panh gia 1am sang THA nén bao
goém xac dinh cac nguyén nhan gay THA va
danh gia cac yéu té nguy co tim mach. THA
thuong xay ra nhat trong thang dau tién diéu
tri. Mbi lien hé vé thoi gian gitta THA véi
thudc diéu tri gitp d& dang xac dinh chan
doan. Piéu tri THA do diéu tri bénh mau ac
tinh thuong can nhiéu hon mét thudc. Thube
ACEI 1a lya chon dau tién dugc wu tién do
tac dung co loi caa nd ddi véi su biéu hién
PAI-1 va protein niéu. Thuéc ACEI ciing
lam tang giai phong NO ndi mé va giam di
hoa bradykinin. Mot can nhic khac trong
viéc Iya chon thudc ha huyét ap la giam thiéu
twong tac thudc bat loi, dac biét 1a vai
sorafenib. Vi sorafenib dwoc chuyén héa qua
cytochrom p450 (cha yéu 1a CYP3A4), nén
tranh dung cac thudc wc ché isoenzyme
CYP3A4, nhu diltiazem va verapamil.

V. TANG HUYET AP PONG MACH PHOI
(TANG AP PHOI)

Tang ap phdi (TAP) la bénh cia mach
méu phdi duoc phan thanh 5 nhém nguyén
nhan chinh. TAP do thudc va doc té gay ra
duoc phan loai vao nhom 1. Bénh mau ac
tinh c6 thé gay ra TAP do tic nghén dong
mach phoi tir huyét khdi do tang dong, duoc
phan loai vao nhom 4. Su chén ép bén ngoai
mach mau phéi do sy 16n 1én u lympho ciing
c6 thé dan dén TAP nhom 5.
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Dasatinib lan dau tién duoc bao cdo gay
ra TAP vao niam 2009 & mot NB bach cau
man dong tuy. TAP ¢6 thé duoc quan ly bang
cach ngung dasatinib, diéu tri bang TKI thay
thé, tiép theo 1a diéu tri bang sildenafil, thuéc
dbi khang noi md hodc thudc chen kénh
canxi. Nguoi bénh si dung dasatinib nén
dugc theo ddi hang thang bang siéu am tim
dé danh gia ap luc dong mach phéi. Diéu tri
bénh mau &c tinh c6 thé duoc tiép tuc véi
TKI thay thé [7].

VI. HUYET KHOI

Bénh mau &c tinh khién NB ¢ tinh trang
tang dong, d& méc cac bién cb huyét khdi. Co
nhiéu dir lieu vé huyét khéi tinh mach
(HKTM) hon huyét khéi dong mach
(HKDPM). Huyét khdi & bénh mau ac tinh co
thé 1a do giai phong cac yéu té tién dong
méau, chang han nhu yéu té md, chat nhay va
cysteine protease, vao tuan hoan dé kich hoat
dong thac dong mau. Nguy co huyét khdi cao
hon khi bénh & giai doan tién trién va vai
mot sb yéu té nguy co (st dung éng théng
tinh mach trung tdm, nam lau, suy tim, rung
nhi, giam thé tich tuan hoan, hoa tri liéu).
Huyét khéi thuong xuat hién khi dung céc
thuéc hod tri nhu: cisplatin, lenalidomide,
thalidomide,  pomalidomide,  ponatinib,
nilotinib, sorafenib [11].

Ty 18 mac cac bién cé HKDM ¢ NB diing
thuc uc ché VSP (sorafenib) dao dong tur
1% dén 11%. Trong mot phan tich téng hop
trén 10255 NB duoc diéu tri bang sorafenib
hoidc sunitinib, ty 1& bién c6 HKPM 1a 1,4%
voi RR 1a 3,03 khi so sanh véi nhom dbi
chang [2]. Nhiéu phan tich tong hop di that
bai trong viéc xac dinh nguy co gia tang
HKTM & nhitng NB dugc diéu tri bang thuc
trc ché VSP [4].

Hoa tri co cisplatin c6 lién quan dén bién
cd thuyén tic phdi (pulmonary embolism,
PE) hoic huyét khdi tinh mach sau (deep
venous thrombosis, DVT). Céc yéu té nguy
co bao gdm bénh mach vanh, bat dong, tién
sir huyét khdi va khéi u viing chau. Cisplatin
gy ton thuong mach méau va kich hoat tiéu
cau thong qua co ché lién quan dén hoat
dong tién dong mau cua té bao bach cau don
nhan monocyte.

Lenalidomide va thalidomide lam tang
nguy co huyét khdi khi két hop vai
glucocorticoid va/hoic hoa tri liéu gay doc té
bao. Mot danh gia hé thong chirng minh rang
NB da u tuy duoc diéu tri bang phac dd dyua
trén thalidomide hoac lenalidomide c6 nguy
co cao phat trién HKTM. Nguoi bénh méi
duoc chan doan c6 nguy co cao hon nhitng
trudng hop di dugce diéu tri trude d6. Khi
thalidomide hoic lenalidomide duoc két hop
Vo1 dexamethasone va doxorubicin, nguy co
nay tang lén [1].

* Chan do4n, phong ngira va quan ly

DVT thuong duoc chan doan bang siéu
am dopler mach méu va chan doan PE bang
CT mach mau. Chup cong huong tir mach
méu phdi duoc xem xét & nhitng NB di ung
véi thude can quang.

Chién lugc phong ngira nén duoc lya
chon theo loai thudc hoa tri cu thé. Muc tiéu
la gilp giam nguy co huyét khdi xudng
<10%. Viéc phong ngira nén dugc diéu chinh
phu hop vai sy hién dién cua cac yéu té nguy
co, nhu béo phi, sir dung catheter tinh mach
trung tam, cac bénh ddng méc, phau thuat, st
dung erythropoietin va tamoxifen, diéu tri
déng thoi véi dexamethasone liéu cao
va’hodc doxorubicin. Mo hinh Khorana danh
gia nguy co HKTM cho NB ung thu co thé
duoc st dung trong mdi trudng cap ciu. MO
hinh nay sir dung vi tri ung thu, s6 luong té
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bao mau va chi sé BMI dé xac dinh nguy co
ciia NB. Piém tir >3 cho thiy 7,1-41% nguy
co HKTM c¢6 triéu chimg va diéu tri du
phong c6 thé hop Iy & nhitng NB nay.

Trudc khi bat dau diéu tri bang sorafenib,
nén kiém soét tich cuc cac yéu té nguy co
tim mach. Tién st bién c6 HKPM trude do
khong phai 1a chéng chi dinh tuyét déi ddi
vé6i sorafenib; tuy nhién, cac thubc nay nén
duogc st dung than trong hoac tranh sir dung
& nhitng NB m¢i méc céc bién ¢ tim mach
trong 6-12 thang trudc d6. Khong cé hudng
dan cy thé nao dic biét dé quan Iy HKPM &
NB dung sorafenib, vi vay viéc quan ly cac
bién cb nay nén dya trén cac huéng dan diéu
tri tiéu chuan. Nén ngimg diéu tri bang
sorafenib khi co céac bién ¢ huyét khbi >do
3. Dit liéu tir nhiéu thir nghiém da dan dén
viéc st dung rong rai aspirin dé phong ngira
thiéu mau cuc bo nguyén phét va thir phat.
Mic du khéng c6 nghién ciru c6 kiém soat dé
xac dinh loi ich cua aspirin ¢ NB dung
sorafenib, nhung viéc bat dau dy phong bang
aspirin lidu thip & NB nguy co cao 1a hop Iy,
Vi du: NB ¢c6 HKPM trude dé hoac ¢ nguy
co cao huyét khéi.

Cac nghién ciru quan sat vé cac phac d6
diéu tri dya trén thalidomide va lenalidomide
6 NB da u tuy da chirng minh hiéu qua cua
diéu tri dy phong bang aspirin (81 dén
325mg), warfarin hoac LMWH [8].
Lenalidomide don doc khong gay nguy co
HKTM cao va diéu tri dy phong khong duoc
khuyén cdo trong truong hop nay. Aspirin 1a
thudc du phong thich hop ¢ nhitng NB duing
lenalidomide v&i dexamethasone, melphalan
hodc doxorubicin liéu thap; ty lé mac HKTM
da giam xudng dudi 10% véi aspirin. Viéc
bo sung dexamethasone liéu cao ting thém
nguy co va c¢6 kha ning can s dung cac liéu
phap du phong tich cuc hon, chang han nhu
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LMWH hoac warfarin. Trong truong hop
thalidomide don tr liéu, aspirin liéu thip nén
duoc can nhiac. LMWH liéu tan cong hoic
warfarin dugc khuyén céo ¢ nhitng NB dung
lenalidomide/thalidomide Vi
dexamethasone, doxorubicin hoac héa tri liéu
nhiéu thuéc.

Sau khi chin doan duoc HKTM, muc
tiéu diéu tri 1a lam giam céc triéu chang va
ngan chan sy lan rong. NB nén dugc diéu tri
theo huéng dan diéu tri tiéu chuan [14]. Néu
NB phét trien HKTM khi dang hoa tri, viéc
hoa tri nén duoc tam hodn va bat dau dung
thudc khang dong, tét nhat 1a LMWH. Diéu
tri tiéu soi huyét nén duoc can nhic néu co
chi dinh. DPiéu tri bénh mau 4c tinh cd thé
duoc tiép tuc sau khi NB 6n dinh va dat dugc
muc tiéu diéu tri khang déng. Thudc khang
déng nén duoc tiép tuc mién 1a bénh méau &c
tinh dang hoat dong va khéng c6 chéng chi
dinh diéu tri khang dong.

Trong khi thudc khang dong dudng udng
tic dung trgc tiép (direct-acting oral
anticoagulant, DOAC) la thudc chéng dong
duong udng dugce wu tién dé diéu tri HKTM
& NB khong bi ung thu, dir liéu vé DOAC ¢
NB ung thu con han ché. Hau hét cac thu
nghiém so sanh tinh an toan va hiéu qua cua
DOAC véi warfarin da loai trir NB ung thu
hoac chi bao gom mot s6 it. Hau hét cac NB
ung thu dugc dua vao cac thi nghiém da
hoan thanh diéu trj, nhitng NB ¢6 bénh ung
thu dang hoat dong da bi loai ra. Nhu da thao
luan, LMWH la thubc khang dong duoc lya
chon & nhitng NB ung thu. So vdi dan sb
chung, c6 it dir liéu hon dé hd tro viéc st
dung DOAC lam thudc diéu tri dau tay &
nhitng NB ung thu; tuy nhién, mot s6 dir lidu
cho thay warfarin va DOAC c6 hiéu qua nhu
nhau khi can dang thuéc khang dong duong
uéng & NB ung thu.
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VIl. KHOANG QT KEO DAI

Khoang QT kéo dai 1a do bét thuong
trong quéa trinh khtr cuc/tai cuc, cé thé dan
dén xoén dinh va dot tir. Ngudi bénh mau ac
tinh d& bi khoang QT dai hon sau khi diéu tri
bang asen trioxide va thubc TKI (dasatinib,
nilotinib). Thuéc chéng ndn, thubc chen H2,
thudc &rc ché bom proton, thudc khang sinh,
thuéc chéng loan than ciing gop phan kéo dai
khoang QT. Ngoai ra, buon non, nén mira va
tiéu chay sau khi diéu tri dan dén mat kali va
magié cling kéo dai khoang QT. QT tro nén
kéo dai tir 1 dén 5 tuan sau khi diéu tri bang
asen trioxide va tré lai mic ban dau 8 tuan
sau khi ngirng diéu trj [11].

QTc >500 ms hodc >60 ms so vGi muc
nén lam ting nguy co mac xoan dinh. Nén
lam dién tam d6 co ban & tat ca cac NB va
diéu chinh céc bat thuong vé dién giai (dac
biét 1a ha kali mau va ha magie mau) trudc
khi bat dau diéu tri. Piéu quan trong 1a xéac
dinh cac tuong tac thudc lam kéo dai khoang
QTec. Céc loai thudc quan trong can can nhic
la domperidone, ondansetron, palonosetron,
granisetron, prochlorperazine, olanzapine,
escitalopram, venlafaxine, sertraline va
mirtazapine. Dién tdm d6 nén duoc lap lai
sau 7 ngay keé tir khi bat dau diéu tri, theo to
huéng dan sir dung thudc va sau bat ky thay
d6i nao vé liéu lugng. Nén ngimng diéu tri
néu QTc >500 ms trong thoi gian theo doi
[3].

VIil. ROI LOAN NHIP TIM

R&i loan nhip tim cham hoic nhanh c6
thé lién quan dén bénh mau ac tinh hoic hoa
tri liéu [11].

8.1. Réi loan nhip cham va block tim

Su tham nhiém cac nht nhi that bai u
lympho hoic amyloidosis c¢6 thé gay loan
nhip cham hoac block tim. Nhip tim cham

va/hoic block tim ciling cé thé thiy ¢ nhiing
NB c6 khéi u & ¢o, lién quan dén day than
kinh phé vi. DU khong pho bién, nhip tim
cham va block tim ciing co lién quan dén
cisplatin, mitoxantrone (va hiém hon 1a
doxorubicin), octreotide,  thalidomide,
methotrexate va asen trioxide.

Quadn ly: Phan 16n NB ¢6 nhip tim cham
tht phat sau hda tri liéu déu khong co triéu
chung. Céc triéu ching lién quan dén nhip
tim cham gém mét mai, chéng mit, xay xam,
ngat. Piéu tri block tim phu thudc vao loai
nhip thoat hién dién. Nhip thoat bo ndi chi
can dat may tao nhip néu cd triu chang,
trong khi nhip thoét that khéng 6n dinh can
cdy may tao nhip.

Khi mot loai thubc rd rang gay ra tinh
trang nay duoc xac dinh, thudc diéu tri thay
thé nén dugc can nhac. Tuy nhién, néu khdng
c6 thudc thay thé, NB can duoc theo ddi chat
ché trong qué trinh hda tri, va cd thé can phai
cdy may tao nhip tim vinh vién dé cho phép
tiép tuc diéu tri. Trong mot sb trudong hop,
block tim s& giai quyét bing cach diéu tri
bénh mau ac tinh. Bat may tao nhip tim ¢
NB nhip tim cham c6 triéu chung dai dang
va block tim nén tuan theo huéng dan cua
ACC/AHA. Viéc s dung isoproterenol dé
duy tri nhip tim cao hon ciing ¢ thé dugc
xem Xxét.

8.2. Réi loan nhip nhanh

Nhip tim nhanh, chang han nhu réi loan
nhip trén that, rung nhi, ciing nhu rdi loan
nhip thit ¢ thé xay ra & NB bénh méau ac
tinh. Nguyén nhan gay rdi loan nhip thit ¢
NB bénh méau &c tinh bao gom cac tac nhan
hoa tri liéu kéo dai QTc, hién tugng viém
trong ung thu tién trién, khdi u lién quan truc
tiép dén tim, réi loan chuyén hoa lién quan
dén budn ndn/nén/tiéu chay, giam an udng
va bat thuong vé dién giai.
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Rung nhi & NB bénh méau &c tinh co lién
quan dén tudi cao, thiéu oxy, ting cuong hé
giao cam do dau ciing nhu cing thang vé thé
chat va cam xdc, va/hoac phan ang tu mién
dich chéng lai cau tric tdm nhi. Ngoai ra, cac
loai thudc diéu tri bénh mau 4c tinh dugc biét
ld c6 lién quan dén rung nhi bao gdm
cisplatin,  doxorubicin, ifosfamide, va
mitoxantrone. lbrutinib, mot chit tc ché
bruton kinase c6 lién quan dang ké véi rung
nhi. Nguoi bénh stir dung ibrutinib dugc quan
ly bang cach giam liéu va/hoic dung thudc
khang dong; tuy nhién, bang chung con han
ché dé dua ra khuyén céo chung.

Qudn ly: Quan ly nhip tim nhanh & NB
bénh mau 4c tinh ciing twong tu nhu ddi véi
dan sb chung. Can thiép tich cuc Ia can thiét
khi rdi loan nhip tim dan dén ri loan huyét
dong hodc khi rdi loan nhip de doa tinh
mang. Sir dung ddng thoi thudc héa tri lidu
va thubc chong loan nhip c6 thé lam ting
nong d6 thuéc do chuyén hoa cytochrom
p450 bi suy yéu hoac wc ché van chuyén qua
trung gian P-glycoprotein. Hon nira, ca thudc
hoa tri va thuéc chong loan nhip déu lam
tang nguy co lam cham nhip tim va kéo dai
khoang QT. Noi chung, thuc chéng loan
nhip nhdm 1A, I1C va Il nhiéu kha ning gay
ra tuong tac thudc va kéo dai khoang QT
hon, trong khi thuéc nhom IB it c6 kha ning
giy ra didu do.

Quyét dinh dung thuéc khang dong & NB
bénh mau ac tinh c6 rung nhi nén dugc ci
nhan hda. Viéc st dung thang diém
CHADsDS2-VASc va HAS-BLED chua
dugc xac thuc & NB bénh mau ac tinh. Bénh
mau ac tinh tao ra méi truong ting dong,
trong khi diéu tri thudong lam ting nguy co
chay mau do gay giam tiéu cau. Vi vay, can
bang giita nguy co/lgi ich va sy tham gia cua
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NB va gia dinh trong qué trinh ra quyét dinh
1a diéu can thiét.

IX. KET LUAN

Nhom thuéc hoéa tri liéu anthracyclin
duoc biét 1a gay doc cho tim theo cach phu
thuoc vao liéu Iwong. Nhing hiéu biét gan
day vé co ché phan tir gdy doc cho tim cua
anthracyclin goi y mot céach tiép can dé ngin
ngira bién chimg dang s nay. Can tranh s
dung nhém thubc nay voi cac thude co doc
tinh trén tim mach khéc. Thudc sorafenib c6
thé gay thiéu mau co tim, dic biét & nhitng
nguoi bénh miac bénh mach vanh tir trudc.
Xét nghiém tam soat thiéu mau cuc bo duoc
chi dinh truéc khi diéu tri & nhitng nguoi
bénh nguy co cao. Khong nén tir chdi cac can
thiép ctru séng nguoi bénh mic ACS c6 giam
tiéu cau do bénh hoic do héa tri.

THA 12 mot bién ching phd bién caa
thudc e ché VSP va can dugc quan ly tich
cuc dé tranh ton thuong co quan dich. TAP
la mot bién chung hiém gap khi diéu tri bang
dasatinib. Chan doan sém, ngirng sir dung
dasatinib va sir dung TKI thay thé khac co
thé 1am giam ty 1& mic bién chung nay.
Huyét khdi c6 thé gay ra bai cac thude tc
ché VSP va thubc wc ché tao mach mau
(lenalidomide/ thalidomide) can diéu tri
thudc khang dong. Kéo dai khoang QT la hau
qua thuong gap caa thudc hoa tri; tuy nhién,
xoan dinh hiém khi xay ra trir khi QTc >500
ms. Theo d&i lau dai 1a diéu can thiét o
nhitng ngudi bénh séng sot sau hoa tri diéu
tri bénh méu 4c tinh dé phat hién sém va diéu
tri cac bién chung tim mach xay ra.
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TONG QUAN VE PIEU TRI BACH CAU CAP DONG TUY
O TRE EM VO LIEU PHAP NHAM TRUNG PiCH

TOM TAT

Bach cau cip dong tuy (BCCDT) la bénh Iy
huyét hoc &c tinh hiém gap, chiém khoang 15-
20% bach cau cp & tré em®. Cho dén nay, hoétri
liéu va ghép té bao goc van dong vai tro chu lyc
trong diéu tri. Ti I¢ tai phat khang tri cao, khoang
30-40%?, cho thay viéc diéu tri BCCDT & tré em
la mot thach thuc. Liéu phap diéu tri nham trdng
dich 1a phwong an tiép can méi mang lai co hoi
cai thién hon nira két cuc cho tré miac BCCDT.
MG rong hiéu biét vé cac dic diém di truyén va
sinh bénh hoc gilp cung cap thém nhimg “dich
nham” tiém nang, 1am co sé cho viéc hudéng dén
ca thé hoa diéu tri, ting hiéu qua va giam doc
tinh khéng mong muédn. Bai viét nay cung cip
thong tin tong quan vé co ché, hiéu qua va mot
sb thur nghiém 1am sang st dung liéu phap nhim
trang dich trong diéu tri BCCDT & tré em.

SUMMARY
OVERVIEW ABOUT TREATMENT
FOR PEDIATRIC ACUTE MYELOID
LEUKEMIA WITH TARGETED
THERAPY
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Pham P6 Phuwong Anh!3, Huynh Nghia23

Acute myeloid leukemia (AML) is a rare
hematological malignancy in  children,
accounting for 15-20% of pediatric acute
leukemia cases. AML conventional therapy has
relied on intensive chemotherapy and stem cell
transplantation. Despite these aggressive
treatments, 30-40% of patients experience
refractory or relapsed disease, indicating the
ongoing challenge in treating pediatric AML
effectively. Targeted therapy represents a novel
approach to improve outcomes of children with
AML. Expanding knowledge about AML
biology helpsidentify potential treatment targets,
thus facilitating the development of
individualized  treatments that enhance
effectiveness while minimizing unnecessary
toxicity. This review provides an overview of the
mechanism, effectiveness and some clinical trials
using targeted therapy in the treatment of AML
in children.

Keywords: pediatric acute myeloid leukemia,
targeted therapy

I. M& PAU

Bach cau cap dong tuy (BCCDT) la bénh
ly huyét hoc &c tinh hiém gap, chiém khoang
15-20% bach cau cap & tré em!. Trong nhitng
thap nién gan ddy, nho vao nhitng tién bo
trong phan tang nguy co, hoa tri liéu va ghép
té bao gdc, tién lwong bénh BCCDT da cai
thién hon vai x4c suat song toan bo (OS) co
thé dat dén 70% & cac qudc gia phat trién.

Cho dén nay, hoa trj liéu va ghép té bao
gbc van dong vai tro chu luc trong diéu tri
BCCDT & tré em. Tuy nhién, diéu tri hoa
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chat c6 nhiéu doc tinh va hiéu qua khdng toi
wu, dic biét dbi véi truong hop bénh tai phat
khéng tri. Ti I¢ t&i phat khang tri cao, khoang
30-40%, cho thdy viéc diéu tri BCCDT la
mot thach thircl. Cai thién tién lwong va chat
lugng cuoc séng cua bénh nhi doi hoi nhirng
phuong phap mdi nhim ding vao co ché
bénh sinh va cé thé hoa diéu tri. V&i su phét
trién trong di truyén sinh hoc phan ti, sinh
bénh hoc cia BCCDT dugc hiéu rd hon va
liéu phép nham trang dich ra doi, dugc xem
4 trién vong trong diéu tri bénh ly nay nho
kha nang tac dong chon loc cac thanh phan
lién quan dén qué trinh ting sinh va séng s6t
cua té bao u. Cac thudc nhu thubc wc ché
CD33, FLT3, BCL2 d cho thy hiéu qua va
duoc chap thuan trong diéu tri BCCDT &
nguoi 1on, 1am tién dé cho viéc nghién ctu
liéu phap nay ¢ tré em. Bai viét ndy cung cap
théng tin tong quan vé co ché, hiéu qua va
moét sé thir nghiém 1am sang st dung liéu
phép nhiam trung dich trong diéu tri BCCDT
o tre em.

Il. TONG QUAN VE BCCDT TRE EM VA PIEU
TRI KINH DIEN

BCCDT la bénh 1y 4c tinh don dong cua
hé tao mau véi biéu hién rat phong ph.

Bing 3: Mgt sé bit thwong di truyén
chiing?34

Bénh phét sinh tir té bao gbc tao mau mang
cac dot bién gen dan dén sy ting sinh qua
mutc nhung khong biét héa hoac biét hoa bat
thuong cua té bao non dong tay2. Ngay
cang c6 nhiéu dir liéu nghién cau di truyén
trong BCCDT & tré em, gilp mé rong hiéu
biét vé& dic diém sinh hoc cua bénh & tré va
su khéc biét so véi nguoi lon. Cac bét
thuong thuong gap & tré em la dot bién gen
FLT3, NPM1, WT1, CEBPA va KIT; tai Sép
xép RUNX1, CBFB, KMT2A; trisomy 8,
mat nhidm sic thé Y. Trai nguoC V&i nguoi
I6n, hau hét bénh nhi déu c6 bat thuong vé
nhiém sic thé va chi c6 khoang 20% c6 b
nhiém sic thé binh thuong. Tré miac BCCDT
c6 sb luong dot bién soma thip hon (5-6 so
v6i 10-13). Ty l¢ tai sap xép KMT2A & tré
em cao hian so véi ngudi 16n (38% so Voi
2%), voi ty 1é mac cao nhat ¢ tré so sinh
(77%). Dot bién gen RAS, KIT va WT1 phd
bién ¢ tré em hon. Nguoc lai, cac dot bién
DNMT3A va TP53 thudng thiy & ngudi I6n
va hau nhu rat hiém & bénh nhi. Céac bét
thuong phé bién hon & ngudi lon 1a NPM1,
dot bién gen lién quan dén phan cit RNA
(nhu SRSF2, DNMT3A, TET2) va IDH1/2.
Dot bién gen FLT3 phan bé déu ¢ cac nhom
tudi 3.

trong BCCDT ¢ tré em va tién lwong cua

Bt thwong di truyén Tén suat| Tién lwong
Dot bién gen CEBPA 4-9% Tét
t(15;17)(q24;921); PML:RARA 5-10% Tét
£(8:21)(922;g22); RUNX1:RUNX1T1 15% Tét
inv(16)(p13g22) hoac t(16;16)(p13;022); CBFB::MYH11 10-15% Tét
Dot bién gen NPM1 4% Tt
t(16:21)(q24;922); RUNX1:CBFA2T3 0,2% Tét

Téi sip xép 1123/KMT2Ar 16-21% Tr“”géz'”h ]
B6 nhiém sic thé phuc tap 8-17% XAu
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Monosomy 5, del(5q) 1,2% XAau
Monosomy 7 3% X4u
Tai sap xép 11p15/NUP98r 3-5% XAau
Bat thuong 12p13 4% XAau
inv(3)(g21g26.2) hoac t(3;3)(921;926.2); GATA2, EVILI(MECOM)| 2% XAau
t(6;9)(p22;034); DEK::NUP214 < 2% XAu
t(16:21)(p11;022); FUS:ERG 0,4% XAu
inv(16)(p13q24); CBFA2T3::GLIS2 2-3% XAu
t(9;22)(934:q11); BCR:ABL1 0.6% XAu
Dot bién gen FLT3-1TD 10-20% XAu
Dot bién gen WT1 10-15% XAau
Trisomy 8 10-14% | Pang ban cai
Dot bién gen FLT3-TKD 7% | Pang ban cii
Dot bién gen KIT <5% | Pang ban cii

Piéu tri BCCDT chu yéu dua vao hoé tri
litu da tac nhan, gdm daunorubicin,
idarubicin, mitoxantrone, cytarabine,
etoposide, cladribine, fludarabine... Di ghép
té bao gdc tao mau dong loai 1a phuwong an
duy nhét c6 kha ning chira khoi bénh, dic
biét & nhirng bénh nhan (BN) nguy co cao.
Két qua diéu tri tir cac thir nghiém 1am sang
cho thy ti I& tré dat lui bénh hoan toan (CR)
la 80% va xé&c suat song toan bo (OS) va xéac
suit séng khong bién cb (EFS) lan luot la
70% va 50% L. Mac du da cai thién dang ké
S0 V6i trude day, OS cua tré mac BCCDT
van thap hon han so véi bach cau cap dong
lympho (OS > 90%) 1. Ti I¢ tai phat cao va ti
16 cac doc tinh lién quan dén tri liéu cling
twong d6i cao, anh huong dén sdng con cua
BN. Diéu nay cho thay nhu cau cép thiét cua
viéc phét trién cac phuong phap diéu tri méi,
bd sung cho cac phac do didu tri kinh dién.
Nhitng tién bo trong hiéu biét vé sinh bénh
hoc BCCDT d3 mo ra co hoi phat trién cac
lidu phap nham tring dich va ca thé hoa diéu
tri. Mot vi du thanh cdng la viéc stir dung all-
trans retinoic acid va arsenic trioxide nham
vao protein PML/RARa trong diéu tri bénh
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BCCDT M3, dua ti I& song con cua nhom
bénh nay dat dén 80-90% 1. Hau hét cac loai
thuéc méi duoc thar nghiém dau tién & BN
BCCDT Ién tudi vi day la nhém c6 tién
lwong xau nhat. Mot sé thude nhu thude @c
ché CD33, FLT3, BCL2 di cho thdy hiéu
qua va duoc chap thuan trong didu tri
BCCDT & ngudi lon, 1am tién @& cho viéc
m& rong thir nghiém liéu phap nhiam tring
dich cho tré em.

. MOT SO TIEP CAN M1 TRONG PIEU TRI
BCCDT TRE EM

3.1. Liéu phap mién dich

3.1.1. Khang thé don dong chéng CD33

CD33 1a mot khang nguyén bé mit té bao
hién dién & hon 80% BN BCCDT nhung
khong hién dién trén té bao gdc tao mau,
khién day tr¢ thanh dich nhdm ly tuéng cho
lisu phap mién dich®. Gemtuzumab
ozogamicin (GO) la khang thé don dong
chéng CD33 lién hop véi calicheamicin, mot
chat gay doc té bao. Sau khi gan vai CD33,
phic hop nay duoc dua vao té bao,
calicheamicin hoat dong lam pha v& ciu trdc
cac DNA tir d6 dua té bao vao chu trinh chét
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5. GO di cho thay hiéu qua gilp cai thién
gilp cai thién rd rét EFS khi két hop cling
v6i hod tri lieu chuan va dugc FDA chap
thuan cho diéu tri BCCDT CD33+ & BN mgi
chan doan trén 1 thang tudi hoic tai phat
khéng tri trén 2 tudi 8. Thir nghiém COG
AAMLO531 so sanh ddi dau hoa tri ligu
chuan va hoa tri phdi hop voi GO trén 1022
BN (tur 1 thang dén 29,99 tudi) BCCDT méi
chan doan. Sau thoi gian theo ddi trung binh
1a 4,1 nam, nhém diéu tri véi GO cb nguy co
tai phat thap hon déng ké (32,8 so véi 41,3%,
p=0,006), EFS 3 nam cai thién hon (53,1%
SO V&i 46,9%, p=0,04) nhung OS 3 nim
khong khac biét (69,4% so va&i 65,4%,
p=0,39). Phan tich duéi nhém cho thiy st
dung GO chi gilp cai thién EFS & BN nhom
nguy co thap — trung gian ma khdng cho su
khéc biét vé EFS ciing nhu OS ¢ BN nhém
nguy co cao. Bén canh d6, nghién ctru khong
ghi nhan ting nguy co tic tinh mach xoang
gan ¢ nhdém st dung GO nhu céac bao cao
trude day’. Két qua nay dan dén quyét dinh
dua GO vao xuong song diéu tri trong thir
nghiém 1am sang sip t6i cua COG
(AAML1831), so sanh phac do cytarabine va
daunorubicin chuan véi CPX-351 (phic hop
liposomal cytarabine va daunorubicin, da
duoc FDA chip thuan cho BN BCCDT méi
chan doan trén 1 tudi)®.

3.1.2. Mgt sé ligu phap khac

Bén canh CD33, CD123 la mot muc tiéu
dugc quan tam trong diéu tri BCCDT.
CD123 la tiéu thé alpha cua thu thé IL3, biéu
hién manh trén cac té bao bach cau cép va it
thay trén té bao binh thuong. Pivekimab
sunirine (IMGN632) 1a khang thé don dong
chéng CD123 lién hop véi chat alkyl hoa
DNA thé hé méi dang dugc thir nghiém ding
don tri hodc két hop véi venetoclax va/hoic
azacitidine cho BCCDT nguoi l6n CD123+

va chuan bi dugc nghién ctu trén tré em .
Khang thé don dong kép nham vao CD3 va
CD123, khién cho céc té bao T CD3+ nhan
dién va tiéu diét té bao mang CD123, dang
trong giai doan dau nghién ciu cho tré tai
phat khang tri 56. Liéu phdp CAR-T nhim
vao CD33 va CD123 cling dang dugc nghién
ctru trong diéu tri BCCDT tré em 5.

Mesothelin la mot khang nguyén biét hoa
u trén mang té bao trung biéu md, biéu hién
manh trén té bao ung thu, it trén té bao binh
thuong va duogc tim thiy ¢ 30% tré em mac
BCCDT. Khang thé don dong chdng
mesothelin lién hop voi chat giy doc
maytansinoid DM4 (anetumab ravtansine) da
cho hiéu qua wc ché u trong diéu tri ung thu
tang dic. COG dang chuan bi thir nghiém
pha | st dung anetumab ravtansine trong
diéu tri BCCDT tré em tai phat khang tri véi
mesothelin+ (COG AAML2011) ®,

Gan day, tc ché diém kiém soat mién
dich (immune checkpoint inhibitors) trong
diéu tri ung thu dang duoc quan tam. Khéang
thé don dong chdng PD-1 nhu nivolumab va
pembrolizumab cho hiéu qua trong diéu tri
ung thu tang dac va dang dugc nghién cuu
trong BCCDT nguoi I6n tuy nhién nhitng
thudc nay chua dugc thir nghiém trén tré em
5,6

3.2. Thuéc wc ché tin hiéu té bao

3.2.1. Thuéc s@c ché FLT3

FLT3 la mot trong nhimg dot bién
thuong gap trong bénh BCCDT, méd hod cho
thu thé tyrosine kinase (TKI) loai 111, biéu
hién chu yéu trén céc té bao tao mau va dong
vai tro then chét trong su tang sinh va sbng
s6t cua cac té bao. Pot bién gen FLT3 gom 2
nhom chinh 14 d6t bién nhan doan ving can
mang FLT3-ITD va dot bién diém hozc mat
doan vung tyrosine kinase FLT3-TKD 24,
Dot bién FLT3-ITD dan dén su kich hoat
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litn tuc hoat tinh kinase, thuc day su ting
sinh, séng s6t va @c ché su chét té bao;
chiém khoang 20% tré mac BCCDT va thugc
nhém nguy co cao voi OS 25 — 30% 28,
Trong khi d6, dot bién FLT3-TKD duong
nhu khong lién quan dén két cuc xau 4.
Thubc e ché FLT3 &c ché thu thé tyrosine
kinase loai II1 dot bién dan dén wc ché
phosphoryl hoa STAT5, bat hoat cac con
duong sinh ung nhu Ras/Raf/MAPK va
PI3K/Akt/mTOR, két qua 1a ngan chin su
ting sinh cua té bao u. Thudc tc ché FLT3
gom 2 thé hé: thé hé 1 cé tac dung trén nhiéu
kinase nhu FLT3, KIT, PDGFR, VEGF; thé
hé 2 dac hiéu hon trén hoat dong cua FLT3.
Bén canh d6, thudc ac ché FLT3 con duoc
chia thanh 2 nhom: nhém I c6 tac dong Ién
ca FLT3-ITD va FLT3-TKD, nhom 11 chi tac
dong dén FLT3-1TD 4.

Sorafenib I thuc tc ché FLT3 nhom 11
thé hé¢ 1 dugc FDA cdng nhan cho diéu tri
carcinoma té bao biéu mo than. O nguoi lon,
két qua diéu tri vgi sorafenib rat khac nhau
gitra c&c nghién ctru. Thir nghiém SORAML
gom ngudi I6n dudi 60 tudi méi mic
BCCDT cho thay sorafenib gidp lam giam rd
rét EFS so v&i nhom gia dugc nhung khong
c6 su khéc biét vé OS 8. Khi nghién ctu &
BN trén 60 tudi, sorafenib lai cho thiy khdng
c6 su khac biét vé két qua diéu tri so véi gia
dugc 9. O tré em, diéu tri vai sorafenib cho
két qua kha quan. COG AAML1031 la thir
nghiém két hop sorafenib véi hoa tri liu
chuan va duy tri sorafenib sau ghép cho tré
mic BCCDT méi chan doan c6 dot bién
FLT3-ITD véi ti 1€ alen > 0,4. Khi so sanh
véi dit liéu lich st cia COG, ti 1é CR sau tan
cong cao hon han (sau tan cong 2: 91% so
véi 70%, p=0,007). Hon nira, EFS 3 nam cai
thién so vai trude day (57,5% so vai 34,3%,
p=0,007) va ti I¢ tai phat giam hon hin Khi
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diéu tri vai sorafenib (18,2% so véi 52,5%,
p=0,006). Tuy nhién, OS 3 nam lai khong
khac biét c6 y nghia (63,7% so v&i 54,1%,
p=0,375)7.

Midostaurin, mot chit tc ché FLT3
nhém | thé hé 1, 1a thubc wc ché FLT3 dau
tiéen dugc FDA chap thuan diéu tri dau tay
cho nguoi lon mic BCCDT FLT3+. Thir
nghiém RATIFY cho thdy BN duogc diéu tri
két hop midostaurin vai hoa tri liéu chuan c6
EFS va OS tdt hon o rét so véi nhém chi
hoa tri don thuan 0. G tré em, midostaurin da
lan dau tién duoc nghién ctu sir dung don
doc cho tré tai phéat khang tri (gom BCCDT
FLT3+ va bach cau cap dong lympho c6
KMT2Ar). Tuy két qua diéu tri kha gigi han
véi OS cta nhom BCCDT FLT3+ chi dat 3,7
thang, nghién cau cho thidy st dung
midostaurin véi lieu 30mg/m2x2 lan/ngay 1a
an toan va néu tang liéu dén 60mg/m2x2
lan/ngay thi 77% BN c6 doc tinh khdng phai
huyét hoc tir d6 3 try 1en 11, Nghién ciu két
hop midostaurin véi hoa tri liéu chuan cho
tré em méi chan doan BCCDT FLT3+ dang
dugc thuc hién.

Céac chat uc ché FLT3 thé hé 2 c6 tinh
chon loc FLT3 cao nén doc tinh ngoai muc
tiéu han ché hon. Quizartinib da duoc nghién
ctru qua thir nghiém lam sang pha I, stir dung
két hop voi hod trj liéu caru véi cho tré mac
BCCDT téi phat khang tri. Két qua cho thay
thuéc dung nap tét, 3 trén 7 tré c6 dot bién
FLT3-ITD dat CR/Cri 2. Quizartinib dang
duoc tiép tuc nghién ctu trong diéu tri
BCCDT tai phat khang tri. Gilteritinib 1a mot
chat tc ché FLT3 thé hé 2 manh, chon loc
cao. Bén canh @c ché FLT3, thudc con tac
dong dén AXL, mot thy thé tyrosine kinase
thuc day su tang sinh va séng sot cua céc té
bao BCCDT. Thutr nghiém lam sang pha 111
so sanh don tri gilteritinib v&i hod tri liéu cau
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V6t trén ngudi I6n mic BCCDT tai phat
khang tri cho thdy nhom gilteritinib c6 ti 1¢
CR/CRIi cao hon, OS trung binh va thoi gian
song sau ghép tét hon!3. Hién nay,
gilteritinib d3 dwgc FDA chéap thuan trong
diéu tri BCCDT ngudi lon tai phat khang tri
va s& duoc nghién cau phdi hop véi hoa tri
liéu chudn trong diéu tri BCCDT tré em moi
chan doan (COG AAML1831).

3.2.2. Thuéc #rc ché BCL-2

Ho protein BCL-2 rit quan trong trong
diéu hoa tin hiéu noi ty thé caa chu trinh chét
té bao, trong d6 protein BH3 dong vai trd
chu dao trong Kkich hoat chu trinh.
Venetoclax 1a mot chat twong ty BH3, gin
két chon loc véi BCL2 va dua té bao vao chu
trinh chét. Hién nay, venetoclax két hop vai
thudc khir methyl hoa azacitidine dugc xem
1a diéu tri chuan cho nguoi I6n BCCDT méi
chan doan hoic tai phat khang trj cé thé trang
khong pht hop dé hod tri liéu liéu cao?. Hién
nay, ¢ tré em, venetoclax dang dugc nghién
ctru trong diéu tri BCCDT tai phét khang tri.
Két qua thir nghiém pha | VENAML gom 38
bénh nhi cho thay venetoclax dung nap tét va
cho ti 16 CR la 70% khi dung két hop vai
cytarabine liéu cao, cd hoic khéng co
idarubicin4. Ngoai ra, mot nghién ctru hoi
ctru dit liéu tré bach cau cip tai phat khang
tri diéu tri voi venetoclax va azacitidine cho
thay 48% tré BCCDT dat MRD am sau mot
dot diéu trit®.

3.2.3. Thudc diéu hoa ngogi gen va
giagm methyl hoa

Chat giam methyl hoa (hypomethylating
agent — HMA) nhu decitabine va azacitidine
tic ché hoat dong DNA methyltransferase,
lam tang biéu hién cac gen wc ché u va dua té
bao vao chu trinh chét. O nguoi I6n, HMA
cho hiéu qua khi két hop vai venetoclax4®.
Khi st dung don doc, thudc co thé gidp cai

thién thoi gian séng nhung khong gitip kéo
dai sy lui bénh trong tuy xuong. O tré em,
vai bao cao nho Ié cho thay két qua sir dung
HMA trong diéu tri. Mot béo céo ghi nhan 3
trén 8 tré dat CR khi diéu trj voi decitabine
don doc. Mot bdo céo sir dung azacitidine két
hop véi fludarabine va cytarabine cho két
qua CR & 7 trén 12 tré tai phat khang tri 6.
Hién nay, HMA dang dugc nghién cuu s
dung két hop véi thude hoa tri liéu cho tré
BCCDT méi chan doan va tai phat khang tri.
Histone deacetylase (HDAC) tham gia
diéu hoa ngoai gen bang céch loai bé nhém
acetyl cua protein histone l1am cho nhiém sic
chit ngung tu va giam phién ma. Uc ché
HDAC dan dén tai cau trdc nhidm sic chat
trong cac té bao BCCDT, giam biéu hién cac
gen sua chtra DNA, suy giam CXCR4,
ngirng chu Ky té bao va cudi cing dua té bao
vao chu trinh chét 4. Nhitng tac dong nay co
tac dung hiép ddng véi cac thude hoa tri doc
té bao 6. Céc nghién ctru tién l1am sang cho
thay tac dung cua thudc ac ché HDAC téi uu
hon khi str dung két hop véi thube khac vi du
nhu HMAS. Hai chit wc ché HDAC dang
duoc nghién ctu trong BCCDT la vorinostat
va panobinostat. Panobinostat dugc st dung
trong thu nghiém pha | cho tré BCCDT téi
phat khang tri. Két qua cho thiy c6 8 tré
(chiém 47%) dat CR va 6 tré dat MRD am#.
3.2.4. Thudc nham vao té hgp KMT2A
Tai sap xép 11g23/KMT2A chiém
khoang 15 — 20% BCCDT tré em va da sb
lien quan dén két cuc xau. DOL1 la mot
histone methyltransferase lién quan dén hoat
dong sinh ung cua td6 hop KMT2A 4. Nghién
ctru tién 1am sang cho thay sir dung chét e
ché DOL1 Iam wc ché sy tang sinh cua té bao
u va thodi trién cac té bao bach cau cap.
Pinometostate 1a thudc wrc ché DOL1 dau tién
duoc thu nghiém trén tré em va nguoi lon
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mac BCCDT tai phat khang tri nhung két
qua str dung don tri khong kha quan. Hién
nay, pinometostate két hop voi azacitidine
dang dugc nghién ciru cho nguoi lon . Mot
cach tiép can khac duoc quan tam Ia Gc ché
su lién két gira MLL va menin, mét co-
factor cua phic hop KMT2A, hoat dong nhu
mot histone methyltransferase diéu hoa phién
ma cac gen lién quan sinh bénh bach cau cap.
Cho dén nay, nhiéu chat rc ché menin phan
tir nho da duoc phét trién trong d6 VTP-
60469 da dugc dua vao thir nghiém lam sang
cho nguoi 16n 5. Cac chit tc ché menin chua
duogc thu nghiém trén tré em.
3.2.5. Thudc sc ché proteasome

Bortezomib 1a chat tc ché proteasome da
duoc str dung hiéu qua trong diéu tri bénh da
u tuy. Gia thuyét cho ring bortezomib ciing
c6 thé lam suy giam hoat dong cua cac té bao
sinh bénh bach cau cap va lam ting tac dung
cua cac thube hoa tri gay doc té bao. Két qua
thir nghiém trén tr¢ BCCDT tai phat khang
tri COG AAMLO7P1 cho thay bortezomib an
toan va dung nap tét khi dung chung véi hoé
tri liéu. Tuy nhién khi két hop véi diéu tri
budc dau cho tré méi chan doan, bortezomib
khong gilp cai thién EFS va OS trong khi
lam tang nguy co doc tinh than kinh ngoai
bién1e,

Bing 4: Mt s6 phwong dn diéu tri méi trong BCCDT & tré em °

Thuéc Co ché Vi tri trong diéu tri BCCDT tré em
Gemtuzumab| Khang thé don dong chdong CD33 | FDA chap thuan cho diéu tri BN méi chan
0zogamicin lién hop véi calicheamicin doan va tai phat khang tri

Flotetuzumab v&i CD123/CD3

Khang thé don dong kép 4i luc cao

Thu nghiém pha | cho BN tai phat/khang tri

Thtr nghiém pha I/11 két hop vai azacitidine

Nivolumab | Khang thé don dong chong PD-1 cho BN téi phat/khang tri
Hoan tat thir nghiém pha | cho BN tai
o HMA, wc ché DNA phat/khang tri
Decitabine , . X i b £ s
methyltransferase Thir nghiém pha Il két hop véi hod tri cho
BN m&i chan doan
Thir nghiém pha 1/11 cho BN tai phat/khang
Azacitidine HMA, tic che DNA . t .y
methyltransferase Thtr nghiém pha Il két hop véi hod tri cho
BN méi chan doan
Vorinostat Uc ché histone deacetylase Thir nghiém pha | cho BN tai phat/khang tri

Panobinostat| Ut ché histone deacetylase

Thir nghiém pha | cho BN tai phat/khang tri

Uc ché TKI thé hé 1 nhém 11 tac

Hoan tat thir nghiém pha 111 cho BN méi

dong trén dot bién FLT3 va AXL

sorafenid | - dong tren FLISTOVAFLTS | ™ enin doan FLT3ITD+ ti e alen cao
Midostaurin Uc ché TKI thé hé 1 nhém 1: tac | Thir nghiém pha 11 két hop véi hoé tri cho
dong trén dot bién FLT3 va KIT BN mg¢i chan doan
Gilteritinib Uc ché TKI thé hé 2 nhém I: tac | Thir nghiém pha I11 két hop véi hoé tri cho

BN méi chan doan
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Thtr nghiém pha 1/11 két hop véi FLAG cho
BN tai phat khang tri

Quizartinib Uc ché TKI nhom 11

Thir nghiém pha 1/11 cho BN tai phat khang

va daunorubicin

tn
Venetoclax Ut ché BCL-2 Thtr nghiém pha I/IIt(;?o BN tai phat khang
, . . .| Hoan tat thir nghiém'pha I/I1 cho BN téi
CPX-351 Phuc hop liposomal cua cytarabine ohét khang tri

Thir nghiém pha 111 cho BN méi chan doan

Atovaquone hoat STAT3

Uc ché oxy hoa phosphoryl va kich

Thtr nghiém pha | két hop véi hoa tri chuan

CD123 CAR-Té bao T bién doi gen nham dén va

Thu nghiém pha | cho BN tai phat khang tri

T tiéu diét té bao BCCDT CD123+
CD33 CAR-[Té bao T bién doi gen nham d&énval, , .. o e
T tidu dict té& bao BCCDT CD33+ Thtr nghiém pha | cho BN tai phat khang tri
IV. KET LUAN Quessada J, Cuccuini W, Saultier P,

Nhitng nd lec tdi vu hoa hoa tri liéu lidu
cao va di ghép té bao gdc da giup tién lwong
caa BCCDT & tré em tét hon so véi truéc
day tuy vay ti I bénh tai phat, khang tri van
con cao. Liéu phap diéu tri nham trang dich
1a phuong 4n tiép can méi mang lai co hoi
cai thién hon nita két cuc cho tré méc
BCCDT. M¢ rong hiéu biét vé cac dic diém
di truyén va sinh bénh hoc gilp cung cip
thém nhirng “dich nham” tiém ning, 1am co
s cho viéc huéng dén ca thé hoa diéu tri,
tang hiéu qua va giam doc tinh khéng mong
mudn. Hién nay, xem xét b6 sung GO va @c
ché FLT3 vao phac do di duoc xem la diéu
tri chuan cho mét sé truong hop BCCDT.
Cac liéu phap méi khac can duoc nghién cau
thém dé xac dinh tac dung caa ching ¢ tré
em.
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PANH GIA HIEU QUA PHAC PO RMPV TRONG PIEU TRI U LYMPHO
KHONG HODGKIN NGUYEN PHAT THAN KINH TRUNG UONG

TOM TAT

Muc tiéu: Danh gia hiéu qua cua phac do
RMPV trén nguoi bénh u lympho khéng
Hodgkin nguyén phét than kinh trung wong. Poi
twong va phwong phap nghién ctiru: Nghién
chu mO ta cit ngang trén 30 nguoi bénh u
lympho khéng Hodgkin nguyén phat than kinh
trung wong diéu tri phac 6 RMPV tai Bénh vién
K tir thang 05/2019 dén thang 05/2024. Két qua:
Tubi trung binh 57 tudi, giéi nam chiém 53,3%,
chi sé toan trang 0-1 (73,3%); dudi tip khong tim
mam chiém 83,3%. Panh gia cudi ki ti 1¢ dat dap
g hoan toan 1 43,3%; ti & dat dap tng 1 phan
la 30,0%:; ti I bénh 6n dinh hodc tién trién la
13,3%; ti I¢ bénh nhan gap tac dung khdng mong
mudn chiém 63,3%; tai thoi diém 3 nam ty Ié
PFS 12 70%, OS 1a 76,7%; dap &tng véi hoa tri la
yéu t& co kha ning tién luong doc lap voi
PFS/OS. Két luan: Phac d6 RMPV c6 hiéu qua
cao kéo dai thoi gian séng thém ciing nhur an toan
cho nguoi bénh PCNSL.

Ter khéa: RMPV, U lympho nguyén phat
than kinh trung vong

SUMMARY
EVALUATION OF THE EFFICACY OF
RMPV REGIMEN IN TREATMENT OF
PRIMARY CENTRAL NERVOUS
SYSTEM LYMPHOMA

Bénh viéen K

Chiu trach nhiém chinh: D5 Huyén Nga
SDT: 0915868288

Email: ncs29dhy@gmail.com

Ngay nhan bai: 30/7/2024

Ngay phan bién khoa hoc: 01/8/2024
Ngay duyét bai: 01/10/2024

P& Huyén Ngal, Nguyén Thanh Tung?

Objective: Evaluate the efficacy of RMPV
regimen in PCNSL patients. Research subjects
and methods: Cross-sectional descriptive study
on 30 PCNSL patients treated with RMPV
regimen at K Hospital from May 2019 to May
2024. Results: Average age was 57 years old,
male accounted for53.3%, PS 0-1 (73.3%). The
rate of multifocal brain tumors accounted for
73.3%; DLBCL subtype non-GCB accounted for
83.3%. At the end of treatment, the complete
response rate was 43.3%; The partial response
rate was 30.0%; The rate of stable or progressive
disease was 13.3%; The proportion of patients
experiencing side effects accounted for 63.3%;
At 3 years, the PFS rate was 70%, OS rate was
76.7%; Response to chemotherapy is an
independent prognostic factor for PFS/OS.
Conclusion: RMPV regimen is highly effective
in prolonging survival time as well as being safe
for PCNSL patients.

Keywords: RMPV, Primary central nervous
system lymphoma (PCNSL)

I. DAT VAN DE
U lympho nguyén phét than kinh trung
uvong (Primary central nervous system

lymphoma-PCNSL) la mét bién thé hiém gap
cua u lympho khong Hodgkin ngoai hach??,
bénh cd thé biéu hién ¢ ndo, mang ndo, mat
hay tuy séng ma khéng cé bat ky biéu hién
toan than nao khac. PCNSL thuong dap trng
tot voi héa tri va xa tri nhung co thoi gian
séng thém tuong dbi ngan khi so vai cac thé
u lympho khac. Trong 10 nim qua, ty I¢ mac
bénh ngay cang tang & bénh nhan trén 65
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tudi, va ty 16 mic bénh 1a 4,3 trén mot triéu
dan & bénh nhan 70 dén 79 tudi.

Hau hét thé bénh cua PCNSL la u
lympho té bao B Ién lan téa (chiém khoang
95%), thuoc nhém u lympho c6 do ac tinh
cao, din tién nhanh va nguy co tir vong cao
Vv6i thoi gian trung binh séng st trung binh
1,5 thang ké tir thoi diém khi chan doan. Do
PCNSL dap @ng tdt voi hoé xa tri nén phau
thuat chi c6 vai trd trong sinh thiét chan
doan. Xa tri toan bo ndo gilp kéo dai thoi
gian song khoang 10 — 18 thang, nhung cing
v6i d6 1a nhitng bién chitng muén dic biét &
nhitng bénh nhan 16n tudi, l1am giam chét
lwong cudc séng. Néu dugc hoda xa tri két
hop thoi gian song trung binh s& tiang 1én 42
thang. Mac di c6 nhiéu phac d6 hoa tri gilp
kéo dai thoi gian sbng nhung bénh van c6
nguy co tai phat va gay tir vong.

Methotrexate liéu cao (> 1,5g/m?) két
hop véi hoa tri cd hiéu qua hon trong viéc
kéo dai thoi gian séng s6t va nang cao chat
lwong cudc sdng caa bénh nhan PCNSLS.
Thude Rituximab diéu tri trang dich khang
nguyén CD20 c6 trén bé mat té bao lympho
B d3 gop phan kéo dai thoi gian ngudi bénh
séng thém toan bo cho nhiéu bénh*. Céac
nghién ctru cua mot sb tac gia cho thay diéu
tri PCNSL v&i phac d6 phdi hgp RMPV
mang lai hiéu qua cao. Do dé chung toi tién
hanh nghién cttu nay véi muc tiéu danh gia
hiéu qua va tinh an toan cua phac 46 RMPV
trong diéu tri PCNSL.

II. DOl TUONG VA PHUONG PHAP NGHIEN CU'U
2.1. Pbi twong nghién ciru
30 nguoi bénh chan doan x4c dinh u
lympho khéng Hodgkin nguyén phét than
kinh trung wong té bao B I6n lan téa dya vao
md bénh hoc theo phéan loai caa WHO 2016
diéu tri buéc 1 bang phac dd RMPV tai Bénh
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vién K tir thang 05/2019 dén thang 05/2024.
Tudi > 18, chi c6 biéu hién tai than kinh
trung wong, chua diéu tri toan than trudc do,
khoéng méc cac bénh ly cd chdng chi dinh voi
hod chat: nhdi mau co tim trong vong 30
ngdy, viém co tim, suy tim véi phan suat
tong méau <50%. Tiéu chuan loai trur: céc
truong hop méic bénh ddng mic nghiém
trong (suy gan, suy than, bénh ung khac kem
theo,...), bénh nhan c6 di tng, qua man véi
thuc nghién ctu, bo diéu tri khdng phai vi
ly do chuyén mén.

2.2. Phwong phap nghién cau

- Thiét ké nghién ctru: M@ ta cit ngang

- Dia diém nghién ciru: Bénh vién K

- Thoi gian nghién cau: Tu thang
05/2019 dén thang 05/2024.

- C& mau: Thuan tién, liy toan bd bénh
nhan dam bao tiéu chuan lya chon va tiéu
chuan loai trir trong thai gian nghién ciu

- Quy trinh nghién cuu:

Nguoi bénh danh gia du tiéu chuan didu
tri dugc diéu tri phac d6 RMPV (Rituximab
375mg/m2 ngay 1; methotrexate 3500mg/m2
ngay 2; procarbazine 100mg/m2 ngay 1-7;
vincristin 1,4mg/m2 (t6i da 2,8mg) ngay 2,
Qeucovorin mdi 6 tiéng liéu dua vao nong do
methotrexate trong mau tir ngay thu 3 tro di
cho tgi khi ndng d6 methotrexate trong mau
< 0,01umol/L).

Danh gia giita ki sau 5 chu ki va cudi ki
sau 7 chu ki hoa chat. Cac bénh nhan tién
trién duogc chi dinh xa tri toan néo.

Trong qué trinh diéu tri ngudi bénh duoc
sir dung chéng ndn granisetron 1 mg x 2 dng
truge truyén hod chat 30 phat. Truyén mau
va cac ché pham méau néu can thiét, diéu tri
khang virus viém gan B, C néu c6.

DPoc tinh caa phac dd duoc ghi nhan
trong sudt qué trinh diéu tri, theo tirng chu ky
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mdi 14 ngay dya vao kham l1am sang, xét
nghiém cdng thirc mau, sinh héa mau

- Phuong phap thu thap sé liéu: Theo
mau bénh an nghién ciru thdng nhat dua trén
tham khdm ngudi bénh va bénh an diéu tri.

- Céc théng tin thu thap: Dic diém chung
bénh nhan nghién cuu, tac dung khéng mong
mudn dugce danh gia dwa vao phan loai cua
NCI-CTCAE 5.0.

- Phan tich va xa ly s liéu: S6 liéu duoc
thu thap, phan tich va xt ly dua vao phan
mém SPSS 20.0. Panh gia thoi gian séng
thém khong bénh, thoi gian song thém toan
bo va cac yéu td lién quan, ty 18, mirc d xuat
hién tac dung khéng mong muén trén hé tao

Bdng 1. Ddc diém bénh nhan nghién ciru

huyét va ngoai hé tao huyét trén tong sé chu
ky diéu tri hoa chat.

2.3. Pao duc trong nghién ciru

Nghién ctru duoc théng qua hoi dong dao
dac nghién ciru y sinh hoc Bénh vién K.

lll. KET QUA NGHIEN cUU

Trong thoi gian nghién ctu, 30 bénh
nhan dap @ng tiéu chuan lya chon, thoi gian
theo d@i trung vi 36 thang, ngan nhét 3 thang,
dai nhét 53 thang. Tai thoi diém 3 nam ty 1&
PFS 1a 70%, OS la 76,7%. Tong s6 chu ky
diéu tri 1a 182 chu ky. Tat ca céc bénh nhan
duoc dung liéu hoa tri 100%.

Pic diém (n=30) Gia tri
Tudi trung binh (tbi thiéu-tdi da) 57,06 + 8,92 (35-77)
. Nam 16 (53,3)
Gisl Nt 14 (46.7)
BMI 22,26 + 2,59 (17,78 — 29,52)
0 6 (20,0)
PS 1 16 (53,3)
2 8 (26,7)
Triéu chirng B 2 (6,7)
e Tip khong tdm mam 25 (83,3)
Duéinhom DLBCL Tip tm mam hoic khong xac dinh 5 (16,7)

Nhdn xét: Tudi trung binh 57 tudi, nam gigi chiém 53,3%, chi s6 toan trang 0-1 (73,3%).;

dudi tip khéng tam mam chiém 83,3%.
Bdng 2. Ti lé ddp irng gidra Ki va cudi ki

Pap wng (n=30) Giira ki Cubi ki
Hoan toan 6 (20,0) 13 (43,3)
Mot phan 16 (53,3) 9 (30,0)

On dinh 4(13,3) 4(13,3)
Tién trién 4 (13,3) 4 (13,3)

Nhgn xét: Khi danh gia giira Ki ti 1& dat dap tng hoan toan ciia phac @6 RMPV la 20%; ti
16 dat dap ung 1 phan Ia 53,3%; ti Ié bénh 6n dinh hoac tién trién 1a 13,3%. Khi danh gia cudi
Ki ti 16 dat dap (rng hoan toan 1a 43,3%: ti I¢ dat dap ang 1 phan 1a 30,0%; ti 1& bénh 6n dinh

hoc tién trién 1a 13,3%.
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Bdng 3. Tac dung khdng mong muén theo bénh nhan

T4&c dung khéng mong mudn R MPV (n=30)
Ti lé bénh nhan gip tac dung khéng mong muén 19 (63,3)
Tiang men gan 11 (36,7)
bo 1 5(16,7)
Do 2 4 (13,3)
Do 3 2 (6,7)
Do 4 0
Suy théan cap 6 (20,0)
bo 1l 5(16,7)
Do 2 1(3,3)
Do 3 tré 1én 0
Ha bach ciu trung tinh do 3 trg 1én 4 (13,3)
Doc tinh than kinh 0
Doc tinh duong tiéu hoa (ndn, tiéu chay, loét niéem mac duong tiéu hoa) 5(16,7)
DPoc tinh da liéu (ban da) 2 (6,7)
Viém phoi 2 (6,7)

tac dung khong mong mudn chiém 63,3%; ti
Ié gap ting men gan chiém 36,7% trong d6

do

80

TH1§ séng thém todn bd
- = =

Nhdn xét: Két qua ti 1& bénh nhan gap o6 3 tro Ién; ti Ié ha bach ciu trung tinh d6 3

tro 1€n 13,3%; c6 16,7% gap doc tinh duong
tiéu hoa, 6,7% gap doc tinh da; c6 6,7% bénh

3 chi chiém 6,7%; ti 1¢ gap suy than cap  nhan bi viém phoi trong qua trinh diéu tri.
chiém 20% khong c6 bénh nhan nao suy than

| -1 Dutng cong sing thée

Ti 14 s8ng thim khéng binh tien trién

10

0OS [thang) PFS (thang)

Biéu do 1. Thoi gian séng thém khong bénh tién trién va thei gian séng thém toan b

Nhdn xét: Trong thoi gian nghién ctru tir thang 05/2019 dén thang 05/2024, 30 bénh nhan
dap ung tiéu chuan lya chon, thoi gian theo ddi trung vi 36 thang, ngan nhat 3 thang, dai nhat
53 thang. Tai thoi diém 3 nam ty 1¢ PFS [a 70%, OS 12 76,7%.
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Bdng 4. Phan tich md hinh hai quy COX cac yéu té lién quan dén théi gian séng thém

khong bénh tién trién (PFS)

Heé s6 Ti suét 95% khoang tin cay
héi qui chénh (HR)|Gié¢i han dwéi|Gigi han trén
Phan loai tudi <60 va > 60 -0,469 |0,571| 0,625 0,123 3,178
Phén loai giai phau bénh (tip khong
tam mam vs tip tam mam hoac |-0,005 [0,996| 0,995 0,168 5,900
khong xac dinh
Phéan loai dap tng (c6 dap ung va
A s -1,645(0,037| 0,193 0,041 0,905
khong c6 dap rng)
Phan loai PS (0 va >1) 0,910 (0,404 2,484 0,293 21,025
Phan loai bién chung (khdng va cé)| 0,868 |0,308| 2,383 0,449 12,645

Bdng 5. Phan tich md hinh hai quy COX cac yéu té lién quan dén théi gian séng thém

toan bé (OS)

Hg so Tisuat | 95% khoang tin cay

hdiqui| P lchénh (HR) Gigi han dwéi [Upper

Phan loai tudi <60 va > 60 -1,038 0,262] 0,354 0,058 2,168

Phan loai giai phau bénh (tip khongtdm |4 125 1534|4359 0391  |48,556
mam va tip tim mam hoac khong xac dinh

Phan loai dap ung (c,o dap tng va khéng 1.043 0,028 0,143 0,025 0,808

dap urng)
Phan loai PS (0 va>1) 0,827 0,470] 2,286 0,243 21,493
Phan loai bién chtrng (khdng va c) 1,671 10,146 5,320 0,559 50,591

Nhgn xét: Khi phan tich mé hinh héi qui
COX giira thoi gian song thém toan bo/ thoi
gian séng thém khong bénh va cac yéu td
litn quan chung toi thay yéu té dap tng véi
hoa tri cd6 kha nang tién luwgng doc lap cho
PFS/OS vai p<0,05.

IV. BAN LUAN

Pic diém chung

Tudi trung binh 57 tudi, giGi nam chiém
53,3%; chi s6 toan trang 0-1 (73,3%); dudi
tip khong tdm mam chiém 83,3%. Két qua
cia ching téi tuong dwong voi tac gia
Omurol,

Hiéu qua phac do

Trong nghién ciru cta ching toi khi danh
gia gitra Ki ti I¢ dat dap ang hoan toan cua
phac 6 RMPV la 20%; ti I¢ dat dap ung 1
phan la 53,3%; ti 1¢ bénh 6n dinh hoic tién
trién 1a 13,3%. Khi danh gia cudi ki ti I¢ dat

dap tng hoan toan 1a 43,3%; ti I¢ dat dap tng
1 phan 1a 30,0%; ti Ié bénh 6n dinh hoic tién
trién 1a 13,3%. Ti Ié dap Gng trong phac do
cia chung t6i tuong duong voi tac gia
Omuro?, Patrick G. Morris®.

Téac dung khéng mong muén

Phac d6 RMPV bao gdm methotrexate
lidu cao c6 nhiéu tac dung phu tiém an lién
quan téi lidu lwong thubc, thoi gian truyén,
va thoi gian thudc ton luu trong co thé.
Trong nghién ciru cua chung t6i thu dwoc két
qua ti I¢ bénh nhan gap tac dung khéng mong
mudn chiém 63,3%; ti & gap ting men gan
chiém 36,7% trong d6 d6 3 chi chiém 6,7%;
ti 16 gap suy than cip chiém 20% khdng co
bénh nhan nao suy than do 3 tro Ién; ti 1€ ha
bach cau trung tinh do 3 tro Ién 13,3%:; cd
16,7% gap doc tinh duong tiéu hoa, 6,7%
gap doc tinh da; ¢6 6,7% bénh nhan bi viém
phdi trong qua trinh diéu tri. Cac bénh nhan
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gap tac dung phy tdng men gan déu duoc
diéu tri bé gan udng hoac truyen va tro lai
binh thuong sau khOang 1 tuan. Cac bénh
nhan gdp suy than Cap déu duoc diéu tri loi
tiéu + truyén dich va héi phuc sau khoang 1-
2 tuan. Cac bénh nhan gap ddc tinh duong
tiéu hoa nhu non, loét miéng, tiéu chay déu
6n dinh trong vong 1 tuan. C6 2 bénh nhan
gap viém phdi trong d6 1 bénh nhan c6 dong
méc tang huyét ap, dai thao duong dién bién
nang va t vong do viém phdi boi nhidm
nang. Nhu vdy can theo ddi sat cac bénh
nhan dé phat hién va giai quyét som bién
ching dac biét 1a viem phéi. Két qua nghién
ctru cua chung toi twong duong vai tac gia
Omuro?.

Thoi gian song thém va céc yéu to lién
quan

Trong thoi gian nghién cau tir thang
05/2019 dén thang 05/2024, 30 bénh nhan
dap @ng tiéu chuan lya chon, thoi gian theo
d@i trung vi 36 thang, ngan nhat 3 thang, dai
nhat 53 thang. Tai thoi diém 3 nam ty Ié PFS
la 70%, OS la 76,7%. Két qua nay twong
duong voi tac gia Omuro?,

Khi phan tich md hinh héi qui COX giira
thoi gian séng thém khéng bénh va cac yéu
t6 lien quan ching tdi thay yéu té dap ang
vai hoa tri ¢ kha nang tién luong doc lap
v&i p<0,05. Cé&c bénh nhan dap (ng vai hda
tri hoic bénh on dinh s& cé thé dugc diéu tri
duy tri bang methotrexate trong vong 1 nim
hoac xa tri toan ndo hoac tién tai ghép té bao
gbc tu than c6 thé kiem soat dugc bénh va
duy tri dap (ng kéo dai. Cac bénh nhan tién
trién trong qua trinh diéu tri s& duoc Xa tri
toan ndo hoic ddi phac d6 hda chat khéc.

V. KET LUAN

Phic d6 RMPV c6 hiéu qua diéu tri
PCNSL cao voi PFS-3 nam la 70%, OS-3
nam la 76,7% va an toan v&i nguoi bénh.
Viéc sir dung va trién khai diéu tri phac do6
RMPV tai cac co so Yy té 1a phi hop va cép
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thiét.

VI. LO1 CAM ON

Chudng t6i xin tran trong cam on Ban lanh
dao, phong Ké& hoach tong hop, khoa Noi hé
tao huyét bénh vién K da tao moi didu kién
gilp t6i hoan thanh nghién ctru nay.
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KET QUA PIEU TRI U LYMPHO KHONG HODGKIN TE BAO BLON
LAN TOA THE THAN KINH TRUNG YONG NGUYEN PHAT
BANG R-METHOTREXATE LIEU CAO TAI VIEN HUYET HOC -
TRUYEN MAU TRUNG O'NG GIAI POAN 2019 - 2023

Nguyén Lan Phwong?, Vii Pirc Binh!, Hoang Thi Nhung?,
Tran Thi Van Quynh!, Lé Quang Chiém?, V4 Thi Thanh Binh?,

TOM TAT

Muc tiéu: Panh gia két qua diéu tri u
lympho khdng Hodgkin té bao B Ién lan toa thé
than kinh trung wong nguyén phat bing R-
Methotrexate liéu cao vaméi lién quan giira cac
yéu t tién luong voi thoi gian séng thém.

Doi twgng va phuong phap nghién ciru: 64
bénh nhan duoc chan doan U lympho khong
Hodgkin té bao B 16n lan toa CD20+ thé than
kinh trung wong nguyén phat diéu tri bang phac
dd methotrexate liéu cao (HD-MTX 8g/m2) phdi
hop Rituximab tai vién Huyét hoc - Truyén mau
Trung wong tir T1/2019 dén T12/2023.

Két qua: Nghién ciru thyc hién trén 64 BN
véi d6 tudi trung binh 1a 54,9, da s6 BN dudi 60
tudi. Ty Ié dap tng chung sau 3 va 6 chuky diéu
tri lan luot 1a 70,3% va 88,3%. Nhom BN dudi
60 tudi co ty 1é dap tmg chung cao hon nhém BN
trén 60 tudi. Nhom BN c6 BCL2 duong tinh ¢6
ty 16 dap tng chung thip hon nhém BCL2 4m
tinh. Tac dung khéng mong muén trén 1am sang
thudng gap budn ndn/nén 85,9% (d6 1-2), mét
moi51,6%, chanan 53,1%, ton thuong ni€ém mac

Y Vién Huyét hoc — Truyén mdau Trung wong
Chiu trach nhiém chinh: Tran Thi Van Quynh
SDT: 0376384664

Email: tranvanquynh1101@gmail.com

Ngay nhan bai: 05/8/2024

Ngay phan bién khoa hoc: 05/8/2024

Ngay duyét bai: 30/9/2024

Pham Hai Yén?, Lé Thi Thim!

15,6%. Baoc tinh huyét hoc hay gap nhat Ia giam
Hb va BCTT, giam TC chi gap ty 1& nho, chu yéu
giam do 1 va do 2. Boctinh ngoai huyét hoc gap
tang GOT/GPT (42,2%), tang creatinine (18,8%).
Ty 1& OS tai thoi diém 24 thang 1a 75,5%, 36
thang 1a 60,9%. OS u6c tinh 1a 45,45 + 3,76
thang. Ty Ié PFS tai thoi diém 24 thang 1a 62,5%,
36 thang 1a 45,2%. PFS uéc tinh 1a 22,80 + 3,55
thang. Nhém BN c6 chi sé B2M tang, tudi > 60,
c6 dau 4n BCL2 duong tinh va cé biéu hién 2
dau 4n/3 d4u 4n (BCL2, BCL6, MYC) trén hoa
mo mién dich ¢ thoi gian OS va PFS thap hon
dang ké so vai nhém BN con lai.

Tirkhod: u lympho khong Hodgkin té bao B
I6n lan toa, nguyén phat than kinh trung wong,
két qua diéu tri, tac dung khdng mong mudn, thoi
gian séng thém.

SUMMARY
TREATMENT RESULTS OF DIFFUSE
LARGE B-CELL NON-HODGKIN
LYMPHOMA WITH PRIMARY
CENTRAL NERVOUS SYSTEM
INVOLVEMENT USING HIGH-DOSE
R-METHOTREXATE AT THE
NATIONAL INSITUTE OF
HEMATOLOGY AND BLOOD
TRANSFUSION 2019 - 2023
Objective: To evaluate the treatment
outcomes of non-Hodgkin's lymphoma with
diffuse large B-cell involvement of the central
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nervous system using high-dose R-Methotrexate
chemotherapy and its correlation with prognostic
factors.

Subjects and method: 64 patients diagnosed
with diffuse large B-cell non-Hodgkin's
lymphoma with central nervous system (CNS)
involvement, treated with high-dose
Methotrexate chemotherapy (HD-MTX 8g/m2)
combined with Rituximab at the Institute of
Hematology and Blood Transfusion from
December 2019 to December 2023.

Results: Study conducted on 64 patients
with an average age of 54.9 years, with the
majority being under 60 years of age. The overall
response rate after 3 treatment cycles was 70.3%;
after 6 cycles, it was 88.3%. Patients under 60
years of age had a higher overall response rate
than those over 60. Patients with positive BCL2
expression had a lower overall response rate
compared to those with negative BCL2
expression. Common clinical adverse effects
included nausea/vomiting in 85.9% (grade 1-2),
fatigue in 51.6%, loss of appetite in 53.1%, and
mucosal damage in 15.6%. The most common
hematological toxicities were anemia and
neutropenia, while thrombocytopenia was
observed at a lower rate, mostly at grades 1 and
2. Non-hematological toxicities included
elevated GOT/GPT (42.2%) and increased
creatinine levels (18.8%). The overall survival
(OS) rate at 24 months was 75.5%, and at 36
months it was 60.9%. The estimated OS was
45.45 + 3.76 months. The progression-free
survival (PFS) rate at 24 monthswas 62.5%, and
at 36 months it was 45.2%. The estimated PFS
was 22.80 £ 3.55 months. Patients with elevated
B2M, age > 60 years, multiple tumors, positive
BCL2 expression, and double-expressor/triple-
expressor status on immunohistochemistry had
significantly lower OS and PFS compared to the
remaining patients.
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Keywords: Diffuse large B-cell non-
Hodgkin's lymphoma, Primary CNS lymphoma,
treatment outcomes, adverse effects, survival
time.

I. DAT VAN DE

U lympho nguyén phat & hé théng than
kinh trung wong (PCNSL) 1 khdi u &c tinh
cia té bao lympho khu trd & hé than kinh
trung wong ma khong c6 bang chiing cua u
lympho nguyén phét & hé thng hach va vi tri
ngoai hach khéc tai thoi diém chan doan,
dugc gigi han ¢ nhu md ndo, mang néo.
PCNSL 1a mot bién thé hiém gip cua u
lympho khéng Hodgkin ngoai hach, chiém ty
I¢ dudi 1% cua u lympho khéng Hodgkin,
khoang 4% sb bénh nhan PCNSL méi duoc
chan doan!. Hau hét cac PCNSL 1a u lympho
té bao B 16n lan téa (DLBCL; 90%) va hiém
khi 1a u lympho té bao Burkitt hoic té bao
T.2

Methotrexate liéu cao (HD-MTX) c6 thé
th&m nhap qua hang rao mau ndo, va la thanh
phan chinh cua tat ca cac phac dd phdi hop
diéu tri PCNSL cho dén thoi diém hién tai. 3
Tai Viét Nam co rét it nghién ctiru vé diéu tri
bénh u lympho khéng Hodgkin thé than kinh
trung wong nguyén phat, vi vay chdng toi
tién hanh nghién ciru vai muc tiéu: Panh gia
két qua diéu tri PCNSL - DLBCL bang R-
MTX liéu cao va mai lién quan giira c4c yéu
to tién heong Vi thoi gian song thém.

Il. DOl TUONG VA PHUONG PHAP NGHIEN CU'U

2.1. Thiét ké nghién céu

- Nghién ctru md ta cit ngang c6 hdi ciu
va tién cau.

- Chon mau thuan tién

2.2. Poi twgng nghién ciru: 64 BN duogc
chan doan PCNSL - DLBCL diéu tri bang
phéac @6 R- HD-MTX (8g/m2) tai vién Huyét
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hoc - Truyén mau Trung wong tir T1/2019
dén T12/2023.

- Tiéu chuan lya chon: tudi > 16, thoi
gian nhap vién tir thang 1/2019 dén thang
12/2023, Pugc chan doan xac dinh PCNSL-
DLBCL va dugc diéu tri bang phac do R -
MTX 8g/m2 (theo huéng dan cia NCCN
version 1.2019), dugc danh gia dap (ng sau
3 chu ki va sau 6 chu ki diéu tri.

Bdang 3.1. Pdc diém kich thwéc u

2.3. Xir ly va phan tich sb ligu: bang
phan mém SPSS 20.0

. KET QUA NGHIEN cUU

3.1. Pic diém chung

3.1.1. Pdc diém tuéi

Tudi trung binh tai thoi diém chan doan:
54,9 + 11,2 tudi, da s6 BN dudi 60 (68,8%).

3.1.2. Tri¢u chirng lim sang trwéc chin
dodn

Vi tri ton thwong S6 BN (n = 64) TV 18 (%)
1 vi tri 48 75

Nhiéu vi tri (> 2) 16 25
Tong 64 100

- Cha yéu gip ton thuong tai 1 vi tri
(chiém 75%), thuong gap & bén cau dai ndo
(51,6%).

- C6 25% BN c6 ton thuong nhiéu vi tri,
thuong c6 ton thuong mang nao phdi hop vai
c4c ton thuong vi tri khac trong ndo. Vitriu

gap nhiéu nhat 1a thuy tran, thuy thai duong,
thuy dinh. It gap o thiy cham, tiéu ndo, than
n&o.

3.1.3. Chi s tién lwong theo thang diém
MSKCC

Bdang 3.2. Phan bé nhém nguy co theo thang diém MSKCC (N=64)

Piém MSKCC Nhém nguy co S6 BN (%)
1 Nguy co thap 15 (23,4%)
2 Nguy co TB 24 (37,5%)
3 Nguy co cao 25 (39,1%)

Pa s6 BN xép nhom nguy co cao va nguy co TB (39,1% va 37,5%) véi diém MSKCC 2-3
diém. Nhom nguy co thap voi diém MSKCC 01 diém chiém 23,4%.
3.2. Két qua diéu tri va cac tic dung khong mong mudn

3.2.1. Dap wng chung sau diéu tri
30 67.6

60

3 359
40 284

20

PDUHT

m Sau 3 dot (N ~64)

207 s ®Sau 6dot (N =34)
e 10.9 .
M me
e 4

PUMP Bénh on dinh Tién trién

T vong

Biéu d6 3.1. Ty I¢ ddp irng chung sau diéu tri
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Co 64 BN dugc dung du liéu R-MTX
8g/m2. Chi ¢c6 1 BN phai giam 25% liéu
MTX so0 v&i liéu chuan do BN c6 ting men
gan GOT, GPT trén 3 lan binh thuong. C6 34
BN c6 diéu kién tiép tuc diéu tri du 6 chu ky.

- Panh gia dép ung sau 3 dot diéu tri: ty
I¢ dap Gng chung dat 70,3% (PUHT 34,4%,;
DUMP 35,9%). C6 28,1% BN bénh on

dinh/tién trién. Chi c6 1 BN tir vong sau diéu
tri do nhiém khuan (chiém 1,6%).

- Panh gia sau 6 dot diéu tri: ty & dap
trng chung tang 1én 88,3% (PUHT 67,6%;
DUMP 20,7%). S6 BN bénh 6n dinh/tién
trién sau diéu tri la 8,8%. C6 1 BN tir vong.

3.2.2. Méi lién quan ciia mét sé yéu to
Véi két qud diéu tri

Bing 3.3. Lién quan giita cdc yéu to véi ddap ieng diéu tri sau 3 dot

Pic diém chung Sau3quiéu tri (n :.(,34) =3 p
: DUHT DUMP | On dinh |Tién trién | T vong
o <60 |17 (26,6%)| 14 (21,8%) |8 (12,5%) | 5 (7,8%) 0
Nhom tol == ™75 (7.8%) | 9 (14.1%) | 3 (4.7%) | 2 (3.1%) |1 (L6%) | 0%
Kich thuéc | <5cm |20 (31,5%) |13 (20,2%) |9 (14.1%) | 7 (10,9%) |1 (1,6%) ] _ 0.05
u > 5cm 2 (3,1%) |10 (15,5%) | 2 (3,1%) 0 0 ’
Thép 6(9,4%) | 6(9,4%) | 2(3,1%) | 1(1,6%) 0
Nguy co B 8 (12,5%) | 7 (10,9%) | 6 (9,4%) | 2 (3,1%) |1 (1,6%)|> 0,05
Cao 8 (12,5%) |10 (15,5%) | 3 (4,7%) | 4 (6,3%) 0
BCL2 Duong | 9 (14,2%) | 18 (28,1%) |7 (109%) | 5 (7.8%) |1 (L6%)| _ e
Am 13 (20,2%) | 5(7,8%) | 4(6,3%) | 2(3,1%) 0 ’
Biéu hién 2 diu 4n 5(7,6%) |11 (17,2%) | 6 (9,4%) | 4 (6,3%) |1 (1,6%)
Biéu hién 3 dau 4n 3(4,7%) | 3(4,7%) | 1(1,6%) 0 0 > 0,05
Khong c6 2 hodc 3 ddu 4n| 14 (21,7%) | 9 (14,2%) | 4 (6,3%) | 3 (4,7%) 0

- Chura ¢6 su khac biét c6 y nghia thong
ké voi ty 1é dap ung diéu tri sau 3 dot hoa
chat theo cac nhom: tudi, phan nhém nguy
co theo MSKCC, biéu hién 2 hogc 3 dau 4n

(BCL2, BCL6, MYC)

- Kich thudc u, nhom BN c6 BCL2
duong tinh c6 méi lién quan voi dap ung
diéu tri (p < 0,05). Nhom BN c¢6 kich thuéc u
< 5cm va BCL2 am tinh cd ty Ié dap ung cao
hon nhém c6 kich thudc u > Scm va BCL2
duong tinh

Bdng 3.4. Lién quan giita cac yéu 10 véi dap irng diéu tri sau 6 dot

Piic diém chung

Sau 6 dot (n =34)

PUHT | PUMP | Ondinh |Tién trién| Tirvong| p
oo | <60 | 19(56%) | 3(8,8%) | 1(2,9%) | 1(2,9% 0
Nhom tuol =5 4(1(1,8%)) 4((11,80/3) (o ! 1%2,9%% 1.9%) |~ 9%
Kich thuoc | <5cm |18 (53,1%) | 3 (8,8%) | 1 (2,9%) | 1 (2,9%) O R
u >5cm | 5 (14,7%) |4 (11,8%) 0 1(2,9%) [1(2,9%) |~
Thip | 4 (11,8%) | 3 (8,8%) 0 0 0
Neuy co TB_ | 8(23,7%) | 1(2,9%) | 1 (2,9%) | 1 (2,9%) 0 | >0,05
Cao |11 (32,4%)] 3 (8,8%) 0 1(2,9%) | 1 (2,9%)
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Duong |12 (35,3%) | 5 (14,7%) 0 2 (5,9%) | 1(2,9%)
BCL2 Am |11 (32,4%)]| 2 (5,9%) | 1 (2,9%) 0 0 > 0,05
Biéu hién 2 dau 4n 5 (14,7%) | 3 (8,8%) 0 2 (5,9%) | 1 (2,9%)
Biéu hién 3 dau 4n 3(8,8%) | 2(5,9%) 0 0 0 > 0,05
Khong c6 2 hoic 3 du an| 15 (44,2%) | 2 (5,9%) | 1 (2,9%) 0 0

- Sau 6 dot hda chat ty 16 PUHT cao hon  thuéc u, phan nhém nguy co theo MSKCC,
& nhom tudi < 60, kich thuéc u <5cm, BCL2  két qua chwa thiy sy khéc biét co ¥ nghia
am tinh, khong c6 biéu hién 2 hodc 3 dau 4n.  thong ké véi p > 0,05.
Tuy nhién khi so sénh ty 1 dap ung diéu tri 3.2.3. Tdc dung phu khi diéu tri
sau 6 dot hda chit theo cac nhém: tudi, kich Tac dung phu trén 1am sang

Bing 3.5. Tdc dung phu trén lim sang sau diéu tri

T4c dung phu S6 BN Ty 18 (%)

Buon non/Non (d6 1-2) 55 85,9

Chan an 34 53,1

Mét moi 33 51,6

Giam can 20 31,3

Sam da (mirc d6 nhe) 10 15,6

Ton thuong niém mac (46 1-2; d6 3) 10 (8; 2) 15,6 (12,5; 3,1)

Nhiém tring 2 3,1

Tiéu chay 1 1,6

- Pa s6 BN c0 triéu chirng budn ndn/non Tac dung phu trén huyét hoc
mac do nhe dn trung binh chiém 85,9%. - Poc tinh huyét hoc ghi nhan thuong gap

Chiém ty ¢ cao BN thdy mét moi (51,6%), nhat la giam Hb (21,9%) va BCTT (21,9%),
chan an (53,1%) khi hoa tri. Giam can gap da sb giam d6 1 va do 2, chi 1/64 (chiém
31,3% BN, thuong la BN I6n tudi. Sam da  1,6%) BN giam BCTT d6 3 sau diéu tri hoa
muc d6 nhe gap 15,6%. Tén thuong ni€ém chét.

mac 15,6%, chu yéu & mtc d6 1-2 (chiém Tac dung phu ngoai huyét hoc

12,5%). Mot sb it BN gap tinh trang nhiém

trung (3,1%), tiéu chay (1,6%).

Bdng 3.6. Tac dung phu ngoai huyét hoc sau diéu tri

Tang creatinin Tang GOT Tang GPT
bol 9 (14,1%) 19 (29,7%) 13 (20,3%)
b6 2 3 (4,7%) 8 (12,5%) 14 (21,9%)
Do 3 0 8 (12,5%) 12 (18,8%)
bo 4 0 0 0
- Tang creatinine gap cha yéu do 1 va do  do 1, 2 (chiém 42,2%), tang GOT d6 3 gip 8
2, chiém 18,8%. BN (chiém 12,5%) va ting GPT d6 3 gap

- Tang GOT/GPT gip & 27BN, chuyéu & 12BN (18,8%) thuong ¢ chu ky dau tién, cha
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yéu trén BN c6 bénh viém gan B, viém gan C.
3.3. Thoi gian séng thém sau diéu tri

Survival Function

Cum Swrvival

OSmlng“
Biéu dé 3.2. Thoi gian OS

- Ty 1é¢ OS 24 thang la 75,5%, 36 thang la
60,9%. OS udc tinh: 45,45 + 3,76 théng
(95% CI).

- Ty 18 PFS 24 thang 14 62,5%, 36 thang 1a

3.3.1. Thoi gian song thém toan bé (0S)
va thoi gian song thém khéng bénh (PFS)

Survival Function

Cume Survival

PFSmm;
Biéu db 3.3. Thoi gian PFS

45,2%. PFS udc tinh 1a 22,80 £ 3,55 thang
(95% CiI).

3.3.2. Méi lién quan giita mét so yéu to
va thoi gian song thém

Bing 3.7. Méi lién quan giita mot sé yéu va thoi gian song thém

OS trung binh p PFS trung binh P
thang (95%CI) thang (95%CI)
Ta 36,4 (18,7-54,1 27,7 (10,6-44,9
LDH =5 ( L 014 ( e
BT 42,9 (36,1-49,8) 18,6 (13,1-24,1)
T3 18,1 (9,7-26,6 4.4 (2,5-6,2
B2M ane ( S ( L1 0,001
BT 49,9 (42,2-57,7) 28,4 (20,1-36,8)
D 29,3 (22,9-35,7 13,1 (7,8-18,3
BCL2 . 3(229:357) 1, 1 (718-183) | 44
Am 54,5 (44,5-64,6) 36,2 (23,7-48,7)
Biéu hién 2 diu 4n 28,6 (21,1-36,1) 11,6 (5,2-18,1)
Biéu hién 3 diu 4n 24,4 (12,4-36,4) 0,12 16,9 (9,5-24,5) 0,04
Khong c6 2 hoic 3 diu 4n 54,2 (44,6-63,7) 31,6 (20,4-42,7)

- Méi lién quan gitta LDH va thoi gian
séng thém chua thiy c6 y nghia thong ké, véi
p> 0,05
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- Nhém BN c¢6 chi s6 B2M ting, BCL2
duong c6 thoi gian OS va PFS thap hon dang
ké so véi nhém BN c6 chi s6 B2M binh
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thuong, két qua cé y nghia thong ké véi p <
0,05.

- Nhém ¢4 biéu hién 2 hoic 3 dau 4n trén
hoéa md mién dich c6 thoi gian OS, PFS ngén
hon nhom BN khong c6 biéu hién 2 hoic 3
dau 4n. Trong d6 PFS c6 su khéc biét co y
nghia théng ké vai p = 0,04.

IV. BAN LUAN

4.1. Pic diém chung

4.1.1. Pdc diém tudi

Két qua nghién cau cuia chdng toi, tudi
trung binh tai thoi diém chan doan bénh la
54,9+11,2 tudi (trung vi 1a 57), BN 16n tudi
nhat 71 tudiva tré nhét 20 tudi, da s6 dudi 60
tudi (68,8%) twong dong voi cac nghién ciru
trén cua cac tac gia Hoang Thi Thuy Hab va
Ferreri®.

4.1.2. Tri¢u chirng ldm sang

Trong nghién catu cua chang toi vai 64
BN, triéu chting 1am sang thudng gap nhat 1a
dau dau, chiém 75% s6 BN. Réi loan tri giac
& cac muc do khac nhau: 10 1an, lo mo, va
hon mé kha thuong gap chiém 29,7%. Céc
triéu chiang than kinh khu tra nhu liét nira
ngudi (51,2%) va liet day thin kinh so
(21,9%) ciing phd bién. Céc triéu ching khéc
ctia u ndo, nhu rdi loan thing bang, rdi loan
cam giac, giam thi lyc, va mat ngén ngir gap
& mot sé BN. Triéu ching B rat hiém gap,
chi gap & 3/64 BN (4,7%), co thé thay rang
day la nhom bénh 1y u lympho ngoai hach
nén sy tién trién caia PCNSL kha nhanh va
BN thudng dén kham vi nhitng tridu ching

than kinh hon 1a cac triéu chimg toan than;
twong dong v4i nghién ctru cua Ferreri, tri¢u
ching B hiém gip chi khoang 2% trudong
hop ° va Hoang Thi Thuy Ha chi c6 3/57 BN
c6 triéu ching B.6

Nghién ciru cua ching toi chu yéu gap
ton thwong tai 01 vi tri (48 BN, 75%),
thuong gap ¢ ban cau dai ndo 33 BN
(51,6%). 16 BN con lai ton thwong nhiéu vi
tri (25%), thudng c6 ton thwong mang nio
phdi hop vai cac ton thuong vi tri khac trong
ndo, tuong tu nghién ctu ctia Hoang Thi
Thay Ha trén 57 BN chin doan PCNSL tai
BV Cho Ray.®

4.1.4. Chi sé tién lwong MSKCC

Nghién cau cua chang t6i gap ty 1€ lon
hon & nhém nguy co trung binh (37,5%) va
nguy co cao (39,1%)

4.2. Két qua diu tri va tic dung phu
khi diéu tri

4.2.1. Pdp trng chung sau diéu tri

Két qua danh gia trén 64 BN PCNSL,
duoc didu tri MTX 8g/m2 két hop
Rituximab, sau 3 dot diéu tri, ty 1¢ dap tng
chung 1a 70,3% trong do c6 34,1% dat
DUHT va 35,9% dat DUMP; sau 6 dot diéu
tri tri ty 1€ dap ung chung tang 1én 88,3%
trong do co6 67,6% dat DPUHT va 20,7% dat
DUMP. Két qua nay twong déi phu hop véi
nghién ctru cua tac gia Hoang Thi Thay Ha
nim 2023 sau 4 dot diéu tri cho két qua
DUHT chiém 43,9% va DPUMP 38,5%, sau
khi két thuc diéu tri, ty lIé DUHT 63,2% va
DUMP 17,5%.

Bdng 4.1. Két qud dap wng cua phdc do R-HD-MTX

o~ £ Tudi Pap wng (%) Trung vi PFS | Trung vi OS
Nghiénctru | SOBN |- | pirgripUMP) (thang) (thang)
DUHT: 73%
13
Holdhoff 27 65 BUMP: 16% 26,7 Chua dat
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. PUHT: 60%
10

Chamberlain 40 61,5 BUMP: 20% 21 33,5

PUHT: 52%

11

Batchelor 25 60 BUMP: 22% 12,8 22.8

, - DUHT: 67,6%
Chdng toi 64 57 DUMP: 35.9% 14,9 26,2

So véi cac két qua nghién ciru cua céac tac
gia truge do, nghién cliru cua ching t6i kha
twong dong vé ty 16 PUHT va PUMP khi st
dung phac d6 R-MTX.

4.2.2. Lién quan giita cdc yéu to véi dip
teng diéu tri

So sanh ty 1& dap Gng diéu tri sau 3 dot
hoa chit theo cac nhom: tudi, phan nhom
nguy co theo MSKCC, két qua chua thay su
khac biét c6 y nghia thdng ké véi p > 0,05.
Theo chi sb tién lwong qudc té MSKCC, tudi
14 mot trong yéu tb tién lwgng doc 1ap trong
PCNSL. Nghién ctru ctua ching toi cling cho
thay nhom BN dudi 60 tudi co ty 1& dap tmg
tt hon nhom BN trén 60 tuéi, tuy nhién sy
khac biét nay chua c6 y nghia thong ké.
Panh gia sau 3 chu ky diéu tri cho thay kich
thudc u c6 méi lién quan véi dap ung diéu tri
(p < 0,05), trong d6, nhém BN c6 KT u <
Scm c6 ty 1€ dap trng cao hon nhém c¢6 KT u
> 5cm (51,7% so vai 18,6%).

BCL2 la mot protein chéng apoptosis -
chét té bao theo chuong trinh, sy biéu hién
ctiia nd thuong lién quan dén kha ning séng
s6t va phat trién cua té bao ung thu. Trong
PCNSL, BCL2 c6 vai tro quan trong trong
viéc dy doan dap ung diéu tri va tién lwong
bénh, dic biét 1a ddi voi cac truong hop
khang tri hoic dap mg kém. Mot s6 nghién
cuu cho théy réng su hién dién cia BCL2
duong tinh c6 thé lién quan dén tién luong
xau trong PCNSL.13 Ciing twong dong voi
cac nghién ctru trén, nghién ctu cua chung
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t6i cho thay ty 1¢ dap tng sau 3 dot cua
nhém BN ¢6 BCL2 duong tinh thip hon so
vo1 nhom BCL2 am tinh, sy khac bi¢t co y
nghia thong ké (p < 0,05).

Sau 6 dot hoa chit ty I¢ DUHT cao hon ¢
nhom tudi < 60, kich thudc u <5cm. Tuy
nhién khi so sanh ty 1& dap tng diéu tri sau 6
dot héa chit theo cac nhém: tudi, kich thudc
u, phan nhém nguy co theo MSKCC, biéu
hién 2 hoac 3 dau 4n, két qua chua thiy su
khéc biét co y nghia thong ké véi p > 0,05.
Nghién ctru ciia Schaff cho thdy cac khéi u
nhéd (< 5 cm) thuong c6 mat do té bao thap
hon va dé tiép can hon d6i véi cac thube hoa
tri nhu MTX liéu cao. Piéu ndy c6 thé dan
dén ty lé dap ung cao hon trong giai doan
dau cua liéu trinh diéu tri, khi cac té bao ung
thu con dé bi tiéu diét. Sau mot thoi gian
diéu tri (sau 6 chu ky), khdi u co thé phat
trién cac co ché khéang tri, 1am giam su khéc
biét gitra cA&c nhom BN dura trén kich thudc u
ban dau.1?

