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LOI NOI DAV

ai Viét Nam, tir ca nhiém HIV déau tién dugc

phat hién vao nam 1990, dai dich HIV/AIDS

dang ngay cang lan rong. S& bénh nhdn bj
nhiém loai virus nguy hiém nay ngay mot ting, din t6i nhu
cau diéu tri HIV/AIDS ciing c6 xu hudng ting theo. Hién
nay, tat ca cac tinh, thanh phd trong ca nuéc déu da trién
khai chuong trinh diéu tri HIV/AIDS bang thubc khang
retrovirus (thudc ARV). Thudc ARV gitip ctru sdng va cai
thién cuoc séng cho bénh nhan HIV/AIDS. Tuy nhién,
trong qué trinh sir dung van xay ra cac van dé lién quan
dén an toan thudc, dic biét 1a cac phan ung c6 hai. Cac
phan tng nay néu xay ra s& anh huong dén tuan thu diéu tri
cua nguoi bénh, dan t&i that bai diéu tri, trong mot sb
truong hop nghiém trong c6 thé de doa tinh mang, 1am
giam chét lugng cudc séng cua nguoi bénh. Vi vay, viéc
str dung thudc an toan, hop 1y cho ngudi bénh trong diéu tri
HIV/AIDS luén dugc coi 1a mdt trong nhiing muc ti€u
quan trong ctia Chuong trinh Phong, chéng HIV/AIDS.

Pugc sy hd tro ciia Dy an “H tro Hé théng Y t&” do
Quy Toan cau phong chéng AIDS, Lao va Sét rét tai tro,
nhém chuyén gia c6 nhiéu kinh nghiém tir cic co s dao
tao, thuc hanh trong linh vuc Y-Dugc va diéu tri HIV/AIDS
d3 bién soan va hoan thién cudén Cam nang Hudng dan sir
dung thude diéu trj HIV/AIDS. Cam nang dugc xdy dung
chu yéu dya trén céc tai liéu tham khao thong tin thude
chinh thong va cac huéng dan hién hanh vé quan 1y, diéu
tri va chdm séc HIV/AIDS trong nudc va qudc té. Noi dung
ctia cudn Cam nang bao gdm cac phan: phan dai cuong vé



diéu tri HIV/AIDS, phén cac chuyén luén thudc vai 22
chuyén luan thuéc ARV va 6 chuyén luan thudc dy phong
va diéu tri nhiém tring co hoi, phan chu dé str dung thude
ARV trén mét s6 d6i tuong dac biét, phén chu dé tac dung
khong mong muébn va twong tic cta thuéc ARV. Nhom bién
soan hy vong cudén Cdm nang nay s& 14 tai liéu tra ctru hitu
ich cho cac thay thudc va can bd y té & cac tuyén y té trong
cong tac quan 1y, cham séc va diéu tri HIV/AIDS.

Do day 1a 1an bién soan dau tién nén tai liéu chic chan
s& khong tranh khoi thiéu s6t. Nhom téc gia rat mong nhan
duoc gop ¥ quy bau tir cac quy dong nghiép dé tai lidu c6
thé hoan thién t6t hon trong lan xuat ban tiép theo. Moi y
kién gop y xin gt vé:

Thuong tryc Ban bién soan tai Trung tdm Quéc gia vé
Thong tin thudc va Theo dai phan Gng c6 hai cua thudc,
Truong Pai hoc Dugc Ha Noi, 13-15 Lé Thanh Tong,
Hoan Kiém, Ha Nbi, hodc Cuc Phong, chéng HIV/AIDS-
B Y té, 135/3 Nui Tric, Ba Dinh, Ha Noi.

Xin tran trong cam on!

Cac tac gia
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PHAN 1
DAI CUONG VE BIEU TRI HIV/AIDS

1.1. LICH SU PHAT TRIEN LIEU PHAP
PIEU TRI HIV/AIDS TREN THE GIOI VA
VIET NAM

1.1.1. PIEU TRI KHANG HIV TREN THE GIOI

Tir trudong hop nhiém HIV dau tién dugc phat hién vao
nam 1981 dén nay, loai nguoi da phai dbi mat véi mot dai
dich hét sirc nguy hiém ma hau qua cta né khong chi mot
qudc gia, mot chau luc ma tat ca cac nude trén thé gidi da
va dang géanh chiu.

Nam 1985, thudc diéu tri HIV dau tién duge phat trién
va dua vao thir nghiém lam sang la azidothymidin (AZT,
sau nay goi la zidovudin) - mot dan chat thudc nhom tre
ché enzym sao chép nguoc twong tu nucleosid (NRTI).
Mic du van con nhimng han ché va tac dung phu (nhu giam
bach céu, thiéu mau, viém co, budn ndén va non), AZT da
dugc phé duyét vao nam 1987 dé diéu tri cho nhirng bénh
nhan nhiém HIV muc d6 nang. Sau d6 mat thoi gian ngén,
3 thudce diéu trji HIV thudc nhém NRTI tiép tuc dugc phé
duyét la zalcitabin (ddC), didanosin (ddl) va stavudin
(d4T). Cac thudc nay déu c6 nhitng doc tinh riéng va hién
nay khong con dugc str dung rong rai.

Nam 1995, viéc nghién ctru ra lamivudin (3TC) da
dem dén mot budc tién méi trong diéu tri HIV/AIDS.
Trong khi sy khang thudc dién ra nhanh chong véi cac lidu
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phap don tri liéu, lamivudin da c6 tic dung hi¢p dong véi
céc nucleosid khac va kha ning dung nap tuong ddi tot.
Tuy nhién, van khong c6 phéi hop kép nao co thé kiém soét
lay nhiém HIV duoc 1au dai.

Budc tién tiép theo trong lidu phap diéu trj HIV 14 su
phat trién cta cac thude thudc nhom e ché enzym sao chép
nguoc khong ¢ ciu trac nucleosid (NNRTI) va nhom e
ché enzym protease (PI), ca hai nhom nay déu tac dong truc
tiép 1én HIV. Nevirapin 1a thudc thudc nhém NNRTI dau
tién dugc phé duyét vao nim 1996. Su khang thudc phat
trién nhanh chong néu chi str dung nevirapin don tri liéu
hozc nhu 1 thudc thém vao sau mot liéu phap that bai diéu
tri. Tuy nhién, khi két hop nevirapin véi 2 thude thudc
nhom NNRT thanh phac d6 phdi hop 3 thude thi dem lai
hiéu qua diéu tri mong mudn. Cac thir nghiém dau tién
chtirng minh hiéu qua nay duoc thuc hién tai Y, Ha Lan,
Canada va Uc. Nghién ctru da cho thdy phac d6 phéi hop
3 thudc da (rc ché hoan toan va vuot trdi hon han so véi
phéc d6 phéi hop 2 nucleosid. Thubc dau tién thudc nhom
tic ché enzym protease duoc phé duyét 1a saquinavir
(1995), tiép dén 1a indinavir (1996) da 1am thay dbi dang ké
bdi canh diéu tri, mo ra thoi ky sir dung phac do khang
retrovirus hi¢u lyc cao (highly active antiretroviral therapy
- HAART).

Nam 2002, T6 chtc Y té thé gigi (WHO) da ban hanh
Hudng dan diéu tri HIV/AIDS dau tién, trong do, khuyén
céo str dung phac d6 phdi hop 3 thudc bao gdm 2 thude
nhom NRTI va 1 thubc nhém NNRTI (hoic PI), hodc 3
thudc nhom NRTI. Phac do wu tién trong thoi gian nay 1a
phac d6 c6 chita AZT hodc d4T. Tuy nhién, dén nam 2010,
T6 chirc Y té thé gidi da khuyén cao khong sir dung d4T
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trong phac d6 diéu tri HIV/AIDS do giy ra nhitng phan
{mg c6 hai nghiém trong bao gdm nhiém toan chuyén hoa
lactic, ri loan phan bd md va bénh 1y than kinh ngoai vi.
Hién nay, phac dd diéu trj vu tién 1a phéc dd c6 chira TDF.
Nhu vay c6 thé thay, viéc theo dbi, phat hién, danh gia va
phong tranh cac phan tng c6 hai lién quan t6i thuéc ARV
c6 vai trd quan trong trong viéce ting cudng hiéu qua diéu
tri, tiét kiém chi phi, ngan ngira tinh trang khang thudc va
gop phan cai thién chat lugng cudc song ciia ngudi bénh.

1.1.2. PIEU TRI KHANG HIV TAI VIET NAM

Diéu tri ARV tai Viét Nam bat dau duoc trién khai tur
nam 2000 va dugc mé rong tir ndm 2005 theo khuyén céo
ctia TO chire Y té thé gidi va ¢é sy trg gitp vé thude va k§
thuat cta cac to chirc qubc té nhu Quy hd tro khan cap
phong chdng AIDS cua Hoa Ky, Quy Toan ciu Phong
chéng Lao, SOt rét va HIV va mot sb t6 chirc khac.

Diéu tri ARV tai Viét Nam duoc trién khai theo phuong
phap tiép can y té cong dong. Theo do, phac dd ARV duoc
chuan hoéa cho nhiing ngudi bénh bat dau diéu tri
HIV/AIDS va khi thét bai diéu tri. Cac phac dd ARV va
quy trinh quan 1y diéu tri dugc BO Y té lién tuc cip nhat
theo khuyén cdo ctia T6 chirc Y té thé gidi va tinh hinh thuc
té ctia qudc gia. Cac Hudng dan nay nham muc dich ti da
hiéu qua cua diéu tri bang thudc ARV va giam nhiém HIV
méi trong cong dong.

Trong nhitng nam tir 2005 dén 2009, tiéu chi bat dau
diéu tri ARV 1a bénh 1y giai doan 1am sang 4 hodc s6 CD4
<200 té bao/mm?, tirc 12 ngudi bénh da ¢ trong giai doan
nhiém HIV tién trién; phac dd diéu tri uvu tién Ia



20 | DAICUONG VE DIEU TRIHIV/AIDS

d4T/3TC/NVP la nhitng thudc c6 gia thanh thap nhung co
nguy co gy doc tinh cao (d4T gdy bénh 1y than kinh ngoai
vi, 16i loan phan bé m&, viém tuy, nhidm toan chuyén hoa
lactic do ddc tinh 1én ty lap thé; NVP gay di ing, viém
gan). Tr ndam 2009 dén 2011, tiéu chi bat dau ARV 1a khi
ngudi nhiém c6 bénh 1y giai doan 1am sang 3, 4 hoic sb
CD4 < 250 té bao/mm?, sém hon so voi nim 2005 nhung
khong dang ké; d4T duogc thay dan sang AZT, mot thude
trong nhom NRTI tuong tu thymidin, it gdy ddc tinh voi ty
lap thé hon so voi d4T nhung lai c6 nguy co gay thiéu mau.
T ndm 2011, ngudi nhidm HIV duoc bat dau diéu tri ARV
khi c6 bénh Iy giai doan 1am sang 3 hoic 4, hodc s6 CD4
<350 té bao/mm’, tirc 1a & giai doan nhiém HIV tién trién;
phac do chinh bao gom céc thubc TDF/3TC/EFV la nhiing
thudc it doc tinh hon so véi cac phac dd trude va co thé sir
dung vién phéi hop mot 1an mot ngay, thuén lgi cho viée
tuan thi diéu tri cua ngudi bénh. Nam 2015, diéu trj ARV
duogc bit dau sém hon, khi ngudi nhidm c6 s6 CD4 < 500
té bao/mm? va diéu tri khong phu thuoc CD4 cho cac nhom
dbi twong c6 nguy co lay truyén HIV cao trong cong dong
(g4i mai dam, nam gidi c6 quan hé dong tinh, nguoi nhidm
trong cdp di nhiém). Tiéu chi bat dau diéu tri ARV ciing
nhu phac dd diéu tri s& con tiép tuc dugc cap nhat cung véi
su phat trién cta y hoc vé HIV, viée phat minh cac thude
ARV hiéu qua, an toan hon, va kinh nghi¢m quan Iy cham
soc va diéu tri HIV ctia nganh y té Viét Nam.