4.2.3. Tac dung phu khi diéu tri

Tac dung phu trén lam sang

Trong nghién ctru nay, chung t6i gap chu
yéu tac dung phu budn nén/ nén mirc do tir
nhe dén trung binh (85,9%), sau do dén mét
moéi (51,6%), chan an (53,1%), gidm céan
(31,3%), sam da nhe (15,6%), ton thuong
niém mac (15,6%) chu yéu do I-11, ngoai ra 1
sO it BN gip tinh trang nhiém tring (3,1%)
hoic tiéu chay (1,6%). Két qua nay ciing phu
hop véi nghién cuu cua Jay-Jiguang Zhu voi



TAP CHi Y HOC VIET NAM TAP 544 - THANG 11 - QUYEN 1 - SO DAC BIET - 2024

nhirng bién cd bat loi & BN bao gém 1di loan
tiéu hoa, viém niém mac.’®> MTX la thubc
dang tc ché mién dich c6 tac dung khang lai
su chuyén hoéa cic nhom chat cé ciu tric
twong tu acid folic. Thudc ¢ tac dung kim
ham té bao trong diéu tri chéng ung thu va
rc ché mién dich. MTX c6 thé gy ra cac
phan g nhu: dau dau, chong mit, viém loét
miéng, ti€u chay, chan an, rung toc, ting men
gan.

Tdc dung phu trén huyét hoc

Trén tong sb 64 BN nghién ciru, doc tinh
huyét hoc thuong gip nhat 13 giam HST
(21,9%) va giam BCTT (21,9%), chu yéu la
giam do 1 va 2, khéng can truyén KHC va
dung thudc kich BC, chi 01 truong hop duy
nhit giam BCTT d¢ 3, c6 02 bénh nhan giam
TC mirc d 1-2; két qua nay twong dong véi
két qua nghién ctru cua Hoang Thi Thay Ha
va Ferreri.16

Tdc dung phu ngodi huyét hoc

Panh gia cac doc tinh ngoai huyét hoc
trong nghién ctu ndy, gip chu yéu ton
thuong gan than mirc d 1,2, ton thuong gan
d6 3 thudng gap o chu ky dau tién, chu yéu &
BN c6 san bénh Iy nén viém gan B, C.

Nguyén nhan cua suy gidm chic nang than
do MTX 1a do sy két tua cia MTX va céc
chat chuyén hoa cta no trong dng than, dic
biét véi MTX tiém tinh mach liéu cao, gay
ton thuong truc tiép 6ng than. Nguy co
nhiém ddc than do MTX tang 1én khi nudc
tiéu c6 tinh axit, vi MTX hoa tan kém & pH
thap, dan dén két tinh MTX trong 6ng than
va can tré dong chay cta nudc tiéu. Vily do
ndy, can phai kiém hoéa nuéc tiéu pH > 7
trude khi sir dung thude.

Trong cac bdo cdo vé didu tri R-MTX,
doc tinh trén gan ghi nhan véi ty 1¢ rt thap
khoang 1% nhu trong nghién cuou cua
Chamberlain, Batchelor va Zhu khong thay
liet ké bién c6 doc gan.l01115  Tang
GOT/GPT d6 2 gap ¢ 14 BN (chiém 21,9%),
phai giam liéu MTX va st dung thude hd trg
gan.

4.3. Thoi gian séng thém sau diéu tri

4.3.1. Thoi gian song thém toan bg va
thoi gian song thém khéng bénh

Thoi gian theo doi trong nghién ctru cia
chung t6i 1 36 thang. Két qua OS sau diéu
tri cua BN 1a 45,45 + 3,76 thang va PFS Ia
22,80 £ 3,55 théng.

Bing 4.2. Théi gian OS va PFS tai thoi diém 24, 36 thing

Nghién citu Thoi diém 24 thang | Thoi diém 36 thang
0OS PFS 0S PFS
Ferreri (2010) (40 BN) 4 50% 40% 40% 30%
Thiel (2010) (136 BN) 12 46% 24% 32% 20%
Hoang Thi Thay Ha (2023) (57 BN) © 73,3% 66,5% 69% 62%
Nghién ctru cua chung tdi (64 BN) 75,5% 62,5% 60,9% 45,2%

Két qua nghién ctru cta ching toi tai thoi
diém 24 thang cao hon cac tac gia nudc
ngoai & bang trén. Sy khéac biét nay c6 thé do
cac nghién ciru nudc ngoai 1a nghién ctru da

trung tam, so luong BN khac nhau va ty 18
BN trén 60 tudi (Ferreri 58%, Thiel 40%)
cao hon nghién ctru cta chung t6i (31,2%).
Ciing nhu nghién ctru cua Hoang Thi Thiy
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Ha tai thoi diém 24 thang két qua cho thiy
OS va PFS cua ching t61 1a twuong duong
nhung tai thoi diém 36 thang OS va PFS
trong nghién ctru ctia chung t6i thap hon.

4.3.2. Méi lién quan gi@#a mgt sé yéu té
va thoi gian séng thém

Nghién ctru cta chung toi cho thiy, cac
nhom c6 chi s6 B2M ting, BCL2 duong, cb
biéu hién 2 hogc 3 dau an BCL2, BCL6 va
MYC c6 OS va PFS thap hon nhém con lai
¢6 ¥ nghia théng ké. Céac chi sb con lai véi
thoi gian OS va PFS chua c¢6 sy khac biét co
y nghia. Thoi gian OS va PFS cta nhdm BN
¢6 dau an BCL2 duong tinh ngin hon nhom
BN c6 d4u 4n BCL2 &m tinh (29,3 thang voi
54,5 thang va 13,1 thang vaéi 36,2 thang) va
nhém BN c6 biéu hién 2 hodc 3 déu an trén
héa mé mién dich ngan hon nhém BN khong
c6 biéu hién (28,6 thang va 24,4 thang véi
54,2 thang; 11,6 thang va 16,9 thang véi 31,6
thang).

V. KET LUAN

Nghién ciru 64 BN PCNSL-DLBCL tudi
trung binh 1a 54,9 + 11,2 duogc diéu tri bang
phac @6 R- HD-MTX tai Vién Huyét hoc -
Truyén mau Trung wong tir thang 1/2019 dén
thang 12/2023, ching t6i thu dugc két qua
nhu sau:

5.1. Két qua diéu tri va tac dung khong
mong muén

% Két qud diéu tri:

- Ty 1¢ dap tng chung sau 3 chu ky diéu
tri la 70,3%; sau 6 chu ky tang 1én 88,3%.

- Nhém BN duéi 60 tudi co ty 18 dap Gng
chung cao hon nhom BN trén 60 tudi.

- Nhém BN c6 BCL2 duong tinh co ty 1€
dap tng thip hon so véi nhém BCL2 am
tinh.

% Tac dung khéng mong muén:
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- Thudng gap budn nén/ndn 85,9% (do
1-2). Mét moi, chan an chiém ty 1& cao
(51,6% va 53,1%). Ton thuong niém mac,
nhiém tring, tiéu chay.

- Poc tinh huyét hoc hay gip nhat Ia
giam Hb va BCTT, giam TC chi gap ty 1é
nho. Chu yéu giam d6 1 va do 2.

- Poc tinh ngoai huyét hoc gip ting
GOT/GPT (42,2%), tang creatinine (18,8%),
chu yéu do 1-2. GOT/GPT tang d6 3 chu yéu
trén BN c6 nén bénh viém gan B, C.

5.2. Thei gian séng thém va cac méi
lien quan

- OS 24 thang la 75,5%, 36 thang la
60,9%. OS udc tinh 1a 45,45 + 3,76 thang.

- PFS 24 thang 1a 62,5%, 36 thang la
45,2%. PFS udc tinh 14 22,80 + 3,55 thang.

- Nhém BN c¢6 chi s6 B2M ting, BCL2
dwong, BN c6 biéu hién 2 hodc 3 d4u 4n trén
héa mdé mién dich c6 thoi gian OS va PFS
thap hon dang ké so v&i nhém BN ¢6 chi s6
B2M binh thuong vai p < 0,05.

TAI LIEU THAM KHAO

1. Villano JL, Koshy M, Shaikh H, et al. Age,
gender, and racial differences in incidence
and survival in primary CNS lymphoma. BrJ
Cancer 2011; 105:1414.

2. K. Makino, H. Nakamura, T. Kino et al
(2006). Rising insing incidence of primary
central nervous system lymphoma in
Kumamoto, Japan. Surg Neurol, 66 (5), 503-
506.

3. Primary CNS Lymphoma, J Clin Oncol.
2017 Jul 20; 35(21): 2410-2418.

4. AJ. Ferreri, M. Reni, F. Pasini et al
(2002). A multicenter study of treatment of
primary CNS lymphoma. Neurology, 58
(10), 1513-1520

5. Ferreri AJ, Reni M, Foppoli M, et al.
High-dose cytarabine plus high-dose
methotrexate versus high-dose methotrexate
alone in patients with primary CNS



TAP CHi Y HOC VIET NAM TAP 544 - THANG 11 - QUYEN 1 - SO DAC BIET - 2024

10.

lymphoma: a randomised phase 2 trial.
Lancet 2009; 374:1512.

Hoang Thi Thady Ha va cs. Hiéu qua phac
dd Methotrexate liéu cao phéi hop Rituximab
trong diéu tri u lympho khéng Hodgkin néo
nguyén phat té bao B I6n lan toa tai bénh
vién Cho Ray. Tap chi Y hoc Viét Nam
2020: 454-462.

Bataille, B., Delwail, V., Menet, E., et al.
(2000). Primary intracerebral malignant
lymphoma: report of 248 cases. Journal of
Neurosurgery, 92(2), 261-266.

Wilhelm Ku™ ker et al. Primary central
nervoussystem lymphomas (PCNSL): MRI
features at presentation in 100 patients.
Journal of Neuro-Oncology (2005) 72: 169—
177.

Jaewon Hyung, Jung Yong Hong et al.
Beta-2 microglobulin as a prognostic factor
of primary central nervous system
lymphoma. Blood Res. 2019 Dec; 54(4):
285-288.

Chamberlain MC, Johnston SK. High-
dose methotrexate and rituximab with
deffered radiotherapy for newly diagnosed

11.

12.

13.

14.

15.

primary B-cell CNS lymphoma. Neuro
oncol. 2010; 12(7): 736-744.

Tracy Batchelor, Kathry, Carson, Alison
O’Neill et al. Treayment of primary CNS
lymphoma with Methotrexate and Deferred
Radiotherapy: A report of NABTT 96-07. J
Clin Oncol. 2003; 21:1044-1049.

Thiel E, et al. Primary CNS lymphoma:
diagnosis and treatment. Lancet Neurol.
2010;9(4):399-411.

Holdhoff. M, Ambady P, Abdelaziz A.
High dose Methotrexate with or without
Rituximab in Newly diagnosed primary CNS
lymphoma. Neurology. 2014;83: 235- 239.
Ferreri AJ, et al. High-dose methotrexate
plus high-dose cytarabine versus high-dose
methotrexate alone in patients with primary
CNS lymphoma: a randomised phase 2 trial.
Lancet. 2010;374(9700):1512-1520.

Zhu, J.-J., Gerstner, E. R., Engler, D. A,
et al. (2014). High-dose Methotrexate for
Primary Central Nervous System Lymphoma
in the Elderly: Toxicity and Outcomes.
Neuro-Oncology, 16(2), 304-309.

93



KY YEU CAC CONG TRINH NGHIEN C’'U KHOA HOC CHUYEN NGANH HUYET HOC - TRUYEN MAU

BAO CAO LOAT CA MAC BENH LIET TIEU CAU GLANZMANN

Phan Nguyén Lién Anh!, Trewong Tu Bich?,

Nguyén Phwong Lién3, Hoang Thi Tué Ngoc?, Nguyén Minh Tuin!

TOM TAT

Pit van dé: Bénh giam chiic nang tiéu cau
Glanzmann (GT) la nhém bénh hiém, di truyén
Iin trén nhidm sic thé thuong, do giam sé lugng
hay chuc nang glycoprotein (GP) llb/llla
(CD41a/CD61) cua tiéu cau. Muc tiéu ctia nghién
ctu mo ta cac phan nhom bénh nhan GT dua trén
dinh lugng gp bé mat tiéu cau va mdi lién quan
v6i mire d6 xuét huyét.

Po6i twong va phwong phap nghién ciu:
Nghién cru cit ngang, mo ta, thuc hién tai bénh
vién Nhi dong 1 tir thang 3/2021 dén 3/2023. Doi
tuong la cac bénh nhan dugc chan doan
Glanzamann c¢6 day du thong tin 1am sang, két
qua phan tich chirc ning tiéu cau PFA-100 va két
qua phan tich dong chay té bao cua tiéu cau,
dang diéu tri va theo doi tai day.

Két qua: 18 bénh nhén tir 17 gia dinh mic
Glanzmann dya trén két qua PFA-100 vakét qua
phén tich dong chay té bao gp CD41a, CD61. 12
ca thudoc GT loai I (66,7%), 2 ca GT loai II
(11,1%) va4 ca GT loai I11 (22,2%). Giai trinh ty
toan bo exome & 2 ca phat hién mot ca dot bién
dong hop tir c.1946+1G>A trén gen ITGA2B va
moét ca d6t bién ddng hop
¢.2112delC:p.L705Cts*3 cua gen ITGB3. Nhém

'Bénh vién Nhi dong 1

’Pai hoc Y khoa Pham Ngoc Thach

3Bénh vién Truyén mau - Huyét hoc

Chiu trach nhiém chinh: Phan Nguyén Lién Anh
SPT: 0908152767

Email: bslienanh@gmail.com

Ngay nhén bai: 28/06/2024

Ngay phan bién khoa hoc: 01/08/2024

Ngay duyét bai: 27/9/2024
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GT loai I va Il ¢6 ty 1é chay mau nang thap hon
GTloail. Ty I¢ truyén tiéu cau 1én dén 61,1% s
ca.

Két luan: GT loai I phd bién nhét. Phan tich
dong chay té bao 1a phuong phap nhay nhat dé
xac dinh cac phan nhom GT; dac biét la GT loai
III va cén thuc hién trude khi tmyén tiu cau.
Phan tich gen giup xac dinh cac truong hop di
truyén hay méc phai.

Tie khoa: Giam chic niang tiéu cau,
Glanzmann, CD41, CD61

SUMMARY

CASE SERIES REPORT OF PATIENTS
WITH GLANZMANN
THROMBASTHENIA

Background: Glanzmann thrombasthenia
(GT) is a rare, inherited autosomal recessive
disorder characterized by qualitative or
quantitative deficiency of glycoprotein (gp)
lIb/llla (CD41a/CD61). The objective of this
study was to classify GT patients based on
quantitate platelet surface gp and relate with the
severity of bleeding.

Method: This cross-sectional study was
conducted at Children’s Hospital 1 from 03/2021
to 03/2023. All Glanzamann patients had full
details of clinical, results of platelet function
analyzer (PFA-100) and flow cytometry and
received treatment, following at here.

Results: 18 GT patients from 17 unrelated
families whose results from the platelet function
analyzer and flow cytometry of gp CD41a and
CD61. Out of the 17 patients, 12 (66.7%) were
consistent with type | GT, 2 (11.1%) with type Il
GT, and 4 (22.2%) with type 111 GT. One case
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with homozygous mutations of ¢.1946+1G>A of
the ITGA2B gene and one case with
€.2112delC:p.L705Cfs*3 of the ITGB3 gene are
identified by WES analysis. Compared to type |
GT patients, fewer type Il and Il patients
experienced severe bleeding. Up to 61.1% of
cases involve platelet transfusions.

Conclusion: Type | GT patients made up the
largest subgroup. Flow cytometry is the most
sensitive method for determining the GT
subgroups, particularly for GT type Ill, and
should should perform before platelet
transfusion. Diagnosing acquired or congenital
platelet disorders can be aided by gene analysis.

Keywords: Platelet  function  disorder,
Glanzmann, CD41a, CD61

I. TONG QUAN

Bénh nhan giam chirc nang tiéu ciu bam
sinh ddc trung boi tién st chay mau niém
mac tai phat hodc kéo dai. Xét nghiém dong
mau toan b0 trong gidi han binh thudng
trong khi xét nghiém do chirc ning tiéu cau
PFA-100 thuong kéo dai trén 300 gidy phan
anh kha nang két tap tiéu cau voi collagen,
ADP, epinephrine va axit arachidonic suy
giam. Giam chuic ning tiéu cau Glanzmann
(GT) 1a 16i loan di truyén thudng gip nhét
trong nhom bam sinh. Bénh di truyén lin trén
nhidm sic thé thuong hiém gip, dic trung
boi sy thiéu hut chét luong hodc ) lugng
integrin alIbB3 glycoprotein IIb/Illa (gp
IIb/I11a), trong tng CD41/CD61; ma hoa bdi
gen ITGA2B va ITGB3 trén nhiém sic thé
17q21.32. Ty 18 miac GT duoc udc tinh 1 1
trén 1000000 dan, nhung cao hon & cac quan
thé két hon cung huyét théng nhu An Do, A
Rap va Iran [1]. Phan tich dong chay té bao
v6i cac khang thé don dong ddc hiéu gpllb

(CD41a) va gpllla (CD61) cung cap phuong
phap chan doan nhanh chéng va don gian
[2][3][4]. Dua trén mixc CD41a/CD61, bénh
nhan GT dugc phan thanh ba loai, loai I (<
5%), loai II (5-20%) va loai III (> 20%) do
rdi loan chtrc ning thu thé GPIIb/IIIa [5][6].

Kiém soat chay méu ¢ bénh nhan GT bao
gém chay mau cép tinh hoic mén tinh va
ngin nglra cac bién chiing xuat huyét trong
thoi gian thuc hién tha thuat. Lya chon
phuong phép diéu tri phu thudc vao muic do
nghiém trong ctia chay mau (Bang 1), sy sin
c6 cua san pham va phan tng trude dé véi
cac phuong phap diéu tri. Desmopressin
(DDAVP), thuong dugc st dung trong bénh
von Willebrand va cac rdi loan chirc ning
tiéu cau nhe, ¢ tac dung han ché trong didu
tri GT (Bang 1). Yéu t6 VII tai t6 hop hoat
hoa (rFFVIIa) dugc EMA va FDA chép thuan
dé diéu tri bénh nhan mic GT. Viéc phé
duyét loai thuéc nay di thay doi cuc dién
didu tri GT va mang lai két qua cam mau tot
hon & tit ca bénh nhan, dic biét 1a nhiing
ngudi khong dép Gmg véi truyén tiéu cau
[7][8]. Bénh nhan GT c6 nguy co cao tién
trién cac khang thé, gan 30% c6 khang thé
khéang gplIb/Illa hoac khang HLA sau khi
truyén tiéu cau [9]. Bénh nhan co cac dot
bién gy ra md dimng sém va din dén khong
c6 gplIb/Illa c6 nguy co bi di mién dich
khang gpIIb/ITla cao nhét so v6i cac loai bién
thé khac (81% so véi 25%) [10], din dén
khong con dap tng véi truyén tiéu cau nira.
Vi vay, viéc truyén tiéu cau chi nén duoc
danh riéng cho cac ca phau thuat 16n, chay
mau de doa tinh mang va chay mau khong
dap (g voi bién phap dau tay [11].
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Bing 1. Chon lwa diéu tri cim mdu trong bénh Glanzmann

- Nhét sponge tAm thudc chng tiéu sgi
huyét hodc thrombin

- Nhét gel foam tam thude chdng tidu sgi
huyét hodc thrombin

Diéu tri Tinh trang lAm sang
CAm mAu tai chd Chay mau nhe
- be ¢p

Chéng tiéu soi huyét

Don tri liu trong chay mau nhe

- Tranexamic acid
- Aminocaproic acid

Diéu trj phdi hop trong chay mau trung binh va

nang

rFVila

Chay mau trung binh dén ning

Dung 1 minh trong tha thuat nhe hay két hop chdng
tiéu sgi huyét/ truyén ti€u cau trong thu thuat 16n

hay chay mau de doa tinh mang

Truyén tiéu cau*

Két hop v6i rVIla va/hodc chong tidu sgi huyét

trong chay mau nang hay thu thuat 16n

rVlila: recombinant activated coagulation factor VII
* Nguy co thieu hiéu qua do hinh thanh di mien dich

I. DOl TUONG VA PHUONG PHAP NGHIEN cUU

Trong nghién ciru cit ngang md ta nay,
tr ho so ctia 17 bénh nhan mic GT dang diéu
tri va theo ddi tai bénh vién Nhi dong 1 tir
thang 03/2021 dén thang 03/2023. Tién hanh
thu thap cac thong tin vé tudi, gidi, dac diém
vi tri, mac do xuat huyét, két qua xét phan
tich chirc ning tiéu cau, két qua phan tich gp
tiéu cau va két qua phan tich dot bién gen
(néu c6). Chan doan GT duoc thiét 1ap dya
trén tién st xuat huyét da niém va khong c6
hodc giam két tap tiéu cAu véi chat chi van
thé hién qua két qua PFA-100 dong kéo dai
trén 300 gidy; s6 luong tiéu cau binh thudng;
dong méu toan bd binh thudng [12]. Lich su
dung thudc chdng tidu soi huyét, truyén hong
cau, tiéu ciu cling dugc ghi nhan. Ngoai ra,
cac yéu tb tién sir gia dinh nhu bd me co két
hon cung huyét thong, tién s chay méau ¢

96

bd/me/anh chi em ciing dugc ghi nhan.
Nhitng bénh nhéan bi 1oi loan dong mau,
khiém khuyét chirc ning tiéu cdu ngoai nhom
GT va nhitng bénh nhan dang dung thudc
khang tiéu cau déu bi loai khoi nghién ctru.
Dé cuwong nghién ciru da duoc phé duyét boi
Hoi ddng y dirc bénh vién Nhi dong 1 sb
525/GCN-BVNDI.

Mtrc do nghiém trong cuia chady mau dugc
phan loai theo thang danh gia xuat huyét cia
WHO [1][13]. P06 1 (chay mau nhe) dac
trung boi xuat huyét nhe ¢ niém mac, chim
xuat huyét hodc chiay mau vdng mac ma
khong suy giam thi luc. Do 2 (c6 tién sir xuat
huyét tiéu hoa, tiéu ra mau hoic ho ra mau).
Do 3 bao gdm bét ky trudng hop chiay mau
nao can hd tro truyén héng cAu hodc tiéu ciu,
va xuit huyét do 4 bao gébm xuit huyét vong
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mac va ndo lién quan dén di chiung hodc tir
vong.

Xét nghiém chirc ning tiéu cau PFA-100
duoc thuc hién br:ing cach st dung huyét
twong gidu tiéu cau trong may do két tap tiéu
cdu (Bio/Data Corp, Horsham, USA) va
dugc thuc hién trén tat ca cac ca.

Phan tich gp tiéu cau CD41, CD61,
CD42a, CD42b bang phuong phap té bao
dong chdy: miu méau ngoai vi (2 ml) duoc
thu thap trong EDTA. S6 lwong tiéu cau
duoc diéu chinh ¢ khoang 1,5 x 109/ trong
ba 6ng. Céc té bao dugc i vdi khang thé don
dong CD41 (FITC/Per CP-Cy-5.5) va CD61
trong 6ng thtr nhat va CD42a (FITC) va
CD42b (PE-A) trong 6ng thir hai. Tat ca cac
khang thé dugc ldy tir BD Bioscatics (San
Jose, CA, USA). Phép do huynh quang dugc
biéu thi bang phan trim té bao dwong tinh
trén ngudng dugc dat véi dng khong nhuom
dong vai tro kiém soat am tinh.

Mot s6 ca duoc phan tich gen bang
phuong phap giai trinh ty toan Dbo
exome. ADN duoc tach chiét va duoc chuin
bi thu vién giai trinh tu bang kit New
England Biolabs (Hoa Ki). Cac phan manh
ADN trong vang gen muc tiéu sé¢ duoc lam
giau st dung mau do dac hiéu IDTDNA

(Hoa Ki), sau d6 duoc giai trinh ty trén hé
théng NextSeq, llumina (Hoa Ki) véi d6 phu
trung binh khoang 100X. Quy trinh phan
tich, phan loai va phét hién bién thé gay bénh
duoc thyuc hién theo hudng dan caa hiép hoi
di truyén va y khoa Hoa Ki (American
College of Medical Genetics, ACMG).

lll. KET QUA NGHIEN CU'U

Mudi tam bénh nhan mic GT (8 nam va
10 n@r) tr 17 gia dinh khong c6 quan h¢ ho
hang dugc dua vao nghién ctru. 2 ca trong
mAu nghién ctru 14 anh chi em rudt. Tién sir
gia dinh bi 1oi loan chay méu c6 & 4/18 bénh
nhan (22,2 %).

Tat ca cac truong hop déu co sd luong
tiéu cau binh thuong, xét nghiém két tap tiéu
cau véi ADP, epinephrine va collagen déu
kéo dai trén 300 giay.

Mudi hai bénh nhan (66,7%) dugc phan
loai 1a GT loai I v&i mirc do CD41a va CD61
khong c6 hodc gidm nang (<5%) (Bang 2).
Hai (11,1%) bénh nhan dugc phan loai vao
loai IT voi mirc CD41a va CD61 1a 5 — 20 %.
Bén (22,2%) bénh nhan c6 lugng CD41a va
CD61 hon 50% (Hinh 1). O tit ca bénh nhan
GT, nong d6 CD42b trong gidi han binh
thuong.

Bdng 2. Dac diém lam sang ciia mdu nghién ciru

Pic diém 1am sang |G T loai | (n=12)GT loai 1l (n=2)[GT loai 11 (n=4)Tong (n=18)
n (%) n (%) n (%) n (%)
Nam n (%) 4(33,3) 2 (100) 2 (50) 8 (44,4)
Tudi chan doan, trung vi 9,3 14,3 15,8 12,9
(min — max) (nim) (3,4-131) (14 -14,7) (15,7-15,9) |(3,4-15)9)
D& bam da (n=10) 8 (66,7) 1 (50) 1 (25) 10 (55,6)
Chay mau cam (n=7) 6 (50,0) 0 (0) 1 (25) 7 (38,9)
Chay mau nuéu, rang (n=3) 2 (16,7) 0 (0) 1 (25) 3(16,7)
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Rong kinh (n=2) 2 (16,7) 0(0) 1 (25) 3(16,7)
Xuét huyét khép (n=2) 2 (16,7) 0 (0) 0 (0) 2 (11,1)
Tiéu mau (n=1) 0 (0) 1 (50) 0 (0) 1 (5,6)
Xuét huyét tiéu hoa (n=4) 3 (25,0) 0 (0) 1 (25) 4(22,2)

P 3 (n=13) 11 (91,7) 1 (50) 2 (50) 14 (77.,8)

D6 2 (n=2) 1(8,3) 0(0) 1 (25) 2 (11,1)

Do 1 (n=2) 0(0) 1 (50) 1 (25) 2 (11,1)

Bang 2 cho thdy 11/12 (91,7%) bénh
nhan GT loai I ¢6 xuit huyét do 3, déu 1a cac
ca bi chay mau cam hodc dé& bam da, xuat
huyét khép phai truyén hong cau hodc tiéu
cau. Trong khi xudt huyét 46 3 & nhom GT
loai III chi yéu 1a chiay mau ring nudu, va
rong kinh; chiém 2/4 (25%) s6 ca. Xuét
huyét tiéu hoa gip ¢ 3 bénh nhan GT loai I
va 1 bénh nhan GT loai I1I. Méi lién quan
gitra loai GT v6i muc do nghiém trong cua
chay mau dugc mo ta trong Bang 2. Céc tri¢u
ching chay méau nhe (d9 1 theo WHO) xuat
hién & 2 bénh nhan (11,1 %); d6 2 chay mau
dang ké trén 1am sang chiém 11,1 % va d6 3
gdm 14 ca (77,8 %) bi chiay méau ning can

truyén mau. Khong c6 bénh nhan nao bi chay
méau giy tir vong hodc bién chung (do 4).
Nhitng ca xuit huyét niang (d6 3) dugc phat
hién gﬁn nhu tit ca cac ca GT loai I (91,7%);
trong khi xudt huyét nhe (46 1) co & tat ca
cac phan nhém. [Bang 2].

C6 2 ca duge tién hanh giai trinh ty toan
bd exome va ghi nhan 1 ca mang dot bién
ddng hop tir c.1946+1G>A trén gen ITGA2B
va mdt ca dot bién dong hop tu
c.2112delC:p.L705Cfs*3 cua gen ITGB3.
Pay déu 1a dot bién dd bao cao gay bénh trén
y van trude day. Ca hai truong hop déu c6 bd
me la ngud1 mang gen.

Bdng 3. Ddic diém dieu tri ciia mdu nghién ciru

Pic diém didu tri  |GT loai | (n=12)|GT loai Il (n=2)IGT loai 11l (n=4)[Téng (n=18)
n (%) n (%) n (%) n (%)
Truyén HCL (%) 4 (33,3) 0 (0) 1 (25) 5 (27.8)
Truyén TC (n=10) 10 (83,3) 1 (50) 1 (25) 11 (61,1)
Chdng tiéu sgi huyét (n=7) 9 (75,0) 1 (50) 1 (25) 11 (61,1)

Tiéu cau dugc truyén & 61,1% s ca;
trong do 83,3% bénh nhan GT loai I c6 tién
st truyén tiéu cdu. Hong ciu ling duoc
truyén cho 5 bénh nhan, trong d6 4 bénh
nhan thuoc GT loai I va 1 bénh nhan thudc
GT loai III. C6 11/18 ca can dung thudc
chéng tiéu soi huyét, trai déu & tat ca 3
nhom. [Bang 3]

IV. BAN LUAN
Nghién ctru ndy mé ta cac dic diém trén

98

18 bénh nhi mic GT tai bénh vién Nhi dong
1. May phan tich chirc niang tiéu cdu PFA-
100 do chtrc nang tiéu cau thuan tién vi st
dung luong miu mau toan phan it va duoc
bac si lam sang tmg dung rong rai. Két qua
trén 300 gidy phu hop véi GT nhung khong
dic hiéu, vi céc rdi loan khic nhu von
Willebrand né@ng, Bernard Soulier va bénh
khong c6 fibrinogen c6 két qua twong tu. Tuy
nhién, PFA-100 binh thudng c6 gia tri tién
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doan am rat cao dbi voi GT giap loai trir
chan doan nay [14]. Trong nghién ctru cua
chung t6i tit ca cac ca déu co két qua PFA-
100 trén 300 gidy, phu hop véi ti€u chi sang
loc ban dau.

Phan tich dong chay té bao véi cac khang
thé don dong dic hiéu ollb (gplIb, CD41) va
B3 (gpllla, CD61) cung cap phuong phap
chan doan nhanh chéng va don gian, gitp
dinh Iugng gp bé mit tiéu cau [2][3][4]. Dua
trén dinh luong CD41la va CD61 ¢ bénh
nhan GT, 66,7% dugc phan loai 1a GT loai I;
11,1% la GT loai II va 22,2% la GT loai III.
D@ liéu phu hop véi cac nghién ciu trude
day cho thdy GT loai I phd bién nhat & dan
s6 An Do [16][17] va Iran [1].

Trong nghién ctu cuia ching toi, chay
méau cam va xuat huyét 1a triéu ching thuong
gip nhit trong khi rong kinh 1a biéu hién
thuong gip nhat & bénh nhan nir tudi day thi.
Két qua nay tuong tu cic béo céo khac trong
y van [15][19].

Tién st gia dinh mic ching dé chay mau
dugc phat hién ¢ 22,2% bénh nhan, trong do
chi ¢6 2 nguoi la anh em rudt. Bénh gay ra
do dot bién ddéng hop tir hodc di hop tir kép
gen giy bénh [19][20]. Nén tan sudt mic
bénh cao hon & cac dan sé co ty 1 két hon
can huyét cao.

GT mic phai thuong do cac khang thé co
dic hiéu chdng lai gpIIb/ITIa (hodc cac epitop
gin d6) gy ra, ngan chin sy twong tic ciia
thu thé v&i fibrinogen va yéu té von
Willebrand. Triéu chimg xuat huyét thuong
xuét hién mudn, va thuong thur phat sau cac
roi loan ty mién, tang sinh lympho hoac té
bao plasma [21]. Cac loai thudc, dic biét 1a
thudc chéng huyét khdi ngin chin gplIb/Illa

nhu abciximab, eptifibatide va tirofiban,
cling c6 lién quan [22]. Viéc khong chdy mau
sudt doi va su biéu hién hé thong giup nghi
ngd chan doan mic phai.

Vi phuong phap dong chay té bao hién
dang duogc str dung ngay cang nhiéu dé xac
nhéan sy hién dién hay Véng mat cua gp tiéu
cau, nén can thyuc hién sém dé chan doan va
xac dinh chinh xac phan nhém GT. Va nén
thuc hién trudc khi truyén tiéu cau dé tranh
nhirng tinh hudng khé xu trong chan doan.
Két qua cta chung toi cho thiy GT loai I 1a
phan nhom phd bién nhat; GT loai IT va III
¢6 s6 ca xuét huyét niang thip hon loai I (theo
WHO).

Cac nghién ctu truéc day da bao céo
khong c6 mbi twong quan giita mic do
nghiém trong cia chdy mau ¢ bénh nhan va
phan nhom GT [16][19]. Mot s6 bénh nhan
nay co thé biéu hién GT méc phai do tu
khang thé dic hidu gpIIb/GPIIla gay ra. Viéc
sit dung khang thé PAC-1 hoidc cac khang
thé don dong phu thudc vao cdu hinh khac dé
nhan biét phic hop gpIlb/Illa di hoat hoa s&
cho phép xéac dinh cac dang GT kho nay
[10]. Tuy nhién, nghién ctru phat hién khang
thé khong duoc thyc hién ¢ trong nghién ctru
nay. GT loai III ciing c6 thé bao gdm nhiing
bénh nhan réi loan chay mau di truyén cé
khiém khuyét gen khac v6i ITGA2B va
ITGB3, gdm cic khiém khuyét con duong
truyén tin hidu ndi bao nhu gen protein-2 giai
phong RAS guanyl ma hoa canxi va yéu td
trao d6i guanine duoc diéu hoa boi DAG-
122. Ngoai ra, nhidu bénh nhan GT duoc
truyén tiéu cau c6 thé tao ra khang thé khang
gpllb/Illa. Vi vay gidi trinh tu toan bo exome
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hodc genome giup chan doan nhanh GT di
truyén, dic biét GT loai I1I [22][23].

Phén tich di truyén rat hiru ich vé mat
lam sang dé xac nhan chan doan, xac dinh
nhitng ngudi mang gen nguy co va tu van di
truyén kip thoi. Trong miu nghién ciru chi co
2 ca dugc phan tich gen va tim thdy dot bién
ddng hop tur trén gen ITGA2B va ITGB3. Ca
hai ca déu co cac bd me 1a ngudi mang gen
tuwong (g cac bién thé gidng nhau trong khi
khong c6 mbi quan hé ho hang. Diéu nay cho
thay ca hai bién thé giup lam giau thu vién
bénh hoc dac trung cho quﬁn thé dan s6. Han
ché ciia nghién ciru nay la khong phai tat ca
bénh nhan dugc danh gia vé ddt bién phan
tlr, giup xac dinh cac truong hop GT bam
sinh hay mac phai. Ngoai ra, trong dan s6 An
Do, dot bién gen ITGA2B da dugc bao céo 1a
chiém wu thé [24]. Piéu nay co thé 1a nguyén
nhan lam gidam biéu hién CD41a & bénh nhan
loai I va II. Tuy nhién, 2 ca trong nghién ctru
cia ching t6i mang dot bién trén gen
ITGA2B va ITGB3 nhung giam déu CD41a
va CD61. Mbi lién quan can duoc xac nhan
bang cac nghién ciru 1on hon lién quan dén
phan tich dot bién phan tir.

Bénh nhan GT ¢ nguy co cao phét trién
cac khang thé khang gplIIb/Illa hoic khang
HLA sau khi truyén tiéu cau [9][10]. Mét khi
cac khang thé nay phat trién, bénh nhéan co
thé khong con dap tmg vdi truyén tiéu cau
nira. Vi Iy do nay, viéc truyén tiéu cau chi
nén duoc danh riéng cho cac ca phau thuat
16n, chady mau de doa tinh mang va chay mau
dang ké khong dap tmg véi bién phép trén
[9]. Nghién ctru cua chiing t6i co ty 1€ cao
dén 61,1% sb ca co tién st truyén tiéu cau,
dic biét GT nhém I 1én dén 83,3%. Nguyén
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nhan do van dé st dung rfVII con nhiéu han
ché vé ngudn cung cip thude va chua duoc
thanh toan bao hiém y té cho nhom bénh nay;
cac phuong phap cAm mau tai chd chua duoc
phéi hop ung dung téi da. Vi vay, viéc tap
huén, théng nhat phac do xir Iy phdi hop véi
cac chuyén khoa sau thuc su rat can thiét.
Ngoai ra, bénh nhan GT dugc hudng loi tur
viéc dugc quan ly tai mot trung tam co
chuyén mén vé rdi loan chay mau di truyén,
duoc cung cdp truc tiép cac canh bao y té
cling nhu thong tin diéu tri khan cip tir cac
bac si lam sang chuyén quan ly nhanh bénh
nay. Can cung cép gido duc vé viéc tranh cac
loai thudc 1am ting nguy co chay mau nhu
thudc khang viém khong steroid va cac san
pham aspirin. Cac loai thudc ké don c6 thé
anh hudng dén qua trinh cdm méau can dugc
theo di can than [25].

V. KET LUAN

Glanzmann la nhanh bénh gidm chic
ning tiéu cau di truyén thudng gip nhat.
Trong d6, GT loai 1 1& phan nhom phd bién
nhat. Phuong phap phan tich dong chay té
bao don gidn va nhay trong viéc xac dinh cac
phan nhém GT. Viéc truyén tiéu ciu gop
phan hinh thanh khang thé di mién dich gay
kém dap ung diéu tri va kho khin trong chan
doan bang phuong phap phan tich dong chay
té bao. Viéc phan tich can duoc thuc hién tai
thoi diém chan doan, trudc khi truyén tiéu
cau. Phan tich gen dugc khuyén céo gitp xac
dinh céc truong hop di truyén hay miac phai,
gitp phong ngira va tu van di truyén phu
hop. Piéu tri cAm méau duoc khuyén céo
rVIIa va han ché phuong phép truyén tiéu
cau néu khong thuc su can thiét.
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PAC PIEM BENH NHAN BENH HUYET HOC AC TINH
PIEU TRI NGOAI TRU TAI BENH VIEN TRUNG WO'NG QUAN POI 108

Pham Thi Tuyét Nhung!, Mai Hiang Nga®, Phan Thi Thanh Long?,
Pham Thi Thanh Hué!, Phan Vin Phwong?®, P§ Thi Ly!, Nguyén Thanh Binh?

TOM TAT.

Muc tiéu: M6 ta dic diém bénh nhan bénh
huyét hoc 4c tinh diéu tri ngoai trd tai khoa
Huyét hoc 1am sang Bénh vién Trung vong Quan
d6i 108 trong mot nam.

Po6i twong va phwong phap: Tat ca cac
bénh nhan dén diéu trj tai khu diéu tri ngoai tr
cua khoa Huyét hoc 1am sang, Bénh vién Trung
wong quan doi 108 tir thang 12/2022 dén thang
12/2023 dugc thu thap théng tin, loc ra cac bénh
nhan bi bénh huyét hoc 4c tinh. Phan loai bénh
nhan theo mit bénh, phan tich céc chi sé: thoi
gian diéu tri, phac d6 diéu tri, cac xét nghiém chi
dinh, céc thu thuat dugc thuc hién va cac bién cd
bat loi gap phai.

Két qua: Trong tong s6 487 bénh nhan dugc
quan ly va diéu tri ngoai tr thi c6 396 (81,3%)
bénh nhan bi bénh huyét hoc &c tinh, véi 2109
lan kham. 03 mat bénh chiém da sé 1a bénh u
lympho (42,4%), ting tiéu cau tién phét (16,2%)
vada u tuy xuong (14,4%). Ngay diéu trj trung
binh cho 1 lan kham 1a 1,94 ngay. Xét nghiém
duoc chidinh nhiéu nhét 12 tong phan tich té bao
mau ngoai Vi vai 2860 lugt (41,2%). C6 1137
luot truyén hoa chat, 213 luot truyén ché pham
mau duoc thyc hién. Bién ¢b gap phai trong khi

'Bénh vién Trung wong Qudn doi 108

Chiu trach nhiém chinh: Pham Thi Tuyét Nhung
SDT: 0984721693

Email: nhunginseoul@gmail.com

Ngay nhan bai: 30/7/2024

Ngay phan bién khoa hoc: 01/8/2024

Ngay duyét bai: 26/9/2024

diéu tri ngoai trd 1a budn ndén/ndn (1,48%), mét
moi (2,76%), man ngara (0,56%).

Két luan: Bénh nhan bi bénh huyét hoc ac
tinh ¢6 thé dugc quan 1y diéu tri ngoai tri phu
hop va an toan.

Tir khod: Bénh huyét hoc 4c tinh, diéu tri
ngoai trd, hoa tri

SUMMARY
CHARACTERISTICS OF
HEMATOLOGIC MALIGNANCY
PATIENTS TREATED AS
OUTPATIENTS AT 108 MILITARY
CENTRAL HOSPITAL IN ONE YEAR

Objectives: Description of characteristics of
hematologic malignancy patients treated as
outpatients at the Clinical Hematology
Department of 108 Central Military Hospital

Subjects and method: Collect information
and monitor all patients coming for treatment at
the outpatient treatment area of the Clinical
Hematology Department, 108 Central Military
Hospital from December 2022 to December
2023. Classify patients by disease, analyze
indicators: treatment time, treatment regimen,
indicated tests, procedures performed and
adverse events encountered.

Results: Of the 487 patients managed and
treated on an outpatient setting, 396 (81.3%) had
hematological malignancies, with 2109 visits.
The three most common diseases were
Lymphoma (42,4%), Essential thrombocythemia
(16.2%) and Multiple myeloma (14.4%). The
average treatment day for one visit was 1.94
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days. The most frequently ordered test was a
complete blood count with 2860 times (41.2%).
There were 1137 chemotherapy infusions and
213 blood product transfusions. Adverse events
during outpatient treatment were
nausea/vomiting (1,48%), fatigue (2.76%), and
rash (0.56%).

Conclusion: Patients with hematologic
malignancies can be appropriately and safely
managed in the outpatient setting.

Keywords:  blood cancer/hematologic
malignancies, out patient, chemotherapy

I. DAT VAN BE

Bénh nhan diéu tri bénh huyét hoc &c tinh
thuong can nam noi trd trong thoi gian dai vi
phac db phuc tap, thoi gian truyén hoé chat
dai va céc tac dung phu nhu nén, viém niém
mac, nhiém tring, suy tuy xuwong... gip
nhiéu hon ung thu tang dic 1. Tuy nhién
cling Vvai tién b cia cac phuong phap diéu
tri, kiém soat tac dung phu, nhan thtc va kha
nang ty theo ddi va cham soc y té cua bénh
nhan ting 1én, viéc diéu tri ndi trd bénh nhan
bénh huyét hoc 4c tinh dang dan thu hep lai
va duogc thay thé boi diéu tri ngoai trd. Viéc
diéu tri ngoai trd giup giam ap luc giwong
bénh nai trd, tranh nhap vién khong can thiét,
cai thién hiéu qua chi phi va nang cao chat
lwong cudc sdng cho bénh nhan... Vi vay chi
dinh diéu tri ngoai trd cho bénh huyét hoc ac
tinh ngdy cang tang 1én va mot sé noi da co
thé 4p dung diéu trji ngoai trd cho ca cac bénh
nhan ghép té bao gbc tao mau ty thanl2.

Trudc day, tai Bénh vien TWQD 108,
cac bénh nhan bi bénh huyét hoc 4c tinh déu
duoc diéu tri noi trd. Tir khoang 10 nam tro
lai ddy, do s lwgng bénh nhén ting 1én va
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khoa bénh méau dugc tach dan ra khoi céac
bénh ung thu tang dic, bénh huyét hoc &c
tinh da dan dwgc quan Iy va diéu tri ngoai
trd. TUr ndm 2022, khoa Huyét hoc 1am sang
da co khu diéu tri ngoai tr riéng, cac bénh
nhan bénh huyét hoc 4c tinh dugc chuyén
diéu tri ngoai tri nhiéu hon va dén nay, da s6
bénh nhan bénh huyét hoc ac tinh caa khoa
duoc quan 1y va diéu tri theo huéng ngoai
trd. Chang toi viét bai bao vai muc tiéu: Mo
td dic diém bénh nhan bénh huyét hec ac
tinh diéu tri ngoai tri tai khoa Huyét hoc
lam sang Bénh vign Trung wong Qudin dji
108.

I. DOl TUONG VA PHUONG PHAP NGHIEN CUU

2.1. Pbi twong nghién ciru

T4t ca cac bénh nhan bi bénh huyét hoc
4c tinh dén diéu tri tai khu diéu tri ngoai trd
cia khoa Huyét hoc 1am sang, Bénh vién
Trung wong quan do6i 108 tur thang 12/2022
dén thang 12/2023.

2.2. Phwong phap nghién ciru

Phwong phdp héi ciru, md td cdt ngang

Cdc bwdc tién hanh nghién cizu: Bénh
nhan dén diéu tri tai khu diéu tri ngoai tri
cia khoa Huyét hoc 1am sang, Bénh vién
Trung wong quan doi 108 tur thang 12/2022
dén thang 12/2023 duoc thu thap thdng tin,
loc ra cac bénh nhan bj bénh huyét hoc 4c
tinh. Phan loai bénh nhan theo mat bénh,
phan tich cac chi sb: thoi gian diéu tri, phac
dd diéu trj, cac xét nghiém chi dinh, cac thu
thuat duogc thuc hién va cac bién cb bt loi
gap phai.

Quadn Iy va x Iy sé ligu bang Microsoft
Exel
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ll. KET QUA NGHIEN cU'U

3.1. S6 lwong bénh nhan va phan b theo mit bénh

Bang 1: Phén bé bénh nhén theo mit bénh

STT Bénh S6 lwong TV 1é
1 U lympho 168 42,4%
2 Tang tiéu cau tién phat 64 16,2%
3 Pa u tuy xuong 57 14,4%
4 DPa héng cau 29 7,3%
5 Bach ciu tiy man 27 6,8%
6 Réi loan sinh tiy 19 4,8%
7 Bach cau lympho cép 10 2,5%
8 Bach cau tity cp 9 2,3%
9 Xo tuy 7 1,8%
10 Bach cau lympho man 6 1,5%

Tong sb 396 100,0%

C6 10 bénh ly &c tinh huyét hoc duoc
quan ly diéu tri ngoai trG véi tong s6 396
bénh nhan. 5 loai bénh gap nhiéu nhat la U
lympho (42,45), Ting tiéu cau tién phat
(16,2%), Pa u tuy xuong (14,5%), Pa hong
cau (7,3%) va Bach cau tuy man (6,8%).

700
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3.2. S6 lwot diéu tri
Trong 1 niam c6 tong s6 2109 luot dicu

tri voi trung binh 1,94 ngay cho 1 luot diéu
tri. Két qua chi tiét thé hién trong biéu do 1,

2.
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Biéu dé 1: Lwot diéu trj theo mat bénh
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Biéu dé 2: Sé ngay diéu tri trung binh cho 1 lan kham theo mgt bénh
3.3. Chi dinh xét nghiém va cac phac do diéu tri
Co 6936 luot xét nghiém dugc chi dinh trong d6 tong phan tich té bao méau va sinh hoé
mau dwgc chi dinh nhiéu nhat lan luot chiém 41,2% va 34,2%. Cac xét nghiém khac chiém
2,0% bao gom sinh hoc phan tir, mién dich, vi sinh, dién tim, thong khi phoi...
Bdng 2: Cac xét nghiém da dwoc chi dinh

STT Loai xét nghiém S6 lwgng Ty 1€
1 Tong phan tich té bao mau 2860 41,2%
2 Sinh hoa mau 2375 34,2%
3 Dbong mau 97 1,4%
4 Tay dd 214 3,1%
5 Sinh thiét tuy 61 0,9%
6 X-guang 367 5,3%
7 Siéu &m 531 7,7%
8 CT-scan 289 4,2%
9 Xét nghiém khac 142 2,0%
Téng s6 xét nghiém 6936 100,0%
Bdng 3: CAc tha thudr didu tri
STT Diéu tri S6 1an Ty 1é
1 Tiém truyén 1375 48,6%
2 Truyén héa chit 1137 40,2%
3 Truyén ché phim mau 213 7,5%
4 Rut mau diu tri 53 1,9%
5 Thu thuat khic 52 1,8%
Tong 2830 100.0%
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Co 1375 luot tiém truyén, 1137 luot
truyén hod chit, 213 Iuot truyén ché pham
mau duoc thuc hién. Cac thu thuat da lam
bao gom rat mau diéu tri (53 lugt), choc hit
dich mang bung, mang phéi (52 luot).

3.4. Bién cd bat lgi trong qua trinh
diéu tri

Cac bién cd bt lgi trong qua trinh diéu
tri cha yéu lam mét moi (2,76%), co ty 1é
nho bénh nhan bi man nga cha yéu do
truyén ché phdm mau (14 Iuot, chiém 0,56%)

Bdng 4: CAc bién cé gdap phdi
STT Triéu chirng tac dung phu S6 lwvong BN Ty 1€
1 Budn ndn/ndn 37 1,48%
2 Mét moi 69 2,76%
3 Mén ngtra 14 0,56%
Tong 120 4,80%

IV. BAN LUAN

Trong vong 20 nam tro lai day, diéu tri
bénh ly mau ac tinh trén thé gioi duoc
chuyén dan sang ngoai tri nho nhitng tién bo
cia cic phac dd didu tri nhu chuyén céc
thudc hoa chat dang tiém truyén sang dang
tiém dudi da hay thudc udng, cac phuong
phap hd tro dé du phong va kiém soat céac
bién cb bat loi (n6n, viém niém mac, tiéu
chay, giam bach ciu...) da duoc phat trién
gilp trai nghiém hod tri cia bénh nhén cai
thién dang ké 1 3. Két qua nghién ctu cua
ching t6i cho thdy céc bénh nhan diéu tri
ngoai tra tai khoa Huyét hoc 1am sang, bénh
vién TWQD 108 c6 mo6 hinh bénh tat tuong
ty nhu trén thé gigi va Viét Nam. Trong
vong 1 ndm ching t6i quan ly 396 bénh nhéan
bi bénh huyét hoc &c tinh véi cac mat bénh
chinh hay gap la U lympho, tang sinh tuy va
da u tuy xwong véi ty 1& gip lan luot 1A
42,4%, 32,8% va 14,4 %. Cac bénh nhan nay
chiém trung binh 1,94 ngay/l luot diéu tri,
trong d6 cac bénh can truyén hoé chat nhu u
lympho, da u tuy xwong, bach cau lympho
man c6 s6 ngay diéu tri cao lan luot 1a 2,32,
3,5 va 3,61 ngay, nguoc lai cac bénh trong
hoi chung tang sinh tuy thuong bénh nhén

chi phai dén vién 1-2 ngay. Két qua nghién
ctru cua tac gia Nguydn Anh Tri tong két
dugc 405 bénh nhan bi bénh mau diéu trj tai
bénh vién Hru Nghi trong giai doan 1987-
2001, c6 15,06 % bénh u lympho, 24,2%
tang sinh tuy va 7,16% la da u tuy xuong.
Luot diéu tri va s6 ngay diéu tri cho 1 lugt
khadm cua tac gia nay ciing khac biét so véi
két qua cua ching toi, co thé do céch tinh
khéc va tac gia Nguyén Anh Tri di lay toan
bo bénh nhan bénh mau chir khdng chi riéng
bénh huyét hoc ac tinh 2.4,

Viéc chuyén dich quan 1y diéu tri bénh
nhan tir ndi trd sang ngoai trd mang lai nhiéu
loi ich nhu: 1) Giam tai bénh nhan ndi tra va
giam ap luc 1én céc ngudn luc chim soc suc
khoé. 2) Bénh nhan khong phai nam vién va
c6 thé ¢ cudc sdng tuwong ddi binh thudng.
3) Cac nhom hd tro diéu tri ngoai trd gilp
cac bac si chuyén khoa c6 thé danh nhiéu
thoi gian hon cho cac bénh nhan méi chan
doan. 4) Giam dang ké chi phi ngay nam
vién va nhan sy 1. Mot nghién ctu tong két 5
nam so sanh diéu tri ngoai trd va noi trd cua
Saudi Arabia cho thay: Héa tri ngoai tra da
gilp giam 53,4% tong s6 ngay nam vién,
tong chi phi tiét kiém udc tinh trong nhitng
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nam 2018-2022 la 2,88 triéu do6 la My. M6
hinh diéu tri ngoai trd bénh huyét hoc &c tinh
cua ching toi cho thay cd thé quan ly diéu tri
s6 lwong 16n bénh nhan véi ngudn luc nhan
vién y té vira phai. Két qua theo ddi cho thay
céc bién cb bét loi gap phai véi ty 1& nho va
mtc tuong ddi nhe.

V. KET LUAN

- Bénh nhan bénh huyét hoc &c tinh
chiém 81,3% cac bénh nhan huyét hoc duoc
quan ly ngoai tra tai Bénh vién TWQD 108.
Bénh u lympho, ting tiéu ciu tién phat va da
u tuy xwong chiém ty I& cao nhat (tong 3
bénh chiém 73%).

- Pa s6 bénh huyét hoc &c tinh c6 thé
duoc quan ly diéu tri ngoai trd mot cach phi
hop va an toan. Bién cb gip phai trong khi
diéu tri ngoai trd thap: budn ndn/ndn
(1,48%), mét moi (2,76%), man ngia
(0,56%).

- Tang cudng diéu tri ngoai trd gilp
giam ap lyc vé giuong bénh noi tri va nang
cao chit lwgng cudc séng cho bénh nhan
bénh huyét hoc &c tinh.
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HIEU QUA PHU'O'NG PHAP DPIEU TRI CAT LACH CUA BENH NHAN GIAM
TIEU CAU MIEN DICH NGUYEN PHAT PIEU TRI TAI VIEN HUYET HOC -
TRUYEN MAU TRUNG UONG GIAI POAN 2019-2023

Nguyén Thi Thao!, Phan Quang Hoa!, Tran Thi Twoil,
Ping Sinh Huy?, Vii Pinh Hung!, Tran Thij Van!

TOM TAT

Muc tiéu: Dic diém dap tmgsau diéu tri cit
lach cua bénh nhan Giam tiéu cau mién dich
nguyén phat (ITP) tai Vién Huyét Hoc truyén
mau TW, giai doan 2019-2023.

Péi twong va phwong phap nghién ciru: 49
bénh nhan ITP khang tri trén 15 tudi co diéu tri
bang phuong phap cat lach, diéu tri tai Vién
Huyét hoc tir nam 2019-2023. Phwong phap
nghién ctu nghién ciu mé ta hoi cau, theo doi
doc

Két qua: Tudi trung binh 43,5 tudi. Céc
phuong phap diéu tri hang 2 truéc cét lach:
Azathioprin  91,8%; Mycophenolate mofetil
55,1%; Eltrombopag 34,7%. Céc bién chang cua
corticoid trude diéu trj cat lach: cushing 75,6%;
nhiém tring 30,6%, dau thuong vi 26,5%. S6
luong tiéu cau trung binh ngay trudc cat lach:
21,3 +18,3.S6 lugng tiéu cau ngay sau cit lach:
140,4 +£130,9. Khéc biét c6 ¥ nghia thong ké. Ty
I¢ dap tng chung cia nhdm nghién cuu 83,3%
(CR 45,8 %, PR 37,5%), khong dap tng NR
chiém 16,7%. Pap ung bén viing 12 thang chiém
72,2%. Cacbién ching diéu tri chiém ty lé thap,
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Chiu trach nhiém chinh: Nguyén Thi Thao
SDT: 0983582212

Email: bsthaohhtm@gmail.com

Ngay nhan bai: 04/07/2024

Ngay phan bién khoa hoc: 01/08/2024
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huyét khéi (1/49 chiém 2,05%), chay mau (1/49

chiém 2,05%); nhiém tring (4/49 chiém 8,16%).
Két luan: Cat lach la phuong phap diéu tri

hiéu qua an toan cho bénh nhan ITP khang tri.
Tir khod: diéu tri ITP, cit lach

SUMMARY
EFFECTIVENESS OF SPLENECTOMY
IN REFRACTORY IDIOPATHIC
THROMBOCYTOPENIA PURPURA
(ITP) PATIENTS AT NATIONAL
INSTITUTE OF HEMATOLOGY AND
BLOOD TRANSFUSION (NIHBT)
FROM 2019 TO 2023

Objective: Characteristics of response after
splenectomy of ITP patients at the NIHBT,
2019-2023.

Subjects and Methods: 49 patients
refractory ITP over 15 years old treated with
splenectomy. The research method is
retrospective and prospective descriptive
research.

Results: Mean age 43.5 years. Second-line
treatments before splenectomy: Azathioprine
91.8%; Mycophenolate mofetil 55.1%;
Eltrombopag 34.7%. Complications of
corticosteroids before splenectomy: cushing's
75.6%; infection 30.6%, epigastric pain 26.5%.
Average platelet count immediately before
splenectomy: 21.3 * 18.3. Platelet count
immediately after splenectomy: 140.4 + 130.9.
The difference is statistically significant. The
overall response rate of the study group was
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83.3% (CR 45.8%, PR 37.5%), NR 16.7%.
Sustained response at 12 months 72.2%.
Treatment complications, thrombosis (1/49
accounting for 2.05%), Dbleeding (1/49
accounting for 2.05%); infection (4/49
accounting for 8.16%).

Conclusion: Splenectomy is an effective and
safe treatment for patients with refractory ITP.

I. DAT VAN DE

Giam tiéu cau mién dich nguyén phét la
mét trong nhitng bénh ly huyét hoc phé bién.
Cac phuong phép diéu tri hang 1 chi dem lai
dap tng 70-80%. Van ton tai 20-30% bénh
nhan khong dap wng, khang tri. Cat lach 1a
phuong phép diéu tri bénh cb dién cua bénh
ITP, véi sy xuat hién cac phuong phap diéu
tri hang 2, ty 1é phuong phép diéu tri cat lach
trén thé gioi ngay cang giam, nhung vai diéu
kien Viet Nam, cit lach van la mot phuong
phap diéu tri duoc &p dung nhiéu cho ITP
khang tri. Nghién ciu nham muc tiéu mé ta
dic diém dap ung sau diéu trji cat lach cua

bénh nhan ITP tai Vién Huyét Hoc truyén
mau TW, giai doan 2019-2023.

Il. DOl TVONG VA PHUONG PHAP NGHIEN CU'U

2.1. Péi twong nghién cieu: 49 bénh
nhan ITP khang tri trén 15 tudi co diéu tri
bang phuong phap cat lach tai Vién Huyét
hoc TM TW tir nam 2019-2023.

2.2. Phwong phap nghién ciu: nghién
ctru md ta hdi ciu két hop tién cau, theo doi
doc lién tuc 12 thang sau diéu tri cit lach.

- Phuong phap chon mau: Cac bénh nhén
I TP khéng tri, >15 tudi, c6 diéu tri cat lach.

- Tiéu chuan loai trir: BN mat dau theo
dai.

- Cac chi s6 nghién ctru: Dic diém tudi
giéi cua bénh nhan; dic diém diéu trj trudc
cit lach, diac diém dap ung bénh nhan theo
thoi gian; cac bién chang sau cét lach.

- Phuong phap thu thap sé liéu: Thu thap
sd liu tir bénh an két hop dién thoai phong
van bénh nhan

2.3. Cac tiéu chi danh gia

2.3.1. Tiéu chudn ddp ing4+®

Mirc do dap tng

Tiéu chuan

bap tng hoan
toan (CR)

SLTC > 100 G/L va khong xuét huyét (dua vao két qua 2 lan xét nghiém,
cach nhau trén 7 ngay)

Dbap tng (R)

SLTC > 30 G/L va tang hon 2 1an so v&i SLTC ban dau, khéng cd xuét
huyét (dua vao két qua 2 lan xét nghiém, cach nhau trén 7 ngay)

Khong dap ung
(NR)

SLTC < 30 G/L hoic tang it hon 2 1an SLTC ban dau hoic c6 xuat huyét
(dua vao két qua 2 lan xét nghiém, cach nhau trén 1 ngay)

2.3.2. Tiéu chudn diéu trj cat lach?®
- Bénh nhan ITP khang tri

- Tudi <75 tudi

- Tuy sinh mau binh thuong
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- Bénh nhan dong y phau thuat

- Tinh trang toan than dam bao an toan
cho phau thuat ngoai khoa.

2.3.3. Tiéu chudn bénh nhan khang tri
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Bao gom tit ca céc tiéu chuan sau:

+ Piéu tri kéo dai hon ba thang;

+ Khéng dap (rng hoac mat dap ang voi
cac diéu tri noi khoa

+ S6 luong tiéu cau < 30 G/L.

2.4. Xir ly so ligu: SPSS16.0

. KET QUA NGHIEN cU'U
3.1. Pic diém bénh nhan nghién ciru
3.1.1. Pic diém tuéi gidi
Tudi trung binh ciia nhém nghién ctu 1a
43,5 + 14,7 tudi [16-74]. Bénh nhan cao tudi

Bdng 1: Cac thudc diéu tri hang 2

nhat ¢ chi dinh cat lach 1a 74 tudi. Do tudi
hay gap nhat Ia tir 30 — 50 tudi chiém 46,9 %,
nhom tudi trén 50 tudi chiém 36,7%. Gigi
tinh nit nhiéu hon nam: BN nit 55,1%, BN
nam 44,9%, su khac biét khong co6 y nghia
théng ké (p > 0,05)

3.1.2. Théi diém cat lach

Thoi diém trung binh tir lic chan doan
dén luc cat lach 1a 31,7 thang. (Dai nhat la
182 thang, ngan nhat 1a 3 thang).

3.1.3. Cdc phwong phdp diéu trj hang 2
cua bénh nhan

Cac thudc diéu tri hang 2 S6 lwong BN %
Azathioprin 45 91,8
Mycophenolate Mofetil 27 55,1
Eltrombopag 17 34,7
Rituximab 1 2,04
Ciscloporin 1 2,04
Cyclophosphamid 1 2,04

Cac BN trudc cat lach déu duogc sir dung
céc thube didu tri hang 2, phd bién nhit 1a
Azathioprin (91,8%), Mycophenolate Mofetil
(55,1%), Eltrombopag (34,7%), con cac
thudc khac nhu Rituximab, Ciscloporin it
duoc st dung.

3.1.4. Céc bién chirng diéu tri trwéc cat
lach

Cac bién chirng gay nén cho bénh nhan
truge diéu tri cat lach chu yéu 1a do Corticoid
va cac thudc @c ché mién dich bénh nhan da
dung. Bién chiing hay gap nhat la cushing
75,6 %, nhiém trung 30,6%, dau da day
26,5%.

Bdng 2: CAc bién chirng diéu tri trwéc cit lach

Téac dung phu S6 lwong BN Tong s6 BN nghién ciu Ty 1é %
Cushing 37 49 75,6
Nhiém tring 15 49 30,6
Dau da day 13 49 26,5
Chuot rut 7 49 14,2
Tang huyét &p 7 49 14,2
Mét ngu 6 49 12,2
Pai thao duong 5 49 10,2
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3.2. Pap wng sau diéu tri cit lach
3.2.1. Sé lweng tiéu cdu ngay triwéc cit lach
Bdng 3: Sé lwong tiéu Cau ngay trwéc cat lach

S6 lwong tiéu cau ngay truwéc cit lach N %
<20 G/I 32 65,3

20-50 G/I 12 24.5

>50 G/I 5 10,2
Tong 49 100%

S6 lugng tiéu cau trudc cit lach cua cac bénh nhan rat thap, chi yéu dudi 20 G/L chiém
65,3%.

3.2.2. Dién bién sé lwong tiéu cdu sau cdt lach

Bdng 4: Dién bién sé lweng tiéu cdu trung binh sau cit lach

N S6 lwon S6 lwgng TC (G/I

Thoi diém N : X+ SD - Mirf : Max

Ngay trudc cit lach 49 21,3+ 18,3 4 73
Ngay sau cat lach 49 140,4 + 130,9 13 533
Sau cit lach 1 thang 49 102,4 + 101,2 4 451
Sau cit lach 3 thang 46 98,8 + 89,2 3 533
Sau cit lach 6 thang 39 100,4 + 96,5 5 478
Sau cit lach 9 thang 37 84,3+ 77,3 4 458
Sau cit lach 12 thang 35 99,9 + 98,1 11 455

Dién bién sé luong tiéu cau trung binh khac biét rd truéc va sau cat lach ( p < 0,05),
nhitng thang tiép theo déu & muc cao va 6n dinh, sy khéc biét s6 lwgng tiéu cau trung binh
cac thang tir thang 1 dén thang 12 sau cat lach khong c¢6 ¥ nghia théng ké (p > 0,05)

3.2.3. Pdp 1¢ng ngay sau ngay cdt lach

Bdng 5: Pdp ing ngay sau cdt lach

S6 lwong % %
Khéng dap ung (NR) 6 12,2 12,2
Dap tng mot phan (PR) 22 44.9 578
Pap ng hoan toan (CR) 21 429 ’
Tong 49 100% 100%

Ngay sau ngay cat lach, ti & dap ang bao gdm dap @ng 1 phan va dap (ng hoan toan la
87,8% chiém ti I¢ cao. Ti I¢ khong dap trng chiém ti I¢ thap 12,2%

3.2.4. C4c bién chirng sau cdt lach

Bdng 6: Bién chieng sau cat lach

Bién chirng S6 lwgng BN %
Chay mau sau mo 1 2,05
Huyét khoi 1 2,05
Nhiém tring 4 8,16

Céc bién chang sau cit lach it gap, hay gap nhét 12 nhiém triing sau mo gap 4 truong hop
chiém 8,16%, chay mau va huyet khoi gap 1 truong hop chiém 2,05%.
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3.2.5. Dap rng theo thai gian
Bdng 7: Dién bién ddp irng theo thoi gian

Pap wng Ngay,sa“ 1thang | 3thang | 6thang | 9thang | 12 thang
cat lach
Khong dap ing | 6(12,2 %) | 12(24,5%) |15(32,6%)|10(25,7%)| 10(26,3%) | 10(27,8%)
Pap ing mot phan | 22(44,9 %) | 19(38,8%) | 16(34,8%)|16(41,0%)| 18(47,4%) | 12(36,1%)
Pap ing hoan toan | 21(42,9 %) | 18(36,7%) |15(32,6%)|13(33,3%) | 10(26,3%) | 13(36,1%)
Téng 49 49 46 39 38 35

Dién bién dap ung c6 thay doi theo thoi  (91,8%), Mycophenolat mofetil (55,1%),
gian, ngay sau ngay cit lach dat dap ¢ng tét  Eltrombopag (34,7%), con cac thubc khéc
nhat 87,8%, sau d6 c6 ty lé mat dap Gtng tré  nhu Rituximab, Ciscloporin,

lai va ty 1 dap ¢ng giam di, thap nhat 1 sau
3 thang 67,4%. Dap ung tir thang thir 6 dén
thang 12 6n dinh dan.Thoi diém 1 nim sau
cat lach, ty 1é dap tng (CR+PR) 6n dinh la
72,2%.

IV. BAN LUAN

4.1. Tudi va giéi

Theo nghién ctru cua ching téi, trong sb
nhitng bénh nhan 1TP cét lach, ti 18 nir nhiéu
hon nam (55,1 %) so véi (44,9%), nit/nam la
1,2:1. Dich t& bénh ITP trén thé gi6i va Viét
nam ty Ié nit/nam la 2:1. Nghién cau cua
ching t6i ¢6 ty I& nir thap hon cac nghién
ctru khéac vi day la nhom ITP khang tri, d6 c6
thé 1a Iy do s6 bénh nhan ni it hon. V& tudi
ctia bénh nhan cét lach theo nghién cau cua
ching tdi tudi trung binh 1a 43,5 tudi, két qua
ndy cao hon nghién ctu cua Tran Thanh
Tung va mot sé nghién cau khac23, didu nay
c6 thé 1a do chlng toi ma rong chi dinh diéu
tri cat lach cho nhiing bénh nhan cao tuoi
hon trong giai doan 2019-2023.

4.2. Piéu tri trwéc cat lach

Hau hét cac BN ITP khang trj trudc cat
lach déu duoc st dung cac thudc didu tri
hang 2, phdé bién nhat 1a Azathioprin

Cyclophosphamid it dugc su dung. Céc
thuéc Azathioprin, Mycophenolat mofetil
duoc sir dung nhiéu nhat vi duoc bao hiémy
té thanh toan va van cd hiéu qua trén bénh
nhan ITP khang vdéi corticoid noi chung.
Eltrombopag c6 hiéu qua tét trén nhitng bénh
nhan khang véi diéu tri hang 1, tuy nhién gia
thanh cao, chua duoc bao hiém y té thanh
toan nén sé lwong bénh nhan diéu trj thudc
nay chua nhiéu. Cac thudc khéc it sir dung
hon vi hiéu qua con han ché trén bénh nhan
ITP.

Cac bién chimg diéu tri trudc cat lach
phan 16n do dung corticoid kéo dai. Ching
t6i nhan thay hau hét cac bénh nhan déu gap
phai 1 hay nhiéu cac bién ching trén va do
cling 1a mot trong nhirng 1y do dé béc sy giai
thich chuyén sang phuong phap diéu tri
ngoai khoa cat lach nhdam han ché céc bién
chirng nang hon cho bénh nhan.

4.3. Pic diém dap wng sau diéu tri cat
lach

S6 Iwgng tiéu cau trung binh ngay trudgc
cit lach: 21,3 + 18,3. S6 luong tiéu cau ngay
sau cat lach: 140,4 +130,9. Su khac biét co ¥
nghia théng k& (p<0,001). Dién bién sb
lwong tiéu cau trung binh nhitng thang tiép
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theo déu & muc cao va 6n dinh, sy khac biét
s6 lwong tiéu cau trung binh cac thang tur
thang 1 dén thang 12 sau cat lach khdng c6 y
nghia thong ké (p>0,05)

Vai thoi gian theo d6i trung binh 27,7
+16,3 [2-58] thang, ti 1¢ dap tng chung cho
phuong phap diéu tri cit lach la 83,3%. So
sanh vgi cac nghién cau trén thé gioi theo
GE Pamuk nghién ciru 76 bénh nhan ITP cit
lach, CR dat & 68,4% BN&. Theo Emin Kaya
CR dat dugc khi cat lach ¢ 26 bénh nhan 1
72%°. Naveen Naz Syed nghién curu trén 76
bénh nhan ITP cit lach ty I¢ dap tng CR
50,7%; PR 13,7% va NR chiém 36,5%!0.
Nhu vay céc nghién ciru déu cho thiy dap
tng dat duoc sau cit lach rat tét (> 65%),
thuyén giam lau dai. Sau 1 nam ty 1¢é dap tng
bén viing 1a 72,2%.

Cac bién chiing sau cat lach it gap, hay
gap nhat Ia nhiém trang sau mé gap 4 trudng
hop chiém 8,16%, chay mau 1 truong hop va
huyét khéi gap 1 treong hop, déu chiém
2,05%. Véi sy phat trién cia phau thuat
ngoai khoa, 100% bénh nhan ITP trong
nghién ctu nay déu dwgc mé bang phuong
phap noi soi, it chay méu, kha ning hoi phuc
sau phau thuat nhanh, dic biét s6 luong tiéu
cau rat thap truéc mo (< 10 G/l) ciing khong
phai la can tré ciia phau thuat. S6 lwgng bénh
nhan truéc md c6 tiéu cau thap < 20G/I
chiém dén 65%. Bénh nhan thudng duoc
truyén khéi tiéu cau ngay truéc mo. Khoa
Ngoai bénh vién Bach Mai 14 noi tat ca cac
bénh nhan ITP trong nghién ciru nay chuyén
tuyén dé cit lach, va co kinh nghiém véi cac
bénh nhan phau thuat cat lach khi c6 sb
luong tiéu cau rat thap. 100% bénh nhan
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duoc cit lach bang phuong phép phiu thuat
noi soi, hdi phuc nhanh sau mé.

V. KET LUAN

Qua nghién ctru 49 bénh nhan ITP khang
tri nguoi I6n da diéu tri cat lach tai Vién
Huyét hoc truyén mau TW giai doan 2019-
2023. Két qua ty 1é dap ang chung caa nhém
nghién ctu 83,3% (CR 45,8 %, PR 37,5%),
khong dap tng NR chiém 16,7%. Pap ung
lau bén 12 thang 72,2%. Cac bién ching didu
tri chiém ty I¢ thap, phau thuat cit lach an
toan cho bénh nhan. Cit lach van 13 lua chon
phu hop cho bénh nhan ITP khang tri trong
diéu kién kinh té con han ché cua phan lon
bénh nhan Viét Nam.
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MOT SO YEU TO LIEN QUAN PEN HIEU QUA
PHU'ONG PHAP PIEU TRI CAT LACH O BENH NHAN
GIAM TIEU CAU MIEN DICH NGUYEN PHAT KHANG TRI

Nguyén Thi Thao!, Phan Quang Hoa!, Tran Thi Twoil,
Ping Sinh Huy?, Vii Pinh Hung?, Tran Thij Van!

TOM TAT.

Muc tiéu: M6 ta motsé yéu té lién quan dén
két qua diéu tri cat lach cua bénh nhan (BN)
Giam tiéu cau mién dich nguyén phat (ITP) tai
Vién Huyét Hoc truyén mau TW, giai doan
2019-2023.

Po6i twong nghién ciru va phwong phap
nghién cau: 49 bénh nhan ITP khéang tri trén 15
tudi co diéu tri bang phuong phap cit lach, diéu
tri tai Vién Huyét hoc truyén mau TW tir nim
2019-2023. Phwong phap nghién ciru: md ta hdi
ciru va tién cau, theo déi doc

Két qua nghién ciu: Ty 1é dap tng chung
cua nhom nghién ctru 83,3% (dap ttng hoan toan
(CR) 45,8 %, dap ung mot phan (PR) 37,5%),
khong dap tng (NR) chiém 16,7%. Dap ung lau
bén tai thoi diém 12 thang 72,2%. Tim hiéu méi
lién quan cac yéu té anh huong dén két qua cat
lach ching toi thay: Xét tai c4c thoi diém ngay
sau cat lach, cit lach 1 thang va cat lach 12
thang, nhém tudi 30-50 cé ty ¢ dap ung cao
nhat, tu6i >50 kém dap (ng nhat nhung su khéc
biét chua c6 y nghia thong ké. Ty Ié dap ung dicu
tri cat lach & bénh nhan nam thap hon nit. Sy
khac biét rd rét nhat ngay sau cét lach. Thoi gian
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Chiu trach nhiém chinh: Nguyén Thi Thao
SDT: 0983582212

Email: bsthaohhtm@gmail.com
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tir chan doan dén cit lach sau 6 thang c6 két qua
dap tng 1au bén tét hon truge 6 thang, Bénh nhan
khong dat dap ung ngay sau cat lach trong 2 tuan
lién quan chat ché vai két qua khong dap Gng cit
lach. Cac bénh nhéan dap @ng tét, 6n dinh ngay
sau cat lach 2 tuan c6 két qua dap tng lau dai rat
tot.

Két luan: Mot s6 yéu td lién quan dén dap
g tot vai cit lach bao gdm bénh nhan nit, tudi
30-50, thoi gian cét lach sau 6 thang. Bénh nhan
dap ung tét ngay trong 2 tuan sau cit lach lién
quan chat ché véi dap ung lau bén.

Tir khod: diéu tri ITP, cit lach

SUMMARY
SOME FACTORS RELATED TO THE
RESULTS OF SPLENECTOMY
TREATMENT OF PATIENTS WITH
REFRACTORY IDIOPATHIC
THROMBOCYTOPENIA PURPURA
(ITP) AT THE NATIONAL INSTITUTE
OF HEMATOLOGY AND BLOOD
TRANSFUSION (NIHBT), FROM 2019
TO 2023
Objective: Describe some factors related to
the results of splenectomy treatment of ITP
patients at the NIHBT period 2019-2023.
Subjects and methods: 49 patients with
refractory ITP over 15 years old treated with
splenectomy, treated at NIHBT from 2019 to
2023. Theresearch method is retrospective and
prospective descriptive research combined with
patient interviews according to the research
medical record form.
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Results: The overall response rate was
83.3% (CR 45.8%, PR 37.5%), NR was 16.7%.
Sustain response at 12 months was 72.2%. After
1 month of splenectomy and 12 months of
splenectomy, the 30-50 age group has higher
response rate. Age >50 was the least responsive,
but the difference was not statistically
significant. The response rate in male patients is
lower than that in female. The difference is most
obviousimmediately after splenectomy. The time
from diagnosis to splenectomy after 6 months
has better response results than that before 6
months. Patients who didn’t respond immediately
after splenectomy within 2 weeks are closely
related to no long-term response. Patients who
was good respond immediately after splenectomy
had very good long-term response results.

Conclusion: Factors have been associated
with a good response to splenectomy: female
patients, age 30-50 years and 6 months after
splenectomy. A good response within 2 weeks of
splenectomy is strongly associated with a durable
response.

I. DAT VAN DE

Giam tiéu cau mién dich nguyén phét la
mét trong nhitng bénh ly huyét hoc phé bién.
Cac phuong phéap diéu tri hang 1 chi dem lai
dap ung 70-80%. Van ton tai 20-30% bénh
nhan khong dap wng, khang tri. Cat lach 1a
phuong phap diéu tri bénh c6 dién cua bénh
ITP, véi su xuat hién cac phuong phap diéu
tri hang 2, ty 1é phuong phép diéu tri cat lach
trén thé gigi ngay cang giam nhung vai didu

kién Viét Nam, cit lach van 1a mot phuong
phap diéu tri tét cho ITP khang tri. Liéu cac
yéu té nhu tudi gigi, thoi gian cat lach, dap
ng sau cat lach c6 anh huong dén két qua
dap ang lau dai caa bénh nhan? Nghién cau
nham tim hiéu mot sé yéu té lién quan dén
két qua cit lach & bénh nhan I TP khang tri tai
Vién Huyét Hoc truyén mau TW, giai doan
2019-2023.

I. DOl TUONG VA PHUONG PHAP NGHIEN CUU

2.1. Péi twong nghién cieu: 49 BN ITP
khéang tri trén 15 tudi co6 diéu tri bang
phuong phap cit lach, diéu tri tai Vién Huyét
hoc truyén mau TW tir ndm 2019-2023.

2.2. Phwong phap nghién ctru: mé ta
hoi ctru két hop tién ctu, theo dbi doc 12
thang lién tuc sau cit lach.

- Tiéu chuan chon BN: ITP khang tri,
trén 15 tudi, c6 diéu tri bang cit lach

- Tiéu chuan loai trir: BN mat dau theo
doi

- Céc chi s6 nghién ciu: Cac yéu té lién
quan dén dap ung cat lach tai thoi diém, ngay
sau cit lach, 1 thang, 12 thang sau cit lach:
tudi, gisi, thoi gian diéu tri truwdc cat lach, sb
lwong tiéu cau ngay sau cit lach

- Phuong phap thu thap sé liéu: Thu thap
s6 lieu tir bénh an két hop dién thoai phong
van bénh nhan

2.3. Céac tiéu chi danh gia

2.3.1. Tiéu chudn ddp vngl46

Mirc do dap rng

Tiéu chuan

bap rng hoan
toan (CR)

SLTC > 100 G/L va khong xuat huyét (dwa vao két qua 2 lan xét nghiém,
cach nhau trén 7 ngay)

bap ung (R)

SLTC > 30 G/L va tang hon 2 1an so v&i SLTC ban dau, khdng c6 xuét
huyét (dua vao két qua 2 Ian xét nghiém, cach nhau trén 7 ngay)

Khong déap ung
(NR)

SLTC < 30 G/L hozc tang it hon 2 1an SLTC ban dau hozc c6 xuat huyét
(dua vao két qua 2 lan xét nghiém, cach nhau trén 1 ngay)
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2.3.2. Tiéu chudn diéu tri cat lach?

- Bénh nhan ITP khang tri

- Tudi <75 tudi

- Tuy sinh mau binh thudng

- Bénh nhan dong y phau thuat

- Tinh trang toan than dam bao an toan

cho phau thuat ngoai khoa.
2.3.3. Tiéu chudn bgnh nhan k

hang trit

Bao gom tit ca céc tiéu chuan sau:

+ Piéu tri kéo dai hon ba thang;

+ Khéng dap (rng hodac mat dap ang voi

cac diéu tri noi khoa

+ S lugng tiéu cau < 30 G/L.

2.4. Xir ly s6 liéu: phan mém SPSS 16.0

. KET QUA NGHIEN cUU
3.1. Pic diém bénh nhan
- Tudi trung binh: 43,5 +14,7 [16-74]

tuoi.

- BN nt 55,1% cao hon BN nam 44,9%;
ty 1€ nir:nam 1,22:1

- Thoi gian trung binh tir khi chan doén
dén cat lach 1a: 31,7 + 30,2 [3-182] thang

- Bap wng theo thoi gian:

Bdng 1: Dién bién ddp irng theo thoi gian
Pap wng Nga;lléscaﬁlu cat 1thang | 3thang | 6thang | 9thang | 12 thang
Khbéng dap ung 6(12,2 %) |12(24,5%)|15(32,6%) [10(25,7%)|10(26,3%)|10(27,8%)
Dap ang mot phan | 22(44,9 %) |19(38,8%)|16(34,8%) | 16(41,0%)|18(47,4%) | 12(36,1%)
Daép tng hoan toan | 21(42,9 %) |18(36,7%)|15(32,6%) | 13(33,3%)|10(26,3%) | 13(36,1%)
Tong 49 49 46 39 38 35

Dién bién dap ung thay dbi theo thoi
gian, ngay sau cat lach dat dap ung tét nhat
87,8%, sau d6 co ty |é dap ¢ng giam di, thap
nhét 1a sau 3 thang 67,4%. Pap (g tir thang
thir 6 dén thang 12 6n dinh dan. Thoi diém 1
nam sau cat lach, ty 1é dap ang (CR+PR) 6n
dinh 1a 72,2%.

3.2. Mgt s6 yéu to lién quan dén dap
irng diéu tri cit lach

3.2.1. Lién quan tudi gidi dén ddap irng
diéu tri

a. Lién quan tudi véi ddp vng bénh nhan
sau cat lach 1 thang

Bdng 2: Lién quan tudi véi ddap ieng bénh nhan sau ct lach 1 thang

PL tubi NDRap ng 1 thaRng Tong p
- N 3 5 8
< 30 tué

uol % 25% 13.5 % 16.3 %

N N 5 18 23
30-50 tuol % 41.7% 48.6 % 46.9 %

0,645

S50 tudi N 4 14 18
% 33.3% 37.8 % 36.7 %

. N 12 37 49
g % 100% 100% 100%
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Sau 1 thang ty lé nhém khong dap ang nhiéu nhat & nhém tudi 30-50 tudi, ty Ié dap tng
cling cao nhat & nhém 30-50 tudi. Su khéc biét so véi cac nhom khac khong co ¥ nghia théng
ké (p=0,645).

b. Lién quan tudi véi ddp #ng bénh nhan sau cat lach 12 thang

Bdng 3: Lién quan tudi véi ddap ieng bénh nhan sau cdt lach 12 thang

PL tudi NDI_jp ing 12 thagg Tong P
N N 1 5 6
<30 tud
tol % 10 % 20 % 17.1%
N N 2 13 15
30-50 tuol % 20 % 52 % 42.9%
0,072
>50 tudi N ! ! 14
% 70 % 28 % 40 %
o N 10 25 35
g % 100% 100% 100%

Tai thoi diém 12 thang sau cat lach, nhom dap wng van cao nhat & nhém 30-50 tudi.
Nhom khong dap (ng chi yéu chiém & nhom tudi > 50 tudi. Nhu vdy ching toi nhan thiy
nhom tudi cao kho dap tng hon, tuy nhién su khéc biét nay chua co ¥ nghia théng ké (p =
0,072).

c. Lién quan gigi véi ddap irng bénh nhan ngay sau cat lach

Bdang 4: Lién quan gidi vdi ddp ieng bénh nhan ngay sau cdt lach

DPap &ng ngay sau cit lach <
Gioi NR p tng ?DF){/ CR Tong p
G N 0 14 13 27
u % 0% 63.6 % 61.9 % 551 %
N 6 8 8 22
Nam % 100% 36.4 % 38.1 % 2299 | 001
i N 6 22 21 49
g % 100 % 100 % 100% 100%

Tit ca cac bénh nhan khong dép ung sau cit lach so véi bénh nhan nit, su khac
ngay sau cat lach déu la nam gigi (100%). biét nay c6 ¥ nghia thong ké (p = 0,015).
Bénh nhan nir chu yéu 1a dap ung hoan toan d. Lién quan gioi voi dap ung bénh nhan
va dap ang mot phan (61,9% va 63,%), nhu  sau cat lach 1 thang
vay bénh nhan nam kho dat dap ang ngay

Bdng 5: Lién quan gidi vdi ddp irng bénh nhan sau cdt lach 1 thang

Pap wng 1 thang 2
T
Gioi NR R ong p
. N 4 23 27
N % 33,3% 62,2% 55,1% 0,081
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Nam N 8 14 22
% 66,7% 37,8% 44,9%

Téng N 12 37 49
% 100 % 100 % 100%

Nhdn xét: Tai thoi diém 1 thang, bénh
nhan nam c6 ty Ié khong dap tng cao hon nir
(66,7% so vai 33,3%) va nir co ty 1€ dap tng
cao hon nam (62,2% so v&137,8%). Nhu vay

nam. Tuy nhién sy khac biét chua c6 ¥ nghia
théng ké (p =0,081).

e. Lién quan gidi voi dap ung bénh nhan
sau cat lach 12 thang

bénh nhan nit dé d4p ung hon bénh nhan

Bdng 6: Lién quan gidi véi ddp irng bénh nhan sau cat lach 12 thang

. Pap &ng 12 than .
Giadi N;p ung Rg Tong p

G N 5 16 21
% 50 % 64 % 60 %

N 5 9 14

N 0,445

am % 50 % 36 % 40 %

o N 10 25 35
g % 100 % 100 % 100 %

3.2.2. Lién quan thoi gian tir chdn dodn
dén cdt lach véi ddp irng

a. Lién quan thoi gian tir chdan dodn dén
diéu tri cat lach véi dap ing bénh nhan sau
cat lach 1 thang

Tai thoi diém 12 thang ty 1é khong dap
&ng gita giGi nam va nir kha tuwong dong
hon, ty 1€ dap ung & nhom bénh nhéan nix cao
hon nhoém bénh nhan nam (64% so v&i 36%).
Su khéc biét chwa co ¥ nghia théng ké (p =
0,445).

Bdng 7: Lién quan thei gian tie chdn dodn va diéu tri cit 1ach véi ddp ieng bénh nhan

sau cat lach 1 thang

Thoi gian NRDap ing 1 than% Tong P
< 6 thang N : ! 13
% 46,2 % 53,8 % 100 %
6- 12 thang N 0 12 12
% 0% 100 % 100 % 0.042
> 12 thang N : 18 24 |
% 25 % 75 % 100 %
Téng N 12 37 49
% 24,5 % 75,5 % 100 %
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Dép ung tai thoi diém 1 thang sau khi cat
lach cho thiy trong nhom khéng dap ung,
thoi gian chan doan dén diéu tri ngan < 6
thang c6 ty 1¢ khong dap wng cao nhat (6/12
BN chiém 50%). Thai gian tir chan doan dén
diéu tri sau cat lach 6-12 thang c6 ty l¢ dap
rng cao nhat 100%. Thoi gian chan doan dén

diéu tri cat lach >12 thang co ty 1é dap ung
75,5%. Su khéc biét nay co ¥ nghia théng ké
(p=0,042)

b. Lién quan thoi gian tir chan dodn dén
diéu tri cat lach véi dap ing bénh nhan sau
cat lach 12 thang

Bdng 8: Lién quan thei gian te chdn dodn va diéu tri cit 1ach véi ddp ieng bénh nhan

sau cdt lach 12 thang

Thei gian I\Il)lsp ing 12 thanRg Tong P
N 2 6 8
< 6 than

g % 20 % 24 % 22.9 %

, N 4 6 10
6- 12 thang % 40 % 24 % 28.6 %

0,637

> 12 thang N 4 13 L7
% 40 % 52 % 486 %

T N 10 25 35
g % 100 % 100 % 100 %

Xét dap ung tai thoi diém 12 thang, ty 1é
dap ung cao nhat & nhém bénh nhan cit lach
sau 12 thang (52% cta nhom dap (ng). Tuy
nhién céc su khac biét nay khong cé y nghia
théng k&, hai chi s6 nay chua c6 sy lién quan
(p = 0,637)

3.2.3. Lién quan gii#a ddap wng ngay sau
cdt lach véi ddp ieng 1au dai

a. Lién quan ddp img ngay sau cat lach
voi ddp 1ung sau 1 thang

* NhOm bénh nhan khong dat dap tng
ngay sau cat lach bao gom c6 cac bénh nhan
khong dap (ng ngay sau cat lach va bénh
nhan mat dap &rng lai sau cit lach trong vong
2 tuan.

* Nhom bénh nhan dap wng ngay sau cit
lach gom c6 cac bénh nhan dat dap tng sau
cét lach trong vong 2 tuan

Bdng 9: Lién quan ddp 1rng ngay sau cdit lach véi ddap irng sau 1 thang

Pap ng ngay sau cit lach NR Dap u’an);Rl thang R Tong p
s N 2 4 12 18
% 16.7 % 211 % 667% | 36,7 %
] N 10 15 6 31
Khong % 833 % 78.9 % 333% | 633% | 200
] N 12 19 18 49
Tong
% 100 % 100 % 100 % 100 %
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Nhgn xét: Bénh nhan khong dat dap tng
sau ngay cat lach ¢ ty Ié khong dap (ng tai
thoi diém 1 thang 1a 83,3% va ty Ié dap ung
mot phan ciing chiém 78,9%. Ty 1& bénh
nhan dap ung hoan toan ¢ nhém dap tng sau
cit lach chiém 66,7%. Su khéc biét nay rat
¢6 ¥ nghia théng ké (p = 0,004). Cho thay

cac bénh nhan khong dat dap ung ngay sau
cit lach c6 tién luong dap ung kém vé sau,
hay noi cach khac bénh nhan c6 dap wng
ngay sau cit lach co tién luong dap tng tét
Vé sau.

b. Lién quan ddp img sau cat lach véi
dap wng sau 12 thang

Bdng 10: Lién quan ddp ing sau cdt lach véi ddp irng sau 12 thang

Pat dap wng ngay sau cat lach DNzg) ing 12 thaFr; g Tong p
co N 1 13 14
% 10 % 52 % 40 %
" N 9 12 21
Khong % 90 % 48 % 60 % 0.02
Tén N 10 25 35
g % 100 % 100 % 100 %

Nhgn xét: Tinh tai thoi diém sau cit lach
12 thang, sb lwrong bénh nhan khong déap (rng
c6 tién sir khong dat dap Gng ngay sau cat
lach 9/10 BN chiém ty 1&é 90%, két qua nay
cho thay sé lwong tiéu cAu ngay sau cat lach
va dién bién tiéu cau trong thang dau tién (2
tuan dau tién) lién quan chit chg, tién luong
dén dap (rng vé sau, céc thoi diém 1 théng,
12 thang déu c6 su lién quan rd rét. Cac bénh
nhan dap ung kém ngay sau cat lach trong
vong 2 tuan co tién lwgng dap Gng kém vé
sau, bénh nhan dap wng tét trong vong 2 tuan
dau tién co tién lwgng dap ung tét vé sau. Su
litn quan rat co ¥ nghia théng ké (p = 0,02).

IV. BAN LUAN

4.1. Lién quan tudi giéi

Két qua nghién ciu cho thay lién quan
tudi véi dap ung cat lach tai cac thoi diém
ngay sau cit lach, sau cit lach 1 thang, sau
cit lach 12 thang bénh nhan nhém tudi tré
nhém 30-50 tudi c6 dap tng tét hon bénh
nhan nhém tudi >50 tudi. Su khac biét & cac
nhom so sanh cho thay chua c6 sy lién quan

122

chat ché gitra hai chi s nay, sy khac biét
chua c6 ¥ nghia thong ké. Tuy nhién ciing 1a
thém mot su goi y cho cac nha lam sang khi
dua ra quyét dinh cat lach cho céc bénh nhan
I6n tudi. Theo F Fabis8, yéu td tién doan tich
cuc cho dap tng lau dai vai cit lach la tudi <
40 tudi. Theo Shruti ( Blood, 2018)5, ty &
dap @ng van quan sat thiy ¢ ngudi cao tudi
(> 65 tudi), tuy nhién cac nghién ctru béo cao
ty I€ tai phat cao hon & nhém bénh nhan nay,
ty 1¢ dap ung lau dai chi dat & mac 50%,
ngoai ra bénh nhan cao tudi con co dic diém
¢ nhiéu bénh ly di kém, cac bién chirng sau
cit lach xay ra nhiéu hon.

Trong bénh giam tiéu cau mién dich, s6
lwong bénh nhan nit miac bénh thuong cao
hon nam gigi vai ty 1€ nit/nam khoang 1,4/1
dén 1,5/157. Trong nghién cau caa ching tdi
la cac bénh nhan khang tri va ty 1¢ kha tuong
d6ng nhau hon, nir 55,1%, nam 44,9%, ty I¢
nix/nam la 1,2/1, va ty I& bénh nhan nam
khong dap ung luoén cao hon bénh nhan nir,
danh gia cac thoi diém dap Gng ngay, dap
tng gan (1 thang) va dap tng lau dai (12
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thang) déu cho thy bénh nhan nam khé dap
g hon bénh nhan nit. Py la mot dic diém
ghi nhan ¢ nghién cau caa chung toi.

4.2. Lién quan thdi gian tir chian doan
dén cat lach

Theo khuyén cdo cia ASH 2019 cét lach
nén tri hodn dén sau 12 thang*. Theo phac dd
huéng dan chan doan diéu tri bénh ly huyét
hoc Bo y té Viét Nam?, cat lach chi dinh d6i
v6i bénh nhan ITP dai ding, c6 thoi gian
mac bénh trén 6 thang, khang diéu tri hang
mot, c6 tuy tang sinh mau tiéu cau tét, tinh
trang noi khoa khdng cé chéng chi dinh, gia
dinh dong y cat lach. Trong thuc té 1am sang,
¢ nhitng bénh nhan chung t6i di chi dinh ct
lach sém hon do bénh nhan khong dap rng
V6i cac diéu tri hang mot va hang hai noi
khoa sin c6 (cac thubc tc ché mién dich),
cling nhu khong c6 diéu kién dé dung céc
thudc hang hai c6 chi phi ngoai bao hiém cao
nhu Eltrombopag do doé trong nghién cuu
nay bénh nhan cat lach sém nhat 1a 3 thang
sau diéu tri. Chang tdi tim hiéu méi lién quan
bénh nhan cit lach sém < 6 thang, 6-12
thang va > 12 thang véi dap tng sau cit lach
1 thang, 12 thang. Chang tdi thay cit lach 6-
12 thang, >12 thang c6 két qua tét hon cat
lach <6 thang. C6 thé nhom bénh nhan phai
cit lach trudc 6 thang ciing 1a nhém bénh
nhan khé dap trng. Cac chuyén gia trong hoi
ddng thuan quéc té cho rang tri hodn thoi
gian cit lach mang lai loi ich cho bénh nhan,
do bénh nhan ITP c6 quéa trinh lui bénh tu
nhién khoang 20-30% 4.