1.2. THUOC PIEU TRI HIV/AIDS

1.2.1. PHAN LOAI

Trong co thé ngudi, HIV xam nhiém va nhan 1én chu



CAM NANG HUONG DAN SUDUNG THUOC BIEU TRIHIV/AIDS | 21

yéu trong cac té bao lympho TCD4 (goi tat 1a CD4). Chu
trinh ctia HIV trong té bao vat chi bao gém cac budc: 1)
Xam nhép vao té bao; 2) Sao chép nguoc tir ARN thanh
ADN; 3) Tich hop vao bo gen ctia té bao vat chi; 4) Sao
chép va dich mi gen cua virus; va 5) T6 hop virus va nay
chdi tir té bao nhidm va tiép tuc xAm nhiém cac té bao khac.
MB&i bude trong chu trinh cua HIV déu ¢ su tham gia cua
cac cdu tric va/hodc enzym cia virus va cac cau tric ca
té bao nhur thy thé CD4 va dong thy thé CCR5/CXCR4 ctia
té bao, enzym sao chép nguoc, enzym tich hop, enzym
protease cua virus.

>
DN cua

ADNcia | t9P3Q
virus xen
vao gen

e ché
enzym tich hop
(INSTI)

cua té hao

i* ﬁ"

\ cuaH

nguoc

S0
O ¢
8 Na 5 Hat virus méi
oS 4 Nay choi ?
Uc ché = 2 ‘_"’. oay
xam nhap/hda mang’ / Q
(EI&FI)
e ché enzym sao chép ngwoc Uc ché
(NRTI va NNRTI) sw “cl:‘n:n\gr:l:"h

Hinh 1.1. Pich tic dung ciia thuéc ARV Ién chu trinh
nhan ban cia HIV

Téng hop protein

Uc ché
enzym protease
(PI)

Xam nhap

Hién nay trén thé gi6i c6 5 nhom thudc ARV duoc
phén chia theo tdc dong cua ching 1én nhiing budc khac
nhau trong chu trinh nhan ban cua HIV trong té bao vét chu
(hinh 1.1), bao gdm:

- Nhom we ché enzym sao chép nguoc tuwong tu
nucleosid va nucleotid (NRTT).
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- Nhom tre ché enzym sao chép nguoc khong co cu
truc nucleosid (NNRTT).

- Nhém tre ché enzym protease (PI).
- Nhém tre ché enzym tich hop (INSTI).
- Nhém trc ché xAm nhap va tc ché hoa mang (EI&FI).

Phén loai cac thude diéu tri HIV/AIDS dugc tong hop
trong bang 1.1. Cac thudc nay duge san xuat dudi dang cac
hoat chat don doc hoac phéi hop thudc lidu ¢b dinh bao
g6m 2-3 loai thudc trong mot vién.

Bang 1.1. Phan loai thudc tri nhiém HIV/AIDS

Nhém Thudc Viét tat

Abacavir ABC

L, B Didanosin ddl
Nhém e Chﬁ , Emtricitabin FTC
ini}g? tséloonc flf Lamivudin 3TC
nﬁcfeosid Vélg . Stavudin d4T
; Tenofovir TDF

leotid (NRTI

nucleotid (NRTD) |7 citabin ddc
Zidovudin AZT
Nhom tre ché Delavirdin DLV
enzym sao chép Efavirenz EFV
ngugc khong co Etravirin ETR
cau trac nucleosid | Nevirapin NVP
(NNRTT) Rilpivirin RPV




CAM NANG HUONG DAN SUDUNG THUGC BIEU TRIHIV/AIDS | 23

Nhém Thude Viét tit
Amprenavir APV
Atazanavir ATV
Cobisistat CoBI
Darunavir DRV
Nhom tre ché Fosamprenavir FPV
enzym protease Indinavir IDV
(PD) Lopinavir/ritonavir | LPV/r
Nelfinavir NFV
Ritonavir RTV
Saquinavir SQV
Tipranavir TPV
Nhom wre ché Raltegravir RAL
enzym tich hop Dolutegravir DTG
(INSTI) Elvitegravir EVG
Nm e bR avie e
m é{ng (EI&FI) Enfuvirtid ENF

Ghi chii: Céc thubc in nghiéng ddm dang dwoc sir dung trong

Chirong trinh phong, chong HIV/AIDS tai Viét Nam.

1.2.2. CO CHE TAC DUNG

- Cac NRTI tre ché enzym sao chép nguoc bang cach
gin cac nucleic gia vao ADN cua virus méi dugc tao thanh
lam day ADN d6 khong thé kéo dai. Cu thé, cac NRTI la
dan xuét cia pyrimidin hodc purin khi dugc hoat hoa (boi
enzym cua virus) tr¢ thanh dang 5’-triphosphat canh tranh
v6i enzym sao chéo ngugc trong chudi ADN ctia virus lam
ngimg kéo dai chudi ADN nay.
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- Cac NNRTI trc ché enzym sao chép nguoc bang cach
gén truc tiép vao enzym sao chép nguoc tai vi tri xic tac
lam virus khong thé truong thanh va khong c6 kha ning
gy nhiém.

- Céc PI trc ché su trudng thanh cua virus. Do protease
tac dung & giai doan cudi cua chu ky phét trién cua virus
nén PI wc ché sy sao chép cua HIV cua bat cir té bao bi
nhiém nao va & bat cir giai doan ndo cua chu ky. Trai lai
NRTI chi tac dung & giai doan trude khi hinh thanh va gan
day ADN cua virus vao ADN vat chu.

- Cac INSTI tic ché enzym integrase - enzym tich hop
ADN cua virus vao ADN cua té bao vat chu, do do ngan
can qua trinh sao chép tao ra virus méi.

- Chét trc ché xam nhap (maraviroc) gin chon loc vao
thu thé CCRS5 trén mang té bao vat chil va ngan can tuong
tac gitta glycoprotein 120 cia HIV-1 v4i1 CCRS, do do,
ngan can sy xam nhap cua HIV vao té bao vat chu.

- Chét trc ché hoa mang (enfuvirtid) ngan can bude thir
2 trong con dudng hoa mang bang cach gan vao ving HR1
cua glycoprotein 41 (gp41) va ngan can tuong tac gilra
HR1 va HR2, do d6 ngan can su thay ddi vé hinh dang cua
gp41 dé hoan thanh budc cudi cling ciia quéa trinh hoa
mang.

1.3. MUC PiCH VA NGUYEN TAC PIEU TRI
ARV

1.3.1. MUC PiCH PIEU TRI ARV

Diéu tri thubc ARV 1a viée st dung céc thube khang
HIV (thudc ARV) véi myc dich:
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- Uc cheé t6i da va 1au dai qua trinh nhan ban cua virus.

- Phyc hdi chirc nang mién dich, giam nguy co méc va
tir vong do cac bénh nhiém tring co hdi va cac bénh 1y lién
quan dén HIV, cai thién chat luong sdng va kha ning song
sot ciia nguoi nhiém HIV,

- Giam su 1ay truyén HIV cho cong dong qua tat ca cac
duong lay, bao gém lay truyén tir me sang con, liy qua
duong tinh duc va qua tiém chich ma tay.

1.3.2. NGUYEN TAC PIEU TRI ARV

- Mdi phac do diéu tri phai co it nhat 3 thubc ARV dé
bao dam hiéu lyc e ché virus va giam nguy co khang
thudc (Phac d6 khang retrovirus hiéu luc cao - HAART).

- Nguoi nhiém HIV can dugce diéu trj ARV som nhét c6
thé, theo tiéu chi diéu tri cua quéc gia, dé co hiéu qua cao
nhét trong viéc phuc hoi mién dich va giam lay truyén HIV
trong cong dong.

- Nguoi nhiém HIV can dugc diéu tri ARV subt doi,
phai tuan thu diéu tri ddy du va duoc theo ddi trong sudt
qué trinh diéu tri.

1.4. MQT SO VAN BE CAN LUU Y TRONG
DIEU TRI ARV

1.4.1. TUAN THU PIEU TRI

D6i vai didu tri ARV, can thiét phai duy tri tuan thu
diéu tri dé (rc ché sy nhén 1én cua virus va cai thién két qua
mién dich hoc va 1am sang, dong thoi giam nguy co xuat
hién khang thubc ARV va giam nguy co 1ay truyén HIV.
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Nhiéu yéu té ¢ thé anh hudong dén sy tuan thu diéu tri
clia nguoi bénh, trong d6 yéu té vé thude c6 thé bao gdom
tac dung khong mong mudn, tinh chat phtic tap cta phéac
d6, ganh niang do phai uéng nhiéu thudc va nhiing han ché
vé an udng. Thiéu thong tin hodc chi dan rd rang vé thudc,
hiéu biét han ché vé qua trinh nhiém HIV va diéu tri cing
v6i cac tac dung khong mong mudn déu cé thé 1a cac rao
can ddi véi tuan tha diéu tri ARV. Vi vay, can cung cip
thong tin co ban vé HIV, cac thudc ARV dang sir dung, cac
tac dung khong mong mudn c6 thé ¢, quy trinh theo dai
diéu tri HIV va van d¢ tuan thu diéu tri ARV cho méi
nguoi bénh.

Mot sé nhom ddi tuong can luu ¥ ho tro tuan thu dat
biét nhu phu nir mang thai, tré vi thanh nién, tré em, nguoi
6 biéu hién rdi loan vé strc khoe tam than, rdi loan do sir
dung cac chét gay nghién, su dung ruou can ¢6 su hd trg
dac biét tir gia dinh, ban bé, nguoi than. Nhitng ngudi hd
tro tuan thu cho nhoém ddi tuong dac biét nay can duoc tu
van vé cac thude diéu tri, cach dung thude va hd trg ngudi
bénh di tai khdm ding hen dé tranh gian doan diéu tri.

1.4.2. KHANG THUOC

HIV c6 thé khang lai cac thuée NRTI sau mot thoi gian
diéu tri, nhat 1a khi cac phac dd diéu tri chi c6 1 - 2 thudc;
cac dot bién khang thude c6 thé tich lily theo thoi gian néu
phac dd thube da bi khang khong duogc thay sém sang phac
dd c6 hiéu qua. Khang mot thuéec NRTI c6 thé dan dén
khéng chéo céc thudc khac cung nhom, va viéc lya chon
phac d6 tiép theo s& phai xem xét van dé nay; xét nghiém
kiéu gen virus 1a cach tot nhat dé xac dinh tinh khang cta
virus va lya chon phac dd bac hai.
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Khang NNRTI thuong xuat hién soém, khi st dung
trong phac dd khong day du (phac dd 1 - 2 thude, du phong
lay truyén me - con bang mot thubc NVP); khang mot trong
hai thuéc NVP hoic EFV din dén khang véi thude con lai.
ETR chi bi khang khi virus c6 nhiéu dot bién khang
NNRTI, va cé thé sir dung trong truong hop cac thude
NVP/EFV d bi dé khang.

Cac thude PI c6 rao can khang thude cao nén khang PI
thudng xay ra mudn, khi virus tich lity cac dot bién chinh
vé6i thubc.

Khang thuc INSTI xuét hién khi virus c6 dot bién &
gen ma hoa enzym tich hgp, c6 khang chéo gitra RAL va
ELV.

Dot bién gen ma hoa glycoprotein vo virus gp41 co thé
gay khang ENF.

1.4.3. PQC TiNH CUA THUOC

Doc tinh ciia nhém NRTI: suy than (TDF), thiéu mau
(AZT), qua man (ABC); d4T la thube gay cac doc tinh
nang nhu roi loan phan bd md, bénh 1y than kinh ngoai vi,
nhiém toan chuyén héa lactic, va hién chi con duoc sir dung
& mot so rat it trudng hop.

Poc tinh ciia nhom NNRTI: di ing, thuong gap nhét 1a
v6i NVP; doc tinh v6i gan ciing thuong lién quan dén NVP
va gap it hon voi EFV. EFV c6 thé gay tac dung phu trén
hé than kinh trung wong.

DPoc tinh cta nhom PI: rdi loan tiéu hoa (tiéu chay,
budn ndn, non), vang da, viém gan, cac roi loan chuyén
hoa (ting m& mau, rdi loan phan bd md, tiéu duong).
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DPoc tinh ctia nhém INSTI: e ché dao thai creatinin
tai 6ng luon gén cua than, lam tang nhe creatinin huyét
thanh nhung khong 1am giam murc loc cau than (ELV va
DTG).

Doc tinh cia nhom EI&FI: doc tinh cuia MVC bao
gdém nhiém tring dudng ho hap trén, ho, sét, phat ban va
chong mit; doc tinh voi gan c6 thé xuat hién sau phat ban
nang va cac biéu hién di ung toan than khac (sét, tang bach
cau 4i toan).

Théng tin vé cac tac dung khong mong mudn va doc
tinh ctia cac nhom thubc ARV duoc trinh bay chi tiét trong
Phan 5 - “Xir tri tac dung khong mong mudn cua thude didu
tri HIV/AIDS”.

1.4.4. TUONG TAC THUOC

Céc thubc nhém NRTI it gdy tuong tac do cac thude
nhém nay thai trir qua than va khong chuyén héa qua hé
enzym CYP450. Hai loai twong tac thudc cha yéu dbi véi
nhom thude nay 1a: twong tac duge dong hoc dan dén giam
hép thu hodc thai trir thude va tuong tac dugce luc hoc dan
dén d6i khang tac dung.

Céc thuéc nhom NNRTI va nhém PI chuyén héa qua
hé enzym CYP450 nén c6 kha nang tuong tac vdi céc
thudc khac ciing chuyén hoa qua hé enzym nay. Danh sach
mot sd thude chuyén hoa qua CYP450 dugc liét ké trong
bang 1.2.
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Bang 1.2. Danh siach mdt s6 thudc chuyén héa qua

CYP450
CYP1A2 | CYP2C19| CYP2D6 CYP3A4
Ritonavir, Efavirenz, nevirapin,
Chat | rifampicin, Rifampin, e pi,
. . . . rifampin, phenytoin,
gay |phenytoin, |Rifampin, |phenytoin, .
. . . phenobarbital,
cam |omeprazol, |carbamazepin| phenobarbital, .
. . .’ | carbamazepin,
ung | phenobarbital, carbamazepin 2
S glucocorticoid
nicotin
Thubc nhom PI (theo
thir tw mire do gay trc
. . che: ritonavir,
Ritonavir, Do .
. indinavir, nelfinavir,
S paroxetin, )
. Cimetidin, . amprenavir,
%, [Fluoroquinolon, sertralin, .
Chat| .~ "% ketoconazol, . saquinavir),
R cimetidin, fluoxetin, o
gay |, .. omeprazol, . delavirdin, fluconazol,
; ticlopidin, . cimetidin,
uc i fluoxetin, ) ketoconazol,
« | fluvoxamin, celecoxib, .
che . lansoprazol, . itraconazol,
amiodaron . amiodaron, . e
paroxetin o amiodaron, diltiazem,
quinidin, .
fluvoxamin,
methadon .
nefazolon, fluoxetin,
clarithromycin,
erythromycin
Clarithromycin,
cyclosporin,
Haloperidol, Nelfinavir, Metopyolol, erythromycin,
. lansoprazol, | carvedilol, alprazolam,
theophyllin, . . .
Co . omeprazol, | codein, midazolam, triazolam,
%, | zileuton, . .
chat .. .. |pantoprazol, dextromethophan,| simvastatin,
amitriptylin, |7 .
.| diazepam, | tramadol, lovastatin,
cyclobenzapin . ; TP
phenytoin | venlafaxin atorvastatin, nifedipin,
nisoldipin, felodipin,
nhom PI, sertralin

Tuong tac thude can luu ¥ trong diéu tri ARV duoc mé
ta chi tiét trong Phan 6 - “Tuong tac ctia thudc ARV va cach

XU tr

9

1.




PHAN 2
CAC THUOC DIEU TRI HIV/AIDS

2.1.NHOM UC CHE ENZYM SAO CHEP
NGUQC TUONG TU NUCLEOSID VA
NUCLEOTID (NRTI)

Cho dén nay, c6 8 thudc diéu tri HIV/AIDS thudc
nhom NRTI da dugc nghién ctru va dua vao su dung, bao
gé)m: abacavir, didanosin, emtricitabin, lamivudin,
stavudin, tenofovir, zalcitabin va zidovudin. Tai li€u nay
cung cip cac thong tin vé dugc 1y cua 6 thudc (abacavir,
emtricitabin, lamivudin, stavudin, tenofovir va zidovudin),
trong d6 c6 4 thudc dang duoc str dung trong Chwong trinh
phong, chéng HIV/AIDS tai Viét Nam la abacavir,
lamivudin, tenofovir va zidovudin dé ap dung trong thuc
hanh lam sang.

2.1.1. ABACAVIR

Tén chung qudc té: Abacavir
Tén viét tit: ABC

Ma ATC: JOSAF06

Tén thwong mai

Ziagen (vién nén, hdn dich don thanh phan), Kivexa
(ABC/3TC), Epzicom (ABC/3TC), Trizivir
(ABC/AZT/3TC).
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Dang thudc va ham lrong
Dang don thanh phan:
Vién nén 300 mg, hon dich 20 mg/ml (lo 240 mg).
Dang phéi hop:

Hai thanh phéan: vién nén abacavir 600 mg + lamivudin
300 mg; vién nén (phan tan) abacavir 60 mg + lamivudin
30 mg.

Ba thanh phan: vién nén abacavir 300 mg + zidovudin
300 mg + lamivudin 150 mg; vién nén (phan tan) abacavir
60 mg + zidovudin 60 mg + lamivudin 30 mg.

Duoc Iy va co ché tac dung

Abacavir 1a chét rc ché enzym sao chép nguoc twong
tu nucleosid. Abacavir khong ¢ dang hoat tinh ma phai
chuyén vao trong té bao dé phosphoryl hoa thanh dang hoat
tinh carbovir triphosphat. Co ché tic dung 13 trc ché canh
tranh v&i enzym sao chép nguoc, do d6 ngan can viéc nhan
1€n cua virus.

Chi dinh

Diéu tri HIV cho nguoi 16n va tré em tir 3 thang tudi tro
1én, phdi hop véi cac thude ARV khac. Hién tai cac phac d6
khuyén céo déu tir 3 thudc tro 1én (HAART) dé ngan chan
su khang thudc.
Chdng chi dinh

Man cam v6i abacavir hodc bat cr thanh phan nao cua
ché pham.

Suy gan vura dén nédng.



32 | CACTHUGCDIEU TRIHIV/AIDS

Thén trong

Can dirng ngay va ngung vinh vién abacavir néu gip
cac tridu chimg qua man v6i chat nay. Can giam sat chit
cac triéu chimg qua man trong 2 thang dau (mic du phan
g qua man c6 thé xay ra bét ctr lic nao). Phan ting qua
man nghiém trong, d6i khi gay tir vong c6 thé xay ra lién
quan dén khang nguyén bach cau HLA-B*5701. Sang loc
phat hién dot bién khang nguyén nay (néu c6 thé) trudc khi
diéu tri bang abacavir. Ngimg thudc néu nghi ngd c6 phan
g qua man. Bénh nhan dung lai abacavir sau khi ngimng
thubc c6 nguy co gap phan ting qua man cao cho du khong
gip trude d6; do d6 can tu van nguoi bénh ubng thude déu,
khong ngat quang.

Véi dang phdi hop, can luu y than trong va chong
chi dinh véi ting thudc co trong thanh phan cong thirc
phdi hop.

Suy than:

Khong can hiéu chinh liéu & bénh nhan suy than nhe va
vira nhung khong dung cho bénh nhan suy than giai doan
cudi. Khong dung dang phéi hop [Epzicom® (ABC/3TC),
Trizivir® (ABC/AZT/3TC)] cho bénh nhan c6 d¢ thanh
thai creatinin < 50 ml/phut.

Suy gan:

Than trong véi nhitng nguoi c6 yéu td nguy co vé bénh
gan. Can ngimg ngay thudc néu c6 cac ddu hiéu cua nhiém
toan chuyén hoa hodc chirc ning gan c6 biéu hién xau di
dot ngdt khong rd nguyén nhan.

Khong dung cho bénh nhan suy gan vira va nang. Véi
bénh nhan suy gan nhe (Child-Pugh A, B), c6 thé ding 200
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mg x 2 lan/ngay. Truong hop nay nén chon dang dung dich
dé d& phan liéu. Dang phdi hop [Epzicom® (ABC/3TC),
Trizivir® (ABC/AZT/3TC)]: khong dung cho bénh nhan
& bat ky murc do suy gan nao.
Liéu lwong va cach ding

Nguwoi lon va tré em co can nang >335 kg: 300 mg 2
lan mdi ngay hodc 600 mg udng 1 lan/ngay. Udng khi an
hoac xa bira an.

Dang vién phéi hop ABC 600 mg + 3TC 300 mg: nira
vién mdi lan cach nhau 12 gio.

Dang vién ABC 300 mg + AZT 300 mg + 3TC 150 mg:
mot vién mdi lan cach nhau 12 gio.

Tré em cé can ning <35 kg: Ding dang 1 thanh phan
hodc dang phdi hop, udng 2 lan/ngay. Liéu tinh theo can
nang nhu sau:
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Thoi ky mang thai

Céc nghién ctru trén dong vat cho théy doc tinh trén su
phat trién ctia phoi va thai chudt nhung khong ghi nhan doc
tinh nay trén tho. Cac mo hinh nghién ctru trén dong vat da
chi ra abacavir c6 thé gay di tat thai. Cac dir liéu trén ngudi
vé doc tinh cua abacavir sir dung trong thai ky con han ché.
Abacavir va/hoidc cac chat chuyén héa c6 lién quan da duoc
chi ra c6 thé qua dugc nhau thai ngudi. Khuyén cdo chi st
dung abcavir cho phu nit mang thai néu loi ich vuot troi
nguy co cta thude.

Réi loan chitc ndng ty thé:

Thudc nucleosid va cac thude twong tu nucleosid da
duoc chi ra trén in vitro va in vivo ¢ thé gdy ra cac muc do
ton thuong ty thé khac nhau. Cac trudng hop rdi loan chirc
nang ty thé da duoc ghi nhan trén tré nho c6 HIV (-) ¢6
phoi nhidm véi cac thude twong tu nucleosid trong bao thai
va/hodc sau sinh.

Thaoi ky cho con bu

Nghién ctru trén chudt cho thdy abacavir va cac chat
chuyén hoa bai tiét vao sita. Trén ngudi, abacavir cling bai
tiét vao stra me. Hién khong co6 dir liéu vé d6 an toan cua
abacavir trén tré duéi 3 thang tudi. Khuyén cdo chi sir dung
abacavir cho phu nit cho con bu khi lgi ich diéu trj vuot
trdi so voi nguy co trén tré¢ bu me.

Tac dung khéng mong mudn (ADR)
Thuwong gap, ADR > 1/100

Pau diu, mét moi, rdi loan tiéu hoa (dau bung, budn
nén, non). Cac phan (mg nay thudng gip trong 6 tuan dau
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diéu tri hodc khi diéu tri ngat quang.
It gap, 1/100 < ADR < 1/1000

Sét, ban d0, dau khép, dau co, giam bach cau lympho,
tang triglycerid.