4.3. Lién quan dap wng ngay sau cit
lach

Két qua nghién cau cho thay sé lugng
tiéu cau ngay sau cat lach va dién bién tiéu
cau trong 2 tuan dau tién lién quan chat ché
dén dap (rng vé sau, cac thoi diém tir dap ung
sém 1 thang dén dap (ng lau dai 12 thang

déu co6 su lién quan 3 rét, rat c6 y nghia
théng ké. Nghién ctu chung t6i ciing c6 két
luan cuing chiéu véi nghién ciru caa Naveen
Naz Syed!® cho thiy sé lwong tiéu cau tai
ngay thir 14 sau phau thuat lién quan chat
ché dén dap ung vai cat lach. Néu tiéu cau
sau cat lach ngay 14 trén 300G/l thi kha ning
dap wng hoan toan vé sau cao hon khac biét.
Nghién ctu cua C Zoghlami-Rintelenl thi
cho rang s6 lwong tiéu cau sau phau thuat la
du doan tt nhat cho sy lui bénh lau dai (tiéu
cau > 250 G/l 100% bénh nhan van dat CR).
Nhu vay theo ddi tiéu cau tdi thiéu 2 tuan sau
cit lach 1a rat quan trong. Néu dap ung tét
sau 2 tuan thi tién lrong dap ung lau bén kha
chac chan.

V. KET LUAN

Mot s6 yéu td lién quan dén dap ang tot
vé6i cat lach bao gém bénh nhan ni, tudi 30-
50, thoi gian cat lach sau 6 thang. Bénh nhan
dap ung tét ngay trong 2 tuan sau cat lach
lién quan chat ché vaoi dap ang lau bén, bénh
nhan khéng dap ¢ng ngay trong 2 tuan lién
quan chit ch& vai khong dap tng cat lach.
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PAC PIEM LAM SANG, XET NGHIEM VA PANH GIA SO’ BO HIEU QUA
PIEU TRI BACH CAU CAP DONG TUY O’ NGU'O'I CAO TUOI
BANG DECITABIN PON POC TAI BENH VIEN
TRUNG UONG QUAN P OI 108 NAM 2022-2024

Phan Thi Thanh Long?, Lé Thi Thu Huyén?, Nguyén Thj Thay Trang?,
Pham Thi Tuyét Nhung?, Pham Vin Hi¢u!, Nguyén Thanh Binh!

TOM TAT

Pitvan dé: Bénh bach cau cap dong tay &
bénh nhan cao tudi (>60 tudi) co tién luong xau,
ty 1& dap tng hoan toan thap va kha niang séng
st toan bo kém. Viéc sirdung HMA, ching han
nhu decitabine da tré thanh mét chién luge duoc
st dung pho bién cho nguoi 16n tudi mac bénh
bach cau cap dong tay trong nhimg nam gan day.
Muc tiéu: M6 ta dac diém 1am sang, xét nghiém
ctia bénh nhan bach cau cip dong tay ¢ nguoi
cao tudi duoc diéu tri bang Decitabin don doc tai
Bénh vién Trung wong Quan do6i 108 tur thang
1/2022 -thang 6/2024 va nhan xét két qua diéu tri
o nhitng bénh nhantrén. Poi twgng nghién ciu:
25 bénh nhan > 60 tudi duoc chan doan bach cau
cap dong tiy méi chan doan diéu tri Decitabin
don doc. Phwong phap: Nghién ciu md ta cit
ngang, can thiép 1am sang khong ddi chung theo
ddi doc, tién ctu. Két qua: Tudi mic bénh trung
binh 14 70,68+ 7,32, trong d6 nam, n@t Vai ty I€
2,125:1. Thé trang 1am sang theo PSECOG >2 1a
18 (72%), véi chi s6 bénh di kém Charlson (CCI)
>3 la 100%, c6 56% bénh nhan co tinh trang
nhidm khuan tai thoi diém chan doan, bénh nhan
c6 nhu cau truyén hong cau cao téi 80%, truyén

'Bénh vién Trung wong Qudn dgéi 108

Chiu trach nhiém chinh: Phan Thi Thanh Long
SPT: 0398351805

Email: longak33@gmail.com

Ngay nhan bai: 30/7/2024

Ngay phan bién khoa hoc: 01/8/2024

Ngay duyét bai: 30/9/2024

tiéu cau 36%. V& xét nghiém, trung binh % blast
tay 39,16 +18,63,trung vi blast mau 8%, trung
vi bach cAu mau ngoai vi 6.8 G/L, v&i giam bach
ciu trung tinh do 111-1V 48%. Trong 16 bénh
nhéan duoc danh gia tai thoi diém bt dau diéu tri
chu ki 2, nhu cau truyén hong cau giam tir 75%
xudng con 50%, nhu cau truyén tiéu cau giam tur
37,5% xubng con 31,25%, tuy nhién ti 1¢ giam
bach cau trung tinh tang tir 37,5% |én 43,75%, cO
60% bénh nhan cé ghi nhan tinh trang nhiém
trang va viém phdi van la nhiém trung thuong
gap nhat ca trude va saudidutri 1an luot 12 36%
va 44%. Trong 8 bénh nhan diéu tri tir 4 chu ki
tro 1én, ty 1€ dap tng hoan toan la 25%, va ty I¢
loi ich 1am sang 1a 50%. Két luan: Nghién ctu
ctia chling ti gop phan gia ting hiéu biét cho cac
bac si lam sang vé dic diém nhém bénh nhan
bach cau cap dong tily nguoi cao tudi va qua
trinh diéu tri Decitabin trén d6i twong bénh nhan
nay.

Tirkhoa: Bach cau cap dong tay, nguoi cao
tudi, Decitabin, HMA

SUMMARY
CLINICAL CHARACTEISTICS,
LABORATORY TEST AND
ASSESSMENT OF PRELIMINARY
EFFECTIVENESS OF TREATING
ACUTE LEUKEMIA IN THE ELDERLY
WITH DECITABIN ALONE AT 108
MILITARY CENTRAL HOSPITAL IN
2022-2024
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Background: Acute myeloid leukemia in
elderly patients (>60 years old) has a poor
prognosis, low complete response rate, and poor
overall survival. The use of HMASs, such as
decitabine, has become a commonly used
strategy for elderly patients with acute myeloid
leukemia in recent years. Objective: Describe
the clinical and laboratory characteristics of
elderly acute myeloid leukemia patients treated
with Decitabine alone at 108 Military Central
Hospital from January 2022 to June 2024 and
comment on the treatment outcomes in these
patients. Research subjects:: 25 patients >60
years old with newly diagnosed acute myeloid
leukemia treated with Decitabine alone.
Methods: Cross-sectional descriptive study, non-
controlled clinical intervention, longitudinal
follow-up, prospective. Results: The average age
of onsetwas 70.68 + 7.32, with a male to female
ratio of 2.125:1. Theclinical status according to
PSECOG >2 was 18 (72%), with a Charlson
comorbidity index (CCI) >3 of 100%, 56% of
patients had an infection at the time of diagnosis,
80% of patients required red blood cell
transfusion, and 36% required platelet
transfusion. Regarding laboratory tests, the
average % of bone marrow blasts was 39.16 +
18.63, the median blood blasts was 8%, the
median peripheral blood leukocytes was 6.8 G/L,
with grade Il1-1V neutropenia of 48%. In 16
patients evaluated at the start of cycle 2, the need
for red blood cell transfusion decreased from
75% to 50%, the need for platelet transfusion
decreased from 37.5% to 31.25%, however, the
rate of neutropenia increased from 37.5% to
43.75%, 60% of patients reported infection, and
pneumoniawas still the most common infection
both before and after treatment, at 36% and 44%,
respectively. In 8 patients treated for 4 or more
cycles, the complete response rate was 25%, and
the clinical benefit rate was 50%. Conclusion:
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Our study contributes to increasing the
understanding of clinicians about the
characteristics of elderly acute myeloid leukemia
patients and the treatment process of Decitabine
in this patient population.

Keywords: Acute myeloid leukemia, elderly
people, Decitabine, HMA

I. DAT VAN DE

Bénh bach cau cap dong tay & bénh nhan
cao tudi (> 60 tudi) co tién lwong xau, ty 1é
dap wng hoan toan thap va kha niang séng sot
toan bo kém. Viéc s dung héa tri tan cong
tiéu chuan & bénh nhan bach cau cip dong
tiy cao tuodi hodc co bénh déng mac ning
thuong bi han ché do bénh nhan cao tudi thé
trang kém, c6 nhiéu bénh dong méic véi dot
bién di truyén tién lwong Xdu va nguy co
bénh khang tri cao.

Bénh bach cau cap dong tuy va rdi loan
sinh tay dugc dac trung boi sy tang cuong
methyl héa va lam im lang nhiéu gen trong
d6 gen e ché khéi u va cac gen quan trong
khac. Decitabine la mottac nhéan
hypomethylating (HMA). N6 lam giam
methyl héa DNA bang céch wc ché DNA
methyltransferase dan tgi thay doi trong biéu
hién gen cd lgi cho sy biét hoa, giam sy tang
sinh va/hoic ting qua trinh chét theo chuong
trinh cua té bao ung thu.l Viéc st dung
HMA, Chéng han nhu decitabine da tré thanh
mot chién luoc dugc sit dung phd bién cho
ngudi 16n tudi mac bénh bach cau cap dong
tay trong nhirng nam gan day. Vi vay, chlng
tdi tién hanh nghién ctu nay nham muc tiéu:
M@ td déic diém 1am sang, xét nghiém cua
bénh nhan bach cau cap dong tiy & nguoi
cao tusi va danh gid so bé hiéu qua dieu tri
Ciia phdc dé Decitabine don déc.


https://en.wikipedia.org/wiki/Hypomethylating_agent
https://en.wikipedia.org/wiki/Hypomethylating_agent
https://en.wikipedia.org/wiki/DNA_methyltransferase
https://en.wikipedia.org/wiki/DNA_methyltransferase
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I. DOl TUQONG VA PHUONG PHAP NGHIEN CU'U

2.1. Po6i twong nghién ciu: 25 bénh
nhan bach ciu cip dong tay diéu tri
Decitabin tai Khoa Huyét hoc 1am sang Bénh
vién Trung wong Quan doi 108 tur thang
1/2022 t6i thang 6/2024.

Tiéu chudn lwa chen: Bénh nhan >60
tudi chan doan bach cau cip dong tay theo
tiéu chi cua To chac Y té Thé gisi (WHO)
nam 2016 khong du diéu kién diéu tri phac
dd héa tri tan cong tiéu chuan (3+7), duoc
diéu tri ban dau véi decitabine lidu 20
mg/m? truyén tinh mach trong 5 ngay lién
tiép, cac chu ki cach nhau 4-6 tuan, tdy thudc
hoi phuc té bao mau ngoai vi.

Tiéu chudn logi trie: Nhitng bénh nhan
bach cau cip dong tay tha phét sau réi loan
sinh tay c6 tién st diéu tri HMA truge do.

2.2. Phwong phap nghién ciru

2.2.1. Thiét ké nghién ciu: Nghién cau
mé ta cit ngang, can thiép 1am sang khong
ddi chirng theo déi doc, tién ciru

2.2.2. Phwong tién nghién ciru: Thu
thap thdng tin theo mot mau bénh an dya vao
hd so bénh an bao gom: tudi, gisi, dac diém
lam sang, xét nghiém tinh trang nhiém tring
truge diéu tri, trude diéu tri chu ki 2, va chu
Ki 5.

2.2.3. Céac tiéu chudn si dung trong
nghién ciru:

Chi sb thé trang co thé cua bénh nhan
duoc danh gia theo thang diém cua nhém
Ung thu Hop tac mién Pong (PS ECOG),

ll. KET QUA NGHIEN cU'U

tinh trang bénh di kém dugc danh gid bang
Chi s6 bénh di kém Charlson (CCI), phan
nhém tién lwgng bat thuong NST va gen
dugc danh gid theo phan loai tién luong cua
Mang ludi bénh bach cau chdu Au (ELN)
nam 2017. Ty 1€ t&r vong sém dugc danh gia
trong 30 ngdy, 60 ngay sau khi diéu tri.

Danh gia dap Gng sau 4 chu ki dugc dinh
nghia la: (1) Dap ung hoan toan (CR): Ty Ié
blast trong mau va tiy xwong <5%, bach cau
trung tinh >1 GJ/L, tiéu cau >100 G/L, bénh
nhan doc lap truyén mau; (2) Pap tng hoan
toan vaéi té bao mau phuc hdi khong day du
(CRi) dugc xac dinh 1a tinh trang dap ung tat
ca cac tiéu chi vé& CR, ngoai trir bach cau
trung tinh <1 G/L hoic tiéu cau <100 GI/L;
(3) Pap tng mot phan (PR) doi hoi ty 18 blast
trong tay xwong va nam trong khoang 5-25%
va giam it nhat 50%; (4) Cai thién huyét hoc
(HI) duoc dinh nghia 1a su cai thién it nhat
mot trong s6 cac mirc huyét sic to, tiéu cau
va bach cau trung tinh; (5) Cai thién huyét
hoc nhung khong dat dap ung khéach quan
duoc xac dinh khi xét nghiém mau khéng co
tinh trang thiéu méu, giam tiéu cau, giam
bach cau hat trung tinh, nhung khong dat dap
rng V& ty 1é blast trong mau va tay; (6) That
bai didu tri dugc dinh nghia 1a khong dat
duoc it nhat dap tng moét phan hoic cai thién
huyét hoc nhung khong dat dap wng khéch
quan.

3.1. Pic diém lam sang, xét nghiém ciia bénh nhan
Pic diém co ban caa bénh nhan dwgc tém tit trong Bang 1.
Bdng 1: Mgt sé déc diém 1am sang cia bénh nhan (n=25)

Pic diém Sé lwong | %
Tudi trung binh (tudi) 70,68 + 7,32 (60-91)
Nhom tudi
>60 va <75 tudi 18 72
>75 tudi 7 28
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Gigi tinh
Nam 17 68
N 8 32
PS ECOG

<2 diém 7 28
>2 diém 18 72

Chi s6 bénh di kéem Charlson (CCI)
3-5 diém 21 84
>6 diém 4 16

Tinh trang nhiém khuin truéc diéu tri

Viém phoi 9 36
Nhiém khuan huyét 1 4
Viém mo té bao 1 4
Sét nhiém khuan 2 8
Covid-19 giy viém co tim 1 4
Khong nhiém khuan 11 44

C6 nhu ciu truyén truyén hong cau
Co 20 80
Khéng 5 20

C6 nhu céu truyén truyén tiéu ciu
Céo 9 36
Khoéng 16 64

Nhgn xét: Do tudi trung binh 1a 70,68 +
7,32 (60-91) tudi. C6 7 bénh nhan (28%) >75
tudi. Ty 1&6 Nam: Nir 1a 2,125. Phan 16n bénh
nhan c6 PS ECOG > 2 (72%) va 100% bénh
nhan c6 CCl >3 diém véi CCI >6 chiém
16%. Tai thoi diém chan doan co 14 bénh

nhan (56%) c6 tinh trang nhiém trung dugc
ghi nhan cha yéu 1a viém phoi chiém 9/14
bénh nhén, trong khi 80% bénh nhan c6 nhu
cau truyén hong cau va 36% bénh nhan cé
nhu cau truyén tiéu cau.

Chan doan (n=25)

-M
" MO
= M1

M2
" M4
" M5

. Mo

Biéu do 1: Phan logi thé bénh
Nhgn xét: Cha yéu gap bach cau cip thé M4 chiém 46%, sau d6 1a M2 chiém 15%
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Bdng 2: Pdc diém xét nghiém (n=25)

Pic diém S6 lwong %
Trung binh s6 % blast tay 39,16 +18,63 (20-82)
Trung vi s& % blast mau 8 (0-81)
Trung vi s luong bach cau (G/L) 6,80 (1,22-108)
S6 lrgng bach ciu trung tinh (G/L)

Khdng giam (>2) 11 44
Giam do | (1,5 -<2) 0 0
Giam d6 I1 (1-<1,5) 2 8
Giam do 111 (0,5-<1) 5 20
Giam do 1V (<0,5) 7 28

Hemoglobin (g/L)
Khong thiéu mau (>120) 2 8
Thiéu mau nhe (90 -<120) 9 36
Thiéu mau vira (60 -<90) 13 52
Thiéu mau ning (<60) 1 4
S6 lrong tiéu cau (G/L)

Khbéng giam (>150) 5 20
Giam d6 | (100 -<150) 4 16
Giam d6 11 (50 -<100) 7 28
Giam d6 111 (20-<50) 7 28

Giam do IV (<20) 2 8

Phén nhém tién lweng di truyén
Tot 2 8
Trung binh 21 84
Xau 2 8

Nhdn xét: Sb lwong té bao blast trong tiy
xuong trung binh la 39,16 + 18,63 (20-82)
%, ty 1¢ blast trong méau trung vi chi co6 8 (0-
81)%. Trung vi sd lwong bach cau la 6,80
(1,22-108) G/L, c6 toi 48% bénh nhan co
giam bach ciu trung tinh d6 HI-1V; 92%
bénh nhan c6 thiéu mau, cha yéu gap & nhém
thiéu méu mirc 6 vira 9/25 bénh nhan chiém

52%; 80% bénh nhan c6 giam tiéu cau, co
9/25 bénh nhan giam tiéu cau do 11-1V.
84% thudoc nhém tién lugng trung binh,
nhém tién lrong tot va xau déu cé 2 bénh
nhan chiém 8%.

3.2. Két qua diéu tri

3.2.1. Pac diém diéu tri
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Bdng 3: Pdc diém diéu tri (n=25)

Dic diém diéu tri S6 lwong %
Tong s6 chu ki da diéu tri cho 25 bénh nhan 93
Phan loai theo s6 chu ki
S4 bénh nhan diéu tri 1-3 chu ki 15 60
S4 bénh nhan diéu tri > 4 chu ki 10 40
Tinh trang diéu tri
Dang tiép tuc diu tri 7 28
Da ngirng diéu tri 18 72
Nguyén nhan ngirng diéu tri (n=18)
Cham soc giam nhe 5 27,78
Do6i phac d6 hoa chat 7 38,89
Tu vong trudc 30 ngay 2 11,11
Tur vong trong 30-60 ngay diéu tri 4 22,22

Nhdn xét: V&i 93 chu ki da duogc diéu tri
cho 25 bénh nhan, mai c6 10 bénh nhan diéu
tri dugc tir 4 chu Ki tré 1é€n, va hién tai chi
con 7 bénh nhan tiép tuc diéu tri Decitabin
don doc, c6 téi 18 bénh nhan da nging diéu
tri chiém 72%. Ly do ngimng diéu tri bao gém
d6i phac dd hoa chat 7/18 bénh nhan, chuyén

cham soc giam nhe 5/18 bénh nhan, 2/18
bénh nhan tir vong trong 30 ngay diéu tri dau
tién va 4/18 bénh nhén tir vong trong 30 ngay
diéu tri tiép theo.

3.2.2. Két qud diéu tri sau diéu tri 1 chu

ki Decitabin

Bdng 4: Thay déi huyét hoc trwée diéu tri va sau 1 chu ki Decitabin (n=16)

Mot sb chi s6 vé huyét hec

Thoi diém danh gia

Bénh nhén diéu tri >2 chu ki Truéc diéu tri Trudéc chu Ki 2
C6 nhu cau truyén hong cau (n,%) 7}52% 5(?%
C6 nhu cau truyén tiéu cau (n, %) 37’65% 3 1125%
Giam bach ciu trung tinh do I11-1V (n, %) 37?5% 43’;5%

Nhdgn xét: Danh gia trude khi diéu tri chu ki 2 Decitabin, s6 bénh nhan c6 nhu cau truyén
hong cau giam tir 12 > 8 bénh nhan (75> 50%), s6 bénh nhan ¢ nhu cau truyén tiéu cau
giam tir 6->5 bénh nhan (37,5 31,25%) va s6 bénh nhan giam bach cau trung tinh d6 11-1V

tang tir 6 >7 bénh nhan (37,5 = 43,75%).

Bdng 5: Tinh trang nhiém tring trwée va sau diéu tri 1 chu ki Decitabin (n=25)

Tinh trang nhiém tring _Truge diéu tri __Sau chukil
’ So lrong % So lrong %
Khong nhiém tring 11 44 10 40
Nhiém khuan huyét 1 4 0 0
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Viém phoi 9 36 11 44

Nhiém khuin duong tiéu héa 0 0 2 8
Viém mo6 té bao 1 4 2 8

Nhiém tring khong rd cin nguyén 2 8 0 0
Covid 19 gay viém co tim 1 4 0 0

Nhdn xét: Trudc diéu tri c6 56% bénh
nhan ghi nhan tinh trang nhiém trang, véi
viém phoi thudng gap nhat 36%. Sau diéu tri
Decitabin chu ki 1, c6 60% bénh nhén cé ghi
nhan tinh trang nhidm tring va viém phoi
van 1a nhiém trung thudng gap nhat 44%.

3.2.3. Két qud diéu tri sau 4 chu ki
Decitabin

Mac du ¢6 10 bénh nhan diéu tri tir 4 chu
ki Decitabin tro 1én, chung téi chi danh gia
dap trng dugc 8 bénh nhén, 2 bénh nhéan con
lai chua dén ki danh gia dap tng. Céac két
qua diéu tri dugc thé hién dudi day:

Bdng 6: Thay déi huyét hoc trwée diéu tri va sau 4 chu ki Decitabin

Bénh nhén diéu tri > 4 chu ki (n=8)

Truéce diéu tri

Truwéc chu ki 5

, X A A A 5 3
C0 nhu cau truyén hong cau 62.5% 37,5%
P A A P A 1 2
C6 nhu cau truyen tiéu cau 12.5% 25%
., A : A 3 2
Giam bach cau trung tinh d¢ I11-1V 37.5% 25%

Nhdn xét: Nhu cau truyén hong cau giam tir 5 xuéng con 3 bénh nhan, tiéu chi nhu cau
truyén tiéu cau tang tir 1 I1én 2 bénh nhan va giam tir 3 xudng 2 bénh nhan co tinh trang giam

bach cau do 111-1V.

Bdng 7: Danh gia ddap rng sau 4 chu ki Decitabin

Két qua diéu tri (n=8) S6 lwong %

Dap rng hoan toan CR* 2 25

Cai thién huyét hoc nhung khong dat dap ung khach quan** 2 25
That bai diéu tri 3 37,5
Khong danh gia duoc 1 12,5

Ty 1€ lgi ich 1dm sang (* + **) 4 50

Cai thién huyét hoc

Cai thién hong cau 4 50

Cai thién tiéu cau 2 25
Cai thién bach ciu trung tinh 1 12,5
Bat Ki cai thién huyét hoc 5 62,5

Nhdgn xét: Sau 4 chu ki, c6 2/8 (25%)
bénh nhan dat lui bénh hoan toan, 2/8 (25%)
bénh nhan c6 cai thién huyét hoc nhung
khong dat dap ng khach quan, véi ty 1€ loi

ich 1am sang dat duoc la 4/8 (50%) bénh
nhan, 3/8 (37,5%) bénh nhan dugc danh gia
la that bai diéu tri. Tinh riéng ting dong té
bao mau, cé 5/8 bénh nhan (62,5%) bénh
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nhan cd bat ki cai thién huyét hoc, 4/8 bénh
nhan (50%) cai thién dong hong cau, riéng
bach cau trung tinh, cd ty I¢ cai thién it nhat
12,5% (1/8 bénh nhan).

IV. BAN LUAN

4.1. Pac diém lam sang, xét nghiém
cua bénh nhan

Nghién ctru trén 25 bénh nhan cho thay:
D6 tudi trung binh 1a 70,68 + 7,32 (60-91)
tudi. CO 7 bénh nhan (28%) >75 tudi. Ty I&
Nam: Nir 1a 2,125. Tudi trung binh cua bénh
nhan ching t6i thap hon nghién ctru cua tac
gia Kwai Han Yoo0? la 73,9 (65-91), cao hon
Nguyén Quéc Nhat3 13 65,5 tudi. Phan lon
bénh nhan c6 PS ECOG > 2 (72%) va 100%
c6 CCl > 3 diém v6i CCl >6 chiém 16%.
So sanh vé&i nghién cau cua tac gia Nguyén
Quéc Nhat? ty 1¢ bénh nhan ¢6 PS ECOG 1
va 2 diém chiém lan lugt 60% va 40%, hay
tac gia Kwai Han Yoo? ECOG >21352,1%
thé trang bénh nhan cia chung t6i kém hon.
Khi so séanh chi s CCI cua tac gia Matteo
Molica?, bénh nhan cua ching tdi c6 ganh
nang di kéem lon hon vdi 100% c6 CCI > 3
diém. Tai thoi diém chan doan c6 14 bénh
nhan (56%) c6 tinh trang nhiém trung dugc
ghi nhan chu yéu la viém phoi chiém 9/14
bénh nhan. So sanh véi tac gia Matteo
Molica* c6 ty l¢ nhiém tring la 22,9%, véi
viém phdi 1a 12,7%. Nhu cau truyén hong
cau va tiéu cau caa bénh nhan trong nghién
ctru cia chdng toi lan luot 1a 80% va 20%
cao hon so vai tac gia Matteo Molica* 62,3%
(c6 nhu cau truyén hong ciu va/hoic truyén
tiéu cau).

Vé dic diém xét nghiém trudce didu tri
caa nhém bénh nhén nghién cuu: Ty I€ trung
binh té bao blast trong tuy xuwong la 39,16 +
18,63 (20-82) %, tuy nhién ty I¢ blast trong
méu trung Vi chi c6 8 (0-81)% cho thiy &
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nhém bénh nhan cao tudi, té bao blast chu
yéu cu tra trong tiy xuong. Ty I8 blast trong
mau ngoai vi caa chdng toi thap hon so véi
tac gia Nguydn Qudc Nhat® voi trung vi
20,5% (0-95%). Trong xét nghiém mau,
trung vi s6 lwong bach cau la 6,80 (1,22-108)
GIL, c6 t&i 48% bénh nhan c6 giam bach cau
trung tinh d6 111-IV, diéu nay ciing giai thich
cho tinh trang nhidm trung truéc diéu tri
trong nhom bénh nhan nghién ctru cua ching
tbi toi 56%. Trong nghién curu cua ching toi
ty 1é thiéu mau va giam tiéu cau lan luot la
92% va 80% tuong tu V&i tac gia Nguyén
Quéc Nhat3 véi ty 1é nay lan luot 12 95% va
82,5%. Theo phan nhém tién lwong bét
thuong NST va gen, nhom tién lrong tét co
2 bénh nhan chiém 8% gom 1 bénh nhan cé
gen NPM1, 1 bénh nhan c6 gen AML/ETO.
Nhém tién Iuong xau c6 2 bénh nhan chiém
8% gom 1 bénh nhan cé gen FLT3-1TD va 1
bénh nhan c6 da ton thuong nhiém sic thé
phic tap. Nhom tién lugng trung binh trong
nghién ctru cua ching toi 1a 84% cao hon cua
tac gia Matteo Molica* 48,8% va cua Nguyén
Quéc Nhat3 37,5%.

4.2. Két qua diéu tri

4.2.1. Pic diém diéu tri

Vé6i 93 chu ki da duge diéu tri cho 25
bénh nhan, ¢6 10 bénh nhan diéu tri dugc tur
4 chu ki tro 1én, va hién tai chi con 7 bénh
nhan tiép tuc diéu tri Decitabin don doc, co
téi 18 bénh nhan di nging diéu tri chiém
72%. Ly do ngirng diéu tri bao gom ddi phac
dd hoa chat 7/18 bénh nhan, chuyén chim
soc giam nhe 5/18 bénh nhan, 2/18 bénh
nhan ti vong trong 30 ngay diéu tri dau tién
va 4/18 bénh nhéan tu vong trong 30 ngay
diéu tri tiép theo. 6 bénh nhan tir vong trong
nghién ctu caa chung téi déu do nhiém
khuan, cd 5 bénh nhan viém phéi va 1 bénh
nhan nhiém trung duong tiéu hdéa. Trong
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nghién ctu cua Matteo Molica?, c6 94/220
(42,73%) bénh nhan ngimg diéu tri trong
vong 4 chu ki dau tién va ty I¢ tir vong 15%.
Khi so sanh véi tac gia Kwai Han Yoo0?, ¢6
toi 12/96 bénh nhan tir vong trong chu ki
diéu tri dau tién, voi nguyén nhan chinh 1a
nhiém tring 9/12.

4.2.2. Két qud diéu tri sau diéu tri 1 chu
Ki Decitabin

Sau 1 chu ki diéu tri v6i Decitabin, két
qua cho thay liéu phap nay cai thién tinh
trang phu thudc truyén méau véi sé bénh nhan
¢6 nhu cau truyén hong cau giam tir 12 > 8
bénh nhan (75> 50%), s6 bénh nhan c6 nhu
cau truyén tiéu cau giam tir 6->5 bénh nhan
(37,5> 31,25%), s6 bénh nhan giam bach
cau trung tinh d6 11-IV tang tir 6 >7 bénh
nhan (37,5 - 43,75%). Trong nghién ctu
cua tac Nguyén Quéc Nhat3, ty 1é giam bach
cau trung tinh va sét giam bach cau hat sau
chu ki 1 Decitabin lan luot 12 65% va 45%.
Sau 1 chu ki Decitabin ty I€ bénh nhéan co
nhu cau truyén hong va tiéu cau giam, nhung
ty 1¢ bénh nhan giam bach cau hat do I11-1V
va tinh trang nhiém khuan ting, dic biét trén
nhom bénh nhan da co tinh trang giam bach
cau hat trung tinh tir trude diéu tri. Trong sd
11/25 (44%) bénh nhéan khdng co tinh trang
nhidém tring trude diéu tri da co 4/11 bénh
nhan mic mai viém phoi va trong s6 14/25
(56%) bénh nhan c6 nhiém trung trude diéu
tri c6 3 bénh nhan viém phdi da duoc diéu tri
6n dinh. Ca trudc va sau diéu tri Decitabin
chu Ki 1, tinh trang nhiém trang thuong gap
nhat 12 viém phoi vai ty 1¢ lan luot 12 36% va
44%. Ngoai ra, nhidm khuan duong tiéu hoa
sau diéu tri Decitabin xay ra vgi hai bénh
nhan, mot bénh nhan tiéu chay mac do nang
gdy suy da tang tién trién ti vong, 1 ca ro
hau mén can phau thuat.

4.2.3. Két qud diéu tri sau 4 chu Ki
Decitabin

Trong s6 8 bénh nhan diéu tri duoc tir 4
chu ki Decitabin trg Ién, nhu cau truyén hong
cau giam tir 5 xuéng con 3 bénh nhan, nhu
cau truyén tiéu cau tang tir 1 1&n 2 bénh nhan
va giam tir 3 xudng 2 bénh nhan cé tinh trang
giam bach cau do 1-1V. Trong s6 8 bénh
nhan trén, c6 2 bénh nhan (25%) dat lui bénh
hoan toan, 2 bénh nhan (25%) co cai thién
huyét hoc nhung khong dat dap wng khach
quan, véi ty 1€ lgi ich 1am sang dat duoc la
4/8 bénh nhan (50%). C6 3 bénh nhan dugc
danh gia 1a that bai diéu tri. 1 bénh nhan suy
tiy kéo dai sau hoa tri, c6 2% té bao blast
trong mau va 3% té bao blast trén tay do (s6
luong té bao tay 3G/L), bénh nhan con phu
thudc truyén hong cau, tiéu cau va chua duogc
lam xét nghiém sinh thiét tay xuong, bénh
nhan nay sau d6 dugc cham soc giam nhe tai
dia phuong nén khong danh gia dap wtng
duoc. V&i 2 bénh nhan dat lui bénh c6 1
bénh nhan thudc nhom tién lwgng trung binh
va mot bénh nhan thudc nhom tién leong tét
c6 gen NPM1 duong tinh, trong khi 6 bénh
nhan con lai déu thudc nhém tién lwong
trung binh. Pén thoi diém két thic nghién
ctu, 2 bénh nhan dat lui bénh sau 4 chu ki
Decitabin van dang dat lui bénh lan lugt &
thang thir 8 va thang thtr 11 sau chan doan.
Khi so sanh dap tmg diéu tri sau 4 chu ki
Decitabin, ty ¢ bénh nhan dat CR trong
nghién ctru cua chiing t6i 1a 25% cao hon tac
gia Nguyén Quéc Nhat3, Kwai Han Y002 va
Matteo Molica* véi CR lan luot 17,5%,
12,9% va 18,6%. Vé ty Ié lgi ich 1am sang
sau 4 chu ki Decitabin trong nghién ciru cua
ching toi 1a 50% tuong duong tac gia Kwai
Han Y002 52% va cao hon tic gia Nguyén
Qudc Nhat® 32,5%. Tuy nhién nghién ctu
ctia ching tdi c6 sé lwong bénh nhan it, cac
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so sanh vé dap ung sau diéu tri véi céc
nghién ctru khac con nhiéu han ché. Vi vay,
can tiép tuc nghién ctu véi ¢ mau I6n hon
va thoi gian theo dbi dai hon dé danh gia dap
tng diéu tri.

V. KET LUAN

Nghién ctru trén 25 bénh nhan bach cau
cap dong tay ¢ nguoi cao tudi duoc diéu tri
bang Decitabin don doc tai Khoa Huyét hoc
lam sang, Bénh vién Trung wong Quan doi
108 tir thang 1/2022- théng 6/2024, chling toi
rit ra dugc mot sb két luan sau:

- Bénh nhan bach cau cip dong tay cao
tudi c6 thé trang kém, nhiéu bénh di kém, co
ty 1& nhiém trung ldc chan doan cao chiém
56%, thuong gap nhat 1a viém phoi.

- V& xét nghiém, bénh nhan bach cau
cap dong tay cao tudi thudng co tinh trang
giam céc té bao mau véi ty 18 bénh nhan
giam bach cau trung tinh do I11-1V 1a 48%,
thiéu mau 1a 93% va giam tiéu cau la 80%.

- Sau 1 chu ki Decitabin ty I& bénh
nhan c¢6 nhu cau truyén mau giam tir 75>
50% véi hdng cau, tir 37,5 31,25% Voi
tiéu cau, nhung tang ty I¢ bénh nhan giam
bach cau hat do 111-1V va nhiém khuén lan
luot 1a 37,5 2 43,75% va 56> 60%.

- Véi nhém bénh nhan dugc diéu tri tur
4 chu ki Decitabin tr¢ [én, ty 1€ dap (rng hoan
toan la 25%, va ty 1€ loi ich 1dam sang l1a 50%,
cai thién bat ki dong té bao mau 1a 62,5%.

Qua nghién ctru nay, chang téi hi vong
da gop phan gia tang kinh nghiém cho céc
béc si 1am sang vé dic diém nhém bénh nhan
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bach cau cap dong tay ngudi cao tudi va qua
trinh diéu tri Decitabin tir do cai thién két
qua diéu tri can c6 chién lugc phdi hop cac
thudc HMA véi cac nhan t6 méi, vi du thube
rc ché BCL-2 va quan ly tac dung phu dé
nang cao hiéu qua diéu tri trén ddi tuong
nhém bénh nhén nay.
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BU'O'C PAU PANH GIA HIEU QUA PIEU TRI BACH CAU CAP
TIEN TUY BAO VO'I PHAC PO CO ARSENIC TRIOXIDE
TAI BENH VIEN TRUYEN MAU HUYET HOC TP. HO CHi MINH

Pinh Gia Khanh!2, Nguyén Oanh Thuy Linh2, Trinh Thuy Dwong?,

TOM TAT

Muc tiéu nghién ciu: Panh gia dic diém
sinh hoc, dap ung diéu tri, thoi gian séng con va
bién ching trong diéu tri Bach cau cép tién tuy
bao bang phac d6 c6 Asenic trioxide.

Phwong phap nghién ciu: M0 ta hang loat
ca, hdi cuu.

Péi twong nghién ciu: 22 bénh nhan (BN)
thoa tiéu chuan chon mau vai tudi trung vi la 41
tudi, dugc diéu tri bang phac d6 c6 Asenic
trioxide tai khoa Huyét hoc nguoi 16n tai Bénh
vién Truyén méau Huyét Hoc tir thang 01/2012 —
5/2023.

Két qua: Co 45,4% BN dugc phan nhom
nguy co cao, va dén 59,1% c6 diém DIC tir 5
diém tro 1én. Triéu ching 1am sang noi bat 1a
thiéu mau (95,5%) va xuat huyét (91,5%). Xuit
huyét da la phé bién nhat, xuat huyét noi so la
4,5%. Tin hiéu dot bién Nhiém sic thé khac trén
FISH kém theo chiém 22,7%. Toan bo BN dat lui
bénh sau giai doan tin cong va ting cudng vé
huyét hoc va sinh hoc phan ti. Ching tdi ghi
nhan thoi gian sdng toan bo (OS) va thoi gian
sbng khong bénh (DFS) sau 6 nam déu la 80%.

'Pai Hoc Y Duroc TP. HCM

2Bénh vién Truyéen mau Huyét hoc TP. HCM
Chiu trach nhiém chinh: Dinh Gia Khanh
SDT: 0387870506

Email: gkhanh94 @gmail.com

Ngay nhan bai: 30/7/2024

Ngay phan bién khoa hoc: 01/8/2024

Ngay duyét bai: 27/8/2024

Nguyé&n Ngoc Qué Anh2, Tran Quéc Tuan!?2

Mot truong hop tai phat mudn vatir vong do xuét
huyét ndo. Ti Ié Hoi ching biét hoa do diéu tri la
22,7%, bién cd thuong gip nhit do diéu tri 1a
ting transaminase gan, chi yéu do | — II.

Két luan: Phac do diéu tri BCCTTB c6 ATO
la mot phuong an cho ti I¢ lui bénh cao vé mat
huyét hoc va sinh hoc phan tir bat ké nhém nguy
co, V&i bién ¢b bat lgi it hon so véi hoa tri liéu
truyén thdng, nhimg doc tinh ghi nhan duoc khi
st dung ATO da phan khong anh hudng dén cuc
dién néi chung, thé chdp nhan va kiém soat dwoc.

Tirkhoa: Bach cau cap tién tuy bao, chuyén
doan t(15;17), PML-RARa, Asenic trioxide

SUMMARY
PRELIMINARY ASSESSMENT OF THE
TREATMENT EFFECTIVENESS OF
ACUTE PROMYELOCYTIC
LEUKEMIA WITH ARSENIC
TRIOXIDE PROTOCOL AT THE
BLOOD TRANSFUSION AND
HEMATOLOGY HOSPITAL HCMC

Objective:  Evaluate the biological
characteristics, treatment response, survival time,
and complications in the treatment of Acute
Promyelocytic Leukemia (APL) using a regimen
containing Arsenic Trioxide.

Methods:  Descriptive  case  series,
retrospective study of 22 patients who met the
sampling criteria with a median age of 41 years,
treated with an Arsenic Trioxide regimen at the
Adult Hematology Department of the Blood
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Transfusion Hematology Hospital from January
2012 to May 2023.

Results: 45.4% of patients were classified as
high-risk, and 59.1% had a DIC score of 5 or
higher. Prominent clinical symptoms were
anemia (95.5%) and hemorrhage (91.5%). Skin
hemorrhage was the most common, with
intracranial hemorrhage in 4.5%. Additional
chromosomal mutation signals on FISH were
presentin 22.7% of cases. All patients achieved
remission after the induction and consolidation
phases both hematologically and molecularly.
We recorded an overall survival (OS) and
Disease-free survival (DFS) rate of 80% after 6
years. There was one case of late relapse and
death due to cerebral hemorrhage. The incidence
of differentiation syndrome due to treatment was
22.7%, and the most common adverse event from
treatment was elevated liver transaminases,
mainly grade I-Il. Conclusion: The ATO-
containing treatment regimen for APL results in
a high remission rate both hematologically and
molecularly, regardless of the risk group. With
fewer adverse events compared to traditional
chemotherapy, the toxicities observed with ATO
are generally manageable and acceptable, not
significantly impacting the overall outcome..

Keywords: Acute Promyelocytic Leukemia,
t(15;17) translocation, PML-RARa, Arsenic
Trioxide.

I. DAT VAN DE

Bach cau cép tién tuy bao (BCCTTB) la
phan nhém riéng cua Bach cau cap dong tuy,
c6 biéu hién 1am sang va phuong phap diéu
tri khac biét véi cac nhom con lai. Bénh
duoc gay ra bai chuyén vi giira nhiém sac thé
15 va 17 tao t6 hop gene PML-RARa, san
pham cua t6 hop nay ngan chan su biét hoa
c4c té bao dong tay tai giai doan tién tay bao.
Bénh c6 thé dién tién nhanh va gay tir vong
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sém trong nhitng ngay dau méi chan doan do
c6 thé gay xuat huyét nghiém trong dic biét
la trong bdi canh Pong mau ndi mach lan
toa.

Nhitng tién bo trong y hoc hién dai, véi
su ra doi cia ATRA (All-Trans Retinoic
Acid) da dua nhom bénh tung duoc coi la co
ti 1é tor vong cao nay tré nén cd kha nang
chtra khoi hoan toan. Bén canh do, su tham
gia cia ATO (Asenic trioxide) trong cac
chuong trinh diéu tri BCCTTB ngay nay da
dem lai nhiéu hiéu qua vuot troi va ti 18 bién
cb thap hon.

Tai bénh vién Truyén Mau Huyét Hoc
HG Chi Minh, tir nhitng ndm 2007 da bat dau
4p dung didu tri ATRA két hop
Anthracycline cho nhitng nguoi bénh duoc
chan doan BCCTTB. Nhung trén thé gigi noi
chung va tai Viét Nam ndi riéng, su kha
dung caa ATO van con gidi han va van chua
that sy ung dung rong rdi trong diéu tri
thuong quy. Dir liéu 1&m sang caa ATO con
han ché va dic biét ¢ Viét Nam van chua co
cdng bd khoa hoc cu thé nao vé hiéu qua cua
tac nhan nay trong diéu tri BCCTTB, ching
tdi tién hanh nghién cau nay véi muc tidu
trong tam 1a dap Gng diéu tri, thoi gian sbng
con va bién ching trong diéu tri.

Il. DOl TVONG VA PHUONG PHAP NGHIEN CU'U

Péi twong nghién ciru

22 bénh nhan dugc chan doan BCCTTB
thoa tiéu chuan chon mau, dugc diéu tri bang
phac dd c6 Asenic trioxide (ATO) tai khoa
Huyét hoc nguoi lon tai Bénh vién Truyén
méu Huyét Hoc tir thang 01/2012 — 5/2023.

Thiét ké nghién ciru

M0 ta hang loat ca, hdi ctru.

Phwong phap nghién ciru

Tiéu chudn chen mdu
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Tat ca céac tiéu chuan sau: Tudi > 16;
chan doan xac dinh 1a bach cau cip tién tuy
bao véi hinh thai M3 theo FAB [1]; C6 dot
bién t(15;17) trén Nhiém sic thé d6 va/hoic
trén FISH va/hoic ¢ to6 hop PML/RARA
dya trén RT-PCR; Pugc diéu tri phac do c6
ATO.

Tiéu chudn logi trir

Bénh nhi ¢ bat ky 1 tiéu chuan nao sau
day sé€ bi loai khoi nghién ciru: BCCTTB tai
phét, tirng duoc hod tri bat ky trudc ngay dau
nhap vién; Mac bénh 1y ac tinh khac dong
thot;

Phwong phap diéu tri

e Dbi v6i nhom BC< 10k/ul: (phac do
Lo. Coco [3]):

o Giai doan tan cong: ATRA: 45 mg/m?/
ngay va ATO 0,15mg/kg/ ngay, dén khi dat
lui bénh.

oGiai doan cang c¢b:  ATO
0,15mg/kg/ngay x 5 ngay/tuan x 4 tuan, cach
4 tuan x 4 chu ki; ATRA 45mg/m2/ngay x 2
tuan cach 2 tuan x 7 chu ki.

e D6i voi nhom BC >10k/uL (phac do
APML 4 [8]).

o Giai doan tan cong: ATRA 45 mg/m?/
ngay (N1-N36); ATO 0,15 mg/kg ngay (N9-
N36); ldarubicin 6-12 mg/m2/ngay (N2, N4,
N6, NB8) (Tuéi < 60: Idarubicin
12mg/m2/ngay, Tuoi 60 - 70: ldarubicin
9mg/m2/ngay, tudi > 70: Idarubicin 6 mg/m2
Ingay; Ching tdi str dung Daunorubicin liéu
45mg/m? hogc Mitoxantrone 10mg/m? trong
treong hop Idarubicin khéng kha dung)

oGiai doan ting cuong 1: ATRA
45mg/m?/ ngay x 28 ngay, ATO 0,15 mg/kg/
ngay x 28 ngay.

oGiai doan tang cuong 2: ATRA 45
mg/m?/ngdy X 7 ngay x tuan 1, 3, 5; ATO
0,15 mg/kg/ngay x 5 ngay/tuan x 5 tuan.

e Péanh gia bénh, diéu tri du phong va b
tro:

oNhém nguy co cao: Prednisone 1
mg/kg/ngay N1 dén khi BC < 1000 /uL hozc
dén khi Hoi chuang biét hoa 6n dinh.

o Hydroxyurea khi ¢ ting bach cau do
sir dung ATO (0,5 g/ ngay khi BC < 50 x
10°/uL, 1g/ ngay khi BC > 50 x 10%/uL)

o Tuy dd danh gia lui bénh vao ngay 28
cua giai doan tan cong.

o Tuy d6 va kiém tra PML-RARa (Binh
tinh hoic dinh Ivong) sau khi két thuc diéu
tri Tang Cudng.

e Diéu tri duy tri kéo dai 24 thang (ap
dung cho nhoém nguy co cao):

o ATRA 45mg/m?/ngay x 15 ngay dau
mdi 3 thang; Methotrexate: 15mg/m2/tuan;
Mercaptopurine: 75mg/m?2/ngay.

e Danh gia dap tng diéu tri [6]:

oLui bénh hoan toan (Complete
Remission): Mat d6 té bao tuy binh trung
binh - kha, ba dong té bao tuy binh thuong,
té bao non dudi 5% té bao c6 nhan trén xét
nghiém tuy d6. S luong tiéu cau > 100 x
10%/L, sb lwong tuyét dbi cia Neutrophil > 1
x 109/L.

oLui bénh sinh hoc phan tu: Két qua
dinh tinh PML-RARa bang phuong phap
RT-PCR am tinh (sau diéu tri ting cuong)

o Tai phat: Tuy d6 ghi nhan > 5% té bao
non trong tuy va/hoic RT-PCR (T6 hop
PML/RARa) duong tinh 2 1an lién tiép cach
nhau 4 tuan sau sau khi da dat lui bénh sinh
hoc phan tir.

Phuwong phap thu thap va xir ly s6 liéu

Cac thong tin duoc thu thap bao gom
thong tin hanh chinh, dic diém lam sang,
sinh hoc, théng tin trong va sau qué trinh
diéu tri. Dir liu dugc nhap, phan tich bang
Microsoft Excel 365 va phan mém R 4.1.0.

Bién s chinh cua nghién cuu:
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e Thoi gian séng toan bo (OS): Thoi gian
tinh bang nam, tir 10c bénh nhan bét dau diéu
tri dén khi tar vong vi bat ky nguyén nhan
nao, mat theo ddi hoac két thic nghién ciru .

e Thoi gian séng khong bénh (DFS):
Thoi gian tinh bang nam, tir IGc bénh nhan
dat duoc lui bénh sinh hoc phan tir dén khi
tai phat huyét hoc hay tai phat sinh hoc phan
tt hoac tir vong do bénh BCCTTB.

e Diém DIC: Theo thang diém cia hoi
Huyét khoi dong mau va tic mach thé gigi
ISTH [6]

e Hoi chung biét hoa :thwdong xuit hién
trong nhitng ngay hoic tuan dau tién diéu tri

BCCTTB, xac dinh khi xuat hién > 3 trong
c4c triéu chung (Pugc xép do nang khi ¢ tir
4 triéu chung tro 18n): sét khong rd nguyén
nhan, khé tho, tran dich mang phdi, tham
nhiém phoi, ting can, phu ngoai bién, suy
than hay ha huyét ap [6].

. KET QUA NGHIEN cU'U

Piic diém chung

Tu thang 01/2012 — 5/2023, 22 bénh
nhan thoa diéu kién chon miu. C6 do tudi
trung vi 1a 41 tudi (Khoang dao dong tir 19 -
75 tudi). Ti 1é nam/nit 1a 1/1,2.

Bdang 5. Déc diém chung ciia nhém nghién civu

Pic diém S6 lwong (n) Tilg

Nho hon 40 tudi 7 31,8%

;. Tur 40 — 60 tuodi 13 59,1%

Tuol - .

Trén 60 tuoi 2 9,1%

Tong 22 100%

Thiéu méu 21 95,5%

Triéu chiring lam sang Xuat huyét 20 91%
Nhiém tring 6 27,3%
Da 14 63,6%
Nudu ring 5 22, 7%
Vi tri xuat huyét Am dgo 3 13,6%

i Tiéu hoa 2 9,1%
Két mac mat 1 4,5%

Xuat huyét ndo 1 4.5%
o . Chuyén vi chuén 17 72,3%
FISH \’/‘ffg;?f;huyen Co kém bt thurdng tin higu khéc 5 22.71%
' Tong 22 100%
Poan dai gdm berl, ber2 6 27,3%
Diém gdy trén gene bcr2 3 13,6%
PML bcr3 13 59,1%
Tong 22 100%
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Dac diém dong mau

Bdng 6. Ddc diem roi loan dong mdu ciia nhom nghién ciru

Chi s6 Trung vi Khoang gié tri
PT (giay) 14,9 10,5-18,0
aPTT (gidy) 27,5 23,0 -32,0
Fibrinogen (g/l) 1,7 0,7-5,2
DIC (diém) 4,0 2-7

Phan nhém nguy co

Bénh nhan nguy co cao va DIC mét bl chiém ti I¢ cao trong mau nghién cau (Hinh 1)

18.20%

45.40%

36.40%

7 Thap

Trung binh = Cao

Diem DIC (Theo ISTH)
40.9%
59.1%
0>5 @B<5

Hinh 1. Phén nhém nguy co (Trdi), va phén nhém diém DIC (Phdi) ciia nhém nghién civu

Pap ng diéu trj va thoi gian séng con

Ddp irng diéu tri

Ti 1é dap tng Vi phac dd diéu tri ATRA
+ATO, c6 hoac khéng c6 Anthracyclines cho
két qua lui bénh vé mat huyét hoc 1a 100%
lui bénh vé sinh hoc phan tir 1a 100% bét ké
nhom nguy co.

|

0 30 60 90
Thaoi gian (thang)
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Thoi gian séng toan bo (OS) va séng
khong bénh (DFS)

Vi thoi gian theo doi trung vi la 70,5
thang (5,8 nam). Chung t6i ghi nhan OS-6
nim va DFS-6 ndm cua mau nghién ciu déu
la 80% (KTC 95%: 51,6 — 100%). Mot
treong hop tai phat muon va ttr vong sau do
vai ngay.
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Hinh 2. Thoi gian OS (Trdi) va DFS (Phdi) ciia mdu nghién ciru
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CA&c yéu té nguy co anh hwong thoi gian séng con

Bdng 7. Phén tich cdc yéu té lién quan véi thoi gian séng con
n 0OS-6y / DFS-6y | log-rank P
Piém DIC
<5 13 100%
>5 9 50% 0.22
Nhom nguy co
Thap — Trung binh 10 100% 0.62
Cao 12 75% ’

Mot bénh nhan (chiém 4,5%) tai phat muon & thang thar 48 sau két thic diéu tri va ti
vong Vi xuat huyét ndo. Phan tich don bién cho thdy OS va DFS cao hon ¢ nhém cé diém
DIC duéi 5 va phan nhom nguy co thap — trung binh, tuy nhién sy khac biét chua ¢ ¥ nghia

théng ké.
Péc tinh va tai bién trong diéu tri

Tay héi phuc cham I 4.5%

Hoi chibnggiau ndo I 4.5%
Suy tim N 4.5%
Tang men gan
Nhiém Herpes
sétdo thuée

S6t giam BC hat
Nhiém tring khac I 4.5%
Viém phbi

0.0%

I 9.1%
I 9.1%

I — 364

I 13.6%

I 27.3%
5.0% 10.0% 15.0% 20.0% 25.0% 30.0% 35.0% 40.0%

Hinh 3. Cdc bién cé bt lgi trong diéu tri

Bién cd bat loi thuong gap nhat 1 tinh
trang ting men gan, chiém 36,4% (n = 8) va
viém phéi chiém 27,3% (n = 6); it gap hon 1a
cac bién cb nhu nhidm Herpes, sét do thudce,
s6t giam Bach cau hat; cac bién c6 khac nhu
suy tim, hoi chirng gia u ndo, tay hoi phuc
cham hiém gap nhat: 4,5% (n = 1). Bién
chung ndi bat 1a Hoi chiing biét hod xuét
hién ¢ 22,7% (n = 5), trong d6 Hi ching
biét hoa dwgc phan muc do ning chiém
13,6% (n = 3).

140

IV. BAN LUAN

Triéu ching 1am sang thuong gip nhat
trong nghién ciu chang téi 1a thiéu méu va
xuat huyét déu chiém trén 90% va nhiém
tring it gap hon. Piéu nay phd hop véi co
ché bénh sinh cua bénh ly bach cau cip néi
chung, do té bao non ting sinh dan dén viéc
rc ché tay xuong san xuat cac dong té bao
tao mau. Ngoai ra, trong bénh canh BCCTTB
tinh trang xuat huyét con do su gép phan cua
co ché dong méau ndi mach lan toa.
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Vi tri xuat huyét da dang, tir nhe nhu xuét
huyét da la phd bién nhit téi rat nang nhu
xuat huyét ndo. Tinh trang xuat huyét noi so
du tai thoi diém nhap vién hay trong quéa
trinh diéu tri tin cong dugc cho rang co lién
quan véi tinh trang tir vong sém trong bénh li
BCCTTB, ti I€¢ ngudi bénh cé tinh trang nay
trong nghién ctu cia chiing toi tuong ty voi
nghién ctru cua tac gia U P. Kulkarni (7,1%
nguoi bénh c6 biéu hién xuat huyét noi so
ldc nhap vién va 3,1% xuat hién trong luc
diéu tri) [5].

Trong nghién ctu cua ching tdi, bt
thuong nhan thay cha yéu ¢ con dong mau
ngoai sinh (trung vi 14,9 giay), DPinh lugng
Fibrinogen ¢ mutrc trung vi la 2,4 (g/dL),
giam Fibrinogen duéi 1 g/L chiém 13,6% (n
= 3), tuwong duwong v&i nghién ctu cua tac
gia Mirjara [7]. Cing trong nghién ctru nay,
tac gia Madhvi Rajpurkar da so sanh nhirng
nguoi bénh c6 diém DIC > 5 (N = 69, 87%)
v6i diém DIC < 5 (N = 10, 13%) va khong
thay su khéc biét dang ké vé ty Ié tar vong
som (6% so véi 0%) hay bién cé réi loan
dong mau. Tuy nhién, khi so sanh nguoi
bénh c6 diém ISTH DIC > 6 (N = 34, 43%)
vé6i diém < 6 (N = 45, 57%) thi nhan thay c6
su khac biét vé ty Ié tir vong sém . Déi vai
nghién ciru cia ching toi, do c& mau kha nho
va khong ghi nhan nguoi bénh ndo ter vong
som trong diéu tri, méi lién quan giita diém
DIC va bién ¢6 vin chua 16 rang.

Hoi chang biét hoa trong diéu tri
BCCTTB la mét bién cb rat dang luu ¥,
chang téi ghi nhan ti 1€ nay 1a 22,7% (n = 3),
cao hon mot chdt so vai nghién ciru cua tac
gia NNQ Anh la 16,6%[1], nghién ctu nay
cha yéu sir dung phac d6 ATRA + hoa tri
lidu. Tuy nhién viéc chan doan HCBH v&i do
tin cdy cao thudng khong thé thyuc hién duoc
do tan suat xuat hién thuong xuyén cua cac

tinh trang 1am sang chong lap da xuat hién tir
truéc khi bo sung ATRA hay ATO nhu xuat
huyét, viém phoi, nhiém tring huyét hozc
qua tai dich. Do d6, cac thu nghiém Iam sang
hau nhu déu khuyén céo bd sung
Corticosteroid dé ngan ngira HCBH cho tat
ca nguoi bénh mac BCCTTB méi duoc chan
doan, dac biét ¢ nhiing nguoi bénh nhém
nguy co cao. Cac nghién ctru ciing cho thay
lisu phap ATRA phdi hop ATO nén duoc sir
dung ¢ nhirng ngudoi bénh ¢c6 HCBH nang
21 o
Trong giai doan tan cong, bien co bat lgi
thuong gap nhat 1 tinh trang ting men gan,
thuong nhe (06 1 —2) va khong lam thay doi
cuc dién diéu tri. Trong giai doan tin cong,
nhiém tring 1a bién chang gay tir vong thir 3
trong diéu tri, nhung khi so sanh v6i nghién
ctu cua tac gia NNQ Anh, ching tdi nhan
thay ti 1é nhidm trung trong giai doan nay
thap hon so véi tac gia NNNQ Anh, st dung
phac @6 ATRA + hoa trj liéu la cha yéu, lan
luot 1a 54,5% so vai 81,9%; ti 1€ nay tuong
ddéng khi so sanh v&i nhém nghién ciu
APL15 st dung phac d6 ATRA + ATO
(35/66 - 53%)[1]. Biém khac biét khac so véi
nghién cuiru cua tac gia NNQ Anh do 1a trong
c4c loai nhiém tring thi cha yéu la sét giam
bach cau hat (44,1%), trong khi d6, ¢ nghién
ctru caa chdng toi, ti ¢ nhiém tring do viém
phdi chiém cao nhat. Piéu nay co thé gop
phan chang minh tinh dé dung nap hon cua
phac ATRA + ATO, phac dd nay c6 thé gitp
nguoi bénh trdnh khoi cac doc tinh lién quan
dén viéc sir dung cac tac nhan gay doc té bao
vai loi ich dac biét cho nhitng nguoi bénh
khong thich hop vai hoa tri liéu, chang han
nhu nhitng nguoi bénh 16n tudi (chiém tai
20% dan s6 BCCTTB). Mit khac, bién cb
hoi chirng loan sinh tay lién quan dén hoa tri
litu va BCCTTB cling da duwoc bao cao khi
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s dung ATRA két hop véi hoa tri liéu
truyén thong. Nghién ctru caa tac gia NNNQ
Anh ciing da bao céo c6 1/59 (1,6%) nguoi
bénh gap bién ¢ nay [1] trong khi nghién
Clru cta chung t6i chua ghi nhan truong hop
ndo, mic du vay ciing chua thé két luan do sé
lwong va thoi gian theo ddi BN con han ché.
Tuy nhién, nhiéu nghién ciru gan day ciing
dd bao co rang ATO khong tang ti 16 méc
bénh &c tinh thtr phat sau diéu tri khi so sanh
v6i phac dd ATRA phdi hop héa tri lieu [4].

Nhuoc diém nghién ciu cia ching toi la
mot khao sat don trung tam, hdi ctru, ¢& mau
nhé nén viéc phan tich con nhiéu han ché. Vi
vay, can thiét c6 mot nghién ctru véi ¢ mau
I6n hon, da trung tam va dong nhat dé co thé
cho thay sy noi bat cua hiéu qua diéu tri va
doc tinh cua phac d6 c6 ATO trén bénh nhan
BCCTTB.

V. KET LUAN

Két qua nghién cau cho thiy phic do
diéu tri BCCTTB c¢6 ATO la mot phuong an
cho ti & dap ung diéu tri vé mat huyét hoc va
sinh hoc phan tir bat ké nhém nguy co. Vi
bién cd bat loi it hon so véi hoa tri licu
truyén théng, nhirng doc tinh ghi nhan duogc
khi sir dung ATO da phan khong anh huéng
dén cuc dién néi chung, thé chip nhan va
kiém soat dugc.
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KET QUA PIEU TRI BAN PAU U LYMPHO HODGKIN TRE EM
TAI VIEN HUYET HOC - TRUYEN MAU TRUNG UONG
GIAI POAN 2017 - 2023

Hoang Thi Hong?, Mai Lan?, Pham Thi Ngec!,
Tran Quynh Mai2, Nguyén Thi Ng4i2, Dwong Thi Hung?,

TOM TAT

U lympho Hodgkin tré em Ia mot trong sé
nhitng bénh ung thu dap tng tét voi hda chét va
xa tri. Muc tiéu: Phan tich két qua diéu tri ban
dau U lympho Hodgkin tré em tai Vién Huyét
hoc - Truyén méau Trung uong giai doan 2017 -
2023. Pdi twong va phuwong phap nghién ciru:
Nghién cau m6 ta loat ca bénh: 24 bénh nhi duoc
chan doan xé4c dinh 1a U lympho Hodgkin, diéu
tri tai khoa Bénh méu tré em, Vién Huyét hoc -
Truyén mau Trung vong. Két qua: Nghién ctu
cho thay ty 1& dap tng véi diéu trj theo phac dd
EuroNet - PHL - C1 va BEACOPP lan luot la
100% va 50%. Chan doan bénh ¢ giai doan cang
mudn thity & dap ung vai diéu tri cang thap. O
giai doan | - 11, ty 1& dap ung véi diéu tri hang
mot1a 100%, trong khi do & giai doan 111 - 1V 1a
75%. Ty lé dap ung diéu tri cua bénh nhi thuoc
nhém nguy co cao va khong cao 1an luot 12 75%
va 91,7%. Xac suat song thém toan bo va xac
suat song thém bénh khong tién trién 3 nam cua
nhém bénh nhi nghién ciu lan luot 13 100% va
70,8%. Céctac dung phu, bién chting cua phéc

YTruong Dai hoc Y Ha Ngi

2Vién Huyét hoc - Truyén mdu Trung wong
Chiu trach nhiém chinh: Hoang Thi Hong
SPT: 0983885350

Email: hoangthihong@hmu.edu.vn

Ngay nhan bai: 05/8/2024

Ngay phan bién khoa hoc: 05/8/2024
Ngay duyét bai: 30/9/2024

Tran Thanh Tung2, Dwong Thu Hing?

dd EuroNet - PHL - C1 thip hon so véi phac dd
BEACOPP. Khi phan tich don bién cac yéu té
anh huong dén két qua diéu tri, chdng tdi nhan
thdy chua co tic dong co y nghia thong ké cua
cac yéu to nhu gidi tinh, tudi, giai doan bénh,
LDH, B2-microglobulin va nhom nguy co dén
xac suat song thém bénh khong tién trién. Két
luan: Nghién ciu ghi nhan ty 1é dap ing ban dau
khé tt trén nhém bénh nhi U lympho Hodgkin
diéu tri tai Vién Huyét hoc - Truyén mau Trung
uong.
Tar khéa: U lympho Hodgkin tré em.

SUMMARY
RESULTS OF INITIAL TREATMENT
OF PEDIATRIC HODGKIN
LYMPHOMA AT NATIONAL
INSTITUTE OF HAEMATOLOGY AND
BLOOD TRANSFUSION IN 2017-2023
Childhood Hodgkin lymphoma is one of the
cancers that responds well to chemotherapy and
radiation therapy. Objective: Analyze the results
of initial treatment of pediatric Hodgkin
lymphoma at the National Institute of
Hematology and Blood Transfusion in the period
2017 - 2023. Research subjects and methods:
Case series descriptive study: 24 pediatric
patients diagnosed with Hodgkin lymphoma, was
treated at the Pediatric Department, National
Institute of Hematology and Blood Transfusion.
Results: The study demonstrated that the
response rates to treatment according to the

143



KY YEU CAC CONG TRINH NGHIEN C’'U KHOA HOC CHUYEN NGANH HUYET HOC - TRUYEN MAU

EuroNet - PHL - C1 and BEACOPP regimens
were 100% and 50%, respectively. A later stage
of diagnosis was associated with a lower
response rate to treatment. In stages I - I, the
response rate to first-line treatment was 100%,
while in stages Il - 1V it was 75%. The response
rates for childrenin the high-risk and non-high-
risk groups were 75% and 91.7%, respectively.
The overall survival rate and 3-year progression-
free survival rate in the study cohort were 100%
and 70.8%, respectively. The side effects and
complications associated with the EuroNet - PHL
- C1 regimen were lower than those of the
BEACOPP regimen. Univariate analysis of
factors affecting treatment outcomes revealed no
statistically significant impact of variables such
as gender, age, disease stage, LDH levels, p2-
microglobulin, or risk group on the probability of
progression-free survival. Conclusion: The study
recorded a good initial response rate in the group
of pediatric Hodgkin lymphoma patients treated
at the National Institute of Hematology and
Blood Transfusion.
Keyword: Pediatrics Hodgkin lymphoma.

I. DAT VAN DE

U lympho la thuat ngir mé ta mot nhém
cac bénh ly &c tinh khac nhau cua hé bach
huyét, trong d6 khoi dau la mot té bao
lympho ngoai tuy xuong chuyén dang, ting
sinh khong kiém soét, tao thanh khéi u. Do
hé bach huyét c6 mat & khip noi trong co thé
nén U lympho c6 thé bit dau & bt ky chd
nao va lan tran dén hau hét cac co quan. U
lympho (gom Hodgkin va khéng Hodgkin) 1a
bénh 1y 4c tinh dung hang tha ba & tré em
sau bach cau cap (27,5%) va u ndo (17,4%),
trong d¢6 U lympho Hodgkin chiém khoang
6% tat ca cac truong hop ung thu & tré em.

U lympho Hodgkin 1a mot trong sb
nhitng bénh ung thu dap ung tét vai hoa chat
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va xa tri. Tuy nhién, tré em 1a nhom doi
twong nhay cam véi hoa chat va tia xa nén
thuong c6 phac do diéu tri riéng nham giam
bot doc tinh. Cac phac dd da hoa tri han ché
sé chu ky, giam liéu tich luy cac chat
alkylating va anthracyclines thudong dugc su
dung dé tranh nguy co vo sinh, bénh bach
cau thir phat va doc tinh trén phdi. Cac phéc
dd diéu tri U lympho Hodgkin & tré em duoc
&p dung hién nay déu dua trén phan nhom
nguy co dé lya chon phac dd cy thé. U
lympho Hodgkin 1a mot trong nhirng bénh
ung thu & tré em c6 thé duoc chira khoi, véi
ty 16 sdng sot sau 5 nam wdc tinh khoang hon
98% sau khi diéu tri bing hda tri don thuan
hoac két hop vai xa tri.

Trén thé gidi da c6 kha nhiéu tac gia
nghién ctu vé U lympho Hodgkin & tré em,
gitp dua ra nhiéu két qua co ¥ nghia trong
viéc tién luong va diéu tri bénh. Tai Viét
Nam, nghién ciru vé U lympho Hodgkin chu
yéu tap trung ¢ ngudi lén trong khi cac
nghién ctru trén bénh nhi con it. Do do,
chang tdi tién hanh nghién cau nay véi muc
tiéu: “Phdn tich két qua diéu tri ban dau U
lympho Hodgkin tré em tgi Vién Huyét hoc -
Truyén mdu Trung wong giai doan 2017 -
2023,

Il. DOl TVONG VA PHUONG PHAP NGHIEN CU'U

2.1. Pbi twong nghién ciru

Nghién ctiru duoc tién hanh trén 24 bénh
nhi duoc chan doan U lympho Hodgkin tai
khoa Bénh mau tré em (H6), Vién Huyét hoc
- Truyén mau Trung uong tir thang 01/2017
dén thang 12/2023.

% Tiéu chudn lwa chen

- Chan doén xéac dinh U lympho Hodgkin
bang md bénh hoc va hda mé mién dich theo
phén loai cia WHO 2016

- Tuéi < 16 tudi
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- Bong y tham gia nghién ctu.

% Tiéu chudn logi trr

- C06 bénh ung thu khac dong thoi

- Chan doan U lympho Hodgkin thir phat

- Hb so bénh an khong day du

- Bénh nhi bo diéu tri.

2.2. Phwong phap nghién ctru

% Thiét ké nghién cizu: Nghién cttu md
ta loat ca bénh.

% Phwong phdp chon mdu: Chon mau
thuan tién.

2.3. Phac do diéu tri

Bénh nhi dwgc diéu tri theo mét trong

hai phac d6 1a EuroNet - PHL - C1 hoic phac
d6 BEACOPP, 1a hai phac 6 dang dugc &p
dung tai khoa Bénh mau tré em (H6), Vién
Huyét hoc - Truyén mau Trung wong. Sau
d6, bénh nhi duoc chup cat 16p vi tinh (CT)
hoic PET/ CT sau 2 - 3 dot diéu trj va sau 6
dot diéu tri. Nghién cau dap tng diéu tri sau
6 dot diéu tri theo phac dd va danh gia tac
dung phu, doc tinh cua héa chit ¢ dot diéu tri
c¢6 doc tinh 16n nhit.

2.4. Tiéu chuin danh gia dap Gng diéu
tri

- Panh gia diéu tri hang mot sau 6 chu ki
hoa tri liéu theo phan loai Lugano 2014.

- Phan nhém nguy co theo huéng dan
cia Mang ludi U lympho Hodgkin Nhi khoa
chau Au (EuroNet - PHL).

- Panh gia doc tinh cua hoa chat dya
theo tiéu chuan phan do doc tinh thudc chong
ung thu cua Vién ung thu quoc gia Hoa Ky
(NCI - CTCEA) phién ban thit 5.

2.5. Xir Iy s6 liéu

S6 liéu duwgc nhap va xir ly bang phan
mém SPSS 26: tinh ty 1& phan trim, thuat
toan Khi binh phuong, st dung phuong phap
Kaplan-Meier, phuong trinh hdi quy Cox,
tinh ty s rui ro, cac phép thng ké y hoc véi
muc y nghia p < 0,05.

2.6. Pao durc trong nghién ctru

- Nghién ciru dugc sy doéng y caa Ban
lanh dao Vién Huyét hoc - Truyén maéu
Trung vong.

- C6 su dong y hop tac cua ngudi giam
ho bénh nhi.

- Théng tin nghién ctru dugc dam bao
gitr bi mat.

I KET QUA NGHIEN cUU

3.1. Két qua diéu tri ban diu

% Dic diém Vé ddp irng diéu tri

Nghién ctru trén 24 bénh nhi duoc chan
doan U lympho Hodgkin tir thang 01/2017
dén thang 12/2023, két qua dap ung diéu tri
hang mot sau 6 dot theo phac do dugc thé
hién ¢ bang 1 nhu sau:

Bdng 3.1. Pdp irng diéu tri hAng mét theo phdc do

. Pap &ng hoan toan | Pap wng mét phan | Bénh én dinh
Phac do P ng(%) P ng(%) P n (%)
EuroNet - PHL - C1 13 (81,3) 3 (18,7) 0 (0)
BEACOPP 3(37,5) 1(12,5) 4 (50,0)
Nhdn xét: - Trong 8 bénh nhi diéu tri phac do6

- C6 13/16 bénh nhi dat dap tng hoan
toan voi phac do EuroNet - PHL — C1, 3
bénh nhi con lai dat dap ang 1 phan, ty I&
dap ung chung la 100%.

BEACOPP, co6 4 truong hop khong dap ung
diéu tri, chiém 50%.
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Bdng 3.2. Pdnh gid irng diéu tri theo mat sé yéu té tién heong

VU th Pap &ng Khong dap wng
cuto n (%) n (%) P
Giai doan -1 8 (100) 00 0,121
i -1v 12 (75,0) 4 (25,0)
. ) Cao 9 (75,0) 3 (25,0
Phan nhém nguy co R 0,273
Khéng cao 11 (91,9) 1(8,3)
Nhdn xét: - Su khéac biét gitta 2 nhom giai doan va
- Bénh nhi & giai doan | - 11, 111 - IV ¢6 2 nhém nguy co khong ¢ ¥ nghia théng ké

ty 1& dap ung véi diéu tri hang mot lan luot 12
100%, 75%.

- Ty ¢ dap tung diéu tri caa bénh nhi
thudc nhém nguy co cao va khong cao lan
luot 1a 75% va 91,7%.

en

1,0

tién trieé

08

Vi p > 0,05.

< Dic diém vé xac sudt séng

X4c suat sbng thém toan bo 3 nam cua 24
bénh nhi nghién ctru dat 100%, vai thoi gian
séng thém trung binh 14 40,2 thang.

oéng

h kh

0,6

én

émb

04

th

song

0,2

0,0

Xac suat

18 24 30 36

Théi gian (thang)
Biéu dé 3.1. Biéu do biéu dién xac sudt séng thém bénh khong tién trién
Nhdn xét: X4c suat sbng thém bénh khdng tién trién 3 nam dat ty 1 70,8%, vai thoi gian

trung binh la 29,9 thang.
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0,6

én
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th

Nhém nguy co

-"'Khéng cao
0,2 -"Cao

song

XAac suat

Log-rank p = 0,348
0,0

0 6 12 18 24 30 36
Théi gian (thang)
Biéu do 3.2. Biéu do biéu dién xac sudt song thém bénh khong tién trién
0 cdc nhom nguy co
Nhdn xét: Xéc suat séng thém bénh khong tién trién 3 nim & nhom nguy co thap va trung
binh 1a 83,3%, cta nhdm nguy co cao la 54,7%. Khong co su khac biét vé xac suat song thém
bénh khong tién trién giita 2 nhém (p = 0,348).
3.2. Tac dung phu va déc tinh ciaa hoa chat chéng ung thw
Bdng 3.3. Tac dung phu, bién chirng theo phdc d6 diéu tr

Téc dung phu EuroNet - PHL - C1 BEACOPP
: : n (%) n (%)
Giam bach ciu hat 7 (43,8) 7 (87,5)
Giam huyét sic td 7 (43,8) 6 (75,0)
Tang men gan 7 (43,8) 4 (50,0)
Nhiém tring 6 (37,5) 4 (50,0)
N6n/ budn non 6 (37,5) 4 (50,0)
Tao bon 5 (31,3) 3 (37,5)
Giam tiéu cau 1(6,3) 4 (50,0)
Tiéu chay 2 (12,5) 1(12,5)
Xo phdi 0 (0) 1(12,5)
Tang creatinin 0(0) 1(12,5)

Nhdn xét: Cac tac dung phu, bién ching khi diéu trj theo phac d¢6 EuroNet - PHL - C1
chiém ty I¢ thap, trong khi & phac ¢ BEACOPP chiém ty Ié kha cao.
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3.3. Mét s6 yéu té anh hwéng dén két qua diéu tri
Bdng 3.4. Két qud phan tich maéi lién quan giFa mét sé yéu té dén xac suat song thém

bénh khéng tién trién

Yéu th Pic tinh Hazard risk | Khoang 95% CI p
Gici tinh NNatrrn 1,63 0,33-815 0,554
2. Cé
Tuol > 10 ~ 0,03 0,00 -41,46 0,331
Khoéng
.. . i -1v
Giai doan bénh Y 0,02 0,00 - 22,20 0,282
LDH (UI/L = 460 0,52 0,09 -2.83 0,447
( ) < 460 1) ) = ) H
] ] >272
[32-microglobulin (mg/L) <22 1,42 0,29 - 7,08 0,669
Nhém nguy co Cao 0,45 0,08 - 2,49 0,363
gy Khong cao ’ ’ ’ '

Chd thich: Hazard risk: Ty sé rui ro.

Nhdn xét: Phan tich mot sé yéu té nguy
co dén xac suat séng thém bénh khong tién
trién tai thoi diém 36 thang nhan thiy: Cac
yéu td gigi tinh, tudi, giai doan bénh, LDH,
B2-microglobulin va nhém nguy co khong co6
tac dong c6 ¥ nghia théng ké dén xac suét
séng thém bénh khong tién trién (p > 0,05).

IV. BAN LUAN

4.1. Két qua diéu tri ban du

Phac dd diéu tri dugc lua chon dua trén
tudi, giai doan bénh va phan nhom nguy co.
Trong d6, diéu tri hoa chat 1a quan trong
nhat, quyét dinh két qua diéu tri. Trong
nghién ciru caa ching téi, tat ca cac bénh nhi
chi dugc didu tri bang hoéa chat don thuan,
theo mét trong 2 phac d6 1a EuroNet - PHL -
C1 hoic phac d6 BEACOPP duya trén phan
nhom nguy co, co cac mirc dap tng vai diéu
tri khac nhau. Sau 6 chu ki héa tri, c6 13/16
bénh nhi dat dap ing hoan toan sau diéu tri
hang mot véi phac d6 EuroNet - PHL - C1, 3
bénh nhi con lai dat dap wng mot phan.
Trong s6 8 bénh nhi diéu tri phac dd
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BEACOPP, c6 4 truong hop khong dap tng
Vi diéu tri, da s bénh & giai doan muon (111
- 1V), thudc nhom nguy co cao. Nhu vay, ty
lé dap (ng véi diéu tri & phac dd EuroNet -
PHL - C1 va BEACOPP trong nghién cuu
cia ching toi lan lwot 1a 100% va 50%.
Nguyén nhan ty & dap ang véi diéu tri caa
phac 6 BEACOPP thap mic du day 1a mot
phac dd héa chat manh 1a do cac bénh nhi
duoc diéu tri theo phac do nay ¢ giai doan
muon, thuoc nhém nguy co cao. Theo nghién
ctru cua tac gia Ngd Quang Cur (2007), bénh
nhi duge diéu tri theo 3 phac do la ABVD,
MOPP, MOPP/ABV déu dat dugc dap @ng
hoan toan, chi c6 1 truong hgp bénh nhi
thudc giai doan IIIB diéu tri theo nghién ctru
GPOH-HD dat dap &ng mot phan (5,3%)%.
Theo mot s6 tai liéu thi diéu tri U lympho
Hodgkin ¢ tré em cho ty 1é dap ung va ty 1é
chra khoi cao. Nghién catu cua tac gia
Alebouyeh (2005) st dung phac d6 DAL-HD
85-90 va sau d6 1la GPOH-HD 95 phéi hop
véi xa tri cho ty 1é dap ung hoan toan &
100% bénh nhi2. Nghién ctru cua tac gia
Arya va cong su (2006) diéu tri 148 trudng
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hop bénh Hodgkin tré em An Bo st dung
phac @6 COPP (4 dot) phdi hop voi ABVD
(4 dot), phan I6n bénh nhi khdng két hop voi
Xa tri, chi c6 4 trudng hop con ton thuong
hach trung that duoc xa tri b sung. Nghién
ctu cho két qua dap ung hoan toan dat 91%,
dap wng mot phan dat 5,3%3. Theo nghién
ctru cua tac gia Stankiewicz (2023), ty 1€ dap
g hoan toan sau diéu tri ban dau ddi vai
phac d6 EuroNet - PHL - C1 1a 53,3%*.

Phan tich xé&c suit séng con theo phuong
phap Kaplan - Meier cho thay: X4c suat song
thém toan bd 3 ndm cua nhom bénh nhi
nghién ctu dat 100% voi thoi gian song
thém trung binh 1a 40,2 thang. X4c suat song
thém bénh khong tién trién 3 nim dat ty 18
70,8% vai thoi gian trung binh 14 29,9 thang.
Khi phan tich xac suat séng thém bénh
khong tién trién theo nhom nguy co thi xéc
suat & nhom nguy co cao va nguy co khong
cao lan luot 1a 54,7% va 83,3%. Khéng c6 su
khéac biét c6 y nghia thong ké giira 2 nhém
nguy co voi p = 0,348. Nghién ctru cua tac
gia Ngd Quang Cir (2007), x&c suat sdng
thém toan bo va xac suat sdng thém bénh
khong tién trién 5 nam 1a 74,01% va 71,34%,
v6i thoi gian sbng thém trung binh 1a 68
thang!. Nghién ctu cua tac gia Cheong va
cong su (2006), nghién ciru vé diéu tri cho
cac bénh nhan Hodgkin cho két qua xéc suat
sdng thém khdng bénh va xac suét sbng thém
toan bo 5 nam 1a 79,2% va 84,8%°. Nghién
ctru cua tac gia Alebouyeh (2005), didu tri
theo phac dd DAL-HD 85-90 va GPOH-HD
95 cho bénh nhi Hodgkin, cé 72,5% bénh nhi
duoc xa tri véi lidu 20 - 25 Gy. Két qua cho
thay xac suat song thém toan bo va xac suat
song thém khong bénh 10 nim 1a 88,1% va
75,4%2. Nghién ctru cua tac gia Mauz-
Korholz trén 2102 bénh nhi thudc 16 qudc
gia Chau Au tir nam 2007 dén 2013, khi so

sanh gitra phac d6 COPP va COPDAC, tac
gia nhan thay ty ¢ ¢ap ang hoan toan ¢ phéac
d6 COPDAC thap hon so v&i COPP khong
nhiéu nhung it lam anh huéng dén kha ning
sinh sanb. Tac gia Stankiewicz va cong su
nghién ciru da tién hanh nghién ciru hdi ctu
trén 114 bénh nhi dugc chan doan U lympho
Hodgkin tor nam 1997 - 2022 da thu duoc
nhiéu két qua dang chu y. O phac db
EuroNet - PHL - C1, x4c suat séng thém toan
bo 5 nam 1a 100%, xac sudt song thém khéng
bién cb 5 nam 1a 94,4%*.

4.2. Tac dung phu va dgc tinh caa hoa
chat chéng ung thw

Diéu tri héa chat st dung cac tac nhan
gy doc, tac dong 1én nhitng chu ki nhat dinh
ctia qua trinh phan chia té bao. Do d6, ngoai
tac dong Ién té bao ung thu thi chung ciing
gay anh huong Ién cac té bao lanh. Cac co
quan chiu anh huéng sém va nhiéu nhat la
tiy xuong va cac té bao biéu moé duong tiéu
hoa. Bong thoi, do cac thudc nay dao thai
qua dudng gan mat, nudc tiéu nén nhitng co
quan ndy cling bi anh huwong nhit dinh.
Trong nghién ctru cua chung t6i, nhirng tac
dung phu hay gip la nén/ buén ndn, nhiém
tring va tao bén voi ty 1 & phac dd EuroNet
- PHL - C1 lan luot la 37,5%, 37,5% va
31,3%, & phac d6 BEACOPP lan luot 1A
50%, 50% va 37,5%. C6 1 trudng hop xo
phdi khi diéu tri bang phac d6 BEACOPP.
Cac doc tinh vé mat huyét hoc khi diéu tri
phac dd EuroNet - PHL - C1 chu yéu ¢ do 1
va 2, trong khi doc tinh cua phac dd
BEACOPP lai chii yéu tir 6 3 tro Ién. Tang
men gan kha thuong gip khi diéu tri hoa
chat, ty Ié ting men gan & phac d6 EuroNet -
PHL - C1va BEACOPP lan luot 12 43,8% va
50%, chi yéu ting men gan & d6 1 va 2.
Nghién ctu cua tac gia Mauz-Korholz
(2022) cho thay doc tinh cua qua trinh diéu
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tri theo phac d6 EuroNet - PHL - C1 cha yéu
trén hé tao huyét & mirc d6 1, 27. Két qua nay
1a twong dong vai nghién ctru caa ching toi.
Nghién ctu cua tdc gia M. Kelly (2011),
phac d6 BEACOPP la mot phac do ¢6 hiéu
qua cao & tré em va thanh thiéu nién bi U
lympho Hodgkin thuéc nhém nguy co cao
nhung c6 thé 1am ting nguy co nhiém doc
cap tinh va lau dai, dic biét 1a ¢ tré em8.

Nhiéu nghién ctu di dugc thuc hién
nham giam thiéu tac dung phu do diéu tri héa
chat va xa tri gay ra ¢ tré em mac U lympho
Hodgkin. Két qua cua nghién cau GPOH-
HD95 trén 925 bénh nhi cho thiy xa tri c6
thé duoc bo qua ¢ nhitng tré mic bénh giai
doan sém dat dap ng hoan toan sau hoa tri.
Péi voi nhitng bénh nhi ¢ giai doan mudn,
két qua nghién cau chi ra rang giam lidu xa
tri tieu chuan & nhiing bénh nhi dép ung
khong hoan toan 1a can thiét dé giam tac
dung phu 1au dai lién quan dén diéu tri nhu
bién chirng tim mach, v sinh, réi loan chirc
nang tuyén giap va ung thu tha phat®. Tac gia
Mauz-Korholz (2022) khi so sénh gitra 2
phac ¢6 COPP va COPDAC cho thay phéc
d6 COPDAC kém hi¢u qua hon nhung it gy
doc tinh 1én tuyén sinh duc hon. Nguyén
nhan la do & phac d6 COPP, procarbazine la
chat gay suy tuyén sinh duc di dwoc thay thé
bang dacarbazine trong phac 6 COPDACS.

4.3. Céc yéu té anh hwong dén két qua
diéu tri

Nghién ctu cua tac gia Cheong va cong
su (2006), phan tich don bién cac yéu té cho
thay cac yéu td tudi, triéu chirng B, giai doan
bénh, diém toan trang, nong do p2-
microglobulin huyét thanh anh huéng téi ca
x&c suat séng thém khdng bénh va xac suét
séng thém toan bo®. Tuy nhién trong nghién
ctru cua chung tdi, chua thiy tac dong cd y
nghia thong ké cua cac yéu td nhu giéi tinh,
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tudi, giai doan bénh, LDH, B2-microglobulin
va nhom nguy co dén xac suat séng thém
bénh khdng tién trién. Nguyén nhan cd thé
do ¢& mau nghién ciu cia ching toi nho.
Baez va cong su (1997) danh gia yéu t6 giai
doan bénh véi tién lwgng bénh cho thiy thoi
gian séng thém 3 nam khong bénh ctia nhém
bénh nhi thudc giai doan I, IT va ITTA dat xac
suit 100% trong khi ty 1é ndy & nhém bénh
nhi thuoc giai doan I1IB, IV chi la 74,9%.
Ddi véi cac thé md bénh hoc, tac gia khong
thay c6 su khac biét vé xac suat song thém
gitra cAc thé bénh!!. Khi phan tich don bién
cac yéu té anh huong dén két qua diéu tri,
ching téi nhan thay chua c6 tac dong co y
nghia thong ké cua cac yéu td nhu giéi tinh,
tudi, giai doan bénh, LDH, p2-microglobulin
va nhém nguy co dén xé&c suit séng thém
bénh khong tién trién.

V. KET LUAN

Qua nghién ctru 24 bénh nhi dugc chan
doan U lympho Hodgkin, cho thay ty & dap
ring voi diéu tri kha cao. XAac suat song thém
toan bo va xac suit séng thém bénh khong
tién trién 3 nam cua nhém bénh nhi nghién
cau lan luot 12 100% va 70,8%. Phan I6n cac
bién chung cia qua trinh diéu tri xay ra trén
hé tao huyét. Chua tim thdy méi lién quan
cia mot sd yéu td téi xac suat séng thém
khong bénh trén nhém bénh nhi nghién ctru.
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BU'O'C PAU PANH GIA KET QUA PIEU TRI BENH BACH CAU
CAP LYMPHO &' TRE EM THEO PHAC PO FRALLE 2000
TAI BENH VIEN HUYET HOC - TRUYEN MAU CAN THO'

Pham Vin Nghial, Nguyén Xuan Viét!, Cao Hung Minh?,

TOM TAT.

Pit van dé: Bénh bach ciu cép dong
lympho la bénh Iy ac tinh thuong gap nhat & tré
em, chiém khoang 80% trong cac bénh bach cau
cap & tré em. Hién nay, viéc chan doan, diéu tri
va theo doi dap tmg diéu tri ddi vai bénh tré em
bach cau cap dong lympho c6 nhiing tién bo vuot
bac. Sau mot thoi gian trién khai hoa tri phac d6
FRALLE 2000 tai bénh vién Huyét hoc— Truyén
mau Can Tho, chang t6i tién hanh danh gia két
qua dé gép phan cai tién diéu tri trong thoi gian
toi.

Poi twong, phwrong phap: Bao céo loat ca
hdi ctu 56 bénh tré em bach cau cap dong
lympho dugc héa tri phac ¢6 FRALLE 2000 tai
bénh vién Huyét hoc - Truyén mau Can Tho tir
01/2017-8/2022.

Két qua: Ty 1¢ lui bénh hoan toan sau diéu
tri tin cong phac d6 FRALLE 2000 la 100%.
Thai gian séng toan bo trung binh 13 38 + 2,7
thang. Xac suat séng thém toan bo tai thoi diém
12 thangla 92,1 +5,4%, 24 thang va 36 thang la
78,2 +8,7%. Thoi gian séng khdng bénh trung
binh la 34 + 3,5 thang. Xac suat séng thém khdng

1B¢nh vién Huyét hoc — Truyén méu Can Tho
Chiu trach nhiém chinh: Pham Van Nghia
SDT: 0946121424

Email: drnghiact@gmail.com

Ngay nhan bai: 30/7/2024

Ngay phan bién khoa hoc: 01/8/2024

Ngay duyét bai: 01/10/2024
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bénh tai thoi diém 12 thang, 24 thang 1a 80 + 8%,
36 thang la 51 + 17,6%.

Két luan: Phac d6 FRALLE 2000 1a phac do
diéu tri c6 hiéu qua, thoi gian séng kéo dai trén
bénh bach cau cap lympho tré em tai bénh vién
Huyét hoc - Truyén méu Can Tho.

Tirkhoa: Bach cau cap dong lympho, phac
d6 FRALLE 2000

SUMMARY
INITIAL EVALUATION OF ACUTE
LYMPHOBLASTIC LEUKEMIA
TREATMENT IN CHILDREN
ACCORDING TO THE FRALLE 2000
PROTOCOL AT CAN THO
HEMATOLOGY - BLOOD
TRANSFUSION HOSPITAL
Background: Acute lymphocytic leukemia
is the most common cancer in children,
accounting for approximately 80% of all acute
leukemiasin children. Currently, the diagnosis,
treatment and monitoring of treatment response
for acute lymphoblastic leukemia patients has
made great progress. After a period of
implementing FRALLE 2000 chemotherapy
regimen at Can Tho Hematology and Blood
Transfusion Hospital, we evaluated the results to
contributeto improving treatment in the future.
Menthod: A retrospective case series of 56
acute lymphocytic leukemia patients receiving
chemotherapy with FRALLE 2000 protocol at
Can Tho Hospital of Hematology and Blood
Transfusion from 01/2017-8/2022.
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Result: The response rate after induction was
100%. The mean overall survival time was 38 +
2,7 months. The probability of overall survival at
12" monthwas 92,1 + 5,4%, at 24" month and
36" month was 78,2 + 8,7%. The mean of
disease-free survival was 34 + 3,5 month. The
probability of disease-free survival at 12" month
and 24" month was 80 * 8%, at 36" month was
51 £17,6%.

Conclusion: The effect of the FRALLE
2000 protocol on acute lymphocytic leukemia
patients help them improve their OS and DFS.

Keywords: acute lymphocytic leukemia,
FRALLE 2000 protocol

I. DAT VAN DE

Bach cau cap dong lympho la bénh Iy
tang sinh ac tinh cac nguyén bao tao mau
(blast) dong lympho cua hé théng tao mau.
Theo céc théng ké trén thé giéi ciing nhu &
Viét Nam, bénh bach ciu cip dong lympho
la bénh ac tinh thuong gap nhat & tré em,
chiém khoang 80% trong cac bénh bach cau
cap ¢ tré. Tuy nhién day 1a bénh mau &c tinh
c6 két qua diéu tri rit kha quan véi ty 1& sdng
toan bo (OS) 5 nam dat 90.4% [1].

Tai Bénh vién Huyét hoc-Truyén maéu
Can Tho, héa tri liéu trén bénh nhan bach
cau cap dong lympho ¢ tré em d ap dung da
dang cac phuong phap diéu tri dac hiéu tly
Vvao tirng cé thé bat dau tir nim 2016. Trong
d6, phac dd FRALLE 2000 duoc &p dung dé
diéu tri & da s bénh ALL & tré em. Va dé co
co s& budc dau danh gia hidu qua cua viec
diéu tri, ching tdi thuc hién dé tai: “Budc
dau danh gia két qua diéu tri bénh bach cau
cap lympho & tré em theo phac d6 FRALLE

2000 tai Bénh vién Huyét hoc-Truyén mau
Can Tho” véi hai muc tiéu cu thé nhu sau:

1. M0 td mét sé ddc diém lam sang va
cdn 1am sang cua bénh nhan bénh bach cau
cap dong lympho tré em dwoc diéu tri bang
phdc do FRALLE 2000

2. Pdnh gid két qua diéu tri bénh nhan
bénh bach cdu cdp dong lympho tré em bang
phdc @6 FRALLE

I. DOI TUQONG VA PHUONG PHAP NGHIEN CUU

2.1. Péi twong nghién cieu

Tat ca bénh nhan tré em bénh bach cau
cip lympho duoc diéu tri bang phac dd
FRALLE 2000 tai bénh vién Huyét hoc-
Truyén méu Can Tho tir thang 01/2017 dén
thang 08/2022.

2.2. Phwong phap nghién ciu: Béo céo
loat ca hdi ciu.

Chon mau toan bo 56 bénh tré em chan
doan bach cau cip lympho theo tiéu chuan
Bo Y té va diéu tri phac d6 FRALLE 2000
tai bénh vién Huyét hoc-Truyén mau Can
Tho tir thang 01/2017 dén thang 08/2022,
diéu tri t6i thiéu dén giai doan duy tri. Tiéu
chuan loai trir 1a c4c bénh nhan mat dau,
khong ddng y tham gia nghén ctu. Pé tai
duoc théng qua Hoi dong Y duc bénh vién
trudc khi tién hanh nghién cuau.

Bién s6 nghién ctru 1a cac dic diém tudi,
gi6i, ly do vao vién, triéu chirng 1am sang, sd
luong bach cau, phan nhém B, T (bang
Fowcytometry 8 mau), ty lé dap ¢ng sau tan
cong, thai gian sdng toan bo (OS), thoi gian
séng khong bénh (DFS). Xt Iy sb liéu bang
SPSS 22.0. Udc lugng song con bang Kaplan
Meier, kiém dinh bang Log Rank.
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. KET QUA NGHIEN cU'U
3.1. Pic diém chung cia bénh nhan bénh bach cau cap lympho tré em
Bdng 1: Dic diém vé tudi, gidi tinh

S Tubi (n=56) Gigi tinh (n=56)
Pac diem
: 0-1 1-9 10-16 Nam Nir
Tan s6 (n) 0 40 16 34 22
Ty 16 % 0 714 28,6 60,7 39,3

Nhgn xét: Bénh nhan tir 1-9 tudi chiém 71,4% va 10-16 tudi chiém 28,6%, tudi trung
binh mic bénh 1a 7+3,8 tudi. Ti & nam/nit 1 1,5:1.
Bdng 2: Pdc diém 1am sang (n=56)

" Ly do vao vién Triéu chirng lam sang

Dac diém N . Z

Tan so (n) Ty lé % Tan so (n) Ty lé %

Thiéu méu 24 42,8 38 67.8
Xuét huyét 18 32,1 32 57.1
S6t nhigm tring 8 14,2 34 60,0
Dau nhuic 36 10,7 40 714
Tong 56 100,0 56 100,0

Nhgn xét: Bénh nhan nhap vién vi thiéu mau 42,8%, xuat huyét 32,1%, sét 14,2%. Triéu
ching 1am sang dau nhirc xwong thudng gap nhat (71,4%), ké dén 1a thiéu mau (67,8%), sot
nhiém tring (60%) va xuat huyét (57,1%).