Hiém gap, ADR < 1/1000

Hong ban da dang, hoi ching Stevens-Johnson (SJS)
va hoai tir biéu bi nhiém doc (TEN), phan tng phan vé va
to vong. Loan dudng m& (twong tu hoi chung Cushing),
nhiém toan chuyén hoéa lactic va gan nhiém md, ting nguy
co nhoi méu co tim, di cam.

Huéng din xir tri ADR

Néu gip phan Ung qua min, phai ngirng ngay va
nging vinh vién ABC vi ¢6 thé gy truy mach din dén
tir vong.

Khi gip cac triéu ching tiéu hoa (nén, budn non,
dau bung...), cac ddu hiéu lién quan dén gan (gan to, gan
nhiém m&), cac ddu hiéu than kinh (ké ca di cam), can
theo ddi sat vi co thé dién bién x4u va tai bién de doa
tinh mang.

Qua liéu va xir tri
Thong tin vé dgc tinh cap cua abacavir con han ché.
Liéu cap gay chét trén nguoi chua dugc xac dinh.

Trong truong hop qua lidu abacavir, can giam sat
chit bénh nhan va diéu tri hd trg chirc niang séng. Khong
6 thude gidi doc dac hi¢u. Con chua rd loc mau hodc
tham phan phic mac c6 loai dugc abacavir ra khoi co thé
hay khong.
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Twong tac thudc

Tuong tac thudc can luu y trong diéu tri cta abacavir
duge mo ta chi tiét trong Phan 6 - "Tuong tac thudc cia
thudc ARV va cach xur tri".
P 6n dinh va bio quan

Bédo quan ¢ nhiét do phong (20 - 25°C). Dung dich
udng [Ziagen® (ABC)] c6 thé dé trong t lanh (ngdn mat),
khong dugc lam dong bang.

2.1.2. LAMIVUDIN
Tén chung qudc té: Lamivudine
Tén viét tit: 3TC

Tén khac: (-)-2'-Deoxy-3’-thiacytidine; GR-109714X;
Lamivudiini; Lamivudina; Lamivudinum; Lamiwudyna;
Lavmivudin.

Ma ATC: JOSAF05

Tén thwong mai

Pon thanh phan: Epivir, Zefdavir, Lamivudin Savi,
Larevir.

Phéi hop:

Lamivudin 150 mg + zidovudin 300 mg: Combivir,
Lamzidocom, Lazimidin, Lamozid.

Lamivudin 300 mg + abacavir sulfat 600 mg: Epzicom,
Kivexa.

Lamivudin 150 mg + abacavir sulfat 300 mg+
zidovudin 300 mg: Trizivir
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Lamivudin 150 mg + nevirapin 200 mg + zidovudin
300 mg: Lamzitrio, Efeladin.

Dang thudc va ham lwong
Dang don thanh phan:

Vién nén bao phim 150 mg, 300 mg; Dung dich 10
mg/ml.

Dang phéi hop:

Vién nén bao phim: Lamivudin 150 mg + zidovudin
300 mg; Lamivudin 300 mg + abacavir sulfat 600 mg;
Lamivudin 150 mg + abacavir sulfat 300 mg + zidovudin
300 mg; Lamivudin 150 mg + nevirapin 200 mg +
zidovudin 300 mg.

Duoc Iy va co ché tac dung

Lamivudin thudc nhém e ché enzym sao chép nguoc
twong tu nucleosid, c6 cau tric twong tu 2,3 - dideoxycytidin.
Lamivudin c6 hoat tinh kim virus in vitro d6i véi HIV-1, HIV-
2. Lamivudin cling c6 hoat tinh khang virus viém gan B.
Trong té bao, lamivudin dugc phosphoryl hoa va dugc
chuyén doi nhd cc enzym trong té bao thanh chat chuyén
hoa ¢ hoat tinh 5 - triphosphat. Chat chuyén hoa nay c6 cau
triic twong tur deoxycytidin triphosphat - co chat ty nhién cho
enzym sao chép nguoc. Thude canh tranh voi deoxycytidin
triphosphat tu nhién dé hop nhat vao ADN cua virus boi
enzym sao chép nguoc, gay két thiic som tong hop ADN cua
virus. Lamivudin c6 ddc tinh thap ddi véi té bao.

Khi dung don doc lamivudin dé diéu tri nhiém HIV,
virus d& khang thudc nhanh, do d6 phai dung phdi hop véi
cac thude khang retrovirus khéc.
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Chi dinh

Phdi hop véi cac thude khang retrovirus khac dé diéu
trj nhiém HIV & ngudi 16n (ké ca phy nit mang thai hodc
dang cho con bu) va tré em.

Diéu tri du phong sau phoi nhiém véi HIV.
Chong chi dinh

Phéan tng qua man ning (nhu sé¢ phan vé, hoi chimg
Stevens-Johnson) v&i lamivudin hodc bét ky thanh phan
nao cia thudc.

Thén trong

Nhiém toan chuyén hoa lactic: Nhiém toan chuyén hoa
lactic va chirng gan to murc d9 nang, thodi hoa md gan (do6i
khi gay to vong) da dugc bao cdo & bénh nhan su dung
thuéc NRTI, bao gom ca lamivudin. Than trong khi str
dung & bénh nhan c6 cic yéu té nguy co di biét vé bénh
gan; theo ddi chat bénh nhan trong khi dung thudc. Can
ngimg diéu tri néu cé cac dau hiéu 1am sang hodc xét
nghiém goi ¥ nhiém toan chuyén hoa lactic va ddc tinh trén
gan (nhu gan to, thoai héa md ngay ca khi khong co6 tang
0 rét hoat d§ transaminase trong huyét thanh).

Bénh nhan suy than (d¢ thanh thai creatinin < 50
ml/phut) c6 thé bi ting nguy co tac dung khong mong
mudn ctia thude. Giam liéu lamivudin ¢ nhitng bénh nhan
nay.

Bénh nhan dung lamivudin va peginterferon alfa (hoac
interferon alfa) cung (hoac khong cung) ribavirin phai theo
dbi chit doc tinh, ddc biét bénh gan mat bu.

Réi loan chuyén hoa lipid: Dung thubc khang
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retrovirus ¢ thé dan t&i roi loan phan bé mé& hodc tich lity
md trong co thé.

Khong ding lamivudin hodc dang vién phdi hop nao
c6 lamivudin dong thoi véi bat ky ché pham nao co
emtricitabin.

Dang vién phdi hop c6 abacavir c6 thé gay phan ting
qué man nghiém trong, doi khi gay tir vong, lién quan dén
khang nguyén bach cau HLA-B*5701. Sang loc phat hién
d6t bién khang nguyén nay (néu co thé) trude khi diéu tri
bang abacavir. Ngirng thudc néu nghi ngd c6 phan tng
quéa man.

Trong dang vién phdi hop c6 zidovudin, lru y ddc tinh
vO1 mau (thiéu mau ndng, giam bach cau trung tinh) cua
zidovudin, bénh co khi dung zidovudin kéo dai.

Tré em diéu tri nhiém HIV bang lamivudin két hop
zidovudin da gap di cam va bénh than kinh ngoai bién to1
15%.

Viém tuy (mot s6 truong hop tir vong) da xay ra ¢ 14-
18% tré dung lamivudin don thuan hodc phdi hop véi cac
thudc khang retrovirus khac. Néu c6 dau hiéu 1am sang va
xét nghiém goi ¥ viém tuy, phai ngimg thudc ngay.

Hoi chiing viém phuc hoi mién dich: Tinh trang lam
sang cua ngudi nhiém HIV xdu di mot cach bat thuong
trong vai tuan sau khi diéu tri bang thudc khang HIV, do
tang dap ing ciia co thé trong qua trinh phuc hoi hé thong
mién dich, véi sy xuat hién céc triéu chimg cta bénh nhiém
tring co hoi trong khi c6 dap tmg tot vé mién dich va virus.

Nguoi li tau xe, van hanh may moéc: Chua c6 nghién
ctru day du vé kha nang van hanh may moc, tau xe khi dung
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lamivudin. Tuy nhién, can chu ¥ ti tinh trang 1am sang ctia
bénh nhan va cac tac dung khong mong mudn cé thé xay
ra lién quan dén kha nang van hanh may méc, tau xe (dau
dau, chéng mat, mét ngu, co giat, ting truong luc, bénh
than kinh ngoai bién, di cam).

Liéu lwong va cach dung
Phai phdi hop lamivudin vé&i cac thudc khang

retrovirus khac theo cac phac do trong “Hudng dan quén 1y,
diéu tri va cham s6c HIV/AIDS” nam 2015 cua BO Y Té.
Diéu tri HIV

Nguwoi I6n va tré em ¢é cdn nang > 35 kg: ubng 150
mg 2 1an mdi ngay, hodc udng 300 mg 1 1an trong ngay. C6
thé udng thudc luc déi hodc luc no. Uu tién dung vién phbi
hop c6 dinh lidu.

Tré em co can nang < 35 kg:

Liéu ding dang don chat: Liéu dung mot 1an, ngay 2
lan nhu sau:

Vién nén phan tan 30 mg hoac dung dich 10 mg/ml:
Tré 3,0 - 5,9 kg: Moi lan 1 vién hodc 3 ml; 6,0 - 9,9 kg:
M&i lan 1,5 vién hodc 4 ml; 10,0 - 13,9 kg: Mi 1an 2 vién
hodc 6 ml; 14,0 - 19,9 kg: M&i lan 2,5 vién; 20,0 - 24,9 kg:
Mbi l1an 3 vién.

Vién nén 150 mg: Tré 25,0 - 34,9 kg: Moi lan 1 vién,
ngay 2 lan.

Liéu diing dang vién phoi hop liéu cé dinh:

Liéu thubc vién phéi hop liéu ¢d dinh ubng mot lan,
ngay 2 lan theo bang sau:
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Liéu thudc vién phdi hop liéu ¢b dinh udng mdi ngay
mot 1an: Vién phéi hop ABC/3TC:

Vién nén (phan tan) 60/30 mg: 3,0 - 5,9 kg: 2 vién; 6,0
- 9,9 kg: 3 vién; 10,0 - 13,9 kg: 4 vién; 14,0 - 19,9 kg: 5
vién; 20,0 - 24,9 kg: 6 vién.

Vién nén 600/300 mg: 25,0 -34,9 kg: 1 vién.
Diéu tri dw phong sau phoi nhiém véi HIV

Lamivudin phdi hop véi cac thude khang retrovirus
khac dé diéu tri dy phong sau phoi nhiém véi HIV cho tit
ca cac ddi twong c6 nguy co lay nhiém HIV. Dy phong nén
bt ddu cang sém cang tot, tot nhat trong vong 72 gid sau
phoi nhidém. Mdi 1an udng 150 mg, ngay 2 lan, hodc udng
300 mg, mdi ngdy mot lan trong 28 ngay, phdi hop véi cac
thudc khang retrovirus khéc.

Liéu diing trong mét sé trwong hop dic biét

Suy than: Diéu chinh lidu & ngudi suy than (> 16 tudi,
> 30 kg) theo d6 thanh thai creatinin:

Do thanh thai creatinin 30 - 49 ml/phut: 150 mg, ngay
1 1an; Do thanh thai creatinin 15 - 29 ml/phut: ngay dau
150 mg, nhiing ngay sau 100 mg, ngay 1 lan; Do thanh thai
creatinin 5 - 14 ml/phut: ngay dau 150 mg, nhiing ngay sau
50 mg, ngay 1 lan; Do thanh thai creatinin < 5 ml/phut:
ngay dau 50 mg, nhitng ngay sau 25 mg, ngay 1 lan.

Suy gan: Khong can diéu chinh liéu.