Bdng 3: Sé lwong bach cau lUc chdn dodn va nhém bénh

Bic diém S6 lrong bach ciu Nhom bénh
: <50G/L >50G/L B-ALL T-ALL
n 40 16 48 8
Ty 1€ % 71,4 28,6 85,7 14,3

Nhdn xét: Phan I6n bénh nhan cé sb lugng bach cau <50G/L chiém 71,4%. B-ALL la thé
bénh gap nhiéu nhat (85,7%).

3.2. Panh gia két qua diéu tri bénh bach cau cap dong lympho tré em bing phac doé
FRALLE 2000

Bdng 4: Ty 1é ddp irng sau hoa tri phdc dé FRALLE 2000 tén cong N35

Nhém Khéng lui bénh | Lui bénh hoan toan Tong
N 0 56 56
Ty 1€ % 0 100 100

Nhdn xét: Ti 1& lui bénh hoan toan sau tan cong N35 1a 100%
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Survival Function Survival Function

Servteal Funceon
' o +- P

Cum Survival
Cum Survival

T T T T T T T
L 0 o > o % 40

Thoi gian song khong benh
Biéu dé 1: Thei gian song toan bg, séng khéng bénh ciia bénh nhan bach cdu cdp dong
lympho & tré em sau hoa tri phdc d6 FRALLE 2000 (dv: thing)

Nhdn xét: OS trung binh 1a 38 + 2,7 thang. Xéc suat séng thém toan bo tai thoi diém 12
thang 1a 92,1 + 5,4%, tai thoi diém 24 thang va 36 thang 1a 78,2 + 8,7%. DFS trung binh la 34
+ 3,5 thang. Xéc suat séng thém khdng bénh tai thoi diém 12 thang va 24 thang la 80 + 8%,
thoi diém 36 thang 1a 51 + 17,6%.

Survival Functions

Thoi gian song tean bo

Survival Functions

Cum Survival
Cum Survival

T
9

T
) . »

Thol glan song toan be Thel glan seng khong benh

Biéu dé 2: Thei gian séng toan bg, séng khéng bénh theo tuéi (dv: thing)
Nhdn xét: OS va DFS caa nhém 1-9 tudi trung binh 1a 37,4 + 3,3 thang va 33,8 + 3,9

thang; cua nhom 10-16 tudi trung binh 1a 31 + 2,7 thang va 28 + 3,8 thang, khéc biét khong
c¢6 ¥ nghia thong ké vai p>0,05.
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Survival Functions

Cum Survival

That glan seng tean be

Survival Functions

Cum Survival

Thet gian song kheng benh

Biéu dé 3: Thei gian séng toan bg, song khong bénh theo sé lirong bach cdu lic chan
dodn (dv: thang)
Nhdn xét: OS va DFS caia nhom c6 sé lugng bach cau < 50G/L trung binh 14 35,4 + 3,3
thang va 29,2 + 2,9 thang, ctia nhom > 50G/L trung binh la 41 + 4,5 thang va 39 + 6,9 thang,
khac biét khong c6 ¥ nghia théng ké véi p>0,05.

Survival Functions

Cum Survival

Thol glan seng toan bo

Survival Functions

Cum Survival

That gian song khong benh

Biéu do 4: Thei gian séng toan bg, séng khdng bénh theo phan nhém bénh (dv: thing)

Nhdn xét: OS va DFS cua bénh nhén B-
ALL trung binh 1a 38,7 £ 2,8 thang va 36,3 £
3,6 thang; cua bénh nhan T-ALL trung binh
la 28,6 £ 6,8 thang va 22,6 + 11,9 thang,
khéc biét khong co y nghia thong ké voi
p>0,05.

IV. BAN LUAN

4.1. Mét sé dic diém chung cia bénh
nhan bach ciu cip lympho & tré em tai
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bénh vién Huyét hoc - Truyén mau Can
Tho

Nghién cau cho thay tudi trung binh mac
bénh la 73,8 tudi, nhom tir 1-9 tudi chiém ty
l¢ cao nhat véi 71,4%, nhom tir 10-16 tudi
chiém ty ¢ 28,6%, chua ghi nhan nhém bénh
tré em dudi 1 tudi do bénh vién chu dong
chua nhan bénh nhan dudi 12 thang tudi do
lién quan van dé& cham séc cip ctu bénh
nhan. Nhu viy, da sb bénh tré em trong
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nghién ciu thudc nhém co tién lugng tét vé
tudi tai thoi diém chan doan bénh [2].
Nghién ciru ciing cho thay nam cé ty I¢ cao
hon nit vai ty 1€ tuong tng la 1,5:1.

Nghién ctru nay ciing phu hop véi nhiéu
nghién ctu cua cic tac gia trong va ngoai
nudc vé bénh bach cau cap lympho tré em tai
Viét Nam. Nghién ctu cua Bui Ngoc Lan
trén 97 tré tir nam 2001-2004 tai Bénh vién
Tré em Trung uong, tudi trung binh 14
6,0+3,8, lra tudi chiém ty 1¢ cao nhat Ia 1-5
tudi (49.5%) [3]. Mot nghién ctu tai Bénh
vién Truyén mau - Huyét hoc H6 Chi Minh
nam 2010 trén 120 tré cua VO Thi Thanh
Trac ciing ¢6 két qua gan tuong tu véi tudi
trung binh 6,8+4,3[4]. Cac nghién cuau trén
thé gigi cho thdy nhom tudi tir 1-9 tudi gap
Vvé6i ty 16 cao nhat, tudi tir 2-5 1a thuong gap
nhat nhu nghién ciru cia tac gia G.Bahoush
tai Iran nam 2019 [5].

Trong nghién cuau cua chung tdéi, nam
chiém ty 1& cao hon nit v&i con sb ghi nhan
duoc lan Iuot 14 60,7% va 39,3%. Phu hop
véi nghién ciru cua Nguyén Thi Mai Huong
cho thidy nam (67,4%), nit (32,6%)[6] va
nghién cuau cua G.Bahoush va cong su, ty 1é
nam la 56,3%, ni la 43,7% [5].

Bénh bach cau cap lympho & tré em c6
thé xuét hién nhiéu triéu chirng khac nhau tai
thoi diém chan doan. Thuong gap cac triéu
ching nhu: sét, thiéu mau, xuat huyét, dau
nhirc xwong khop, réi loan tiéu hoa, sut
can,... Thiéu mau dugc ghinhan 1a 1y do dén
nhap vién cao nhit véi ty 1& 42,8%, xuat
huyét 1a 32,1%, sbt chi 14,2%, va céc ly do
khac chiém 10,7%.

S6 lwong bach cau trén 50G/L mang y
nghia tién luong Xau trong diéu tri [1]. Trong
nghién ctru ndy, ty 1é bénh cé sé lugng bach
cau dudi 50G/L chiém nhiéu hon (71,4%)

nén c6 thé du doan két qua diéu tri (OS,
DFS) kha quan hon.

Trong nghién ciu nay, ty Ié bénh c6 dau
an mién dich té bao xép vao nhém B-ALL
chiém 85,7%, ty l¢ bénh tré em T-ALL
chiém 14,3%. Két qua ghi nhan ty 1é B-ALL
chiém da sé ciing kha tuong tu Vdi tac gia
Nguyén Phuong Nguyén va Ngo Thi Thanh
Thuy (2022) trong nghién ctu dic diém lam
sang, két qua diéu tri va tién lugng bénh bach
cau cap lympho ¢ 185 tré em tai bénh vién
Ung buéu thanh phé H6 Chi Minh tir nim
2018 dén nam 2021 ¢6 5 truong hop T-ALL
(chiém 2,7%) va 180 truong hop B-ALL
(chiém 97,3%)[7]. Tac gia G.Bahoush
nghién ctru nam 2019 tai Iran ciing cho két
qua ty Ié bénh tr¢ em B-ALL la 87,3%, T-
ALL chi 12,7%[5].

4.2. Panh gia két qua diéu tri bénh
bach cau cip dong lympho é tré em

Muc tiéu cta diéu tri hoa chat 1a dat dugc
lui bénh hoan toan vé huyét hoc ngay sau
diéu tri tan cong va tiép tuc duy tri tinh trang
lui bénh bén virng. Vi vay, danh gia két qua
diéu trj tin cong gitp tién lwong bénh dong
thoi hra chon phac do tiép theo phi hop cho
bénh tré em.

Nghién cau cho thay ty lé dap ang lui
bénh sau hoa tri phac d6 FRALLE 2000 tan
cong N35 cua tat ca bénh tré em dat 100%.
Nghién ctu cta Bui Ngoc Lan nam 2004 st
dung phac d6 CCG-1991, ty I¢ dat lui bénh
sau diéu tri tin cong la 87,8%[3]. Nghién
ciu cia Nguyén Thi Mai Huong, 102 bénh
tré em diéu tri phac d6 CCG-1961 tai Vién
Tré em Trung wong dat két qua 88,2% lui
bénh sau diéu tri tan cong[6]. Nhu vdy, budc
dau cho thay, phac d6 FRALLE 2000 cho ty
I¢ dap ung lui bénh sau diéu tri tan céng cao
hon so v&i mot sb phac dd khéc tai Viét
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Nam. Tuy nhién, can theo ddi dai hon dé
danh gia hiéu qua vé ty 16 tai phét, thoi gian
sdng toan bo.

Panh gia xac suat sbng thém toan bo
(OS) va sdng thém khdng bénh (DFS) ¢ bénh
tré em sau hda tri phac dd FRALLE 2000 tai
bénh vién Huyét hoc- Truyén méau Can Tho
nhan thay: OS trung binh 1a 38 % 2,7 thang,
DFS trung binh la 34 + 3,5 thang. Nghién
ctru cho thdy OS tai thoi diém 12 thang la
92,1 + 5,4%, tai thoi diém 24 thang va 36
thang la 78,2 + 8,7%. Bén canh do, DFS tai
thoi diém 12 thang va 24 thang la 80 + 8%,
tai thoi diém 36 thang thip hon 1a 51 +
17,6%. Tac gia V6 Thi Thanh Truc nghién
ctu 120 bénh tré em diéu tri phac dd
FRALLE 2000 thiay OS 5 nam la 87,5%,
EFS 5 nam la 80%[4]. Nghién cuu cua
Nguyén Thi Mai Huong, 102 tré ALL nguy
co cao tal bénh vién Nhi Trung wong diéu tri
phac ¢6 CCG 1961 ghi nhan OS 5 nam dat
48,6%, EFS 46%[6]. Nhu vay, nhiéu nghién
ctru tai Vit Nam cho két qua diéu tri khac
nhau do ddi twong nguy co, phac d6 diéu tri
va thoi gian khac nhau. Nghién ctu cua
ching t6i do c6 thai gian theo ddi con ngan
nén ciing chua thé so sanh vgi cac nghién
cau khéc.

Thoi gian song toan bo caa nhém 1-9
tudi trung binh 1a 37,4 + 3,3 thang, nhém 10-
16 tudi la 31 + 2,7 thang. Thoi gian sdng
khong bénh ciia bénh nhan tir 1-9 tudi trung
binh 1a 33,8 + 3,9 thang. Thoi gian song
khong bénh caa bénh nhan tir 10-16 tudi
trung binh [a 28 + 3,8 thang. Tudi bénh tre
em tai thoi diém chan doan 1a mét trong
nhitng yéu té tién lwong doc lap. Theo y van
nhém tudi 1 dén 9 co ty 1¢ OS va DFS ting
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hon so v&i cac nhom tudi khac. Tuy nhién
két qua caa ching tdi su khac biét chua ¢ ¥
nghia thong ké.

S6 luwong bach cau tai thoi diém chan
doan mang ¥ nghia tién lugng doc lap. S6
lwong bach cau thap ldc chan doan 1a yéu td
nguy co tot, dan dén khac biét trong ty I¢
séng con trong y van. Tuy nhién trong
nghién ctru cua chung toi OS va DFS & bénh
nhan c6 sé lwong bach cau duéi 50G/L va
trén 50G/L chua cho thidy khac nhau
(p>0,05). Twong ty chang téi ghi nhan sy
khac biét khong c6 y nghia thong ké
(p>0,05) vé OS, DFS & bénh tré em B-ALL
so vai T-ALL (trung binh la 38,7 + 2,8 thang
so vai 28,6 *+ 6,8 thang, 36,3 + 3,6 thang so
voi 22,6 £ 11,9 thang. Theo y van, phan
nhom bach cau cép lympho B c6 tién lugng
t6t hon bach cau cap lympho T. Két qua sbng
con trong diéu tri bach cau cip lympho can
phai c6 thoi gian theo ddi dai dé danh gia. Co
thé thoi gian theo di cua ching téi con ngan
nén chua thay sy khac vé két qua didu tri
gitra cac nhom trén.

V. KET LUAN

Nghién ctu 56 bénh nhan bach cau cap
lympho tré em diéu tri phac dd6 FRALLE
2000 tai Bénh vién Huyét hoc Truyén mau
Can Tho cho mét s6 két luan nhu sau:

1. Tudi trung binh bach cau cap lympho
tré em 1a 7+3,8 tudi, nhiéu nhat 1a nhém 1-9
tudi (71,4%). Bénh nhan nam nhiéu hon nit
(1,5:1). Bénh nhan nhap vién vi thiéu mau
42,8%, xuat huyét 32,1%, sot 14,2%. B-ALL
la thé bénh gap nhiéu nhat (85,7%).

2. Péap tng lui bénh sau diéu tri tan cong
N35 dat ty I¢ 100%. OS trung binh cua bénh
nhan tré em la 38 = 2,7 thang, DFS trung
binh 1a 34 + 3,5 thang. OS 12 thang 14 92,1+
5,4%, DFS 12 thang la 80+ 8%.
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BU'O'C PAU PANH GIA HIEU QUA PIEU TRI CUA AZACITIDINE
KET HO'P VENETOCLAX O’ NGU'O'l BENH BACH CAU CAP DONG TUY
TAI PHAT HOAC KHANG TRI TAI BENH VIEN TRUYEN MAU HUYET HOC

Bli Nguyén Thiy Trang?, Ng6 Ngoc Ngan Linh!, Phu Chi Diing®

TOM TAT

Muc tiéu: Md ta dic diém 1am sang, sinh
bénh hoc va budc dau danh gia hidu qua, bién
ching cua phac d6 azacitidine két hop
venetoclax ¢ nguoi bénh bach cau cip dong tay
tai phat, khang tri.

Phwong phap nghién ciru: Thiét ké nghién
ctiu hdi cru — mo ta hang loat ca.

Péi twong nghién ciru: 11 nguoi bénh bach
cau cap dong tay tai phat som, hoic khang tri tai
Bénh vién Truyén méau Huyét Hoc TP. H6 Chi
Minh dugc didu tri voi phac dd két hop
azacitidine va venetoclax.

Thoi gian nghién cieu: 6/2021 dén hét ngay
01/06/2024.

Két qua: Ty lé dat CR/CRi ting 1én theo s6
chu ki diéu tri, tir 45,5% (n=5) Ién 72,7% (n=8)
sau 2 chu Kiva 1&n 81,8% (n=9) tai thoi diém két
thac diéu tri. Trong 11 ca nghién ctu, c6 2
(18,2%) that bai véi diéu tri azacitidine va
venetoclax. Vi thoi gian theo d6i trung vi 8,7
thang (0,8 thang — 28,1 thang), thoi gian PFS
trung vi la 8,2 thang, thoi gian OS trung vi la
khong dat duoc khi két thiic nghién ctiu, xac suat
OS - 1 nam udc tinh dat 55,6%. Chung téi nhan
thay, bién cb bat lgi lién quan toi diéu tri chu yéu

Bénh vién Truyén Mau Huyét hoc

Chiu trach nhiém chinh: Bti Nguyén Thily Trang
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1a doc tinh huyét hoc, c6 81,8% (n=9) nguoi
bénh bi giam bach cau hat mac do 111/1V, vi vay
ty 16 nhiém tring va sét giam bach cau ciing cao
tai 63,6% (n=7), tuy nhién chdng téi khong ghi
nhan truedng hop nao tir vong trong thoi gian diéu
tri vGi azacitidine va venetoclax.

Két luan: phac db6 diéu tri két hop
azacitidine va venetoclax dat duogc hi¢u qua dap
g diéu tri cao & nguoi bénh bach cau cap dong
tay nguyén phat tai phat/khang tri, véi kha nang
dung nap tét, pht hop ¢ ca déi tuong tong trang
kém. Tuy nhién thoi gian duy tri dap ang la
khong kéo dai, vi vay van can cac phuong phap
diéu tri hiéu qua hon nhu ghép té bao dé cai thién
két cuc séng con cua ngudi bénh. Khi diéu tri
phéc d6 azacitidine va venetoclax, doc tinh vé
huyét hoc 1a thuong gap, nhat 1a nguy co giam
bach cau hat mac d6 ning, vi vay du phong, phat
hién sém va diéu tri tich cuc nhiém trang la chia
khoa gilip giam nguy co tir vong trong diéu tri.

Tir khoa: Bach cau cip dong tay tai
phat/khang tri, azacitidine két hop venetoclax.

SUMMARY
INITIAL EVALUATION OF THE
TREATMENT EFFECTIVENESS OF
AZACITIDINE COMBINED WITH
VENETOCLAX IN
RELAPSED/REFRACTORY ACUTE
MYELOID LEUKEMIA AT BTH
HOSPITAL
Aims: Description of the clinical features,
pathogenesis and initially evaluation of the
efficacy and complications of azacitidine
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combined with venetoclax regimen in
relapse/refactory acute myeloid leukemia.
Methods: A retrospective case series study
of 11 patients who were diagnose relapse or
refactory acute myeloid leukemia at Blood
Transfusion and Hematology hospital.
Results: The rate of achieving CR/CRi
increased with the number of treatment cycles,
from 45.5% (n =5) to 72.7% (n = 8) after 2
cycles and to 81.8% (n = 9) at the end of the
treatment. In 11 case studied, 2 cases (18,2%)
failed treatment with azacitidine and venetoclaxt.
With a median follow-up of 8.7 months (0.8
months—28.1 months), the median PFS was 8.2
months, and the median OS was not reached at
the end of the study, OS -1 year was estimated
55.6%. We found that treatment-related adverse
events were mainly hematological toxicity. With
the majority of patients, 81.8% (n =9), having
grade Il or IV neutopenia, the rate of infection
and neutropenic fever is also as highas 63.6% (n
= 7). However, we did not record any deaths
during treatment with azacitidine and venetoclax.
Conclusion: The combination treatment
regimen of azacitidine and venetoclax achieves a
high treatment response in relapsed or refractory
myeloid leukemia patients with good tolerability
and is suitable even in subjects with poor general
conditions. However, the duration of response is
not prolonged, so more advanced treatments such
as cell transplantation are still needed to improve
patient survival outcomes. When treated with
azacitidine and venetoclax regimens,
hematological toxicity is common, especially the
risk of severe neutopenia, so prevention, early
detection, and early treatment of infections are
the keys to reducing the risk of death during
treatment.
Keywords: relapse or refactory acute myeloid
leukemia; azacitidine and venetoclax.

I. DAT VAN DE

Bach cau cap dong tay (Acute myeloid
leukemia — AML) 1a mét ung thu huyét hoc
gay ra boi sy tang sinh khong kiém soét cua
cac té bao dau dong tao mau &c tinh trong tay
xuong. DU dd c6 nhiéu cai tién trong chan
doan va diéu tri v&i sy ra doi cua cac thube
diéu tri nham trang dich thi tién lugng séng
con & ngudi bénh AML van xau, véi udc
tinh OS — 5 nam chi dat 30%, theo théng ké
cua Hiép hoi Ung Thu Hoa Ki.l Két cuc ¢
nguoi bénh AML téi phat hoac khang tri
cang toi té hon khi Iya chon diéu tri rat han
ché va tong trang nguoi bénh bi anh huong
nghiém trong baoi nhirng dot hda tri manh
trude d6. Theo Mang ludi bénh Bach cau
Chau Au (European Leukemia Net -ELN),
AML khang tri la bénh khong dat dap ang
hoan toan sau hai dot diéu tri tan cong?. Tuy
nhién, Ferguson va cong su da dua ra dé xuat
khéac vé AML khang tri, khi phan tich két
qua ¢ 8907 ngudi bénh AML va nhan thay,
nhiing nguoi bénh khong dat dap tng sau
mot dot diéu tri tan cdng la con >15% té bao
blast kém véi sy giam it hon 50% té bao
blast trong tuy hoac khong dat lui bénh sau 2
dot diéu tri tin cong déu co két cuc rat kém
Vi vdy déu dugc dinh nghia 1a khang tri. OS
— 5 nam lan luot cua hai nhém nay chi dat
9% va 8% so véi 40% & nhom dat lui bénh
sau mot dot didu tri tAn cong (p<0,0001)3.
Chung t6i ap dung AML khéang tri theo dinh
nghia cua Ferguson va cong su vi hau hét chi
sau mot dot tin cong, tong trang ngudi bénh
d3 bi suy giam nghiém trong, da phan khdng
thé tiép tuc mot dot hda tri tin cong cudng
d6 cao sau d6 ma can phai xem xét dén
phuong an diéu trj ciru vét it doc tinh hon.

Venetoclax, mot chat @c ché chon loc
BCL -2, két hop v&i mot thude giam methyl
hoa (hypomethylating) hién 1a diéu tri tiéu
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chuan ¢ nguoi bénh bach cau cap dong tay
ma&i chan doan va khong du diéu kién cho
diéu tri hoa tri liéu cwong do manh. Ngoai ra,
Azacitidine két hop Venetoclax ciing dugc
coi la mot didu tri ctu vét ¢ nhirng ngudi
bénh bach cau cip dong tuy tai phét, khang
tri. Chung t6i bao céo kinh nghiém khi diéu
tri Azacitidine két hop Venetoclax ¢ ngudi
bénh bach cau cip tai phat sém (trong vong 6
thang sau khi dat dap (rng hoan toan) hoac
khang tri véi mot hodc ca hai dot diéu trj tan
cong tai Bénh Vién Truyén Mau Huyét hoc
Tp. Ho Chi Minh.

II. DOl TUONG VA PHUONG PHAP NGHIEN cUU

Péi twong nghién ciru: 11 nguoi bénh
bach cau cap dong tuy diéu tri tai Bénh vién
Truyén méau Huyét hoc, khang tri sau diéu tri
tan cong hoic tai phat sém trong vong 6
thang sau khi dat dap (rng hoan toan.

Thiét ké nghién ctu: Thiét ké nghién
ctru hdi ciru- mo ta hang loat ca.

Phwong phap nghién ciru: Hoi ciu hd
so bénh an nhirng ngudi bénh > 18 tudi, chan
doan, bach cau cap dong tay tai phat sém
hoidc khang tri, duoc diéu tri voi phac do két
hop Azacitidine va Venetoclax trong khoang
thoi gian tir thang 6/2021 dén hét ngay
01/06/2024. Chan doan bach cau cip doéng
tay dya theo tiéu chuan cua to chuc y té thé
giGi WHO 2016 # va phan loai nhém nguy co
di truyén dua theo tiéu chuan caa Mang ludi
bénh Bach cau Chau Au (European
Leukemia Net -ELN)®. Mac dap tng diéu tri
dugc dinh nghia theo tiéu chudn cua
International Working Group (IWG)®, bao
gom: dap ung hoan toan (complete respone —
CR) khi té bao blast trong tiry xwong < 5%,
khéng phu thugc truyén méau va bach cau hat
trung tinh (NEU) > 1 x 10%/L va sb luong
tiéu cau (PLT) > 100 x 109/L; dap ang véi

162

huyét d¢6 chua hoi phuc hoan toan (CR with
incomplete hematologic recovery — CRi) khi
té bao blast trong tuy xuong < 5%, khong
phu thudc truyén mau nhung NEU < 1 x
109/L hoic PLT < 100 x 10%/L. That bai véi
didu tri (treatment failure — TF) khi phan
trim té bao blast trong tuy xwong khong
giam hodc ting 18n so véi trude khi diéu tri.
Chuing t6i a4p dung d& xuit caa Ferguson va
cong su vé AML khéang tri khi thoa mot
trong hai tiéu chi: khong dat lui bénh sau mot
dot diéu tri tan cong khi con >15% té bao
blast kém voi sy giam it hon 50% té bao
blast trong tuy hoac khong dat CR sau 2 dot
diéu trj tin cong.

Ngudi bénh bach cau cap duoc diéu tri
v6i phac do tan céng A7D3 (Cytarabine
100mg/m2 trong 7 ngay va Daunorubicin
60mg/m2 trong 3 ngay), néu dat dap ang CR
s& tiép tuc diéu tri thém 3 dot cung cd Voi
Cytarabine liéu cao (HIiDAC) (Cytarabine
3g/m2 x 2 lan/ngay x ngay 1, 3, 5). Néu
nguoi bénh thét bai sau diéu tri tin cong vai
A7D3, s& diéu tri tai tan céng véi phac do
IDA — FLA (Idarubicin 10mg/m2/ngay X
ngay 1, 2, 3; Fludarabine 30mg/m2/ngay x
ngay 1, 2, 3, 4, 5; Cytarabine 2g/m2/ngay x
ngay 1, 2, 3, 4, 5 va G-CSF) néu tong trang
da diéu kién dé hoa tri cudong d6 manh hoic
s& chuyén sang diéu tri voi phac d6 két hop
Azacitidine va Venetoclax néu téng trang
XAU.

Danh gia dap Gmg diéu tri dugc thyc hién
sau két thac mdi chu ki diéu tri véi
Azacitidine va Venetoclax cho téi khi dat
mirc CR/CRI hoac khi nghi ngo bénh tai phat
hodc khi ngudi bénh ngung diéu tri voi
Azacitidine va Venetoclax vi bat ki ly do gi.

Két cuc nghién ciu: Muc tiéu nghién ciu
chinh bao gém: ty lé CR/CRi va déc tinh cua
phac d6 diéu tri két hop Azacitidine,
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Venetoclax. Muc tiéu nghién ctru phu bao
gom thoi gian sdng thém bénh khong tién
trién (Progression free survival — PFS) va
thoi gian séng con toan bo (Overall surival —
0S). PFS la thoi gian tinh tir khi nguoi bénh
bat dau diéu tri dén khi bénh tién trién hoac

thoi gian tinh tir khi nguoi bénh bat dau diéu
tri v6i Azacitidine + Venetoclax cho dén khi
tir vong Vi bat ki nguyén nhan nao. Boc tinh
dugc phan d6 dya trén bang phan d6 doc tinh
theo tiéu chuan cua Vién Ung Thu Quéc Gia
Hoa Ky NCI, phién ban 5.0.

tir vong do bat ké nguyén nhan nao; OS la

lll. KET QUA NGHIEN cUU
Piic diém 1am sang, sinh hoc ciia ngudi bénh (Bang 1)
Bdng 1: Ddc diém lim sang, sinh hoc ciia ngwoi bénh

Pic diém (: f/lc’i)
Tudi trung vi (nhé nhat — I6n nhét) 54 (39-63)
Gigi tinh
Nam 5 (45,5)
N 6 (54,5)
Loai AML
AML nguyén phat 11 (100)
AML thir phat 0 (0)
Nhom nguy co AML
Chuin 0 (0)
Trung gian 4 (36,4)
FLT3-1TD low 1(9,1)
FLT3 - ITD high + NMP1 1(9,1)
Khéc 2 (18,2)
Cao 7 (63,6)
ASXL1 4 (36,4)
Del(7) 2 (18,2)
t(v;11) 1(9,1)
Tinh trang bénh trwée diéu tri Azacitidine + Venetoclax
Tai phat sém 2 (18,2)
Khang tri A7D3 7 (63,6)
Khéng tri A7D3 va IDA- FLAG 2 (18,2)
Téng trang theo ECOG
0 0 (0)
1 2 (18,2)
2 4 (36,4)
3 5 (45,4)
4 0 (0)
S6 chu ki diéu tri véi Azacitidine + Venetoclax trung vi (nhé nhat — I¢n nhat)| 3 (2 — 12)
Ghép té bao gbc sau diéu tri véi Azacitidine + Venetoclax 4 (36,4)
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Pic diém cu thé caa ngwoi bénh trong nghién ciru (bang 2)
Bdng 2: Ddc diém cu thé ciia ngwoi bénh trong nghién ciru

Tubi Phan Tinh | S6 chu ki | S6 chu [Ghép
z | Loai [nhém nguy|B nhiém| .. .. trang | ditutri | kidé | té
STT;:;E AML | cotheo | sicthé | POEPIeNGeN | "o | Azacitidine dat | bao
ELN 20225 sang |/Venetoclax|CR/CRIl| gbc
nguyén BCOR, khan
1|57 9% xdu o |45.xx-7| DNMT3A, | SO 1 | cé
P RUNXL, IDH1[ "
nguyeén £ i DNMTS3, khang ]
2199 pnat | X XX eonp iDH2 riT+3 O 8 | ©o
khang
nguyeén £ t(v;11923.3); |tri 7+3 bénh R
398 st | XA | XY L erv3 kRAS [vatdas| 2 fién trien[<"OM9
Flag
nguyén £ 48,XX,+8| BCOR, CBL, | khang ]
415 o | Y x2 | IDHL NRAS[i7+3 ° 1| Co
nguyen ASXLL i phat
5 | 54 ghgt xau | 46,XY | DNMT3A, S(fm 4 2 |khang
P IDH1
nguyeén . khéang R
6 | 63 ohét trung gian | 46,XY ETNK1 i 7+ 3 5 2 |khong
FLT3-ITD,
nguyén . CBL, tai phat .
7 | 48 ohat trung gian | 46,XY DNMT3A, s&m 2 2  |khdng
NPM1
nguyeén . 146,X,1(9;1 khang 1 .
8 | 59 ohét trung gian 1) FLT3-1TD i 7 + 3 12 khong
46,XX,in
\ v(©)(p12q|ASXL1, BRAF|
nguyén . khan
9 | 49 g:zt xiu  [13)del12] RUNXI, tr.7+93 3 1 |khong
P )(p12p13.| STAG2, WT1 [
1)
khang
nguyeén . ASXL1, IDH1,tri7 +3 bénh R
10140 1 gpae | X84 PTXYAE ugNxy hatdad 2 fién trién[<ON9
Flag
nguyén . IDH1, NRAS, | khang ]
11 46,XX 1
39 ohét trung gian | 46, TET? i 7 + 3 3 Co
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Do tudi trung vi cia ngudi bénh trong
nghién ctu cia trung toi 1a 54 tudi, véi ngudi
tré nhat la 39 tudi va Isn nhat 1a 63 tudi.
Trong d6, nhom nguy co cao chiém 63,6%
(n=7), khong c6 truong hgp nao thugc nhdom
nguy co chudn. Va da phan [a AML khang tri

chiém 81,8% (n=9). C6 4 trudong hop, chiém
36,4% ngudi bénh tién hanh ghép té bao gdc
sau khi didu tri véi Azacitidine va
Venetoclax.

Két qua diéu tri

Ty |¢ ddp teng diéu tri (Biéu dé 1)

100.0%
80.0%
60.0%
40.0%
20.0%

TY LE PAT CR/CRI

0.0%

sau 1
chu ki

sau 2 Kétthuc
chu ki

diéu tri

Biéu dé 1: Ty Ié ddp veng sau 1 chu ki, sau 2 chu ki va sau khi két thiic diéu tri
vo'i azacitidine va venetoclax
Ty 1é dat CR/CRi ting 1én theo sé chu ki diéu tri, tir 45,5% (n=5) lén 72,7% (n=8) sau 2
chu ki va 1én 81,8% (n=9) tai thoi diém két thuc diéu tri. Khi két thuc diéu tri, chi co 1 truong
hop trong 11 ca nghién ciru (9,1%) that bai voi diéu tri azacitidine va venetoclax.

Thei gian séng con (Hinh 1)
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Hinh 1: Kaplan-Meier biéu dién thoi gian song khong tién trién (PFS)
va song con toan bg (0S) ciia mdu nghién ciru
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V&i thoi gian theo ddi trung vi 8,7 thang (0,8 thang — 28,1 thang), thoi gian PFS trung vi
la 8,2 thang, thoi gian OS trung vi 1a khong dat duoc khi két thic nghién ciru. Trong thoi gian
theo di 11 ca nghién ciru, ¢6 2 ca tir vong, Xac suat OS — 1 nam udc tinh dat 55,6%.

Bién cé bt lgi ciia diéu tri

Bing 2: Tdc dung phu lién quan téi diéu tri

Péc tinh trong diéu tri

n (%) (n=11)

Giam bach ciu hat

Do 111 1(9,1)
bo HI/IV 9 (81,8)
Giam tiéu ciu
Do NI 1(9,1)
bo /1 3(27,3)
Nhiém tring 7 (63,6)
Tir vong trong qua trinh diéu tri 0(0)
Ting men gan 1(9,1)

Chuing t6i nhan thay, bién cb bat loi lién
quan t&i diéu tri chu yéu 1a doc tinh huyét
hoc, c6 t6i 81,8% (n=9) ngudi bénh bi giam
bach cau hat mac do 1H/IV. Vi vay ty 18
nhiém tring va sét giam bach cau ciing cao,
toi 63,6% (n=7), tuy nhién chung téi khéng
ghi nhan truong hop nao tir vong trong thoi
gian diéu tri vgi Azacitidine va Venetoclax.
Anh huong 1én sé luong tiéu cau thi it gap
hon, v6i 36,4% (n=4) bi giam tiéu cau va
27,3% (n=3) bi giam do 111/1V. Bién chung
ting men gan la hiém gap, ching toi chi ghi
nhan 1 trudng hop chiém 9,1% bi tang men
gan.

IV. BAN LUAN

Nghién ciu caa chang téi tap trung o
nhom dbi twong AML tai phat sém hoic
khang tri. Nhom dé6i tuong nay co két cuc
dac biét xau vi cac lua chon diéu tri han ché,
cling nhu tong trang ngudi bénh bi anh
huéng nghiém trong sau nhiéu dot hoa tri
trude d6 va ban than céc té bao 4c tinh ciing
mang nhiéu gen dot bién xau, khang tri voi
hoa tri tiéu chuan. Trong nghién cau cua
chung t61, 63,6% (n=7) nguoi bénh cd dot
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bién gen & nhém nguy co xau, 36,4% (n=4)
nguoi bénh thugc nhom nguy co trung gian
va khong c6 truong hop nao co dot bién gen
& nhom nguy co chuin theo ELN 2022.°
Phan tich ki hon vé dot bién gen, nhan thay
dot bién ASXL1 xuat hién nhiéu nhat 36,4%
(n=4), k& tiép 1a del(7) chiém 18,2% (n=2) va
FLT3 chiém 18,2% (n=2). Tong trang ngui
bénh AML khi da tai phat hoac khang tri
phan I6n déu bi anh hugng nghiém trong vi
dot hda tri liéu manh trude do6. Nhu trong
nghién ctru cia ching to6i, 9 ngudi bénh sau
khi khang tri véi A7D3 va 2 nguoi bénh tai
phat sém, chi 2 trudong hop (18,1%) c6 tong
trang kh& v6i ECOG 1 diém c6 thé tai tin
cong thém 1 dot IDA -FLAG, con lai 9
truong hop (81,8%) khdng thé tiép tuc hoa tri
lidu cudong d6 manh, trong d6 tGi 45,4%
(n=5) s6 ca c6 ECOG chi dat muc 3. O
nhitng ddi tuwong nay, ching téi lya chon
phac do két hop Azacitidine voi Venetoclax
sau khi di can nhac giira tinh an toan va hiéu
qua diéu tri, ddng thoi cd thoi gian dé tich
Cuc nang 4o tong trang nguoi bénh, chuén bi
cho qué trinh ghép té bao gdc néu co kha
nang sau d6. Trong nghién ctru cta ching toi
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4/11 ngudi bénh (36,6%) da tién hanh ghép
té bao gébc tir anh chi em rudt phu hop 10/10
sau khi téng trang duoc cai thién tot va dat
lui bénh véi azacitidine, venetoclax.

Nghién ctru caa ching tdi nhan thay, hiéu
qua cia phac do azacitidine va venetoclax
trén dbi twong tai phat som, khang tri dat dap
g tot. Vi ty 16 dat CR/CRi tang 1én theo
s6 chu ki diéu trj, tir 45,5% (n=5) 1én 72,7%
(n=8) sau hai chu ki va Ién 81,8% (n=9) tai
thoi diém két thuc diéu tri. Khi két thuc diéu
tri, c6 2 truong hop trong 11 ca nghién cuu
(18,2%) thit bai voi didu tri Azacitidine va
Venetoclax. So vai nghién ctu cua tac gia
Aldoss 7, ty I¢ dat CR/CRi la 51% (17/33)
hay nghién ctru cua tac gia Liangshun You 8
vGi ty lé dat CR/CRi la 63,3% (19/30),
nghién ctu cua ching to6i dat ty 1€ CR/CRI
cao hon. Diéu nay c6 thé do c& mau nghién
ctru cia chdng téi con han ché, chi trén 11 ca
bénh va ddi twong nghién ctu déu 1a AML
nguyén phat. Ngoai ra dot bién gen chiém uu
thé trong nghién caeu cua ching toi la
ASXLI. Vi gen ASXL1 dd dugc nhan thay
trong nghién ciru cua céc tac gia Jonhson ° va
téc gia Wengl® Ia yéu té tién lwong dap ung
tot v6i venetoclax thong qua viéc tiang biéu
hién céac thu thé BCL2 trén bé mat té bao &c
tinh.

Véi thoi gian theo d6i trung vi 8,7 thang
(0,8 thang — 28,1 thang), thoi gian PFS trung
vi la 8,2 thang, thoi gian OS trung vi la
khong dat dwgc khi két thic nghién ctu.
Trong thoi gian theo ddi 11 ca nghién cuu,
c6 2 ca tr vong, Xac suat OS — 1 ndm udc
tinh dat 55,6%. Tir d6, chiing t6i nhan thay,
mic du phac d6 Azacitidine va Venetoclax
dat dugc dap ung tét véi hon 80% nguoi
bénh dat CR/CRi, nhung thoi gian duy tri
dap ng la khong kéo dai, vai thoi gian PFS
trung vi chi dat 8,2 thang va két cuc chung

ctia nguoi bénh van rat xau khi xéac suat OS —
1 ndm chi dat 55,6%. Vi vay cho tgi hién
nay, phac do Azacitidine két hop Venetoclax
chi dugc xem 1a phuong an diéu tri kéo dai
thoi gian séng con & ngudi bénh bach cau
cap dong tay.

Tuy nhién, khi xét vé tinh an toan, phac
dd nay cho thiy kha ning dung nap tét ¢
nguoi bénh, & ca nhitng ngudi ¢6 tong trang
kém, ECOG chi 2 — 3 diém, khong cho phép
diéu tri v&i hoa tri cudng do manh, nhu trong
nghién ctru caa chang toi, co téi 45,4% (n=5)
ngudi bénh c6 ECOG 3 diém hoan thanh it
nhat 1a 2 chu ki diéu tri Azacitidine va
Venetoclax. V& tac dung phu, doc tinh huyét
hoc 1a thudng gap véi da sd ngudi bénh
(90,9%) bi giam bach cau hat, trong d6
81,8% (n=9) giam & mac do IV, Tir d6
ting nguy co bi nhiém trung, nhu trong
nghién ctu cua chung t6i 63,6% (n=7) nguoi
bénh bi sét giam bach cau hat.

V. KET LUAN

Két qua nghién ciu cua chdng tdi cho
thay phac d6 diéu tri két hop Azacitidine va
Venetoclax dat dugc hiéu qua dap tung diéu
tri cao & ngudi bénh bach cau cip dong tay
nguyén phét tai phat/khang tri, vdi kha nang
dung nap tét, phi hop & ca ddi tuong téng
trang kém. Tuy nhién thoi gian duy tri dap
tng la khong kéo dai, vi vay van can cac
phuong phap diéu tri hiéu qua hon, nhu ghép
té bao dé cai thién két cuc sdng con cua
nguoi bénh. Khi diéu tri phac dd Azacitidine
va Venetoclax, doc tinh vé huyét hoc la
thuong gap, nhat 1a nguy co giam bach cau
hat mac d6 nang, vi vay du phong, phat hién
sém va diéu trj tich cuc nhiém trang 1a chia
khda gilip giam nguy co tir vong trong diéu
tri.
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V1. KIEN NGHI

Nghién ctru ctia chdng tdi c6 ¢ mau nho,

thoi gian theo ddi ngan, chua danh gia duoc
thoi gian sbng con trung vi, cling nhu méi
danh gia trén nhom AML nguyén phat nén
chua cung cdp dugc céi nhin tong quan cho
toan b nhém AML tai phat/ khang tri.
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CHAT LUONG CUOC SONG CUA BENH NHAN LO’ XE MI CAP DONG TUY
CAO TUOI PIEU TRI BANG DECITABINE TAI VIEN HUYET HOC - TRUYEN
MAU TRUNG ’O'NG GIAI POAN 2023-2024

TOM TAT.

Pit vin dé: Nhém bénh nhan cao tudi,
khong du didu kién héa trj liéu tich cuc thuong
duoc diéu tri bang cac phac 6 giam nhe, cham
soc hod tro hodc tham gia thir nghiém lam sang
cac thudc méi. Panh gia hiéu qua cia diéu tri Lo
x& mi cap dong tuy (AML) khéng chi ding lai ¢
chi sé sdng s6t ma con bao gém ca chét luong
cudc song (CLCS) caa bénh nhan. Muc tiéu:
Khao sat chét luong cudc séng cia bénh nhan
AML cao tudi diéu tri bang Decitabine tai Vién
Huyét hoc — Truyén mau Trung wong giai doan
2023-2024. Pbi twong va phwong phap: Nghién
ciru mo ta trén 70 bénh nhan AML cao tudi dugc
diéu tri bang phac d6 Decitabine tai Vién Huyét
hoc — Truyén mau Trung Uong tir ndm 2023-
2024. Két qua va két luan: Cac bénh nhan
nghién ctru duoc danh gia chit luong cudc sdng
trugc mdi dot diéu tri bang thang diém EORTC
QLQ-C30. CAc trieu ching mét moi, chan an,
kho khin vé tai chinh anh huong nhiéu dén
CLCS cua bénh nhan. CLCS cua bénh nhéan
AML cao tudi c6 méi lién quan véi thé trang caa
bénh nhéan trudc diéu tri va dap tng cua bénh
nhan vai phac d6 Decitabine. Decitabine khong
nhitng mang lai dap &g vé huyét hoc mané con
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cai thién CLCS trén céc khiacanh chirc nang va
triéu ching caa bénh nhan AML cao tudi.

Tirkhéa: Lo xé mi cap dong tay, Decitabine,
Chat luong cudc séng, EORTC QLQ-C30

SUMMARY
QUALITY OF LIFE OF ELDERLY
ACUTE MYELOID LEUKEMIA
PATIENTS TREATED WITH
DECITABINE AT THE NATIONAL
INSTITUTE OF HEMATOLOGY AND
BLOOD TRANSFUSION IN THE
PERIOD 2023-2024

Background: Elderly patients who are
ineligible for intensive chemotherapy are often
treated with palliative regimens, supportive care,
or enrolled in clinical trials for new drugs. The
assessment of treatment outcomes in Acute
Myeloid Leukemia (AML) should not only focus
on survival rates but also include the patients'
quality of life (QoL). Objective: To describe the
quality of life of elderly AML patients treated
with Decitabine at the National Institute of
Hematology and Blood Transfusion during the
period of 2023-2024. Subjects and Methods: A
descriptive study was conducted on 70 elderly
AML patients treated with the Decitabine
regimen at the NIHBT from 2023 to 2024.
Results and Conclusion: Patients’ quality of life
was assessed before each treatment cycle using
the EORTC QLQ-C30 questionnaire. Symptoms
such as fatigue, loss of appetite, and financial
difficulties significantly impacted patients' QoL.
The QoL of elderly AML patients was found to
be related to their pre-treatment performance
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status and their response to the Decitabine
regimen. Decitabine not only provided
hematological response but also improved the
QoL in functional aspects and symptoms for
elderly AML patients.

Keywords: Acute myeloid leukemia,
Decitabine, Quality of life, EORTC QLQ-C30

I. DAT VAN DE

AML la mét nhém bénh mau &c tinh.
Mot nghién ciu tai My nam 2019, ty 1é mac
khoang 4,3 ngudi miac bénh/100.000 ngudi
dan, tudi trung binh Ia 68 tudi, c6 xu hudng
ting theo tudil. Nhém bénh nhan cao tudi,
khong du diéu kién hoa tri liéu tich cuc
thuong dugc diéu tri bang cac phac dd giam
nhe, chim séc hd tro hoic tham gia thu
nghiém 1am sang céc thudc méi. Panh gia
hiéu qua cua diéu tri AML khéng chi ding
lai & chi sb song s6t ma con bao gom ca
CLCS ciia bénh nhan. Déi véi bénh nhan cao
tudi mac AML, viéc duy tri hodc cai thién
chat lwong cudc sdng cé thé 1a muc tiéu quan
trong ngang bang vai viéc kéo dai tudi tho.
CLCS séng la mot yéu té quan trong trong
viéc danh gia hi¢u qua cua cac phuong phap
diéu tri va cham soéc bénh nhan. Vi vay,
chung t6i tién hanh dé tai nay nham muc
tibu: Khgo sat chdar lhwong cugc song cua
bénh nhan AML cao tuéi dieu tri bang
Decitabine tgi Vién Huyét hoc — Truyén mau
trung wong giai dogn 2023-2024.

Il. DOl TVONG VA PHUONG PHAP NGHIEN CU'U
2.1. Péi twong nghién ciru: 70 bénh
nhan AML cao tudi dugc diéu tri bang phac
dd Decitabine tai Vién Huyét hoc — Truyén
mau Trung wong tur nam 2023-2024.
Tiéu chudn lwa chen nhém bénh nhan
nghién ceru
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- BN > 60 tudi, nguyén phét hoic thi
phat,

- BN dugc chan doan AML theo tiéu
chuan WHO 20186,

- BN khong pht hop véi phac d6 hoa tri
tiéu chuan

Tiéu chudn logi trie, nhom bénh nhan
nghién cau

- Bénh nhan dang c6 suy gan, suy than
muc do nang, cd biéu hién suy tim, dau nguc
khong n dinh trén 1am sang hoic c6 chdng
chi dinh diéu tri bang Decitabine.

2.2. Phwong phap nghién ciru

2.2.1. Thiét ké nghién cizu

- Nghién ctru mo ta loat ca bénh

- C& mau: Toan bo, Chon mau: thuan
tién, 70 ngudi bénh du tiéu chuan tham gia
nghién cuu.

2.2.2. Cong cu va thu thdp thong tin

- Bénh 4n bénh nhidn du tiéu chuin
nghién ciru dé dua vao nghién ciru

- Thu thap thong tin theo mdt mau bénh
an dua vao hd so bénh 4an bao gém: tudi,
giGi, dac diém xét nghiém trude khi didu tri
va sau cac dot diéu tri, cac chi sd chit lugng
cudc sdng thong qua bang diém.

- B cAu hoi danh gia chit lwong cudc
séng EORTC QLQ-C30 phién ban 3.0, bao
gom 30 cau hoi: 15 cau hoi danh gia trén
khia canh chirc ning (hoat dong thé luc, vai
tro xa hi, tm ly cam xuc, kha nang nhin
thuc, hoa hop xa hdi), 13 cau hdi danh gia
cac tri¢u chung (mét mdi, dau, budn ndn va
non, kho thd, mat ngu, chan an, tdo bon, ti€u
chay) va kho khan tai chinh, 2 cau hoi danh
gid CLCS chung (bénh nhan tu danh gia suc
khoe va CLCS trong tuan vira qua).

- Piém CLCS tong = (Hoat dong thé luc
+ Vai tro xa hoi + Tam ly cam xuc + Kha
nang nhan thic + Hoa hop xa hdi + 100-M¢t
moi + 100-Dau + 100-Budn nén,Non + 100-
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Kho thé + 100-Mit nga + 100-Chan an +
100-Té&o bon + 100-Tiéu chay)/13.

- Cach danh gia diém CLCS: quy doi
sang thang diém 100 theo huéng dan cua
nhém nghién cteu EORTC.

- Thoi diém danh gia CLCS: trugc khi
bat dau diéu tri mdi dot Decitabine

2.2.3. Cic tiéu chudn siv dung trong

nghién ciru

- Tiéu chuan chan doan bénh AML theo

WHO 2016

- Panh gia dap ung diéu tri theo tiéu

. KET QUA

NGHIEN cUU

chuan ciia TWG nim 2003.

- B6 cau hoi danh gia CLCS: EORTC
QLQ-C30 phién ban 3.0.

2.2.4. Dao diec trong nghién ciru

- Nghién ctru d3 dugc sy dong ¥ ciia Ban
Lanh Pao Bénh Vién Huyét hoc — Truyén
mau Trung vong.

- Céac thong tin khai thac trong bénh 4n s¢€
hoan toan dugc gilr bi mat.

- Nghién ctru chi phuc vu cho muc ti€u
sttc khde cia bénh nhan, ngoai ra khong co
muc dich nao khac

3.1. Pic diém cia nhém bénh nhan nghién céu

Bdng 1. Pdc diém chung ciia nhém bénh nhan nghién ciu
Dic diém Bénh nhan (n) | Ty 1é (%) | Trung vi (Min-Max)
7 60-64 tu@i 19 27,1 67

Nhoém tuoi 65-69 tuoi 27 38,6 (61-82)
> 70 tudi 24 34,3
Gisi Nam 36 51,4
o1l Ni 34 48,6
0-1 40 57,1
ECOG 23 30 42,9
Tot 11 15,7
Nhom nguy Trung binh 35 50,0
co di truyén XAu 8 114
Khéng phan nhém 16 22,9

Nhgn xét: Tudi trung binh cia nhém bénh nhan nghién ciu la 67,9 (61-82) tudi, co
34,3% bénh nhan > 70 tudi. Ty s6 nam: nir 1a 1,1:1. 50% bénh nhan thuoc nhém tién lugng

trung binh.
20

15
10
5

0

16
13
10 9
s
I3|Il1 -
- - wm B

1dot 2dot 3dot 4dot 5dot 6dot 7dot 8dot 9dot 10 dot

¥ S6 lwong bénh nhin

Biéu dé 1: Sw phan bé sé lwong dot diéu tri Decitabine
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Nhdn xét: S6 dot Decitabine dugc diéu trj & mot BN ¢6 trung vi 1a 3 dot (pham vi, 1-10).
31 bénh nhan diéu tri duoc trén 4 dot Decitabine, va cd 3 bénh nhan da diéu tri dugc 10 dot.
Bdng 2: Két qud diéu tri bénh sau 4 dot theo nguy co di truyén (n=31)

Lui bénh hoan|Lui bénh mat| Pap wng vé (That bai dieu| Pap wng
toan (CR) | phan (PR) |huyét hec (HI)| tri (NR) chung (ORR)

S6 bénh nhan 13 4 7 14 23

% 41,9 12,9 22.6 45,2 74,2

Nhgn xét: 31/70 bénh nhan diéu tri tir 4 dot Decitabine tro 1én dugc danh gia dap ung
diéu tri. Ti 1& dap ung tong thé 1a 74,2% (23/31 bénh nhén). C6 13/31 bénh nhén (tvong (g
41,9%) trong nhdm nghién ctru c6 dap tng lui bénh hoan toan.

3.2. Chét lrgng cudc séng cia bénh nhén theo thang diém EORTC QLQ-C30

70
60
50
40

3)0
10 : — —h
Truwde dot 1 Truodc dot 2 Trwdce dot 3 Trwde dot 4 Truoc dot 5
(n=62) (n=62) (n=41) (n=31) (n=27)
——Mét moi 66.1 58.2 48.2 44 8 40.3
Budn nén va non 134 16.4 11 12.4 9.9
Dau 32.8 33.1 28.5 23.1 22.2
Kho tho 26.3 253 17.9 16.1 12.3
——Mat ngu 58.1 54.8 45.5 441 35.8
—0—Chan an 51.6 52.7 439 43 35.8
—+—Tao bén 16.7 16.7 10.6 11.8 13.6
—Tiéu chay 22.6 24.7 17.1 14 12.3
———Kho khéan tai chinh 57.8 58.1 54.1 51.6 494

Biéu do 3: Piém CLCS trung binh theo trigu chirng lim sang va khé khén tai chinh

Nhdn xét: Biém CLCS theo triéu chirng 1am sang bét dau cai thién tir sau dot thtr 2, trong
d6 triéu chirng “mét moi” cai thién rd rang nhat. VAn dé kho khan tai chinh khong thay doi
nhiéu trong suét qua trinh diéu tri.

172



TAP CHi Y HOC VIET NAM TAP 544 - THANG 11 - QUYEN 1 - SO DAC BIET - 2024

80 )
70 A__J"”'A————A——_——f
60 - : —+
50 T

40
30
20
10
Trudc dot Trudc dot Trudc dot Trudc dot Trudc dot
1 (n=62) 2(m=62) 3(n=41) 4 (n=31) 5 (0n=27)
——CLCS tong 60.25 61.21 68.72 70.48 74.37
CLCS chung 46.2 50.8 56.9 61.8 66.7
Hoat dong thé Iyc 59.1 59.4 67 68.6 74.1
Vai tro xa hoi 54.8 54.8 62.6 63.4 69.1
Tam ly-Cam xuc 50.7 54.8 67.2 65.1 70.4
Kha néng nhan thirc 55.5 58.6 654 69.4 73.9
—+—Hoa hop xa hoi 47.8 50 58.5 59.1 61.7

Biéu dé 4: Piém CLCS trung binh trén cac mdt chic ning
Nhdgn xét: “CLCS téng”, “CLCS chung” va 5 khia canh chac nang "hoat dong thé luc”,
"tam ly-cam xuc", "kha nang nhan thuc”, "vai tro xa hoi" va "hoa nhap xa hoi" c6 xu hudng
cai thién tot hon sau mdi dot diéu tri va tét nhat tai thoi diém trude dot 5.
Bdng 3. Cac yéu té lién quan cia CLCS (dwa trén diém CLCS tong hep)

Dic didm Trwée dot 1 [Trude dot 2| Trude dot 3|Trwée dot 4|Trwée dot 5

’ (n=62) (n=62) (n=41) (n=31) (n=27)

60-64 tudi 59,8146 | 60,7+x14,1 | 64,0+£10,1 | 62,4+215 | 68,8+14,2

Tudi 65-69 tuﬂéi 60,4+8,6 61,1+13,3 | 73,2+113 | 745+115 | 77,0£15,2

> 70 tuol 60,5£12,9 | 61,7+11,1 | 67,8+14,3 | 70,9115 | 74,5£13,0
p 0,9834 0,973d 0,168¢ 0,215¢ 0,5264

Nam 60,5+8,4 62,6£115 | 69,8+7,9 | 72,1115 | 79,6149

Gioi Nir 60,0144 | 59,8+13,8 | 67,8x155 | 69,3£16,6 | 71,3£14,9
p 0,863° 0,394¢ 0,603° 0,617¢ 0,143¢

0-1 62,2+£9,7 63,0£114 | 71,3x13,1 | 74,6126 | 78,8+12,3

ECOG -3 57,7+13,7 | 58,9+14,1 | 63,8+9,7 | 61,9+153 | 63,8+12,8
p 0,138°¢ 0,217¢ 0,068°¢ 0,037¢ 0,008¢

Tt 49,8+14,2 | 49,9+12,2 | 55,2+16,0 | 62,6£219 | 67,8123

Egﬁy‘; Trung binh | 636+04 | 636+11.0 | 709:0.8 | 726+11.1 | 7574147

Xau 58,6+16,6 | 62,9164 | 77,1+158 | 78,1+148 | 78,1+16,5
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Khong phan
Ahém 59,6+9,2 | 62,1+10,0 | 70,445 | 63,3+13,1 | 77,5+0,0
p 0,0144 0,032¢ 0,008¢ 0,271d 0,639
Pép g Co 62,8+12,1 | 64,9+112 | 72,0£135 | 76,4494 | 78,3+11,3
didu tri Khéng 58,7+11,3 | 59,1+13,1 | 64,5+9,8 | 53,6+13,8 | 57,1+12,8
' p 0,184¢ 0,081°¢ 0,056° >0,001°¢ 0,001¢

°Independent Sample T-test, 4One-way ANOVA test

Nhgn xét: Nhitng bénh nhan c6 ECOG
0-1 diém c6 diém CLCS tdéng hop cao hon
nhom ECOG 2-3 diém, dic biét trudc dot 4
va 5 sy khac biét co y nghia thong ké vai
(p<0,05). Nhém bénh nhan c6 nguy co tot
trude dot 1,2,3 co diém CLCS thap hon dang
ké nhom trung binh va xau (p<0,05). Tuy
nhién tur dot 4 va 5 thi su khac biét nay
khong co y nghia théng ké (p>0,05). Nhém
bénh nhan c6 dap tmg diéu tri 3 dot dau co
diém CLCS téng hop cao hon nhém khong
dap ung va su sy khac biét nay rd rang hon
tai thoi diém dot tht 4 va 5 (p<0,05).

IV. BAN LUAN

Nghién ctu 70 bénh nhan: bénh nhan
nam nhiéu hon bénh nhan nit, ty s nam: nix
la 1,1:1. Tudi trung vi caa nhém bénh nhan
nghién ctu 1a 67 tudi, cao hon nghién ctu
giai doan 2019 - 2021 cua chung téi (trung vi
la 65,5 tudi)? va thap hon so véi nghién ciu
cua H. Park (2017) va K. Yoo (2020) véi
tudi trung vi lan lugt 1 73,9 tudi va 73,5 tudi
3,4

Cac bénh nhan c6 thé trang chung theo
thang diém ECOG con tét: ECOG 1, 2 lan
luot chiém 57,1%, 42,9%. Két qua nay tuong
ddng v&i mot s6 nghién ciu trén thé gidi.
Nhém bénh nhan nghién ciru duoc phan tang
nguy co di truyén, trong d6 50% bénh nhan
thugc nhém tién luong trung binh, trong dé
22,9% bénh nhan khdng phén loai do nguyén
nhan khach quan.
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Sb dot Decitabine diéu tri & mot bénh
nhan trong nghién ciru cua chung toi cé trung
vi 1a 3 dot, tuong ty véi két qua nghién ctu
ctia chung t6i giai doan 2019 - 20212 va thap
hon so va&i nghién ciru cua 2 tac gia H. Park
(2017)% va K. Yoo (2020)* cung v&i trung vi
la 4 dot.

Tai thoi diém thang 8 nam 2024, 31/70
bénh nhan két thac 4 dot diéu tri Decitabine,
dugc lam huyét tuy d6 danh gid hiéu qua
didu tri. Két qua duoc thé hién o bang 2 cho
thay: 13 bénh nhén dat lui bénh hoan toan
(41,9%), 4 bénh nhan lui bénh mot phan
(12,9%), 7 bénh nhan dugc danh gia cai thi¢n
vé huyét hoc (22,6%). Ty lé dap ung nay
tuong tu v&i nghién ctu cua giai doan 2019-
20212,

Nghién ctu sir dung thang diém EORTC
QLQ-C30 dé theo ddi chat lugng cudc song
cuaa nhém bénh nhan nghién cuu, trudc khi
bit dau mdi dot diéu tri Decitabine. 62/70
bénh nhan duoc theo ddi chat lwgng cudc
song do 8 bénh nhan trong nhém nghién ciru
da tr vong ngay trong dot diéu tri dau tién.

Biéu do 2 danh gi4 sy thay dbi caa CLCS
theo triéu chung 1am sang, két qua co thé
thay trugc khi diéu tri bénh nhan gap phai
c4c triéu chimg chinh nhu “mét moéi”, “mét
ngu”, “chan an”, cac triéu ching nay anh
huéng rat nhiéu dén chat luong cudc song
cta bénh nhan AML cao tudi. Van dé khé
khian tai chinh ciling cho thay nhiing tac dong
tieu cuc dén CLCS cua nhém bénh nhan
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nghién ciu. Két qua nay tuong tu véi nghién
cau cua Annemieke Leunis va cong su °,
twong tu V&i cac nghién ctiru khac danh gia
CLCS cua bénh nhan AMLS. T4c dong cua
tinh trang mét moi dén CLCS do mot sb
nguyén nhan, bao gém ban than can bénh,
cac van dé tam ly xa hoi, tac dung phu lién
quan dén diéu tri, bénh mic kém’. Tuy nhién,
biéu d6 3 cho thiy rang, céc triéu chirng 1am
sang bat dau cai thién tir sau dot tha 2, trong
do triéu chirmg “mét moi” cai thién rd rang
nhat.

Biéu d6 3 1a két qua theo ddi CLCS tdng
quat va cac khia canh chirc nang "hoat dong
thé lyc”, "tam ly-cam xuc”, "kha ning nhan
thirc”, "vai tro xa hoi” va "hoa nhap xa hoi".
Céac khia canh chic nang c6 xu hudng cai
thién sau mdi dot diéu tri, su cai thién rd rét
nhat tai thoi diém trude dot diéu tri thir 3,
dic biét 1a khia canh "hoat dong thé hrc",
"tam ly-cam xuac".

Piém CLCS tdéng (Summary Score) cua
thang diém EORTC QLQ-C30 duoc tinh tur
gia tri trung binh cta 13/15 thang do (trir
diém CLCS chung va vén dé tai chinh) dugc
xac dinh phu hop va c¢6 y nghia trong phan
tich va theo ddi CLCS cua bénh nhan LXM
va thuong duoc su dung trong cac thu
nghiém 1am sang®. Bang sé 3, phan tich mot
s6 yéu t6 lién quan dén CLCS cua bénh nhan
AML cao tudi. CLCS tong hop ciia nhém
bénh nhan AML khéng c6 su khac biét vé
tudi va gisi (voi p>0,05). Nhitng bénh nhan
c6 ECOG 0-1 diém c6 diém CLCS tong hop
cao hon nhom ECOG 2-3 diém, dic biét
trude dot 4 va 5 sy khac biét co y nghia
théng ké véi (p<0,05). Theo nguy co di
truyén, nhém bénh nhan c¢6 nguy co tdt trudc
dot 1,2,3 c6 diém CLCS thap hon dang ké
nhém trung binh va xau (p<0,05), Tuy nhién
tir dot 4 va 5 thi su khac biét nay khéng co y

nghia théng ké (p>0,05). Nhém bénh nhan
¢ dap tng diéu tri 3 dot dau co diém CLCS
tong hop cao hon nhom khéng dap ang va sy
su khac biét nay 16 rang hon tai thoi diém
dot thir 4 va 5 (p<0,05). C6 thé thiy ring,
CLCS cuia bénh nhan AML lién quan dén thé
trang cta bénh nhan trudc khi diéu tri hoa
chit (ECOG) va dap ng cua diéu tri hoa
chat. Decitabine khdng nhitng mang lai dap
tng vé huyét hoc cho bénh nhan AML ma n6
con cai thién CLCS cua bénh nhan.

V. KET LUAN

Nghién cttu 70 bénh nhdn AML ¢ nguoi
cao tudi dugce diéu tri bing Decitabine tai
Vién Huyét hoc — Truyén mau Trung uong
giai doan 2023-2024:

Céac bénh nhan nghién ciru dugc danh gia
chat Iuong cudc séng truéc mdi dot diéu tri
bang thang diém EORTC QLQ-C30. Cac
triéu chirng mét moéi, chan an, kho khin vé
tai chinh anh hwong nhiéu dén chat luong
cudc séng cua bénh nhan AML cao tudi.

Chéat lwgng cudc sdng cua bénh nhan
AML cao tudi c6 méi lién quan véi thé trang
ctia bénh nhan trude diéu tri va dép ung cua
bénh nhan véi phac dd Decitabine.
Decitabine khong nhitng mang lai dap ung
vé huyét hoc ma né con cai thién chit luong
cudc séng trén cac khia canh chtc ning va
triéu chang cua bénh nhan AML cao tudi.
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MO HINH BIEN CHO’NG NHIEM KHUAN & BENH NHI LO’ XE MI
CAP DONG TUY PIEU TRI PHAC PO MASPORE 2006
TAI VIEN HUYET HOC TRUYEN MAU TRUNG UONG

Tran Thu Thiy?, Bui Thi Van Nga!, Hoang Thi Hong?,
Mai Lan!, Nguyén Hong Son!, Tran Quynh Mait,
Nguyén Thi Hrong Giang!, Nguyé&n Ha Thanh!

TOM TAT

Phiac ¢6 MASPORE 2006 & mot phac dd
hiéu qua trong diéu tri o xé mi (LXM) c4p dong
tay o tré em, da dugc Bo Y té phé theo quyét
dinh s6 1832/QD-BYT. Dé hiéu rd hon vé bién
chting nhiém khuén trong qua trinh diéu tri bang
phéc d6 nay, ching toi thuc hién nghién cau nay
véi Muc tiéu: M6 ta md hinh bién chiing nhidm
khuan ¢ bénh nhi LXM cap dong tay diéu tri
bing phac d& Maspore tai Vién Huyét hoc —
Truyén mau Trung wong, giai doan tir 1/2019-
12/2022. Péi twong: 148 bénh nhi mic Lo xé mi
cip dong tuy, diéu tri bang phac d6 Maspore
2006 tai Vién Huyét hoc- Truyén mau Trung
uong tir thang 1/2019 - thang 12/2022. Phwong
phéap nghién ciru: M0 ta cit ngang. Két qua: Ty
1& nam/nir mac LXM cap dong tiay khoang 1,2/1
voi do tudi trung binh 12 8,4 tudi. Khi diéu tri hda
chat, hau hét bénh nhan (97,6%) déu c6 bién
chiing nhidm khuan véi cac mic ¢6 khac nhau,
19,2% dot diéu tri gap bién chung niang va
nghiém trong. Ty 1&¢ nhidm khuan huyét trong cac
dot diéu tri kha cao, gap nhiéu ¢ dot 1 véi 14,1%,
dot4véi23,5% vadot 5 1a 20,2%; ty 1é cay mau

Wién Huyét hoc — Truyén mdu Trung wong
Chiu trach nhiém chinh: Tran Thu Thay
SPBT: 0902282824

Email: bsthuthuy@gmail.com

Ngay nhan bai: 24/07/2024

Ngay phan bién khoa hoc: 01/08/2024
Ngay duyét bai: 30/9/2024

duong tinh 13 8,2%. Vi khuan gram am chiém ty
Ié cao nhat 56,4%, vi khuan gram duong va nam
c6 ty 18 1an lwot 14 22,2% va 21,4%. Trong cé4c
tac nhan nhidm khuan huyét, tryc khuan ma
xanh, E.coli, Klebsiella, ty cdu vang va nam
Candida la nhiing tac nhan gay nhiém khuan
huyét phé bién chiém trén 60% tong sé truong
hop; trong d6, truc khuan mu xanh va nim
Candida gdy NKH chiém ty ¢ cao nhat lan luot
la 19,8% va 18,3%. Két luan: Hau hét cac dot
diéu tri déu c6 bién ching nhidm khuan vai cac
muic d6 khac nhau, 19,2% dot diéu tri gap bién
chiing nang va nghiém trong. Ty 1& nhidm khuan
huyét o dot 1 1a 14,1%, dot 4 -23,5% va dot 5 -
20,2%; ty 1¢ cdy mau duong tinh 1a 8,2%; vi
khuan gram am Ia tdc nhan gay bénh chu yéu
(56,4%).

Tir khoa: Lo xé mi c4p dong tay, nhiém
khuan huyét, nhiém khuan, vi khuan, Vién Huyét
hoc - Truyén mau Trung uong

SUMMARY
PATTERNS OF INFECTIOUS
COMPLICATIONS IN PEDIATRIC
PATIENTS WITH ACUTE MYELOID
LEUKEMIA TREATED MASPORE
REGIMEN AT THE NATIONAL
INSTITUTE OF HEMATOLOGY AND
BLOOD TRANSFUSION
MASPORE 2006 regimen is an effective
regimen in the treatment of acute myeloid
leukemia in children, approved by the Ministry
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of Health under Decision No. 1832/QD-BYT. To
better understand infectious complications during
treatment with this regimen, we conducted this
study with the Objective: to describe the model
of infectious complications in pediatric patients
with acute myeloid leukemia treated with the
Maspore regimen at the National Institute of
Hematology and Blood Transfusion, from
January 2019 to December 2022. Subjects: 148
pediatric patients with acute myeloid leukemia,
treated with the Maspore 2006 regimen at the
National Institute of Hematology and Blood
Transfusion from January 2019 to December
2022. Research method: Cross-sectional.
Results: The male/female ratio of acute myeloid
leukemia is about 1.2/1 with an average age of
8.4 years old. During chemotherapy, most
patients (97.6%) had infectious complications of
varying degrees, 19.2% of treatment courses had
severe and critical complications. The rate of
bacteremiain treatment courses was quite high,
occurring in the first course with 14.1%, the
fourth course with 23.5% and the fifth course
with 20.2%; the rate of positive blood cultures
was 8.2%. Gram-negative bacteriaaccounted for
the highest rate of 56.4%, gram-positive bacteria
and fungi had rates of 22.2% and 21.4%,
respectively. Among the agents of bacteremia,
Pseudomonas aeruginosa, E.coli, Klebsiella,
Staphylococcus aureus and Candida were the
common agents causing bacteremia, accounting
for over 60% of the total number of cases. Of
which, Pseudomonas aeruginosa and Candida
caused NK with the highest rates of 19.8% and
18.3%, respectively. Conclusion: Most treatment
courses had infectious complications of varying
degrees, 19.2% of treatment courses had severe
and critical complications. The rate of sepsis in
the first course was 14.1%, in the fourth course -
23.5% and in the fifth course -20.2%; the rate of
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positive blood cultures was 8.2%; gram-negative
bacteria were the main causative agents (56.4%).

Keywords: Acute myeloid leukemia (AML),
sepsis, infections, NIHBT

I. DAT VAN DE

Lo xé mi cap 1a bénh &c tinh phé bién &
tré em, chiém khoang 30% s céc ca bénh
ung thu méi dugc chan doan & BN dudi 16
tudi. Theo vién Ung thu Quéc gia Hoa Ky
bao cdo ty I& gan 7/1.000.000 tré em maic
méi mdi nam trong khoang thoi gian tur
2014-2020 va sb ca mac moi ting khoang
0,7% mdi nam!. Trong d6 lo x& mi cap dong
lympho chiém khoang 75%, lo xé mi cép
dong tay chiém khoang 20%, con lai la cac
thé khac hay cac dang hiém gap hon. Phac d6
MASPORE 2006 dugc chap thuan cua Bo Y
té Viét Nam dé diéu tri bénh lo xé mi cap
dong tay & bénh nhi, bao gdm 1 dot diéu tri
tan cong, 3 hoic 4 dot diéu tri cing cb tly
theo nhom nguy co. Phac d6 ¢ nhitng hoa
chat: Daunorubicin, Cytarabine, Etoposid,
Fludarabine gay diét tay sau va manh, dem
lai ty 1& Iui bénh cao; tuy nhién déng hanh
v6i hiéu qua 13 nguy co cao bi bién ching
nhiém khuan. Nhiém khuan nghiém trong, de
doa tinh mang van 1a nguyén nhan chinh gay
tir vong va that bai diéu tri & nhém bénh
nhan ndy. Do vay, chung t6i lam dé tai
nghién ctru: “M6 hinh bién chirng nhiém
khuan & bénh nhi lo xé mi cAp dong tuy diéu
tri phac dd6 Maspore 2006 tai Vién Huyét hoc
-Truyén mau trung wong” véi muc tiéu: Mo
ta md hinh bién chizng nhiém khudn ¢ bénh
nhi LXM cdp dong tiy diéu tri bang phdc do
Maspore tgi Vién Huyét hoc — Truyén mau
Trung wong, giai doan tir 1/2019-12/2022.
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I. DOI TUONG VA PHUONG PHAP NGHIEN CU'U
2.1. P6i twong va thoi gian nghién ciru
148 BN duoc chan doan méi lo xé mi

cap dong tuay tai Vién Huyét hoc- Truyén

mau Trung wong trong thoi gian tur thang 1

nam 2019 dén thang 12 nam 2022.

Tiéu chudn lwa chen: Bénh nhan dudi
16 tudi, méi dugc chan doan lo x& mi cp
dong tay theo tiéu chuan caia WHO 20186, gia
dinh BN chip nhan diéu tri héa chat va tu
nguyén ddng y tham gia nghién cuu.

Tiéu chuan logi trie: Bénh nhan khong
diéu tri hoa chat, Lo xé mi cap tht phét, lo
x& mi cap kiéu hinh hdn hop (MPAL), lo x@
mi cap thé M3 (APL), bénh nhan c6 céc bénh
ly di truyén bam sinh di kém nhu hoi chung
Down, Fanconi...

2.2. Phuong phap nghién ctru

Thiét ké nghién cizu: Nghién cau mo ta
cit ngang.

Chegn mdu: Toan bo. Tat ca cac BN thoa
man tiéu chuan lya chon dugc dua vao
nghién ciru, diéu tri hda chéat theo phac dd
Maspore 2006

Ngi dung nghién ceu, tiéu chudn:

Tinh trang nhiém khuan: M&i dot sbt
hoac sy hién dién cia cac triéu chung nhiém
khuan déu dugc xem xét va mot loat dir liéu
duoc thu thap cho tung dot nhiém khuan
rieng biét. Sét duoc dinh nghia khi nhiét do >
38,3°C hoic > 38,0°C kéo dai it nhét 1 gio.

- Tiéu chuan danh gia nhiém tring: chan
doan nhiém trung céc vi tri theo tiéu chuan
cua Trung tdm kiém soat va phong ngira

- Quy trinh cidy khuin/cdy nim duoc
thuc hién theo qui trinh chuan cua khoa Vi
sinh, Vién Huyét hoc - Truyén mau Trung
wong: khi bénh nhan cd sét hoic c6 dau hiéu
nghi ngo nhiém khuan mau (rét run, tut huyét
&p, ndi van tim...), bac si chi dinh cdy mau
(cay khuan/ nam) tai 2 vi tri khac nhau, mau
bénh phdm dwgc van chuyén I1én khoa Vi
sinh, tai day bénh phim dugc dwa vao may
cdy mau tu dong:

+ Truong hop 1: may béo chai cdy Am
tinh sau khi @ 4m 5-7 ngay -> tra két qua &m
tinh

+ Trudng hop 2: May bao chai cay
Duong tinh -> tién hanh Nhudém soi, C?iy
chuyén BA, Chrom (i 4m & 35-37*C/24h):

e CO vi sinh vat phat trién -> 1am dinh
danh vi khuan/ vi nam va khang sinh do;

e Néu khong c6 vi sinh vat phét trién ->
cay chuyén CA (i &m ¢ 35-37*C/C02) hoic
SAB -> c¢6 VSV phét trién-> tién hanh dinh
danh, 1am khang sinh d6: néu khéng c6 VSV
phat trién -> tra két qua am tinh.

Tac nhan gay bénh, khi dugc xac dinh,
duoc phan loai 1a vi khuan (Gram duong,
Gram am hoac loai khac), ndm (cac
loai Candida, céac loai Aspergillus hoac loai
khac).

Xi# 1y sé ligu: Cac dit liéu thu thap duoc
xtr 1y theo phuong phap thong ké y hoc vai
phan mém SPSS 20.0.

ll. KET QUA NGHIEN cU'U
3.1. Pic diém chung nhém bénh nhi

nhiém khuan Hoa Ky 2. nghién ciru
] 3.1.1 Tudi
Bdng 3.1: Phan nhom BN theo tuéi
Nhoém tudi S6 BN Ti & (%)
<5 tudi 36 24,3%
5 dén < 10 tudi 53 35,8%
> 10 tudi 59 39,9%

Tudi trung binh (n=148)

8,4+4.2

Nhdgn xét: Nhom BN >10 tudi chiém ti 1& cao nhat véi 39,9%; nhom <5 tudi chiém ti 18

thap nhat véi 24,3%.
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3.1.2. Gigi

43.90% = Nam

56.10% Nit

Biéu dé 1: Phan nhém BN theo gidi
Nhdn xét: Ti I&¢ BN nam Ién hon ti 1é BN nit, ti I¢ nam /nit la 1,2/1 (83/65)
3.2. Ty 1é nhiém khuin cia bénh nhi khi diéu tri hoa chat
3.2.1. Mizc dg nhiém khudn
Bdng 3.2: Mire dp nhiém khudn trong cic dot diéu tri hoa chdt

Do 0 Do 1 Do 2 Do 3 Do 4
n | Tylé % n [TylE% [ n | TylE% | n [Tyle% [ n [ Tylé %
Dot 1,n=148| 0 0 92 62,1 [20] 135 32 21,7 4 2,7
Dot 2, n=142| 6 4,2 115 80,9 8 57 12 8,5 1 0,7
bot 3, n=137| 10 7,3 108 78,9 8 5,8 10 7,3 1 0,7
Dot 4,n=132| 0 0 82 62,1 9 6,8 37 28,1 4 3,0
Dot 5,n=98 | 0 0 65 66,3 8 8,2 24 24,4 1 1,1
Tong, n=657| 16 2,4 462 70,3 |53 8,1 115 175 |11 17

Nhgn xét: Trong nghién ctu cia chung t6i, 97,6% dot diéu tri co bat ky bién ching
nhiém khuin & cac mirc @6 khac nhau va nhidm khuan ning dwoc quan séat thiy & khoang
19,2% sb dot diéu tri.

3.2.2. Céc vi tri nhiém khudn thirong gap

NK khac s
NK tiét niéu
Viém moé mém  —
Loét miéng ¢ 3 ]
Ti€uchay ¢6 3 m
Viém phoi  mm— —
Nhiém khuan huyét n—— I
0 10 20 30 40 50 60 70

EDotl mDot2 mDgt3 mDot4 mbots

Biéu dé 3.2: Cac vj tri nhiém khudn thwong gap
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Nhgn xét: Ty I¢ nhiém khuan huyét dot 1 nhiém khuan khéc & dot 1 ¢6 5 trudng hop
la 14,1%, dot 4 la 23,5% va dot 5 1a 20,2%. viém tai gitra, 1 truong hop apxe ruét thira, 3
Ty 1é viém phoi dot 1 - 6,1%, dot 4 8,4%, trudng hop viém tuyén nudc bot; dot 4 ¢6 1
dot 5 8,1%. Ty ¢ loét miéng do 3 & dot 1- trudng hop bi apxe gan do nam.
4,1%, dot 4 - 53%, dot 5 - 4,1%. Vi tri 3.2.3. Bénh phdm nudi cay

Bdng 3.3: Ty ¢ logi bénh phdm dwoc nudi cay

Vi tri n Ty l1€ %
Mau 1537 94,95
Dom 22 1,37
Phan 26 1,62
Dich hong 12 0,75
Dich ndo tuy 3 0,19
Nudc tiéu 9 0,56
Dich khac 9 0,56
Tong 1596 100

Nhdn xét: Trong s6 cac bénh pham duoc st dung dé nudi cdy va phan lap vi khuan, mau
1a bénh pham chu yéu, phd bién chiém ty 1¢ cao nhat 94,95%.

3.3. Tac nhan gay bénh

3.3.1. Két qud nudi cdy bénh pham mau

Ty 1€ ket qua nuoi cay mau

8.2%

== a » Cay mau duong
o tinh

14 | = Cay mau am tinh
91.8% %

Biéu dé 3.3: Ty 1¢ nudi cdy mau
Nhdn xét: Trong nghién ciru caa chang toi, trong sé 1537 truong hop cdy mau, c6 126
truong hop ty 1é cdy mau phét hién ra vi khuan la 8,2%.
3.3.2. Tac nhan nhiém khudn huyét phan lgp dwoc

Ty 1¢ nhom tac nhan phan lap dwoc

21.40%
= Gram am
Gram duong
2220% 56.40% Nam

Biéu dé 3.4: Ty 1¢ logi vi khudn phan ldp dwec
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Nhgn xét: Trong 3 nhdm tac nhan gay nhiém khuan huyét chinh, tac nhan vi khuan gram
am chiém ty 1é cao nhat 56,4%, vi khuan gram dwong va nam ¢ ty Ié gan tuong tw nhau lan
luot 1a 22,2% va 21,4%

Bdng 3.4: Ty 1¢ cAc tac nhan nhiém khudn phan lgp dwoc (n=126)

Téc nhian nhiém khuin S6 miu Ty 1€ (%)
Truc khuin mu xanh 25 19,8
E. Coli 18 14,3
Klebsiella 15 11,9
Vi khuan gram am Enterobacter 5 4,0
(n=71) Serratia 3 2,4
Acinetobacter 2 1,6
Salmonella 2 1,6
Sphingomonas 1 0,8
. Staphylococcus 13 10,3
Vi khuan gram duong
(n=28) Streptococcus 11 8,7
Enterococcus 4 3,2
Candida tropicalis 23 18,3
Nam (n=27) Trichosporon asahii 2 1,6
Ném khac 2 1,6
Tong n 126 100

Nhdn xét: Trong 126 truong hop cay phat hién dugc tac nhan nhiém khuan; truc khuan
mu xanh chiém ty 1€ 19,8%; Escherichia coli 14,4 %; klebsiella pneumoniae 11,9%; tu cau
vang chiém ty Ié 10,3%; nim Candida tropicalis chiém 18,3%.

v sra
SO mau
30 ve
2 =
25 =3
18
20 15
) 13
15 11
10 v
S ) > 2 2 1 4 ) 2
0 . = = = - ) o) =
» » > ; & . & & $ ¥ - > S &
S ¢ &K &F &S & & & & & & F
> xr X e »° & R O Q ~ N > o
& VN & 5 £ & & N & & & RN S
% N N o3 Q7 < Q ~ & \‘
N & > - & H &£ NI & S
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Biéu dé 3.5: Phan bé tac nhan gay nhiém khudn huyét dwec phan lgp
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Nhdn xét: Truc khuan ma xanh va nim
Candida 1a 2 tac nhan hang dau gay nhiém
khuan huyét.

IV. BAN LUAN

4.1. Pic diém nhom bénh nhi nghién
cuu

Trong s6 148 bénh nhi (BN) tham gia
vao nghién ctu cua chung toi tor nam 2019
dén nam 2022, tudi trung binh cua bénh nhi
LXM cép dong tuy la 8,4 tudi. Khi chia cac
bénh nhi nghién ciu theo ting nhém tudi,
nhoém bénh nhi trén 10 tudi chiém ty 1& cao
nhét 39,9%; nhém tré dugi 5 tudi chiém ty 1é
thap nhat 24,3%.

Trong qua trinh diéu tri hda chat, nhiém
khuan 1a mot bién chang rat thuong gap, 1a
nguyén nhan chu yéu gay that bai tham chi tir
vong lién quan dén diéu tri. Piéu nay ciing
duoc thay rd trong nghién ctru, gan nhu tat
ca BN déu c6 biéu hién st va cé dau hiéu
nhiém khuan véi cac mac do khac nhau,
chiém 97,6% sé dot diéu tri (bang 3.2).
Nhiém khuan huyét 1a mot trong nhitng bién
chirng nang va ciing 12 nguyén nhan hang
dau dan t&i tir vong som. Trong nghién ciu,
ty 1& nhiém khuan huyét trong cac dot diéu
tri kha cao, gap nhiéu ¢ dot 1 vgi 14,1%; dot
4 véi 23,5% va dot 5 la 20,2%. Theo tac gia
Huynh Nghia (2011), ty 1& nhiém khuan
huyét 1a 25% véi phac d6 diéu tri ADE, va
12,5% véi phac do diéu tri 3+72. Theo téc gia
Vi Thi Hong Phic (2014), ty 1é gap nhiém
khuan huyét 1a 15,6%3. Cac nhiém khuan
khac ciing chiém ty & khé cao trong cac dot
diéu tri nhu viém phdi, viém loét miéng va
tiéu chay.

Trong s6 1596 mau bénh pham dugc sir
dung dé nudi cdy va phan Iap vi khuan, méau

la bénh pham cha yéu chiém ty 1é cao nhat
94,95% va ty lé cdy mau duong tinh 1a 8,2%,
theo nhiéu béo céo ty 1é ciy mau duong tinh
dao dong trong khoang 7-15%. Trong 3
nhom tac nhan gay nhiém khuan huyét chinh,
téc nhan vi khuan gram am chiém ty ¢ cao
nhét 56,4%: vi khuan gram duong va nam c6
ty 1& gan tuong ty nhau lan luot 1a 22,2% va
21,4%. Trong nghién ctru cia Vi Thi Hong
Phic tir nam 2009 dén 2014 khi nghién ctu
vé AML ¢ tré em ciing tai Vién Huyét hoc —
Truyén méau Trung wong, cic trudng hop ciy
méau duong tinh chi 1a vi khuan gram am va
nam; khdng ghi nhan mau mau duong tinh
V6i vi khuan gram dwong. Piéu ndy da cho
thay tin suat cua céc tac nhan nhiém khuan
huyét tai trung tdm cta ching toi dang c6 su
thay doi dang ké. Tuy vi khuan gram am van
chiém ty I& cao nhat, nhung tan suat nhiém
khuan gram dwong da ting lén dang ké. Diéu
nay ciing da dugc nhin nhan trong nhiéu tai
litu vé nhiém khuan huyét, cac vi khuan
gram am, dac biét 1a Enterobacteriaceae (bao
gom E.coli, Klebsiella...) vatryc khuan mu
xanh, truge day la nhitng mam bénh phd bién
nhét gay nhiém khuan huyét & bénh nhan ung
thu giam bach cau hat trung tinh, nhung gan
day hon, cac vi khuan gram duong, chang
han nhu tu cAu vang, phé cau, da tré nén phd
bién hon?. Trong c4c tac nhan nhiém khuan
huyét, truc khuin mu xanh, E.coli,
Klebsiella, tu cau vang va nim Candida la
nhitng tac nhan gay nhidm khuan huyét phd
bién chiém trén 60% tong sd truong hop.
Truc khuan mu xanh va nim Candida gay
nhiém khuan huyét chiém ty ¢ cao nhat lan
luot 14 19,8% va 18,3%. Nhiing két qua nay
cho chung t6i c6 dugc mo hinh vi khuan gay
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bénh ¢ bénh nhi AML khi diéu tri hoa chat
va tai bénh vién cua chung t6i. Tur @6 s€ gilp
xay dung nhiing chién lugc dy phong va st
dung khang sinh mot cach cu thé, pha hop
nham giam nguy co khang khang sinh, ty I¢
tir vong va nang cao chit luong diéu tri ¢
nhom bénh nhi.

V. KET LUAN

Phac dd Maspore 2006 1 phac dd da hoa
tri liéu hiéu qua trong diéu tri lo xé mi cip
dong tay ¢ tré em, duoc ap dung tai Vién
Huyét hoc — Truyén mau Trung wong. Dé
hiéu rd hon vé nguy co nhiém khuan trong
qua trinh diéu tri, ching t6i di tién hanh
danh gia trén 148 bénh nhi AML tu 1/2019-
12/2022 va rat ra mot sb két luan sau: hau
hét, 97,6% s dot diéu tri déu gap bién chang
nhiém khuan véi cdc mic do khac nhau,
trong d6 19,2% dot diéu tri gap bién chang
nang va nghiém trong. Ty Ié nhiém khuan
huyét gap nhiéu ¢ dot 1 (14,1%), dot 4
(23,5%) va dot 5 (20,2%). Trong s6 1596
mau bénh pham dugc str dung dé nudi cdy va
phan lap vi khuan, mau la bénh pham chu
yéu (94,95%), ty 1& cdy mau dwong tinh la
8,2%. Két qua nudi cdy cho thdy vi khuan
gram am chiém ty 1& cao nhat 56,4%, vi
khuan gram duong vandm c6 ty I¢ gan tuong
ty nhau lan luot 13 22,2% va 21,4%. Trong
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c4c tac nhan nhiém khuan huyét, tryc khuan
mu xanh, E.coli, Klebsiella, tu cau vang va
nim Candida l1a nhitng tac nhan gay nhiém
khuan huyét phé bién chiém trén 60% tong
s6 trudng hop, truc khuan ma xanh 19,8% va
nim Candida 18,3%.

TAI LIEU THAM KHAO

1. Creutzig U, van den Heuvel-Eibrink MM,
Gibson B, et al. Diagnosis and management
of acute myeloid leukemia in children and
adolescents: recommendations from an
international expert panel. Blood. 2012;
120(16): 3187-3205. doi:10.1182/blood-
2012-03-362608

2. Huynh Nghia, Bui Thi Van Hanh. Danh
gia budc dau hiéu qua diéu tri bénh bach cau
cp dongtiiy ¢ tré em. In: Chuyén Dé Huyét
Hoc Truyén Mau. 4.y hoc thanh phd H6 Chi
Minh; 2013:106-111.

3. Vii Thi Hong Phiic. Nghién Ctru Két Qua
Diéu Tri Lo Xé Mi Cép Dong Tuy Tré Em
Giai Poan Cam Ung Theo Phac 6 ML-
BEM 83 Tai Vién Huyét Hoc - Truyén Mau
Trung Uong Tir 2009 Pén 2014. Luan vin
t6t nghiép thac si. Truong Pai hoc Y Ha Noi;
2014.

4. Zimmer AJ, Freifeld AG. Optimal
Management of Neutropenic Fever in
Patients With Cancer. JOP. 2019;15(1):19-
24. doi:10.1200/JOP.18.00269



TAP CHi Y HOC VIET NAM TAP 544 - THANG 11 - QUYEN 1 - SO DAC BIET - 2024

MOT SO PAC PIEM LAM SANG, XET NGHIEM O’ BENH NHI
LO XE MI CAP DONG TUY PIEU TRI
TAI VIEN HUYET HOC - TRUYEN MAU TRUNG UONG

Tran Thu Thiy!, Hoang Thi Hong!, Mai Lan?,
Tran Quynh Mail, Tran Thanh Tung!, Dwong Thi Hung?,
Nguyén Thi Ngéi!, Nguyén Thi Thu!, Nguyén Ha Thanh!

TOM TAT

Lo xé mi cap (LXM) 1a loai ung thu pho bién
& tré em, VGi 2 thé bénh chinh 12 LXM cép dong
tay (AML) va LXM cip dong lympho (ALL).
Hangnam c6 1 s lugng kha I6n bénh nhi (BN)
méac bénh LXM cap nhap vién diéu tri tai Vién
Huyét hoc - Truyén mau Trung wvong. Bé hiéu rd
hon vé cac biéu hién cua bénh LXM cip dong
tay o tré em, chung t6i da tién hanh nghién ctu
dé tai nay v6i 2 Muc tiéu: 1. M0 ta dic diém 1am
sang; 2. Mo ta dic diém xét nghiém bénh nhi lo
x& mi cap dong tay diéu tri tai Vién Huyét hoc -
Truyén mau Trung wong giai doan 2019-2022.
Péi twong nghién ciru: 148 bénh nhi Lo xé mi
cap dongtay, nhap vién diéu tri tai Vien Huyét
hoc- Truyén méau Trung wong trong 4 nam (2019-
2022). Phwong phap nghién ctru: M6 ta cat
ngang. Két qua: Ty Ié bénh nhi nam/nit mac
LXM cép dong tay khoang 1,2/1; 6 tudi trung
binh 8,4 tudi. Thiéu méu, xuat huyét va nhiém
khuan 1a nhiing triéu chung phd bién. 58,11%
bénh nhan gap it nhat 1 trong 3 triéu chimng
gan/lach/hach to; 8,78% BN c6 biéu hién tham
nhidm than kinh trung wong. AML thé M4 va M2

Wién Huyét hoc — Truyén mdu Trung wong
Chiu trach nhiém chinh: Tran Thu Thay
SPT: 0902282824

Email: bsthuthuy@gmail.com

Ngay nhan bai: 30/7/2024

Ngay phan bién khoa hoc: 01/8/2024

Ngay duyét bai: 30/9/2024

chiém ty 1& cao nhat, lan luot 12 41,9% va 35,8%.
CD33, MPO, CD13 la cac dau an duong tinh
chiém ty Ié cao, lan luot 12 95,9%; 78,4% va
51,4%. 47,3% BN c6 bat thuong nhidm sic thé
(NST), phé bién nhat Ia t(8;21) chiém 33,3%.
Gen lai AML-ETO chiém 28,95%; dot bién
FLT3-ITD gip ¢ 14,17%. Két luan: Lo xé mi
cap dong tay tré em, nhom BN >10 tudi chiém ti
1& cao (39,9%); Ti Ié nam/nix 1a 1,2/1; hau hét c6
biéu hién thiéu mau (93,9%); 8,78% BN c6 biéu
hién tham nhiém than kinh trung wong. AML thé
M4 va M2 chiém ty 1& cao (41,9% va 35,8%),
phan I6n BN c6 mat d6 té bao tay ting (68,2%).
47,3% BN c6 bat thuong NST. Bat thuong phd
bién nhat1a t(8;21), -, trisomy 8. Gen lai AML-
ETO va dot bién FLT3-1TD gap véi ty 1é cao
(28,95% va 14,17%).

Tir khéa: Lo xé mi cap dong tay, Vién
Huyét hoc- Truyén méau Trung vong

SUMMARY
CLINICAL AND TESTING FEATURES
IN PEDIATRIC PATIENTS WITH
ACUTE MYELOID LEUKEMIA
TREATED AT THE NATIONAL
INSTITUTE OF HEMATOLOGY AND
BLOOD TRANSFUSION
Acute leukemia (AML) isa common cancer
in children, with two main types of disease: acute
myeloid  leukemia (AML) and acute
lymphoblastic leukemia (ALL). Every year, a
large number of pediatric patients with acute
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myeloid leukemia are hospitalized for treatment
at the National Institute of Hematology and
Blood Transfusion. To better understand the
manifestations of acute myeloid leukemia in
children, we conducted a study on this topic with
two Objectives: 1. Describe clinical
characteristics; 2.  Describe  laboratory
characteristics of pediatric patients with acute
myeloid leukemia treated at the National Institute
of Hematology and Blood Transfusion in the
period 2019-2022. Research subjects: 148
pediatric patients with acute myeloid leukemia,
hospitalized at the National Institute of
Hematology and Blood Transfusion in 4 years
(2019-2022). Research method: cross-sectional
description. Results: The ratio of male/female
patients with acute myeloid leukemia was about
1.2/1; the average age was 8.4 years. Anemia,
bleeding and infection were common symptoms.
58.11% of patients had at least 1 of the 3
symptoms  of liver/spleen/lymph  node
enlargement; 8.78% of patients had central
nervous system infiltration. Acute myeloid
leukemia M4 and M2 had the highest rates,
41.9% and 35.8%, respectively. CD33, MPO,
CD13 were positive markers with high rates,
95.9%, 78.4% and 51.4%, respectively. 47.3% of
patients had chromosomal abnormalities, the
most common being t(8;21) accounting for
33.3%. AML-ETO hybrid gene accounted for
28.95%; FLT3-ITD mutation was found in
14.17%. Conclusion: Acute myeloid leukemia in
children, the group of patients>10 years old has
a high rate (39.9%); Male/female ratio is 1.2/1;
most have anemia (93.9%); 8.78% of patients
have central nervous system infiltration. Acute
myeloid leukemia M4 and M2 have a high rate
(41.9% and 35.8%), most patients have increased
marrow cell density (68.2%). 47.3% of patients
have chromosomal abnormalities. The most
common abnormalities are t(8;21), -Y, trisomy 8.
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AML-ETO hybrid geneand FLT3-ITD mutation
are found at high rates (28.95% and 14.17%).