Khong dung dang vién phéi hop lidu ¢b dinh & nguoi
bénh suy than (dd thanh thai creatinin < 50 ml/phut) hoac
suy gan bat ky muc do nao.
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Nguroi cao tuoi: Nguoi cao tudi co6 thé giam chirc nang
than, gan, tim, nén than trong khi lya chon liéu dung.

Thoi ky mang thai

Phéi hop lamivudin véi cac thude khang retrovirus
khac c6 thé duge chi dinh cho tat ca phu nit mang thai
nhiém HIV khong phu thudc giai doan 1dm sang va sd
lugng té bao CD4, khong phu thudc céc giai doan cua thai
ky. Diéu tri trong sudt thoi ky mang thai, trong khi chuyén
da/sinh, sau khi sinh con va tiép tuc diéu tri sudt doi.

Thoi ky cho con bu

Lamivudin bai tiét vao sita me; tuy nhién, phéi hop
lamivudin v&i cac thude khang retrovirus khac c¢6 thé duge
chi dinh cho tit ca cac ba me nhiém HIV cho con ba khong
phu thudc giai doan 1dm sang va s6 lugng té bao CD4.
Tac dung khong mong muén (ADR)

Lamivudin thuong dung nap tt, doc tinh thap. Tuy
nhién, c¢6 thé c¢6 cic tac dung khong mong mudn khi
lamivudin dung riéng hodc phdi hop véi cac thude khang
retrovirus khac dé diéu tri nhiém HIV.

Rat thwong gdp, ADR > 10/100

TKTW: Pau dau, mat ng, khé chiu, mét moi.

Tiéu hoéa: Budn nén, non, ia chay, viém tuy, dau bung.
Huyét hoc: Giam bach cau trung tinh.

Gan: Tang céc transaminase AST, ALT.

Than kinh - co va xuong: Pau co, bénh day than kinh
ngoai bién, dau co - xuong.
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Ho6 hép: Dau hiéu va triéu chirng ¢ miii, ho, dau hong.

Khac: Nhiém khuan (gém ca nhiém khuan tai, miii,
hong).

Thuong gap, ADR 1/100 - 10/100
TKTW: Chong mat, trAm cam, sot, rét run.
Da: Nbi man.

Ti€u hoa: Chén an, tang lipase, dau quan bung, kho
ti€u, tang amylase, cam giac bong rat da day.

Huyét hoc: Giam tiéu cau, c6 hemoglobin trong huyét
tuong.

Than kinh co va xwong: Tang creatin phosphokinase,
dau khop.

It gdp va hiém gap, ADR < 1/100

Than kinh - co: Di cam, nhuoc co, tiéu co van, bénh
than kinh ngoai bién, co giat, hanh vi bat thuong.

Huyét hoc: Thiéu mau, thiéu san héng cAu, sung hach
bach huyét.

Toan than: Phan v¢, hdi chiig phuc hoi mién dich, roi
loan phan bé md, tich ma.

Gan- lach: Gan to, ting bilirubin huyét thanh, viém gan
virus B nang thém, lach to.

Chuyén héa: Tang triglycerid huyét, ting cholesterol
huyét, khang insulin, ting dudng huyét, ting lactat huyét.

Da: Ngura, rung toc, ndi ban.

Khac: Viém miéng, tho rit, hoai tir xuong.
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Huéng dan xir tri ADR

Cac ADR nhe c6 thé tu khoi. Theo ddi cac tac dung
khong mong mudn va diéu tri triéu chimg. Thay thudc khac
néu cac tic dung khong mong mudn & muc do ning.

Ngtrng thudc néu hoat do transaminase tang nhanh,
gan to tién trién.

Néu c6 diu hiéu 1am sang va xét nghiém goi y viém
tuy, phai ngimg thudc ngay.

Hoi chung viém phuc hdi mién dich: Truong hop nhe,
triéu chimg cé thé tu hét, khong can diéu tri. Truong hop
trung binh dén nang: Tiép tuc dung thudc khang retrovirus,
dong thoi diéu tri cac nhiém tring co hoi bang thude khang
vi sinh vat va methylprednisolon hodc prednison véi lidu
0,5 mg/kg/ngay, trong 5 - 10 ngay. Néu tinh trang bénh qué
ning, c6 nguy co de doa tinh mang do tuong téc giita thudc
khang retrovirus véi thude diéu tri nhiém trung co hoi, co
thé ngimg diéu tri thudc khang retrovirus tam thoi, sau d6
dung lai thudc khéng retrovirus voi phac dd nhu ci.

Qua liéu va xir tri

C6 rat it thong tin vé qua lidu. Néu xdy ra qua liéu, theo
ddi bénh nhan va diéu trj hd trg. Khong c6 thude giai doc.
Tham tach méau trong 4 gi hodc tham tach mang bung it
loai trir dugc lamivudin. Khong biét rd thAm tach mau lién
tuc trong 24 gio ¢6 loi ich 1am sang nao trong diéu tri qua
lidu lamivudin hay khong.

Twong tac thude

Tuong tac thude can luu ¥ trong diéu tri cua lamivudin
duge mo ta chi tiét trong Phan 6 - "Tuong tac thudc cia
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thuoc ARV va céach xu tri".
Do on dinh va bao quan

Bio quan vién nén lamivudin & 25°C (c6 thé tir 15 -
30°C). Dung dich udng lamivudin bao quan & 20 - 25°C,
trong lo kin. Vién nén két hop lamivudin va zidovudin bao
quan ¢ 2 - 30°C. Vién nén két hop lamivudin, abacavir
sulfat va vién nén két hop lamivudin, abacavir sulfat,
zidovudin bao quan & 25°C (c6 thé tir 15 - 30°C).

2.1.3. TENOFOVIR
Tén chung qudc té: Tenofovir
Tén viét tit: TDF

Tén khac: Tenofovir Disoproxil Fum, Tenofovir
Disoproxil Fumarate

Ma ATC: JOSAF07

Tén thwong mai

Don thanh phén: Viread, Tenozet; Leuzan; Virakam,
Ricovir; Doro; Hepsyl; Hiviro; Sotacar; Tenoviral;
Zentovir.

Phéi hop: Atripla; Mivuten; Telavir; Truvada; Eviplera;
Stribild; Tenvir EM; Adco Emtevir; Didivir; Tyricten;
RicovirEm; Complera.

Dang thudc va ham lwong
Thudc bot 40 mg.

Vién nén 150 mg, 200 mg, 250 mg va 300 mg tenofovir
disoproxil fumarat.
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Vién nén két hop 2 thude: Tenofovir disoproxil fumarat
300 mg + emtricitabin 200 mg.

Vién nén két hop 3 thudc: Tenofovir disoproxil fumarat
300 mg + emtricitabin 200 mg + efavirenz 600 mg (hoac
rilpivirin hydrochlorid 25 mg).

Vién nén két hop 4 thude: Tenofovir disoproxil fumarat
300 mg + emtricitabin 200 mg + envitegravir 150 mg +
cobicistat 150 mg.

300 mg tenofovir disoproxil fumarat tuong duong voi
khoang 245 mg tenofovir disoproxil hay khoang 136 mg
tenofovir dang base.

Duoc Iy va co ché tac dung

Tenofovir disoproxil fumarat 1a ester fumarat cua
tenofovir disoproxil. Tenofovir disoproxil dugc hap thu va
chuyén hoa thanh dang c6 hoat tinh tenofovir
monophosphat. Sau dé, trong té bao dugec chuyén thanh
tenofovir diphosphat. Dang diphosphat ndy s& gan vao
ADN, tic ché canh tranh enzym sao chép nguoc ctia HIV
lam ngimng tong hop ADN ctia HIV-1.

Thudc cling rc ché polymerase cta virus viém gan B.
Chi dinh

Diéu tri nhidém HIV-1 & ngudi 16n va tré em trén 2 tudi
(dung két hop voéi cac thude khang retrovirus khac).

Dy phong phoi nhim cho nhén vién y té hodc nguoi
phai tiép xuc voi cac bénh pham (mau, dich co thé...) ¢6
nguy co lay nhiém HIV (dung phdi hop véi cac thude
khang retrovirus khac).
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Chong chi dinh
Man cam véi tenofovir va cac thanh phan cta thude.
Tré em dudi 2 tudi.

Than trong

Do nguy co gia ting HIV khang thudc, khong ding
tenofovir don doc chi véi muc dich diéu tri viem gan B cho
bénh nhan viém gan B c6 dong nhiém HIV.

Can than trong khi dung tenofovir cho ngudi bénh c6
cac yéu tb nguy co khac vé bénh gan, dac bi¢t nguoi bénh
ddng nhiém viém gan C dang dung interferon alpha va
ribavirin. Néu nguoi bénh ddng nhidm viém gan B, khi
ngimg tenofovir, co thé nguy co bénh viém gan ning [én,
do d6 phai giam sat chtrc ndng gan ¢ ngudi bénh nay it nhat
vai thang.

Than trong khi dung tenofovir & bénh nhéan suy than
(khong chi dinh tenofovir khi mitrc loc cau than udc tinh dudi
10 ml/phat); giam lidu khi do thanh thai creatinin dudi 50
ml/phiit. Can giam sat chirc nang than va phosphat huyét
thanh trude khi bat dau diéu tri, lam xét nghiém ctr 4 tuan
mot 1an trong ndm dau diéu tri va sau d6 3 thang mot lan.
Bénh nhan c6 tién st suy than hodc ¢ yéu té nguy co (cao
tudi, taing huyét ap, dong nhiém virus viém gan, thanh thai
creatinin thap, s6 lugng CD4 thap va dung phdi hop véi thude
{rc ché protease) can giam sat thudng xuyén hon. Than trong
khi str dung phdi hop vai thude co doc tinh trén than.

Hoi chimg viém phuc hdi mién dich c6 thé gap trong
vai tuan sau diéu tri thudc ARV duoc thé hién b?mg dién
bién 1am sang ning 1én hodc nhiém trung co hoi trong khi
c6 dap tng t6t vé mién dich va tai luong virus.
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Tenofovir ¢6 thé lam giam mat d6 xuong, do d6 can
theo ddi cac triéu ching bat thuong vé xwong, nhat 1a
nhirng ngudi bénh co tién sir bi giy xwong hoic c6 nguy co
lodng xwong (giam khéi xuong). Pdi voi nhitng bénh nhan
nay can bo sung calci va vitamin D.

Liéu lwong va cach dung

Piéu tri nhiém HIV (két hop véi thude khang retrovirus
khac)

Theo Hudng din qudc gia vé quan 1y, diéu tri va cham
soc HIV/AIDS nam 2015, lidu dung cua tenofovir dugc
khuyén cdo nhu sau:

Ngueoi lon va tré em co can nang > 35 kg: 300 mg x 1
lan/ngay.

Tré em ¢6 cdn ndng < 35 kg: Liéu dich 8 mg/kg hoic
200 mg/m? (t6i da 300 mg), cu thé nhu sau:

Kich c& . |S6lwgng
thia o e T Ham | yién nén
dong b(')t 0 u’(.)’ng 1a noac vien nen lqung theo cﬁn

(mg) th}eo cin najmg‘, vien | njng, 1
hoic 1 lan trong ngay thube |1ar ¢ (,) ng
ham cua ngay
o 100-| 14.0- | 20,0- "&x
vién - - 5U= | 18,0=1 40,071 16n -
thude 30- | &0 13,9 | 19,9 | 249 | (mg) 25,0-34,9
(mg) g g g
Thia
dong bot| ) : ) )
uong 40 1 (200
mg/thia 300 mg)*
Vien mg | hodc 1
¢ 1 1 :
R | " - - | (150 | (200 (300 mg)
mg hodc ) | me)
200 mg
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* Vien 200 mg nén dung cho tré co can nang 25,0-29,9 kg va
vién 300 mg nén dung cho tré 30,0-34,9 kg.

Theo tai liéu tra ctu Thong tin thudc truc tuyén
Micromedex, liéu dung cho tré em dugc khuyén cdo nhu sau:

Tré em > 2 tudi va can nang > 17 kg: Can nang 17 - 22
kg: 150 mg x 1 lan/ngay; 22 - 28 kg: 200 mg x 1 lan/ngay;
28 - 35kg: 250 mg x 1 lan/ngay.

Hodc tré em 2-12 tudi: 8 mg/kg (t6i da 300 mg) x 1
lan/ngay.

Bénh nhan suy than: Hi¢u chinh lidu theo do thanh thai
creatinin huyét thanh: Néu bénh nhan c6 d6 thanh thai tir 50
ml/phut tr 1én ding 300 mg mot 1an mdi ngay; tir 30 dén
49 ml/phat dung 300 mg mot 1an, 2 ngay dung 1 1an; tir 10
dén 29 ml/phit ding 300 mg mot lan, 3 - 4 ngay ding mot
lan; dudi 10 ml/phut va khong loc mau khong khuyén co
str dung. Bénh nhan loc mau: 300 mg mot lan, 7 ngay ding
mét 1an hodc 12 gi0 sau chay than dung mot lan.

Bénh nhan suy gan: Khong can diéu chinh liéu.

Phong nhiém HIV cho ngwoi I6n bi phoi nhiém véi
HIV-1 (két hop véi cac thude khang retrovirus khac): 300
mg x 1 lan/ngay, trong 4 tuan néu duoc dung nap tot.

Thoi ky mang thai

Phéi hop tenofovir véi cac thude khang retrovirus khac
c6 thé duoc chi dinh cho tat ca phy nit mang thai nhidm
HIV khong phu thudc giai doan 14m sang va sb luong té
bao CD4, khong phu thudc céc giai doan cua thai ky. Piéu
tri trong sudt thoi ky mang thai, trong khi chuyén da/sinh,
sau khi sinh con va tiép tuc diéu tri sudt doi.
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Thoi ky cho con bu

Tenoforvir bai tiét vao sita me; tuy nhién,; phéi hop
tenofovir voi cac thude khang retrovirus khac c6 thé dugc
chi dinh cho tat ca cac ba me nhidm HIV cho con bu khong
phu thudc giai doan 1am sang va s6 luong té bao CDA4.
Tac dung khong mong mudn (ADR)

Thuong gdp, ADR > 1/100

Toan than: Suy nhugc, mét mdi, dau dau, chong mat.

Trén tiéu hoa: Chan an, dau chudng bung, ti€u chay,
kho tiéu, day hoi, budén nén va non.

Co xuong: Giam mat d xuong, tang CPK khong trié¢u
chung.

Huyét hoc: Giam bach cau trung tinh.

Hoa sinh: Tang transaminase, glucose ni¢u, giam
phosphat huyét.

Tac dung khong mong mudn khac: Phat ban.

It gap va hiém gap, ADR < 1/100

Doc véi than véi dac trung 1a hdi chung Fanconi (ha
phosphat mau, ha acid uric méu, protein ni¢u, glucose ni¢u
& nguoi glucose mau binh thuong); tiéu co van; nhiém toan
chuyén hoa lactic; gan nhiém mé; ting amylase huyét
thanh va viém tuy.
Huéng din xir tri ADR

Neéu c6 cac biéu hién cua ton thuong gan nhu: nong do
transaminase ting nhanh, gan to, gan nhiem ma tién trién,
nhiém toan chuyén hoa hodc nhiém toan chuyén hoéa lactic
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khong rd nguyén nhan can can nhac ngung thuoc.

Néu ndng do phosphat huyét thanh giam nhiéu hoic
thanh thai creatinin dudi 50 ml/phut, phai danh gia chuc
ning than trong vong 1 tudn va phai diéu chinh khoang
cach giita cac lidu dung.

Néu xay ra hoi chimg viém phuc hoi mién dich tir mirc
trung binh dén nang can két hop thude diéu tri nhidm tring
co hdi voi1 methylprednisolon (hodc prednisolon).

Qua liéu va xir tri

Chua c6 s6 lidu day du vé qua lidu. Néu qua liu can
diéu tri triéu ching va diéu tri hd tro. Tham phan mang
bung hodc tham phan méau cé thé lam ting téc do dao thai

tenofovir.

Twong tac thube

Tuong tac thudc can luu ¥ trong diéu tri cia tenofovir
duogc mo ta chi tiét trong Phan 6 - "Tuong tac thudc cua
thudc ARV va cach xir tri".

Do on dinh va bao quan

Bédo quan ¢ nhiét do phong tir 15 - 30°C trong cac chai
lo nut kin.

2.1.4. ZIDOVUDIN
Tén chung quéc té: Zidovudine
Tén viét tit: AZT hoic ZDV

Tén Kkhac: Azidodeoxythymidine; Azidothymidine;
Compound-S; Tsidovudiini; Zidovudina; Zidovudinas;
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Zidovudinum; Zydowudyna.
Ma ATC: JOSAFO1

Tén thwong mai

Pon thanh phan: Retrovir, MST zidovudin, Shrostar
Capsule, Zido-H 300, Zidovudin STADA.

Phéi hop:
Zidovudin 300 mg + lamivudin 150 mg: Combivir,

Lamzidocom, Lazimidin, Lamozid.

Zidovudin 300 mg + lamivudin 150 mg + abacavir
sulfat 300 mg: Trizivir.

Zidovudin 300 mg + lamivudin 150 mg + nevirapin
200 mg: Lamzitrio, Efeladin.

Dang thudc va ham lwong
Dang don thanh phan:

Vién nang 100 mg, 250 mg. Vién nén 100 mg, 300 mg.
Vién nén phan tan 60 mg. Siro 50 mg/5 ml. Dich truyén
(dung dich dam dac dé pha dich truyén) 10 mg/ml, 1o 20 ml.

Dang phdi hop:

Vién nén bao phim: zidovudin 300 mg + lamivudin
150 mg; zidovudin 300 mg + abacavir sulfat 300 mg +
lamivudin 150 mg; zidovudin 300 mg + lamivudin 150 mg
+ nevirapin 200 mg.

Vién nén phan tan: zidovudin 60 mg + lamivudin 30
mg; zidovudin 60 mg + lamivudin 30 mg + nevirapin 50
mg; zidovudin 60 mg + abacavir sulfat 60 mg + lamivudin
30 mg.
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Dugc Iy va co ché tac dung

Zidovudin thudc nhém trc ché enzym sao chép nguoc
tuong tu nucleosid. Zidovudin 1a mot chét tuong tu
thymidin c6 tac dung uc ché su sao chép cua cac retrovirus,
bao gdm ca virus giy suy giam mién dich & ngudi (HIV).
Thudc dugc chuyén thanh zidovudin monophosphat boi
thymidin kinase ctia té bao, roi sau ctng thanh zidovudin
triphosphat nhd mot sé enzym khac cia té bao. Dang nay
tac dung trén ADN polymerase cua virus (enzym sao chép
nguoc) bang cach canh tranh véi cac deoxynucleosid khac
ctia t& bao va tac dung nhu mot chét két thic chudi tong
hop ADN. Sy tic ché canh tranh enzym sao chép nguoc cua
HIV manh hon gip 100 lin so v&i sy @c ché ADN
polymerase cua té bao.

Chi dinh

Phoi hop voi cac thuoe khang retrovirus khac dé diéu
tr1 HIV ¢ nguoi 16n va tré em.

Diéu tri du phong cho tré sinh ra tir me nhiém HIV khi
khong c6 nevirapin hoac di ng véi nevirapin.

Phéi hop véi cac thude khang retrovirus khac dé diéu
tri du phong sau phoi nhiém véi HIV.
Chong chi dinh

Tién sir c6 cic phan Gmg qua man ning de doa tinh
mang (nhu soc phan v¢, hdi ching Stevens-Johnson) véi
zidovudin hodc bat ctr thanh phan nao cta thude.

Giam bach cau trung tinh dudi 0,75 x 109/1 hodc giam
hemoglobin dudi 8,0 g/dl.

Tré so sinh bi ting bilirubin huyét thanh can diéu tri
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khac ngoai liéu phép anh sdng hodc tang transaminase trén
5 lan mirc trén cta gidi han binh thuong.

Réi loan chuyén hoa porphyrin cip.
Than trong

Tac dung khong mong mudn trén hé tao mau: thiéu
mau, giam bach cau trung tinh, giam bach ciu (thudng
1a tht phat sau giam bach cau trung tinh) c6 thé xay ra
khi dung zidovudin. Can theo ddi chit ché cong thirc
mau, dac biét & nguoi ¢é can nang thép, sb luong CD4
thap va bénh tién trién. Nging str dung néu hemoglobin
giam duéi 8,0 g/dl hodc bach cau trung tinh giam dudi
0,75 x 109/1.

Khoéng nén phdi hop zidovudin véi ribavirin ¢ bénh
nhan déng nhiém HIV va viém gan C, do 1am ting nguy co
thiéu mau.

Nhiém toan lactic: Nhidm toan chuyén héa lactic va
chtirng gan to muc do nang, gan thoai hoa md (doi khi gay
tr vong) di duoc bao cao & bénh nhan sir dung thudc
NRTI, bao g6m ca zidovudin. Than trong khi st dung ¢
bénh nhan bi gan to, viém gan hoic c6 cac yéu td nguy co
khéc vé bénh gan; theo ddi chdt bénh nhan trong khi dung
thudc. Can nging diéu tri néu xdy ra tang acid lactic mau
va nhidm toan chuyén hoa lactic, gan to tién trién hodc ting
nhanh transaminase.

Vi zidovudin dugc thai trir chil yéu qua than sau khi
chuyén hoa & gan, nén ¢ nhitng bénh nhan suy than hoic
suy gan co thé ting nguy co doc tinh cua thude. Poc tinh
trén huyét hoc c6 thé ting & bénh nhan suy gan ning. Giam
lidu zidovudin ¢ bénh nhan suy than ning.
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Hoi chirng viém phuc hoi mién dich: Tinh trang lam
sang clia ngudi nhidm HIV x4u di mot cach bat thuong
trong vai tuan sau khi diéu trji bang thudc khang HIV, do
tang dap ing ciia co thé trong qua trinh phuc hoi hé thong
mién dich, v&i sy xuét hién céac triéu chung ctua bénh
nhiém tring co hoi trong khi c6 dap ung tot vé mién dich
va virus.

Bénh co hoac viém co co6 thé xdy ra khi dung lau dai
zidovudin. Theo doi céc triéu chung va xét nghiém cac
enzym co (creatin kinase, LDH).

Réi loan chuyén hoa lipid: Dung thubc khang
retrovirus c6 thé dan t&i rdi loan phan b m& hodc tich lity
md trong co thé.

Hoai tir xuong da gip & bénh nhan nhiém HIV & giai
doan bénh tién trién hodc sau khi dung tri liéu phdi hop
thudc khang retrovirus kéo dai.

Nguoi lai tau xe va van hanh may moéc: Chua co
nghién ctru day du trén kha ning 1ai xe va van hanh may
moc khi dung zidovudin. Tuy nhién can chi ¥ téi tinh trang
1am sang cua bénh nhan va cac tac dung khong mong mudn
c6 thé xay ra lién quan dén kha nang van hanh may moc,
tau xe (dau dau, chong mit, ving ¥ thie, budn ngu, co
giat...).

Liéu lwong va cach dung

Phéi hop zidovudin véi cac thude khang retrovirus
khac theo cac phac do trong “Hudng dan quan 1y, diéu tri
va cham séc HIV/AIDS” clia Bo Y T¢.

Piéu tri HIV
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Nguoi lon va tré em co can nang > 35 kg:

Dang don chat: M&i 1an udng 250 - 300 mg, ngay 2
lan. C6 thé udng thudc lac d6i hodc luc no.

Dang vién phéi hop liéu co dinh:

Vién phdi hop zidovudin 300 mg + lamivudin 150 mg:
MG&i 1an udng 1 vién, ngay 2 lan.