Keywords: Acute myeloid leukemia (AML),
NIHBT

I. DAT VAN DE

Lo xé mi cdp (LXM) 14 loai ung thu phd
bién & tré em. Vién Ung thu Qudc gia Hoa
Ky bdo cdo ty 1&é gan 5/100.000 tré em méc
méi mdi nam trong khoang thoi gian tir 2014
- 2020 va sé ca mac méi tang khoang 0,7%
mdi nam. AML chiém khoang 20-25% cac
truong hop LXM céap. Vien Huyét hoc-
Truyén méau Trung wong la mot trong nhiing
co s& didu tri LXM tré em Ién nhét ca nudc
nhung s6 lwong nghién ctu vé AML & tré em
con han ché. Bé gop phan nang cao hiéu qua
chan doan va diéu tri AML & tré em, ching
ti tién hanh dé tai “Pdc diém 1am sang, xét
nghiém bénh nhi lo xé mi cap dong tiy diéu
tri tai Vién Huyét hoc - Truyén mau Trung
wong” voi hai muc tiéu sau:

1. M6 ta dic diém Iam sang bénh nhi lo
X& mi cap dong tay didu tri tai Vien Huyét
hoc Truyén mau Trung wong giai doan 2019
-2022.

2. M@ ta dic diém xét nghiém bénh nhi lo
x& mi cap dong tay diéu tri tai Vién Huyét
hoc Truyén méau Trung uong giai doan 2019
- 2022.

. DO TUONG VA PHUONG PHAP NGHIEN CUU

2.1. Péi twong nghién ciru: Dbi tuong
nghién ctu 1a 148 bénh nhi duéi 16 tudi
duoc chan doan lan dau bénh lo xé mi cap
dong tay diéu tri tai Vién Huyét hoc - Truyén
mau Trung wong tir thang 1 nam 2019 dén
thang 12 nam 2022.

2.2. Phwong phap nghién ciru

- Thiét ké nghién ctu : Nghién ciru mo ta
cit ngang, chon mau thuan tién.
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- Tiéu chuan lya chon: Bénh nhi duoc
chan doan xac dinh 12 LXM cép dong tay
theo tiéu chuan caa WHO 2008; tudi < 16
tudi.

- Tiéu chuéan loai trir; Tudi >16, bénh nhi
duoc chian doan LXM cip thé M3, LXM cip

ll. KET QUA NGHIEN cU'U

c¢6 kiéu hinh lai, hdn hop, LXMc tht phét
sau bénh khac, bénh nhi c6 cac bénh ly di
truyén bam sinh di kém: Down, Fanconi...

- X ly s6 liéu: Céc dir liéu thu thap duoc
xtr 1y theo phuong phap thong ké y hoc vai
phan mém SPSS 20.0.

3.1. Pic diém chung nhém bénh nhi nghién ciru.

Bdang 3.1: Phan nhém bénh nhi theo tuai

Nhom tudi S6 bénh nhi Tilé (%)
<5 tudi 36 24.3%
5 dén < 10 tudi 53 35,8%
> 10 tudi 59 39,9%

Tudi trung binh (n=148)

8,4+4.2

Nhgn xét: Nhém BN >10 tudi chiém ti I¢ cao nhat vai 39,9%, nhom <5 tudi chiém ti I¢

thap nhat véi 24,3%.
3.1.1. Gidi

Gigi

43.90%

» Nam

56.10% * Nir

Biéu dé 1: Phan nhém BN theo gidi
Nhgn xét: Ti I&¢ BN nam Ién hon ti lé BN nit, ti 1¢ nam/nir 1a 1,2/1 (83/65)
3.2. Pic diém 1am sang nhém bénh nhi nghién ciu

100.00
90.00
80.00
70.00
60.00
50.00
40.00
30.00
20.00
10.00
0.00 -
, sét
Thitu | yppp | @hiEm | Gorto
mau trung ban
dau)
BTilé (%) 93 .90 50.00 39.19 2905

= =

Thém  Thém L

Lichto | Hgchto | nhiém | nhidmvi | T 1}“.""‘
TKTW  trikhic

3243 3581 878 4.05 4.05

Biéu dé 2: Ty 1¢ gap céc trigu chieng lam sang
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Nhgn xét: 93,9% BN c6 biéu hién thiéu
méu, 50,0% BN c6 biéu hién xuat huyét duéi
da (XHDD) va 39,19% c6 biéu hién sbt Iic
nhap vién; 58,11% BN gip it nhat 1 trong 3
triéu ching gan/lach/hach to; 8,78% BN c6
biéu hién tham nhiém than kinh trung wong
tai thoi diém chan doan, 4,05% BN bi phi dai

loi, 4,04% BN c6 biéu hién tham nhiém vi tri
kh&c (than, xeong ham...).

3.3. Pic diém xét nghiém nhom bénh
nhi nghién cau

3.3.1. Pic diém xét nghiém co ban ciia
nhom bénh nhi nghién ciru

a. Téng phan tich té bao mau ngoai vi

Bdng 3.2: Ddc diém té bao mau ngogi vi lGc vao vign

Chi sé S6 BN Tilé (%) | Trung binh + P léch
30 <Hb < 60 25 16,9
60 < Hb < 90 72 48,6
Hb (g/L) 90 < Hb < 120 48 32,4 80,6£19,5
Hb > 120 3 2
TC <20 36 24,3
TC (G/L) 20 < TC < 100 82 55,4 81,2 +184,7
TC > 100 30 20,3
SLBC thap 13 8,8
SLBC binh thuong 34 22,9
BCGL) "SLBC tang, <100 G/L 69 16,7 639+8L0
SLBC ting, >100 G/L 32 21,6
BCTT<0,5 22 14,9
BCTT (G/L) 0,5 <BCTI< 1 23 15,5 43+86
BCTT > 1 103 69,6
Ti Ié blast C0 blast trong mau 145 97,9 54,4 + 29,8
ngoai Vi (%) Khoéng c6 blast 3 2,1

Nhdn xét: 98% BN c6 thiéu mau, nhom
thiéu mau mirc do vira chiém 48,6%, thiéu
méau ning 16,9%; 55,4% BN c6 tiéu cau tir
20 dn 100 G/L, 24,3% BN c6 tiéu cau
<20G/L; 8,8% BN c6 sé lwong bach cau
(SLBC) thip, 22,9% BN c6 SLBC binh

thuong, 68,3% BN c6 SLBC tang; 14,9% BN
c6 sé lwong bach cau trung tinh (BCTT) <0,5
G/L. Ti I¢ blast mau ngoai vi trung binh Ia
54,4%, c6 3 BN khong gap té bao blast trong
mau ngoai Vi tai thoi diém chan doan.

b. Péng mau huyét twrong

Bdng 3.3: Pdc diém déng mdu huyét twong 1Gc vao vign cia nhém bénh nhi nghién

curu
Chi s6 S6 BN | Tilé (%) | Trung binh+P4 léch
Fibrinogen <1 3 2,0
Fibrinogen (g/L) 1 < Fibrinogen <2 8 54 3,7+1,3
Fibrinogen > 2 137 92,6
PT (%) PT < 70% 57 38,5 74,6 £ 13,9
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PT > 70% 91 61,5
rAPTT < 1,3 105 70,9
PAPTT rAPTT > 13 43 29,1 12£03
D-dimer <2500 77 67,5
D-dimer (ng/ml) | 2500< D-dimer <5000 11 9,6 4979,4 + 8980,8
D-dimer > 5000 26 22,9
DIC (JSTH) 28 18,9

Nhdn xét: 57 BN (38,5%) ¢6 PT < 70% va 37 BN (32,5%) c6 D-dimer > 2500 tai thi

diém chan doan, c6 28 BN (18,9%) c6 DIC theo tiéu chuan JSTH.

c. Sinh hdéa mau va vi sinh
Bdng 3.4: Ddc diem sinh hda mau va vi sinh IUc vao vién

Chi sb S6 BN | Tilé (%) Trung binh + P§ léch
Binh thuong 112 75,6
Men gan (U/L) Tang 36 24.4
e Binh thuong 137 92,5
Bilirubin (umol/1) Tang 11 75
. Binh thuong 148 100
Creatinin (umol/l) Tang 0 0
L Binh thuong 111 74,3
Acid uric (umol/l) Tang 38 257 310,0 £ 106,5
LDH <400 5 34
LDH (U/L) LDH > 400 143 96 2176,9 + 3462,6
Vitm gan B Am tinh 147 99,3
g Duong tinh 1 07
Viem gan C Am tinh 148 100
g Duong tinh 0 0

Nhgn xét: 75,6% BN c6 men gan binh
thuong, 92,5% BN cdé muac bilirubin trong
gidi han binh thuong, 100% BN c6 chuc
nang than binh thuong, LDH trung binh tai
thoi diém chan doan & muc cao: 2176 UIL,
Acid Uric trung binh & muac binh thuong:

310 pmol/l, chi ¢6 1 BN duong tinh vai
HbsAg ¢ thoi diém chan doan, khong c6 BN
nao mac viém gan C.

3.3.2. Pic diém huyét tiy do ciia nhom
bénh nhi nghién ciru

Bdng 3.5: Thé bénh huyét tiiy dé theo FAB

Thé bénh S6 BN Ty 1é %
M1 15 10,1
M2 53 35,8
M4 62 41,9
M5 14 9,4
M6 2 1,4
M7 2 1,4

Tong 148 100
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Nhgn xét: Lo xé mi cap dong tuy thé M4 va M2 chiém ty Ié cao nhat, lan luot Ia 41,9%
va 35,8%.
Bdng 3.6: Mt d té bao tiy xwon

Mat d¢ té bao tiy S6 BN Ty 18 %
Giam 11 7,4
Binh thuong 36 24,4
Tang 101 68,2
Tong 148 100
Nhdgn xét: 7,4% s6 BN c6 mat do té bao tuy giam, 68,2% sé BN c6 mat do té bao tuy

tang.
3.3.3. Pdc diém céc dau an mién dich
mHLA-DR =CDI117 =CD34 = CDI13 mCD33 sMPO eCD64 mCDI19 mCD7 uCD4 mCD56

100
80
60

40

Ti 1€ (%)

= 333
. 162
| T 1]

Dau 4n
Biéu dé 3: Ty 1¢ dwong tinh ciia cac ddu én mién dich
Nhgn xét: CD33 biéu hién & 95,9% s6 BN, MPO biéu hién ¢ 78,4% BN.
3.3.4. Pdc diém di truyén — sinh hgc phan ti
a. Cong thizc nhiém sdc thé
Phan tich cong thiec NST

20

12.8% = Mitose am tinh

= Binh thuong

= Bat thuong cau triic
10.1%

Bat thuong s6 lwong

= Bt thuong ca cau
tric va so lugng

Biéu dé 4: Két qud phan tich cong thizc NST
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Nhdn xét: 47,3% BN c6 bat thuong NST. Trong dé, bat thudng vé ca sé lugng va cau
trdc nhidm sic thé chiém ty 1¢ 20,3%, bat thuong vé ciu tric chiém 16,9%. Cac bat thuong
NST phat hién duoc
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Biéu dé 5: Ty 1¢ bét thwong NST dwec phat hién
Nhdn xét: Bat thuong phd bién nhét 1a t(8;21) chiém 33,3%, -Y chiém 11,5% va trisomy
8 chiém 10,3%.
b. Pét bién gen/ Gen lai

3.95% 0.66% ® Gen am tinh
14.47% ® Gen AML/ETO
Gen CBFB/MYHI11

6.58% Gen FLT3-ITD

= Gen FLT3-TKD
= Gen NPM 1

Biéu dé 6: Két qud phdn tich dét bién gen
Nhdgn xét: AML-ETO 1a dot bién gen thudng gap nhét, chiém 28,95%; FLT3-1TD gip &
14,17% s6 BN va CBFB-MYH11 gip & 7% s6 BN.
¢. So sanh két qua Gen lai va cong thizc NST
Bdng 3.7: So sdnh két qua Gen lai va CT NST

Cong thérc nhiém sic thé
Gen lai ijét Pién chuyén dmlm Kh()rlg pI:lét hién chuyén, doan| .. <o am tinh
hoic dao doan twong wng| hoac diao doan twong rng
AML1-ETO 28 11 4
(43BN) (65,1%) (25,6%) (9,3%)
CBFB-MYH11 0 9 0
(9BN) (0%) (100%) (0%)
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Nhdn xét: Trong cac BN c6 gen lai AML1- ETO c6 65,1% BN phét hién dugc chuyén
doan t(8;21), con lai 34,9% BN khong phét hién dugc chuyén doan tuong tng hoic mitose
am tinh. Cac BN c6 gen lai CBFB- MYH11 déu khong phat hién dugc inv(16) hoic t(16;16).

d. Phédn nhém nguy co theo bat thiong di truyén - sinh hoc phan ti

® Nguy co thap

¥ Nguy co trung binh

W Nguy co cao

Biéu dé 7: Phin nhém nguy co theo ton thwong di truyén

Nhdgn xét: Nhom BN nguy co trung binh
chiém 56,8%, nhom BN nguy co thip va
nguy co cao chiém ti 1& lan luot 20,3% va
23,0%.

IV. BAN LUAN

4.1. Pic diém chung nhém bénh nhi
nghién ciu

Trong s6 148 bénh nhi (BN) tham gia
vao nghién cuau, tudi trung binh cua bénh nhi
LXM céap dong tuy la 8,4 tudi; cao hon so
v6i nhiéu nghién cau véi do tudi trung binh
la 5-6 tudi khi duoc chan doan!, két qua nay
twong tu nhu nghién ctu caa Vi Thi Hong
Phiic nam 2014 vé&i do tudi trung binh la
7,462, Nhom bénh nhi trén 10 tudi chiém ty
I6 cao nhat 39,9%; nhém tré dudi 5 tudi
chiém ty I& thip nhat 24,3%, twong tu nghién
cau BFM-93 la 39,3%, BFM-98 la 45,2%34.

4.2. Pic diém 1am sang nhém bénh nhi
nghién ciru
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Trong 148 BN, cac biéu hién 1am sang
ban dau (thiéu méu, xuat huyét, nhim trang)
la nhiing triéu chiang noi troi khién da sb
bénh nhi phai vao vién. Thiéu méu gip ¢ hau
hét cac BN (93,9%), tiép theo 1a xuat huyét
dudi da (50%). Trong nghién ctru cua tac gia
Huynh Nghia (2011) kha twong ddng vai két
qua cua ching tdi véi ty 18 thiéu mau, xuat
huyét 1an luot 12 89,9% va 42,6%5

CAc triéu chung khac vé tham nhiém nhu
gan, lach, hach to gap véi ti I¢ khoang 30%.
Tham nhidm hé than kinh trung wong tai thoi
diém chan doan gip & 13 BN (8,78%), twong
ty nhu két qua cua nghién ctru da trung tim
cua buc, BFM-93 la 10,3% va BFM-98 la
11934,

4.3. Pic diém xét nghiém nhom bénh
nhi nghién cau

4.3.1. Pic diém xét nghiém co ban ciia
nhom BN nghién ciru
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Bang 3.2 cho thay nhirng thay doi vé dic
diém mau ngoai vi lic chan doan. Trong
nghién ciru, 98% BN ¢6 biéu hién thiéu mau
trén xét nghiém, trong d6 chu yéu la nhoém
thiéu mau muc d6 vira (48,6%); thiéu mau
nang vai lugng HST thap < 60g/l chiém ty Ié
16,9%. Két qua nay twong ty Vi nghién ciru
cua Tran Kiem Hao va csé, hon mot nira sb
bénh nhi c¢é giam tiéu cau mic do vira tir 20
dén 100 (G/L), khoang mot phan tu s BN ¢
SLTC thap <20G/L. Ty Ié¢ bénh nhi c6 SLBC
ting cao chiém khoang 1/3 s6 BN, trung binh
khi chan doan 1a 63,9 + 81,0 G/L, trong d6
c6 21,6% BN c6 SLBC tang >100G/L, SLBC
cao nhat 402 G/L, c6 8,8% BN c6 SLBC
thap hon giéi han binh thuong.

Trong nghién ctu caa chung t6i 18,9%
BN du diém chan doan DIC, day la hoi
chirng RLDPM nang, nguy co tir vong cao.
Cac dac diém khac gom 38,5% BN c6 PT <
70%, 29,1% BN c6 rAPTT kéo dai, 32,5%
BN c6 D-dimer > 2500 tai thoi diém chan
doan.

Trong nghién catu cua chang téi, 75,6%
bénh nhi c6 chi s6 men gan binh thuong,
20,3% men gan tang nhe (dudi 100 U/L).
92,5% BN cd muc bilirubin trong gigi han
binh thuong.

Trong nghién cuu cua chung toi, 100%
bénh nhi c6 chic nang than binh thuong,
Acid uric trung binh & muc thip khoang
310umol/l, c6 thé thay hau hét cac bénh nhi
trong nghién ciru khdng mac hoi chang tiéu
u. Pay ciing 1 mot diém dang chu y & AML
& tré em, trong khi hoi ching nay rat thudng
gap trong ALL.

4.3.2. Pic diém huyét tiy dé ciia nhém
bénh nhi nghién ciru

LXM cép thé M4 va M2 chiém ty I¢ cao
nhét lan luot 14 41,9% va 35,8%. Nghién ciu
cua tac gia Vi Thi Hong Phuc (2009 — 2014)
cho thay AML M2 chiém ty I¢ cao nhat
50,5%, sau do la M4 va M5 véi ty 1€ 14,3%
va 13,3%.

68,2% BN c6 mat do té bao tay ting,
7,4% sb BN c6 mat do té bao tay giam, diéu
tri cac BN c6 tay nghéo té bao can phai can
nhic diéu chinh liéu hoa chét ciing nhu cac
bién phap diéu tri hd tro nén duwoc chl y sir
dung som.

4.3.3. Pdc diém diu dn mién dich ciia
nhom bénh nhi nghién ciru

Nghién ctu vé dic diém mién dich cua
nhém bénh nhi, ching tdi ghi nhan két qua &
biéu d6 3. Cac dau an dic hiéu dong tuy
CD33, MPO, CD13 chiém ty ¢ lan Iuot 1a
95,9%; 78,4% va 51,4%. Cac dau 4n thé hién
tinh non hoa cua té bao ac tinh ciing chiém
mot ty 1€ kha cao, CD34 duong tinh & 77%,
CD117 la 89,2% va HLA-DR la 88,5%.
Theo Nguyén B4 Khanh (2013), ciing bang
phuong phép té bao hoc dong chay cho thay
CD34 duong tinh & 64,2%, CD117 la 70%
va HLA-DR 12 79,2%. Céc dau 4n dic trung
khac dong, cu thé 1a dong lympho ciing xuét
hién & mot sé trudng hop trong nghién cau,
CD19 duong tinh ¢ 16,2%, CD4 va CD7
duong tinh thuong gap hon vaéi ty 1€ 22,3%
va 25,7%; CD56 chiém 29,1%. Theo nghién
ctru cua Abdulateef (2014), ty & xuét hién
cua cac dau 4n dong lympho lan luot 1A
11,8% véi CD19, 17,5% vaoi CD7, 5% véi
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CD2, CD56 27,5%8. Didu nay ciing phan anh
tinh chat bat thuong cua té bao &c tinh khi
boc 160 cac dau an bat thuong trén bé mat
trong qua trinh phat trién.

43.4. Diac diém di truyén ciia nhém
bénh nhi nghién ciru

Trong nghién cau caa ching tdi, cac bat
thuong nhiém sic thé dugc quan sat thay &
70 BN (chiém 47,3%). Trong do, bat thuong
vé ca s6 lwgng va ciu trdc nhiém sic thé
chiém ty 1& cao nhat (30 BN; 20,3%). Trong
nhom cé bat thuong di truyén, t(8;21) chiém
33,3%. Bat thuong phd bién tht 2 va 3 duoc
quan sat thay lan luot 1a -Y (11,5%) va
trisomy 8 (10,3%), t(8;21) két hop vai -Y
gip & 11 BN (chiém 7,4%). Két qua cua
chung t6i kha twong dong vai nghién ciu cua
Tyagi va cong su °.

Khi phan tich gen lai/dot bién gen cua
148 BN nghién ctu, voi 5 gen lai/dot bién
gen AML-ETO, NPM1, CBFB, FLT3-ITD
va FLT3-TKD, chlng tdi phat hién ra 79
trudng hop co dot bién gen va co 69 trudng
hop cho két qua gen am tinh vgi ca 5 dot
bién (45,39%). Trong dé, gen lai AML-ETO
gap ty 1é cao nhat (28,95%). Gen lai CBFB-
MYH11 dugc phét hién & 7% BN nghién
cru. AML-ETO va CBFB-MYH11 duoc
phan loai 1a AML véi cac bat thuong di
truyén tai dién, duoc dua vao chin doan
AML ngay ca khi s6 s6 lugng blast mau nho
hon 20%!%4. Tat ca nhitng BN ¢6 t(8;21) déu
cho két qua AML-ETO duong tinh, c6 16
truong hop gen AML-ETO duong tinh
nhung khong phat hién ra dot bién trén
nhidm sic thé. Tuong tu, cac BN c6 gen lai
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CBFB- MYH11 déu khéng phat hién duoc
inv(16) hoic t(16;16). Két qua nay thé hién
tdm quan trong cua viéc trién khai va chi
dinh dong thoi ca ky thuat xac dinh cong
thirc NST va k¥ thuat PCR phét hién céc gen
lai va dot bién gen dé phat hién cac bién doi
di truyén nham xép loai va tién lugng bénh
AML.

Dura trén dit liéu cac bat thuong di truyén
va gen tim dugc, ching téi phdn nhom BN
vao cac nhom nguy co thip, trung binh va
cao theo huéng dan cua ELN. Trong 148 BN
chia vao 3 nhém, nhém BN nguy co trung
binh chiém da s6 (84 BN — 56,8%), nhom
BN nguy co thip va nguy co cao chiém ti I8
twong tu nhau (lan luot 30 BN - 20,3% va 34
BN — 23,0%). Trong nghién ctu da trung
tam cia Anh (MRC-AMLI12) ciing cho két
qua tuong tu khi ma nhom nguy co trung
binh chiém ty 1& cao nhat 60% trong khi
nhoém nguy co cao va thap lan lugt la 15% va
24%

V. KET LUAN

Qua nghién ctru 148 bénh nhi LXM cip
dong tay tir 1/2019-12/2021 tai Vién Huyét
hoc — Truyén méu Trung wong, chung toi rat
ra mot sd két luan: Nhom BN >10 tudi chiém
ti 16 cao nhat (39,9%); Ti Ié nam/nix 1a 1,2/1;
Thiéu mau la triéu chitng phé bién nhat
(93,9%); 58,11% BN gip it nhat 1 trong 3
triéu ching gan/lach/hach to; 8,78% BN co
biéu hién tham nhiém than kinh trung wong.
Lo xé mi cap dong tay thé M4 va M2 chiém
ty I¢ cao, lan lwot 12 41,9% va 35,8%, 68,2%
BN c6 mat d¢ té bao tay tang. Dau an mién
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dich: CD33, MPO, CD13 la cac dau éan
dwong tinh chiém ty 1& cao nhéat (95,9%,
78,4% va 51,4%). 47,3% BN c6 bat thuong
NST. Bat thuong phd bién nhat la t(8;21)
chiém 33,3%, -Y chiém 11,5% va trisomy 8
chiém 10,3%. Gen lai AML-ETO gip &
28,95% sb BN; FLT3-1TD gap ¢ 14,17%.
Phén nhém nguy co theo bién ddi di truyén:
nhom nguy co trung binh chiém 56,8%,
nhom nguy co thip va nguy co cao chiém ti
18 1an lwot 20,3% va 23,0%.
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PAC PIEM KIEU HINH MIEN DICH VA MOI LIEN QUAN
VO1PAP (NG PIEU TRI & BENH NHI LO’ XE MI CAP DONG TUY
PIEU TRI TAI VIEN HUYET HOC- TRUYEN MAU TRUNG UONG

Tran Thu Thiy!, Hoang Thi Hong!, Mai Lan?,
Tran Quynh Mail, Nguyén Hong Son!, Dwong Thi Hung?,

TOM TAT

Muc tiéu: M6 ta dic diém kiéu hinh mién
dich ¢ bénh nhi (BN) lo xé mi cap dong tuy,
nhan xét mot sé két qua diéu tri va budc dau tim
hiéu méi lién quan giira dac diém kiéu hinh mién
dich va két qua diéu tri lo xé mi cip dong tuy tré
em tai Vién Huyét hoc - Truyén mau Trung uong
giai doan 2019- 2022. Poi twong: 148 bénh nhi
lo x& mi cap dong tay (AML) trong 4 nam 2019-
2022. Phwong phap nghién ciu: MO ta cat
ngang. Két qua: Ty 1& bénh nhi nam/nit mac
AML la khoang 1,2/1; &6 tudi trung binh 14 8,4
tudi. Lo xé mi cap dong tiry thé M4 va M2 chiém
ty 1& cao nhat lan luot 12 36,49% va 35,14%. Dau
4n dic hiéu dong tay phd bién nhat 13 CD33,
duong tinh 95,9% truong hop, trong khi CD13
lai chi chiém c6 51,4%; MPO gap & 78,4% sb
truong hop. Dau 4n dong mono, CD64 ¢ ty I¢
dwong tinh 33,8%. Cac dau 4n thé hién dic tinh
non hoéa, CD34 duong tinh & 77%, CD117 la
89,2% vaHLA-DR 14 88,5%. D4u 4n khac dong
hay gap nhatla CD56 va CD7 duong tinh véi ty
1€ 29,13% va 25,7%. Nhom bénh nhi cé MPO (+)

Wién Huyét hoc — Truyén mdu Trung wong
Chiu trach nhiém chinh: Tran Thu Thay
SPBT: 0902282824

Email: bsthuthuy@gmail.com

Ngay nhan bai: 04/07/2024

Ngay phan bién khoa hoc: 01/08/2024
Ngay duyét bai: 30/9/2024
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L& Thi Nguyét!, Nguyén Ha Thanh?

¢6 OS va PFS dai hon dang ké so véi nhém MPO
(-) (35,6 va 33,4 thang so vai 25,4 va 23,9 thang,
p 120,016 va0,02). Nhém bénh nhén c6é CD19
(+) ¢6 OS va PFS dai hon so véi nhém CD19 am
tinh v4i 45,0 va 45,2 thang so véi 31,4 va 29,0
thang; p lan luot 12 0,008 va0,003). Nhém bénh
nhan c6 CD34(+)/HLA-DR (-) cé ti I¢ dap ung
kém hon dangké véi nhom khong c6 kiéu hinh
mién dich nay (40,0% so véi 89,4%; p=0,001)
va c6 PFS ngdn hon so v&i cac bénh nhan con lai
(18,3 va 32,3 thang; p = 0,038). Két luan: Dau
4n dac hiéu dong tuy phd bién nhat Ia CD33
(95,9% BN) va MPO (78,4% BN). C4c dau 4n
thé hién dic tinh non héa, CD34 duong tinh &
77%, CD117 la 89,2% va HLA-DR la 88,5%.
DA4u 4n khéac dong hay gap nhit 1a CD56 va CD7
(29,13% va 25,7%). MPO (+) c0 lién quan vai
OS va PFS dai hon dang ké so véi nhém MPO
am tinh vai 35,6 va 33,4 thang so véi 25,4 va
23,9 thang (p =0,016 va 0,02). Nhém bénh nhén
c6 CD34(+)/HLA-DR(-) cé ti I¢ dap tng kém
hon dang ké vi nhém khéng c6 kiéu hinh mién
dich nay (40,0% so vai 89,4%; p=0,001) va co
PFS ngin hon so véi cac bénh nhan con lai (18,3
va 32,3 thang; p = 0,038).

Tirkhoa: Kiéu hinh mién dich lién quan dén
lo x& mi, dém té bao hoc dong chay, bénh ton du
t6i thiéu, lo xé mi cap dong tiry, Vién Huyét hoc
- Truyén mau Trung uong
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SUMMARY
IMMUNOPHENOTYPING

CHARACTERISTICS AND THE
CORRELATION WITH TREATMENT
OUTCOME IN PEDIATRIC PATIENTS
WITH ACUTE MYELOID LEUKEMIA

TREATED AT THE NATIONAL

INSTITUTE OF HEMATOLOGY AND
BLOOD TRANSFUSION

Objective: Describe the immunophenotypic
characteristics in pediatric patients with acute
myeloid leukemia, comment on some treatment
results and initially study the relationship
between immunophenotypic characteristics and
treatment results of pediatric acute myeloid
leukemia at the National Institute of Hematology
and Blood Transfusion in the period 2019-2022.
Subjects: 148 pediatric patients with acute
myeloid leukemia (AML) in the 4 years 2019-
2022. Research method: Cross-sectional
description. Results: The ratio of male/female is
about 1.2/1; the average age is 8.4 years old.
AML M4 and M2 account for the highest rates at
36.49% and 35.14%, respectively. The most
common myeloid marker is CD33, positive in
95.9%, while CD13 only accounts for 51.4%;
MPO occurs in 78,4% of cases. The monocytic-
lineage markers, CD64, had a positive rate of
33.8%. Markers showing maturation properties
were CD34 positive in 77%, CD117 in 89.2%
and HLA-DR in 88.5%. The most common
lymphocyte lineages markers are CD56 and CD7
with rates of 29.13% and 25.7%. Pediatric
patients with MPO (+) had significantly longer
OS and PFS than the MPO (-) (35.6 and 33.4
months vs. 25.4 and 23.9 months, p 0.016 and
0.02). The CD19 (+) patient group had longer OS
and PFS than the CD19 negative group with 45.0
and 45.2 months vs 31.4 and 29.0 months, p
0.008 and 0.003, respectively). The group of
patients with CD34(+)/HLA-DR (-) had a

significantly worse response rate than the group
without this immunophenotype (40.0% vs 89.4%,
p=0.001) and had shorter PFS compared to the
remaining patients (18.3 and 32.3 months, p =
0.038). Conclusion: The most common myeloid-
specific markers were CD33 (95.9% of patients)
and MPO (78.4% of patients); CD34 positive in
77%,CD117 in 89.2% and HLA-DR in 88.5%.
The most common heterologous markers were
CD56 and CD7 (29.13% and 25.7%). MPO (+)
was associated with significantly longer OS and
PFS than the MPO negative group with 35.6 and
33.4 months compared to 25.4 and 23.9 months
(p=0.016 and 0.02). The CD34(+)/HLA-DR(-)
group of patients had a significantly poorer
response rate than the group without this
immunophenotype (40.0% vs. 89.4%, p=0.001)
and had a shorter PFS than the remaining patients
(18.3 vs. 32.3 months, p=0.038).

Keywords: Leukemia-associated
immunophenotypes (LAIPs), flow cytometry
(FC), minimal residual disease (MRD), acute
myeloid leukemia (AML), NIHBT

I. DAT VAN DE

Lo xé mi c4p la bénh &c tinh phd bién ¢
tré em, chiém khoang 30% s6 céc ca bénh
ung thu méi duoc chan doan & BN dudi 16
tudi. Vién Ung thu Qudc gia Hoa Ky béo céo
ty 1& gan 7/1.000.000 tré em mac méi mdi
nam trong khoang thoi gian tur 2014- 2020 va
s6 ca mac méi tang khoang 0,7% mdi nam!.
Trong d6 lo xé mi cap dong lympho chiém
khoang 75%, lo xé& mi cap dong tay chiém
khoang 20%, con lai 1a c4c thé khéac hay cac
dang hiém gap hon. Xac dinh kiéu hinh mién
dich théng qua phuong phap dém té bao hoc
dong chay (FC) cung cap théng tin lién quan
dé chan doan, phan loai va theo déi dap ung
diéu tri AML. Ngoai ra, LAIPs ciing lién
quan dén nhirng bién doi phan tir co ¥ nghia
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tién lwgng dugc cong nhan rd rang?. Trén co
s do, chung t6i thuc hién nghién ctru: “Pac
diém kiéu hinh mién dich va méi lién quan
dén dap tng diéu tri & bénh nhi lo xé mi cap
dong tay tai Vién Huyét hoc - Truyén méu
Trung wong” v&i 2 muc tiéu. Muc tiéu 1: Mo
ta dac diém kiéu hinh midn dich & bénh nhi
lo xé mi cip dong tuy diéu tri tai Vien Huyét
hoc - Truyén mau Trung wong giai doan
2019- 2022. Muyc tiéu 2: Nhan xét mot s6 két
qua diéu tri va budc dau tim hiéu méi lién
quan gitra diac diém kiéu hinh mién dich va
két qua diéu tri lo xé mi cdp dong tuy tré em
tai Vién Huyét hoc - Truyén mau Trung
wong giai doan 2019- 2022.

Il. DOl TVONG VA PHUONG PHAP NGHIEN CU'U
2.1. Pbi twgng va thoi gian nghién ciru
148 BN duoc chan doan méi lo xé mi

cap dong tuy tai Vién Huyét hoc - Truyén

mau Trung wong trong thoi gian tur thang 1

nam 2019 dén thang 12 nam 2022.

Tiéu chudn lwa chen: BN dudi 16 tudi,
méi duoc chan doan lo xé mi cAp dong tay
theo tiéu chuan cua WHO 2016, gia dinh BN
chap nhan diéu tri héa chat va tu nguyén
ddng y tham gia nghién cu.

Tiéu chudn logi trie: BN khong diéu tri
hoa chit, lo xé mi cap tht phat, lo xé mi cap
kiéu hinh hdn hop (MPAL), lo xé mi cap thé
M3 (APL), bénh nhan c6 cac bénh ly di
truyén bam sinh di kém nhu hoi chang
Down, Fanconi...

2.2. Phwong phap nghién ciru

Thiét ké nghién ciru:

e Muyc tiéu 1: Nghién ctu mé ta cat
ngang.

e Muc tiéu 2: Nghién cuu can thiép
khong c6 nhom dbi chang, khéng ngiu
nhién.
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Tat ca cac BN thoéa man tiéu chuan lua
chon dugc dua vao nghién ctru, dugc tham
khdm lam sang, chi dinh xét nghiém va ghi
nhan két qua vao bénh an nghién ciru. Trong
c4c xét nghiém can 1am sang, xét nghiém xép
loai mién dich duoc thuc hién st dung
phuong phap dém té bao theo dong chay,
phén tich cac CD véi 8 mau.

Panel khang thé don dong dé chan doan
bénh lo xé mi cip tai Vién Huyét hoc -
Truyén mau Trung wong c6 tong cong 38
CD, chia thanh 2 vong.

oVong 1: (sang loc) Cac mau tay duoc
nhudm cting mot b thude thir gdm 19 CD dé
chan doan so bd va goi y dong cua quan thé
té bao non: d4u 4n chung cua té bao tao méu:
CD45; dau an non: HLA-DR, CD34, CD117;
dau 4n dong tay: CD13, CD33, CD15, MPO;
dau an dong mono: CD14, CD64; dau 4n
dong lympho B: CD19, CD20, CD22, CD10,
CD79a; dau 4an dong lympho T: CD3, CD7,
CD4, CDS.

oVong 2: (xép loai dudi nhém) Dua vao
goi y cia bude 1 hudng dén dong té bao nao,
tiép tuc thiét ké thém mot sb dng dé xac dinh
chinh xac: CD71, CD235a, CD5, CyCD3,
TdT, CDla, CD2, CD38, IgM, FMC7,
Kappa, Lamda, CD11b, CD41, CD61, CD16,
CD56, CD138, CD38.

Céac xét nghiém nay dugc thuc hién theo
quy trinh chuan cua khoa Mién dich, Vién
Huyét hoc - Truyén mau Trung uong.

BN s& duoc diéu tri hda chit theo phéc
dd Maspore 2006- phac d6 da dugc Bo y té
phé duyét diéu tri cho bénh Lo xé mi cap
dong tay & tré em theo quyét dinh sb 1832/
Qb- BYT, danh gia tinh trang lui bénh va
theo ddi sau diéu tri.

X 1y sé ligu: S6 lidu duogc xur ly bang
phan mém SPSS 20.0
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. KET QUA NGHIEN cUU
3.1. Pic diém chung cia nhém BN nghién ciru
3.1.1. Gigi

Gioi

43.90% " Nam

56.10% N

Hinh 3.1: Ty I¢ gi¢i nhom nghién ciru
Nhdn xét: Ti I¢ BN nam lén hon ti 1€ BN nir, ti 1€ nam /nix la 1,2/1 (83/65)
3.1.2. Tuéi tai thei diém chin dodn
Bdng 3.1: Phan nhém BN theo tudi

Nhom tudi S6 BN Ti lé (%)
<5 tudi 36 24.3%
5 dén < 10 tudi 53 35,8%
> 10 tudi 59 39,9%
Tudi trung binh (n=148) 84+472

Nhdn xét: Nhom BN >10 tudi chiém ti 1é cao nhat véi 39,9%; nhoém <5 tudi chiém ti 1¢
thap nhat véi 24,3%.
3.1.3. Thé bénh 1am sang theo FAB

Thé 1am sang theo FAB

1.35%
1.35%  10.14%
4.0595°-41% = M1
6.08% \‘ = M2
M4
M4- EO
[PERCE " M5A
NTAGE] = M5B
= M6
= M7

Hinh 3.2: Ty I¢ thé bénh theo FAB
Nhdn xét: Trong 148 BN nghién ctu, ty 16 BN chan doan Lo xé mi cap dong tay thé M4
va M2 chiém ty Ié cao nhat lan lugt 13 36,49% va 35,14%. Céc thé M6, M7 1a nhitng thé Lo
X& mi cap dong tay hiém gap voi ty 1é twong tng 1a 1,35%.
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3.1.4. Ty 1¢ dwong tinh véi cac ddu dén mién dich

B85 890

T (%)

|

1117 mC03a

18.4

33,8
29,1
25.7 .
; 23
B l l I
Dy &

013 u ] WmME | NI

BCD19 WCD7 mCDa

Hinh 3.3: Ty Ié dwong tinh ciia cac ddu dn mién dich

Nhdn xét: CD33 biéu hién & 95,9% s6 BN; MPO biéu hién & 78,4% BN.

3.2. Két qua diéu tri ciia phac dd6 Maspore 2006

3.2.1. Pdp irng diéu tri theo huyét tiiy do

Bdng 3.2: Tinh trang ddp irng diéu tri theo huyét tiy do

Lo Pot dau Pot cudi
Dic diem Sé BN Ti g (%) Sé BN Ti le (%)
Lui bénh hoan toan 104 70,3 113 76,4
Lui bénh mét phan 26 17,6 1 0,7
Khéng lui bénh 12 8,0 19 12,8
T vong 6 41 15 10,1

Nhdn xét: Sau diéu tri tan céng, ty ¢ lui
bénh hoan toan (LBHT) la 70,3%; lui bénh 1
phan 17,6%:; khong lui bénh 8,0% va 4,1% ti
vong trong qua trinh diéu tri; danh gia tai
thoi diém khi két thuc phac dd, ty I LBHT

Ti#& sdng con

76,4%; lui bénh 1 phan 0,7%; khong lui bénh
12,8%; 10,1% truong hop tu vong.

3.2.2. X&c sudt séng thém toan bé, xac
sudt séng thém bénh khéng tién trién

T T
120 o

Théi gian (thang)

T
amn

X4c suat sdng thém toan bo (OS)
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Ti lé sdng thém bénh khéng tién trién

| Surval Fumction
= Cansared

]"I' 'Jlﬂ

Thei gian (thang)

T ™
¥»Ba 89

X4c xuit séng thém bénh khong tién trién (PFS)
Hinh 3.4: Pwong Kaplan- Meier biéu dién xac sudt séng thém toan bg
va xac sudt séng thém bénh khéng tién trién ciza nhém BN nghién ciu

Nhgn xét:

- Thoi gian séng thém toan bo (OS)
trung binh udc tinh l1a 33,4 + 1,7 thang (95%
Confidence interval (Cl: 30,0-36,8). Thoi
gian theo d6i trung binh la 27 thang. Xéac
suit sbng con tai thoi diém 12, 24, 36, 48
thang lan luot 12 0,80; 0,64; 0,551; 0,49.

- Thoi gian song thém khong tién trién
(PFS) udc tinh cua nhom BN la 31,4 + 1,8

thang (95% CI: 27,9 — 35,0). Thoi gian theo
ddi trung binh 1a 26 thang. Xac xuat sdng
thém khéng tién trién tai thoi diém 12, 24,
36, 48 thang lan lwgt 12 0,75; 0,55; 0,53;
0,49.

3.3. Mbi lién quan giira cac dau 4n
mién dich véi dap wng diéu tri (Iui bénh
hoan toan)

Bdng 3.3: Moi lien quan gi@a ty 1¢ ddp ieng diéu tri va mét sé ddu dn mién dich don

déc
Marker Pap wng sau ket thic phac do Total "
Nno response response
Am tinh 6 (35,3%) 11 (64,7%) 17
HLA-DR Duong tinh 13 (11,2%) 103 (88,8%) 116 0,017
Am tinh 2 (15,4%) 11 (84,6%) 13
CD117 0,905
Duong tinh 17 (14,2%) 103 (85,8%) 120
Am tinh 1 (3,6%) 27 (96,4%) 28
CD34  Duongtinh | 18 (17.1%) 87 (82.9%) 105 | 9076
Am tinh 5 (7,9%) 58 (92,1%) 63
CD13 Duong tinh 14 (20,0%) 56 (80,0%) 70 0,047
Am tinh 0 (0,0%) 6 (100%) 6
CD33 Duong tinh 19 (15,0%) 108 (85,0%) 127 0,593
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Am tinh 9 (31,0%) 20 (69,0%) 29

MPO Duong tinh 10 (9,6%) 94 (90,4%) 104 0,007
Am tinh 14 (16,1%) 73 (83,9%) 87

CD64 0,413
Duong tinh 5 (10,9%) 41 (89,1%) 46
Am tinh 18 (16,5%) 91 (83,5%) 109

CD19 Duong tinh 1 (4,2%) 23 (95,8%) 24 0,195
Am tinh 12 (12,2%) 86 (87,8%) 98

Cbr7 Duong tinh 7 (20,0%) 28 (80,0%) 35 0,260
Am tinh 17 (16,0%) 89 (84,0%) 106

CD4 0,361
Duong tinh 2 (7,4%) 25 (92,6%) 27
Am tinh 14 (14,9%) 80 (85,1%) 94

CD36 Duong tinh 5 (12,8%) 34 (87,2%) 39 0,756

Tong 19 (14,3%) 114 (85,7%) 133

Nhdgn xét: Nhom bénh nhan c6 HLA-DR
duong tinh co ti 1€ dap ing cao hon nhém
HLA-DR am tinh. Nhém bénh nhan cé
CD13 duong tinh cé ti 1& dap wng thap hon
nhém CD13 am tinh (80,0% so va&i 92,1%,
p= 0,047). Nhdm bénh nhan c6 MPO duong

tinh co ti 1€ dap (rng cao hon nhém MPO am
tinh (90,4% so véi 69,0%; p= 0,007). Su
khac biét vé ti 1é dap (rng gitta nhém am tinh
va duong tinh cua cac marker con lai la
khong c6 ¥ nghia thong ké.

Bdng 3.4. Méi lién quan giia ty |é ddp irng diéu tri véi cac cdp kiéu hinh mién dich

kf( h , h r A
Cap marker sau k&t thic phac o Total p
no response response
Am tinh 7 (18,4%) 31 (81,6%) 38
CD34(+)/HLA-DR (+ 0,389
™) ™) Duong tinh 12 (12,6%) 83 (87,4%) 95
Am tinh 13 (10,6%) 110 (89,4%) 123
CD34(+)/HLA-DR (- 0,001
™) ©) Duong tinh 6 (60,0%) 4 (40,0%) 10
Am tinh 1 (3,0%) 32 (97,0%) 33
CD34(+)/CD33(+ 0,042
™) ™) Duong tinh 18 (18,0%) 82 (82,0%) 100
Am tinh 18 (17,0%) 88 (83,0%) 106
CD34(-)/CD33(+ 0,121
©) ™) Duong tinh 1 (3,7%) 26 (96,3%) 27
Am tinh 7 (26,9%) 19 (73,1%) 26
CD117(+)/HLA-DR (+ 0,058
™) ™) Duong tinh 12 (11,2%) 95 (88,8%) 107 ’
Tong 19 114 133
Nhgn xét: Nhém bénh nhan c¢6 nhan c6 CD34(+), CD33(+) co ti I¢ dap ung

CD34(+)/HLA-DR(-) c6 ti & dap ung thap
hon nhém khong cé kiéu hinh mién dich nay
(40,0% so vai 89,4%), su khac biét nay la co
Y nghia théng k& (p=0,001). Nhém bénh
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thap hon nhom khéng c6 kiéu hinh mién dich
nay (82,0% so v&i 97,0%), su khac biét nay
14 c6 ¥ nghia théng ké (p= 0,042). Cac nhém
kiéu hinh mién dich con lai dugc liét ké
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trong bang khdng co6 su khac biét c6 y nghia 3.4.1. MPO: nhém MPO duong c6 OS va
théng ké vé ti 1é dap ung so voi cac nhém  PFS dai hon so v&i nhém MPO &m tinh voi

khéng c6 kiéu hinh mién dich tuong tng. 35,6 va 33,4 thang so véi 25,4 va 23,9 thang.
3.4. Mbi lién quan giira mét s6 ddu an  Nhitng sy khac biét nay 1a co ¥ nghia théng
mi&n dich véi OS va PFS ké (p 1an luot 13 0,016 va 0,023),
(ON)
1,04 MPO
- INagative
< Positive
~+= Nagative-censarad
~4= Positive-censorad
0.8
- s e
.
S 061 i
o S s T
e
“Q
(7]
"% 0,41
-
Lt
0,29
0.0+
T T T T T
0 12.0 24.0 36.0 48,0
Thai gian (thang)
PFS
1.0 MPO
=T Neagative
,‘s T Positive
'E ~t= Negative-censored
= 4= Positiva-cansorad
“@ 0.8+ .
= h
(g N
5 0.6 “‘*h‘r.‘rw--w+~4—040—¢»4~-4—0~“.
=
=
(@
0
E 044
Y
=]
[=2] .
=
S bia
E-
=
0.0+
1 T 1 |l T
(4] 12.0 240 36,0 48.0

Theai gian (thang)

Hinh 3.5: Pwong Kaplan- Meier biéu dién méi lién quan gisa MPO vgi OS va PFS
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3.4.2. CD19: nhém CD19 duong c¢6 OS va PFS dai hon so vgi nhom CD19 am tinh véi
45,0 va 45,2 thang so vai 31,4 va 29,0 thang. Nhitng su khac biét nay 1a c6 ¥ nghia théng ké
(p lan luot 12 0,008 va 0,003).

0sS

cD19
—ITMegative
- “Positive
—+ Negative-censorad
—+— Positive-censored

0.27
0.0
T T T T T
0 12.0 24.0 36.0 48.0
Théi gian (thang)
PFS
1.0 CcD19
—TMegative
-- " Positive

—+— rlegative-censored
~+= Positive-censored

o
@
|

song thém bénh khéng tién trién
59

]
o
(]

1

Tile

0.0

1 I 1 ]
.0 12.0 24.0 36.0 48.0

Thoi gian (thang)

Hinh 3.6: Pwong Kaplan- Meier biéu dién méi liéen quan giiza CD19 véi OS va PFS
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3.4.3. Ghép cap CD34+HLA-DR-

1.0

en

ong tién trie
1

bénh kh

em

0.4~

th

é song
1

Til

0.0+

cd3dpos.HLAneg
~Ifalsa
Strue
== falsa-cansorad
= true-cansorad

- ~ ,rA
0 12.0 240

I T
6.0 48.0

PFS (tinh den T8)

Hinh 3.7: Pwong Kaplan- Meier biéu dién mai lién quan gii#za CD34+HLA-DR- va PFS

Nhém c6 CD34+HLA-DR - c6 PFS ngén
hon so v&i ca&c bénh nhéan con lai (18,3 va
32,3 thang). Su khac biét nay la c6 y nghia
théng ké (p = 0,038).

IV. BAN LUAN

Trong nghién ciru caa chuang toi, ty Ié
bénh nhi nam/nit mac AML la khoang 1,2/1,
d6 tudi trung binh 1a 8,4 tudi. Trong phan
nhém chan doan, AML thé M4 va M2 chiém
ty 1 cao nhat lan luot 13 36,49% va 35,14%.
Nghién ctu cta ching toi cling théng nhat
VGi céc tac gia khac 1a nhitng thé bénh M6,
M7 chiém ty I& rat thap3-5.

Pém té bao hoc dong chay (Flow
Cytometry - FC) dong mét vai tro khdng thé
thiéu trong viéc xac dinh chinh xéac céac
truong hop AML theo mirc d6 biét hda dua
trén phén loai cia FAB va WHO. Trong
nghién ciru caa ching téi, trong sé 19 dau 4n
mién dich da dugc p dung (hinh 3.3), d4u 4n
c6 ty 1& duong tinh cao nhat 1a CD33 (chiém
95,9%), CD13 chi chiém c6 51,4% thap hon
so véi nhidu nghién cau & nguoi lon cua

Nguyén Triéu Van4, Nguyén Ba Khanh®.
MPO la mot loai enzym dic hiéu cua cac té
bao dong tuy, mic do biéu hién va hoat tinh
cua enzym nay khac nhau tuy vao dong té
bao va giai doan biét hoa, trong d6 cac té bao
dong hat ¢6 biéu hién manh hon so v&i cac té
bao thuéc dong mono, trong nghién cau
MPO gip ¢ 78,4% sb trudng hop. Doi vai
cac dau 4n dong mono, CD 14 va CD64 duoc
coi 1a cac dau 4n dic trung cua dong mono
va chung 1a co s¢ dé phan biét dong mono
v6i cac dong té bao khac. CD14 thé hién
mutrc do biét hoa cao hon trong khi CD64 la
diu 4n gdip nhiéu hon ¢ cac té bao
monoblast. Trong nghién ctu cta ching toi
chi khao sat CD64 vai ty 1€ duong tinh kha
cao 33,8%. Cac dau an thé hién dic tinh non
hoa cia té bao ac tinh ciing chiém ty I rat
cao, cu thé 1a CD34 duong tinh & 77%,
CD117 la 89,2% va HLA-DR la 88,5%.
Theo Nguyén Ba Khanh (2013), CD34
duong tinh & 64,2%, CD117 la 70% va
HLA-DR la 79,2%°. Theo Zahid Kaleem,
biéu hién CD34 1a 62% va HLA-DR la 86%
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tat ca cac truong hop®. Nhu vay, trong
nghién ctru ciia chung toi da cho théy ty 1¢
cao hon véi cac nghién ctru cua cac tac gia
vé mirc @6 phd bién cac dau an non hda trén
c4c té bao ac tinh. Piéu nay ciing dé giai
thich, cac té bao é4c tinh co6 dic diém guan
trong nhat 1a kém biét hoa, vi vay chdng
nging trudng thanh & do tudi con boc 16 cac
dau 4n non véi nhitng mic do khac nhau.
Cac dau an dic trung khac dong, cu thé 1a
dong lympho ciing xuat hién & mét sé trudng
hop trong nghién ciru cua ching toi vai ty 1€
khé thip. CD19 duong tinh & 16,2%; CD4 va
CD7 duong tinh vai ty 1€ 22,3% va 25,7%;
CD 56 duong tinh ¢ 29,1% truong hop. Theo
nghién curu cua Abdulateef va cs (2014), ty Ié
xuat hién cua cac dau an dong lympho lan
lwot la 11,8% véi CD19, 17,5% véi CD7, 5%
v6i CD2 va 27,5% vai CD567. Nhu vay, rat
nhiéu nghién ciru trén thé gioi ciing da phat
hién su c6 mit cua cac dau an dic hiéu dong
lympho trén cac té bao ac tinh dong tiy voi
nhitng ty 1é khac nhau. Piéu nay ciing phan
anh tinh chat bat thuong cua té bao 4c tinh
khi boc 16 cac dau 4n bat thuong trén bé mat
trong qué trinh phat trién.

Trong nghién ctru, sau diéu tri tan cong
c6 104/148 BN LBHT (70,3%); LBMP co
26/148 (17,6%); ty 1é dap tng chung dat gan
90%. Khi két thac phac 6 MASPORE2006,
ty I¢ dat LBHT da tang Ién 76,4%, lui bénh 1
phan 0,7%; dap tng chung 1a 77,1%. Pay
ciing 13 mot két qua day nd luc trong diéu tri
AML & tré em tai Viét Nam. Két qua dap
ng téng thé cua cung tdi thap hon so vai
mot sé nghién cau 1én nhue MRC-AML 15 13
92%, BFM-93 la 82%, BFM-98 la 88%8-°.

Theo théng ké cua chang téi, nhém bénh
nhi mang cac dau 4n nhu HLA-DR dwong
tinh, CD13 am tinh hay MPO duong tinh cho
thiy c6 ti l¢ dap tng dat lui bénh cao hon
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dang ké, va su khac biét nay c6 y nghia
théng ké (bang 3.3). Su xuét hién cua cac
dau an mién dich khac khéng anh huong toi
két qua dap ung, ké ca nhitng truong hop
AML nhung c6 mang nhiing dau 4n mién
dich dong lympho kém theo nhu CDI19,
CD7, CD4, CD56. M¢ rong ra, khi so sanh
anh huong caa sy xuat hién cac dau an mién
dich dong tay va cac dau an non véi OS va
PFS, ching tdi nhan thay chi c6 ddu 4n mién
dich MPO la cé anh huong. Nhom MPO
duong tinh ¢c6 OS va PFS dai hon so vai
nhém MPO am tinh véi 35,6 va 33,4 thang
so vai 25,4 va 23,9 thang, su khac biét nay
¢6 ¥ nghia thong ké véi p lan luot 12 0,016 va
0,02. Bén canh d6, véi nhitng dau an cua
dong lympho, chiing t6i cling da ghi nhan
thay nhom bénh nhan c6 CD19 duong c6 OS
va PFS dai hon so v&i nhom CD19 am tinh
véi 45,0 va 45,2 thang so vai 31,4 va 29,0
thang vai p lan luot 12 0,008 va 0,003.

Khi danh gi4a mdi lién quan gitra cac cap
dau an mién dich, ching t6i nhan thay, nhom
bénh nhan c6 CD34(+)HLA-DR(-) c6 ti Ié
dap ung kém hon dang ké véi nhém khong
c6 kiéu hinh mién dich nay (40,0% so V&i
89,4%, p= 0,001). Nhoém bénh nhan co
CD34(+)/CD33(+) ¢ ti I dap &ng thap hon
nhém khéng c6 kiéu hinh mién dich nay
(82,0% so vai 97,0%), su khac biét nay la co
¥y nghia thong ké (p= 0,042). Va khi nghién
ctu rong thém vé OS, PFS; nhém co
CD34(+)/HLA-DR(-) ¢6 PFS ngan hon so
v6i cac bénh nhan con lai (18,3 va 32,3
thang, p = 0,038), con OS thi chua thay sy
khac biét, cd thé do c& mau caa nhém bénh
nhan nay trong nghién ctru con han ché.
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V. KET LUAN

Chung toi da tién hanh nghién cau trén
148 bénh nhi AML trong 4 nam 2019-2022.
Dau 4n dic hiéu dong tay phd bién nhat 1a
CD33, duong tinh ¢ 95,9% BN; 51,4% BN
duong tinh vé1 CD13; 78,4% BN duong tinh
v6i MPO. Déi voi cac dau an dong mono,
CD64 c6 ty I8 duong tinh 33,8%. Cac d4u 4n
thé hién dic tinh non héa, CD34 duong tinh
& 77%, CD117 la 89,2% va HLA-DR la
88,5%. Dau an khac dong hay gap nhat la
CD56 va CD7 duong tinh voi ty 1€ 29,13%
va 25,7%. Nhém bénh nhi mang cac dau 4n
HLA-DR (+), CD13 (-) hay MPO (+) cho
thiy c6 ti l¢ dap tng dat lui bénh cao hon
nhung chi ¢6 nhém MPO (+) cho thay c6 lién
quan véi OS va PFS dai hon dang ké so véi
nhém MPO am tinh véi 35,6 va 33,4 thang
S0 V@i 25,4 va 23,9 théng, véi p 1a 0,016 va
0,02. Nhom bénh nhan ¢6 CD19 duong co
OS va PFS dai hon so véi nhdom CD19 am
tinh vai 45,0 va 45,2 thang so vai 31,4 va
29,0 thang, p lAn luot 1a 0,008 va 0,003).
Nhom bénh nhan c6 CD34(+)/HLA-DR(-) c
ti 1€ dap trng kém hon vai nhom khéng co
kicu hinh mién dich ndy (40,0% so Voi
89,4%, p= 0,001) va c6 PFS ngin hon so voi
cac bénh nhan con lai (18,3 va 32,3 thang, p
= 0,038).
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PAC PIEM LAM SANG, XET NGHIEM O BENH NHI LO XE MI CAP
NHIEM NAM XAM LAN SAU PIEU TRI HOA CHAT DO VI NAM CANDIDA
VA ASPERGILLUS TAI VIEN HUYET HOC - TRUYEN MAU TRUNG UONG

Tran Quynh Mail, Mai Lan?, Tran Thi Kiéu My?,
Ta Thi Diéu Ngan2, Hoang Thi Hong?, Bui Thi Van Ngal,

TOM TAT,

Nhigm nam xam lan 1a mét trong nhiing
nguyén nhan gay tir vong hang dau trong diéu tri
lo x& mi cap tré em. Phat hién sém céac dau hiéu,
triéu chung nhiém nam dé diéu tri gop phan nang
cao hiéu qua diéu tri. Muc tiéu: M6 ta dac diém
lam sang, xét nghiém ¢ bénh nhi Lo xé mi
(LXM) cip nhiém ndm x4m sau diéu tri héa chat
lan do vi nam Candida va Aspergillus. Pi tuong
va phwong phap nghién ciu: Nghién ctiru mo ta
catngang 99 bénh nhi LXM cap nhiém Candida
va Aspergillus xam l4n sau diéu tri héa chét tai
khoa Bénh mau tré em, Vién Huyét hoc— Truyén
mau Trung wong tir thang 01/2022 dén thang
06/2024. Két qua: Phan 16n bénh nhi nhiém nam
xam lan thuoc nhom LXM cap tai phat/ khang tri
(Candida - 48,6%, Aspegillus - 48,3%). Nhém
bénh nhi nhiém Candida xam lan c6 ty l¢ xuat
hién triéu chiing ban ndm vasuy hé hép cao hon,
61,4% so voi 31% va 65,7% so véi 37,9%.
Nhom bénh nhi nhiém Aspergillus xam lan c6 ty
1& xuat hién triéu chung ran am, ran nd cao hon,
48,3% so0 vai 20%. Nhitng su khac biét nay cé y

Wién Huyét hoc — Truyén mdu Trung wong
2Truong Dai hoc Y Ha Ngi

Chiu trach nhiém chinh: Tran Thi Kiéu My
SPT: 0914551577

Email: trankieumy74@gmail.com

Ngay nhan bai: 05/8/2024

Ngay phan bién khoa hoc: 05/8/2024
Ngay duyét bai: 27/9/2024

208

DPing Hoang Hait, Lé Khanh Quynh?

nghia thong ké vai chisé p < 0,05. Su khéc biét
vé ty Ié giam bach cau hat trung tinh (BCHTT),
giam BCHTT khi nhiém nim, thoi gian phuc hoi
BCHTT, tang CRP giita hai nhoém cén nguyén
khong c6 y nghia théng ké. Ty 1¢ xuat hién ton
thuong k& phoi, hang, dong dic vabiéu hién ¢ ca
2 bén phéi trén phim X — Quang tim phéi thiang
cia nhom nhiém Aspergillus cao hon nhém
nhiém Candida. Kétluan: Nghién ctu phat hién
s khac biét vé mot sé triéu chung 1am sang va ty
I&6 xuat hién ton thuong trén phim X-Quang &
nhém bénh nhi nhiém nidm Candida va
Aspergillus. Can két hop yéu té nguy co, triéu
chiing 1am sang, xét nghiém trong chan doan
phan biét nhidm nam Candida xam lan va
Aspegillus xam lan

Tir khéa: Bénh nhi, Lo xé mi (LXM) cép,
nhiém nam xam lan,Candida, Aspergillus

SUMMARY
CLINICAL, PARACLINICAL
FEATURES BETWEEN PEDIATRIC
ACUTE LEUKEMIA PATIENTS WITH
INVASIVE FUNGAL INFECTION
CAUSED BY CANDIDA AND
ASPERGILLUS AT THE NATIONAL
INSTITUTE OF HEMATOGOLY AND
BLOOD TRANFUSION
Invasive fungal infections are one of the
leading causes of death in the treatment of
pediatric acute leukemia patients. Early detection
of signs and symptoms of fungal infection for
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treatment contributes to improving treatment
effectiveness. Objectives: To describe the
clinical and paraclinical features between
pediatric acute leukemia patients with invasive
fungal infection after chemotherapy caused by
Candida and Aspergillus species at the Pediatric
department, National Institute of Hematology
and Blood transfusion. Subjects and methods:
Descriptive cross-sectional study on 99 Pediatric
acute leukemia patients with invasive fungal
infection after chemotherapy caused by Candida
and Aspergillus species at the Pediatric
department, National Institute of Hematology
and Blood transfusion from 01/2022 to 06/2024.
Results: Majority of patients had Relapsed/
Refractory diseases (Candida - 48.6%,
Aspegillus — 48.3%). Comparison of clinical
features between two groups showed that the rate
of rash and respiratory distress symptoms in
invasive invasive candidiasis group was higher
than invasive aspergillosis group (61.4% vs 31%
and 65.7% vs 37.9%) but the rate of moist rales
was lower (20% vs 48.3%), the differences was
statistically significant with p < 0.05. The
differences in peripheral blood indices and CRP-
hs was not statistically significant. Comparison
of features of X — Rays image showed that the
rate of interstitial opacities, cavity, consolidation
and abnormalities in both lungs in invasive
aspergillosis group was higher than invasive
candidiasis group Conclusion: The study
thoroughly described clinical and paraclinical
features of invasive fungal infection of pediatrics
acute leukemia patients. There were differences
in some clinical symptoms and the rate of lesions
appearing on X-rays in the group of pediatric
patients infected with Candida and Aspergillus
fungi. The incorporation of clinical and
paraclinical features in differential diagnosis
between invasive candidiasis and invasive
aspergillosis is essential in the clinical setting.

I. DAT VAN DE

Bénh nhi LXM cap la d6i tuong co nguy
co cao nhiém ndm xam lan va day ciing mot
trong nhitng nguyén nhan giy tu vong &
nhom bénh nay. Theo nghién ctru cua tac gia
Sezgin (2021), c¢6 121/307 (39,4%) bénh nhi
LXM nhiém ndm xam lan chiém, trong d6
Candida va Aspegillus dugc ghi nhan 1a 2
can nguyén thuong gap voi ty 1€ tuong Gng
1a 13,4% va 81,9%, cac ching nim khéc chi
chiém 4,8%!. Bénh canh lam sang cua nhiém
nam xam lan thudng phire tap, kho nhan biét
do phai phan biét va loai tror véi cac can
nguyén khac, dan dén cham tré trong diéu tri.
Dé gitp cac bac si 1am sang c6 thém thong
tin trong chan doan nhi®m ndm xam lan,
chung t6i tién hanh nghién ctru nay véi myc
tiéu: So sdanh déic diém 1am sang, xét nghiém
¢ bénh nhi LXM cdp nhiém nagm xam ldn sau
dieu tri héa chdt do vi ném Candida va
Aspegillus tgi Vién Huyét hoc — Truyén mau
Trung wong giai doan 2022 — 2024.

I. DOl TUONG VA PHUONG PHAP NGHIEN CUU

Déi tuong nghién ciu: 99 bénh nhi LXM
cdp duoc chan doan nhiém Candida va
Aspergillus xam lan sau diéu tri hoa chit tai
Khoa Bénh méu tré em, Vién Huyét hoc —
Truyén méau — Trung wong tir thang 01/2022
dén thang 06/2024, thoa man tiéu chuan lra
chon sau: (1) Bénh nhi < 16 tudi, (2) chan
doan LXM cap theo tiéu chuan caa To chuc
Y té thé gigi (WHO) 20162, (3) Bénh nhi sau
diéu tri hoa chét, dugc chan doan nhim nam
xam lan theo tiéu chuan caa EORTC/MSG
20083 va “Huéng dan chan doan va diéu tri
nhiém nim xam lan” cta B y té nam 2021;
tiéu chuan loai trir: (1) bénh nhi nhigm nam
xam lan trudc didu tri hda chat, (2) c6 dong
nhiém vi khuan khéc, (3) bénh nhi c6 kém
theo bénh ly di truyén, bam sinh, (4) bénh
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nhi khong doéng y tham gia nghién ciu
va/hoic thiéu thong tin trong bénh an nghién
ctru. Thiét ké nghién ciu: mo ta cat ngang.
S6 liéu dugc thu thap va xir ly trén phan
mém SPSS 20.0.

Quy trinh nghién ctru bao gém: (1) Lay
danh sach tit ca bénh nhi thoa min tiéu
chuan Iya chon, (2) Thu thap cac bénh an du
tiéu chuan va thu thap thong tin theo mau
bénh an nghién ctru. (3) So sénh gilra 2 nhém
can nguyén Candida va Aspergillus vé mot
s6 ddc diém 1am sang, xét nghiém.

Nghién ctru dugce thuc hién voi su déng v
cua hoi déng dao duc Vién Huyét hoc -
Truyén mau Trung wong. Moi thong tin c4

nhan vé doi twgng nghién ctru dugc bao mat,
chi phuc vu cho muc dich nghién ctru, khong
phuc vu cho muc dich nao khac

. KET QUA NGHIEN cU'U

Trong thoi gian nghién ctru, cd 99 bénh
nhi LXM cép diéu tri hoa chit dugc chan
doan xac dinh nhiém Candida va Aspergillus
xam 14n, nhom nhiém Candida chiém da sb
véi 70 bénh nhi (70,7%) va nhém nhiém
Aspergillus chiém 29,3% véi 29 bénh nhi.
Tién hanh mé ta dic diém lam sang, xét
nghiém hai nhém bénh nhi nhiém Candida va
Aspergillus, chung t6i thu dugc két qua nhu
Sau:

Bing 3.1: Dic diém chung ciia nhém bénh nhi nhiém Candida xam lin va nhém bénh

nhi nhiém Aspergillus xam lin

VU & lin auan Candida Aspergillus | Chi sé
d (70 bénh nhi) | (29 bénh nhi)|  p
o < 10 tudi 44,3% 55,2%
Nhom tud > 10 tudi 55,7% 44.8% 0,38
Tinh tran LXM cap dong tay méi chan doan 35,7% 24.1%
benh n'éng LXM cip dong Lympho méi chan doan 15,7% 27,6% 1
' Tai phat/ khang tri 48,6% 48,3%
. Nam 58,6% 48,3%
Gi6i tinh NG 41.4% 51 5% 0,38

Su khéc biét vé nhom tudi, gidi tinh va tinh trang bénh nén gitra nhdm bénh nhi nhiém
Candida xam 1in va nhom bénh nhi nhiém Aspergillus xdm 1in khong ¢ ¥ nghia thong ké

v6i chi s6 p > 0,05.

Bdng 3.2: Mgt sé trigu chizng 1am sang gii#za nhom bénh nhi nhiém Candida xam ldn

va nhém bénh nhi nhiém Aspergillus xam lén

Trieu chiing Candida | Aspergillus |Chi so
j (70 bénh nhi) | (29 bénh nhi) p
St khong dap wng véi diéu tri khang sinh pho rong 100% 100% 1
Ban nim 61,4% 31% 0,006
Pau viung ham mat 2,9% 0% 1
Ho dom 95,7% 96,6% 0,847
Pau tuc nguc 47,1% 31% 0,14
Ran 4m, ran nd 20% 48,3% 0,004
Suy hé hap 65,7% 37,9% 0,011
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Nhom bénh nhi nhiém Candida xam Ian c6 ty 1& xuat hién triéu chizng ban nam va suy ho
hip cao hon, (61,4% so véi 31%) va (65,7% so v&i 37,9%). Nhom bénh nhi nhidm
Aspergillus xam lan c6 ty Ié xuat hién triéu chirng ran 4m, ran né cao hon (48,3% so véi
20%). Nhitng sy khac biét nay c6 ¥ nghia théng ké véi chi s p < 0,05.

Bdng 3.3: Sw thay doi mgt sé chi sé huyét hec va sinh héa gi#za nhém bénh nhi nhiém
Candida xam lédn va nhém bénh nhi nhiédm Aspergillus xam lén

Chish Pon Candida Aspergillus  |Chi sb
Vi (70 bénh nhi) (29 bénh nhi) p
Trung vi BCHTT khi vao vién GIL |8,66 (0,32 — 487)[8,16 (1,29 — 268,4) 0,948

Trung vi BCHTT khi sét giam BCH | G/L | 0,02 (0—0,83) 0,04 (0-0,7) | 0,18

Trung vi BCH;I_I' kl:ll Cflan doan nhiém GIL | 0,01(0-2,91) 0,07 (0 10,6) 0,02
nam xam lan
Ty 1é giam BCHTT d¢ 4 khi chan doan

a g % 98,6% 79,3% 0,002
nhiém nam xam lan
Ty 1& hoi phuc BCHTT % 64,3% 62,1% 0,835
Trung vi thoi gian phuc hdi BCHTT  [Ngay| 18 (9 — 45) 21 (7 — 36) 0,72
Ty 18 ting chi s6 CRP-hs % 100% 100% 1

Trung vi chi s6 BCHTT caa nhdm bénh ¢ nhém nhiém Candida xam lan cao hon
nhi nhiém Candida xam lan va nhém bénh  nhém nhidm Aspergillus xam l4n, 98,6% so
nhi nhiém Aspergillus xdm lan khi duoc véi 79,3%. Nhing su biét nay c6 ¥ nghia
chan doan nhi®m nam xam lin twong Gtng la  thdng ké vai chi s6 p < 0,05. T4t ca bénh nhi
0,01 va 0,07. Ty I& bénh nhi giam BCHTT  khéng phuc hdi BCHTT déu tir vong.

dd 4 khi duoc chan doan nhim ndm xam lan

Bdng 3.4: Pdc diém hinh dnh tén thwong trén phim chup X — Quang tim phéi thang
giga nhom bénh nhi nhiém Candida xam ldén va nhém bénh nhi nhiém Aspergillus xam
ldn

o 2 Candida Aspergillus . X
Hinh anh ton thwong (70 bénh nhi) (29 Eén%] nhi) Chiso p

K& phoi 1,4% 17,2% 0,008

Kinh mo 4,3% 10,3% 0,35

Nt mo 17,1% 20,7% 0,67

Tran dich mang phdi 5,7% 13,8% 0,18

Tran khi mang phdi 0% 0% 1

Hang 0% 10,3% 0,023

Dong dac 14,3% 44,8% 0,001

Halo — signs 0% 3,4% 0,293

Ton thuong xuét hién & ca 2 phoi 18,6% 44,8% 0,007

Ty 1& xuat hién hinh anh ton thuong k& ph6i cia nhom nhiém ndm Aspergillus cao
phoi, hang, dong dic va biéu hién & ca2bén  hon nhém nhiém Candida xam lan, voi ty 1¢

211



KY YEU CAC CONG TRINH NGHIEN C’'U KHOA HOC CHUYEN NGANH HUYET HOC - TRUYEN MAU

twong tng la 17,2% so voi 1,4%, 10,3% so
vo1 0%, 44,8% so voi 14,3% va 44,8% so voi
18,6%. Nhitng sy khac bi¢t nay c6 y nghia
théng ké véi chi sé p < 0,05.

IV. BAN LUAN
Nhém nhidm Candida chiém da s véi 70
bénh nhi (70,7%) va nhém nhiém

Aspergillus chiém 29,3% véi 29 bénh nhi.
Nhiéu nghién ciru cta céc tac gia trong va
ngoai nudce cho thay cin nguyén thuong gip
nhim nim xam l4n do nhiém Candida. Két
qua nay tuong dong véi cac nghién ciru cia
cac tac gia: Nguyén Thi Thu Hang va cong
su (2022) — 63,3%, tac gid Lin va cong su
(2018) 59,1%, tac gia Olivier va cong su
(2021)*6. Trong nghién clru cua tac gia
Pagano va cong su (2006), trén 11802 bénh
nhan c6 bénh ly huyét hoc 4c tinh dugc chan
doan nhim nim men xam lan, 91% c6 két
qua nudi cdy duong tinh véi cac ching nim
Candida’.

Trong s6 99 bénh nhi nghién ctru, phan
16n bénh nhi nhiém nidm xam lan thuéc nhém
LXM cap tai phat/ khang tri (Candida -
48,6%, Aspegillus - 48,3%), s6 con lai thudc
nhém LXM cip dong tay va LXM cap dong
lympho méi chan doan (bang 3.1). Tat ca
bénh nhi thudc nhém tai phat/ khang tri déu
thudc nhém cé nguy co nhiém ndm xam lan
cao, diéu tri phac d6 hoa chat co cudng do
manh, thoi gian giam BCHTT kéo dai. Két
qua nay co ty twong dong véi két qua nghién
cru cua tac gia Pagano (2006), trong s6 cac
bénh nhan nhiém Candida xam lan, ty &
bénh nhan méc LXM cép dong tay cao gap 6
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lan s6 bénh nhan LXM cép dong Lympho?.
Trong nghién ctru cua tac gia Lin va cong su
(2016) tai Pai Loan, ty & bénh nhi nhiém
nim xam lan & bénh nhan LXM cap tai
phét/khang tri chiém ty lé 35,6%>.

Khi tién hanh so sanh vé ty 1& xuét hién
cac tri¢u chung sot, ban nim, dau vung mat,
ho dom, kho thé, dau tirc nguc, rales am,
rales nd giita hai nhom can nguyén Candida
va Aspegillus: sy khac biét c6 ¥ nghia thong
ké khi so sanh ty 1¢ xuat hién ton thuong ban
nam trén nhém Candida (61,4%) so v&i
nhoém Aspegillus (31%), triéu chung rales
am, rales nd trén nhom Aspegillus (48,3%)
so voi nhom Candida (20%) (bang 3.2). Cac
két qua 1a phu hop boi cac bénh nhi nhidm
nam candida déu co6 két qua ciy mau duong
tinh, triéu chirng bénh nhi thudng khéng dién
hinh, cac triéu ching soém gidng nhiém
khuan huyét va cdy cac bénh pham thuong
chi co thé duong tinh vao cudi qua trinh
nhiém trung. Trong khi d6 cac triéu chimng
nhiém Aspegillus thuong biéu hién dudng ho
hap, thuong gip nhit 1a ho dom (96,6%),
rales & phdi (48,3%) va suy ho hap (37,9%).
Trong nghién ciru ciia Nguyén Thi Thu Hang
va cong su (2022): triéu chung ho va rales
phdi chiém ty 1& cao, 72,5% va 77.5%5.
Trong nghién clru cua tac gia Nucci va cong
su (2013) trén 42 bénh nhan chin doan
nhiém ndm Aspergillus xam 14n, tridu ching
gip nhiéu nhat 14 sdt (64%) va ho (73%)8.

Khi tién hanh so sanh vé su thay doi chi
so6 BCHTT va CRP-hs giita hai nhom cin
nguyén Candida va Aspegillus (bang 3.3),
chiing t61 ghi nhén cac gia tri p > 0,05. Do do
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cac ¢ su khac biét khong co ¥ nghia thong
ké gitra hai nhém can nguyén trén khi so
sanh mot sd chi s huyét hoc, sinh hoa.
BCHTT giam ning trén 72h 1a yéu té nguy
co nhi®m ndm xam l4n3,

Khi so sanh ty 1¢ xuat hién cac ton
thuong phoi trén X — Quang tim phdi thang
gita hai nhom cdn nguyén Candida va
Aspegillus (bang 3.4), su khac biét co y
nghia thong ké khi so sanh ty 1& xuat hién ton
thuong dang k& (Aspergillus 17,2%, Candida
1,4%), dang hang (Aspergillus 10,3%,
Candida 0%), dong dac (Aspergillus 44,8%,
Candida 14,3%), ton thuong hai bén phoi
(Aspergillus 44,8%, Candida 18,6%). Ton
thuong phdi & bénh nhi nhiém Aspergillus
xdm lan hay gip hon & bénh nhi nhiém
Candida xam lan. Theo tac gia Kousha va
cong su, ton thuong thuong gap nhét 1a: nét
mo (67%), kinh mo (56%), dong dac (44%)°.
Trong nghién ctru cua tac gia Cornillet va
cong su, ton thuong gip nhiéu nhat 13 dong
dic (53%), ndt mo (44%), hang (21%), kinh
mod (30%), Halo — sign (6%); riéng voi bénh
nhan giam BCHTT, ton thuong hay gip la:
dong dic (62%), ndt md (43%), hang (19%),
kinh m¢ (36%) va Halo — sign (9.5%)1°.

V. KET LUAN

Phan 16n bénh nhi nhi®m nidm xam lan
thudc nhém LXM cip tai phat/ khang tri
(Candida - 48,6%, Aspegillus - 48,3%).
Nhom bénh nhi nhiém Candida xam Ian c6 ty
I& xuat hién triéu chitng ban nam va suy ho
hap cao hon, 61,4% so voi 31% va 65,7% so
voi  37,9%. Nhom bénh nhi  nhiém

Aspergillus xam 1an c6 ty 1& xuat hién triéu
chung ran am, ran nd cao hon, 48,3% so vGi
20%. Su khac biét vé ty I¢ giam bach cau hat
trung tinh (BCHTT), giam BCHTT khi
nhidm nam, thoi gian phuc héi BCHTT, ting
CRP giira hai nhom can nguyén khong co y
nghia théng ké. Ty I¢ xuat hién tén thuong
k& phdi, hang, déng dic va biéu hién & ca 2
bén phdi trén phim X — Quang tim phoi
thang cua nhém nhiém Aspergillus cao hon
nhom nhiém Candida.

VI. KIEN NGHI

Can két hop yéu té nguy co, triéu chang
lam sang, xét nghiém trong chan doan phan
biét nhiém ndm Candida xam lan va
Aspegillus xam lan
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XAY DU'NG DANH MUC TUO'NG TAC THUOC TAI KHOA GHEP TE BAO
GOC VIEN HUYET HOC - TRUYEN MAU TRUNG UONG

Pham Minh Tuan?, Bach Quéc Khanh?, Nguyén Ha Thanh?,
Vii Puc Binhl, Vii Duy Hong!, V6 Thi Thanh Binh?,

TOM TAT

Muc tiéu: Muc tiéu 1. Xay dung Danh muc
tuong tac thudc can chd y va cach xu tri trong
thuc hanh 1am sang tai khoa Ghép té bao gdc
(TBG). Muc tiéu 2. Xay dung Danh muc tuong
tac thude thuong gip trong thuc hanh 1am sang
tai khoa Ghép TBG. Poi twong va phwong
phéap: Cat ngang, hoi ctu. Xay dung danh muyc
twong tac thudc dya vao danh muyc thube sir dung
tai khoa Ghép TBG va théng qua y kién dong
thuan bac si (BS) vé danh muc tuong tac thudc
chdng chi dinh b6 sung vanghiém trong. Sau d6
xay dung danh muc twong tac thude thuong gap
thong qua ra soat nhirng don thudc luu trit trong
phan mém quan ly tai khoa Duoc va khoa Ghép
TBG tir 1/1/2022 dén 31/12/2022. Tt c4 33.489
don thudce duge ra soat dé kiém tra sy xuat hién
cac tuong tac thudc nam trong danh sach can cha
¥ d3 duogc xay dung. Nhém nghién ctu dong
thuan cac cip twong tac thudc c6 ty 1& xuit hién
trong tac >= 0,5% trén tong s6 don dugc dua
vao danh muc twong tac thude thuong gap. Két

Wién Huyét hoc - Truyén mdu Trung wong
Chiu trach nhiém chinh: Pham Minh Tuéin
SDT: 0945.656.125

Email: minhtuan.hup@gmail.com

Ngay nhan bai: 05/8/2024

Ngay phan bién khoa hoc: 05/8/2024
Ngay duyét bai: 27/9/2024

Tran Thi Thu Hal, Lé Phwong Thao!

qua va két luan: Xay dung duoc 150 cip twong
tac thudc tuong tac thudc can chl y va céch xir
tri trong thyc hanh Iam sang tai khoa Ghép TBG
va 35 cip tuong tac thude thuong gap trong thuc
hanh 1am sang tai khoa Ghép TBG. Nhém khang
sinh, khang nam duoc st dung nhiéu va cé ty lé
xuét hién tuong tac thudc cao nhat. Macrolide va
fluoroqunolone ¢6 nguy co xuét hién twong tac
thudc nhiéu hon so véi cac nhom khang sinh
khéc. Phan 6n cac tuong tac c6 y nghia lam sang
déu co dic tinh duge dong hoc, lién quan dén cic
enzyme chuyén héa thudc & gan. Cachau qua do
tuong tac thudc thuong gap la kéo dai khoang
QT, tang doc tinh cua thude, ting ndng do thude.

Tir khoa: tuong tac thubc, ghép TBG,
thuong gap

SUMMARY
DEVELOPMENT OF A DRUG
INTERACTION DIRECTORY AT THE
STEM CELL TRANSPLANTATION
DEPARTMENT, NATIONAL
INSTITUTE OF HEMATOLOGY AND
BLOOD TRANSFUSION
Objectives: Objective 1. Develop a list of
drug interactions that need attention and how to
handle themin clinical practice at the Stem Cell
Objective 2.
Develop a list of common drug interactions in

Transplantation Department.
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clinical practice at the Stem Cell Transplantation
Department. Subjects and methods: Cross-
sectional, retrospective. Develop a list of drug
interactions based on the list of drugs used at the
Stem Cell Transplantation Department and
through obtaining doctors' consensus on the list
of additional contraindicated and serious drug
interactions. Then, develop a list of common
drug interactions by reviewing prescriptions
stored in the management software at the
Pharmacy Department and the Stem Cell
Transplantation Department from 1/1/2022 to
31/12/2022. All 33,489 prescriptions were
reviewed to check for the presence of drug
interactions on the list of drug interactions that
need attention that was developed. The research
group agreed that drug interaction pairs with an
interaction rate >= 0.5% of the total number of
prescriptions were included in the list of common
drug interactions. Results and conclusions: 150
drug interaction pairs that need attention and how
to handle them in clinical practice at the Stem
Cell Transplantation Department and 35 common
drug interaction pairs in clinical practice at the
Stem Cell Transplantation Department were
developed. Antibiotics and antifungal drugs are
widely used and have the highest rate of drug
interactions. Macrolide and fluoroquinolone
antibiotics had a much higher risk of drug
interactions than other antibiotic groups. Most of

the clinically significant interactions had
pharmacokinetic properties, related to drug
metabolizing enzymes in the liver. Common
consequences of drug interactions were
prolongation of the QT interval, increased drug
toxicity, and increased drug concentrations.

Keywords: drug interactions, stem cell
transplantation, common

I. DAT VAN DE

Tuong tac thudc 1a van dé thuong gap
trong thuc hanh lam sang va la mét trong
nhitng nguyén nhan gay ra cac bién cb bat lgi
cua thudc, anh huéng dén két qua diéu tri.
BN tai khoa Ghép TBG thuong dugc cham
soc dic biét va sir dung nhiéu thude do d6 c6
nguy co gip tuong tac thudc bao gom twong
tac thudc - thuc an, thude - xét nghiém, thudce
- bénh va dic biét 1a twong tac thudc - thude.
Diéu nay dan dén can mot danh muc tuong
tac thudc can chl y trong thuc hanh 1am sang
khi ké don diéu tri. Vi vay, nhém nghién ctru
trién khai dé tai voi hai muc tiéu sau:

1. Xay dyng Danh myc tuong tac thudc
can chl y va cach xtr tri trong thuc hanh 1am
sang tai khoa Ghép TBG.

2. Xay dyng Danh myc tuong tac thudc
thuong gap trong thuc hanh lam sang tai
khoa Ghép TBG.

Il. DOI TUQNG VA PHUONG PHAP NGHIEN CU'U
Muc tiéu 1: Xay dung Danh muc twong tac thudc can chd y va cach xir tri trong thuec
hanh 1am sang tai khoa Ghép TBG Vién huyét hoc — Truyén mau Trung wong
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Giai doan 1: Xay dung
DM TTT tir DM thube
cua khoa

Danh muc hoat chat str dung tai khoa Ghép t¢ bao géc

Tiéu chuan loai trir

Danh muc hoat chat tra ciru

Tra ctru trong MM

Y

Danh muc ¢dp tuong tic CCD-Nghiém trong

— 1

Tra ciru trong
HDSD va Eme

l¢

Danh muc twong tic chong
chi dinh

Danh muc cdp tuong tac
con lai

Danh muc trong tic chong
chi dinh bo sung

Danh muyc trong tac
nghiém trong

MM: Micromedex 2.0, Emc: Théng tin san pham trén trang www.medicines.org.uk,
HDSD: T¢ huéng dan st dung dugc phé duyét tai Viét Nam

Giai doan 2: LAy ¥ kién dong thuin

DM tuong tac CCB b sung

>= ngudng dong thuan

< ngwdng déng thuan

DM tuwong tac CCD 1

DM twong tac nghiém trong

>= ngudng déng thuan | < ngwdng ddng thuan

DM twong tac nghiém trong Loai

Muc tiéu 2: Xay dwng Danh muc
twong tic thudc thwong gip trong thuc

hanh lam sang tai khoa Ghép TBG

Péi twgng nghién ciru
Tat ca 33489 don thudc Iuu trit trong

phan mém quan ly tai khoa Duoc va khoa

Ghép TBG tir 1/1/2022 dén 31/12/2022.

Phwong phap nghién ciru
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Pon thude

1/1/2022-
31/12/2022

Ra soat twong tac thuoc

Ty 1¢ xuat hién
TTT/tong so don

S= 0‘50 0

Danh muc twong tac thuoc
thuong gap trong thye _J
hanh lam sang tai khoa

Ghép te bao goc

. KET QUA NGHIEN cUU

Muc tiéu 1: Xay dwng Danh muc
twong tac thudc can chd y va cach xir tri
trong thwc hanh Iam sang tai khoa Ghép
TBG

Giai doagn 1: Xay dwng danh muc twong
tac thusc tir danh muc thudc si dung tai
khoa Ghép TBG

- Danh muc hoat chit tra ciu: 178 hoat
chat

Ty Ié xuat hién
TTT/tong so don

<0.5%

- Danh muc cé4c cap tuong tac chng chi
dinh: 4 cap

- Danh muc cé4c cap tuong tac chdng chi
dinh b6 sung: 1 cap

- Danh muc cac cap tuong tac nghiém
trong: 286 cap

Giai doan 2: Ldy Y kién dong thudn cia
BS vé danh muc fwong tic thuéc chéng chi
dinh bé sung va nghiém treng

Bdng 8. Két qud xin dong thugn vé ngwdng dong thugn trong nghién ciru

S Ngudng dong thuin z
Y kién BS T
ten > 50% (3/5) BS) | >70% (4/5) BS) | Khac ong
Pong y 100% 0% 0% 100%
Khong dong y 0% 100% 0% 100%

Sau khi théng ké y kién ddng thuan cua
BS, chung t61 dua ra danh myc tuong tac
thudc can chl y va céch xu tri trong thuc
hanh 1am sang tai khoa Ghép TBG gém:

- Danh muc twong tac thudc chéng chi
dinh: 5 cap

- Danh myc twong tac thudc nghiém
trong: 150 cap

Muc tiéu 2: Xay dwng Danh muc
twong tic thudc thwong gip trong thuc
hanh lam sang tai khoa Ghép TBG.
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Két qud vé ty I¢ xudt hién cac cap twong
tac thuéc

Doi véi danh muc twong tac chéng chi
dinh, két qua khéng co cip twong tac nao
Xuit hién. Ddi vé6i tuong tac nghiém trong
cip twong tac xudt hién nhiéu nhat la
levofloxacin - fluconazol (14%). Trong d6
nhom nghién ciru thong ké 10 cap tuong tac
Xuat hién nhiéu nhat, két qua trinh bay trong
bang sau:
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tdc thuéc nghiém treng co ty |

¢ xudt hién nhiéu nhdt

Bdang 9. 10 cap twon
’ ’ séin | Ty g xuat | Ty lg xuﬁ'}t hign/
STT| Tén hoatchat1 | Tén hoat chat 2 «uAt hien hign/Tong TTT | Tong so don

* | (N=37473) (%) | (N=33489) (%)
1 levofloxacin fluconazol 5244 13,99 15,66
2 dexamethason levofloxacin 2376 6,34 7,09
3 ciprofloxacin fluconazol 2070 5,62 6,18
4 ondansetron fluconazol 1902 5,08 5,68
5 dexamethason thalidomid 1496 3,99 4,47
6 levofloxacin  |methyl prednisolon| 1456 3,89 4,35
7 furosemid amikacin 1034 2,76 3,09
8 tacrolimus esomeprazol 1016 2,71 3,03
9 ondansetron levofloxacin 926 2,47 2,77
10 ciclosporin fluconazol 854 2,28 2,55

Két qua vé ty I xudt hién twong tic thuéc theo hgu qud ciia twong tic
Bdang 0. Két qud vé ty 1 xudt hién fwong tic thuéc theo hdu qud Ciia twong tic

sipn | TV lgx Xuit Ty ler xu’ét
STT Hau qua <ult hien hign/Tong TTT |hién/Tong so don
* | (N=37473) (%) | (N=33489) (%)

1 Kéo dai khoang QT 14696 39,22 43,88
2 Tang doc tinh 10672 28,48 31,87
3 Tang ndng do thubc 5074 13,54 15,15
4 Khoéng cé thdng tin 2321 6,19 6,93
5 Giam ndng do thude 2228 5,95 6,65
6 Tang doc than 1494 3,99 4,46
7 Tang tac dung 334 0,89 1,00
8 Tang nguy co hdi chirng serotonin 194 0,52 0,58
9 Tao tua 168 0,45 0,50
10 Giam tac dung 110 0,29 0,33
11 | Giam tac dung, giam nong do thudc 82 0,22 0,24
12 Tang nguy co co giat 40 0,11 0,12
13 Tang hoi chirng serotonin 22 0,06 0,07
14 Tang doc gan 20 0,05 0,06
15 | Ddc tinh trén than va doc tinh trén tai 18 0,05 0,05

*Ty 1é ¢ y nghia >0,05%
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Két qua vé ty I xudt hién twong tic thuoc theo nhém dwoc |i
Bdng 10. Két qud ve ty 1é xuat hién twong tic thuoc theo nhom dwoc |i

Sélan | TVE xuit Ty 1é ;ma?it
Nhom dugclil Nhom dwge li 2 <uit hién hién/Tong TTT| hién/So don
*T1(N=37473) (%) [(N=33489) (%)

Thudc khang sinh Thudc khac 16074 42,89 48,00
Thudc khang ndm Thudc khac 8514 22,72 25,42
Thubc khic Thubc khic 7418 19,80 22,15
Thudc khang nAm Thubc khang sinh | 6352 16,95 18,97
Thudc diéu hoa mién dich Thudc khic 5214 13,91 15,57
Thudc ung thu Thubc khic 4342 11,59 12,97
Thudc diéu hoa mién dich | Thubc khang ndm | 1728 4,61 5,16
Thudc diéu hoa mién dich | Thudc khang sinh | 1380 3,68 412
Thudc khang ndm Thudc ung thu 1182 3,15 3,53
Thudc khang sinh Thudc khang sinh 794 2,12 2,37
Thudc khang sinh Thudc khang virus | 320 0,85 0,96
Thudc khang sinh Thudc ung thu 272 0,73 0,81
Thudc khac Thudc khang virus | 188 0,50 0,56
Thudc ung thu Thudc ung thu 178 0,48 0,53
Thudc kich té bao mau Thudc khac 152 0,41 0,45
Thudc diéu hoa mién dich | Thubc khang virus | 120 0,32 0,36
Thudc diéu hoa mién dich | Thudc ung thu 108 0,29 0,32
Thudc khang virus Thudc khang nim 78 0,21 0,23
Thudc kich té bao mau Thudc ung thu 40 0,11 0,12
Thudc khang virus Thudc khang virus 38 0,10 0,11
Thuée didu hoa midn dich | "o dfi‘(“:ﬁ”a en g 0,02 0,02
Thudc khang nim Thudc khang nim 3 <0,01 <0,01

IV. BAN LUAN

Muc tiéu 1: Xay dwng Danh muc
twong tac thudc can chd y va cach xir tri
trong thwc hanh Iam sang tai khoa Ghép
TBG

Phuong phap xay dung Danh muc cua
ching t6i twong dong voi phuong phap
trong nghién ctru Vi Thi Trinh nam 2017 tai
Bénh vién Lao khoa trung wong xay dung
danh muc tuong tac tir danh muc thudc bénh
vién gom 292 hoat chat [6] va nghién ctu
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cia L& Thi Phuong Thao tai Khoa kham
bénh can by - Bénh vién Trung vong quan
d6i 108 dwa ra Danh muc nay gdom 55 cap,
trong d6: danh muc cac cip tuong tac chong
chi dinh (19 cap) va danh muc cac cap tuong
tac nghiém trong (36 cap) [4]. C6 su khéc
biét trong nghién ctru caa chung téi la ching
t6i dwa trén sy dong thuan vé mie do “nang”
trong 2 CSDL: MM va Uptodate [8] trong
khi d6 2 nghién ctu trén dya trén sy dong
thuan vé mic do “nang” trong 2 CSDL: MM
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va DIF [7].

Do thoi gian nghién ctu han ché, viéc
x@y dung danh muc theo quy trinh Delphi
nhiéu vong kho cé thé thuc hién. Sau khi trao
d6i va théng nhat voéi cac BS trong khoa
Ghép TBG, nhém nghién ctru da hop va
théng nhat s& xin y kién vé mot ngudng ddng
thuan (ty 1é s6 BS dong y/ tong sé BS trong
khoa) 1a >50%. Néu s6 BS dong y <50%, cap
tuong tac do sé duoc rit khoi danh sach cudi
cung.

Chung t6i xay dung Danh muyc gom 155
cip va dugc chia thanh 2 phan: danh muc céc
cap tuong tac chdng chi dinh (5 cap) va danh
muc cic cdp tuong tac nghiém trong (150
ciap). Chiang tdi nhan thdy danh muc c6 sb
lugng cap tuong tac lon hon so véi cac
nghién cau trude day. Co thé giai thich su
khac biét nhu sau: thir nhat vé dac diém BN
khoa Ghép TBG rat phtc tap, BN duoc sir
dung rat nhiéu thudc trong d6 c6 nhiéu nhém
thudc c6 khoang diéu tri hep nhu nhém thudc
trc ché mién dich, nhoém thuéc ung thu nén
viéc theo ddi, giam sat tuwong tac thudc can
duoc quan i chit ch& khéng chi ddi véi céc
trong tac thudc chdng chi dinh ma con cac
twong tac thudc nghiém trong tiém tang co
thé anh huong dén két qua diéu tri cia BN.
Thtr hai, @ng dung cdng nghé thdng tin vao
viéc tich hop danh muc tuong tac thudc gilp
khong bi bo s6t bat ki twong tac thube co y
nghia nao.