Vién phdi hop zidovudin 300 mg + abacavir sulfat 300
mg + lamivudin 150 mg: Dung cho ngudi > 40 kg. Mdi lan
udng 1 vién, ngay 2 lan.

Vién phéi hop zidovudin 300 mg + lamivudin 150 mg
+ nevirapin 200 mg: Trong 14 ngay dau, diéu tri bang vién
don chat nevirapin 200 mg, mdi ngay 1 lan (cung voi
zidovudin 250 - 300 mg va lamivudin 150 mg, ngay 2 lan).
Sau d6 méi duge ding dang vién phdi hop nay: Mdi lan
udng 1 vién, ngay 2 lan.

Tré em co can nang < 35 kg:

Dang don chat: Liéu ding mot 1an, ngay 2 1an nhu sau:

Vién nén phan tan 60 mg hoac dung dich 10 mg/ml:
Tré 3,0 - 5,9 kg: Moi lan 1 vién hodc 6 ml; 6,0 - 9,9 kg:
MB&i 1an 1,5 vién hodc 9 ml; 10,0 - 13,9 kg: Mi 1an 2 vién
hodc 12 ml; 14,0 - 19,9 kg: MB&i 1an 2,5 vién; 20,0 - 24,9 kg:
Mbi lan 3 vién.

Vién nén 300 mg: Tré 25,0 - 34,9 kg: Moi lan 1 vién,
ngay 2 lan.

Dang vién phoi hop liéu c6 dinh: Liéu ubng mot lan,
ngdy 2 lan nhu sau:
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AZT/ AZT/3TC/ ABC/AZT/
3TC NVP 3TC
Vién Vién Vién

N . nén Vién nén Vién nén Vién
Can nang phan | nén | phan | nén | phan | nén
(kg) tan [300/150 tan [300/150 tan |300/300
60/30 | mg | 60/30 /200 mg 60/60 /150 mg
mg | (vien/ |/50 mg| (vién/ |/30 mg| (vién/
(viéen/ | lan) | (viéen/ | lan) | (vién/ | lan)

lan) lan) lan)
3,0-5,9 1 - 1 - 1 -
6,0-9,9 | 1,5 2 1,5 5 1,5 -
10,0-13,9 2 - 2 - 2 -
14,0-19,9| 2,5 2 2,5 5 2,5 .
20,0-249| 3 - 3 - 3 -
250-349| - 1 . 1 . 1

Piéu tri dw phong cho tré sinh ra tir me nhiém HIV:

Liéu lwong AZT udng

Tré tir 6 tudn tudi tré xudng hang ngay

Can nang khi sinh <2000 g | Mdi lan 2 mg/kg, ngay 2 lan

Can nang khi sinh 2000 - 2499 g| Mbi lan 10 mg, ngay 2 lan

Can nang khi sinh > 2500 g Mbi lan 15 mg, ngay 2 lan

Néu khéng thé uong dwoc, ding dwong truyén tinh
mach: Pha lodng thudc trong dung dich glucose 5% dén
nong do < 4 mg/ml.

Diéu tri nhiém HIV: Ngudi 16n: Mdi lan truyén 1 - 2
mg/kg trong 60 phit, cach 4 gid truyén mot lan; Tré em:
MB&i 1an truyén 80 - 160 mg/m?, cach 6 gid truyén mot lan.
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Tré so sinh truyén tinh mach trong 30 phiit.

Diéu tri du phong cho tré tir 6 tuan tudi tré xudng, sinh
ra tr me nhiém HIV: Mbi lan truyén 1,5 mg/kg trong 30
phut, cach 6 gid truyén mot lan.

Chuyén sang duong ubng ngay khi cé thé udng duoc.
Piéu tri dw phong sau phoi nhiém véi HIV

Zidovudin phdi hop véi cac thudc khang retrovirus
khac dé diéu tri du phong sau phoi nhiém véi HIV cho tat
ca cac dbi twong c6 nguy co 1ay nhidém HIV. Dy phong nén
bét dau cang sém cang tot, tot nhit trong vong 72 gid sau
phoi nhidm. Mdi 1an ubng 250 - 300 mg, ngay 2 lan trong
28 ngay, phdi hop véi cac thude khang retrovirus khac.

Liéu diing trong mét sé trieong hop déc biét

Suy thdn: Zidovudin thai trir cha yéu qua than sau khi
dugc chuyén hoa tai gan nén can giam liéu thude trén bénh
nhan suy than nang (d9 thanh thai creatinin < 15 ml/phut).
Bénh nhan suy than giai doan cudi dang chay than nhan
tao hodc loc mang bung dung li¢u nhu sau: 100 mg ding
duong udng mdi 6 - 8 gid hodc 1 mg/kg can ning dung
duong tinh mach mdi 6 - 8 gio.

Suy gan: Hién dir liéu huéng din cy thé vé viéc hiéu
chinh liéu zidovudin trén bénh nhan suy giam chirc ning
gan muc d6 nhe dén trung binh va bénh nhan xo gan con
han ché. Nhin chung, khuyén céo giam liéu thudc va theo
ddi thuong xuyén dé phat hién cac dau hiéu doc tinh trén
gan d6i véi nhitng bénh nhan nay.

Ngueoi cao tudi: Nguoi cao tudi c¢6 thé giam chirc nang
than, gan, tim, nén thén trong khi chon lidu dung.
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Khong dung dang vién phdi hop lidu ¢b dinh & nguoi
bénh suy than (46 thanh thai creatinin < 50 ml/phut) hoac
suy gan bat ky muc do nao.

Thoi ky mang thai

Céc nghién ctru trén dong vat (chudt va tho) cho thiy
bang chimg thudc c6 thé giy doc thai va lam ting nguy co
gy di tat thai. Trén nguoi, viéc st dung zidovudin trong
qué trinh mang thai lam giam ty 1& 1y truyén HIV me-con
tir 24,9% dbi véi tré c6 me st dung gia dugc so véi 7,8%
trén nhom tré ¢6 me diéu tri béng zidovudin. Khong c6 sy
khac biét vé ty 1& xdy ra cac tac dung khong mong mudn
giita nhom duing thude va nhoém dbi ching. Do d6, can than
trong cAn nhic loi ich/nguy co va cac lidu phap thay thé
khi quyét dinh sir dung zidovudin cho phu nit mang thai.

Thoi ky cho con b

Zidovudin bai tiét dugc vao sita me. Sau khi dung liéu
don 200 mg zidovudin trén 13 phu nit nhiém HIV, ndng do
zidovudin trung binh do duoc trong sira me va trong huyét
thanh 1a twvong duong nhau. Do do, chi st dung zidovudin
cho phu n@r cho con bu néu loi ich diéu trj vuot troi so véi
nguy co trén tré bu me.

Tac dung khéng mong muén (ADR)

Pic diém vé tac dung khong mong mudén cua
zidovudin ¢ nguoi 16n va tré em twong tu nhau. Tac dung
khong mong mudén nghiém trong nhat gém: thiéu mau,
giam bach cau trung tinh va giam bach cau.

Doi khi xay ra ton thuong co, 161 loan chuyén hoa lipid
va nhiém sic t6 mong khi dung 1au dai.
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Rat thuong gdp, ADR > 1/10
Than kinh: Dau dau.

Tiéu hoa: Budn nén.

Thuong gap, 1/100 < ADR < 1/10

Huyét hoc: Thiéu mau, giam bach cau trung tinh, giam
bach cau.

Thén kinh: Chong mit.
Ti€u hoa: Non, tiéu chay, dau bung.
Gan mat: Tang enzym gan va bilirubin.

Roi loan chung va réi loan tai vi tri dung thude: Kho
chiu.

It gap, 1/1000 < ADR < 1/100

Huyét I}Qc:‘Giém cac dong té bao lién quan dén suy
tuy, giam ticu cau.

H6 hap: Kho tho.

Tiéu hoa: Pay bung.

Da va t6 chire dudi da: Ngtra, phat ban.

R6i loan chung va roi loan tai vi tri dung thude: Suy
nhuoc, sot, dau.

Hiém gdp, 1/10000 < ADR < 1/1000
Huyét hoc: Giam hong cau don thuan.

Chuyén hoa, dinh dudng: Nhidm toan chuyén hoa
lactic, chan an.

Tam than: Lo au, tram cam.
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Than kinh: Co giét, vang y thirc, mat ngu, di cam, budn
ngu.

Tim mach: Tén thuong co tim.

Hb hap: Ho.

Ti€u hoa: Viém tuy, r6i loan vi giac va kho tiéu.

Gan mat: Gan to muc do nang, thodi hoa md gan, viém
duong mat.

Da va t6 chirc dudi da: May day, nhiém sic té mong va
da, va mo héi.

Sinh duc: Vu to.

Réi loan chung va r6i loan tai vi tri dung thudc: Pau
nguc va hoi chimg gidng cum, én lanh.

Rat hiém gap, ADR < 1/10000

Huyét hoc: Thiéu mau bét san.
Huéng dan xir tri ADR

Trong sd céc triéu ching va phan tng c6 hai da duoc
thong bao, nhiéu triéu chimg c6 thé do bénh giy nén, do
vay kho danh gia duge mbi lién quan véi thude. Néu xay
ra thiéu mau mirc d6 nhe va trung binh (hemoglobin 70 - 94
g/1), bd sung vi cht (vitamin B12, sit, acid folic), tu van
ché d6 an, khong can ngimg thude. Xét nghiém lai mau sau
1, 3 thang. Néu thiéu méau muac do nang hodc de doa tinh
mang (hemoglobin< 70 g/1), phai truyén mau va b6 sung vi
chat, d6i sang diéu tri bang thudc khac.

Hoi chung viém phuc hdi mién dich: Truong hop nhe,
triéu ching c6 thé ty hét, khong can diéu tri. Truong hop
trung binh dén nang: Tiép tuc dung thudc khang retrovirus,
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dong thoi diéu tri cac nhiém tring co hoi bang thudc khang
vi sinh vat va methylprednisolon hodc prednison véi lidu
0,5 mg/kg/ngay, trong 5 -10 ngay. Néu tinh trang bénh qué
ning, c6 nguy co de doa tinh mang do tuong téc giita thudc
khang retrovirus véi thude diéu tri nhidm tring co hoi, c6
thé ngimg diéu tri thudc khang retrovirus tam thoi, sau d6
dung lai thudc khang retrovirus v6i phac dd nhu cil.
Qua liéu va xir tri

Triéu chung: Khong co triéu ching dac hi¢u khi su
dung qua liéu ngoai cac tac dung khong mong mudn nhu
mét moi, dau dau, ndén, mot sd truong hop bao cao cb rdi
loan huyét hoc.

Xk tri: Theo doi sat bénh nhan va diéu tri hd tro. Than
nhan tao hodc loc mang bung co it tdc dung thai tru
zidovudin nhung lam ting thai trir dan chit chuyén hoa
glucuronid.

Twong tac thube

Tuong tac thude can luu y trong diéu tri ctia zidovudin
duoc mé ta chi tiét trong Phan 6 - "Tuong tac thudc cua
thuéc ARV va cach xir tri".

P 6n dinh va bio quén
Bé4o quan ¢ 15 - 25°C. Tranh anh sang.

Sau khi pha lodng, dung dich tiém truyén bén viing 24
gio & nhiét dd phong hodc 48 gid néu bao quan trong tu
lanh 2 - 8°C. Nhung vi khong chtra chit bao quan, cac dung
dich da pha lodng nén dung trong vong 8 gio néu dé & 25°C
hodc 24 gio néu bao quan trong ti lanh. Khong dung néu
dung dich bién mau.



CAM NANG HUONG DAN SUDUNG THUGC BIEU TRIHIV/AIDS | 65

2.1.5. EMTRICITABIN

Tén chung qudc té: Emtricitabine

Tén viét tit: FTC

Tén Kkhac: (-)- FTC; BW-524W91; Emtrisitabin;
Emtricitabina.