Muc tiéu 2: Xay dwng Danh muc
twong tac thudc thwong gip trong thuc
hanh lam sang tai khoa Ghép TBG

Ban lugn vé Danh muc twong tic thuéc
thwong gap trong thec hanh Iam sang tai
khoa Ghép TBG

Dé xay dung Danh muc tuong tac thudc
thuong gap trong thuc hanh I&m sang tai
khoa Ghép TBG tir 1/1/2022 dén 31/12/2022,

tong cong c6 33489 don thudc duge dua vao
ra sot, voi su hd tro cua phan mém Navicat
dé thong ké duoc cac cap tuong tac xuat hién
trong don va sb lan xuét hién cua cac cap
tuong tac.

Tac gia Lé Huy Duong (2017) da xay
dung danh muc thyc té tir nhirng cip tuong
t4c CO tan sudt xuit hién > 1% trén tong sb
bénh an noi tru [3]. Nghién ctru caa Hoang
Van Ha va cong su (2012) da chi ra tan suat
gap 25 cap tuong tac trong don ké ngoai tru
bao hiém y té tai bénh vién Thanh Nhan Ia
0,059% [2]. Sau khi tham khao cac nghién
ctru nay, nhém nghién ciru da dong thuan st
dung tan suit > 0,5% téng so don dé xay
dung danh muc tuong tac tir ra soat don ké.

Tu do, nhém nghién cou da xay dung
Danh muc twong tac thude thuong gap trong
thuc hanh 1am sang tai khoa Ghép TBG gom
35 cip twong tac c6 tan suat xuit hién >
0,5% tong sé don.

Ban luan vé ty I¢ xuit hién cac cip
tirong tic thudc theo nhom dwgc |i

¢ Nhom thuéc khang sinh

Két qua ra soat vé tuong tac cua C4c
thudc khang sinh trong nghién ctu caa ching
t6i twong doéng véi két qua cua mot sé céc
nghién cau trén thé gisi trén d6i twong BN
ghép TBG.

Co ché chinh cua cac twong tac giita
khéng sinh va cac thudc chuyén hoa khéc boi
cung céc cytochrome (CYP3A4 va CYP2C9)
da dugc ghi nhan qua ra soat twong tac thudc.
BN dung fluoroquinolone nén dugc theo doi
kéo dai khoang QT khi dung dong thoi voi
cac thubc we ché chuyén hoa (nhu azole,
foscarnet, v.v.) va ting nong do trong huyét
twong ciia cac thude nay [9].

bieu tri va du phong két hop
fluoroquinolone-azole 1a phé bién & nhém
BN huyét hoc véi muc tieu lam giam nhiém
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tring do vi khuan va nam, cac khuyén nghi
so dung dd duoc dua vao hudng dan thuc
hanh 1am sang cua Hiép hoi Bénh truyén
nhiém Hoa Ky vé viéc sir dung thudc khang
khuan & BN ung thu giam bach cau va hudng
dan cua Mang ludi Ung thu Toan dién Quéc
gia vé phong ngtra va diéu tri cac bénh nhiém
trung lién quan dén ung thu. Tuy nhién, ca
hai loai thudc nay déu cd kha niang kéo dai
khoang QTc va ting nguy co xoan dinh
(TdP), véi cac dot TdP duoc bao cdo vai ca
azole va fluoroquinolones [10].

Nguy co kéo dai khoang QTc va tac dung
phu & BN huyét hoc sir dung liéu phap két
hop fluoroquinolone va azole chua dugc Xac
dinh rd rang. Mic du nguoi ta biét rang ca
hai nhém thudc déu co lién quan dén viéc
kéo dai QTc va xoin dinh, nhung van chua
hiéu 8 mac do két hop c6 thé lam ting
khoang QTc trong nhom ddi tuong nay hoic
lisu su két hop nay co 1am tang nguy co tac
dung phu hay khong [10]. Do d6 can thuc
hién cac nghién ctru sau hon dé danh gia hiéu
qua cua phac dd phdi hop (fluoroquinolones
va azoles) trén khoang QTc trong quan thé
huyét hoc.

Mot nghién cau cia John D. Zeul da
chung minh rang su két hop giira
fluoroquinolone va thubc chéng nim azole
¢6 lién quan dén viéc ting khoang QTc so
v6i ban dau & BN ghép TBG. Gan 25% BN
duoc xac dinh 1a ¢6 thay doi khoang QTc ¢
y nghia 1am sang c6 thé dan dén TdP. Vi vay,
lam ECG sau khi bat dau diéu tri két hop
fluoroquinolone-azole nén dugc xem xét néu
cac yéu td kéo dai QTc gop phan khéc ciing
thuong xuat hién, bao gom ha kali mau va
bénh co tim [10].

Carbapenem (ertapenem, imipenem va
meropenem) c¢6 thé lam giam ndng do
valproate trong huyét tuwong, dan dén mat tac
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dung bao vé chdng lai con dong kinh [9].

Aminoglycoside gay doc cho than va
viéc sir dung dong thoi véi cac thube khéc
thudc gay doc cho than (nhu cyclosporine A
hoac amphotericin B) lam gia tang ganh nang
véi than, do d6 theo doi chat ché do thanh
thai creatinine la bat budc ¢ nhitng BN nay
51 o

e Nhom thuac khang nam

Trong nhém khang nam thi fluconazol c6
ty 16 xuat hién trong tac thudc cao nhat. Chu
yéu cac tuong tac thudc ghi nhan duoc tuong
téc thudc gitra nhom khéang ndm va nhém
khang sinh quinolon. Piéu nay c6 thé giai
thich do fluconazol va nhém quinolon nam
trong phac d6 du phong nhiém khuan trén
BN huyét hoc va ddi twong BN sot giam
bach cau hat trung tinh [1].

Céc azole khac nhau vé xu huéng gay ra
trong tac thude, do dic diém riéng cua qua
trinh trao d6i chat va su da dang cua ai luc
vdi cac isoenzym CYP, CYP3A4 la ai luc
manh nhét lién quan. Fluconazol xuét hién &
nhiéu tuong tac thude vi né dugc chuyén hoa
boi  isoenzym CYP3A4, va isoenzym
CYP2C9 bj wc ché bai fluconazol. Ngoai ra,
fluconazol ¢6 thé anh huong d&én
corticosteroid, estrogen, oxycodone, fentanyl
va methadone nhung nhiing tuong tac nay
khong dugc ghi nhan cu thé & BN ghép
TBG. Itraconazol ciing dwgc chuyén hda chi
yéu boi enzym CYP3A4. Tuong tu,
itraconazol tuong tac voi mot sb thude e
ché mién dich (cyclosporine, tacrolimus,
v.v.) va thudc ung thu. Mic du itraconazol
lam ting ndng d6 terfenadine trong huyét
tuong, astemizole, felodipin, benzodiazepin
va cisapride, trong khi mat khac, cac chét
cam ung CYP3A4, nhu carbamazepine,
phenobarbital, phenytoin, isoniazid, rifampin
hozc rifabutin lam giam ndng d¢ itraconazol
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trong huyét tuwong. Nhém khang nam
enchinocandin c¢6 it tuong tac thuéc hon do
caspofungin khéng duoc chuyén hda qua
CYP450 va do d6 it gy ra tuong tac thudc.
Liéu lwong cua caspofungin nén diéu chinh
khi dung chung véi dexamethasone hoac
phenytoin. [9] Cac thuéc nhém azol khi ding
cuing cac thuéc nhém chéng nén 1am kéo dai
khoang QTs do dé can c6 céc bién phap theo
ddi, phat hién va xu tri phu hgp [11].

e Nhém thuée diéu hoa mién dich

Theo théng k& cap thalidomide-
dexamethason xuat hién twong tac thudc
nhiéu nhat tuy nhién sy két hop nay van nam
trong nhiéu phac d6 diéu tri cac bénh Ii huyét
hoc do loi ich 16n hon nhiéu so v&i nguy co
m.

Chuyén hoa cyclosporine A (CsA) va
tacrolimus chu yéu di qua CYP3A4. Ca hai
déu 1a chat nén CYP3A4 va la chat uc ché,
cling nhu co chat caa P-glycoprotein (P-gp),
Vi vay tuong tac thudc cua ching tuong tu
nhau. Su khac biét c6 thé 1a do mac d6 ai luc
gan két vai cac isoenzym CYP cu thé ciing
nhu su tham gia cua cac hé théng chuyén hoa
khéc.

Chuing ta can biét loai thudc nao cé thé
anh hudng dén nong do trong huyét tuong
cia CsA va tacrolimus vi ca hai loai thudc
nay déu c6 khoang diéu tri hep. Néu néng do
trong huyét twong qua cao c6 thé dan dén
nhiéu tac dung phu c6 hai (vi du nhu nhiém
doc than, nhiém doc than kinh). Mat khac,
néu ndng do dudi mac diéu tri co thé dan
dén tang nguy co GVHD hoic thai ghép dbi
véi cac BN ghép TBG [9].

Ty 1 twong tac hay gip ddi vai CsA va
tacrolimus 1a vé&i cac thuéc chdéng nim nhém
azol bao gom: fluconazol, itraconazol,
posaconazol, voriconazol. Cac thudc nhom
azol Ia cac chat ac ché CYP3A4 do d6 lam

ting nong do thudc CsA va tacrolimus trong
méau. V1 voriconazole va itraconazole chét wc
ché manh CYP3A4 hon fluconazol va
posaconazol nén voriconazole va
itraconazole thuong xuyén dugc ghi nhan ¢
cac tuong tac c6 y nghia lam sang hon. Thém
vao d6, fluconazol dwong ubng twong tic
manh hon so v6i fluconazol duong tiém tinh
mach [9].

Ngoai ra, thudc chéng nam khac la
caspofungin ciing c¢6 thé lam ting dang ké
nong do CsA trong huyét tuong.
Caspofungin Ia thudc duoc chuyén hda bang
qua trinh thuy phan khong dung enzyme chi
khéng phai bang CYP, mic du cac nghién
ctru in vitro cho thidy né c6 thé tc ché
CYP3A4 [9].

Dé theo dbi va xir tri twong tac giita CAC
thudc chéng nam nhom azol va cac thudc
CsA, tacrolimus can két hop viéc hiéu chinh
liéu va theo ddi nong do thudc trong méu cua
CsA, tacrolimus. M6t s nghién cau trén thé
giéi da chi ra rang c6 sy bién thién nong do
thudc trong méau ciia CsA va tacrolimus khi
sir dung cung voi cac thudc azol tuy nhién
céc con sb vé su bién thién ciing chua thong
nhét trong cac tai liéu.

Ngoai ra, twrong tac hay cua tacrolimus va
esomeprazol ciing dugc ghi nhan trong
nghién ciru. Do d6 can theo ddi chat ché
nong do tacrolimus khi sir dung thudc trc ché
bom proton hoac thudc chen axit canh tranh
kali cung véi tacrolimus. Piéu chinh liéu
Tacrolimus c6 thé can thiét. BN c6 kiéu gen
CYP2C19 va/hoic CYP3AS nhit dinh co thé
c6 nguy co cao hon. Rabeprazole hoac
pantoprazole c6 thé it c6 kha niang tuong tac
dang ké. Cac chat d6i khang thy thé H2 duoc
chon (tc la ranitidine hoac famotidine) ciing
it cd kha nang twong tac hon [11].
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e Nhom thuéc ung thw

Ty & tuong tac thudc thdng ké duoc ¢
nhom thudc ung thu it hon so véi cac nhom
thudc khac. Hau hét cac twong tac thudc
théng ké dugc co ty 1é xuat hién <0,5% trén
tong sd don thudc ra soét.

Théng ké hai cip twong tac thudc théng
ké duoc cd ty 1é xuat hién >0,5% trén téng sb
don thudc ra soat la vincristin_sulfat -
fluconazol, mercaptopurin - allopurinol. Hai
twong tac trén déu cd hau qua lam ting ndng
d6 thudc trong mau cua cac thude ung thu va
c6 thé dan tang doc tinh cua thude. Do d6 khi
sit dung cac thubc nay dong thoi can phai
theo ddi tinh trang BN dé c6 phat hién va xir
tri kip thoi.

U'u diém va han ché ciaa nghién ciru

V¢ uvu diém cua nghién ctu, véi dic thu
riéng cia BN khoa Ghép TBG va danh myc
hoat chéat cia khoa, ching t6i di xdy dung
duoc Danh muyc twong tac thudc can cha y va
cach xur tri trong thuc hanh lam sang tai khoa
Ghép TBG va Danh myc twong tac thudc
thuong gap trong thuc hanh I&m sang tai
khoa Ghép TBG.

Thong qua viéc 4p dung phan mém
Navicat, chung t6i da c6 thé ra soat tuong tac
thudc trén tong sé don 16n. Qua do, co thé ap
dung thudng quy dé hdi ciru va ra soat trén
quy mé toan Vién.

Nghién ciru Vvan tdn tai mot so han ché:
+chua théng ké riéng tuong tac thudc vai
diéu tri ngoai tri va nai tra, BN trudc, trong
va sau ghép, céac thudc tu tac +phan mém
Navicat sa dung dir liéu hau kiém, khong
phai dit liéu Realtime. Navicat chua thong ké
dugc mot don thube cua BN cu thé xuat hién
bao nhiéu cip tuong tac thudc tir d6 chua thé
danh gia dugc mure d6 hau qua cua tuong tac
néu céc cap tuong tac d6 cong hop hau qua.
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V. KET LUAN

Nghién ctu cua ching t6i da xay dung
duoc Danh muyc twong tac thudc can cha y va
cach xur tri trong thuc hanh 1am sang tai khoa
Ghép TBG gom 150 cdp tuong tac thudc va
Danh muyc tuong tac thude thuong gap trong
thuc hanh 1am sang tai khoa Ghép TBG gom
35 cap twong tac thudc. Pong thoi ddi véi
mdi cip tuong tac, nhom nghién ciru dua ra
hau qua va phuong an xu tri nham gidp BS
c6 cong cu dé xir tri.

Nhom thube khéang sinh, khang nam c6 ty
Ié xuat hién twong tac thudc cao dic biét 1a
macrolide va fluoroqunolone vi chung co
nguy co xuat hién tuong tac thudc lén hon
nhiéu so v&i cac nhém khang sinh khéc.
Tuong tac gitra thuéc chéng nam va thuée uc
ché mién dich ciing can duoc theo ddi chat
ché, can do ndéng d6 thudc trong mau dé theo
ddi hiéu qua va doc tinh.

Phan I6n cac tuong tac co ¥ nghia 1am
sing déu c6 dic tinh dugc dong hoc lién
quan dén céc enzyme chuyén hda thuéc &
gan. Céc hau qua thuong gap do la kéo dai
khoang QT, tang doc tinh cua thude, ting
nong d6 thude trong diéu tri do dé can c6 cac
bién phap phéat hién, giam sat va theo ddi
viéc str dung thudc cua BN.
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KHAO SAT TINH HiNH SU’ DUNG THUOC VA BIEN CO BAT LOI
TREN BENH NHAN PA U TUY XUONG
TAI VIEN HUYET HOC -TRUYEN MAU TRUNG UONG

Bui Bich Ha2, Pham Minh Tuan?, Vii Duy Hong?,
V6 Thi Thanh Binh?, Nguyén Lan Phwong!, P6 Thi Thuy?,

TOM TAT

Muc tiéu: Muc tiéu 1-Khao sat tinh hinh st
dung thudc diéu trj trén bénh nhéan da u tay
xuong va Muc tiéu 2-Khao sat bién cb bat loi
trén bénh nhan da u tiy xuong. Péi tweng va
phuong phap: Nghién ctu hdi ctu mo ta 106
bénh nhan > 18 tudi dugc chan doan xac dinh
méc da u tuy xwong (PUTX). Bénh nhan duoc
diéu tri ndi trd tir chu ky dau tai Vien Huyét hoc -
Truyén mau Trung wong, c6 hd so bénh &n ra
vién trong khoang thoi gian tir 01/04/2021 dén
31/12/2021. Thu thap thong tin tir phan mém
quan ly bénh vién va ho so bénh an tuong Gng
vao mau phiéu thu thap théng tin bénh nhan. Két
qua: Do tudi trung binh cua bénh nhan nghién
ctru 12 64,3 £9,2 (38 - 85). Pa phan bénh nhan
DUTX nhap vién & giai doan 3 tai thoi diém chan
doan (56,6%). Phac dd duogc sir dung trén bénh
nhan méi chan doan cha yéu 1a VTD (82,1%),
tiép dén 1a phac d6 VRD (8,5%). Vi bénh nhan
c6 ké hoach ghép TBG, ty Ié phac d6 dugc sir
dung lan luot Ia VTD (62,5%), VRD (25,0%),
VTD-PACE (12,5%). Cacbién cé bat loi: Thiéu

Wién Huyét hoc - Truyén mdu Trung wong
2Truong Pai hoc Duoc Ha Ngi

Chiu trach nhiém chinh: Pham Minh Tuéin
SDT: 0945.656.125
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Lé Phwong Thao!, Vii Pirc Binh?

mau chiém ty 1& 80,9%; sau d6 1a bién cé ton
thuong than kinh ngoai bién (TKNB) cam giac
(té bi, ngira ran, cham chich ban tay/chan) chiém
ty 16 45,7%; giam bach cau trung tinh (BCTT)
chiém ty 1¢ 40,2%; giam tiéu cau chiém 39,7%;
tang ALT chiém 34,2%. Bién c6 nhiém trung:
Viém hong 27,6%; viém phéi 9,5%. Cac bién cb
bat lgi trén 1am sang gdm mat nga, chan an, mét
moi, man ngta da voi cac ty I1é tuong Gng la
36,4%: 31,7%; 30,7% va 25,9%. Két luan: Da
phan bénh nhan PUTX nhap vién & giai doan 3
tai thoi diém chin doan. Phac d6 duoc sir dung
trén bénh nhan mégi chan doan chu yéu 1a VTD.
Cac bién cb bat loi thuong gap: thiéu mau, ton
thuong than kinh ngoai bién (TKNB) cam giac
(té bi, ngtra ran, cham chich ban tay/chan); giam
bach cau trung tinh (BCTT); giam tiéu ciu; ting
ALT.

Tirkhoa: da u tuy xuong, bién cé bét lgi, tac
dung khéng mong muén.

SUMMARY
SURVEY ON MEDICINE USE AND
ADVERSE EVENTS IN PATIENTS
WITH MULTIPLE MYELOMA AT
NATIONAL INSTITUTE OF
HEMATOLOGY AND BLOOD
TRANSFUSION
Objectives: Objective 1 - Survey the use of
treatment drugs in patients with multiple
myeloma and Objective 2 - Survey adverse
events in patients with multiple myeloma.
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Subjects and methods: Retrospective study
describing 106 patients > 18 years old diagnosed
with multiple myeloma (MM). Patients were
treated as inpatients from the first cycle at the
National Institute of Hematology and Blood
Transfusion, with medical records discharged
from the hospital between April 1, 2021 and
December 31, 2021. Collect information from
hospital management software and corresponding
medical records on the patient information
collection form. Results: The average age of the
study patients was 64.3 + 9.2 (38 - 85). Most of
the MMM patients were hospitalized in stage 3 at
the time of diagnosis (56.6%). The regimen used
in newly diagnosed patients was mainly VTD
(82.1%), followed by VRD (8.5%). For patients
planning to undergo stem cell transplantation, the
regimens used were VTD (62.5%), VRD
(25.0%), and VTD-PACE (12.5%), respectively.
Adverse events: Anemia accounted for 80.9%);
followed by peripheral nerve damage (PND)
sensory events (numbness, tingling, prickling of
hands/feet) at 45.7%; neutropenia (BCTT) at
40.2%; thrombocytopenia at 39.7%; increased
ALT at 34.2%. Infectious events: Pharyngitis
27.6%; pneumonia 9.5%. Clinical adverse events
included insomnia, anorexia, fatigue, and skin
rash at 36.4%, respectively; 31.7%; 30.7% and
25.9%. Conclusion: Most of the patients with
DUTX were hospitalized in stage 3 at the time of
diagnosis. The regimen used on newly diagnosed
patients was mainly VTD. Common adverse
events: anemia, peripheral neuropathy (PND)
sensory (numbness, tingling, prickling of
hands/feet); neutropenia (BCTT);
thrombocytopenia; increased ALT.

Keywords: multiple myeloma, adverse
events, side effects

I. DAT VAN DE

Pa u tiy xwong (PUTX) 1a bénh ly huyét
hoc &c tinh pho bién thir hai & nguoi lon, do
su tang sinh cua dong plasmo &c tinh, tao ra
protein don dong trong huyét thanh va nuéc
tiéu. Bénh gay nhiéu bién ching nhu thiéu
mau, suy than, dau va gdy xuong, loang
xuong, tang canxi mau, va dé bi nhiém trung.
Viéc can bang hiéu qua diéu tri va hd tro, du
phong va xtr tri doc tinh trén bénh nhan da u
tuy xuong la can thiét va ddy thach thuc
trong thyc hanh 1am sang. Pé tai nghién ctu
tap trung vao hai muc tiéu chinh:

1. Khao sét tinh hinh sir dung thubc diéu
tri trén bénh nhan da u tay xuong tai Vién
Huyét hoc - Truyén mau Trung wong.

2. Khao sét cac bién cd bat loi trén bénh
nhan da u tay xwong tai Vién Huyét hoc -
Truyén méau Trung wong.

Il. DOI TUQNG VA PHUONG PHAP NGHIEN CUU

P6i twgng nghién ciru: 106 bénh nhan
v6i tong 408 chu ki diéu tri

Tiéu chuin lya chon

- Bénh nhan > 18 tudi dugc chan doan
xac dinh BUTX.

- Bénh nhén duogc diéu tri ndi tra tir chu
ky dau tai Vién Huyét hoc - Truyén mau
Trung wong, c6 hd so bénh an ra vién trong
khoang thoi gian tir 01/04/2021 dén
31/12/2021

Tiéu chuén loai trir

- Bénh 4n khong tiép can duoc.

Phwong phap nghién ciru

- Phuong phép nghién ctru: Nghién ctru
mo ta, hdi clru.

- Phuong phap thu thap sé liéu: ghi nhan
thong tin tir phan mém quan 1y bénh vién va
hd so bénh an tuong tng vao mau phiéu thu
thap thong tin bénh nhan
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TAt ca BN DUTX tir
01/04/21 &n 31/12/21

\L : Sang loc bénh l}ch theo tlel:1 chufm
lua chon va loai trir qua phan mém

Bénh nhan dat tiéu chuan
dua vao nghién curu
2

Thu thap théng tin qua phin mém
va ho so bénh 4n

Phiéu thu thap thong tin

< Tong hop théng tin

File thong tin tong hop trén excel

Phan tich va xu I s&

Phan tich dic diém <
BN va tinh hinh st Phan tich ADE va mot
dung thudc s6 thude du phong

Hinh 1. So db tién trinh nghién ciru

Ill. KET QUA NGHIEN cU'U

Muc tiéu 1: Khio sat tinh hinh sit dung thudc diéu tri trén bénh nhan da u tiy
xwong

Dic diém ciia bénh nhéin trong mdu nghién civu

Bing 1. Pic diém chung ciia nhém bénh nhin nghién civu (n=106)

Dic diém | n | TV 18 (%)
Tudi (nim), n (%)
< 40 1 0,9
40-59 28 26,4
> 60 77 72,6
TB + SD (min - max) 64,3+ 9,2 (38 - 85)
Gi6i tinh, n (%)
Nam 51 48,1
Ni 55 51,9
Bénh di kém, n (%)
Khong 40 37,7
C6 1 bénh Iy di kém 39 36,8
Co > 2 bénh Iy di kém 27 255
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Bdng 2. Pdc diém Vé giai doan bénh va thé bénh DUTX ciia nhém nghién ciru

Pic diém | n | Ty 18 (%)
Giai doan bénh
1SS1 15 14,2
1SS2 31 29,2
1SS3 60 56,6
Thé bénh
19G 72 67,9
IgA 16 15,1
Chudi nhe 16 15,1
Khong tiét 2 1,9

Bdng 3. Pdc diém vé nguy co di truyén té bao ciia nhoém nghién ciru (n=104())

Nhém nguy co Theo IMWG 2016 Theo B Y té 2022

n % n %
Neguy co tiéu chuan 32 30,8 32 30,8
Neuy co trung binh 6 5,8 59 56,7
Neuy co cao 66 63,4 13 12,5
Tong 104 100,0 104 100,0

. . (*): C6 104/106 bénh nhdn duoc lam xet nghiem FISH
Ddc diéem sw dung thudc va phdc do trong diéu tri da u tiy xwong

®"VIiD

9; 8.5%
= VRD

3, 2.8% 1;09% wrd
7,6,6% " VvCD

®VCDR

1,09 VDT

VID - PACE
Hinh 2. Biéu d6 dic diém lwa chon phdc dé ban diu
cho bénh nhin mdoi chan dodan (n=106)

i ]

<=
wPACE;
1
VRD, it
25%
VID,
63%

Hinh 3. Biéu dé dic diém lica chon phdc do cho bénh nhain
c6 ké hoach ghép té bao goc (n=8)
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Bing 4. Ty Ié phdc do theo cdc dot diéu tri trong thoi gian n

ghién ciru (n=408)

) L S6 dot o S6 dot diéu tri
Nhdom Tén phac do s .| Tyl % o
dieu tri (Ty 1€ %)
o VTD 287 70,3
Phac do k’hong VRD 56 137 361
c6 hoa chat %) (88,5)
Rd 18 4.4
Phéc do c6 hoa| Phdi hop cyclophosphamid don 1¢ 40 9,8 47
chat (") Phdi hop nhiéu hoa chit 7 1,7 (11,5)
Tong 408 100,0 408 (100,0)
(***): Cyclphosphamid, vincristin, doxorubicin, etoposid, cisplatin
Bing 5. Ty I¢ bénh nhén cé thay doi phdc dé diéu tri (n=106)
Phic d6 n Ty 18 (%)
Khong chuyén doi phac do 90 84,9
C6 chuyén dbi phac do 1 phdc dé‘ 11 104
> 2 phac do 5 4.7
Bdng 6. Déc diém siv dung thuédc bortezomib (n=389)
. Chuky 14 Chu ky 5-8 2
Bortezomib (n = 306) (n = 83) Tong
1. Puong dung IV/SC 306 (78,7) 83 (21,3) 389 (100)
2. Liéu dung
1,3 mg/m? da 304 83 387 (99,5)
1,0 mg/m? da 2 - 2 (0,5)
3. S6 miii tiém/ 1 chu ky
2 miii 1 tuln x 4 mili 266 (86,9) 6 (7,2) 272 (69,9)
1 miii 1 tudn x 4 mii 23 (7,5) 76 (91,6) 99 (25,5)
Khac (1 mai, 2 mii, % mu1~ hoac du 4 miii 17 (5.6) 1(12) 18 (4.6)
nhung ngat quing)

Muc tiéu 2: Khao sat bién co bat loi
trén bénh nhéan da u tiy xwong

Dic diém cdc bién co bit lpi ghi nhin
trén bénh nhdn da u tuy xwong

Trong 106 bénh nhan nghién ctru c6 03
bénh nhéan tiép xdc chdm can cap ctru, 02
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bénh nhan can chay than nhan tao, 01 bénh
nhan mic COVID - 19 trong chu ky 3 nén
khong danh giad dugce ddc tinh co lién quan

dén thudc, chang toi chi danh gia bién cb bat
loi trén 100 bénh nhan vai 398 dot diéu tri.
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Bing 7. Phén logi mirc dj ning trén tong sé ADE ghi nhin dwoc theo hé thong phéin

logi CTCAE (n=398)

Mirc d Theo mirc do nang (n = 398 chu ky, %) T(gmg
Pj 1 Pj 2 Do 3 Do 4
ADE n % n % |n| % | n| % n
Hé tao mau
Thiéu mau (Hb) 168 | 42,2 | 131 | 329 |23| 58 | - - 322
Giam bach ciu 21 5,3 19 | 48 [ 8202 ] 05 | 50
Giam bach cau trung tinh | 118 29,6 26 6,5 [13] 3,3 | 3 0,8 160
Giam tiéu cau 128 | 322 | 18 | 45 | 7118 |5 | 13 | 158
Gan
Tang AST 67 | 16,8 7 1,8 | 3] 08| - - 77
Tang ALT 113 | 284 | 15 | 38 | 8 | 20| - - 136
Tang bilirubin TP 10 2,5 - - - - - - 10
Than
Tang Creatinin 29 7,3 5 1,3 2105 - - 36
S6t 35 8,8 4 10 [ 1]03] - - 40
Tong s6 ADE, ty 16 (%) | 689 | 69,7 | 225 | 228 | 65| 6,6 |10 | 1,0 | 989
Bing 8. Cic ADE ghi nhéin dwoc theo phdc dé diéu tri va hé co quan, té chirc
Phic dd o, ;e ab | Phic ad | Phic ab co |T 1€ 0| Khac ]
VTD VRD [cyclophospho c? nhle;u (Rd, T_Ong
(n=278) | (n=55) | mide (n =40) héa chat| MPR) | (n=398)
HéE co quan (n=6) | (n=19)
HéE tao mau
Thiéu mau (Hb) 222 (79,9)|42 (76,4)| 39 (97,5) | 6 (100) |13 (68,4) [322 (80,9)
Giam bach ciu 25(9,0) [8(145) | 775 |4(66,7) | 6(31,6) |50 (12,6)
Giam bach ciu trung tinh [102 (36,7)|27 (49,1)| 16 (40,0) |4 (66,7) |11 (57,9) |160 (40,2)
Giam tiéu cu 96 (34,5) |26 (47,3)| 22(55,0) | 6(100) | 8 (42,1) |158 (39,7)
HéE gan, mat
Ting AST 52 (18,7) | 9(16,4) | 11(275) |2(33,3)|3(15,8) | 77 (19,3)
Ting ALT 95 (34,2) |17 (30,9)| 15(37,5) |4(66,7) | 5(26,3) |136 (34,2)
Tang Bilirubin TP 7(25) | 1(18) - - 2 (10,5) | 10 (2,5)
Théan, bang quang
Tang Creatinin 24 (8,6) 8(20,00 |1(16,7)|2(105) | 35(8,8)
Dai sén/budt/ra mau 5(1,8) | 2(3,6) - - - 7 (1,8)
Hg¢ tiéu hoa
Budn nén 7(25) | 2(3,6) 2(5,0 [2(3323) - 13 (3,3)
N6n 2(0,7) | 1(18) 1(2,5) - - 4 (1,0)
Tiéu chay 93,2 | 4(7,3) 1(25) |1(16,7) - 15 (3,8)
T4o bon 33(11,9) | 4(7.,3) 3(75 [1(16,7) - 41 (10,3)
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Viém miéng 5(,7) | 1(1,8) 1(2,5) - - 7 (1,8)
Hé than kinh
Toén thuvong TKNB 136 (48,9)[19 (34,5)| 19 (47,5) [3(50,0) | 5(26,3) |182 (45,7)
Chéng mat 24(8,6) | 3(5,5) 4 (10,0) - - 31(7,8)
Hé hd hép
Viém hong 85 (30,6) [13(23,6)| 8(20,0) |1(16,7) | 3(15,8) |110 (27,6)
Kho th 13(4,7) | 3(5,5) 5 (12,5) - - 21 (5,3)
Viém phdi 24(8,6) |6(10,9) | 6(150) [1(16,7) | 1(53) | 38(9,5)
Da, mong, toc
Man ngira 75(27,0)| 8(14,5) | 17(42,5) |1(16,7) | 2 (10,5) |103 (25,9)
Nb6i mé day/ban do 9(3,1) | 1(1,8) 1(2,5) - - 11 (2,8)
R6i loan tong quat
Mét moi 92 (33,1) |11 (20,0)| 16 (40,0) |3(50,0) . 122 (30,7)
Mit ngu 98 (35,3) |24 (43,6)| 15(37,5) |2(33,3) |6 (15,8%)|145 (36,4)
Chén in 84 (30,2) |16 (29,1)| 19 (47,5) |1 (16,7) |6 (31,5%)|126 (31,7)
Sét 25(9,0) | 6(10,9) | 6(15,0) |1(16,7) |2 (10,5%)| 40 (10,1)
Phu ngoai vi 48 (17,3)| 3(5,5) 5 (12,5) - - 56 (14,1)
Téng s6 ADE 1397 257 247 44 75 2020
S6 ADE trung binh/ dot| 47 6,2 73 | 39 5,1
di€u tri

C6 2020 bién cd bat lgi duoc ghi nhan,
trong d6 ty 1¢ gap ADE trén co quan tao mau
4 thiéu mau chiém ty 1& cao nhat (80,9%), ty
I& giam Hemoglobin & phac d6 c6 hoa chat
cao hon phac dd khong c6 hoa chit; giam
bach cau trung tinh (40,2%); giam tiéu cau
(39,7%).

IV. BAN LUAN

Pic diém bénh nhan da u tiy xwong
va tinh hinh sir dung thude diéu tri

Vé dic diém bénh nhén da u tuy xwong

V& tudi trung binh 13 64,3 £ 9,2 va ty 18
ngudi > 60 tudi chiém 72,6%. So sanh voi
nghién ciru ciia tac gia Han Viét Trung va
Suzanne MCB Thanh Thanh, Rajkumar S.V
chung ta thdy cac thong tin nay twong dong
[2][3][5]. Tac gia Suzanne MCB Thanh
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Thanh nghién ciru phac d6 c6 bortezomib co
tudi trung binh 1a 59 (gioi han tir 31 — 99
tudi) v6i 1% BN nhé hon 40 tudi, nhom trén
50 tudi chiém 84% [2]. Nghién ciu cua
Rajkumar S.V. cho thay tudi trung binh 14 65
tudi, ty 1é nam gioi phd bién hon nir gisi [5].

vé giai doan bénh, da phén bénh nhan
trong nghién ctru ¢ giai doan I11 (56,6%). Ty
16 nay twong tu cua tac gia Han Viét Trung,
ty 1€ giai doan ISS I, ISS II, ISS III lan luot
la 5,5%; 30,5% va 64% [3]. Bénh BUTX ¢
Viét Nam thuong nhdp vién muodn, va diéu
nay dan dén viéc cac bénh nhan thuong co
triéu chirng ndng va giai doan bénh thuong &
muc ISS III.

Khi xem xét nguy co di truyén, chung toi
thiy rang nhém nguy co cao trong quan thé
nghién ctru ctia chung t6i c6 ty I¢ cao hon so
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voi nghién ctu cia Suzanne MCB Thanh
Thanh trén 44 BN duoc khao sat NST co
36,36% nguy co thap; 22,72% nguy co trung
binh; 40,79% nguy co cao [2], 02 nghién clru
déu ghi nhan dot bién dups(1q) thudc nguy
co cao va t(4,14) thudc nguy co trung binh.
Nghién ctru ciia tac gia Han Viét Trung cho
thidy nhém nguy co tiéu chuan 66,20%; trung
binh 18,31%; nhoém nguy co cao 15,49%; tuy
nhién nghién ciru nay khong ghi nhan dot
bién NST dups(1q) [3]. Ty 1& nhom nguy co
cao cua chung to61 cao hon nghién ctru cua
Rajkumar SV va CS nghién ctru tai trung tam
Mayo Clinic cho thay ty 1 nguy co cao 15%,
nguy co trung binh 10% va nguy co chuan 1a
75% [5]. Didu nay c6 thé phan anh sy khac
biét trong tinh trang di truyén cua bénh
DUTX tai Viét Nam so voi nudce khac.

Khi danh gia vé thiéu mau tai thoi diém
chan doan, chung t6i thdy rang tinh trang nay
phé bién trong bénh PUTX va tuong dong
cac nghién ctru cua tac gia khac: Tinh trang
thiéu méau caa BN lic chan doan 1a 95,3% so
voi nghién ciru cua Suzanne MCB Thanh
Thanh 14 87,02% [2], Tac gia Bertolotti P. va
cong su cho thdy khoang 70% BN bj thiéu
méu lic chan doan bénh [6].

Suy than 1a mot bién chimg quan trong
va pho bién trong bénh DUTX, ty 1& suy than
trong nghién ctru cta chung toi twong dong
vo1 nghién cirtu khéc. Nghién ctru cua
Suzanne MCB Thanh Thanh cho thay
4545% BN suy than lic chan doan [2].
Bertolotti P. va cong sy cho thdy c6 50% BN
bi suy than trong sudt qua trinh mic bénh

[6]

Dic diém siv dung thuéc va phdc do
trong diéu tri da u tiiy xwong

Vé lya chon phac dd diéu tri ban déu,
theo huéng dan diéu tri cia B Y té 2022,
phéc dd lua chon dau tién cho BN khong co
kha niang ghép TBG la MPT, VMP, tiép dén
14 cac phic dd nhu CTD, VRd, DRd, Rd,
VCD,Vd... Theo Hudng dan diéu tri cua
NCCN 2021, phac dd uvu tién cho BN khong
c6 kha nang ghép TBG la VRD, Rd, VCD,
DaraRd [7].

Bortezomib dugc coi 1a xwong sdng cla
cac phac dd diéu tri phdi hop cia bortezomib
thalidomid hoac
cyclophosphamid dat hiéu qua rat cao so véi

voi lenalidomid hoac
cac phac dd c6 dién, ngay nay duoc coi la
phac d6 dau tay cua tat ca cic huéng dan
thuc hanh trén thé gi¢6i. VRD (Bortezomib,
Lenalidomide, Dexamethasone) va VTD
(Bortezomib, Thalidomide, Dexamethasone)
1a cac phac d6 diéu tri phd bién va 1a phac dd
dau tay cho bénh nhan dudi 65 tudi. Tuy
nhién, VRD d0i héi chi phi cao hon véi viéc
phai ty tra 50% tién thudc lenalidomide, vi
vy khong phd bién trong nghién ctru. Phac
d6 VCD (Bortezomib, Cyclophosphamide,
Dexamethasone) dugc khuyén nghi cho bénh
nhan DUTX khong c6 kha nang ghép TBG,
dac biét trong truong hop bénh nhan suy than
cap khong thé sir dung lenalidomide. Phac dd
VCD dugc khuyén cio dung cho ca BN
khong c6 kha nang ghép va c6 kha nang ghép
TBG, dic biét trén bénh nhan suy than cip
chua dung dugc lenalidomid [5]. Trong 04
BN sir dung phac d6 VCD-T va VCD-R ¢6
03 bénh nhan c6 u twong bao ngoai tuy, 02
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bénh nhan duong tinh vé1 dups(1q) va 01
bénh nhan giai doan 3 (theo phan loai ISS).
Nghién ctru phase II cua tac gia Ludwig H.
va cong sy danh gid hiéu qua diéu tri va doc
tinh trén 49 BN dung phac d6 VTID va 48
BN dung phac @6 VCD-T, BN déu la nhiing
d6i tuong c6 kha nang ghép TBG. Nghién
ctru cho két qua tich cuc: 51% (VID) va
44% (VTDC) bénh nhan dat dap tng hoan
toan (CR /nCR két hop), co 35% (VID) va
27% (VTDC) bénh nhan am tinh véi ton du
bénh t6i thitu (MRD) trong qué trinh cam
tmg va sau cam ung. Ty 18 séng 3 nam la
80% (ca hai nhom) [4]. Theo nghién clru cta
Rajkumar S.V. ¢6 1% dén 2% BN c6 u tuong
bao ngoai tiy lac mdi chan doan va 1én dén
8% trong sudt qua trinh mac bénh. Mot sb
phac d6 PAD hoic VID - PACE dic biét
hiru ich ¢ nhitng bénh nhan BPUTX nang, tién
trién nhu c6 thém u twong bao ngoai tiy, lo
xé mi (plasma cell leukemia) [5].

Phan tich vé sy thay d6i phac do diéu tri:
Pa phan cac bénh nhan khong thay doi phac
d6 trong khoang thoi gian nghién ciru, chiém
ty 16 84,9%. C6 11 bénh nhan dbi phac dd 1
lan, c6 05 bénh nhan d6i phac d6 2 hoic 3
lan. C6 02 BN trong nghién ciru ha phac dd
tir VRD xudng VTD dé ti uu hoa huy dong
iy TBG. Hai phic d6 VID va VRD duoc
coi 14 tiéu chuan diéu tri cam ung trude khi
cdy ghép té bao gbc tu than trong bénh
PUTX. Phan 16n bénh nhén trai qua cay
ghép TBG tu than (93% ¢ nhém VRD va
98% & nhom VTD). Nhitng dir liéu nay nhan
manh sy can thiét cua chién lwoc thu thap té
bao gdc tdi uu, ddc biét trong bdi canh cay
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ghép song song va két hop khang thé don
dong khang CD38 vao phac d6 cam tng.
Viéc thay doi phac db diéu tri dién ra doi khi
dua trén két qua cu thé cia bénh nhan, sy
xuat hién cua cac bénh Iy khac, va kha ning
tai chinh cua gia dinh va bénh nhan.
Bortezomib thudong dugc st dung vao
cac ngay 1, 4, 8, 11 trong 4 dot ddu va ngay
1, 8, 15, 22 trong 4 dot tiép theo. Trong 306
dot didu tri tir chu ky 1- 4, ¢6 266 dot (chiém
86,9%) str dung bortezomib du 4 miii voi tan
suat tiém thudc 1a 2 1an/ 1 tuan. V&i 4 chu ky
dau, c6 23 dot véi ty 1& 7,5% gidn khoang
cach tiém thudc xubéng 1 miii/ 1 tuan, chu
yéu do bénh nhan suy nhuoc can nguoi hd
tro va hodc trén 75 tudi hodc xuét hién bién
ching suy gan, suy than, viém phdi hodc rbi
loan chirc nang tim. Ngoai ra, c6 17 dot diéu
tri trong 4 chu ky dau khong tiém du 4 mii
bortezomib hodc gidn khoang cach dua thudce
trén 1 tudn, bao gdm: 10 truong hop nhiém
trung ning (7 viém phoi, 2 zona than kinh, 1
nhiém ném), 2 bénh nhan chay than nhan tao,
1 bénh nhan duong tinh SARS-CoV-2, 3
bénh nhan mét, tiép xtic chim can cép cuu, 1
bénh nhan xuit hién huyét khdi tinh mach
can dat filter. Tir chu ky 5 dén 8, da phan
bortezomib dugc tiém 1 mii 1 tuln, tuong tu
vao ngay 1, 8, 15, 22, chiém ty 1€ 91,6 %.
Trong 6 dot diéu tri vdi ty 18 7,2% bénh nhan
dugc tiém bortezomib 2 miii/ 1 tuan thi co 4
dot ciia BN ¢6 y dinh liy TBG. C6 1 BN
gidn khoang cach tiém thudc do mic viém
phéi. Theo Palumbo, bortezomib giam licu
d6 2 hay 1 mg/m? da dugc diéu chinh tuy
theo yéu t6 nguy co ctia ngudi bénh: BN trén
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75 tudi hodc suy nhugc hodc c6 bénh mic
kém vé 16i loan chirc ning tim, gan, than va
dic bigt c6 co bién cd trén hé tao mau d6 3,4
[11]. Viéc gian khoang cach tiém bortezomib
1 1an/1 tuan, ngoai ra két hop giam liéu cac
thudc phdi hop cing nhu dexamethason,
thalidomid, cyclophosphamid ... giup giam
ganh ning diéu tri cho BN va giam thiéu ton
thuong TKNB cho BN ¢ 4 chu ky sau phu
hop theo khuyén céo ciia Palumbo [11].

Cac bién cb bat lgi va thude diéu tri du
phong trén bénh nhan da u tiy xwong tai
Vién Huyét hoc - Truyén mau Trung wong

Nghién cuau cua tac gia Suzanne MCB
Thanh Thanh trén 73 bénh nhan da u tuy
xuong voi phac dd VD va VMP cho két qua:
Tac dung phu vé thiéu mau 63 %; giam bach
cau 37%; giam BCTT chiém 27,39%; giam
tiéu ciu 20,77%; tang men gan 28,76%. Bién
cd trén than kinh: Van dong 21,91%; cam
gi4c 58,90%; thi lyc 19,17%. Bién cd vé
nhiém tring: 38,35% viém phoi; 6,84%
nhiém Herpes zoster. Bién cb vé tiéu hoa
gom tiéu chay 19,17%; tao bon 30,13%;
budn nén 32,87% (déu khdng cé bién cb do 3
va 4 nao trén tiéu hoa) [2]. Két qua nay c6
bién cb bat loi trén hé tao mau thap hon
nghién ctu caa chang téi, mot phan do
nghién ctu cua chung to6i di bao gém ca
phac dd c6 hoa chat. Tac dung phu tén
thuong TKNB cam giac twong duong gitra 2
nghién ctru vai ty 1€ 45,7% va 58,9%.

Nghién ctu cua tac gia Ludwig H. va
cong su danh gia hiéu qua diéu tri va doc
tinh trén phac d6 VTD va VCD-T, bién cb
gap phai la: Thiéu méau chiém 94% (13,3%

d6 3, khong co do 4); giam bach cau 61,2%
(4,1% @06 3, 1,0% do 4); giam BCTT chiém
56,1% (14,3% @6 3, 2,0% do6 4); giam tiéu
cau chiém 41,8% (5,1% do 3, 1,0% do 4); tao
bén 57,1%; ton thuong TKNB (bao gém ca
di cam) chiém 54,1%; phi ngoai vi 35%; st
19,4%: mét moi chiém 18,4% [4]. Nghién
ctru cho két qua doc tinh trén hé tao mau cao
hon nghién ctru cia ching toi. Co su tuong
ddng vé tac dung phu tén thuong TKNB giira
2 nghién ctu. Dbi v6i nghién ctiru cia ching
t6i, phac @6 VTD cho ty 1¢ bién c6 trén hé
tao mau tuong dong véi nghién ciru phase 11
cua tac gia Ludwig H. va cong su trén 49 BN
da u tiy xwong méi chan doén, thay bién cd
thiéu mau chiém 94%, giam bach cau 53%,
giam BCTT chiém 55%, giam tiéu cau chiém
43% [4]. Bién cb trén hé tiéu héa trong
nghién ctru cua ching to6i: Ti€u chdy 3,2%;
tao bon 11,9%; non va budn ndn chiém 3,2%
(thdp hon nghién ciru ciia Ludwig H ¢6 téo
boén chiém ty 18 55%). Bién ¢ ton thuong
TKNB (dénh gid vé cam giac) trong nghién
ctru 13 48,9%; tuwong dong v4i nghién ciru
cia Ludwig H. va cong su, ton thuong
TKNB (bao gém ca di cam) chiém 57% [4].
Nghién ctru Ludwig H. va cong su con ghi
nhén phu ngoai vi 35%; sOt 12%; mét moi
chiém 12%; suy nhugc chiém 20% [4] (so
v6i két qua cua chung toi: Phu ngoai vi
17,3%; sbt 9%; chong mit 8,6%; mét moi
33,1%; mat ngu 35,3% co su khac biét khong
nhiéu). Ngoai bién cb trén hé tao mau chiém
ty 1& cao nhat, thi biéu hién trén 1am sang
nhu ton thuong TKNB va mat nga anh
huong rat 16n dén chat lugng cudc séng cua
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BN. Pay la nguyén nhan quan trong cua viéc
ngirng st dung hoic giam liéu bortezomib.
May man thay, tac dung phu nay cé thé dao
nguoc bang viéc giam lieu va/hoic thay doi
lich trinh ciing nhu cham séc hd trg, trai
nguoC Voi ton thuong TKNB vinh vién doi
khi gay ra bai thalidomid. Ty I€¢ va mic do
nghiém trong cua tén thwong TKNB do
bortezomib duong nhu giam qua viéc tiém
dudi da thay vi tiém tinh mach, va sir dung
lidu hang tuan so voi 2 lan/1 tuan. Phac do
bortezomib vai ché do giam lidu ¢ lién quan
dén viéc giam ty Ié mac bénh than kinh ngoai
bién. Nong do tich liy ting lén, tiém tinh
mach so véi tiém dudi da, va diéu tri két hop
v6i thalidomid c6 lién quan dén bénh ly than
kinh ngoai bién do bortezomib cao hon.
VCD 12 lya chon thay thé khi BN bi suy
than cdp khong dung duoc VRD [10].
Nghién ctru cta ching toi ciing co bién c¢d
trén h¢ tao mau cao hon & nhom dung hoa
chat (cyclophosphamid) so véi nhém VTD
va VRD, khéac biét vdi két qua nghién ciru
clia ching t6i vé bién cd ton thuong TKNB,
c6 thé do phac d6 két hop 4 thude
bortezomib, dexamethason,
cyclophosphamid, thalidomid/
lenalidomid dugc st dung cho 37/40 trudong

hodc

hop.

Trong 05 bénh nhan mic HKTM duoc
chan doan trong qua trinh diéu tri PUTX, cb
02 bénh nhan dugc dung aspirin tr chu ky 1
va dugc phat hién HKTM tir chu ky 2 va chu
ky 4. V&i 07 bénh nhan nhiém zona than
kinh, chiém ty 16 6,6% thi c6 dén 03 bénh
nhan dugc st dung acyclovir tur dot diéu tri
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dau tién. Ty 16 BN bi HKTM trong nghién
ctru cao hon nghién ciru cua tac gia Suzanne
MCB Thanh Thanh nghién ciru cic phac d6
VD va VMP diéu tri cho 73 bénh nhan
DUTX cho thay 38,85% BN bi viém phdi,
6,84% BN nhiém Herpes Zoster, 1/77 =
1,2% viém téc tinh mach do huyét khéi [2].

V. KET LUAN

Pic diém bénh nhin da u tiy xwong
va tinh hinh sir dung thude diéu tri

Pa phan bénh nhan DPUTX nhap vién &
giai doan 3 tai thoi diém chan doan (56,6%).
Ty 1€ bénh nhan cé bénh di kém kha cao
62,3%; chi yéu la ting huyét ap, dai thao
duong. Thé bénh DUTX chiém phan I6n la
1gG (67,9%). Phac d6 dugc s dung trén
bénh nhan méi chan doan cha yéu 1a VTD
(82,1%). Bortezomib dugc si dung toi
95,3% trong cac phac dd diéu tri, véi lidu 1,3
mg/m? da chiém 99,5%.

CA4c bién cb bat lgi trén bénh nhan da
u tay xwong tai Vién Huyét hoc - Truyén
mau Trung wong

Cac bién cb bat loi ghi nhan duoc chu
yéu 1a: Thiéu méu (80,9%); sau do 1a bién cb
ton thuong TKNB cam giéc (té bi, ngira ran,
cham chich ban tay/chan) (45,7%); giam
BCTT (40,2%); giam tiéu cau (39,7%); ting
ALT (34,2%). Bién c6 nhidm trang: Viém
hong (27,6%); viém phdi (9,5%). Bién cb
trén hé tiéu hoa kha thap: Tiéu chay (3,8%);
t4o bon (10,3%); budn nén va non (4,3%).
Cac bién cb trén 1am sang gom mét ngu,
chan an, mét moi, man nga da véi ty 1&
twong ung la 36,4%; 31,7%; 30,7% va
25,9%.
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THU'C TRANG KIEN THU’C VA THUC HANH DINH DUONG
TRONG BENH PAI THAO PU'O'NG CUA BENH NHAN
KHOA BENH MAU LANH TiNH CO KEM THEO THAO PU'O'NG TYPE 2 -
VIEN HUYET HOC TRUYEN MAU TRUNG UO'NG NAM 2023

Phan Kim Dung?, Bui Thi Khoa!, Chu Thay Quynht,

TOM TAT,

Nghién ctru dugce tién hanh trén 126 bénh
nhan (BN) thudéc nhom bénh mau lanh tinh c6
kém theo bénh dai thao duong (BTD), véi muc
tiéu tim hiéu thyc trang kién thic va danh gia
thyc hanh vé dinh dudng trong bénh DTD. Két
qua nghién ciru: Poi tuong nghién ciru da b 1a
hon 60 tudi, song & khu vuc nong thén va mién
nti (63,5%). C6 11,9% sb bénh nhan cé suy dinh
dudng (BMI <18,5) va 28,6% thtra can/béo phi
(BMI >23). S6 bénh nhan phat hién va diéu trj
DTP trude khi diéu tri bénh mau 1a 68,2%, tuy
nhién chi c6 29,4% bénh nhan c6 kién thirc dung
vé nhan biét triéu ching bénh DTD. C6 98%
bénh nhan hiéu dugc ché d6 dn c6 lién quan mat
thiét dén dién bién bénh DTD, nhung ty 1é nhan
biét vé nhom thuc pham dugc khuyén nghi phu
hop cho bénh DTD con thap. V& thyc hanh ding
nguyén tic dinh dudng dat >50%. Ty 1é bénh
nhén c6 sir dung khau phan an nhiéu rau xanh,
han ché cac loai thit nhiéu chit béo, an hoa qua
c6 chi s dudng huyét thdp chi dat 48%; mot sb
céc nguyén tic khac nhu thir ty dn ding cach (dn

YWién Huyét hoc — Truyén mdu Trung wong
Chiu trach nhiém chinh: Phan Kim Dung
SDT: 0932286367

Email: phandzungll@gmail.com

Ngay nhan bai: 30/7/2024

Ngay phan bién khoa hoc: 01/8/2024

Ngay duyét bai: 30/9/2024
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Nguyén Thi Hau!, Hoang Thi Liéu?,
Trinh Pirc Vwong?, Nguyén Thi Thay!

rau dau tién, an com sau cung) chi dat 254%. Ty
1¢ bénh nhan duy tri hoat dong thé lyc 1a 53,2%,
trong d6 c6 73% tap luyén>30 phut/ngay. Bénh
nhén in udng theo chi dinh bénh Iy DTD chi dat
11,9%. C6 mdi lién quan gitra mot sé yéu td nhur:
Trinh d6 hoc vén, nghé nghi¢p, noi séng voikién
thirc vé bénh PTD. C6 mdi lién quan giita tinh
trang kinh té v&i thue hanh lya chon va st dung
stta chuyén biét cho bénh nhan DTD.

SUMMARY
KNOWLEDGE AND PRACTICE OF NUTRITION
IN DIABETES AMONG PATIENTS WITH
BENIGN BLOOD DISEASES ASSOCIATED
WITH TYPE 2 DIABETES AT NIHBT IN 2023

The study was conducted on 126 patients
with benign blood diseases associated with
diabetes, with the goal of understanding the
current state of knowledge and evaluating
practice on nutrition in Diabetes. Research
results: Most of the study subjects were over 60
years old, living in rural and mountainous areas
(63.5%). 11.9% of patients were malnourished
(BMI <18.5) and 28.6% were overweight/obese
(BMI >23). The number of patients who detected
and treated diabetes before treating blood
diseases was 68.2%, however only 29.4% of
patients had correct knowledge about
recognizing symptoms of diabetes. 98% of
patients understand that diet is related to
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diabetes, but the rate of awareness of
recommended food groups suitable for diabetes
is low. Regarding correct practice of nutritional
principles for diabetes, it reached >50%. The
proportion of patients consuming a diet rich in
vegetables, limiting high-fat meats, and eating
low-glycemic fruits was only 48%; adherence to
other principles such as proper meal sequence
was 25.4%. 53.2% of patients maintained
physical activity, with 73% exercising more than
30 minutes per day. Only 11.9% of patients
followed dietary recommendations specific to
diabetes. There was a correlation between factors
such as education level, occupation, and
residence with diabetes knowledge. Economic
status was related to practices regarding the
choice and use of specialized milk for diabetic
patients.

. DAT VAN BE

Mot s6 nhom bénh mau lanh tinh véi
nhirng phac d6 diéu tri dic hiéu, st dung
nhém thude e ché mién dich nhu corticoid
trong mot thoi gian dai bénh nhan s€ gap
nhiéu céc tac dung phu nhu: roi loan m&
méu, dién giai, dic biét 1a rdi loan chuyén
hoéd glucose. Hoac voi nhitng bénh nhan c¢6
méc bénh 1y DTD type 2 kém theo mdc du
cac nhom thude nay khong truc tiép 1am ting
duong huyét nhung gian tiép anh hudng dén
sy bai tiét insulin, ting dé khang insulin,
hodc lam gidm tdc dung cua insulin nén lam
ting dudng huyét va 1am ning thém bénh
bTb.

Nhim tim hiéu cac ddc diém dé nang cao
kién thérc va thyc hanh dinh dudng gitp
giam thiéu nhitng nguy co do thudc diéu tri
hay tién trién ciia bénh va dat hiéu qua trong
qué trinh didu tri cho cac nhom bénh nay,
chung t6i tién hanh nghién ctru v6i muc tiéu

tim hiéu thyc trang kién thic va danh gia
thyc hanh vé dinh dudng trong bénh DTD
cua bénh nhan khoa Bénh mau lanh tinh.

II. DOl TUONG VA PHUONG PHAP NGHIEN CUU

2.1. Poi twong, dia diém, thai gian
nghién ciru

Cac BN diéu tri tai khoa Bénh mau lanh
tinh cé kém theo bénh BTD type 2 tai khoa
Bénh méu lanh tinh (H4) tai Vién Huyét hoc
- Truyén méau Trung wong tir thang 3/2023
dén thang 9/2023.

2.2. Thiét ké nghién cwu: Sir dung
phuong phap mé ta cat ngang c6 phan tich.

2.3. Phwong phap thu thap sé liéu

- C& mau va k¥ thuat chon mau: Phuong
phap chon miu thuan tién bao gdm tat ca
bénh nhan tai khoa Bénh mau lanh tinh ¢6
bénh 1y TP kém theo trong thoi gian tién
hanh nghién ciru va thoa man tiéu chuan lya
chon néu trén.

- Thu thap sb liéu: Su dung ky thuat
phong van va quan sét thuc té thuc hanh cua
bénh nhan thdong qua bang cau hoi duoc lap
san.

- Xt ly s6 ligu: Sb lieu dugc nhap ma
hod, xir ly va phan tich bang phan mém
SPSS.

. KET QUA NGHIEN cUU

3.1. Théng tin chung vé ddi tweng
nghién ciru

Ty 1é bénh nhan (BN) trong nghién ctu &
d6 tudi trén 60 la cao nhat 68,3%, thip nhat
la dudi 50 11,1%; ty 1€ gioi Nam: N ~ 1:1;
trinh d6 hoc van chu yéu 1a dugi THPT
47,6%: nghé nghiép cha yéu lam rudng
27,8%; khu vurc sdng cha yéu ¢ ndng thén va
mién ndi 63,5%, & thanh thi 36,5%; vé kinh
té gia dinh ty 1&¢ BN thudc ho nghéo, can
nghéo chiém 59,5%; thoi gian phat hién va
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3.2. Kién thirc vé bénh dai thao dwong
va ché a6 dinh dwdng bénh PTD

3.2.1. Kién thiec vé bénh ddi théo dwong

Ty 1é BN c¢6 kién thirc dung vé cac trigu
chung, yéu té nguy co cua bénh DTP la
29,4% va 23,8%.

3.2.2. Kién thirc vé dinh dwéng bénh ddi
thdo dwong
I 06.8

diéu tri bénh mau phan I6n tr 1 — 5 nam
(50,8%); thoi gian phéat hi¢n bénh BTD tur 1
— 5 nam la 78,6%; ty 1€ bénh nhan cd bénh ly
kém theo khac 1a 41,3%; c6 11,9% sé bénh
nhan c6 suy dinh dudng (BMI < 18,5). Ty 1é
BN c6 chan doan DTD thir phat sau diéu tri
bénh mau la 31,8%.

Ché @6 an kiém soat duong huyét

Chia nhiéu bira/ngay T ——— 3.5
An nhiéu rau xanh S §3 |
Khong udng nwéc ngot. nude ¢d ga. reou. bia S ———————— 5O 7
Str dung tinh bot tot cho bénh PTD

Thye pham tang dwong huyét nhanh sau an

I 333

o 6.3

Han ché sir dung cdc mon an nhiéu daumo = 151

Loai qua c6 chi s6 duong huyét trung binh va thap. . S— 57.9
Stra chuyén biét cho bénh BTD

Hoat dong thé luc

I 70.6

"1 76.2

0 50 100
Biéu do 1. Ty 1¢ kién thikc ditng vé dinh dwéng bénh PTP (%)

Nhdgn xét: Kién thirc dung vé& ché d6 an  thit ¢6 chua nhidu m& 15,1%; khéng udng

150

lién quan dén duong huyét 96,8%, chia nhiéu
bira/ngay 63,5%; an nhiéu rau 88,1%; nhom
tinh bot khuyén nghi tét nhat cho bénh nhan
DTP 33,3%; loai TP lam ting duong huyét
nhanh sau dn 6,3%; loai qua c6 chi sé duong
huyét trung binh va thap 57,9%; han ché six
dung ciac mon an xao, ran, ndi tang dong vat,

cac loai nudc ngot, nude co6 ga, ruou, bia
89,7%; st dung sira chuyén biét 1a 70,6%;
duy tri hoat dong thé luc 1a 76,2%.

3.3. Thuc hanh ché @9 dinh dudng ddi
v6i bénh dai thao dwong

3.3.1. Thuwe hanh dinh dwéng bénh
DTD theo khuyén nghi

Khau Ihaaeo et e— e T

Luogng rau xanh/'ngay (300g—500g) FESSS————————————————— 48 4

Thir ty mon dn hop I¥
Chia nho 5-6 bira ngay
Han ché thit co clnra nhidy chit béo
Str dyng dau thye vit
SD qua co chi s6 duomg huyet GI <70
Khong sirdung nudc ngot, 46 udng c6 gas, rugu, bia

254
50.8

89.7

Co sirdyng sira chuyén biét DTD

69

Uong sita diing cich (N=87) S——— 7 (), 1
Nhom tinh bt chi 86 dudmp huyeét thip —— 143
Duy tri hoat dng thé Iy  S——————— 53 )

Thot gim (ﬁp trén 30p(_\'=67’) I 7 3.1

0

20

40 60 80 100 120

Biéu do 2. Ty |¢ thwe hanh dinh dwéng ding bénh PTD (%)
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Nhgn xét: 96,8% BN cO st dung rau
xanh, an rau ding khuyén nghi c6 ty Ié la
48,4%; an ding cach 25,4%; chia nho bira
an 50,8%; han ché thuc pham chira nhidu m&
81,7%; dung dau TV ché bién moén an
89,7%; chon cac loai qua c6 chi s6 Gl trung
binh va thip la 85,7%; khéng st dung cac
loai nuéc ngot, d6 udbng cé ga, ruou, bia
89,7%; sir dung sita chuyén biét 69,0%; uéng

sira dung cach 70,1%; duy tri hoat dong thé
luc 53,2%; thoi gian tap trén 30 phut 73,1%.

3.3.2. Thuc hanh tuan tha chi dinh sudt
an bénh Iy: Ty 16 BN mua suat an tai nha an
khoa Dinh dudng la 44,4%, mua ¢ ngoai la
43,7%, chi c6 11,9% BN dang ky sudt in
dinh dudng bénh ly.

3.4. Mot sb yéu t6 lién quan dén nhan
thirc va thwe hanh dinh dwdng bénh PTD

Bdng 3.1. Méi lién quan gi@a mét sé yéu té nhan khau cia BN véi nhdn thic vé cac

trieu chaeng bénh DTD

én thirc vé triéu chirng cia PTD|  Piing Sai
Y éu t6 nhan khau hoc n % n % | P
R AR AT A
Nghe nghicp Nghl_éérr:;]:ijs;?(héc 316 329,,96 22 231 <005
iy | mpimmmond o Lae [ et

Nhdn xét: Cé y nghia thdng ké gitra trinh d6 hoc van, nghé nghiép, noi séng cua bénh

nhan vai p < 0,05.

Bdng 3.2. Méi lién quan gi@a mét sé yéu té nhan khdu hec ciia BN véi nhégn thirc vé

cdc nguy co din dén bénh DTD

Nhan thirc vé, nguy co dan Piing Sai
Yéu t6 nhan khiu hoc T PP " v " v i
Trinh d0 hoc van ;;121 228 432’,34 22 2367; <005
Nghe nghigp NghLearrE;r:l:g; ?(héc 228 3501,78 22 232 <005
SRR Y TNE AR N NN N

Nhdn xét: C6 méi lién quan gitta trinh do hoc van, nghé nghiép, noi séng cua BN véi
nhan thirc vé cac nguy co dan dén bénh TP déu vai p<0,05.
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Bdng 3.3. Méi lién quan giga kinh té hé gia dinh véi thuwe hanh dinh dwing DTD

Phan loai kinh t&§Hé nghéo, can nghéo [Khdng thude dbi twong bén
Yéu t6 lien quan n % n % P
sé bita in/ngay Tur>4 bl:Ia 23 38,3 37 61,7 <005
Tu <3 bra 52 78,8 14 21,2
Str dung sira Co 47 54,0 40 46,0 <005
chuyén biét Khéng 28 71,8 11 28,2 ’

Nhgn xét: Mbi lien quan c6 ¥y nghia
théng ké giira kinh té cua bénh nhan vai thyuc
hanh dinh dudng véi p< 0,05.

IV. BAN LUAN

4.1. Thuc trang kién thic vé dinh
dwdng trong bénh dai thao duwong

Kién thire dung vé triéu ching va nguy
co cua bénh BTD chi c6 29,4% va 23,8%.
Kién thic ding vé ché d6 dinh dudng co lién
quan dén chi s6 duong huyét c6 96,8%, ché
d6 an dong vai tro quyét dinh trong viéc quan
ly, phong ngira bénh tiéu duong, gidp kiém
soat lwong dwong trong mau, duy tri can
nang hop 1y va lam cham qua trinh tién trién
cua bénh va giam nguy co cac bién chung

Nguyén tic quan trong 1a chia nho bita an
(4-6 bira) gilp han ché ting duong huyét
nhanh sau an va ha duong huyét lic doi co
63,5% BN tra loi dung. Két qua nay cao hon
nhiéu so véi nghién cau caa Nguyén Trong
Nhan va Vi Vin Thanh & bénh vién Ngi tiét
tinh Bic Giang nim 2019 1a 33,7%!. Viéc
can sir dung nhiéu rau xanh trong khau phan
an dé tang cuong vitamin, chat xo lam cham
qua trinh hap thu glucose vao mau, dat
88,1%, cao hon nghién ctru & Bic Giang nim
2019 1a 74,5%! va thap hon nghién ctu &
Thai Binh 1a 90,7%2. Kién thac vé chon
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nhom tinh bot khuyén nghi cho BN DTP thi
¢6 33,3% cac d6i twong c6 nhan biét dung.
V¢ céc loai thuc pham lam ting duong huyét
nhanh sau an chi ¢6 6,3% BN tra 161 dung.
Két qua nay thip hon so v&i két qua nghién
ctru ¢ Bic Giang la 29,6% t. Cac loai qua co
chi sb duong huyét trung binh va thap (Gl <
70) c6 da sb cac dbi twong nghién cau cd
kién thirc ding 57,9%, cao hon nghién ctiu
cia Nguyén Trong Nhan la 39,8%!. Mot
trong nhitng nguyén nhan tha phat pho bién
khi dn qua nhiéu dau m& gy ting m& mau s&
dan dén réi loan duong mau, kién thic nay
hiu hét BN khdng nim duogc, viéc st dung
han ché cac mon xao, ran, ndi tang dong vat
va thit c6 chira nhiéu m& thi chi c6 15,1%
BN c6 kién thirc ding, nghién cau & Bic
Giang thi ty 1& nay 1a 43,9% - 49,2%! va thap
hon nhiéu so véi nghién cau & Nam Phi
849%3. Hiéu biét can han ché cac loai 46 uéng
c6 chaa nhidu duong, rugu, bia dat dén
89,7%, két qua nay cao hon nhiéu so véi két
qua nghién ciu caa Nguyén Trong Nhan va
Nguyén Trung Thanh 3,1%!. Pa sé6 BN déu
c6 kién thic dung vé sir dung sira chuyén
biét 1a 70,6%. Hiéu biét vé& sy can thiét phai
duy tri hoat dong thé luc ciing kha cao
76,2%.


https://nutrihome.vn/benh-tieu-duong/
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4.2. Thuc trang thwe hanh dinh dwdong
trong bénh dai thao dwong

O biéu db 2 cho thay: Ty I¢ BN sir dung
rau xanh trong khau phan an tuong d6i cao
96,8%, tuy nhién an dii rau theo diing khuyén
nghi (300-500g/ngay) thi chi c6 48,4% BN
thyc hién ding. Thap hon nghién ctru cua
Nguyén Trong Nhan va Nguyén Trung
Thanh la 69,4%! va nghién ciru & Nam Phi
nam 2020 thi ty I& nay ciing chi dat 42%3.
BN an dung tht ty céc loai thuc pham trong
bira dn: dn rau truéc roi dén thic an va com
nén an sau cung chi dat 25,4% , viéc an ding
cach nay giGp 1am cham sy hap thu duong
vao mau. Vé kién thirc can thiét chia nho bira
an (5-6 bra/ngay) thi ty I€ cao 63,5% nhung
s6 BN tuan tha thuc hién 1a 50,8%, ty 1é nay
cao hon so voi nghién ciu ¢ Bac Giang nim
2019 la 16,3%!. C6 dén 18,3% BN trong
nghién ctru nay thuong xuyén sir dung cac
loai thit nhiéu m& va cé t&i 10,3% bénh nhan
thuong xuyén st dung mo dong vat trong
ché bién moén an. Ty I1& nay thap hon so véi
nghién cau tai bénh vién Noi tiét tinh Lao
Cai nam 2022 1a 35,8%*%. Str dung dung céc
loai qua c6 chi sé duong huyét trung binh va
thap la 85,7%, van con 14,3% sir dung cac
loai qua c6 chi s6 duong huyét cao nhu dua
hau, chudi... thap hon nghién ctru nam 2019
& Bic Giang c6 20% d6i tuong an céac loai
trai cay ngot L.

C6 10,3% BN thuong xuyén sir dung cac
loai nuéc ngot, dd udng cd ga, rugu, bia va
thap hon nghién ctu ¢ Lao Cai la 12,6% *.
S6 BN c¢6 st dung sira chuy@n biét 1a 69% va
c6 31% BN khong udng sita ciing phu hop

vé6i két qua trong bang théng tin chung, do ty
lé BN séng & ving ndng thoén, mién nui
chiém t6i 63,5% va 59,5% kinh té gia dinh
thuoc hé nghéo va can nghéo do vay ma
nhiéu BN chua c6 diéu kién dé udng sira. Chi
c6 14,3% BN biét lua chon cac loai tinh bot
c6 chi s6 duong huyét thap (gao xay ddi, yén
mach, my ban khd..), BN van cha yéu si
dung nhom tinh bot tir cac loai gao tring xay
xéat ki. Hoat dong thé luc thuong xuyén co
hiéu qua tich cuc Ién tinh nhay cam vai
insulin, kiém soat glucose mau, han ché cac
bién chung duy tri kha ning lao dong, nang
cao chat lugng song cho BN BTD ¢6 53,2%
BN da thuyc hién tuong duong véi mot
nghién ctu & Nam Phi ndm 2021 1a 50,3% °
nhung thip hon so voi nghién ciau & Théi
Nguyén la 85%*. Thoi gian tap trén 30 phut
chi ¢6 26,9% cac ddi twgng nghién ciu thuc
hién duoc thip hon nghién ctu & Nam Phi
61,2%°.

Viéc Iya chon noi cung cip Suit an ciing
nhu tuan tha ché d an bénh Iy 1a rat thap chi
c6 11,9%, an tai nha an khoa dinh dudng la
44,4%.

4.3. Mt sé yéu té lién quan giira dic
diém nhan khau hec véi nhan thic va
thwec hanh dinh dwéng bénh dai thao
dwong

C6 mdi tuwong quan giita mot sé yéu té
nhan khau hoc nhu trinh d6 hoc van, nghé
nghiép va noi song cua bénh nhan téi nhan
thirc va thuc hanh dinh dudng PTD, c6 y
nghia thong ké véi p < 0,05. Bénh nhan c6
trinh d6 hoc van thi s& nim dugc nhiéu kién
thic vé bénh ciing nhu nguy co cua bénh
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PTD. Cé mébi lién quan giira kinh té cua gia
dinh BN v¢i thyc hanh dinh dudng DTD voi
p <0,05.

V. KET LUAN

Kién thic hiéu biét co ban vé bénh DTD:
chi c6 29,4% trén téng sb BN duoc hoi co
kién thire ding vé cac triéu chirng cua bénh
DTD va 23,8% BN nim dugc cac yéu td
nguy co dan dén bénh PTD. Vé kién thic
dinh dudng cho bénh DTD, cb 96,8% dbi
twong nghién ciru déu biét ché do an co lién
quan dén chi sb duong huyét, cac nguyén tac
chia nho bira an, dn nhiéu rau xanh, hoa qua
it ngot va duy tri hoat dong thé lrc déu dat ty
I¢ kha cao tir 57,9% dén 96,8%. Ty l¢ BN
nhan biét céc loai thyc pham lam ting dudng
huyét nhanh sau an, han ché cac mén an xao,
ran, thit chaa nhiéu m& va chon nhém tinh
bot tot nhat cho bénh nhan DTD con thap chi
tir 6,3% dén 33,3%.

Vé thuc trang thuc hanh ché do dinh
dudng theo ding nguyén tic cho BN DTP
dung khuyén nghi dat > 50%. Tuy nhién ty l¢
an du rau xanh (tor 300-500g) chua cao
48,4%, thuc hién an dang cach trong bira an
(3n rau dau tién, tinh bot 4n sau cung) con rat
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thap 25,4%; Vé duy tri hoat dong thé luc chi
€6 53,2% BN thuc hién duoc va vai thoi gian
tap trén 30 phat/ngay thi c6 73,1% BN thuc
hanh dung.
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NHAN MOT TRUONG HO'P CHAN POAN LO XE MI CAP
THE TIEN TUY BAO &' PHU NU¥ CO THAI
TAI VIEN HUYET HOC - TRUYEN MAU TRUNG UONG

Nguyén Hong Son?, Nguy&n Thu Chang?, Nguyén Quéc Nhat!,

TOM TAT.

Lo x& mi cap thé tién tay bao la mot phan
nhom dic biét cua bénh lo xé mi cip dong tay.
APL khi mang thai 1a mot tinh hudng day thach
thirc, quan ly APL khi mang thai la mot van dé
quan trong ddi vai bac si san khoa, bac si huyét
hoc vi n6 thuong lién quan dén rdi loan dong
mau, c6 thé 1am phuc tap nghiém trong viéc quan
ly thai ky, chuyén da vasinh no. Bénh nhan can
duoc theo ddi chat ché biéu hién 1am sang va xét
nghiém danh gid tinh trang réi loan dong
mau. Ngoai ra, viéc quan ly APL trong thai ky
hién nay van con kha phuc tap do tac dung gay
quéi thai tiém an cua hoa tri lieu ATRA va
ATO. Chung t6i bdo cdo mot truong hop chan
doan APL trong khi mang thai, nham hiéu rd hon
vé cach xt tri nhing truong hop phuc tap nhu
vay.

Tor khéa: Phu nir ¢6 thai (PNCT), lo xé mi
cap thé tién tiry bao, lo xé mi cap dong tay, Vién
Huyét hoc-Truyén mau Trung uong.

SUMMARY
A CASE OF DIAGNOSIS OF ACUTE
PROMYELOCYTIC LEUKEMIA IN

Wién Huyét hoc — Truyén mdu Trung wong
Chiu trach nhiém chinh: Nguyén Hong Son
SDT: 0981887871

Email: mysunshine2110@gmail.com

Ngay nhén bai: 27/06/2024

Ngay phan bién khoa hoc: 01/08/2024
Ngay duyét bai: 30/9/2024

Bach Quéc Khanh!, Nguyé&n Ha Thanh!

PREGNANCY AT NATIONAL
INSTITUTE OF HEMATOLOGY AND
BLOOD TRANSFUSION

Acute promyelocytic leukemia (APL) is a
special subtype of acute myeloid leukemia. APL
during pregnancy is a challenging situation,
management of APL during pregnancy is an
important issue for obstetricians, hematologists
because it is often associated with coagulopathy,
which can complicate seriously complicate the
management of pregnancy, labor and delivery.
Patients need to be closely monitored for clinical
manifestations and tests to assess coagulation
disorders. In addition, the management of APL in
pregnancy currently remains quite complicated
due to the potential teratogenic effects of ATRA
and ATO chemotherapy. We report a case of
diagnosis of APL during pregnancy, aiming to
better understand the management of such
complex cases.

Keywords: Pregnancy, acute promyelocytic
leukemia (APL), acute myeloid leukemia
(AML), NIHBT

I. DAT VAN DE

Lo xé mi (LXM) cip dugc chan doan khi
mang thai thuong khdng pho bién, xay ra véi
ty 1é khoang 1/75000 dén 1/100000 ca mang
thai [1]. APL 1a mét phan nhom dac biét cua
AML, chiém khoang 10% bénh AML. Chan
doan APL trong khi mang thai la tinh trang
rit hiém gap trén 1am sang. Do tinh chat
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phtc tap, nhay cam cta phuong phép diéu tri
bénh trong thai ky ma tir trudc dén nay, cac
dir liéu nghién cuu trén nhém ngudi bénh
nay con nhiéu han ché. Vi vay, viéc chan
doan va didu tri kip thoi dé tranh cac bién
ching va tu vong lién quan la dac biét quan
trong. Trong béao cao nay, ching téi trinh bay
mot trudng hop ciia mot phu nit 32 tudi duoc
chan doan mic bénh APL trong quy 111 cua
thai ky va dugc diéu tri thanh cong tai Vién
Huyét hoc Truyén mau Trung Uong. Ching
tdi s& bao cao, thao luan vé dién bién bénh,
dit liéu 1am sang, phuong phap, két qua diéu
tri cua ca lam sang va tong quan tai ligu lién
quan dén nhom dbi twong nay dé nang cao
hiéu biét cia bac si 1am sang vé viéc PNCT
mic APL va c6 hudng diéu tri hiéu qua.

Il. BAO CAO CA BENH

Bénh nhan nit, 32 tudi, PARA 0000,
dang mang thai con dau IVF, thai 37 tuan.
Bénh nhan vao vién trong tinh trang mét
nhiéu, hoa mat chéng mat, xuat huyét dudi
darai rac toan than dang mang, dam, vét xuat
huyét dang méang co kich thudc 5x6¢cm ¢ mat

trugc canh tay phai; dai mau toan bai va phu
nhe hai chi duéi. Khdm hd hap, tim mach
déu binh thuong. Xét nghiém danh gia ban
dau (bang 1) cho thdy sé lugng bach cau
(SLBC) 12 12,6G/L (té bao non &c tinh (blast)
68% hinh thai tién tiy bao) cac chi s xét
nghiém danh gia tinh trang d6ng mau rat xau,
s6 lwong tiéu cau thip (SLTC) 10 GIL,
fibrinogen 1,2g/l, PT 89%, D-Dimer cao rat
cao (D-Dimer 28789 ng/ml), nghiém phéap
ruou duong tinh (+++). Lam huyét tay dd,
tay giau té bao, s lugng té bao tay la
322G/L, 84% té bao blast véi hinh thai tién
tay bao (hinh 1). Bénh nhan dugc chan doan
dong mau rai rac trong long mach (DIC 5
diém)/APL, nhom nguy co cao/ thai con dau
37 tuan IVF, tién lugng dé dat. Bénh nhan
ngay lap tic dugc bd sung cac ché pham mau
(taa lanh va khdi tiéu cau) dé cai thién tinh
trang réi loan dong mau. Lam xét nghiém
cong thuc nhiém sic thé 46, XX, t(15:17),
lam PCR véi gen PML-RARa va FLT3-TKD
dwong tinh da cung ¢ cho chan doan ban
dau cua ching toi.

Bdng 1: Xét nghiém v tham dé ban dau cia bénh nhan (ngay 17/03)

Néi dung

Huyét 46

Hb 94g/l, SLTC 10G/L, SLBC 12,2G/L (68% té bao blast c6 hinh thai tién tay bao

Sinh héa Ure 5,8mmol/l, creatinin 35 mmol/l, a. uric 338umol/l, albumin 33,8g/l
Pong mau| Fibrinogen 1,2g/l, PT 89%, D-Dimer 28789 ng/ml, nghiém phap rugu (+++)
Siéu am | Trong budng tir cung c6 hinh anh mot thai twong dwong thai 36 tuan 4 ngay, tim
thai thai 151 chu ky/phat

246



TAP CHi Y HOC VIET NAM TAP 544 - THANG 11 - QUYEN 1 - SO DAC BIET - 2024

'."’

PV "o °

't‘é ..' J.t .

Hinh 1: Hinh dnh tiy d6 ngay 18/03
Tay rét giau té bao 322G/L, tang sinh té bao non, &c tinh, hinh théi tién tay bao (84%)
Bdng 2: Xét nghiém huyét hoc chuyén sau (ngay 18/03)

Tuay do

Rat giau té bao. Dong hong cau, bach cu hat, mau tiéu ciu giam sinh. Tang
sinh té bao non, 4c tinh, hinh thai tién tuy bao: kich thudc I6n, nhan I6n, mot
s6 nhan soi guong, nguyén sinh chit rong, mot s cd que Auer (hinh 1).

Phan loai mién

Quan thé té bao bat thuong chiém 87%, nghi nhiéu dén LXM cip dong tay,

dich LAPs: CD117+CD34+CD33+MPO+
Cong thirc
nhiém sic thé 46,xx[6]/46,xX,t(15;17)[14]
tuy xwong

Gene bénh mau

PML-RARa va FLT3-TKD duong tinh

Trong bdi canh 1am sang va xét nghiém
dién bién phac tap, co6 nguy co tir vong bat
ct khi nao cho ca me va thai. Chang t6i da
thao luan véi bénh nhan va ngudoi nha bénh
nhan vé nhiing nguy co nay. Trudc Sy mong
mudn caa bénh nhén ciing nhu 14 gia dinh, ¢
gang giit thai bang moi cach. Sau khi c6 su
tim hiéu y vin, cic khuyén cdo qudc té va
hoi chan véi duoc 1am sang vé viéc chon
thudc an toan & trudng hop APL/ thai 37
tuan, ching toi thay diéu tri ATRA don doc
la mot trong nhirng lya chon diéu tri tam thoi
phu hop trong béi canh hién tai. Hai chan da
nganh di duoc t chic giita cac bac si huyét
hoc, san khoa va dua ra 161 khuyén sau:

1) Chan doan APL duoc xic dinh dya
trén két qua huyét tuy do va gen PML-
RARo. Diéu tri ATRA nén dugc bit dau khi
c6 su dong y cua bénh nhan.

2) Trong qua trinh diéu tri bang ATRA,
viéc theo ddi chat ché va toan dién ca tinh
trang cua me va thai nhi la rat can thiét, dac
biét la tim thai.

3) Nén cham dut thai ky cang som cang
tot, lwa chon 1a mé ldy thai ngay khi tinh
trang réi loan déng mau duoc cai thién va sd
lwong tiéu cau > 100 G/L.

Duéi su phdi hop chat ché giita bac si
san khoa tai bénh vién Phu San Trung vong
va bac si huyét hoc, ciing nhu 1a viéc tu van
nhitng rai ro, nguy co cua san phu va thai nhi
cho ngudi nha. Pugc sy dong ¥ cua bénh
nhan, ching t6i da quyét dinh dung phac dd
ATRA don doc véi lidu 45mg/m2 da
(60mg/ngay) két hop véi corticoid (solu-
medrol 40mg/ngay), hydroxyurea (1g/ngay),
lovenox 4000Ul/ngay theo d&i sat cac dau
hiéu 1am sang va cac chi sb danh gia tinh
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trang roi loan dong mau 2 lan/ngdy. Sau 3
ngay diéu tri, bénh nhan xuat hién cac triéu
chung cua hoi chirng biét hoa vai sot, tinh
trang phu ting, xuat hién kho thg, tic nguc
nhe, nhip tim 90l/p, HA 100/70mmHg; bach
cAu tang cao, SLBC 30,9G/L; siéu am b bung
tai giwong tinh trang thai hoan toan khoe
manh, san phu c6 tran dich mang phdi 2 bén
s6 luong it va dich 6 bung véi sé luong it.
Trudc nguy co tir vong cho ca 2 me con,
chung t6i da truyén tiéu cau dua SLTC 1én
143G/L, fibrinogen 1én 1,54g/l, PT 70%, D-
Dimer 6442; va phi hop cling cac bac si san
khoa md lay thai cip ctru ngay tai vién cua

chdng t6i. Tinh trang thai nhi hoan toan khoe
manh sau khi md, khéng c6 bat thuong dj tat
bam sinh nao duoc ghi nhan. Vé phia san
phu, sau md, toan trang 1am sang 6n dinh,
phi giam, d& khé thé va tac nguc. Chan
doan lic nay cua chung tdi 1a Hoi ching biét
hoa — Pong mau rai rac trong long mach/
APL nguy co cao - sau mé ldy thai 37 tuan,
chung t6i diéu tri tiép phac d6 hda chat
3+7+ATRA “cytarabine  200mg/ngay,
daunorubicin 80mg/ngay, ATRA
60mg/ngay”, tuy nhién dirng ATRA tam thoi
dé theo d&i cac dau hiéu cua hoi chung biét
héa (hinh 2).

Dién bién xét nghi¢m

o Nusie buyét dundi
Vi vidn MO iy thai mimg cimg s SLBC & SLTC
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Cysamabane
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Hinh 2: Dién bién xét nghiém ciia bénh nhén trong dot diu diéu tri

Trong qua trinh diéu tri hda chat, ngay
thar 11, bénh nhan bi choang ngét, nga dap
dau xudng nén cing va bi tu mau dudi mang
cting, chiing t6i da bo sung khdi tiéu cau, tua
lanh, mannitol cho bénh nhan. Chup cit l6p
vi tinh cho thay 1a khdi mau tu d6 khéng co
xu hudng tién trién, bénh nhan dugc theo doi
va tiép tuc diéu tri noi khoa cho toi khi xét
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nghiém méu 6n dinh. Tuy nhién, tinh trang
dau dau sau ty mau dudi mang cing c6 xu
hudng tang 1én; chung t6i dd hoi chan vai
béac si ngoai bénh vién Viét Bic va chuyén
bénh nhan sang dé phau thuat lay khéi mau
tu. Sau khi lay khdi méau tu, bénh nhan tré lai
vién va tiép tuc diéu tri thém 3 dot hoa chat
cing cb, bénh nhan di dat dwgc lui bénh
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hoan toan, danh gia bénh ton du vdi gen
PML-RARa am tinh. Hién tai ca 2 me con
bénh nhan déu khoe manh sau chan doan
bénh lo x& mi cap thé tién tuy bao ¢ phu nit
c6 thai, thai 37 tuan.

ll. BAN LUAN

3.1. Piéu tri APL & ngwoi lén

APL 13 mot thuc thé 1am sang riéng biét
duoc dic trung boi xu hudng rd rét vé roi
loan déng mau, xuat huyét va tar vong sém;
chinh vi vay APL duoc coi la mot trudng
hop cap ctru y té, viéc dua ATRA va arsenic
trioxide (ATO) vao diéu tri bénh da cach
mang hoa viéc quan ly va cai thién két qua
cta can bénh nay; bién APL tro thanh bénh
LXM cép c6 kha nang chita khoi cao nhat
Vi ty 18 song lau dai khdng bénh dat tai 90%
[2]. Hién nay, viéc diéu tri APL & nguoi
truong thanh dugc chia thanh ba phan: diéu
tri tin cong va diéu tri cang ¢ va diéu tri
duy tri. Diéu tri tAn cdng dwa trén cam tng
kép ATRA + ATO hodac ATRA + da hoa tri
litu (anthracycline va/hoic cytarabine). Vén
dé quan trong khac can dugc xem xét trong
qua trinh diéu tri APL 1a nguy co tir vong
sém. Hai nguyén nhan hang dau gay ra tu
vong sém la dong mau rai rac trong long
mach (DIC) va hdi chirng axit retinoic hay
con goi la hoi chirng biét hoa (DS). Pay la
hai bién chirng gy tir vong sém cua APL
trong qua trinh hoa tri liéu tan céng. Bénh
nhan dung ATRA, ATO cho APL c6 nguy co
phét trién DS trong vong 1 - 3 tuan ké tir khi
bat dau, khong co tiéu chuan chan doan xac
dinh; tiéu chuan phan loai DS hién tai dugc
dé xuit dya trén dir liéu tr nghién ctu
PETHEMA [3], trong d6 bénh nhén c6 ba

dau hiéu tro xubng duoc coi 1a mac DS vira
phai, trong khi nhiig ngudi ¢6 bén triu
chung tré 1én duogc coi 1a mic DS ning. Céc
biéu hién 1am sang cia DS bao gom sbt
khong rd nguyén nhan, ting can, phu ngoali
bién, khé tha do tham nhiém k& phdi, tran
dich mang phdi va mang ngoai tim, ha huyét
&p, suy than cap. Viéc dy phong ¢ nhiing
bénh nhan c6 nguy co cao, phat hién sém va
diéu tri kip thai hoi ching biét hoa la céch
tot nhit dé ngan ngira bénh tién trién va giam
nguy co tr vong sém. Piéu tri du phong s&
duoc dat ra trén nhirng bénh nhan nhom
nguy co cao, voi SLBC > 10G/L. Biéu tri
hoa chit nén duoc bt dau ngay 1ap tic, ngay
ca khi dang cho két qua xét nghiém phan ti
chan doan. Ddi v&i phac 46 ATRA+ATO, ¢6
thé thuc hién giam té bao bing idarubicin,
daunorubicin, nén tranh gan bach cau vi
nguy co xudt huyét gay tir vong cao. C6 thé
dung corticosteroid dyu phong, diéu nay c6
thé 1am giam nguy co méac DS. Quan Iy hoi
chang biét hoéa APL bao gom corticosteroid
(10 mg dexamethasone hai lan mdi ngay) nén
duoc bat dau ngay lap tac khi c6 nghi ngo
lam sang sém nhat vé DS; mot khi hai chitng
da duoc giai quyét, c6 thé nging st dung
corticoid. Ngurng tam thoi liéu phép biét héa
(ATRA hoac ATO) trong truong hop hoi
chung biét héa nang [2]. PE quan ly tinh
trang réi loan dong mau hay DIC, cac
khuyén cdo chi ra rang nén bat dau diéu tri
bang ATRA ngay lap tac khi nghi ngd chan
doan APL, bo sung fibrinogen va/hoic
truyén tua lanh, tiéu cau va huyét twong tuoi
dong lanh ngay khi nghi ngo chan doén, sau
d6 hang ngay hoic nhiéu Ian mdi ngay néu
can, nham duy tri ndng do fibrinogen trén 1-
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1,5 g/L, sb lwong tiéu cau trén 30 G/L dén 50
G/L va INR dudi 1,5. Cac xét nghiém danh
gi4 tinh trang rdi loan dong mau nén dugc
lam hang ngay va néu can cd thé lam thuong
xuyén hon cho dén khi bién mat tat ca cac
triéu chang 1am sang va dau hiéu xét nghiém
cua rdi loan déng mau [2].

3.2. Quan ly APL trong khi mang thai

Quan ly APL khi mang thai la mot van dé
quan trong ddi voi bac si san khoa, bac si
huyét hoc va bac si so sinh vi né thuong lién
quan dén rdi loan déng mau, c6 thé 1am phirc
tap nghiém trong viéc quan ly thai Ky,
chuyén da va sinh ng. Ngoai ra, viéc quan ly
APL trong thai ky hién nay van con kha phutc

tap do tac dung gay quéi thai tiém an cua hoa
tri lieu ATRA va ATO. Cac huéng dan gan
day da dwoc xuat ban va dé cap riéng biét
dén viéc quan ly APL trong thai ky [2], [4].
Viéc lya chon hop ly cac loai héa chat cé thé
giup tranh dwgc céc di tat bam sinh cua thai
nhi & mot mirc d6 nhat dinh, nhung nguy co
say thai, sinh non, tré so sinh nhe can, giam
bach cau & tré so sinh va nhiém tring huyét
van sé& tang 1én [2], [5]. Tuy nhién, do thiéu
bang chirng 1am sang va dich té hoc, viéc lya
chon thuéc hda chat va thoi diém héa chit
van la nhirng thach thirc 1am sang. Hau hét
cac hoc gia khuyén nén cham dat thai ky
ngay lap ttc va diéu tri tich cuc bénh APL.

Bdng 3: Mgt 6 bdo cdo trwong hep diéu tri APL trong thai ky trén thé gigi

Ticgia |Nam| N Quy Kt qui thai kg | A€ 40 diéu | Tré Két qua
g y 1 Y tri sinh| san phu
. v 1:5 5 Say thai ATRA+IDA | - |11/12 dat lui
Miguek A | 5015 | 14 Qu?’/ul)ll 7|8 de (6 ;Z m(? 12 dé bénh hié.rlll 1
Sanz vacs [6 N ’ ATRA+IDA | 8 | .,
[6] Sau sinh: 2 thuong) toan (CR)
Y oucef , 2 say thai,
l: Lk ATRA - | 100 % dat
Chelghoum va| 2005 | 4 | "3 | 1 thaichét luu Oocf{da
cs [7] Quy I11:1 | 1dédu thang ATRA 1
. L Quyl:1 Say thai AIDA -
Troitskaia va A 100 % dat
g |23 7 [ Quins 46demd  |IDA+ATRA| c/Foz ¢
Quy I11: 3 |2 chuyén da tu phat| 3+7+ATRA
Quyl: 4 5 say thai, Dauno+ATRAl CR
Zhang Xinhui 2021 | 8 Quy ll:2 1 pha thai ATRA+ATO
vacs [9] Quy 3: 2 5 dé md ) 1 CR, 1t
ye ©mo ATRA vong

Trong nhitng trudng hop dic biét, néu
nguoi bénh khong dong ¥ cham dat thai ky,
APL duoc chan doan & giai doan dau cua
thai ky thi co thé hd tro diéu tri tich cuyc.
Viée sir dung cac thude giy doc té bao trong
giai doan nay c6 nguy co gay quai thai tur

250

10% - 20% va d& lam phoi phat trién bat
thuong. ATRA van 13 yéu t6 then chét trong
diéu tri APL, nhung néu dugc st dung trong
khoang thoi gian tir 3 dén 5 tuan tudi thai co
lién quan dén ty 1¢ di tat thai nhi cao, dic bit
1a cac khuyét tat vé xuong va bat thuong cua
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éng than kinh, tuyén uc, tim va than. Mang
ludi bénh bach cau chau Au (ELN) khuyén
nghi tranh sir dung ATRA trong ba thang dau
va phu nit nén duoc tu van dé xem xét viée
cham dut thai ky [2]. Nén bit dau diéu tri tin
céng bang anthracycline va dp dung ATRA
trong quy II cua thai ky. Daunorubicin la
anthracycline dugc lya chon, khong chi béi
vi ¢6 nhiéu kinh nghiém hon vé viée st dung
daunorubicin trong thai ky, ma con boi vi nod
c6 thé gay ra it doc tinh cho thai nhi hon so
véi  idarubicin, mot din  xudt cua
anthracycline. Idarubicin ¢6 dac tinh wa md
hon, thoi gian ban hity dai, ¢6 lién quan dén
viéc ting van chuyén qua nhau thai va cho
thdy 4ai lgyc cao hon dbi voi axit
deoxyribonucleic. Asen  trioxide (ATO)
khong dugc khuyén nghi & bat ky giai doan
nao cua thai ky vi no c6 doc tinh cao dbi véi
phdi thai.

Diéu tri bénh khi phat hién & quy II, quy
Il cia thai ky mang lai két qua thanh cong
hon. Héa tri dwong nhu kha an toan véi quy
11 va quy 111, nhung né c6 lién quan dén viéc
tang nguy co sdy thai, sinh non, nhe¢ can,
giam bach cau ¢ tré so sinh va nhidm tring
huyét [5]. Nhiéu nghién ctru cho ring, ATRA
cd thé dugc dung don doc va viéc bd sung
anthracycline c6 thé tién hanh sau khi
sinh. Piéu nay di dan dén ty 1é thuyén giam
twong duong vdi ATRA két hop hoa
chat. Tuy nhién, sit dung ATRA don doc lam
ting nguy co mic hdi ching ATRA (hoi
chung bi¢t hoa APL) va kha nang khang
ATRA. Ngoai ra, ATRA két hop da hoa tri
liéu ciing duoc khuyén nghi cho nhitng bénh

nhan APL nhom nguy co cao. Vi li¢u phéap
ATRA trong thai ky c6 lién quan dén doc
tinh trén tim cua thai nhi bao gém rdi loan
nhip tim, nén can nhan manh tim quan trong
ctia viéc theo dbi tim thai [5]. Khuyén céo
theo doi thai nhi nghi€ém ngdt, dac bi¢t chu
trong dén chirc ning tim, di v4i nhirng bénh
nhan dung ATRA c6 hodc khong c6 hoa tri
liéu trong thai ky [2]. Pi voi nhitng ca sinh
thai,
corticosteroid trudc khi sinh non dé giam

truéc 36 tuan tudi nén dung
nguy co mac bénh va tir vong & thai nhi lién
quan dén hoi ching suy ho hap. Sau khi sinh
thanh cong, chéng chi dinh cho con bi néu
can hoa tri hoic ATO. Nhu vay, néu chan
doén dugc thyc hién ¢ giai doan gilra hodc
cudi cua thai ky, hoa tri nén dugc bat dau
ngay lap tirc va ¢ ging dat duoc sy thuyén
giam hoan toan trong mot thoi gian ngan.
Néu tinh trang nguy kich, nén bt dau hoa tri
cung luc voi didu tri hd tro. Khi tinh trang on
dinh thi nén cham dt thai ky.

Phuong phap sinh nd ¢ bénh nhan APL
la mét linh vuc khac doi héi phai danh gia
can than tinh trang chung cua bénh nhan.
Sinh thuong dwgc uu tién hon sinh md vi
nguy co chiay mau thap hon sinh md. Tuy
nhién, mé lay thai 13 lwa chon tét nhat khi
bénh nhan khong thé chiu duoc ap luc sinh
thuong qua dudng am dao. O nhitng bénh
nhan c6 bénh 6n dinh, thudc hoéa tri c6 thé
tam dirng trong mot thoi gian ngan trude khi
chuyén da va c6 thé tiép tuc sau khi sinh [2],
[5]. O nhitng bénh nhan dugc chan doan
mudn hon trong thoi ky mang thai, gan thoi
diém sinh no, héa tri c6 thé bi tri hodn sau
khi sinh.
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IV. KET LUAN

APL khi mang thai la mot truong hop
hiém gap. Cac tai liéu va nghién ctru vé két
qua cua nhiing bénh nhan nay cling khan
hiém. Nhu da théo luan & trén, cd ATRA va
ATO déu duoc béo cdo 1 c6 doe tinh ddi voi
phoi thai va khong dugce khuyén cao sir dung
trong thai ky. Tuy nhién, két qua thanh cong
da duoc ghi nhan & PNCT duoc diéu tri bang
ATRA trong mét s6 nghién ciru. Truong hop
duoc mo ta trong bao cdo ndy duoc chin
doan mac APL trong ba thang cudi cia thai
ky va c6 thém bién ching cta hoi chirng biét
hoa, dong mau rai rac trong long mach va tu
mau dudi mang cing trong qua trinh diéu tri.
San phu da thanh cong sinh ra mét dua tré
khoe manh va dat lui bénh hoan toan.
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BAO CAO TRUO'NG HOP PA U TUY XUONG KHONG TIET
TAI VIEN HUYET HOC - TRUYEN MAU TRUNG O'NG NAM 2024

TOM TAT.

Pa u tay xuong khong tiét (Non-secretory
multiple myeloma-NSMM) la mét bénh ly ac
tinh vé huyét hoc, dinh hudng dén chan doéan cua
bénh hau hét théng qua triéu chung 1am sang
hozc chan doan hinh anh vé ton thuong xuong.
bay 1a mot dang cia bénh Pa u tiy véi su tang
sinh cua cac té bao plasmo, nhung khong thé tiét
ra hoac tong hop globulin mién dich. Ty Ié gap
thé bénh nay ¢ nguoi 16n 1a tuong d6i thap. Bai
bao cua chung tdi mo ta mot truong hop Pa u tay
xuong khong tiét & mot phu nir 62 tudi ¢ biéu
hién 1am sang duy nhét 1a dau xuong cot sdng
that lung, chan doan hinh anh ¢6 ton thuong tiéu
Xuong rai ric (xuong so, xuong cot séng), khdng
c6 sy xuathién cia ton thuong ngoai tay. Bénh
nhan dugc diéu tri bang phac d6 c6 sy két hop
cua thudc nhim dich, diéu bién mién dich va cé
dap tng 1am sang tét. Chang toi xin trinh bay bao
c4o ca bénh dé chi ra su khac biét vé dic diém
Iam sang, chan doan va theo ddi diéu tri & bénh
nhan Pa u tiiy xuong khong tiét so véi Pa u tay
xuong cé tiét.

Tirkhoa: khongtiét, trong bao, tiéu xuwong,
t6n thuong ngoai tay, thudc nham dich va diéu
bién mién dich.
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Chiu trach nhiém chinh: Nguy&n Hiru Chién
SDT: 0983818696

Email: chiennihbt@gmail.com

Ngay nhan bai: 30/7/2024

Ngay phan bién khoa hoc: 01/8/2024
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Nguyén Hiru Chién!, V& Thi Thanh Binh?

SUMMARY
CASE REPORT OF NON-SECRETARY
MULTIPLE MYELOMA AT
NATIONAL INSTITUTE OF
HEMATOLOGY AND BLOOD
TRANSFUSION IN 2024

Non-secretory multiple myeloma is a
hematological malignancy, the diagnosis of
which is mostly based on clinical symptoms or
imaging of bone lesions. This is a form of
multiple myeloma with proliferation of plasma
cells, but cannot secrete or synthesize
immunoglobulins. The incidence of this type of
disease in adults is relatively low. Our article
describes a case of non-secretory multiple
myeloma in a 62-year-old woman whose only
clinical manifestation was lumbar spine pain,
with scattered osteolytic lesions (skull, spine) on
imaging, without the appearance of
extramedullary lesions. The patient was treated
with a regimen that combined targeted drugs and
immunomodulators and had a good clinical
response. We present a case report to show the
differences in clinical features, diagnosis and
treatment monitoring in patients with non-
secretory multiple myeloma compared with
secretory multiple myeloma.

Keywords: Non-secretory, plasma cell,
osteolytic lesion, extramedullary lesion, targeted
drug and immunomodulator.

I. DAT VAN DE

Pa u tiy xwong 1a mot bénh ly 4c tinh vé
huyét hoc voi sy tang sinh té bao don dong
trong tay xuong, té bao cd chirc ning tiét cac
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globulin mién dich va dan dén tinh trang ting
cac gamma globulin don dong cung v&i Cac
ddc diém tén thuong co quan dich nhu: ting
calci mau, suy than, thiéu mau hay ton
thuong xuong (CRAB) [1]. Su tang sinh cua
protein don dong duogc dic trung boi su xuat
hién caa chudi nang va 1 trong 2 loai chudi
nhe kappa/ lambda hoac chi chudi nhe trong
m&u ngoai vi, ciing c6 thé duoc tim thay
trong nudce tiéu [1]. Pa u tiy xuong chiém 1-
2% tong s6 ca ung thu va 17% cac bénh ly &c
tinh vé huyét hoc, vai ty lé mac 34.000 ca
m&i mdi nim ¢ Hoa Ky va 180.000 ca méi
mdi ndm trén toan thé gidi [2]. Pa u tuy
xuong phan 16n 1a bénh ly cia nguoi lon
tudi, trong d6 do tudi chan doan trung binh la
tlr 65 dén 74 tudi, bénh xuat hién & ngudi My
gbc Phi bang 2 lan so v&i nguoi da tring va
thap nhat & ngudi Trung Québc va Nhat Ban
[2]. Pa u tuy xuong khong tiét 1a mot thé
bénh vai cac tiéu chuan chan doan ngay cang
dugc biét dén va 16 rang hon, chiém 2-4%
trong tat ca cac truong hop Pa u tuy xuong
[2]. C6 thé gap hon 10% té bao don dong
trong tiy xwong ctia bénh nhén, diéu ndy cho
thay bang chirng vé ton thuong & cac co quan
hoac la minh chang cho su hién dién cua u
tuong bao; Két qua dién di cé dinh mién dich
huyét thanh va dién di nudc tiéu am tinh do
thuc té 1a chung khong thé tiét ra cac
globulin mién dich nhu IgG, IgA, IgM,

Kappa va Lambda [3]. Do thé bénh nay hiém
gap cung véi su nghéo nan vé dic diém lam
sang va xét nghiém nén thuong dat ra thach
thire chan doan cho cac bac si 1am sang [1].
Do d6, muc dich cua ca bénh nay 1a cung cap
su hiéu biét rd hon hon vé y nghia ciia cAc
dau hiéu 1am sang, xét nghiém trong chan
doan da u tiy xwong khong tiét.

Il. BAO CAO CA BENH

Bénh nhan nit, 62 tudi c6 tién s khoe
manh. Khoang 2 thang trudc khi vao vién,
bénh nhan xuit hién dau va han ché van dong
cot song that lung nhiéu, xuat hién tir tir sau
mot Ky nghi cung gia dinh. Bénh nhan duogc
nguoi nha dwa di kham va dwoc chan doan
thoai hoa ddt séng that lung, diéu tri thudc
theo don nhung bénh khong do. Sau do, ngay
16/5/2024 bénh nhan chuyén kham tai bénh
vién Viét Birc, chup MRI cot séng thét lung
duoc chan doan theo doi Pa u tiy xwong va
xin chuyén vé Vién Huyét hoc - Truyén mau
Trung vong.

Pic diém 1am sang cia bénh nhan khi
vao vién: Tinh téo, da niém mac hdng,
khéng xuit huyét dudi da, gan-lach-hach
khong so thay; Pau va han ché van dong cot
séng that lung nhiéu, dac biét khi thay doi tu
thé, bénh nhan khéng thé tu di lai ma can co
su hd tro tir gia dinh.

Xét nghiém khi vao vién:

Bdng 1. Téng phan tich té bao ma&u ngoai vi

Chi s6 té bao mau ngoai vi Két qua Khoang tham chiéu

S6 lwgng héng cau (T/L) 5,17 3,83-4,95
Hemoglobin (g/L) 147 117-144
Hematocrit (L/L) 0,467 0,36-0,44
MCV (fl) 90,5 83,5-96,9

MCH (pg) 28,5 28-32
MCHC (g/L) 315 320-360
S lugng tiéu cu (G/L) 225 155-361
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S6 lwgng bach ciu (G/L) 8,54 3,4-9,7
- Bach cau trung tinh (%) 63 43,5-75,7
- Bach cAu wa acid (%) 01 0,0-6,8
- Bach ciu monocyte (%) 06 3,1-10,2
- Bach cau lymphocyte (%) 30 16,6-44,8

Nhan xet Tong phan tich te bao mau ngoai vi bmh thuon ‘

R T L

Hlnh 1. Slnh thiét tuy xwong tang sinh te bao plasmo (14%)
Bdng 2. Xét nghiém sinh h6a mau

Chi s6 sinh h6a mau Két qua Khoang tham chiéu
Glucose (mmol/L) 51 3,9-5,5
Creatinin (umol/L) 75 53-110

Protein Tp (g/L) 72,2 65-82
Albumin (g/L) 42,7 35-50
Globulin (g/L) 29,5 24-38
AlG 1,45 1,3-1,8
Ca Tp (mmol/L) 2,49 2,15-2,6
Ca ion hoa (mmol/L) 1,17 1,17-1,29
Na* (mmol/L) 142 135-145
K* (mmol/L) 3,81 3,5-5,0
ClI- (mmol/L) 103 98-106
IgA (mg/dL) 134 70-400
19G (mg/dL) 933 700-1.600
IgM (mg/dL) 105,5 40-230
IgE (1IU/mL) 258 <100
B2M (mg/L) 2,39 0,8-2,2
LDH (U/L) 336 230-460
Free Kappa (mg/L) 104 3,3-19,4
Free Lambda (mg/dL) 13,5 5,7-26,3
K/L 7.7 0,26-1,92

Nhdn xét: Tang chudi nhe kappa, nhitng xét nghiém khac trong gigi han binh thuong.
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ELP G A ™M K L

- 4200129995

Hinh 2. Pign di mién dich khong phéat hi¢n dinh don dong

Hinh 3. FISH dwong tinh vdi del(130q)

OOM; B /00 72080 DoB oL le
SXu
00,00/ 2004 ’ 0618

VIEN MUIVE T HH0C: TRUVER WAL TW VIEN HUVE T HOC- TRUIYEN MAL 1V

COMA & TDOK . (IeA & TDON
s W 12008 LiRess

Hinh 4. X-quang xwong so c6 hinh dnh 6 khuyét xwong so rdi rac
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A

Hinh anh tiéu xuong CSTL

Két qua mot sd xét nghiém khéc: Cong
thac NST: 46,XX; Protein ni¢u 24h: Am
tinh; Free Kappa niéu: 40,2 mg/L; Free
Lambda niéu: 4,76 mg/L.

ll. BAN LUAN

Dau hiéu lam sang duy nhét va rat noi bat
cta bénh nhan d6 1a dau xuwong cot sdng thit
lung, v&i tinh chat dau dot ngot sau mot
chuyén di chuyén dai ngay va dic biét cudng
do dau tang lén khi chau bénh nhan “mat-xa
bang hai ban chan” Ién lung va khién cho
bénh nhan dau nhiéu, khdng thé tu van dong
duoc.

Theo Sara A. Albagoush, biéu hién 1am
sang cua Pa u tuy xwong kha da dang. Bénh
thuong khoi phat ban cip va am tham hon.
Nhitng triéu chirng pho bién nhét: thiéu mau
(73%), dau xuong (58%), tdng creatinine
(48%), mét moi (32%), tiang canxi huyét
(28%) va sut can (24%) [4]. Tuy nhién, dbi
v6i Pa u tuy xuong khong tiét biéu hién 1am
sang thuong kin ddo hon, cac triéu chung
thuong xuat hién don 1é. Maria A. Kelley md
ta mot bénh nhan nit, 68 tudi chan doan
NSMM véi biéu hién 1am sang duy nhat 1a
tinh trang dau vai, ban dau khu tri & ving

Hinh anh tiéu xwong cung-chau
Hinh 5. MRI ¢c6 nhiéu nét tiéu xwong rdi rac CS, khung chdu va xwong ciing 2 bén

vai trai va sau do la vai phai [5]. Con theo
Zohra Ouzzif, khi phan tich mot truong hop
duoc chan doan NSMM véi triéu chiing goi
y dau tién 13 dau cot sdng that lung, kém theo
list don chi (hoi chirng chén ép tay sbng)
khién bénh nhan phai vao kham tai chuyén
khoa xuong khdp [6]. Biéu hién 1am sang
cia NSMM van c6 nhiéu sy khac biét gitra
cac ca bénh, voi 10-40% cac truong hop
khong c6 triéu ching va 50-70% biéu hién
bang dau xuwong hoic giy xuong bénh Iy [6].
Nhu vy, vé mat 1am sang NSMM biéu hién
twong d6i nhu Pa u tuy xuong dién hinh la
c6 ton thuong co quan dich, nhung & mutc do
giéi han hon vé sb luong co quan va déu
hiéu dién hinh thuong 1 ton thuong xuwong
Khop.

Piac diém vé xét nghiém cua bénh nhan
cling rat nghéo nan, véi biéu hién ton thuong
rd cua mot Pa u tuy xwong dién hinh & mot
s6 bat thudng, d6 1a: Sinh thiét tuy xuwong co
14% té bao plasmo; chudi nhe kappa:
104mg/L; FISH duong tinh véi del(13q) va
hinh anh 6 khuyét xuong rai rac & xwong so,
cot song that lung va xuwong chau. Trong khi
d6, nhiéu xét nghiém cé gia tri trong gidi han
binh thuong hodc 4m tinh, nhu: Tong phan
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tich té bao méau ngoai vi, creatinin, protein,
can-xi, cac Ig, dién di protein, dién di mién
dich, protein nigu...

Mac du bénh sinh cia NSMM chua dugc
hiéu ddy di va chinh xac, nhung mét sd
nghién ctru di phat hién ra rang té bao
NSMM c6 tiét ra Ig, nhung sau d6 bj mac ket
trong té bao chit va nhanh chéng bi phan
hay, do vay trong tuy xwong cé thé ting sb
luong té bao plasmo, nhung khong thé phét
hién sy c6 mat cua cac 1g va chudi nhe tu do
(FLC) trong huyét thanh bénh nhan [7]. Bénh
nhan NSMM ciing cho thay it thAm nhiém té
bao plasma vao tuy xuong hon. Tuy nhién,
mot s6 nghién ctru da chirng minh rang 52%
té bao plasmo xam lan tay xwong vdi tinh
trang di san rd rét [8]. Bién di protein huyét
thanh cho thay, 80% truong hop cd tinh trang
giam gammaglobulin mau va khong c6 dinh
don dong [9]. Thuc té, bénh nhan cua ching
t6i mac du c6 14% té bao plasmo trong tuy
xuong, nhung xét nghiém mau cua bénh
nhan chi c6 duy nhit free kappa tang nhe (&
mac 104mg/L). Dong thoi, xét nghiém dién
di protein huyét thanh, dién di mién dich
protein va protein niéu déu cho két qua trong
gidi han binh thuong hoac am tinh.

Su xuit hién cua del(13q) cho thay
nhitng bat thuong vé kiéu nhan dic hiéu
trong cac té bao plasmo cua bénh nhan. Véi
ton thuong té bao nay thi bénh nhan dugc
xép vao nhom nguy co trung binh [10].

V& mat sinh hoc, NSMM c6 nhitng dic
diém riéng. Céc tiéu chi CRAB nhu thiéu
méu, ting canxi mau va suy than rat hiém
hoac rat it gap [1]. Tuy nhién, c6 su xuat
dién caa cé4c ton thuong tiéu xwong tuong tu
nhau & nhitng bénh nhan mic NSMM va
nhitng bénh nhan miac MM co tiét théng qua
chan doan hinh anh [6]. Trong trudng hop
caa chang téi, bénh nhan dugc thuc hién cac
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xét nghiém chan doan hinh anh (X quang va
MRI) di cho thdy tén thuong tiéu xuwong dién
hinh trong bénh ly MM ¢ ving xuong so, cot
song that lung va xwong chau. Theo Megan
Murray Dupuis, c6 thé phan loai chinh xac
hon cac treong hgp NSMM thanh 4 loai khéac
nhau véi cac co ché phan tir riéng biét: (1)
Pa u tiy xuong chudi nhe: da duoc thao luan
va hau hét cac truong hop nay co thé dugc
theo ddi bang xét nghiém chudi nhe tu do;
(2) Khdng ché tiét (non producers): hoan
toan khdng tiét bat ky 1g nao, nhirng truong
hop nay khong thé phat hién bang cac ky
thuat xét nghiém truyén thdng ma phai st
dung k§ thuat mién dich huynh quang noi
bao dé phat hién Ig don dong trong té bao
chat. Gia thuyét duoc dua ra 1a cac té bao
don dong trong tuy xwong khong ché tiét cac
chudi nhe tu do, mic du diéu nay chua duoc
ching minh mét cach chic chan; (3) Té bao
khong tiét thuc sy (true non secretors): Céc
té bao don dong trong tiy xwong van san
Xuat cac phan tir Ig nhung khong thé tiét
ching ra khoi bao tuong; (4) Té bao khong
tiét gia (false non secretors): ddy 1a cac bién
thé MM hoic cac bénh lién quan dén té bao
don dong c6 Ig ndi bao, co thé do dugc bang
phuong phap mién dich huynh quang, nhung
khong thé do duogc bing xét nghiém thdng
thuong, mac di c6 bang ching bénh Iy rd
rang rang chiing dang duoc tiét ra (chang han
nhu cac chét ling dong Ig dugc tim thiy
trong sinh thiét than) [11].

Theo tiéu chi cia Hiép hoi nghién cau vé
ba u tuy xuong quoc te IMWG), MM duoc
xac dinh bang su hién dién cua tinh trang
tang sinh té bao plasmo don dong trong tuy
xuong > 10% (hoac u té bao plasmo trong
tay xwong hoac ngoai tiy dugc ching minh
vé mat mo hoc) va it nhat mot trong céc tiéu
chi dugc cho la do tang sinh té bao chat dugc
goi la CRAB [6]. Nhu vay, dua trén nhirng
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dic diém ton thwong vé mat Iam sang, xét
nghiém va chan doan hinh anh bénh nhan
cta chung t6i dugc chan doan 1a Pa u tay
xuong khong tiét nhém nguy trung binh [10]
va theo phan loai cua ISS cap nhat (R-ISS)
thi bénh nhan dang & giai doan R-1SS-1.

V6i chan doan nhu trén, bénh nhan cua
chung t6i dd duoc duoc tri theo phac dd
VTD. Két thuc 4 dot diéu tri, tinh trang dau
xuong cua bénh nhan gan nhu khong con,
thay vao d6 bénh nhan c6 thé van dong, di lai
binh thuong. Xét nghiém té bao mau ngoai vi
va sinh héa mau trong gi¢i han binh thuong.
Tay do, sinh thiét tiy xuong c6 té bao
plasmo < 5%. Dién di protein binh thuong,
dién di mién dich khdng thiy hinh anh don
dong. Xét nghiém FISH &m tinh. Theo JR
Mikhael, v&i nhom yéu té nguy co tiéu chuan
thuong dap ung kha tét véi didu tri bang
phac d6 hang 1 vé OS va PFS [10].

IV. KET LUAN

NSMM la mét dang Pa u tuy xuong
hiém gap véi sy ting sinh té bao plasmo don
dong cua tay xwong khong thé tiét hoic téng
hop globulin mién dich. Chan doan bénh van
la mot thach thire cho cac bac si lam sang, dé
bo s6t vi cac dau hiéu vé bénh rat nghéo nan
va can phai két hop téng thé cac biéu hién tur
lam sang, xét nghiém mau cho dén chan doan
hinh anh caa bénh nhan. Hién tai, yéu t6 tién
lwong, lidu phap diéu tri va theo dbi la twong
tu nhu nhitng truong hop voi Pau tiy xuong
co tiét.
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BAO CAO CA BENH TRAN DICH DO'NG CHAP O BUNG/U LYMPHO
KHONG HODGKIN TE BAO B THE NANG

Vii Prc Binh!, Nguyén Thi Thao!, Nguyén Lan Phwong!

TOM TAT.

Tran dich 13 mot bién chiing phé bién trong u
lympho. Mic du tan suat tran dich mang phdi la
20-30% trong u lympho khéng Hodgkin va
Hodgkin, nhung tran dich dudng chap 6 bung va
mang ngoai tim 1a khéng phé bién. Tran dich
dudng chap 6 bung 1a mot dang tran dich hiém
gap do su tich tu bach huyét trong khoang mang
bung. N¢ duoc dic trung boi dich mau tring duc,
té bao hoc am tinh va ndng do chat béo trung tinh
trong dich dudng chip ting cao. Nguyén nhan
phd bién nhat & cac nudc phuong Tay 1a bénh &c
tinh ¢ vung bung (dac biét & nguoi Ion, trong do
u lympho chiém it nhat mot phan ba s truong
hop trong mot loat bénh nhan duge xac dinh trén
20 nam) va xo gan (chiém hon hai phan ba téng
s truong hop). Tran dich dudng chap 6 bung
thuong biéu hién chuéng bung ting dan va
khong dau. Bénh nhan cé thé phan nan vé viéc
tang can, kho thd do ting ap luc 6 bung. Choc do
dich dé chan doan 1a quan trong nhat. N6 c6 thé
xay ra do cac co ché khéac nhau: (a) tic nghén
dong bach huyét do ap luc bén ngoai gay ro ri tir
cac mach bach huyét duéi thanh mac gién névao
khoang phic mac; (b) bach huyét tiét ra qua
thanh cua cdc mach mau sau phic mac bi gidn
thiéu van, chét long ro ri qua 15 rd vao khoang
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phic mac nhu trong gidn mach bach huyét bam
sinh. Chdng téi xin bao cédo ca bénh: Tran dich
dudng chap 6 bung/u lympho khéng Hodgkin té
bao B thé nang duwgc diéu tri voi phac dd
rituximab — bendamustine tai Vién Huyét hoc -
Truyén mau Trung uong,

Tir khoéa: U lympho thé nang, tran dich
dudng chap 6 bung.

SUMMARY
REPORTING A CASE STUDY:
CHYLOUS ASCITES/FOLLICULAR
LYMPHOMA

Serous effusionsare a common complication
of lymphomas. Although the frequency of pleural
effusion is 20-30% in non-Hodgkin's lymphoma
and Hodgkin's disease, the involvement of
peritoneal and pericardial cavities is uncommon.
Chylous ascites is a rare form of ascites resulting
from an accumulation of lymph in the abdominal
cavity. It was characterized by a milky
appearance, negative cytology, and an elevated
ascitic fluid triglyceride concentration. The most
common causes in Western countries are
abdominal malignancy (especially in adults, in
whom lymphoma accounted for at least one third
of the cases in one large series of patients
identified over 20 years) and cirrhosis (which
accounts for over two thirds of all cases).
Chylous ascites frequently presents as
progressive and painless abdominal distention.
Patients may complain of weight gain, shortness
of breath, and dyspnea resulting from increased
abdominal pressure. A diagnostic paracentesis,
which is the most important diagnostic tool.
Chylous ascites might occur due to different
mechanisms: (a) obstruction of the lymph flow
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caused by external pressure (mass) causing
leakage fromdilated subserosal lymphatics into
the peritoneal cavity; (b) exudation of lymph
through the walls of dilated retroperitoneal
vessels lacking valves, which leak fluid through a
fistula into the peritoneal cavity as in congenital
lymphangiectasia. We reported a case study:
Chylous ascites/follicular lymphoma was
successfully treated with Rituximab -
Bendamustine in National Institute Hematology
and Blood Transfusion.

Keywords: Follicular lymphoma, chylous
ascites.

I. DAT VAN DE

Tran dich 1a mot bién chuang twong ddi
phd bién cia u lympho, trong d6 vi tri hay
gap nhat 14 tran dich mang phdi véi tan suat
20 — 30% céc u lympho khéng Hodgkin va
Hodgkin, céc vi tri khac nhu mang ngoai tim
va 6 bung it gap hon!. Tran dich dudng chap
6 bung (c6 chuong dudng chip -
chyloperitoneum) 1a mot tinh trang hiém gap
trong u lympho, dic trung bai chit long
tring duc véi ham lugng chat béo trung tinh
cao va su hién dién cuaa chylomicron. N6
Xuat hién tir tir véi triéu chirng chudng bung
ting dan, khong dau. Bénh nhan c6 thé bi
tang can va kho thd khi chét long gay é&p luc
1én co hoanh. Choc do dich 6 bung la can
thiét dé chan doan xac dinh va chan doan
phan biét, véi dic diém dich tring duc,
triglycerid tang cao (>200 mg/dL). Co ché c6
thé 14 anh huong dén hé thong dan luu bach
huyét hozc do xam lan truc tiép vao hé bach
huyét2. Ching tdi xin bao cdo ca bénh tran
dich dudng chap 6 bung/U lympho khéng
Hodgkin té bao B thé nang diéu tri véi phac
dd Rituximab — Bendamustine tai Vién
Huyét hoc — Truyén mau Trung uong.

Il. BAO CAO CA BENH

Bénh nhan (BN) nam, 57 tudi, tién st
khoe manh, nhap Vién Huyét hoc ngay
17/02/2023 véi chan doan u lympho thé
nang.

Céch vao vién 1.5 thang, BN phau thuat
cit tri ngoai tai bénh vién 103, sau phau thuat
2 ngay xuat hién chuéng bung ting dan, siéu
am 6 bung phat hién tran dich dudng chap,
duoc dat dan luu 6 bung, 1am xét nghiém
dich, nhuom hoéa mdé mién dich block cell
chan doan dich viém ban cap, chup cit I6p vi
tinh toan than cé hinh anh nhiéu hach &
bung, gan to, lach to, tuy tang kich thuéc,
nhiéu hach trung that, chan doan theo doi
viém tuy cép, diéu tri noi khoa 1 tuan, BN
con ra nhiéu dich 6 bung mau trang duc, thé
trang suy kiét, chuyén bénh vién DPai hoc Y
Ha Noi.

Tai Bénh vién DPai hoc Y Ha Noi, BN
duoc sinh thiét hach c6 phai, 1am giai phau
bénh chan doan theo ddi lao hach (chd két
qua héa md mién dich), chuyén Bénh vién
phdi Trung wong loai trir lao hach. Sau 2
tuan, c6 két qua nhuém héa mé mién dich
chan doan U lympho té bao B thé nang, d6 2,
chuyén Vién Huyét hoc diéu tri.

Kham 1am sang cho thay, BN tinh, mét
nhiéu, thé trang suy kiét (sit 20kg/1.5 thang),
thoi diém chan doan con 42kg, BMI = 16,
thiéu mau nhe, khong sét, khdng xuit huyét
dudida, khong phu. Lach to do 11, gan khdng
to, nhiéu hach viing cd, nach, ben 2 bén, kich
thudc khoang 1xlcm, chic, di dong duoc,
khong dau. Bung mém, khong chuéng, dan
luu dich dudng chap vi tri ha suon phai ra
dich trang duc, s6 lwong khoang 2 lit/ngay,
dai tién phan nat, vang, 1 lan/ngay, tiéu binh
thuong.
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Bdng 1. Cac két qud cdn 1am sang

Xét nghiém Két qua

Téng phan tich té bao | | ;
ong phan tIeh T B0 4.1 9961, Bach ciu 13.55G/1 (N 74%, L 21%, M 4%, Eo 0%, B 1%),

Hb 117g/l (MCV 79.5, MCH 25.8, MCHC 325, RDW 17.1%), Tiéu

mau ngoai Vi
Ure 8.5mmol/L, glucose 6mmol/L, creatinin 65umol/L, a.uric
295umol/L, LDH 467U/L, B2M 8.38mg/L, bilirubin toan phan
Sinh héa 7umol/L, protein toan phan 43.1g/L, albumin 28.5g/L, globulin

ma 14.6g/L, A/G 1.95, ferritin 365ng/mL, sat huyét thanh 25umol/L,
calci ion 1.65mmol/L, calci toan phan 2.46mmol/L, AST 124U/L,
ALT 66U/L, GGT 9.5U/L, Na/K/CI 135/3.8/110

D ong mau huyét tuong|

Fibrinogen 3.16g/l, PT 76%, rAPTT 0.9, rTT 0.92, D-Dimer 1662

Vi sinh

HBV, HCV, HIV am tinh, CMV IgM am tinh, CMV IgG duong tinh,
EBV IgG duong tinh, EBV IgM am tinh

Huyét tay d6 va sinh | Mat do té bao tay binh thudng. Gap mot sb té bao dang lymphoblast

thiét tiy xuwong (2%)
Sinh thiét tuy xuong Hinh anh u lympho xam lan tay
Cong thtc nhiém sic
46, XX

thé tuy xwong

Dich dan Iuu 6 b . .
ieh dan fuu 6 bung cholesterol 0.89mmol/l, triglyceride 2.63mmol/l, Rivalta Duong tinh

Glucose 7.4mmol/l, protein dich 21.6g/l, lipase 3492.8mmol/l,

Bdng 2. Két qud gidgi phdu bénh, h6a mé mién dich va PET/CT

Xét nghiém Két qua
Céac manh sinh thiét m6 hach cho thay c6 hinh anh quéa san md lympho tao cau
Giai phau [trGc nang véi cac lympho bao 6 kich thudc nho hoic trung binh, ving tam nang
bénh va hoa khong thay 15 cac dai thuc bao, ton thuong ¢ ving lan vao md md.
md mién + Duong tinh: CD20, BCI2, Ki67 40%, CD10
dich + Am tinh: CD3, CD21.

=> M6 bénh hoc phil hgp véi ULP thé nang, d 2.

PETICT

Nhiéu hach vuing cb hai bén, hach trung that, hach hé nach hai bén, hach trong 6
bung, sau phdic mac, hach tiéu khung tang chuyén hda ac tinh, SUV max 4.9.
Lach to (20cm), tang chuyén hoa &c tinh SUV max 2.1. N6t tang chuyén hoa ac
tinh dau trén xuong canh tay SUV max 13.31. Cac nét tén thuong k& truong

phoi hai bén SUV max 1.95.
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Mot sb h‘ln‘h anh dich dudng chip 6 bung
wl R,-\l-\\l'._s

Hinh 1. Hinh anh ddn leu dich dwéng chdp 6 bung tgi thei diém nhap vién
va sau 3 ngay truyén Rituximab — Bendamustine

Bénh nhéan duoc chan doan xéac dinh Tran
dich dudng chip 6 bung /U lympho khong
Hodgkin té bao B thé nang, d6 2, FLIPI 4
diém, giai doan IVB, xam lan tay. Hudng
diéu tri cho BN nay la phac d6 Rituximab —
Bendamustine (rituximab 375mg/m? truyén
tinh mach ngay d0, bendamustine 90mg/m?
ngay d1 va d2) két hop véi dinh dudng tinh
mach nutriflex va theo doi, cham séc dich

dan Iuu 6 bung. Sau chu ki truyén dau tién,
bénh nhan 6n dinh, sé lwong dich dan uu 6
bung giam dan, va trong dan, dén ngay tha
14 sau truyén Rituximab — Bendamustine, s6
lwgng dich con khoang 700ml/ngay, BN
khong dau bung, dai tiéu tién binh thuong.
Chung tdi quyét dinh rat dan Iuu 6 bung, cho
bénh nhéan an ubng tré lai binh thuong va BN
XUat vién.

Bdng 3. Sw thay déi ciia thé tich dich dwéng chdp sau truyén rituximab-bendamustin

chukil
Ngay 2 4 6 8 10 12 14
Thé tich (lit) 2 1.8 1.5 1 1 0.9 0.7

Sau 3 tuan, BN vao vién tiép tuc diéu tri
dot 2. BN khoe, can ning 45kg, bung mém,
siéu &m 6 bung khéng cé dich. Sau 3 chu ki,

BN duoc chup lai cit 16p vi tinh toan than
cho thdy hach nhé viing nén ¢6 va hé thuong
don hai bén, kich thugc 15x10mm, lach to
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16cm, chup cong huong tir bach mach khéng
thay hinh anh rd hay di dang bat thuong,
danh gia dat lui bénh hoan toan. Tiép tuc
diéu tri Rituximab — Bendamustine, sau 6
chu ki dénh gi4 lai BN 6n dinh, dat lui bénh
hoan toan va tiép tuc duy tri Rituximab 12
tuan/lan. Hién tai, BN d di duy tri duoc 9
thang, stc khoe 6n dinh, thé trang tét.

ll. BAN LUAN

U lympho thé nang la bénh Iy &c tinh pho
bién tha hai trong nhém u lympho khéng
Hodgkin, sau u lympho té bao B lon lan toa,
chiém khoang 35% s6 ca u lympho khéng
Hodgkin va 70% trong nhom u lympho tién
trién cham véi d6 tudi trung binh chan doan
la 65 tuoi.

Tran dich dudng chip 6 bung dugc coi la
su tich tu cua bach huyét giau lipid vao
khoang sau phtc mac. Co ché chinh dwoc
xac dinh la do su gian doan thar phéat caa hé
théng dan luu bach huyét sau chan thuong

hoac do tic ngh&n*. Nguyén nhan phé bién
nhat hay giap & ngudi I6n 13 bénh ly &c tinh,
X0 gan va lao, trong khi cac bat thuong bam
sinh cta hé bach huyét va chan thuong
thuong xuat hién & tré em®.

Trong khi tran dich ndi chung la tuong
dbi phd bién, tran dich dudng chap 6 bung
twong ddi hiém gap trong u lympho, du béo
mot tién lwong xau, nguy co tai phat sém va
tir vong cao. P c6 nhitng bao céo vé tinh
trang nay trong u lympho, véi biéu hién 1am
sang dién bién trong vai tuan dén vai thang,
co chudng ting dan, khong dau, bénh nhan
c6 thé than phién vé tinh trang khé the do
ting ap luc 6 bung, mot s trieu ching khéc
nhu sdt, sdt can, phu né, hach to...2. Mot sb
bao c4o vé tran dich dudng chip 6 bung
trong u lympho ciing da dugc trinh bay,
trong d6 bao gdm ca u lympho Hodgkin va u
lympho khéng Hodgkin (u lympho té bao B
I6n lan toa, u lympho thé nang, u lympho té
bao T, u lympho Burkitt)®.

Bdang 3. Mgt so bao céo vé tran dich dwéng chdp 6 bung trong u lympho®

Thoi| Pic dié ) ; .
STT | PR e | o s dodn | Vitritrandich | Bidutri Két qua
gian | (giai, tuoi) ’ ’ )
1 |2016| Nir, 78 |ULP thé nanglO bung, mang phoi| R-Bendamustine Dap ting
2 |2003| Nam, 71 |ULP thé nang O bung CHVP-Interferon|  Lui 1 phan
3 [2014]| Nam, 74 | DLBCL O bung R-CHOP Dép ttng
4 |2013| Nam,87 | DLBCL O bung R-CHOP Pép g
5 [1995| Nit, 68 DLBCL |O bung, mang phoi CVP Tién trién
6 [2009| Nam, 38 |ULP tébao T[C P¥ng MaNg phdly oy ypp | TirvONg do xuat
mang ngoai tim huyeét tiéu hoa
ULP Tién trién sau 2
7 12007 Nam, 53 Hodgkin O bung ABVD chu ki ABVD
s . . Tu vong do anh
8 |2012| N, 18 |ULP Burkitt|O bung, mang phéi MEV & vong do ann
hudng caa diéu tri
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ULP: U lympho, DLBCL: U lympho té
bao B 16n lan téa, R: Rituximab, CHOP:
cyclophosphamide, doxorubicin, vincristine,
prednisone, CVP: cyclophosphamide,
vincristine,  prednisolone, E: Etoposid,
ABVD: doxorubicin, bleomycin, vinblastine,
dacarbazine; MEV: methotrexate,
cyclophosphamide, vincristine.

Trong u lympho, cac khéi u do xam Ian
truc tiép hodc bi chén ép tir bén ngoai dan
dén lam gian doan dong bach huyét binh
thuong?. Vi vay, nhim vao nguyén nhan co
ban cua tran dich dudng chap 6 bung Ia rat
quan trong dé giai quyét van dé nay. Viéc
sinh thiét hach hogc u 1am giai phau bénh va
héa m6 mién dich 1a tiéu chuan vang dé chan
doan xac dinh va 1én phuong an diéu tri.
Choc do dich 6 bung la can thiét dé chan
doan xac dinh va chan doan phan biét, vai
dic diém dich tring duc, triglycerid ting cao
(>200 mg/dL). Do tinh trang tran dich dudng
chap lién quan dén u lympho thé nang rat
hiém gap nén hién nay chua c6 huéng dan
diéu tri cu thé. Viéc wu tién hang dau van la
giai quyét vin dé can nguyén, hoa tri liéu két
hop véi rituximab dya trén cac hudng dan
diéu tri cho u lympho thé nang theo NCCN,
két hop v&i nudi dudng tinh mach va chiam
soc, theo do6i dich dan luu. Cac bién phap
dinh dudng khac nhu thay ddi ché do an
uéng véi thuc pham giau protein, it lipid c6
thé lam giam Iuu lwong dich dudng chap.
Triglyceride chudi trung binh dwgc wu tién
tiu thu vi chang dwgc hap thu va van
chuyén truc tiép dudi dang axit béo chudi ty
do va glycerol trong tinh mach ctra. Nén

giam thiéu viéc tidu thu axit béo chudi dai vi
qua trinh trao d6i chat cua ching dan dén
monoglyceride va axit béo ty do can duogc
van chuyén bang chylomicron qua hé bach
huyét ruot. Cac bién phap bao ton thuong
khéng hiéu qua trong u lympho, do d6 can c6
hoa tri van 13 wu tién hang dau’. Bén canh
do, ciing c6 mot s6 bao cao cho riang xa tri
liéu thip c6 thé 1a mot phuong phéap diéu tri
dung nap tét, hiéu qua cao di véi tran dich
dudng trap lién quan dén u lympho véi su
thuyén giam lau dai. Tuy nhién, bién phap
nay chwa dwoc &p dung rong rdi va chung
minh tinh an toan cua néé.

Bénh nhan cuaa ching téi véi biéu hién
khai phét 1a tran dich dudng chip 6 bung,
dién bién nhanh. Qua day co thé théy, tran
dich 6 bung c6 thé 1a triéu chimg dau tién
cia u lympho thé nang, can dwgc chd vy,
tranh bo s6t 1am tri hodn chan doan. Sau khi
sinh thiét hach c6, BN dwgc chan doan xac
dinh 1a u lympho thé nang, CD20 duong tinh,
giai doan 1VB, xam lan tay. Theo hudng dan
cia NCCN, rituximab két hop véi
bendamustin 1a lya chon dau tay cho thé
bénh nay, két hop voi dinh dudng tinh mach
va theo doi dich dudng chap 6 bung. Qua
trinh diéu tri, bénh nhan di co6 dap ung tt,
dich dudng chip giam dan, khdi phuc toan
trang va hién tai dang trong qua trinh diéu tri
duy tri.

IV. KET LUAN

Tran dich dudng chap 6 bung trong ULP
thé nang la mot bién chung rat hiém gap véi
tién lwong Xau, nguy co tai phat cao. Hién
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nay

chua c6 hudng dan diéu tri cu thé. Tuy

nhién, diéu tri bénh Iy u lympho van 1 lya

chon dau tién, dinh dudng duong tinh mach
va dan luu dich khi can thiét 1a mot diéu tri
hop 1y, c6 thé mang lai két qua tét cho bénh

nha

TAI
1.
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PANH GIA CHAT LUONG CUOC SONG BENH NHAN PA U TUY XUONG
TAI BENH VIEN TRUNG UONG QUAN POI 108

P& Thi Ly!, Pham Thi Thu Hang?, Mai Hang Ngat,
Bui Thi Lan?, Lé Thi Thu Luyén, Pang Van Anht,

TOM TAT,

Muc tiéu: Panh gia chit luong cudc sdng
cua bénh nhan da u tiy xuong tai Bénh vién
Trung wong quéan déi 108. Xac dinh mot s6 yéu
t6 lién quan dén chét luong cudc séng cua bénh
nhan da u tiy xuong. Poi twong va phwong
phéap nghién citu: 96 lwot bénh nhan dwoc chan
doéan da u tuy xwong tai khoa Huyét hoc 1am sang
- bénh vién Trung wong quan d¢i 108 tu thang
10/2023 dén thang 04/2024. Thiét ké nghién
ciu: MO ta cit ngang. Két qua nghién ciu:
Diém trung binh chat lugng cudc séng (CLCS)
ctia dbi twong nghién caula 52,7 +21,6. O thang
diém chirc ning: tim 1y camxuc, kha nang nhan
thirc va hoat dong thé luc 1a ba phuong dién c6
s6 diém cao nhat voi gié tri lan luot 73,9+24;
73,3£22,6; 57,5£30,7. Kho6 khan tai chinh, triéu
chitng mét moi, cam giac dau va triéu chung
chan an 1a van d& pho bién va nghiém trong véi
s6 diém kha cao (57,4%29,8; 50,9+26,6;
46,2+30,9; 45,9+32). Két luan: Chat luong cudc
séng cua ngudi bénh da u tiy xuong dat mirc do
trung binh. Diém khoé khin tai chinh cao, triéu
chang mét moi, triéu ching chan an va cam giac
dau xuat hién nhiéu. C6 su khéc biét vé chat

'Bénh vién Trung wong qudn déi 108
Chiu trach nhiém chinh: B Thi Ly
SDT: 0388872826

Email: lycanon1996@gmail.com
Ngay nhan bai: 06/07/2024

Ngay phan bién khoa hoc: 01/08/2024
Ngay duyét bai: 01/10/2024

Pham Viin Hiéu!, Nguyén Thanh Binh?!

lwong cudc sdng chung cua bénh nhan da u tay
xuong gitta d6i teong bénh nhan nai tri va ngoai
tra.

Tirkhoa: Chat lugng cudc song (CLCS), da
u tiy xuong.

SUMMARY
ASSESSING THE QUALITY OF LIFE
OF MULTIPLE MYELOMA PATIENTS
AT 108 MILITARY CENTRAL
HOSPITAL

Objectives: Assessing the quality of life of
multiple myeloma patients at 108 Military
Central Hospital. Identifying some factors related
to the quality of life of multiple myeloma
patients. Subjects and method: 96 patients were
diagnosed with multiple myeloma at the
Department of Clinical Hematology - 108
Military Central Hospital from October 2023 to
April 2024. Research design: Cross-sectional
description. Results: On the functional scale:
emotional psychology, cognitive ability and
physical activity are the three aspects with the
highest scores with values of 73.9+24,73.3122.6,
57, respectively. 5£30.7,. Financial difficulties,
fatigue symptoms, painand anorexia symptoms
are common and serious problems with quite
high scores (57.4+29.8, 50.9+26.6, 46, 2+30.9,
45.9£32). Conclusion: 1. The quality of life of
multiple myeloma patients is average. Financial
difficulty scores were high, symptoms of fatigue,
anorexia and pain appeared frequently. 2. There
is a difference in the overall quality of life of
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multiple myeloma patients between inpatients

and outpatients.
Keywords:

myeloma.

Quality of life, multiple

I. DAT VAN DE

ba u tay xuong (Multiple Myeloma) la
loai ung thu huyét hoc phd bién tha hai va
chiém 10% trong sé cac khdi u ac tinh vé
huyét hoc va 1% trong sé tat ca cac bénh ung
thu. Ty 1é mac bénh moi hang nim & céc
nudc phuong Tay 1a 5,6 ca/ 100.000 dan. Pa
u tay xuwong chiém 1% tong sé ca tir vong
liéen quan dén ung thu (khoang 72.000 ca tur
vong hang nim) [1]. Theo théng ké nim
2022 cua Co quan nghién ctru ung thu qubc
té (IARC), tong s6 ca mac bénh da u tay
xuong trén toan cau 1a 538.948 ca, sb ca mac
méi 14 187.952 ca. Con tai Viét Nam, tong sb
ca da u tiy xuong vao nam 2022 la 1.643 ca,
s6 ca mic moi la 607 ca, va ghi nhan nhiéu
ca tu vong.

Mic du di co nhitng tién bo vuot bac
trong linh vyc diéu tri da u tiiy xuong, cin
bénh nay van khong thé chita khoi. Muc tiéu
chinh cua diéu tri 1a kéo dai thoi gian sdng
thém va nang cao chat luong cudc séng cua
ngudi bénh. Vao nhitng nam 1980 dén 1990,
ty l¢ song thém cua bénh nhan moi chan
doan da tang tr chi vai thang I&én 3-5 nam.
Céc phuong phap diéu tri ¢ thé bao gém
hoa tri; liéu phap nham trang dich; liéu phép
mién dich; ghép té bao gdc cling vai xa tri va
chiam soc hd tro dé 1am giam cac triéu ching,
bién ching cua bénh. Nhirng phuong phap
nay c6 chi phi kha cao va yéu cau bénh nhan
phai tuan thi phac do diéu tri, doi hoi nhap
vién, luu tra thuong xuyén. Viéc ap dung cac
phuong phép diéu tri chuyén sau nhu hoéa tri
lidu lidu cao két hop véi ghép té bao gbc tu
than (ASCT), da kéo dai hon nira thoi gian
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séng toan bo [1]. TUy thudc vao giai doan
ctia bénh, thoi gian séng toan bo trung binh
thay doi tir 5-10 nam d6i v&i bénh nhan da u
tiy xuong giai doan I theo ISS duoc ghép té
bao gdc va/hoic duoc diéu tri bang cac tac
nhan mai [1].

Triéu chirng bénh bao gdm dau xuong va
gdy xuong do qua trinh hiy xwong, tdo bon,
budn ndn, 1 1an do ting canxi mau, nhiém
tring tai phat do suy giam mién dich va suy
nhugc do thiéu méu. Trong qué trinh diéu tri,
do céc tridu ching cta bénh, bién ching va
tac dung phu ciia phuong phap diéu tri, hau
hét nguoi bénh gip nhitng van dé vé sic
khée nhit dinh, tao ra ganh nang vé tai chinh,
tinh than cling nhu hao ton nhiéu thoi gian
clia ca bénh nhan va gia dinh, anh hudng dén
chét lugng cudc séng cua bénh nhan. Ty I¢ lo
4u va tram cam ¢ bénh nhan c6 bénh 1y huyét
hoc trong qua trinh diéu tri duoc phat hi¢n la
35% [6]. Poc tinh lién quan dén diéu tri ting
theo su tién trién cia cac bude didu tri va co
thé phai ngirng diéu tri [7]. Do d0, bén canh
viée kéo dai thoi gian séng, viéc giam bot
cac triéu chimg bénh dong thoi giam tac
dung phu cua viée didu tri d3 tré thanh muc
tiéu quan trong [3].

Theo T6 chic Y té thé gidi nam 1995
dinh nghia chét lugng cudc séng (CLCS) la
sy nhan thirc ciia mot c4 nhan vé tinh trang
hién tai ctia nguoi do, theo nhiing chuén muc
vé vin hoa va su thim dinh vé gia tri cta xa
hoi ma ngudi d6 dang sdng. Nhing nhan
thirc nay gan lién véi muc tidu, ky vong va
nhitng mbi quan tdm, lo ling cua ho [2].
Mong mudn cai thién chét lugng cudc séng
cua bénh nhan ung thu dugc coi nhu mdt
phan quan trong trong chién luoc chim séc
va diéu tri bénh ung thu. Do d6, chat luong
cudc sdng va danh gid n6 ngiy cang trd nén
quan trong hon trong cham séc suc khoe. Vi
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vy, nhom nghién ctru tién hanh nghién ctru
dé tai “Panh gia chit lugng cudc sdng ngudi
bénh da u tuy xuong tai Bénh vién Trung
uong Quan doi 108” véi hai muyc tiéu:

1. Panh gia chit luong cudc sdng cua
nguoi bénh da u tuy xuong tai Bénh vién
Trung wong Quan doi 108.

2. Xac dinh mot s6 yéu td lién quan dén
chat lugng cudc séng cua ngudi bénh da u
tay xuong tali Bénh vién Trung vong Quan
doi 108.

II. DOI TUONG VA PHUONG PHAP NGHIEN cUU

2.1. Péi twong nghién ciru

Nghién ctru dugc thuc hién trén 96 lugt
nguoi bénh da u tay xuwong diéu tri tai Khoa
Huyét hoc 1am sang - Bénh vién Trung vong
Quan doi 108 tur thang 10/2023 dén thang
4/2024.

2.2. Phuong phap nghién ctru

* Phwong phdp: Nghién ciru sir dung
thiét ké nghién cru mo ta cit ngang. Mau
nghién ciru dugc lay theo phuong phap chon
mau thuan tién.

* Chi tidu nghién citu: Bao gom tudi,
giéi tinh, d6i twong nodi/ngoai tra, trinh do
hoc van, nghé nghiép, tinh trang hon nhan,
thu nhap, tinh trang cd/khdng c6 bao hiém y
té, va cac dir liéu 1am sang bao gom chan
doan, tién sir bénh kém theo, giai doan bénh,
phuong phép diéu tri, s6 liéu trinh diéu tri.

* Cong cu nghién citu: Panh gia chat
luong cudc séng bénh nhan da u tiy xuong
dua vao bo cong cu EORTC QLQ-C30 va
QLQ-MY20 [3]. Trong d6 C30 la bd cau hoi
dung chung cho tat ca cac bénh nhan ung
thu, con MY20 la bo cau hoi danh riéng cho
da u tay xuong, dugc thiét ké st dung két
hop véi bo C30.

Bo cau hoi EORTC-C30 gom 30 cau hoi,
duoc thiét ké dé danh gia chat lugng cudc

séng cua bénh nhan ung thu ndi chung, bao
gom cac khia canh vé kha ning hoat dong thé
luc, kha nang nhan thac, hoa nhap xa hoi,
khia canh cam xuc ciing nhu cac triéu ching
toan than do bénh hoic do qua trinh diéu tri
ung thu gay ra. B§ cau hoi EORTC-MY20
gom 20 cau hoi, duoc thiét ké dé danh gia
CLCS cua bénh nhan ¢ cac khia canh dac
trung cho da u tiy xwong, bao gdbm cac triéu
chang bénh lién quan dén da u tiy xuong,
tac dung phu cua viéc diéu tri, hinh anh co
thé va vién canh twong lai. Tong hop hai bo
cau hoi EORTC-C30 va EORTC-MY20 c6
50 cau hoi. V&i mdi cau hoi tir 1 dén 28 va tir
31 dén 50, bénh nhan (BN) c6 thé lya chon
mot trong bdn phuong an tra 161, dwgc danh
s6 theo kiéu thang Likert tir 1 dén 4 tay theo
mirc d6 anh hudng cua triéu chirng hoac khia
canh d6 dén CLCS cua BN (1: khong anh
huéng; 2; anh huong it; 3: anh huéng nhiéu;
4: anh huong rat nhiéu). Riéng hai cau hoi s6
29 va 30 (danh gia CLCS chung): BN c6 thé
lva chon mot trong bay phuong an tra loi
(dwoc danh sb theo kiéu thang Likert tir 1
dén 7, twong tng voi bay mac do vé CLCS
chung). Céc cau tra loi nay s& duoc quy doi
thanh diém (theo thang diém 100) dya vao
cong thirc trong sach hudng dan tinh diém
cho céac bo cau hoi (dugc EORTC ban hanh
kém theo céac b cau hoi mau) [2].

* Cdc bwdc tien hanh nghién cipu: Lay
danh sach bénh nhan dang diéu tri tai khoa
Huyét hoc Iam sang - bénh vién Trung wong
Quén ddi 108, tham khao hd so bénh an. Lua
chon nhiing d6i twong du tiéu chuan tham gia
nghién cau, phong van truc tiép va khoanh
tron vao céu tra loi theo cac mirc d6 trong bo
cau hoi.

2.4. Xir 1y s6 liéu

S6 liéu duoc phan tich bang phan mém
théng ké y hoc SPSS 27.0
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. KET QUA NGHIEN cUU
3.1. Pic diém chung caa ddi tweng nghién ciru
Bdng 1. Pdc diém ciia mdu nghién ciu

Dic diém S6 lwgng (n=96) Ty & (%)
<65 45 46,9
Tudi >65 51 53,1
Tudi trung binh 63,9 + 10,4 (25 — 87)

Nam 54 56,3
GGl Nit 42 43,8
. . £ Trung hoc 57 59,4
Trinh d6 hoc van Sau trung hoc 39 40,6
Lao dong chan tay 36 37,5
Nghé nghiép Lao dong tri 6c 27 28,1
Nghi huu 33 34,4
Lan dau 70 72,9
Dot diéu tri Tai phét 20 20,8
Tai kham dinh ky 6 6,3
o ik . COBHYT 96 100

CoBaohiemyte ™ @ 6 BHYT 0 0
s Noi tri 44 45,8
Dien dieu tri Ngoai trii 52 54,2
Bénh kém theo Kr(l:éong g? ;;i

Nhgn xét: Tudi trung binh cia BN trong nghién ciru 12 63,9 + 10,4 (25 - 87). Trong do ty
1&6 nam chiém 56,3%, bénh nhan >65 tudi chiém 53,1%; 37,5% bénh nhan lao dong chan tay;
72,9% bénh nhan da u tity xwong diéu tri lan dau; 45,8% bénh nhan 1a ngi tra.

3.2. Piém chat lweng séng

Bdng 2. Diém chit lwong sén
Piém trung binh (SD) | Piém trung vi | Min | Max
EORTC-C30
CLCS n6i chung 52,7 (21,6) 50 0 100
Thang do chirc ning
Hoat dong thé luc 57,5(30,7) 60 0 100
Vai trd xa hoi 46,2 (32) 50 0 100
Tam ly cam x(c 73,9 (24) 79 17 | 100
Kha niang nhan thuc 73,3 (23,6) 67 0 100
Hoa nhap x4 hoi 49 (28) 415 0 100
Thang do triéu chirng
Mét moi 50,9 (26,6) 56 0 100
Budn nén va ndn 9,5 (17,9) 0 0 83
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Cam gidc dau 46,2 (30,9) 50 0 100
Kho tho 17,7 (27,3) 0 0 100
Rdi loan gidc ngu 42,3 (31,6) 33 0 100
Chéan dn 45,9 (32) 33 0 100
T40 bon 15,5 (23,6) 0 0 100
Bénh tiéu chay 10,7 (23) 0 0 100
Khé khiin tai chinh 57,4 (29,8) 67 0 100

EORTC-MY20

Quan diém vé tuong lai 61,5 (26) 67 0 100
Hinh anh co thé 59,8 (27,5) 67 0 100
Triéu chang bénh 34,7 (23,6) 33 0 100
Téc dung phu caa diéu tri 23,2 (14,1) 23 0 67

Nhin xét: Diém trung binh CLCS cua
dbi twong nghién ciru 14 52,7 + 21,6. O thang
diém EORTC-C30, khia canh chirc nang:
tam Iy cam xuc, hoat dong thé luc, kha nang
nhan thtrc 13 ba phuong dién ¢6 sb diém cao
nhit v&i gia tri lan lugt 73,9 + 24; 57,5
30,7; 73,3 £ 22,6. Kho khan tai chinh, tri¢u

ching mét moi va mat ngi c6 so diém kha
cao (57,4 + 29,8, 50,9 + 26,6, 46,2 + 30,9). O
thang diém EORTC-MY20, diém cao nhat 1a
quan diém tuong lai va hinh anh co thé (61,5
+ 26, 59,8 + 27,5).

3.3. Méi lién quan giira chat lwong
cudc sdbng va tudi, giéi

Bdng 3: Méi quan hé giia chdt lwong cudc song va tudi, gigi

Nam | Nit | Gia tri | Tudi <65 |Tudi>65|Gia tri
n=54 | n=42 p n=45 n=51 p
EORTC-C30
Chit lwong cude song chung 554 | 492 | 0,149 | 555 50,2 | 0,236
Thang do chirc ning
Hoat dong thé luc 60,6 53,5 | 0,263 70,6 45,8 [<0,001%
Vai trd x hoi 497 | 216 | 0,223 | 559 37,5 |0,004*
Tam Iy cam xtic 776 | 697 | 0082 | 724 752 | 058
Kha nang nhan thirc 77,1 68,3 | 0,058 75,9 70,9 0,291
Hoa nhép x4 hoi 53,7 | 43,1 | 0,067 | 551 43,7 |0,045*
Thang do tri€u chirng
Mét moi 483 | 54,3 | 0,279 | 437 57,4 |0,011*
Budn ndén va noén 86 | 106 | 0577 | 107 85 | 0546
Cam giac dau 435 | 496 | 0,341 | 397 52 0,051
Kho th 16,6 19 | 0668 | 16,2 18,9 | 0,637
R6i loan gidc ngii 376 | 484 | 0,098 | 40,7 43,7 | 0,642
Chén in 38,3 | 556 |0,008*| 452 46,4 | 0,852
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T40 bon 172 | 135 | 0,446 | 1373 175 | 0,377

Bénh tiéu chay 10,5 11 | 0,894 6,6 144 | 0,096

Khé khin tai chinh 48 69,2 |<0,001*| 57 57,6 | 0931
EORTC-MY20

Quan diém v& tuong lai 68,8 52 |0,001*| 595 63,2 | 0,498

Hinh anh co thé 624 | 56,3 | 0,282 60 595 | 0,922

Triéu chirng bénh 30,8 | 39,7 | 0,066 | 29,6 39,2 |0,044*

Tac dung phu cua diéu tri 21,6 254 | 0,192 23 23,4 0,9

Nhdn xét: Theo thang do EORTC-C30,
diém chat lugng cudc séng chung giita nam
va nir, gitta hai nhom tudi khong c6 sy khac
biét (p=0,149 va p=0,236). Tri€u ching chan
an, kho khan tai chinh, quan diém vé tuong
lai c6 su khac biét c6 y nghia théng ké giita
gi61 tinh nam va nir (tuong tng voi p=0,008;
p<0,001; p=0,001). Bénh nhan ¢ nhém tudi
<65 c6 diém hoat dong thé luc, vai trd xa hoi
va hoa nhap xa hdi cao hon nhém tudi con lai

v6i p<0,001; p=0,004; p=0,045. Diém triéu
ching mét moi & nhéom >65 tudi cao hon
nhom con lai (p=0,011). Theo thang do
EORTC-MY20, su khac biét c6 y nghia
thong ké vé quan diém tuong lai gitra nam va
nt (p=0.001), triéu ching bénh da u tuy
xuong & bénh nhan nhom tudi >65 nhiéu hon
nhom con lai (p=0,044).

3.5. Méi lién quan giira CLCS va déi
twong BN diéu tri ndi/ ngoai tri

Bdng 4. Méi lién quan gi#a CLCS va dbi twong bénh nhan ngi/ ngogi tri

Noi tra n=44 Ngoai tru n=52 Chi sb p
EORTC-C30
Chit lwong cudce sdng néi chung 43,4 60,6 <0,001*
Thang do chirc ning
Hoat dong thé luc 443 68,6 <0,001*
Vai tro xa hoi 36,4 54,4 0,005*
Tam ly cam xuc 64,6 81,8 <0,001*
Kha nang nhan thirc 70 76 0,201
Hoa nhap xa hoi 43,8 53,5 0,094
Thang do triéu chirng
M¢ét moi 59,6 43,6 0,003*
Budn nén va noén 11,3 8 0,364
Cam giac dau 54,9 38,8 0,01*
Kho tho 25,7 10,9 0,01*
R&i loan gidc ngu 48,4 37 0,082
Chéan an 51,5 41 0,11
Tao bdn 17 14 0,504
Bénh ti€u chay 12,8 8,9 0,417
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Kh6 khiin tai chinh 63 52,6 0,088
EORTC-MY20
Quan diém vé tuong lai 52,5 69 0,002*
Hinh anh co thé 55,4 63,5 0,149
Triéu chirng bénh 40,4 29,9 0,028*
Téc dung phu cua diéu tri 26,7 20,3 0,025*

Nhgn xét: Thang do EORTC-C30 cho
thay, bénh nhan ngoai tra c6 diém chat lugng
cudc séng chung, hoat dong thé luc, tam ly
cam xuc, vai tro xa hoi tdt hon bénh nhan noi
trd (p<0,01); trong khi bénh nhan néi trd
diém triéu ching mét moi, cam giac dau, kho
thé va kho khan tai chinh cao hon bénh nhan
ngoai trd (p=0,003; p=0,01; p=0,007;
p=0,008). Bén canh do, thang EORTC-
MY20 cho thdy bénh nhan noi tra co diém
triéu chirng bénh va tac dung phu cua diéu tri
nhiéu hon ngoai tri (p=0,028 va p=0,025).

IV. BAN LUAN

Trong nghién ctu nay, chung t6i nghién
cau trén 96 lugt bénh nhan da u tuy xwong
tai khoa Huyét hoc Iam sang - bénh vién
Trung wong Quan d6i 108 tu thang 10/2023 -
04/2024, két qua cho thay tudi trung binh
63,9 = 10,4 tudi (bénh nhan tré nhat la 25
tudi va cao tudi nhat Ia 87 tudi), bénh nhan
>65 chiém 53,1%; ty & nam chiém 56,3%:;
cd 40,6% bénh nhan c6 trinh d6 sau trung
hoc; 37,5% bénh nhén lao dong chan tay. Két
qua nay twong tu théng k& cua Gemcici
(2022) nghién ctru da trung tam tai Thd Nhi
Ky vai do tudi trung binh 12 64 tudi, ty I¢
nam chiém la 54%; 54,8% bénh nhan tir 65
tudi trér [én.

Piém cao cho cac thang chac ning va
CLCS trong EORTC QLQ-C30 cho thay
chtre nang t6t hon va CLCS tong thé tét hon,

trong khi diém cao cho cac thang triéu ching
cho thdy nhiéu triéu chimg hon. Nguoc lai,
trong EORTC QLQ-MY20, diém cao cho
cac thang triéu chung bao gom "triéu ching
lién quan dén bénh da u tay xwong" va "tac
dung phu cua diéu tri" ciing cho thdy nhiéu
triéu chimg hon, trong khi diém cao cho
"ninh anh co thé" va "quan diém twong lai"
cho thy chirc nang tot hon. Diém trung binh
CLCS cuta bénh nhan da u tiy xuong trong
nghién ctru 1a 52.7 + 21.6, cho thay két qua
CLCS & muc trung binh. Két qua nay tuong
duong nghién ctu trén bénh nhan da u tay
xuong cua tac gia Gemcici va cong su (2022)
v6i diém CLCS 57,8 + 26,7 nhung thip hon
tac gia T6 Hué Nghi va cong su (2021)
CLCS muc kha vaéi gid tri trung binh 60,11 +
15,80. Piéu nay c6 thé duoc giai thich trong
nghién curu cuaa ching toi va tac gia Gemcici
theo ddi trén dbi twong bénh nhan da u tuy
xuong, trong khi tac gia TdO Hu¢ Nghi nghién
ctru CLCS trén bénh nhan ung thu v, phan
l6n mau thudc giai doan sém va chua di can.
Bén canh d6, nghién ctru cta ching to6i tuong
tu két qua tac gia T6 Hué Nghi va Gemcici
khi chi ra diém sb cao nhat la tam ly cam
xdc, kha niang nhan thac vé bénh. O khia
canh triéu chtrng, triéu chitng phé bién 1a mét
moi (50,9 £ 26,6), cam giac dau (46,2 +
30,9) va chan an (45,9 + 32). Kho khin tai
chinh ciing van dé xuét hién voi diém sé cao
(57,4 + 29,8), twong tu két qua tac gia T
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Hué Nghi (55,82 + 32,69). Biéu nay hoan
toan c6 thé giai thich do bénh nhan nhém
bénh ung thu, phai diéu tri lién tuc va nhiéu
dot, ngoai chi phi thudc va héa chit ung thu
st dung trong diéu tri con c6 cac khoan phi
phat sinh khi nam tai bénh vién nhu in udng,
di lai, sinh hoat hang ngay. Diéu nay la mot
rao can Ioén cho nhiing nguoi c6 thu nhap
trung binh - thap, gay nén ganh ning tai
chinh cho bénh nhan.

Két qua nghién ctru chi ra, theo thang
diém EORTC QLQ-C30, CLCS chung cia
bénh nhan da u tiy xuong ngoai tra (60,6
diém) t6t hon bénh nhan ndi tra (43,4 diém)
v6i chi sb p < 0,001. Trong khi d6 CLCS
chung khoéng c6 sy khac bi¢t y nghia gitta
giGi tinh va nhém tudi. Kho khan tai chinh va
triéu chung chan an ¢ nir xuét hién nhiéu hon
& nam nhung quan diém vé tuong lai c6 diém
s6 thip hon nam gi¢i. Khac voi nghién ctru &
Croatia ctua Ficko va cong sy [4], nt ¢o
nhiéu céc triéu chirng nhu mét moi, dau don,
kho thd va mét ngu; trong khi nam giGi vé
mit chirc nidng cho thay on dinh hon. Tuong
tu, nghién ctru cla tac gid Velenik nam 2017,
& nam giGi xuét hién it triéu ching hon va tot
hon & tat ca cac thang do [5].

Nhom tudi <65 ¢6 diém hoat dong thé
luc, vai tro va hoa nhap xa hoi tot hon nhom
tudi con lai, trong khi tri¢u chung mét méi &
nhom tudi >65 xuét hién nhiéu (57,4 diém).
Két qua tuong tu tac gia Gemcici va cong su.
Diéu nay co thé giai thich 1a do & nhém tubi
<65, bénh nhan c6 bénh Iy nén it hon, thé luc
chua suy giam nhiéu nén kha niang dap tng
véi diéu tri bénh va chéng choi véi tac dung
phu cta thudc tét hon. Nghién ctru ciing chi
ra bénh nhan noi tra co diém kho khan tai
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chinh va céac triéu chung bénh nhu mét moi,
cam giac dau, kho thé cao hon so vdi ngoai
tra.

Bén canh d6, theo thang diém EORTC
QLQ-MY20, cac bénh nhan da u tiy xuwong
didu tri ngoai tri xuét hién it triéu chung
bénh va tac dung phu hon bénh nhan ndi tra
va quan diém vé tuong lai tét hon. Do cac
bénh nhén ndi tra 1a bénh nhan c6 nhiéu vin
dé can phai cham soéc va theo doi tai bénh
vién. Pay co6 thé 1a mot 1i do khién diém chat
luong cudc séng cua bénh nhan da u tiy
Xuong ngoai tru cao hon noi trd trong nghién
clru nay.

Ngoai bang cau hoi EORTC QLQ-C30
danh gid CLCS cua bénh nhan ung thu noi
chung, bang cau hoi EORTC QLQ-MY20
dugc s dung trong nghién ctru cua ching t6i
bao gém céc cau hoi danh riéng cho da u tuy
xuwong. Vi vdy, cho phép danh gia cac anh
huong ciia bénh da u tity xwong dén CLCS.
No6i dung cia EORTC QLQ-MY20 bao gém
triéu ching bénh, tac dung phu cia diéu tri,
quan diém vé tuong lai va hinh anh co thé.
Maic du bénh nhén da u tiy xuong dugc diéu
tri bang cac loai thudc va phac d6 hoa tri
khac nhau, tic dung phu cta thudc va hoa
chat c¢6 thé anh hudng tiéu cuc dén CLCS noi
chung, lién quan dén strc khoe ctia bénh nhan
trong thoi gian dai hon [3].

V. KET LUAN

Qua nghién ctu chat luong cudc song
bing thang diém EORTC-QLQ-C30 va
EORTC-QLQ-MY20 trén 96 lugt bénh nhan
da u tuy xwong diéu trj tai khoa Huyét hoc
Bénh vién Trung wong quan dgi 108 tur thang
10/2023 dén thang 4/2024, ching toi rit ra
mot s6 két luan nhu sau: 1. Chat luong cudc
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séng cua ngudi bénh da u tay xwong dat muc
d6 trung binh. Piém kho khian tai chinh cao,
trigu chieng mét moi, triéu chirng chan an va
cam giac dau xuat hién nhiéu. 2. C6 su khac
biét vé chat lugng cudc sdng chung caa bénh
nhan da u tay xuong giita ddi twong bénh
nhan noi trd va ngoai tru.
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BAO CAO CA LAM SANG: U LYMPHO TIM NGUYEN PHAT

Nguyén Thanh Binh!, Pham Vin Hi¢u!, Pham Thi Tuyét Nhung?,
L& Thi Thu Huyén?!, Phan Thi Thanh Long!, Nguyén Thij Thuy Trang!

TOM TAT.

U lympho tim nguyén phéat (Primary cardiac
lymphoma-PCL) Ia mot thé hiém gip, chi chiém
1% - 2% trong tong s6 cac khéi u tim. Do hiém
gap va biéu hién 1am sang khac nhau nén viéc
chan doan sém 1a mot thach thire. Trong b4o céo
nay, ching téi mo ta mot truong hop U lympho
tim nguyén phét duoc chan doan va diéu tri thanh
congtai bénh vien TWQD 108. D6 1a bénh nhan
nam, 66 tudi, biéu hién khé thé ting dan, phat
hién khdi u thanh that phai gay hep van 3 14
nang. Sinh thiét u qua ky thuat can thiép mach
cho két qua mé bénh hoc 1a U lympho té bao B
I6n lan téa. Bénh nhan dat dap tng hoan toan vé
chuyénhéasau 6 chuky héa - mién dich tri liéu
(phac @6 R-CHOP). Muc dich cua ching toi la
chia sé nhitng phat hién quan sat dugc trong ca
lam sang nay, dat ching trong méi lién hé vai dix
ligu tir y van.

Tirkhéa: U lympho, U lympho té bao B Ién
lan toa, chup 18 FDG- PET/CT, xam lan tim, u
lympho tim nguyén phat

SUMMARY
PRIMARY CARDIAC LYMPHOMA: A
CASE REPORT
Primary cardiac lymphoma (PCL) is a rare
entity, accounting for only 1% - 2% of all cardiac
tumors. Because of its rarity and variable clinical

'Bénh vién Trung Uong Qudn dgi 108
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Ngay duyét bai: 28/9/2024

276

presentation, early diagnosis is challenging. In
this report, we describe a case of PCL that was
successfully diagnosed and treated at 108
Military Central Hospital. That is a 66 - year- old
male, who presented with dyspnea was found to
have a mass in the right ventricle causing severe
tricuspid valve stenosis. Biopsy via cardiac
catheterization revealed diffuse large B cell
lymphoma. He was treated with
chemoimmunotherapy and achieved complete
metabolic response after 6 cycles of R-CHOP.
Our aim is to share the findings observed in this
case putting them in relation with data from the
literature.

Keywords: lymphoma, diffuse large B cell
lymphoma, 18 FDG-PET/CT scan, heart
involvement, primary cardiac lymphoma

I. DAT VAN DE

U lympho biéu hién tai tim la u lympho
ngoai hach, bao gom U lympho tim nguyén
phat va u lympho tha phat xam lan dén tim
va/hoac mang ngoai tim. U lympho tim
nguyén phat (Primary cardiac lymphoma,
PCL), dugc dinh nghia 1a u lympho ngoai
hach chi biéu hién tai tim va/hoic mang
ngoai tim, 1a mot bénh hiém gap, chi chiém
2% cac khéi u nguyén phat cua tim va 0,5%
u lympho ngoai hach [1]. Bénh nay thuong
gip hon & nam gigi, véi do tudi trung binh
khoang 63 tudi, tuy nhién bénh c6 thé xay ra
& moi lra tudi. PCL thudng biéu hién o tim
phai, hay gip nhit ¢ tAm nhi phai, sau d6 1a &
tam that phai, tm that trai, tAm nhi trai, vach
lién nhi va vach lién that. Tran dich mang
tim 1 triéu chimg thuong gap, 1én dén 58%
cac truong hop PCL, tham chi c6 thé bién
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ching chen ép tim [6].

PCL thuong la thé u lympho tién trién
nhanh, v&i thé mé bénh hoc hay gap nhat 1a
U lympho té bao B 1on lan téa (DLBCL), cac
thé khéc rat hiém duoc bao cdo [4]. Chan
doan PCL can lay mau mé hoc, bénh pham
c6 thé liy duoc bang sinh thiét noi tam mac
hodc tham chi bang phau thuat, khi can loai
bo khéi u trén 1am sang. Trong mot s trudng
hop dac biét, xét nghiém té bao hoc cua dich
mang ngoai tim c6 thé cho phép bo qua
phuong phép sinh thiét, néu té bao lympho
don dong duoc tim thay bang phan tich té
bao hoc dong chay [10]. Siéu &m tim trong
phan I6n cac truong hop la danh gia hinh anh
dau tién, cho phép danh gid nhanh mac do
cua u. Chyp cong huong tir (MRI) tim va
18-FDG-PET/CT rét hiru ich dé danh gia su
lan rong cua bénh, qua do xac dinh duoc giai
doan cua bénh. Khéng c6 huéng dan riéng
cho diéu tri PCL. Cac phac d6 hoa — mién
dich tri liéu dugc su dung trong cac u
lympho té bao B tién trién nhanh, chang han
nhu cic phac ¢ duva trén R-CHOP hoic R-
CEOP (néu bénh nhan khdng phi hop diéu
tri anthracyclin), la nhirng lya chon tiéu
chuan hang dau trong DLBCL; phac d6 hoa
tri c6 thé thay doi tly theo thé mé bénh hoc.
PCL truéc day duoc coi la bénh ung thu
hach tién Iwong xau; mot phan tich hoi cau
dugc cdng bd gan day hon cho thiy xu
huéng cai thién ty 1 séng sot toan bo, véi ty
I¢ séng sot udc tinh 1a 53% sau 4 nim trong
giai doan 2013-2016, so va&i 38,1% trong giai
doan 2003-2006 [8].

Do hiém gap nén cho dén nay méi c6
mot sb it cac trudng hop PCL duoc béo céo
va danh gid. Trong bdo céo nay, ching toi
mo ta mot truong hop u lympho tim nguyén
phat duy nhit duoc gap va diéu tri thanh
cong tai Bénh vién Trung wong Quan d6i 108

trong nhitng nam qua.

Il. MO TA CA LAM SANG

Bénh nhan nam, 66 tudi, tién st hat
thudc 14 nhiéu nam, trude khi vao vién 1 tuan
xuat hién khé thd kém theo dau tic nguc
nhe, kho thé ca 2 thi khéong lién quan dén
gang swc. Bénh nhan mét moi nhiéu nhung
khong sbt, khong gay st can. Cac triéu
ching ning dan nén bénh nhan duoc nhap
khoa Hoi stc tim mach, Bénh vién Trung
Uong Quan doi 108 diéu tri ngay
14/08/2023. Qua tham kham thdy bénh nhan
khé thd nang, mach khong déu khoang 99
lan/phat, huyét ap 140/99 mmHg, c6 tiéng
thdi tam thu 4/6 & 6 van 3 14, c6 hoi ching 3
giam 2 day phoi. Siéu am tim phat hién tran
dich mang ngoai tim (dich day 10 mm), nhip
tim khong déu trén siéu am, tai vi tri thanh ty
do that phai c6 khéi ting am kich thudc
59x39 mm, di déng theo van 3 14, lam hep
van 3 14 va gay tdng chénh &p qua van 3 14
MaxGP=23 mmHg, Mean=14 mmHg (hinh
1). Siéu am 6 bung c6 tran dich ty do 6 bung
muc d6 vira, cic co quan trong 6 bung binh
thuong. XQ tim phdi phat hién tu goc suon
hoanh trai. Chup CT scan ldng nguc khing
dinh ¢6 khdi trong budng that phai ph hop
Vi siéu &m tim, tuy nhién khong khing dinh
duoc 1a u hay huyét khéi. Bénh nhan duogc
sinh thiét khdi U két hop choc thao dich
mang ngoai tim. Két qua md bénh hoc va
nhuém héa md mién dich cho thay su ting
sinh manh va lan téa cua cac té bao lympho
kich thudc lo6n duong tinh véi CD20, Bcl-6,
MUML1, Ki67 cao (90%), am tinh vgi CD10,
CD3, pht hop véi U lympho té bao B 16n lan
toa (DLBCL), dudi tip khdng thm mam (non-
GCB) theo so d6 phan loai ciia Hans. Két
qua té bao hoc dich mang tim cho thay sy
hién dién cua cac té bao lympho bat thuong.
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A. Hinh anh u bam thanh ty do thét phai;
B. Hinh anh chénh &p van 3 la

Bénh nhan duoc chuyén sang khoa Huyét
hoc lam sang, Bénh vién TWQD 108 sau khi
c6 két qua md bénh hoc. Tai day, bénh nhan
dugc chup PET-CT dé danh gid giai doan
bénh trudc diéu tri. Két qua PET-CT cho
thiy hinh anh tang chuyén hda FDG & that
phai (SUVmax=10), hinh anh day va tran
dich mang phdi tréi, tran dich quanh gan va
cac khoang trong 6 bung, ting nhe chuyén
héa FDG (SUVmax= 2,5), hinh anh tang
chuyén héa FDG khu tri & phic mac thuong
vi (SUVmax=7,3), hinh anh ting chuyén hoa
FDG khu tra thanh tryc trang (SUVmax=9,2)
(hinh 2). Bénh nhén duoc chan dodan DLBCL
giai doan IVA, véi diém IPI thuoc nhém
nguy co cao (4 diém gém tudi cao, giai doan
>3, ECOG PS > 2, ton thuong ngoai hach >
1 vji tri). Trong qua trinh chan doan, bénh
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Hinh 1: Hinh dnh siéu am tim qua thanh nguc ciza bénh nhan

nhan dién bién nang dan, phai nam mot chd &
tuw thé Fowler, thd oxy hd tro 8-10 lit/phdt,
loi tiéu Furosemid véi liéu 48 éng 20 mg
tiém tinh mach lién tuc trong 24 gio qua bom
tiém dién va han ché dich truyén. Sau khi co
day da chan doan, bénh nhan dugc hoi chan
khoa, xay dung ké hoach diéu tri voi phac do
R-CHOP 21 ngay (Rituximab,
Cyclophosphamide, Doxorubicin,
Vincristine, Prednisolon), danh gia bang siéu
am tim sau mdi chu ky, danh gia bang CT
scan hoac MRI tim sau 2 va 4 chu ky. Sau 6
chu ky R-CHOP, danh gia bang 18-FDG-
PET-CT, néu bénh nhan c6 dap tng s& duoc
diéu tri cung c6 thém 2 chu ky Rituximab.
Dién bién qua trinh diéu tri: Sau chu ky
1, triéu chirng kho thd duoc cai thién rd rét,
bénh nhan khéng phai thé oxy, di lai va hoat
dong nhe nhang dugc. Kich thuéc khéi u that
phai va chénh ap van 3 la trén siéu am tim
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giam dan sau mdi chu ky hoa tri. Sau chu ky
4 siéu &m tim tré vé binh thuong (khéng con
phét hién khéi u thanh thit phai va hét chénh
4p van 3 1), bénh nhan tro lai cudc sdng
binh thudng va cé thé lao dong nhe nhang.
Danh gia sau 6 chu ky R-CHOP, bénh dat

dap wng hoan toan vé mat chuyén hoa (PET-
CT am tinh). Bénh nhan duoc diéu tri cang
¢b 2 chu ky Rituximab, sau d6 kham dinh ky
mdi 3 thang. Hién tai bénh nhan dang & trang
thai dap Gmg hoan toan, chua c6 dau hiéu téi
phat.

Hinh 2: Hinh dnh chup PET-CT cia bénh nhan tgi thoi diém trwée diéu tri

A. hinh anh ting manh chuyén héa FDG
& that phai (SUVmax=10); B. tran dich mang
phoi trai ting nhe chuyén hdéa FDG
(SUVmax= 2,5), hinh anh ting chuyén hoa
FDG khu trd ¢ phic mac thuong vi
(SUVmax=7,3)

ll. BAN LUAN

Do tinh trang U lympho biéu hién tai tim
rat hiém gdp nén cho dén nay, chi c6 mot s6
it b4o co ca lam sang va béo céo téng quan
dugc cdng bé; trong d6 cac bao cio tong
quan phai dua trén sb luong bénh nhan trong
thoi gian dai, vai nhirng cach quan ly diéu tri
bénh khac nhau. Petrich va cong su [7] da
bdo cao 197 truong hop U lympho lién quan
tim trong giai doan 1949-2009, trong do6 68%
bénh nhan dap (ng cac tiéu chi nghiém ngat
cua PCL. Thai gian séng thém toan bo (OS)
duoc bao cao trung binh la 12 thang. Gan
day hon, Chen va cong su di cong bd mot

loat ca bénh U lympho lién quan dén tim tir
nam 2009 dén 2019, bao gdom 101 bénh nhan
PCL [3]. Voigt va cong su [9] bao cdo 616
truong hop ung thu huyét hoc lién quan dén
tim, trong d6 c6 558 bénh nhan U lympho
lien quan dén tim, véi DLBCL chiém 77%
cac truong hop. Qua cac bao céo cho thay,
ton thuong tim do u lympho khong Hodgkin
c6 thé gap & khoang 20% bénh nhan U
lympho khong Hodgkin dwoc sinh thiét tu
thi, tuy nhién U lympho nguyén phat tai tim
lai rat hiém gap va chi chiém 1-2% céc u loai
u &c tinh cua tim. DLBCL dudng nhu 1a thé
U lympho lién quan dén tim hay gap nhat,
chiém khoang 71% céac truong hop, sau do
dén céc thé U lympho Burkitt, bach cau
lympho man/U lympho té bao B nho. U
lympho té bao NK va U lympho Hodgkin
lien quan dén tim mic du di duoc mo ta
nhung cyc ky hiém gip. Ca lam sang cua
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ching tdi 1a ca U lympho biéu hién nguyén
phét tai tim duy nhét tir trudc dén nay duoc
phat hién tai Bénh vién TWQD 108, voi thé
mé bénh hoc 13 U lympho té bao B 16n lan
toa, dudi tip khong tam mam (DLBCL, non-
GCB).

Trong cac béo cdo gan day, PCL c6 thé
gap & cac bénh nhan tudi tir 10-83 nim voi
tudi trung binh Idc chan doan 1a 55-65 nam.
Hau hét bénh nhan déu cd biéu hién triéu
chung vé tim, bao gom suy tim @ huyét (31%
- 78%), dau nguc (19% - 46%) hoaic réi loan
nhip tim (8% -56%). it gap hon 1a hoi ching
tinh mach cha trén (SVC), nudt dau va hién
twong tic mach 1 cac triéu ching dwgc quan
tam chinh. Tuong ty nhu céc u lympho giai
doan dau khac, cac triéu chiing B truyén
théng khong thuong gap, chi duoc md ta ¢
7% - 26% bénh nhan [2]. Piéu nay duoc
phan anh trong ca lam sang dugc trinh bay ¢
day, bénh nhan khéng cé biéu hién sbt, on
lanh, 6 md hoi dém hodc sut can. Bénh nhan
c6 biéu hién suy tim phai nang va tién trién
nhanh nhu: khé thd NYHA 3-4 (mac do
ning nhat), phu toan than, phai nam tu thé
Fowler dé han ché méu vé that phai, tho oxy
lién tuc.

Hau hét cac truong hop PCL déu c6 bicu
hién khdi mass & tim. C6 thé gip khéiu & ca
bén budng tim, vach lién nhi, vach lién that
va mang ngoai tim. TAm nhi phai la vi tri pho
bién nhat (66% -77% trudng hop) va hau hét
cac trudong hop (Ién toi 92%) déu lien quan
dén tim phai [2]. Thuc té, ca lam sang cua
chung t6i cd khéi u kich thudc 59x 39 mm
bam vao thanh thét phai, di dong theo nhip
dap tim 1am hep gan hoan toan van 3 14, gay
nén triéu chiing suy tim & huyét rat nang cho
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bénh nhan. Cac khéi mass tai tim ngoai u
lympho con gip cac khdi u ac tinh khac cua
tim, nhidm trang, huyét khéi va bat thuong
vé cau trac tim [5]. Nguyén nhan nhiém
tring bao gém viém noi tdm mac do vi khuan
va ap xe co tim. Nhidm nam ciing co6 thé gap
& nhitng bénh nhan bi suy giam mién dich.
Cac nguyén nhan vé bat thuong cau tric bao
gom gan gia, dai diéu hoa va dit day chang.
Huyét khdi cd thé la két qua cua rdi loan
nhip tim, giam van dong hoic do thuyén tic
tir ngudn ngoai vi. Cac khdi u & tim ¢ nhiéu
kha nang 1a di can hon cac khdi u nguyén
phat. U nhay lanh tinh 1a khéi u tim phé bién
nhat, chiém khoang 1/3 sé truong hop.
Sarcoma la nhom bénh &c tinh tim nguyén
phét phd bién nhat & nhitng ngudi ¢6 hé mién
dich binh thuong, vai angiosarcomas 1a dudi
nhém chiém wu thé.

Can phai sinh thiét mé dé chan doan xac
dinh PCL va phéan loai u lympho mét céch
thich hop. Tuy nhién, do tinh chit xam lin
cia viéc lay miu mod tim, cac khdi u tim
thuong duoc khao sat bai nhiéu phuong phap
chan doan hinh anh trudc khi sinh thiét. Hau
hét cac khéi u tim dugc xac dinh lan dau tién
trén siéu am tim qua thanh nguc
(transthoracic echocardiogram - TTE). Mac
du chua c6 phuong phap nao co thé mo ta
dic tinh khéi u téi wu, nhung chup MRI tim,
PET-CT scan déu c6 thé s dung. Thuc té ca
lam sang caa chung t6i duoc phat hién khéi u
that phai bang siéu &m qua thanh nguc, CT
scan khong phan biét duoc 1a U hay huyét
khéi, chan doan xac dinh u lympho chi duogc
dua ra sau khi sinh thiét khéi u qua k¥ thuat
can thiép mach. PET-CT scan duoc thuc hién
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sau d6 dé xac dinh chinh xéac giai doan cua
bénh.

Viéc diéu tri PCL thuong tun theo cac
huéng dan didu tri twong tu nhu cac biéu
hién ngoai hach khac cua cung loai u
lympho. Vi du, trong truong hgp DLBCL,
litgu phap hoa tri mién dich véi xuong séng
rituximab thudng dugc st dung, véi phac dd
pho bién nhat 1a R-CHOP. Trong mot bao
c4o gom 13 bénh nhan PCL, dap ung hoan
toan (CR) dat duoc & 62% bénh nhan su
dung hda mién tri liéu bac mot cho cac thé u
lympho tuwong ung [2]. Tuy nhién, khdng co
bénh nhan nao duoc ghép té bao gdc tai mau
(HSCT) va tai phat duogc ghi nhan ¢ 55%
truong hop, chi yéu 1a & céc vi tri ngoai
hach. M6t cau hoi dat ra la liéu bénh nhan co
can phau thuat cit bo khéi u truge khi bét
dau hoa tri hay khdng. Phiu thuat khan cap
thuong dugc thuc hién ¢ nhirng bénh nhan
¢ hoi chirng SVC, suy tim tién trién nhanh,
hoac c6 cac triéu chirmg khong dién hinh che
khuat chan doan (két hop giita giai quyét
triéu chung 1a ldy bénh pham lam mé bénh
hoc). Tuy nhién, viéc bit dau hoa tri kip thoi
thuong du dé gilp giam nhanh céc trigu
ching nén vai trd cua phau thuat trong diéu
tri PCL thudng han ché. Thai gian séng toan
bo trung binh cua bénh nhan PCL dao dong
tr 3 - 63 thang. Nhiing bénh nhén co triéu
chang suy tim sung huyét va nhirng bénh
nhan khong duogc hoa tri lidu co két qua kém,
V6i thoi gian séng thém trung binh dudi hai
thang. Kha ning séng toan bo tét nhat ¢
nhitng bénh nhan u lympho té bao B tién
trién cham dwoc hoa tri. Trong mot phan tich
hoi ciu quy md 1on & nhitng bénh nhan nay,
ty 1& sbng toan bo trung binh van chua dat

duoc (>5 nim) & nhom bénh nhan séng sau
hon mot thang ké tir khi chan doan [2, 3].
Bénh nhan caa ching tdi, v4i thé mé bénh
hoc 1a DLCBL, non-GCB, duoc diéu tri bang
phac d6 R-CHOP, tuong tu nhu cic bénh
nhan DLBCL khéng c6 biéu hién & tim khac,
két qua triéu chirng suy tim giam rat nhanh
sau chu ky dau tién. Sau 4 chu ky R-CHOP,
khbi u & that phai da bién mat hoan toan va
bénh nhan dat duoc dap ¢ng hoan toan vé
chuyén hoéa sau chu ky (véi két qua PET-CT
am tinh). Do bénh nhan lic chan doan co
diém 4 IPI, thuoc nhom nguy co cao nén
chang toi diéu tri cang ¢ 2 chu ky
Rituximab. Sau d6, bénh nhan dugc chuyén
sang theo ddi dinh ky mdi 3 thang, lan kiém
tra gan nhat bénh nhan van dang dat d4p tng
hoan toan, toan trang binh thuong va tro lai
hoat dong nhu truéc khi mac bénh. Viéc
ghép té bao gdéc tao méu cho bénh nhan
khong dugc dit ra do bénh nhan da > 65 tudi,
nhung ddi véi cac bénh nhan tré tudi, khdng
c6 cac bénh ly phdi hop ning thi nén can
nhic ghép té bao gbc tao mau sém, ngay sau
dap trng hang 1 ¢ cdc bénh nhan cé nguy co
cao (diém IPI cao, Double hit-lymphoma).

IV. KET LUAN

U lympho tim nguyén phét Ia nhitng khoi
u 4c tinh hiém gap cé thé biéu hién véi nhiéu
triéu chirng khong dac hiéu. Do do, viéc chan
doan PCL c6 thé khé khan va thuong yéu
cau khao sét bang cac phuong phap chén
doan hinh anh truéc khi sinh thiét mo. Hoa
tri van la phuong phap diéu tri chinh, véi cac
phac @6 cu thé duoc lya chon dua trén thé
md bénh hoc va bénh ly di kém cta bénh
nhan. Két qua diéu tri rat khac nhau va dang

281



KY YEU CAC CONG TRINH NGHIEN C’'U KHOA HOC CHUYEN NGANH HUYET HOC - TRUYEN MAU

duoc cai thién nho nhitng tién bo trong ligu
phap hoa - mién dich.

Ca lam sang U lympho té bao B I6n lan
toa nguyén phat tai tim, véi biéu hién suy tim
rit nang, tham chi de doa tinh mang da duoc
ching t6i chan doan kip thoi va diéu tri thanh
cdng vai su phdi hop chat ché giira chuyén
nganh tim mach va huyét hoc truyén mau.
Cho thay vai trd cua da chuyén nganh trong
chan doan va diéu tri thé u lympho hiém gap
nay.
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BAO CAO CA LAM SANG:
ULYMPHO KHONG HOGDKIN NGUYEN PHAT TAI TINH HOAN
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TOM TAT

U lympho khéng Hodgkin nguyén phat tai
tinh hoan (Primary Testicular Lymphoma - PTL)
la mot bénh hiém giap cuau lympho khéng
Hodgkin ngoai hach. Bénh chiém ty 18 1% - 2%
trong cac bénh u lympho khong Hodgkin va hay
gap o ngudi 16n tudi. Ching tdi mo ta mot trudng
hop PTL duoc tiép can chan doan va diéu tri da
chuyén khoa tai Bénh vién Trung wong Quan doi
108. Bénh nhan 28 tudi, di kham bénh vi tu so
thay khdi u tai tinh hoan trai mat d6 chéc, 4n
khong dau, kich thuéc tinh hoan trai to dan. Bénh
nhan khéng sét, khong gay sat can, khong ra
nhiéu mo héi ban dém. Kham lam sang phat hién
mot khéi u kich thudc khoang 10 cm, mat do
chic, khong dau & biu bén trai. Bénh nhan da
dugc phiu thuat cét bo tinh hoan trai. Két qua
giai phau bénh ly sau phau thuét 1a u lympho té
bao B I6n lan toa tip khong tim mam. Bénh nhan
dugc chan doan: U lympho khong Hodgkin
nguyeén phat tai tinh hoan trai giai doan lleA, sau
d6 duoc hda tri 6 chu ky R-CHOP (Rituximab,
Cyclophosphamide, Doxorubicin, Vincristine va
Prednisone) va 2 chu ky methotrexate liéu cao
(3g/m2). Sau hoa tri, bénh nhan duoc xa tri bo
trg ving biu vai liéu 30 Gy. Bénh nhan dat dap

'Bénh vién Trung wong Qudn dgi 108
Chiu trach nhiém chinh: Pham Van Hiéu
SDT: 0336929496

Email: bshieu108@gmail.com

Ngay nhan bai: 03/07/2024

Ngay phan bién khoa hoc: 01/08/2024
Ngay duyét bai: 27/9/2024

tmg hoan toan sau diéu tri (danh gia bang
PET/CT) va theo doi dinh ky tai phong kham
huyét hoc mdi ba thang. PTL la bénh ly u
lympho khéng Hodgkin c6 d¢ &c tinh cao va tién
luong xau. Diéu tri PTL 1a da chuyén khoa, két
hop giita phau thuat cat bo tinh hoan, diéu tri hda
chit toan than, diéu tri hoa chat du phong xam
I4n hé than kinh trung vong va xa tri b trg ving
biu.

Tarkhoa: U lympho khong Hodgkin nguyén
phét tai tinh hoan, phau thuat, diéu tri hoa chat,
Xa tri

SUMMARY
CASE REPORT: PRIMARY
TESTISCULAR DIFFUSE NON-
HODGKIN LYMPHOMA

Primary testicular lymphoma (PTL) is a rare
form of extranodal non-Hodgkin’s lymphoma. It
represents for 1% - 2% of non-
Hodgkin’s lymphoma, and mostly affects the
elderly. We describe a clinical case of PTL
managed by a combined multimodal approach at
108 Military Central Hospital. Patient aged 28
years, consulted for an increase in the volume of
the left testicle without associated pain, without
B symptom (fever, night sweater, weight loss).
Clinical examination revealed a large painless
mass in the left scrotal bursa. The patient had
undergone inguinal orchiectomy. Pathological
analysis showed diffuse large B-cell lymphoma
of the testis. The patient was diagnosed primary
disfuse large B cell lymphoma, stage lleA (at left
testical) then received 6 cycles of chemotherapy
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accordingto the R-CHOP protocol (Rituximab,
Cyclophosphamide, Doxorubicin, Vincristine,
and Prednisone) and 2 cycles of methotrexate
transfusion (3g/m2). After chemotherapy, scrotal
radiotherapy at a dose of 30 Gy was delivered.
The patient achieved a complete response
(assessed by PET/CT) and was followed up
periodically at the hematology clinic every three
months. The therapeutic approach is multimodal
and combined based on orchiectomy, systemic
chemotherapy, prophylaxis for central nervous
system invasion with methotrexate and scrotal
radiotherapy. PTL is an aggressive malignant
with a poor prognosis.

Keywords: Primary testiscular lymphoma,
surgery, chemotherapy, radiotherapy

I. DAT VAN DE

U lympho khéng Hodgkin nguyén phét
tai tinh hoan (PTL) 1a bénh ly u lympho
khong Hodgkin ngoai hach it gap [1]. Pay la
bénh 4c tinh cta tinh hoan thudng gip nhat &
nam gioi trén 60 tudi. Bénh c6 tién luong
xau, thuong co biéu hién ton thuong lan tran
sang cac vi tri ngoai hach khac, dac biét 1a
xam lan hé than kinh trung wong va co ty 1é
tai phat cao [2].

Tai Viét nam, c6 it nghién ctru dugc cong
bd vé PTL. Chung t61 bdo cdo mdt ca bénh
PTL & bénh nhan nam 28 tudi, dugc diéu tri
da mo thuc két hop gitra phﬁu thuat, diéu tri
hoa chat toan than, diéu tri du phong xam lan
than kinh trung wong va xa tri bd tro ving
biu.

Il. CA LAM SANG

Bénh nhan V.D.H, 28 tudi, da c6 vo va 2
con, tién sit khoe manh. Thang 3 nam 2023,
bénh nhan thdy xuit hién khéi bat thuong
ving biu trai, kh6i ban dau kich thudc nho
khoang lcm, khéng co loét da. Khdi ton

284

thuong ving biu trai to dan, khong dau. Bénh
nhan khong sdt, khong gy sit can, khong ra
nhiéu md hoi ban dém, dai tiéu tién binh
thuong. Bénh nhan nhap vién vao thang 5
nam 2023, kham lam sang phat hién c6 mdt
khéi u 16n khong dau & ving biu trai kich
thude khoang 10cm, mat do chic, ranh gidi
15 v6i bén lanh, 4n khong dau.

Xét nghiém:

BC: 10,54 G/I, HC: 4,84 T/I; Hb: 143
g/L; TC: 255 G/I

Tay d6: trong gidi han binh thudng

Chtrc nang gan, than trong gidi han binh
thuong, ndng do LDH: 1050 U/I

HBsAg am tinh, Anti HCV am tinh, Anti
HIV am tinh

binh lwgng BHCG (Beta Human
Chorionic Gonadotropin): < 2 mUI/l (trong
£i61 han binh thuong)

DPinh lugng Alpha Fetoprotein (AFP):
1,72 TU/ml (trong gi&1 han binh thuong)

CT scanner co/nguc/bung c6 tiém chat
twong phan: Ton thuong lan téa giy ting
kich thudc toan bd tinh hoan trai, kich thudc
71x 86x 95 mm, tang nhe ty trong trudc
tiém. Sau tiém thudc can quang ngdm thudc
manh (ty trong trudce tiém 36 HU, sau tiém
57 HU) va c6 nhiéu mach mau ting sinh, c6
mot sb 6 khong ngdm thudc dang hoai tir.
Ton thuong dinh, phat trién lan ra dén da biu.
C6 gian tinh mach tinh bén trai, duong kinh
ngang 10mm, day lan téa cac thanh dng ben,
thimng tinh bén trai. C6 nhiéu hach canh b6
mach chu- chau géc trai va sau phic mac,
hach 16n ¢ ngang muc bo trén nga ba chu -
chau kich thudc 58x 70mm, bo da cung.
Chua phat hién ton thuong bat thuong khac
trén phim chup cit 16p vi tinh ving c6 va
vung nguc. Bénh nhan khong dugc chup
PET/CT dé danh gia trudc diéu tri.
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Hinh 2.1: Tén thwong lan téa gdy ting kich thwéc toan bj tinh hoan tréi
trén hinh anh CTScan ciia bénh nhin V.D.H truwéc diéu tri

Hinh 2.2: Nhiéu hach 6 bung trén hinh dnh CTScan ciia bénh nhin V.D.H trwdc diéu tri

Bénh nhén duoc phiu thuét cit bo tinh
hoan trai cing thimg tinh, khong thay xam
14n, ph4 v& vo tinh hoan.

Phan tich giai phau bénh cho thiy: Nhan
xét dai thé, khéi bénh phdm c6 kich thudc
12,5 x 8x 7 cm, mit cit qua u mau xam
bong, u c6 vung vo mdéng; nhan xét vi thé, u
¢ céu trac bai cac té bao nhan hinh da dién
hoac da hinh thai, kich thudc lon, hat nhan
0, rai rac c6 nhan chia. Bao tuwong hep, ua
acid, ranh gidi gitra cac té bao rd, mat do té
bao ting cao, sip xép dang nhi hoidc vi nang.
Cac té bao u duong tinh véi cac markers:
LCA, CD20, BCL2, BCL6, Ki 67 (80%),

MUMI; cac té bao u am tinh véi cac
markers: PLAP, AFP, CD56, Cytokeratin
ael/ae3, P40, CD10, CD3, Cyclin D1. Hinh
anh mé bénh hoc va héa moé mién dich phu
hop v6i u lympho khong Hodgkin té bao B
16n lan toa tip khong tAm mam.

Bénh nhan dugc chan doan xéac dinh: U
lympho khong Hodgkin nguyén phat tai tinh
hoan trai giai doan IleA. Bénh nhan dugc
diéu tri 6 dot hoa chit phac d6 R-CHOP
(Rituximab, Cyclophosphamide,
Doxorubicin, Vincristine va Prednisone),
mdi dot cach nhau 21 ngay. Sau diéu tri 6
chu ky R-CHOP, bénh nhan dugc diéu tri du
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phong xam lan hé than kinh trung wong bang
methotrexate (lidu 3g/m2 da) 2 chu ky. Sau
hoéa tri toan than bénh nhan dat lui bénh hoan
toan trén PET/CT. Bénh nhan dugc xa tri bd
tro ving biu (vao tinh hoan d6i bén, mao tinh
hoan, thirng tinh va mang tring) véi liéu tiéu

chuan 20 fx/30 Gy. Hién tai, sau 8 thang tur
khi két thic diéu tri xa tri b trg, bénh nhan
dat dap tng hoan, theo ddi va tai kham dinh
ky moi 3 thang tai phong kham chuyén khoa
huyét hoc.

10:52:40 S .
Hinh 2.3: Hinh anh PET/CT ciia bénh nhén V.D.H dat ddp irng hoan toan sau diéu tri,
khéng con ton thwong ting chuyén héa FDG khu tri bt thwong

Il. BAN LUAN

U lympho khéng Hodgkin nguyén phét
tai tinh hoan (PTL) 1a mot bénh 1y hiém gip,
chiém ty 1& dudi 1% trong cac bénh Iy u
lympho 4c tinh khéng Hodgkin, 4% trong s6
tat ca cac u lympho 4c tinh khong Hodgkin
ngoai hach va 1% - 7% cac khéi u 4c tinh &
tinh hoan. Bénh thuong gap & nam gioi trén
50 tudi v6i do tudi trung binh 13 65 tudi. Tuy
nhién cac cong bd gan day cho thiy, bénh co
thé dugc chian doan & nhitng ngudi tré tudi
hon [2]. Bénh nhan cua chiing t6i con tré va
chi méi 28 tuoi.

Triéu ching hay gip 1a so thay khdi u tai
tinh hoan, kich thuéc tinh hoan to dan trong
vai thang ma khong dau. Khéi u tinh hoan c6
kich thudc khac nhau, mat do chic, c6 thé &
mdt bén hodc hai bén, hay gdp hon ¢ 2 bén
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[3]. Bénh nhéan cua chiing t6i bi u tinh hoan &
mdt bén (bén trai).

Bénh c6 thé kém theo sbt, gay sat can
hodc ra nhiéu md hoi ban dém (hdi chimng B).
Su biéu hién cua céc triéu churng toan than la
déu hiéu dy bao vé su xam lan cua khdi u va
duogc quan sat thdy ¢ 25% dén 41% bénh
nhan ¢ giai doan bénh tién trién [4]. Bénh
nhan cta ching t6i khong c6 biéu hién cta
triéu chung toan than (hoi ching B).

Cac xét nghiém can thiét dé chan doan
xac dinh va danh gié giai doan cua bénh bao
gém: xét nghiém mau, huyét tiy do, sinh
thiét tiy xwong. Siéu am biu I xét nghiém
dau tién dé phat hién khéi ton thuong tai tinh
hoan. Siéu am thuong dugc két hop véi
Doppler dé phat hién cac ving giam am lan
tda hodc khu tra va tdng sinh mach mau tinh
hoan. Nong dd Lactate dehydrogenase
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(LDH) tang cao, trong khi BHCG va AFP
hiém khi tang [5]. O bénh nhén ctia ching toi
¢6 ndong d6 LDH ting cao (1050 U/I), ndng
do BHCG, AFP trong giéi han binh thudng.
Vi¢c danh gié giai doan dya trén chup ct 16p
vi tinh toan than co6 tiém chét tuong phan
hodc PET/CT c¢6 nhiéu gia tri trong vi¢c 1ap
ké hoach diéu tri cho bénh nhan. PET/CT c6
dd nhay hon trong vi¢c phat hién cac ton
thuong u lympho ngoai hach, vi vdy nén
dugc str dung dé danh gia giai doan trudc
diéu tri va danh gia dap ung sau khi két thuc
diéu tri. Phan chia giai doan theo Ann-Abor
cling dugc ap dung véi u lympho khong
Hodgkin nguyén phat tai tinh hoan. Bénh
thuong gap ¢ giai doan khu trt (giai doan I,
IT) v6i 70% - 80% céc trudng hop chan doan,
giai doan lan tran (giai doan III - IV) hiém
gap hon [4].

Phan nhém md bénh hoc phd bién nhét 1a
u lympho té bao B 16n lan toa, chiém khoang
80 - 90% cac truong hop u lympho tai tinh
hoan. Nhuém héa md mién dich, céc té bao u
thuong biéu hién cac dau an dong té bao B
nhu CD19, CD20, CD22, CD79a va PAXS.
U lympho té bao T va u lympho Burkitt tai
tinh hoan ciing di duoc mo ta trong mot sb
truong hop.

Do ty 1¢ mic bénh thdp nén chua co thir
nghiém pha III ngiu nhién nao dugc tién
hanh va phuong phap didu tri dya trén dir
liéu tir cac thur nghiém giai doan II va cac
nghién ctru hdi ctru. Phuong phap diéu tri da
md thitc bao gdm: phdu thuit cit bo tinh
hoan, diéu tri hda chét va xa tri bo trg.

Phdu thuat cit bo tinh hoan co gid tri dé
chan doan xac dinh va diéu tri [6]. Sau phau
thuat, hoa tri véi phéc dd R-CHOP, sau d6 la
diéu tri du phong xam lan hé than kinh trung
wong va xa trj vao ving biu (bao gdm tinh
hoan d6i bén, mao tinh hoan, thing tinh va

mang trang) 1a phuong phap diéu tri tiéu
chuan cho PTL. V& diéu tri du phong xam
1an hé than kinh trung wong, hai lya chon c6
thé duoc can nhic sir dung bao gém: tiém
hoa chit ndi tiry sdng voi methotrexate hoic
truyén hoa chit methotrexate lidu cao toan
than. So sanh gitra hi€u qua cua hai phuong
phap nay van con nhiéu tranh cii
Methotrexate 1a thuc phan tir nho, do vay
khi diéu tri v6i lidu cao truyén tinh mach, c6
thé di qua hang rio mau ndo gy doc té bao
trong nhu mé ndo, trong dich ndo tuy &
khoang duéi nhén voi ndng do thude cao
hon. Trong khi d6, tiém noi tiy bang
Methotrexate khong dam bao nong do thude
ddng déu, dic biét khi di qua hang rao mau
ndo, lam giam hiéu qua tac dung gay doc té
bao cua thude [7].

Bénh nhan dugc diéu tri bang phau thuat
cit bo tinh hoan sau d6 hoa tri liéu ma khong
xa tri bo trg viing biu c6 nguy co tai phat cao
hon, dac biét 1a tai phat ¢ tinh hoan dbi beén.
Theo mot sd tac gia, ty 1& tai phat wdc tinh
khoang 25%. Nguyén nhan c6 thé do thudc it
c6 kha ning ngdm vao mé tinh hoan lanh.
Két qua cua nhiéu nghién ctru ching minh
réng xa tri bd tro vung biu cai thién thoi gian
song con toan bd ciing nhu thdi gian séng
khong bénh cho bénh nhan. Li¢u phép xa tri
bo tro ving biu (bao gdm tinh hoan dbi bén,
mao tinh hoan, thirng tinh va mang tring) véi
liéu tiéu chuan 30 Gy c6 ¥y nghia trong viéc
cai thién kha nang sdng con toan by, ciing
nhu gidm ty 1€ tai phat tai tinh hoan tir 35%
xudng 10% [8].

Tién luong cia bénh u lympho khong
Hodgkin nguyén phéat tai tinh hoan thudng
xau véi ty 1 sdng con toan bd sau 5 nim
khoang 17% - 48% va c6 lién quan dén cac
yéu t6 nhu: giai doan bénh, tudi cao, triéu
ching B va diém chi s6 tién luong qubc té
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(IPT) cao. Mitc LDH tang cao ciling c6 lién
quan dén muc d6 xam lan cua khéi u. Viéc
ap dung liéu phap da mo thirc trong diéu tri
cdi thién ty I¢ séng thém toan bd sau 5 nam
tr 30% lén 86,6%. Tuy nhién, bénh hay tai
phat, dac biét & h¢ than kinh trung vong, mac
du ap dung cac lidu phap diéu tri tiéu chuan
trong thuc hanh 1am sang [8].

IV. KET LUAN

PTL 1a mot thé u lympho khong Hodgkin
ngoai hach hiém gip va c6 do ac tinh cao.
Bénh dugc dic trung bdi su lan rong dén cac
vi tri ngoai hach khac, dac biét 1a & h¢ than
kinh trung wong, ty 1€ tai phat cao va tién
lwong xdu. Viéc quan Iy va diéu tri doi hoi
mdt cach tiép can da mo thirc bao gdm phau
thuat, héa trj lidu, xa trj bd trg tinh hoan déi
dién va céc hach vung lién quan.
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BAO CAO HAI TRUO'NG HO'P VIEM NOI TAM MAC NHIEM KHUAN
cO THIEU MAU HONG CAU NHO NHU'Q'C SAC
TAI BENH VIEN PAI HOC Y HA NOI

Nguyén Chi Thanh!, Nguyén Quang Tlng?,

Pwong Thi Thuy Hwong!, Pham Thi Thanh Ngal, Hoang Thi Thu Thuy?

TOM TAT.

Viém noi tdm mac nhiém khuén 13 bénh ly
nang do nhiém khuan tai mang tim véi nguy co
tr vong cao. Ti & mic bénh va ti 1& tir vong
twong ddi cao 1én téi 30% trong 30 ngay nén viéc
chan doan kip thoi viém noi thm mac nhiém
khuan Ia rat quan trong dé tranh céc bién chimng
nguy hiém nhu hé van tim, suy tim, bién cé tic
mach va nhiém tring huyét,...Bénh c6 biéu hién
da dang, trong d6 thiéu mau la triéu chung phd
bién véi thiéu méau binh sic kich thudc binh
thuong chiém téi 70-90% cac truong hop. Bénh
nguyén thiéu mau thuong do nhidm tring va
viém man tinh, mot sé it truong hop do tan mau.
Chung t6i bao cdo hai truong hop bénh nhén
Viém noi tim mac nhidm khuan c6 bénh nguyén
thiéu mau hong cau nho nhuoc sic khac nhau tai
Bénh vién Dai hoc Y Ha Noi.

Tir khod: Viém ndi tim mac nhiém khuan,
Thiéu mau hdng cau nho nhuoc sic

SUMMARY
REPORT OF TWO CASES OF
INFECTIOUS ENDOCARDITIS WITH

1Bénh vién Pai hoc Y Ha Ngi

2Truong Dai hoc Y Ha Ngi

Chiu trach nhiém chinh: Nguyén Chi Thanh
SDT: 0968460593

Email: dr.chithanhnguyen@gmail.com
Ngay nhan bai: 08/07/2024

Ngay phan bién khoa hoc: 01/08/2024
Ngay duyét bai: 30/9/2024

HYPOCHROMIC MICROCYTIC
ANEMIA AT HANOI MEDICAL
UNIVERSITY HOSPITAL

Infectious endocarditis is a serious disease
caused by infection of the pericardium with a
high risk of death. Morbidity and mortality rates
are relatively high, up to 30% in 30 days, so
timely diagnosis of infective endocarditis is very
important to avoid dangerous complications such
as valvular regurgitation, heart failure, Vaso-
occlusive events and sepsis, etc. The disease has
diverse manifestations, in which anemia is a
common symptom with normal-sized anemia
accounting for 70-90% of cases. The etiology of
anemia is often due to infection and chronic
inflammation, and in a few cases due to
hemolysis. We report two cases of patients with
infective  endocarditis and hypochromic
microcytic anemia at Hanoi Medical University
Hospital with different manifestations and
progression.

Keywords: Infectious
hypochromic microcytic anemia.

endocarditis,

I. DAT VAN DE

Viém nodi tdm mac nhiém khuéan
(VNTMNK) 1a bénh ly nhiém khuan ¢ mang
tim, thuong do vi khuan (hay gap 1a cac vi
khuan streptococci hoic staphylococci) hoac
nam.12 Triéu chiing phd bién 1a sbt va thoi
tam thu & mom tim, budn ndn, thiéu mau, tac
mach, sui ndoi mac co tim hodc van tim.
Thiéu méu 1a triéu chang phd bién trong
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viém nodi tdm mac nhiém khuan, c6 béo céo
cho thay, thiéu méau chiém khoang 29% bénh
nhan VNTMNK. Tuy nhién thiéu mau &
bénh nhan viém noéi tdm mac nhiém khuan
thuong 1a thiéu mau binh sic va khong ting
hong cau ludi (khoang 70-90%).2 Thiéu mau
0 bénh nhan VNTMNK thuong do tinh trang
Viém man tinh, tuy nhién ciing c6 thé phéi
hop véi cac nguyén nhan khac. Ngoai ra, mot
s6 truong hop viém noi thm mac nhiém
khuan c6 biéu hién tan méau duoc béo céo.*
Dua vao dic diém thiéu mau caa bénh nhan
c6 thé dan tgi nham lan va khé khan trong
chan doan. Do d6, dé hiéu rd hon vé bénh ly
VNTMNK va cac dic diém thiéu mau & bénh
nhan VNTMNK, gip hd tro cho chan doan
va theo ddi diéu tri, ching tdi bao c4o hai
truong hop bénh nhan VNTMNK c6 thiéu
méau hong cau nho nhuoc sic tai Bénh vién
Pai hoc Y Ha Noi.

II. DOl TUONG VA PHUONG PHAP NGHIEN cUU
Péi twong nghién ciru: Hai bénh nhan
dugc chan doan Viém nodi tdm mac nhiém
khuan c6 thiéu mau hdng cau nho nhuoc sic.
Phuong phap nghién ciu: Mo ta, hoi
cuu.

Cac ki thuat si¢ dung trong nghién
cwu: Kham lam sang, thu thap céc théng tin
vé trieu chirng 1am sang. Cac xét nghiém
thuc hién: Téng phan tich té bao méu ngoai
vi, Huyét d6, Coomb truc tiép, Coomb gian
tiép, Pinh lwong sit huyét thanh, ferritin,
transferin, Bilirubin toan phan, bilirubin gian
tiép, protein toan phan, albumin, dinh lwong
IgA, IgM, IgG, Siéu am tim,...

CA4c tiéu chuan sir dung trong nghién
cieu: Tiéu chuan chian doan Viém ndi tam
mac nhiém khuan dua theo tiéu chuan DUKE
sira d6i bao gom cac tiéu chuan chinh va tiéu
chuan phu.” Tiéu chuén chinh:
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- Ciy méau duong tinh (Vi khuan dién
hinh gdy VNTMNK tir 2 lan cdy mau riéng
biét: lién cau viridans, streptococcus bovis,
vi khuan nhém HACEK, tu cau vang, hoac
enterococcus mac phai ngoai cong dong ma
khéng c6 mot 6 nhidm nguyén phat, hoic vi
khuan co6 thé gdy VNTMNK tir > 2 lan cdy
mau cach nhau trén 12 gio, hodc tur ca 3 hay
da sb trong > 4 1an cdy mau ma lan dau va
lan cudi cach nhau > 1 gid, hodc 1 lan cay
mau dwong tinh vdi Coxiella burnetii hodc
hiéu gia khang thé IgG khang pha 1 trén
1/800)

- Ton thwong trong tim (Ton thuong
VNTMNK trén siéu am tim (nén lam siéu &m
tim qua thuc quan cho bénh nhan c6 van tim
nhan tao, bénh nhan c6 dau hiéu lam sang
nghi VNTMNK hoic ¢ bién chirng nhu ap-
xe canh van; siéu am tim qua thanh nguc véi
c4c bénh nhan khac). Siéu 4m tim thdy manh
sui di dong, ap-xe, duong do trong tim, thung
|4 van hoac sut mot ph'?m van tim nhan tao
moi xuit hién. Ton thuong canh van duoc
xac nhan baoit MSCT tim.

Tiéu chuén phu:

- Bénh tim c6 nguy co hoac tiém chich
ma tuy.

- S6t kéo dai tir 380 C trd 18n.

- Hién tuong mach mau: thuyén tic dong
mach, nh6i méau phoi nhiém khuan, phinh
mach hinh nim, xuét huyét ndi so, xuat huyét
két mac, ton thuong Janeway.

- Hién tuong mién dich: viém cau thén,
ndt Osler, chdm Roth, yéu t6 dang thap.

- Céy mau duong tinh nhung khéng du
dé 1a tiéu chuan chinh (vi du 1 1an duong tinh
V6i tu cau coagulase &m) hoic bang ching
huyét thanh hoc ctia nhiém khuén dang hoat
dong boi vi khuan cé thé gady VNTMNK.

Chan dodn xac dinh VNTMNK khi c6
hai tiéu chuin chinh hodc mét tiéu chuan
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chinh va ba tiéu chuan phy hodc c6 niam tiéu
chuan phu. Nghi ngd VNTMNK khi c6 mot
tiéu chudn chinh va mot tiéu chuan phy hoic
¢6 ba tiéu chuan phu

Il. BAO CAO CA BENH

3.1. Trwong hop lam sang 1

Bénh nhan Nguyén Vin T, 26 tudi, nam.
Tién sir ¢6 thdng lién thét 16 nho tir bé, chua
diéu tri gi. Khoang 2 thang nay, bénh nhan
ho khan nhiéu. Khoang 2 tuan trugc vao
vién, bénh nhan xuét hién mét moi tiang dan,

thinh thoang khé the, sét nhe (khong do
nhiét do), chong mit. Bénh c6 biéu hién mét
moi, chong mat nén bénh nhan di kham
chuyén khoa Huyét hoc dé tim nguyén nhan.
Biéu hién lam sang: Da, niém mac nhot,
khong xuét huyét dugi da, khong chay mau
chan ring, khong chay mau mii, sot nhe 37,7
d6 C, thoi tam thu 3/6 tai mom. Huyét ap:
110/70 mmHg, tim 102 chu ky/phat. Xét
nghiém tong phan tich té bao méu trong qua
trinh diéu tri:

Bdang 1: Dién bién xét nghiém té bao mdu trwong hep bénh nhin 1 trwéc phiu thudt.

Ngay xét| Hb MCHC | RDW PLT

nahiem | @n  |MCV ED|MCH@Eg)| © ) oo |BCCD| e,
22/2 83 75 24 312 16 17,09 215
24/2 92 79,1 25 310 16,3 11,8 212
1/3 93 79,7 26 321 18,2 11,83 201
8/3 100 79,7 27 339 21,1 8,31 199
16/3 107 81,5 27 330 19,1 8,3 236
26/3 122 82 28 340 19 11,75 267

bong méau PT 79%, rAPTT 1.14, (TT
1.3, Fibrinogen 3.79 g/l, Hong cau luéi
1.82%, Coomb TT (-), Coomb GT (+). Sinh
hod méu: Sit huyét thanh 1.8 (umiL),

(mg/dL), AST 27 U/l, ALT<5 U/l, GGT 53
U/l, Protein toan phan 82.6 (g/L), Pro-
Calcitonin  0.64 (ng/mL), Albumin 30.8
(g/L), Binh luong IgA 308.8 (mg/dL), IgM

Ferritin 1025 (ng/mL), transferin 154 340.8 (mg/dL), 1gG 2709 (mg/dL).
Bdng 2: Dién bién xét nghiém sinh hod mdu trwong hep bénh nhéin 1 trwéc phdu thudt
Ngay xét nghiém CRPhs (mg/dL) | AST (U/l) | ALT (U/l) | Creatinin (um/L)
22/2 13 27 <5 97
1/3 18 87
8/3 2,15 27 11 97
16/3 0,48 25 9 87

Cady mau hai tay 2 lan cach nhau >1 gio ngay 29 thang 2, phat hién vi khuan
Streptococcus, alpha-hem. HIV am tinh, Ki sinh tring sét rét &m tinh.
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Khong thay hinh anh bat thuong trén
phim chup X-quang phdi. Siéu am tuyén giap
va ving ¢ binh thuong, siéu am 6 bung ¢
hinh anh lach to, doc lach 15¢m, nhu mé déu,
gan khong to. Siéu am Doppler tim: Thong
lién that phin quanh mang, dwong kinh
11mm, shunt trai phai, chénh ap qua 156 théng
96mmHg. Khong thong lién nhi, dng dong
mach dong kin. Mat cat truc ngan qua van
d6ng mach chu c6 phi dai phan co that phai
gdy hep duong ra that phai, chénh ap
121/65mmHg. Phan ndi mac that phai phia
duong ra that phai bé mat co nhiéu dai td
chac dam am di dong, dai lsn nhat kich
thudc 6x2mm. Nhip tim nhanh trong Itc lam
situ &m 114 ck/ph. Thong lién that phan
quanh mang, 16 I6n, shunt trai phai, chénh ap
cao. Hep duong ra that phai mac d6 ning,
theo d&i sui van dong mach phdi va noi mac

-~
Hinh 1: Hinh dnh siéu am doppler tim bénh nhan 1

phan co that phai. That trai gidn nhe, chic
nang tam thu that trai con bu. Bénh nhan
dugc chan doan Viém nodi tdm mac nhiém
khuan- Thong lién that shunt trai- phai. Diéu
tri bao gom khang sinh (Gentamicin +
Ceftriaxon 22 ngay) va phau thuat va théng
lién that, mo rong duong ra that phai, sta
van dong mach phdi. Ngoai ra bénh nhan
duoc truyén khéi hong cau sau khi nhap vién
(24/2) 1 don vi 350ml. Ngay 26/3, sau khi
phau thuat, bénh nhan dugc truyén huyét
twong tuoi dong lanh 200ml x 3 don vi va
khdi hong cau 250ml x 3 don vi. Hau phau
ngay tha 9: BN tinh, da, niém mac hong,
khong sot, khdng kho tho, SpO2 98% khi
phong, vét md khd. BN ra vién, diéu tri
khang sinh du phong. Theo ddi xét nghiém
tong phan tich té bao mau ngoai vi sau phau
thuat:

Bdng 3: Dién bién xét nghiém té bao mdu trwong hep bénh nhan 1 sau phdu thugdt

Ngay xétnghiem | HP | MCV [ MCH | MCHC | RDW | BC PLT
i (a/n) (fL) (p9) (g/L) (%) (GIL) | (GIL)
26/3 (Trudc truyén) | 88 79,7 27 337 17,9 9,66 222
26/3 (Sau truydn) | 111 | 827 28 335 171 | 17,96 | 185
27/3 115 | 82,9 28 332 17 17,05 | 186
28/3 110 83 28 339 169 | 1881 | 160
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Sau phau thuat va diéu tri tinh trang viém
on dinh, bénh nhan ra vién va tai kham sau 1
thang, két qua téng phan tich té bao mau
ngoai vi khdng c6 thiéu mau, kich thudc
hong cau binh thuong: (Ngay 7/5) Hb 144g/l
(MCV 85.3 fL, MCH 28 pg, MCHC 332
g/L), BC 10.32G/L, TC 245G/L.

3.2. Trwong hep l1am sang 2

Bénh nhan Lau Thi L, 18 tudi, nit, dan
toc H’mong. Tién st chua phat hién bénh ly
man tinh. Pi kham vi mét moi, chdong mat,
s6t. Céach vao vién 4 thang, bénh nhan xuat
hién s6t thanh con, di kham tai bénh vién

huyén diéu tri khong cai thién. Khoang 2
tuan trudc vao vién, bénh nhan mét moi tang,
chong mit, kém dau bung ving quanh rén,
s6t 38 do C, di kham phat hién viém noi tam
mac nhiém khuan nén chuyén Bénh vién Dai
hoc Y Ha Néi diéu tri tiép. Lam sang bénh
nhan c6 da, niém mac nhot, khdng xuat huyét
dudi da, khdng chay mau chan rang, khong
chay mau mii, sot 38 d6 C, kh6 tho NYHA
11, Thoi tam thu lién tuc khoang gian suon Il
canh wc trdi. Can nang 38kg, Chiéu cao
142cm, BMI 18.85 kg/m2. Xét nghiém tong
phan tich té bao méau ngoai vi:

Bdng 4: Dién bién xét nghiém té bao mdu trwong hop bénh nhin 2 trwéc phiu thudt

Noayxet | Hb 1oy diymeh pg| MEHC | RPW lec iy LT G1L)
nghiém (10) (9/L) (%)
2406 107 77 25 328 17.1 6,54 71
2706 92 76,8 25 323 18,1 6.18 90
29/6 01 791 | 244 308 17,6 6.41 168
17 89 78,1 24 313 16,3 757 204

Huyét db: Hong cau ludi 0.67%, khong
gap manh v& hdng cau, hinh thai hdng cau
khong cé gi dac biét. Bién di huyét sic td
binh thuong (HbAL 97.4%, HbA2 2.6%).
bong mau: PT 85%. Xét nghiém sinh hoa
mau: Sat huyét thanh 7.5 (um/L), ferritin 415

(ng/mL), transferin 160 (mg/dL), Bilirubin
TP 6.0 (um/L), protein TP 80.7 (g/L),
Albumin 30.6 (g/L), Pinh lugng IgA 462
(mg/dL), 1gG 2951 (mg/dL), IgM 340
(mg/dL), Coomb truc tiép (+), Coomb gién
tiép (-).

Bdng 5: Dién bién xét nghiém sinh hod mdu trwong heop bénh nhén 2 trwéc phdu thudt

Ngay xét nghiém | CRPhs (mg/dL) | AST (U/l) | ALT (U/l) | Creatinin (um/L)
25/6 11,7 96 40 92
2716 7,35 88 48 69
1/7 1,7 50 39 69

Cay mau hai tay 4 lan dwong tinh vai Streptococcus mitis (Cach nhau > 1 gio).
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Adut Feno
26

13

13e¢m

Ele)

16 cm

100 bpm

Hinh 2: Hinh anh siéu am tim ¢ bénh nhdn 2

Siéu 4am tim: Con dng dong mach, dudng
kinh phia dong mach chi 7mm, phia dong
mach ph6i 5Smm, shunt lién tuc trai phai,
chénh ap cao. Hinh anh sui bam tir vi tri dng
dong mach, lan doc ndi mac thanh trai dong
mach phéi. Bénh nhan duoc chan doan
Viém ndi tAm mac nhiém khuan, duogc didu

tri khang sinh Ceftriaxon+ Amikacin. Bénh

nhan duoc phau thuat dong dng dong mach,
liy sui than dong mach phdi ngay 18/7.
Trong qua trinh phau thuat, bénh nhan duoc
truyén 2 khéi hdéng cdu 350ml va 3 khdi
huyét tvong tuoi dong lanh 250ml. Theo d&i
xét nghiém tong phén tich té bao mau ngoai
vi sau phau thuat:

Bdng 6: Dién bién xét nghiém té bao mdu trwong hep bénh nhan 2 sau phdu thugt

Ngayxet|  Hb 1oy ¢umen (pg| MEHC | RPW lec ey LT (G1L)
nghiém (10) (9/L) (%)
2017 95 82,8 27 324 173 | 874 146
2417 94 84.4 27 322 18 7,03 263
2717 99 84.7 27 324 18,5 76 154

Sau phau thuat va diéu tri khang sinh,
tinh trang viém 6n dinh, bénh nhan ra vién
diéu tri thudc va theo doi tiép.

IV. BAN LUAN
Viém ndi tdm mac nhiém khuén 1a bénh
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ly nhidm khuin mang trong cua tim, do
nguy@n nhan vi khuan hoic vi nim, hoac mot
s6 truong hop hiém gap do vi khuan khong
dién hinh nhu Clamydia, Rickettsia. 1Viém
noi tdm mac nhiém khuan 1a moét bénh ly
nang, thuong biéu hién véi cac triéu chang



TAP CHi Y HOC VIET NAM TAP 544 - THANG 11 - QUYEN 1 - SO DAC BIET - 2024

khong dic hiéu nhu thiéu mau va céc triéu
chung toan than. Do ti 16 méc bénh va ti I8 ti
vong twong dbi cao 1én téi 30% trong 30
ngay nén viéc chan doan kip thoi viém noi
tam mac nhiém khuan 1a rat quan trong dé
tranh céc bién chung nguy hiém nhu ho van
tim, suy tim, bién cb tic mach va nhiém
trung huyét,...5Viém noi tdm mac nhiém
khuan thuong gap o nhitng bénh nhan cé ton
thuong ndi tdm mac bam sinh hozc méc phai
nhu bénh van tim hoac tim bam sinh, van tim
nhan tao hoic thiét bi hd tro tim.6 Ngoai ra
con gap ¢ nhitng bénh nhan c6 nguy co ngoai
bénh Iy tim mach nhu st dung thudc tiém,
truyén tinh mach, ding thuéc ac ché mién
dich hodc thu thuat nha khoa hoic phau
thuat. Trong d6, truong hop bénh nhan tha
nhat c6 tién s chan doan bénh Iy tim bam
sinh 1a thong lién that 16 nho tir bé, tuy nhién
chua diéu tri va khong theo d&i thuong
xuyén, trong khi truong hop bénh nhan tha
hai khong co tién sir bénh ly tim mach hay
bénh Iy man tinh khac. Chan doan viém noi
tdm mac nhiém khuan dua theo tiéu chuan
DUKE sira d6i bao gébm cac tiéu chuan chinh
va tiéu chuan phy.” Ca hai truong hop bénh
nhan ké trén déu co ddy du tiéu chuan chan
doan VNTMNK, trong do truong hop bénh
nhan thir nhit c6 hai tiéu chuan chinh va hai
tiéu chudn phu 13 tién sir bénh tim va st kéo
dai, truong hop bénh nhan thir hai cé hai tiéu
chuan chinh va mét tiéu chuan phy 1a sét kéo
dai.

Thiéu méau 1a mét triéu chiing phd bién
trong viém noi tdm mac nhiém khuan. Thiéu
mau la yéu té6 du bao nguy co trong
VNTMNK, cd gia tri trong tién hrong
bénh.6:8 Tuy nhién, thiéu mau & bénh nhan

VNTMNK chi yéu la thiéu méau binh sac,
kich thudc binh thuong, gap khoang 70-90%.
Ca hai truong hop bénh nhan déu c6 biéu
hién thiéu mau khi nhap vién, tuy nhién dic
diém va mirc d6 thiéu mau khac nhau.
Trudng hop bénh nhan tht nhét, khi di kham
c6 céc trieu ching cua thiéu mau rd rang voi
thiéu mau mac do trung binh (Hb 83 g/l),
bénh nhan cd biéu hién chong mat, da niém
mac nhot va mét moi nhiéu, khé thé nhe. Do
d6, cac biéu hién cua thiéu mau che Iap céc
biéu hién cua tim mach, bénh nhan khéng cé
phu, khéng dau nguc, do d6 biéu hién tim
mach chi 15 rang khi dugc kham thuc thé
thay c6 tiéng thoi tam thu 3/6 tai canh KLS
IV bén trai. Ngoai ra, bénh nhan c6 biéu hién
thiéu mau hong ciu nho nhuoc sic, biéu hién
thiéu mau nay it gap & bénh nhan VNTMNK,
thuong do nguyén nhan do thiéu sat, do bénh
ly tan mau bam sinh. D6 ciing 13 Iy do bénh
nhan di kham chuyén khoa huyét hoc dé tim
nguyén nhan thiéu mau va néu chi tap trung
danh gia cac biéu hién va nguyén nhan cua
thiéu méu hong cau nhoé nhuoc sic hay gap
la thiéu sit va tan mau bam sinh, bénh nhan
c6 thé dé& bi bo st céc triéu chirng tim mach,
dan t6i khong dugc chan doan day du. Trong
khi treong hop bénh nhén tha hai, khi vao
vién bénh nhan c6 biéu hién thiéu mau nhe,
v6i luong huyét sic té 107 g/l, bénh nhan
khéng cd biéu hién chdng mit, biéu hién mét
moi va sét kéo dai vai nhiét d6 cao hon. Do
d6 trieu chang thiéu mau khong phai triéu
chung chu dao va khéng lam che lap céc
triéu chirng tim mach khac.

Bénh nguyén cha yéu cua thiéu méu ¢
bénh nhan VNTMNK la do tinh trang nhiém
tring va viém man tinh. Ngoai ra, thiéu méu
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do tan mau it gap hon, va co thé 1a két qua
cua c4c tén thuong nodi hoic ngoai mach.14
Trong d6 tan mau ndi mach 1a co ché chinh,
do céc chan thuong co hoc, su ¢b dinh b thé
va ton thuong hong cau do doc té vi khuan.
DAau hiéu dic trung cia tinh trang tan méau 1a
c6 hinh anh manh v& hong cau trén nhién
ceu MAu ngoai Vi, haptoglobin huyét thanh
giam va huyét sac té niéu. Trong khi tan mau
ngoai mach duogc thuc hién boi cac dai thuc
bao tai lach. Sau khi chan doan bénh, ca hai
trudng hop bénh nhéan béo cao déu duoc diéu
tri khang sinh phd rong phu hop, nhay véi
loai vi khuan tim thay dua trén két qua khang
sinh d6. Treong hop bénh nhan tha nhat,
bénh nguyén do tinh trang nhiém tring va
viém man tinh, végi biéu hién cac dau an viém
tang cao (CRPhs lan luot 12 13 mg/dLva 11.7
mg/dL tai thoi diém di kham), xét nghiém sat
huyét thanh giam thap, Ferritin ting cao, ting
globulin da dong va tinh trang thiéu mau cai
thién rd khi tinh trang viém 6n dinh. Theo
doi qua trinh diéu tri, & truong hop bénh
nhan thir nhét, cac triéu chang cai thién dang
ké bao gdm ca tinh trang viém va tinh trang
thiéu méau voi xét nghiém CRPhs giam tir 13
mg/dL vao ngay 22/2 xudng con 0.48 mg/dL
ngay 16/3, trong khi lugng huyét sic to tang
tir 92 g/l ngay 24/2 sau truyén khéi hong cau
Ién t&i 107 g/l ngay 16/3. Sau phau thuat 1
thang, bénh nhan duoc diéu tri 6n dinh va tai
khéam, khong con thiéu mau, kich thudc hong
cau tré vé binh thuong. Két qua diéu tri trén
phi hop vé&i bénh nguyén gay thiéu mau
hong cau nho 1a do tinh trang viém man dén
téi rdi loan chuyén hod sét va giam hiéu qua
s dung st trong téng hop té bao mau &
nhirng bénh nhén co6 tinh trang viém nang va
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man tinh nhu VNTMNK. Truong hgp bénh
nhan thi hai, bénh nguyén cua thiéu mau
cling do tinh trang nhiém tring va viém man
tinh voi céc biéu hién tuong ty nhu CRPhs
tang cao, ferritin tang, tdng globulin da dong.
Tuy nhién, trong qua trinh theo ddi diéu tri
bénh, tuy tinh trang viém cai thién véi CRP
giam tr 11.7 mg/dL (ngay 23/6) xubng 1.7
(ngay 1/7), lwong huyét sac t6 ciia bénh nhan
lai ¢6 xu huéng giam dan. Nhu vy, bénh
nguyén cua thiéu mau & bénh nhan tha hai
chua loai trir ¢O tan mau ndi mach hoac
ngoai mach. Sau d6, bénh nhan tht 2 dugc
phiu thuat dong 6ng dong mach, lay sui than
do6ng mach phéi. Sau phau thuat, luong huyét
sic td cua bénh nhan cd tu cai thién sau 1
tuan (Hb 95-> 99 g/l), kich thuéc hdng cau
cai thién c6 xu hudng trd vé binh thuong
(MCV 77-> 82.8->84.7 fL).

V. KET LUAN

Viém ndi tdm mac nhiém khuén 1a bénh
ly ning do nhiém khuan tai mang tim véi
nguy co tir vong cao. Bénh cé biéu hién da
dang, trong d6 thiéu mau la triéu ching phd
bién véi thiéu mau binh sac kich thuéc binh
thuong chiém toi 70-90% cac trudng hop.
Bénh nguyén thiéu mau thuong do nhiém
tring va viém man tinh, mot s it treong hop
do tan mau. Chung t6i bdo cdo hai truong
hop bénh nhan viém noi tdm mac nhiém
khuan c6 thiéu méau hong cau nho nhuoc sic,
véi cac biéu hién thiéu mau khac nhau trén
lam sang, bénh nguyén, dién bién va dap ang
diéu tri ciing khac nhau. Ngoai cac nguyén
nhan chinh gay thiéu mau hong cau nho
nhugc sic nhu thiéu sit hay tan mau bam
sinh, can lwu y t&i cac bénh Iy cé bénh
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nguyén do tinh trang viém man tinh, trong do
viém noi tdm mac nhiém khuan 1a mot
nguyén nhan.
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PANH GIA HIEU QUA XU’ TRI, CHAM SOC BENH NHI BI RO Ri,
THOAT MACH TAI TRUNG TAM UNG THU’
BENH VIEN NHI TRUNG UONG NAM 2023

TOM TAT.

Muc tiéu: Panh gia hiéu qua xir tri, cham
séc bénh nhi bi ro ri, thoat mach.

Péi twong nghién ciu: BN c6 tiém truyén
tinh mach va c6 biéu hién ro ri, thoat mach.

Phwong phap nghién cteu: M6 ta tién cuau.

Két qua: 62 bénh nhi (BN) ro ri thoat mach
duoc ghi nhan va xu tri theo phac d6. Trong sb
cac ca thoat mach, c¢6 10 ca st dung thudc dic
hi¢u (16,1%), 08 ca thay bang rua vét thuong,
06 ca chiéu tia plassma, 03 ca st dung liéu phap
hat ap lec &m, 02 ca chuyén vat da va01 caghép
da. Thoi gian lanh thwong & nhém hoéa chat gay
phdng rop Vinca alkaloids va Anthracyclines la >
5 ngay, cac thude con lai 1a 1-2 ngay (58%) hoic
3-5 ngay (12,9%). Két qua cham soc voi ti lé
lanh thwong khong dé lai seo: 69,4%, lanh
thuong co dé lai seo: 27,4%, chua lanh thuong:
3,2%.

Két luan: Thoat mach Ia mot trong nhiing
bién ching nghiém trong lién quan dén tiém
truyén tinh mach. Nhan biét sém va xir tri dung
cach s& giam thiéu ton thuong cho BN. Quan ly
thoat mach tt nhat 1a giam sat lién tuc vi tri
truyén thude.

YTrung tam Ung thu - Bénh vién Nhi Trung wong
Chiu trach nhiém chinh: Nguy&n Thi Thu Hang
PT: 09083561789

Email: hangnhitw@gmail.com

Ngay nhan bai: 08/8/2024

Ngay phan bién khoa hoc: 08/8/2024

Ngay duyét bai: 27/9/2024
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Nguyén Thi Thu Hing?, Bui Ngoc Lan,
Nguyén Thi Tho, Nguyén Thi Ngoct

Tir khoa: ro ri, thoat mach, héa chat, ung
thu.

SUMMARY
OUTCOME EVALUATION OF

NURSING INTERVENTION IN 1V

INFILTRATION EXTRAVASATION IN
THE ONCOLOGY CENTER -

NATIONAL CHILDREN’S HOSPITAL 2023

Objective: Evaluate the effectiveness of
treatment and care for patients with
extravasation.

Methods: Prospective, descriptive study.

Results: 62 patients with infiltration,
extravasation were identified and managed in
according to the hospital's protocol. For injury
treatment: among the extravasation cases, ten
cases used specific medication (16,1%), eight
cases required dressing changes, six cases
required micro plasma beam, three cases used
NPWT, two cases needed skin flap transfer and
one case needed skin graft. The typical healing
time for the vesicant drugs group Vinca alkaloids
and Anthracyclines is undefined. The other cases
range from 1-2 days (58%) or 3-5days (12.9%).
Atthe end of the study, the rate of wound closure
without scar formation was 69.4%, wound healed
with scar: 27.4% and not fully closures: 3.2%.

Conclusion: Extravasation is one of the
significant complications associated with 1V
therapy. Early recognition and appropriate
management will minimize damage to the
patient. The best management of infiltration and
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extravasationl is continuous monitoring of the
infusion site.

Keywords: infiltration,
chemotherapy, cancer.

extravasation,

I. DAT VAN DE

Ung thu 1a bénh 1y &c tinh, thoi gian diéu
tri kéo dai, ngudi bénh phai tiép nhan sb
lwong 16n thude va hoa chat qua duong tinh
mach. RO ri, thoat mach la mot bién chang
nghiém trong c6 thé xay ra trong qué trinh
diéu tri. RO ri la tinh trang khong c6 y khi
thudc hoac dich truyén khong gay phang
rop thoat ra mé xung quanh. Thoat mach la
tinh trang khong cé y khi thuéc va dich
truyén gay phéng rop thoat ra mé xung
quanh. Khi ro ri, thoat mach xay ra c6 thé
gay toén thuong md, dau, loét trot; hau qua co
thé la nhiém khuan, hoai tir. Nhitng ton
thuong nay gép phan dang ké vao chi phi
diéu tri, thoi gian nam vién va ti l¢ tai phat
bénh cia BN ung thu [1]. Néu nghi ngo co
tinh trang ro ri, thodt mach xay ra, can tién
hanh ngay céc bién phéap xur tri, toi wu nhat Ia
trong vong 24h ké tir khi c6 dau hiéu ro ri,
thoat mach dé giam murc do tén thuong biéu
mé. Can thiép diéu dudng khi xay ra thoat
mach 1a diéu can thiét dé ngin ngira tac hai
va thuc day két qua chim soc tdi vu cho
nguoi bénh [2]. Tai trung tdm Ung thu, Bénh
vién Nhi Trung wong, s6 lwgng BN ngay
cang ting, sd lugng BN can tiém, truyén cac
loai thudc va héa chat ngay cang nhiéu. Cac
loai thubc thuong duoc sa dung géom: Hoa
chat, dung dich wu trwong, dich nudi dudng

I f I
Q | : @ l @ "

Rat toi da
Irong dich

Dirng tiém! Rat kim truyén

truyén

(TPN), khang sinh, thuéc ha ap, thudc can
quang, thudc van mach, ... véi lidu lwgng va
nong do cao, thoi gian kéo dai, nguy co 1o ri
thoat mach rat cao. Thuc té di ghi nhan
nhiéu ca thoat mach gay hau qua nghiém
trong, c6 bénh nhi phai cat cut chi/ tir vong
sau thoat mach. Vi vay, ching tdi tién hanh
nghién ciru dé tai “Danh gia hiéu qua xir tri ,
cham soc nguoi bénh bi ro ri, thoat mach tai
trung tam Ung thu — bénh vién Nhi Trung
uwong nam 2023” v&i muc tiéu: Pdnh gid
hiéu qua xu tri, cham séc BN ung thw bi r0
ri, thoat mach.

I. DOl TUONG VA PHUONG PHAP NGHIEN CUU

Thiét ké nghién ciru: M6 ta cat ngang,
tién ctu.

P6i twong va phwong phap nghién
cuu:

- Phuong phap chon mau: chon mau lién
tiép khdng xéc suat.

- Tiéu chi chon: BN c6 tiém truyén tinh
mach va c6 biéu hién ro ri, thoat mach.

+ D4u hiéu s6m nhan biét tinh trang ro ri,
thoat mach:

v' Pau: Tré phan nan vé dau/ bong rat/
quay khoc, kho dd, kich thich.

v" Dong chay chdm hon binh thuong.

+D4u hiéu muén caa tinh trang ro ri,
thoat mach:

v Phong rop/ loét/ hoai tir

Néu nghi ngd cd tinh trang ro ri, thoat
mach, nguoi bénh dugc X tri theo Iuu dd 6
budc cua Bénh vién Nhi Trung wong [3]:

@ 4 @ .
- r \ @
! ’

Khoanhvingva  Néngcaovitri  Chudm am/
xdc dinh % thodt mach churrm lanh
ton thwrong
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- Ngay sau budc chuom, tly theo % ton
thuong, d6i chiéu danh muc thudc (mau Do -
nhom chat gay phong, mau Vang — nhom
chat gay kich thich, mau Xanh — nhom chét
khéng gay phong) s& co cac hanh dong cu thé

theo huéng dan.
- Céch tinh % ton thuong: Chia ti 1é %

(3)-100-[ o

X: d6 dai vi tri ton thuong (chiéu dai I6n

nhét giira hai diém danh dau)

Y: d6 dai canh tay bénh nhan tir nach dén

ngoén gitra

- Pia diém nghién ciu: Trung tdm Ung

Bdng 1: Thong tin chung vé dich té

thu - bénh vién Nhi Trung vong.

- Thoi gian nghién ctku: 02/2013 —
07/2023.

- X ly dir ligu: phan mém SPSS
Statistics 29.

. KET QUA NGHIEN cU'U

Trong thoi gian 6 thang: tu 02/2023 —
07/2023 c6 62 BN bi ro ri, thoat mach trong
s6 1411 BN c0 tiém truyén tinh mach tai
trung tdm Ung thu, chiém ti 18 4,4% véi dac
diém dich té va 1am sang nhu sau:

3.1. Théng tin chung

Tudi Két qua
1-5T 37 (59,7%)
6-10T 11 (17,7%)
>10T 14 (22,6%)
Gigi: Nam/ Nit 36 (58%)/ 26 (42%)

Noi ¢: Nong thdn/ Thanh thi

42 (68%)/ 20 (32%)

Chéan do4n

U lympho

15 (24,2%)

U nguyén bao than kinh

13 (20,9%)

Bach cau cip

10 (16,1%)

U gan/ u than/u ndo

2 (3,2%)/ 5 (8,1%)/ 5 (8,1%)

Sarcoma xuong 5 (8,1%)
Sarcoma co van 3 (4,8%)
U &c budng triing 2 (3,2%)
S6 1an vao vién
Lan 1 9 (14,5%)
Lan 2/ Lan 3/ Lan 4 8 (12,9%)/ 13 (21%)/ 10 (16,1%)
>4 lan 22 (35,5%)
Bdng 2: Thong tin chung vé thuc trang tinh mach, thei diém va vi tri thoat mach
Thuc trang tinh mach BN Két qua Vi tri bi thoat mach Két qua
R4t d& lay/d2 lay 4% Pau 6%
Binh thuong 31% Ngon ban tay/chan 5%
Kho lay 34% Mu ban tay/chan 48%
R4t kho lay 31% C6 tay/chan 27%
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Thoi diém phét hién Khuyu tay/kheo chan 8%
Sang 11% Cénh/cing tay 4%
Trua 11% Budng tiém (Port) 2%
Chiéu 47%
Toi 31%
Bdng 3: Cac thudc tiém/truyéen khi bj ro ri, thoat mach
Tén thudc/ dich Két qua Tén thudc/ dich Két qua
Adrenalin 2 (3,2%) Human Albumin 2 (3,2%)
Acyclovir 4 (6,4%) Loxen 2 (3,2%)
Bocartin 1 (1,6%) Methotrexat 3 (4,8%)
Cisplatin 2 (3,2%) Mabthera 1 (1,6%)
Daunorubicin 3 (4,8%) Ondasetron 3 (4,8%)
Doxorubicin 2 (3,2%) Spectrila 3 (4,8%)
Dich ly giai u 4 (6,4%) Thudc cin quang 2 (3,2%)
Dich c6 Kali 5 (8%) Vancomycin 5 (8%)
Dich nuéi dudng 5 (8%) Vinblastin 2 (3,2%)
Endoxan 2 (3,2%) Vincran 3 (4,8%)
Etoposide 3 (4,8%) Vinorebine 3 (4,8%)

Nhdn xét: Hau hét cac thudc tiém/ truyén khi bi ro ri, thoat mach thudc nhém gay phong

rop.

thuong trung binh: 4%.

26%
25%
18%
10%
8%
7%
6%
5%
4%
3%
2%
1%

B
B
B
- 2
B!
. 2
B
I
W

e — [}
I 14
_—--0—y |
‘ Bié’q do 1: Mive dé ton thwong khi bi ro ri thoat mach
Nhdgn xét: Hau hét cac ca ro ri, thoat
mach ¢6 mtc d ton thuong <10%. Dic biét
c6 03 ca ¢ muac 18%, 25% va 26%. Ton

3.2. Hiéu qua xiwr tri, chim soc BN ro

ri, thoat mach

100% BN duoc xir tri theo luu do 6 budc
cua bénh vién va dugc chi dinh can thiép
chuyén sau tly theo mirc do ton thuong. Két

qua nhu sau:
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Bdng 4: Cac can thiép chuyén sau

Can thiép Két qua
Xir tri theo phéc do 62 (100%)
Dung thude dic hiéu (Nitroglycerin2%. MagieSulfat15%) 10 (16,1%)
Thay béng rira vét thuong 8 (12,9%)

Chiéu tia Plasma 6 (9,7%)

Liéu phap chan khong 3 (4,8%)

Chuyén vat da 2 (3,2%)

Ghép da 1 (1,6%)

Nhgn xét: Trong 10 ca sir dung thuéc dic hiéu, chi c6 Nitroglycerin 2%.
MagieSulfat15%, khong c6 DMSO, Dexrazoxan hoac Hyaluronidase.

Bdng 5: Két qud xi# tri, chim séc

Thoi gian lanh thwong Két qua
1-2 ngay 40 (64,5%)
3-5 ngay 10 (16,1%)
>5 ngay 12 (19,4%)
Két qua lanh thwong
Lanh thuong KHONG SEO 43 (69,4%)
Lanh thuong CO SEO 17 (27,4%)
Chua lanh thuong 2 (3,2%)
IV. BAN LUAN mach xay ra phan lén & mu ban tay/ chan

Trong khoang thoi gian nghién cau (tur
thang 02/2023-07/2023), c6 62 BN bi ro ri
thoat mach trong tong sé 1411 BN c6 tiém
truyén thudc dudng tinh mach, chiém ti lg
4,4%. Ti & nay khdng cao so véi cac nudc.
Tai Mi, ti 1& BN thoat mach c6 thé 1én dén
11% [4], tai An D0 ti Ié ndy c6 thé dao dong
tir 10% dén 30% [5].

Trong s 62 ca ro ri, thoat mach, do tudi
hay gap 1a 1-5 tudi (59,7%), gisi tinh nam
(58%), chu yéu & néng thon (68%), bénh
thuong gap 1a u lympho, u nguyén bao than
kinh va bach cau cap. Diéu nay phl hop véi
thuc té lra tudi, phan b ving mién va ti I8
diéu tri cac mat bénh tai trung tim Ung thu.
RO ri, thoat mach xay ra nhiéu vao budi trua,
chiéu va téi, it gap budi sang (9,7%). Thoat
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(48%). Pay 1a vi tri diéu dudng dé tiép can
tinh mach nhat nhung dong thoi ciing 14 vi tri
tré hoat dong nhiéu nhat do di lai, cdm niam
d6 vat. Ngoai ra tinh trang thoat mach ciing
Xay ra & cac vi tri c¢b tay, c6 chan (27%),
vung khuyu, vung khoeo (8%). Pay la nhirng
vi tri hay cir dong nén dé trat dudng truyén
gay thoat mach. Do vay trong thuc hanh
chim séc, diéu dudng nén tranh, han ché
chon duodng truyén tinh mach & vi tri cac
khap. Trong nghién ctu, c6 ghi nhan 01 ca
thoat manh khi sir dung budng tiém duéi da
(Port), do d6 diéu dudng ciing can luu ¥,
khong chi quan khi BN ¢6 dudng truyén tinh
mach trung tam. Céc loai thudc/ dich truyén
gay ro ri, thodt mach c6 nhom khéng gay
phong rop (dich ly giai u, Endoxan,
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Mabthera), nhom gay kich thich (Bocartin,
Etoposide...) vd nhém gay phong rop: C6
nong do tham thiu cao (dich pha c6
Glucosel0%, Kali, Canxi, Magie), c6 do pH
phi sinh ly (Vancomycin, Acyclovir), nhém
Vinca alkaloids va Anthracyclines. Diéu nay
hoan toan phu hop véi cac nghién cau trén
thé gigi. Cac nghién ctru cho thay dung dich
c6 nong d6 tham thau cao trén 600 mOsm/L,
pH cuc ky axit hoac bazo (<5 hoac >9), gay
doc té bao va thude co mach co lién quan dén
nguy co 1o ri va téon thuong mé cao hon khi
dung ¢ ngoai vi [6]. Trong nhitng truong hop
nay, viéc lra chon dudng truyén va thiét bi
tiép can mach mau phu hop nhat 1a rat quan
trong dé giam thiéu nguy co bién ching ro ri,
thoat mach. Murc d6 tén thuong khi bi ro ri
thoat mach trong nghién ciru ndy 16n nhit la
26%, nho nhat 1a 1%, trung binh 1a 4%.
Trong nghién ctru cua tac gia Ngoc Thay tai
bénh vién K, duong kinh ton thuong chil yéu
< 3cm [7]. Tuy khong chia %, nhung vi tri
thoat mach <2cm ¢ nguoi 16n dugc danh gia
la nho va phat hién som. Diéu nay cho thiy,
didu dudng can tang cudng hon nita viéc
giam sat duong truyén, giéo duc siac khoe
cho cac BN va gia dinh BN cung phdi hop
theo ddi dé phat hién som tinh trang ro ri,
thoat mach.

Vi 62 BN thoat mach,100% duogc xur tri
theo luu dd cua bénh vién. 05 BN thoat mach
dich pha c6 Kali stt dung thudc dic hiéu la
MagieSulfat15% (ddp gac uwdt tam
MagieSulfat15%, thay gac mdi 1h), 05 BN
thoat mach dich (c6 Glucose 10% hoac
Manitol) dugc bodi Nitroglycerin 2%. Cac BN
thoat mach véi  thudc Doxorubicin,
Daunorubicin c6 chi dinh dung thude dic
hitu Dimethyl sulfoxid (DMSO) hodc
Dexrazoxan; nhém Alkaloid (Vincristin,
Vinblastin, Vinorelbin) c6 chi dinh dung

thuéc dic hiéu Hyaluronidase: khong duoc
thuc hién do khong tim dugc thudc trén thi
trudng tai thoi diém nghién ciru, 08 BN duoc
thay bang rira vét thuong véi cac vat liéu tién
tién (dung dich antiseptic khong gay kich
ung, bao v¢ vi tri thoat mach bé’lng tam déan
silicone trong sudt hodc bang gac chira bac),
06 BN dugc chiéu tia plassma, 03 BN st
dung liéu phap hat ap luc am, 02 BN chuyén
vat da va 01 BN ghép da. Két qua chiam séc
voi ti 1€ lanh thuong khong dé seo: 69,4%,
lanh vét thuong cé dé lai seo: 27,4 %, chua
lanh thuong: 3,2%. So sanh voi két qua
nghién ctru ctia tac gida Ngoc Thay vé hiéu
qua xur tri thoat mach do hoa chat & ngudi
16m, 97,5% BN c¢6 chai cirng sau thoat mach,
37,5% c6 dau rat kéo dai, 2,5% bi loét; dicu
nay cho thiy kha niang phuc hoi ¢ tré em tot
hon ngudi 16n [7]. Trong nghién ctu cuia
chung t61, thoi gian lanh thuong ¢ nhom hoa
chat giy phong rop Vinca alkaloids va
Anthracyclines 1a > 5 ngay, cac thudc con lai
la 1-2 ngay (58%) hodc 3-5 ngay (12,9%).
Trong nghién ctru cua tac gia Minh Tién tai
khoa HAdi stc tich cuc chéng ddc, thoi gian
lanh thwong trung binh 1a 7,1 ngay, nhung
trong danh sach cac loai thudc gdy thoat
mach, khong c6 nhom thudc doc té bao gay
phong rop [8]. Két qua nghién ciru cho thiy
thiét hai do thoat mach héa chit rat 16n,
phong ngilra 14 bién phap tot nhat dé giam
thiét hai.

V. KET LUAN

Qua nghién ciru 62 BN bi ro ri, thoat
mach tai trung tdm Ung thu — Bénh vién Nhi
Trung wong, chiing t6i nhan thay thoat mach
la mot trong nhitng bién chirng nghiém trong
lién quan dén tiém truyén. Nhan biét som va
xt tri ding cach s& giam thiéu ton thuong
cho BN. Piéu dudng chiu trach nhiém danh
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gi4 va quan ly cac ca tiém truyén tinh mach,
gi4o duc BN/gia dinh vé cac dau hiéu, triu
chuang va kién thuc vé cac thudc truyén co
kha niang gy hai can dugc theo ddi chat ché.
Phuong an quan ly thoat mach tét nhat 1a
giam sat lién tuc vi tri truyén thudc.
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KET QUA PIEU TRI THIEU MAU TAN MAU TU MIEN
O TRE EM TAI BENH VIEN NHI TRUNG UO'NG

Nguyén Thi Mai Hwong?, Lwu Thi Nhan!, Nguyén Hong Son?,
Nguyén Thi Hal, Nguyén Hoang Nam?, Tran Thi Manh!

TOM TAT.

Thiéu mau tan méau te mién (AIHA:
Autoimmune hemolytic anemia) Ia mot nhdm cac
réi loan dic trung boi mot bat thuong cua hé
théng mién dich, do su hién dién cua céc tu
khang thé bam trén bé mit hong cau do chinh co
thé nguoi bénh san xuét ra, lam cho cac hong cau
nay bi ph& huy sém hon binh thuong. Hién nay
cac phuong phép chan doan va diéu tri thiéu méu
tan mau tu mién di duoc cap nhat vai khuyén
nghi corticoid Ia lya chon uu tién hang dau, tiép
theo d¢6 la Rituximab va IVIG.

Muc tiéu: Nhan xét két qua diéu tri thiéu
mau tan mau tu mién o tré em tai Bénh vién Nhi
Trung Uong.

Péi twong va phwong phap nghién ciru: 52
tré em duoc chan doan ATHA tai Bénh vién Nhi
Trung uwong, nghién cttu mo ta loat ca bénh: hoi
ctu tir thang 06/2016 dén hét thang 05/2022, tién
ctru tir thang 06/ 2022 dén hét thang 05/2023.

Két qua: 52 tré déu duoc diéu tri bat dau véi
corticoid, dap tmg sau 21 ngay dicu tri 1a 80,8 %;
19,2% tré that bai; 21% tré da dap ung diéu tri
véi Glucocorticoid bi tai phét tir 4,5 thang dén 34
thang sau khi ngirng glucocorticoid. Tré co dap

'Bénh vién Nhi Trung wong

2Bénh vién Thanh Nhan

Chiu trach nhiém chinh: Nguyén Thi Mai Huong
SBT: 0912010305

Email: huong.ntmai@gmail.com

Ngay nhan bai: 30/7/2024

Ngay phan bién khoa hoc: 01/8/2024

Ngay duyét bai: 27/9/2024

ng tot sau khi duoc st dung IVIG 13 9/11 tré.
C6 5/5 tré dap tng tot khi duge diéu tri bang
Rituximab.

Két luan: Tré mac AIHA dap ung tot voi
diéu tri bang corticoid nhung ti I¢ tai phat cao,
IVIG va rituximab dugc lua chon uvu tién khi tai
phat.

Tir khoa: Tan mau ty mién, tré em

SUMMARY
OUTCOME OF TREATEMENT WITH
AUTOIMMUNE HEMOLYTIC
ANEMIA’S CASES AT NATIONAL
CHILDREN’S HOSPITAL

Autoimmune hemolytic anemia (AIHA) is a
rare immune disorder. It happens when your
body mistakesred cells as foreign substances and
attacks them.

Objective: Evaluate the outcome of
autoimmune hemolytic anemia in children at
Vietnam National Children’s Hospital.

Methods: Study of 52 children was
diagnosed with AIHA at Vietnam National
Children’s Hospital. Case series descriptive
study: a retrospective series from June 2016 to
May 2022, a prospective study from June 2022 to
May 2023.

Result: 52 children were treated starting with
corticosteroids, with 80.8% response after 21
days of treatment; 19.2% of children failed; 21%
of children were relapsed after Glucocorticoid
course from 4.5 months to 34 months. The
patients had complete response were 9/11 of
cases with IVIG and all patients had good result
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when they were treated by Rituximab (5 cases).
Conclusion: Children with AIHA respond
well to corticosteroid treatment, but with a high
recurrence rate. IVIG and Rituximab are
preferred choices for relapse.
Keywords: Autoimmune hemolytic anemia,
children

I. DAT VAN BE

Thiéu mau tan mau tu mién (AIHA:
Autoimmune hemolytic anemia) la mot
nhom cac réi loan dic trung boi mot bat
thuong cua hé théng mién dich do sy hién
dién cua cac tu khang thé bam trén bé mat
hong cau do chinh co thé ngudi bénh san
Xuit ra, 1am cho cac hdng cau nay bj phéa huy
sém hon binh thuong!. Biéu hién 1am sang
cua thiéu mau tan mau ty mién cé thé Ia tan
méu cap de doa tai tinh mang hoic tan mau
man tinh tién trién tir tir ting dan. Tai Viét
Nam da rat 1au chua c6 béo cdo vé tan mau
ty mién trén tré em, trong khi véi tién bo vé
khoa hoc, cac phuong phép chin doan va
diéu tri da thay ddi rat nhidu. Vi vay nghién
ctru nady nhim muc dich nhan xét két qua
diéu tri AIHA ¢ tré em tai Bénh vién Nhi
Trung Uong.

II. DOl TUONG VA PHUONG PHAP NGHIEN CUU

2.1 Poi twgng nghién ciu

Nghién ctu gom 52 tré em dwgc chin
doan va diéu tri thiéu mau tan mau tu mién
tai Khoa Huyét hoc 1am sang - Bénh vién
Nhi Trung wong tir thang 06 nim 2016 dén
hét thang 05 nam 2023. Tiéu chuan hra chon:
tat ca bénh nhi dugc chan doan thiéu mau tan
mau ty mién tai Bénh vién Nhi Trung uong
trong thoi gian nghién cau.

306

2.2 Phwong phap nghién cwu: nghién
ciru md ta loat ca bénh. Nghién ctu hdi ciu:
Tir thang 06 nam 2016 dén hét thang 05 nam
2022. Nghién ctru tién ctu: Tur thang 06 nam
2022 dén hét thang 05 nam 2023.

2.3. Tiéu chudn chin doan: dua vao
huéng dan chan doan AIHA cua Hoi huyét
hoc M§2 bao gém: Test Coombs truc tiép
duong tinh, thiéu mau hong cau binh thudng
hoic to, hemoglobin giam tir mtrc 6 nhe dén
nang, bilirubin toan phan va gian tiép ting,
hong cau ludi ting. Methyl Prednisolon la
luya chon dau tién vai lidu ban dau tir 2-4 mg/
kg can nang/ ngay tuy vao tinh trang tan mau
ctia bénh nhan, c6 thé nang liéu 1én 8- 10 mg/
kg can nang/ ngay néu khong dap ung voi
lidu ban dau. Lidu IVIG dugc dung la 1g/ kg
can nang trong 1 ngay. Liéu Rituximab: 375
mg/ m? da, truyén tinh mach 1 tuan/ lan trong
4 tuan. Bénh nhan dugc danh gia 1a lui bénh
khi khoéng c6 biéu hién tan mau trén lam
sang, ndng d6 hemoglobin ting 1én, bilirubin
tré vé binh thuong, nudc tiéu trong. Cac
théng tin cua bénh nhi vé dich t&, 1am sang,
xét nghiém, phuong phap diéu tri va két qua
diéu tri trong hd so bénh an duoc ghi nhan
vao trong bénh an nghién cau.

. KET QUA NGHIEN cUU

C6 52 bénh nhan diéu trj thiéu méau tan
mau tu midn dugc bit diu bang
Glucocorticoid (Methylprednisolon) liéu ban
dau 1a 2 — 4 mg/kg/ngay chiém 77,9%. Ty I&
nam/ nit la nhu nhau va khéng c6 su khac
biét giita c4&c nhom tudi.

3.1. Két qua diéu tri tré miac AIHA
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Bdng 1. Két qud diéu tri bang methylprednisolon

Dic diém n %

Dap &ng hoan toan 18 34,6

Két qua diéu tri sau 21 ngay Pap tng mot phan 24 46,2

That bai diéu tri 10 19,2

Dap wng hoan toan 20 83,3

Két qua dap diéu tri 1au dai Thoi gian dap &ng (thang) (Min-Max) 0,7-77
Thét bai |0 0
Thaoi gian st dung Glucocorticoid (thang) (Min-Max) 0,7-8,4

Nhgn xét: Sau 21 ngay diéu tri c6 80,8%
tré dap ng voi diéu tri (34,6% tré dap tng
hoan toan va 46,2% tré dap ung mot phan).
Theo d&i cac tré dap wng mot phan co 83,3 %
tré dap trng hoan toan, thoi gian dap tng
hoan toan 1a sau thang 0,7 thang dén 8,4

Bdng 2. Két qud diéu tri bang IVIG

thang. C6 10/52 (19,2%) tré thét bai diéu tri.
Co 21% tré da dap ung diéu tri Véi
Glucocorticoid bi tai phat. Thoi gian tai phat
tr 4,5 dén 34 thang sau ngung diéu tri
Glucocorticoid.

Pic diém n %
Két qua diéu tri bang Co dép ing 9 81,8
IVIG Khong dap ung 2 19,2

Nhin xét: C6 9/11 tré (81,8%) duogc st dung IVIG dé diéu tri ATHA c6 dap tng diéu tri.
Cé 2/11 tré (19,2%) tré sir dung IVIG dé diéu tri ATHA khong co dap tmg diéu tri. Ca 2
truong hop nay déu 1a nhitng tré khong dap ung didu tri voi Glucocorticoid don thuan va

Glucocorticoid c6 két hop Cyclosporin A.

Bdng 3. Két qud diéu tri tré AIHA bang Rituximab

Pic diém n %
Két qua diéu tri bang Co dap ung 5 100
Rituximab Khéng dap ing 0 0
Nhgn xét: C6 5 tré mac ATHA duoc diéu 41. Hiu qua diéu tri cia

tri bang Rituximab, két qua cho thiy ca 5 tré
déu co dap ung tét.

3.2. Piéu tri hd tro

C6 75% tré mac thiéu mau tan mau tu
mién can truyén mau dé diéu tri. S6 lan
truyén mau tr 1— 4 lan. S6 bénh nhan dap
rng vai truyén méu 1a 84,6% tré va khong c6
tai bién ndo xay ra trong qué trinh truyén
mau.

IV. BAN LUAN

Glucocorticoid

Methylprednisolon 1a thubc diéu tri dau
tay & tré em mac AIHA, thudc duoc sir dung
& hau hét cac nghién ctu khac trude day.
Liéu diéu tri cha yéu 2-4 mg/kg/ngay chiém
77% trong d6 co 21,2% tré phai tang liéu
trong qua trinh diéu tri. Ty 1& tré mac AIHA
duoc sa dung Methylprednisolon 1a thudc
diéu tri dau tay theo Aladjidi (2004) la 92%,
theo Sankaran (2016) la 88,5% hay theo
Arora (2021) la 100% liéu trung binh 2
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mg/kg can nang.®*° Sau 21 ngay st dung
liu phdp Glucocorticoid cé 80,8% treé dap
mg diéu tri trong d6 co 34,6% tré dap ung
hoan toan va 46,2% tré dap ung 1 phan. Tiép
tuc theo doi diéu tri, tat ca cac tré con lai dat
dugc dap tng hoan toan sau 0,7 dén 7,7
thang. Thoi gian diéu tri Glucocorticoid tur
0,7 dén 8,4 thang. Ty lé nay tuong tu Vi
nhiéu nghién ciru trude ddy vao khoang 70-
90%. Tai Viét Nam  diéu  tri
Methylprednisolon van Ia liéu phap dau tay
va ciing dat hiéu qua tuong duong vdi cac
nuéc khac trén thé gigi.

21% tré mac AIHA thuy@n giam khi diéu
tri bang Methylprednisolon bi tai phat bénh
v6i thoi gian tai phét tir 4,5 dén 34 théng,
twong duong véi cac tac gia khéc tir 6 thang -
1 nam. Ti Ié tai phat nhu vay khéa cao, can
theo ddi 1au dai ¢ cac nhém tré diéu tri.

4.2. Hiéu qua diéu tri caa IVIG

IVIG la mot trong nhirng liéu phap duoc
sit dung nhiéu dé diéu tri thiéu méu tan mau
& tré em. Trong 52 tré duoc diéu tri thiéu
mau tan mau tu mién c6 11 tré (17,3%) can
dung dén lieu phap IVIG, két qua co 9/11
(81,8%) tré dap Gng diéu tri vai liéu phap
nay. Két qua nay tuong ddng véi Yarah va
cong su (2018), hiéu qua diéu tri cua lidu
phap 1én dén 94,7%.° Tuy nhién nhiéu
nghién ciu chi ra rang IVIG khong dat hiéu
qua cao nhu vay. Theo Flores va cong su
(1993) tai Vuong quéc Anh, ty 1é dap ung
voi IVIG chi ¢6 30%.” Tuong ty, Sankara
(2016) bao cao 3 trueong hop su dung IVIG
thi chi c6 mot (33,3%) tré dat dap ung diéu
tri véi IVIG.4 Theo ching t6i IVIG van ¢
nhiéu hiéu qua trong diéu tri thiéu mau tan
mau tu mién. Vi vay, IVIG van nén duoc st
dung dé diéu tri AIHA & tré em néu khong
dap ung vai liéu phap Glucocorticoid.
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4.3. Hiéu qua diéu tri ciia Rituximab

Chung tdi ghi nhan cd 5 tré dugc diéu tri
bang Rituximab sau khi da diéu tri bang
Glucocorticoid va 1VIG. Khéc biét vé wu tién
lra chon Rituximab do nguyén nhan gia
thudc ¢ Viét Nam kha dét va khong duoc bao
hiém y té tai Viét Nam chi tra do d6 rat kho
dé Iya chon diéu tri rong rai. Tuy vay, két
qua ghi nhan duoc rat kha quan. Ca 5 tré déu
c6 dap ung tot véi diéu tri Rituximab, khong
ghi nhan tac dung phu va tit ca déu dat duoc
lui bénh hoan toan. Két qua nay tuong duong
VGi cac nghién ciru khac trén thé gisi. Theo
Birgens va cong su (2013), 75% bénh nhan
duoc diéu tri bang Rituximab va Prednisolon
da c6 dap ung hoan toan vai ti 1é séng sot va
khong tai phat cao hon dang ké so vai chi
36% & nhitng bénh nhan chi dung don thuan
Prednisolon.® Stasi va cong su (2010) thay
85% cac truong hop dap ung didu tri tot voi
Rituximab.0

4.4. Truyén mau & tré mic thiéu miu
tan mau ty mién

Nguyén tic diéu tri thiéu mau tan mau tu
mién & tré em 1a duy tri nong d6 huyét sac tb
trén 70 g/L vi vay rit nhiéu tré mic thiéu
méu tan mau tu mién can truyén mau dé duy
tri ndng d6 huyét sic td nhu trén. Trong 52
tré méc thiéu mau tan mau tu mién & nghién
ctru caa chlng toi, 75% tré can truyén mau tir
1 — 4 lan. CO6 84,6 % tré dap Gng tét véi
truyén méau va khong ghi nhan truong hop
nao xay ra tai bién khi truyén mau. Do co
phuong phap chon mau dé truyén nén hau
hét cac truong hop déu dap ung tét voi
truyén méau va khéng ghi nhan tai bién khi
truyén mau.

4.5. Cac yéu to anh huéng dén hidu
qui diéu tri ciia Glucocorticoid

Khéng c6 su khéc biét co ¥ nghia thdng
ké vé anh huong cia tudi, gioi, mac do thiéu
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méau va két qua test Coombs dén hiéu qua
diéu tri. Tuy nhién can phai cd nhiéu nghién
ctru khac vai ¢ mau 16n hon va cé so sanh
dbi chung giira cac nhom.,

V. KET LUAN

Tré mac thiéu mau tan mau tu mién dap
ing tot voi Methylprednisolon. Tuy nhién ty
I¢ tai phat & nhom tré nay con cao. IVIG va
Rituximab la thudc duoc sir dung wu tién khi
khong dap tng vai Glucocorticoid va cho
hiéu qua cao. Nhiéu tré mic AIHA can
truyén mau, hau hét déu dap tng tét vai
truyén mau va khoéng cd tai bién xay ra.
Khong c6 su khéc biét c6 ¥ nghia thong ké
vé anh huong cua tudi, gioi, mac do thiéu
méau va két qua test Coombs dén hiéu qua
diéu tri.
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BU'O'C PAU PANH GIA HIEU QUA PIEU TRI BENH BACH CAU
CAP DONG LYMPHO & TRE EM VO'1 PHAC PO CO SO’ DUNG PEG
ASPARGASE TAI BENH VIEN TRUYEN MAU HUYET HOC

Cai Thi Thu Ngan?, V6 Thi Thanh Tric!, Phu Chi Diing?,

TOM TAT

Muc tiéu nghién ciu: Budc dau danh gia
hiéu qua diéu tri bénh bach cau cip dong lympho
& tré em voi phac d6 ¢6 st dung pegaspargase tai
Bénh vién Truyén Mau Huyét Hoc (BV TMHH).

Phwong phap nghién ciru: M0 ta hang loat
ca

Péi twgng nghién ciru: bénh nhi chan doan
bach cau cau cap dong lympho (BCCDL) dat lui
bénh sau giai doan tan cdng véi phac dd cé sir
dung pegaspargase tai BV TMHH thoa céc tiéu
chuan chon bénh.

Két qua: Nghién ctu ching tdi c6 26 bénh
nhan (BN) thoa tiéu chuan chon mau va tiéu
chuan loai trir. Tudi trung vi 5,73 tudi (2-14), ty
1& nam/ nit 1,9/1. Pic diém BN ldc nhap vién ghi
nhan: bach cau (WBC) lic nhap vién dudi 50
kI chiém ty I¢ 88,5%, khong xam In tinh
hoan, 100% BN khong xam lan than kinh trung
wong lic chan doan (CNS1). Panh gia dap ung
diéu tri ghi nhan 26,9% BN c¢6 MRD N8 < 1%,
80% BN dat MRD N29 dat mic <0,01%, ty 1¢
dat lui bénh sau giai doan tin cdng 1a 96,2%, ty

Bénh vién Truyéen Mau Huyét Hoc
2Truong Pai Hoc Y Duroc TP Hé Chi Minh
Chiu trach nhiém chinh: Cai Thi Thu Ngan
SDT: 0978492299

Email: thunganyO5@gmail.com

Ngay nhan bai: 30/7/2024

Ngay phan bién khoa hoc: 01/8/2024
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Nguyén Hwng Tién!, Nguyén Chan Phwong!,

Ping Qudc Nhit, Huynh Nghia?

& tir vong chiém 3,8%. Ty 16 OS-1 nam 14 91,7+
0,8%, ty ¢ EFS-1 nam 81,5+ 11,9%. Bién ching
ghi nhan trong qua trinh diéu tri c6 57,7% BN c6
giam Fibrinogen, 23,1% BN s6t nhiém trung,
viém tuy cap do thudc chiém ty 1¢ 3,8%, viém
gan cap ghinhan 3,8%. Ty I¢ tir vong trong giai
doan tan cong la 3,8%.

Két luan: Bach cau cap dong lympho B & tré
em diéu tri voi phac d6 ¢ pegaspargase cho ty lé
dap ung cao, cai thién thoi gian séng con.

Tir khoa: Bach cau cédp dong lympho,
pegaspargase.

SUMMARY

INITIAL EVALUATION OF THE
EFFECTIVENESS OF TREATMENT OF
ACUTE LYMPHOLOGIC LEUKEMIA

IN CHILDREN WITH PROTOCOL
USING PEG ASPARGASE AT BLOOD
TRANSFUSION HEMATOLOGY
HOSPITAL

Aims: initial evaluation of the effectiveness
of treatment of acute lymphologic leukemia in
children with protocol using pegaspargase at
Blood Transfusion Hematology Hospital.

Methods: case series study.

Objective: pediatric patient diagnosed with
acute B-cell lymphocytic leukemia (BCCDL B)
achieved remission after the attack phase with a
regimen using pegaspargase at BTH hospital.

Result: In our study, there were 26 patients
who met the sampling criteria and exclusion
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criteria. Median age 5.73 years (2-14),
male/female ratio 1.9/1. Characteristics of
patients at admission recorded: WBC at
admission was less than 50 k/pl, accounting for
88.5%, notesticular invasion, 100% of patients
had CNS1. Evaluation of treatment response
recorded that 26.9% of patients had MRD N8 <
1%, 80% of patients achieved MRD N29 <
0.01%, and the rate of remission after the attack
phase was 96.2%. The mortality rate is 3.8%.
The OS-1-year rate is , the EFS-1-year rate is .
Complications recorded during treatment were
57.7% of patients with decreased Fibrinogen,
23.1% of patients with infectious fever, 3.8% of
patients with drug-induced acute pancreatitis, and
3.8% of patients with acute hepatitis. The
mortality rate during the induction is 3.8%.

Conclusion: Acute B lymphocytic leukemia
in children treated with regimens using
pegaspargase resulted in high response rates and
improved survival time.

Keywords: acute lymphoblastic leukemia,
pegaspargase

I. DAT VAN DE

Asparaginase la mot trong nhitng thudc
cd vai tro quan trong trong viéc cai thién kha
nang song s6t trén bénh nhi bénh bach cau
cap lympho. Qua nhiéu thap ky cho thay ty 1&
séng sot di ting lén ké tur khi dua
asparaginase phac d6 didu tri. Vi phac do
hién nay ty 1é sbng toan bo dat trén 90%.
Hién nay, L-asparaginase c6 ngudn géc tir
Escherichiacoli (pegasparaginase) gbe
polyethylen glycolated 1a ché pham
asparaginase hang dau duoc uu tién dua vao
phac d6 diéu tri gilp cai thién hiéu qua diéu
tri. Nghién cau Pui CH., trén 598 BN ghi
nhan ty 1&¢ OS-5 nam 1a 94,3 + 1,4% va EFS -
5 nam 12 90,9 + 15,8% (D@,

Tu thang 7 nam 2023, BV TMHH da
trién khai phac d6 diéu tri BCCDL ¢ tré em
cd sir dung pegaspargase. Chinh vi vay
chung tdi thuc hién nghién ciru nay nhiam
cho céi nhin téng quat vé “Bwdc dau dinh
gia higu qua diéu tri b¢nh bach cau cdp
dong lympho & tré em véi phdc dé co si
dung pegaspargase tai Bénh vién Truyén
Mau Huyét Hoc”.

II. DOl TUONG VA PHUONG PHAP NGHIEN CUU

Thiét ké nghién ciru: M6 ta hang loat
ca.

Poi twong nghién ctru: bénh nhi chan
doan bach cau cau cip dong lympho B
(BCCDLB) dat lui bénh sau giai doan tin
cong voi phac dd c6 sir dung pegaspargase
thoa cac diéu kién chon mau.

Tiéu chuan chon bénh:

Tudi: trén 1 tudi va duéi 16 tudi

Chéan doan BCCDL B hoan tat giai doan
tan cong clia phac 46 COG

Diéu trj vdi pegaspargase.

C& miu: ldy tron mau

Phwong phap thu thap va xir 1y s6 liéu:

Lap danh s&ch cac BN thoa tiéu chi chon
mau.

Thu thap dir liéu dua vao phiéu thu thap
thong tin.

Céc dit liéu dugc nhap vao may tinh va
phan tich bang chwong trinh Excel 2010
va SPSS 18.

Dinh nghia trong nghién ciru

MRD ngay 8: danh gia ton lwu té bao ac
tinh & mau ngoai vi bang ky thuat té bao
dong chay vao ngay 8 hoa tri liéu.

MRD ngay 29: dénh gia ton luu té bao 4c
tinh & tuy xuwong bang k¥ thuat té bao dong
chay sau giai doan tan cong.
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. KET QUA NGHIEN cUU nhét 1a 02 tudi, tudi cao nhat 1a 14 tudi. Ty lé
Tir thang 7 nam 2023 dén nay tai BV nam/nit la 1,8/1.

TMHH c6 26 BN thoa cac diéu kién chon Pic diém ciaa bénh nhi BCCDL B

mau. Tudi trung vi la 5,73 tudi, trong d6 nho

Bdng 1. Ddc diém dan sé nghién ciru

Pic diém % (n)
Nhom tubi
1- < 10 tudi 76,9 (20)
> 10 tudi 23,1 (6)
Gidi
Nam 65,4 (17)
N 34,5 (9)
Xam lan tinh hoan
Cé 0 (0)
Khéng 100 (17)
X4am lin TKTW
CNS 1 100 (26)
CNS 2 0 (0)
CNS 3 0(0)
WBC (k/pl)
<50 88,5 (23)
> 50 11,5 (3)
Nhiém sic thé
Binh thuong 38,5 (10)
Pa boi 38,5 (10)
Thiéu boi 0 (0)
Phuc tap 23 (6)
PCR
Am tinh 69,2 (18)
BCR/ABL 3,8 (1)
TEL/AML1 23,1 (6)
E2A/PBX1 3,8(1)

Nhdn xét: BCCDL B thuong gap nhom tré ¢ tudi tir 1 dén 10 tudi (79,6%) vai 88,5%
BN c¢6 WBC luc nhap vién dudi 50 (K/ul). Xét nghiém sinh hoc phéan tir (SHPT) ghi nhan bo
nhiém sic thé (NST) da s6 1a binh thuong va da boi ( 38,5% vs 38,5%), da sb c6 két qua PCR
am tinh (69,2%), t6 hop gen TEL/AMLI chiém ty 1& 23,1%.
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Pap trng diéu tri
Bdng 2. Ddnh gid ddp rng diéu tri

Pic diém % (n)
MRD Ngay 8
< 1% 26,9 (7)
> 1% 73,1 (19)
MRD ngay 29
<0,01% 80 (20)
> 0,01% 20 (05)
Panh gia lui bénh
Lui bénh hoan toan (CR) 96,2 (25)
Khéng lui bénh (NR) 3,8 (01)

Nhgn xét: Két qua ghi nhan MRD N8 c6 gia tri >1% chiém ty I¢ cao (73,1%). Tuy nhién
danh gia lui bénh vao N29 ghi nhan ty 16 MRD < 0,01% chiém 80% va 96,2% dat lui bénh
sau giai doan tan cong. Trong nghién ciu c¢6 01 BN (3,8%) tir vong trudc thoi diém danh gia
lui bénh.

Bdng 3. Bién chirng diéu tri

Bién chitng n Ty 1é %
S6t nhidm tring 06 23,1
Viém tuy cap 01 3,8
Viém gan cip 01 3,8
Giam fibrinogen 15 57,7
T{r vong 01 3,8

Nhdn xét: Fibrinogen 1 bién chtng thuong gip trong giai doan tan cong (57,7%). Ty 1é
tir vong ghi nhan la 3,8%.
Thai gian séng con
o] ——
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Biéu dé 1. Kaplan Meier biéu dién ty I¢ OS — 1 nim va t I¢ EFS -1 nim

Nhgn xét: Trong 26 BN tham gia nghién
cau cO ty 1€ OS-1 nam 1a 91,7 + 0,8% va
EFS -1 ndm la 81,5 + 11,9%.

IV. BAN LUAN

Pic diém chung ciia nhom nghién ciru

Nghién ctu cua ching toi bao géom 26
bénh nhan tré em BCCDL-B. Nhém bénh
nhan trong nghién ctru da phan ¢ nhém tudi
tr 1 dén dudi 10 tudi (76,9%) va ty I¢ nam
nhiéu hon nit, va phan I6n céc bénh nhan c6
cac dic diém thudc nhom nguy co chuan
trude diéu tri (WBC < 50 K/pL, khong co
xam lan TKTW tai thoi diém chan doan,
khong xam lan tinh hoan). So v&i mot nghién
cau lo6n khac sir dung pegaspargase trong
diéu tri BCCDL-B & tré em khéc cua tac gia
Raetz EA. cung cong su (2015) trén hon
8000 truong hop BCCDL tré em da phan
bénh nhan (63,2%) nam & nhém nguy co
chuan theo NCI [3]. Va dU ¢ nhém nguy co
nao, tat ca bénh nhan déu ding cuing mot lidu
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pegaspargase & giai doan tan cong, viéc phan
loai dép &rng sau tin cong s& quyét dinh cac
lidu pegaspargase tiép theo duoc sir dung.

Pap wng diéu tri, bién chirng va séng
con

Viéc danh gia dap tng sau tan céng ban
dau bao gom viéc danh gid dap (ng sém
thong qua MRD ngay 8 dwa trén mau mau va
danh gia sau tan céng bao gém ty Ié dat lui
bénh va MRD sau tan cong. Két qua ghi
nhan MRD N8 c6 gia tri >1% chiém ty Ié cao
(73,1%). Tuy nhién danh gia lui bénh vao
N29 ghi nhan ty I¢ MRD < 0,01% chiém
80% va 96,2% dat lui bénh hoan toan sau
giai doan tan cong. So sanh véi nghién cau
cua Raetz cung cong su, ty Ié dat dap ung
sém cta nhom nguy co chuan va cao trong
tan cong lan Iuot 1a 84,1% va 73,1 [3] viéc
phén loai dap ung sém trong nghién ctru nay
cua tac gia dya vao tiy d6 vao N8 hozc N15
va bao gdm két qua MRD vao N29 nén nhin
chung, két qua cia nghién ctu ching toi
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cling buéc dau cho két qua twong dong khi
cho thdy duoc ty I8 dat lui bénh cao & nhitng
BN ¢6 st dung pegasparagase trong diéu tri
tan cong.

Ngoai nhiéu lgi ich 1am sang rd rét da
duoc chirng minh, pegaspargase con gay doc
tinh dang ké & 20-25% tong s bénh nhan sir
dung bao gém ca tré em va ngudi lon [2].
Nhitng doc tinh ndy bao gom phan ung qua
man, viém tuy, ting duong huyét, ting lipid
mau, rbi loan chic ning gan, ting bilirubin
méu, huyét khdi, chay méu va hoai tir xwong
[4]. Nghién ctru cua chung t6i ghi nhan céac
tac dung phu lién quan dén pegaspargase bao
gom nhiéu nhat la giam fibrinogen mau
(57,7%), cac @oc tinh khac viém gan, viém
tuy cap chiém 3,8%. Hau hét cac tac dung
phu nay c6 thé duoc kiém soat biang chim
s6c hd tro ma khong can nging thube vinh
vién, ngoai trir 01 trudng hop viém tuy, la
dau hiéu dé loai bo hoan toan asparaginase
khoi ké hoach diéu tri. Ngoai ra, ty I¢ nhiém
triing trong tan céng ghi nhan khoang 23,1%,
c6 thé do phan I6n dan s nghién ciu thudc
nhém chuén, diéu tri tin cong chi 3 thubc
bao gdom pegaspargase khong gay suy tuy
sau. Két qua so sanh voi nghién cau cua
Awwad Sameh trén 191 bénh nhi BCCDL st
dung pegaspargase trong diéu tri ghi nhan
séc phan vé/qua man (36,7%) va nhidm doc
gan (31,6%) la nhitng doc tinh phd bién nhét
duoc bao céo, tiép theo 1a viém tuy va ting
duong huyét (mdi loai 12,7%). Theo phan
loai cua CTCAE, khoang 70% ddc tinh dugc
phan loai 1a d6 3 va 4 va da sd % cac bién cb
Xay ra trong giai doan khai dau va cang cb

cua diéu tri [1]. Va so sénh mot béo céo téng
hop cac tong két khac cua nhitng phéac do co
sir dung pegaspargase trong diéu tri BCCDL,
ghi nhan ty 1& doc tinh trén gan chiém da sd
trén 70%, ké dén 1a phan ng qua man dao
dong tir 13 — 22%, viém tuy chiém ty I¢
khoang 7%, ngoai ra con mot sé doc tinh
khac nhu huyét khéi/xuat huyét (3-8%), hoai
tir xuong (6-18%) [2]. Nghién cuiru cua chdng
tdi do ¢& mau it va thoi gian theo ddi ngan
nén cac doc tinh ghi nhan con han ché.

V& hiéu qua diéu tri, budc dau thoi gian
ngan sir dung, nghién ctu caa ching téi ghi
nhan ty I¢ OS-1 nam 1a 91,7+0,8% va ty I¢
séng khdng bién ¢ EFS -1 nim Ia
81,5+11,9%. Xéc suit sbng con cao va nhiéu
cébng trinh nghién cuau khac cd st dung
pegaspargase trong diéu tri ciing cho hiéu
qua tuong tu. Nghién ciru DFCI 09-001 trén
551 BN cho thdy nhém st dung
pegaspargase cd ty & song con rat cao, OS
va EFS 5 nam lan lugt 12 96% va 90% [7].

V. KET LUAN

Budc dau danh gia hiéu qua didu tri
BCCDL tré em véi phac dd ¢d pegaspargase
ghi nhan hiéu qua diéu trj cao, ting ty 1& song
con. Cac doc tinh lién quan dén thube khong
nghiém trong, c6 thé kiém soét va khdng 1am
gian doan diéu tri.
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