Ma ATC: JOSAF09

Tén thwong mai

Pon thanh phan: Emtriva: Nang 200 mg; Dung dich
10 mg/ml

Phéi hop: Vién nén bao phim chia
emtricitabin/tenofovir DF: Truvada, Tenifo E, Hepazol E,
Edar- Em, Ricovir EM

Vién nén bao phim chta emtricitabin/tenofovir
DF/efavirenz: Atripla, Trustiva.

Vién nén bao phim emtricitabin/tenofovir
DF/rilpivirin: Complera, Eviplera

Vién nén bao phim emtricitabin/tenofovir
DF/elvitegravir/cobicistat: Stribild

Dang thudc va ham lwong
Dang don thanh phan: Nang 200 mg; Dung dich 10 mg/ml.
Dang phdi hop: Vién nén bao phim:

Emtricitabin 200 mg + tenofovir disoproxil fumarat
(tenofovir DF) 300 mg.

Emtricitabin 200 mg + tenofovir DF 300 mg +
efavirenz 600 mg.
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Emtricitabin 200 mg + tenofovir DF 300 mg +
rilpivirin 25 mg.

Emtricitabin 200 mg + tenofovir DF 300 mg +
elvitegravir 150 mg + cobicistat 150mg.

Duoc Iy va co ché tac dung

Emtricitabin 1a thudc khang retrovirus tong hop, thudc
nhom tc ché enzym sao chép nguoc nucleosid (NRTI) cua
HIV. Emtricitabin c6 hoat tinh kim virus in vitro d6i voi
HIV-1 va HIV-2. Thudc ciing c6 hoat tinh khang virus viém
gan B. Kha ning kim virus ctia emtricitabin do chit chuyén
héa c6 hoat tinh 5 - triphosphat tac dong dén ADN
polymerase ctia virus (enzym sao chép nguoc), gay tic ché
su sao chép cua céc retrovirus.

Virus khang thudc nhanh khi dung riéng emtricitabin,
do d6 phai dung phdi hop voi cac thude khang retrovirus
khac.

Chi dinh

Phéi hop véi cac thude khang retrovirus khac dé diéu
tri nhiém HIV-1 ¢ ngudi 16n va tré em. Piéu tri du phong
sau phoi nhiém v&i HIV.

Piéu tri du phong trudc phoi nhiém dé phong nhidm
HIV-1.

Chéng chi dinh

Qua man v&i emtricitabin hodc bat ky thanh phan nao
ctia thude.

Dang phdi hop liéu ¢6 dinh chira emtricitabin va
tenofovir DF khong dung riéng dé diéu tri nhiém HIV-1 va
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khong dung dé diéu tri du phong trudc phoi nhiém & nhiing
nguoi khong biét tinh trang nhiém HIV hodc HIV-1 duong
tinh.

Khi dung cac dang phdi hop lidu c¢b dinh co chira
emtricitabin va cc thudc khang virus khac, phai xem cac
chéng chi dinh ctia mdi thude thanh phan trong ché pham.

Than trong

Nhiém toan chuyén hoa lactic: Nhidm toan chuyén hoa
lactic va chtirng gan to muc d¢ nang, gan thodi héa md (doi
khi gay to vong) da dugc bdo cdo ¢ bénh nhan su dung
thubc NRTIL, bao gém ca emtricitabin. Than trong khi st
dung & bénh nhan c¢6 cac yéu to nguy co da biét vé bénh
gan. Tang nguy co phan tmg c6 hai ning & gan, c6 thé gy
tir vong & bénh nhan dong nhiém HIV va virus viém gan B
hodc C man tinh, duoc diéu tri dong thoi vai tri liéu khang
virus.

Trudc khi bat dau diéu tri bing emtricitabin cho ngudoi
nhiém HIV-1, can kiém tra c6 nhiém virus viém gan B
(HBV) man tinh hay khong. Tinh an toan va hi¢u qua cua
emtricitabin chua dugc xac dinh & bénh nhan déng nhiém
HIV va HBV. Pi c6 bao céo vé tinh trang ning 1én cua
viém gan virus B sau khi ngimg diéu tri bang emtricitabin.
Can theo ddi chat bénh nhan vai thang sau diéu tri & bénh
nhan déng nhiém HIV va HBV.

Bénh nhan suy than: Than trong khi dung va diéu chinh
lidu emtricitabin & bénh nhan suy than. Hoi chiig phuc hoi
mién dich: Tinh trang 1dm sang cua ngudi nhiém HIV c¢6
dap tmg voi tri lidu khang retrovirus xdu di mot cach bt
thuong khi bat dau diéu tri bang thudc khang HIV, do c6 su
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phuc hoéi cia hé mién dich. Phan trng viém, nhiém trung co
hoi c6 the tang [én. Mot s bénh tur mién nhu bénh Graves,
viém da co, hoi chung Guillain-Barré c6 thé xay ra.

Khi dung vién nén phdi hop emtricitabin/tenofovir
DF/elvitegravir/cobicistat, can thir glucose trong nude tiéu
trude khi diéu tri, sau d6 mdi 4 tuan trong nam dau tién, sau
d6 mdi 3 thang trong nhitng nam tiép theo.

Khi dung cac dang phdi hop lidu c¢b dinh c6 chira
emtricitabin va cac thudc khang virus khac, can xem cac
thong tin than trong lién quan dén mdi thude co trong ché
pham.,

Anh huong dén kha ning ldi xe, van hanh may:
Emtricitabin c6 thé gay dau dau, chong mat, nén than trong
khi 1am céc cong viée c6 kha nang giy nguy hiém nhu 14i
xe hodc van hanh may moc.

Liéu lwong va cach ding

Diéu tri nhiém HIV-1:

Nguroi I6n: Liéu thuong dung cla emtricitabin 1a uéng
200 mg (vién nang) hodc 240 mg (dung dich), mdi ngay 1
lan, c6 thé uéng luc déi hoac luc no.

Vién nén phdi hop lidu c6 dinh emtricitabin/tenofovir
DF: Mbi lan udng 1 vién, 1 1an/ngay, co6 thé udng luc doi
hoic lic no. Phéi hop véi cac thude khang retrovirus khac.

Vién nén phdi hop lidu c6 dinh efavirenz/emtricitabin/
tenofovir DF: Mdi lan udng 1 vién, 1 lan/ngay, udng khi
doi, tot nhat 1a trude khi di ngu.

Vién nén phdi hop liéu cb dinh emtricitabin/
rilpivirin/tenofovir DF: Mdi lan uéng 1 vién, 1 lan/ngay,
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udng cung véi bita an. Tranh dung thudc khang acid dich
vi trong vong 2 gid trude hodc 4 gid sau khi udng vién
thudc phdi hop nay.

Vién nén phdi hop liéu ¢é dinh emtricitabin/tenofovir
DF/elvitegravir/cobicistat: M&i 1an udng 1 vién, 1 1an/ngay,
udng cung véi bita dn. Tranh dung thube khang acid dich
vi trong vong 4 gid trudc hodc sau khi udng vién thude phdi
hop nay.

Tré em: Tré 3 thang - 17 tudi: Liéu thuong dung cia
emtricitabin 13 6 mg/kg (dung dich), 1 1an/ngay, toi da 240
mg/ngdy. Tré c6 can ning > 33 kg ¢6 thé udng 1 vién nang
200 mg, 1 lan/ngay, néu tré nudt dugc vién nang; Tré 0 - 3
thang tudi: Liéu thudng dung ctia emtricitabin 1a 3 mg/kg
(dung dich), 1 lan/ngay.

Vién nén phéi hop liéu ¢b dinh emtricitabin/tenofovir
DF dung & tré > 12 tudi, nang it nhat 35 kg: Mdi 1an udng
1 vién, 1 l1an /ngay.

Vién nén phdi hop liéu c¢b dinh efavirenz/emtricitabin/
tenofovir DF dung & tré > 12 tudi, nang it nhat 40 kg: Mdi
1an udng 1 vién, 1 lan/ngay.

Piéu tri dw phong truée phoi nhiém dé phong nhiém
HIV-1: Vién nén phdi hop liéu c6 dinh
emtricitabin/tenofovir DF dugc dung ¢ nguoi 1on c6 HIV-
1 am tinh, c6 nguy co nhiém HIV cao: Mdi lan udng 1 vién,
1 lan/ngay. Khong phdi hop véi bat ky thudc khang
retrovirus nao khac.

Piéu tri di phong sau phoi nhiém véi HIV: Bit dau
cang som cang tot cho tit ca dbi tuong c6 nguy co lay
nhiém HIV, t6t nhat trong vong 72 gid sau phoi nhiém va
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tiép tuc udng trong 28 ngay.

Nguwoi I6n ubng emtricitabin 200 mg (vién nang), 1
lan/ngay, phdi hop voi cac thude khang retrovirus khac
theo phac d6 trong “Hudng dan quan 1y, diéu tri va cham
séc HIV/AIDS” ciia B Y Té€.

Vién nén phdi hop liéu cb dinh emtricitabin/tenofovir
DF: Mbi lan ubng 1 vién, 1 lan/ngay. Phbi hop vai cac
thudc khang retrovirus khéc.

Vién nén phdi hop liéu ¢ dinh emtricitabin/rilpivirin/
tenofovir DF: Mdi 1an ubng 1 vién, 1 1an/ngay.

Liéu diing trong mét sé trieong hop ddc biét:

Suy thdn: Giam lidu emtricitabin & ngudi suy than theo
d0 thanh thai creatinin:

Do thanh thai creatinin > 50 ml/phut: Dung lidu thong
thuong (vién nang va dung dich)

Do thanh thai creatinin 30- 49 ml/ phut: 200 mg mdi 48
gi& (vién nang) hodc 120 mg mdi 24 gid (dung dich).

Do thanh thai creatinin 15- 29 ml/phit: 200 mg mdi 72
gio (vién nang) hoic 80 mg mdi 24 gio (dung dich).

Do thanh thai creatinin < 15 ml/phit: 200 mg mdi 96
gid (vién nang) hoic 60 mg mdi 24 gio (dung dich).

Tham tach mau: 200 mg mbi 96 gio (vién nang) hoic
60 mg mdi 24 gid (dung dich). Dung mét liéu sau khi tham
tach mau.

Vién nén phoi hop liéu cé dinh emtricitabin/tenofovir
DF:

Piéu tri nhiém HIV-1 & nguoi 16n: BJ thanh thai
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creatinin 50- 80 ml/phat: Dung liéu thong thuong, nhung
can theo ddi ndng do phospho huyét thanh, glucose va
protein trong nudc tiéu; PO thanh thai creatinin 30- 49
ml/phat: Ubng 1 vién, mot lan mdi 48 gio. Theo ddi déap
ung lam sang va chuc nang than. Khong dung khi do thanh
thai creatinin < 30 ml/phit (bao gdm ca bénh nhan tham
tach mau).

Khong du s6 lidu dé dua ra khuyén céo vé lidu ding
ctia dang phdi hop liéu ¢ dinh dé diéu tri nhiém HIV-1 &
tré¢ em suy than.

Diéu tri dy phong trudc phoi nhiém dé phong nhiém
HIV-1 & nguoi 16n c6 HIV-1 am tinh, c6 nguy co nhiém
HIV cao: D6 thanh thai creatinin > 60 ml/phut: Dung liéu
thong thuong, nhung phai theo ddi nong d6 phospho huyét
thanh, glucose va protein trong nudc tiéu. Néu do thanh
thai creatinin giam trong khi diéu tri, danh gia cao nguyén
nhan lién quan, danh gia lai lgi ich/nguy co néu tiép tuc
dung thubc. Khong dung khi do thanh thai creatinin < 60
ml/phut.

Vién nén phoi hop liéu cé dinh efavirenz/emtricitabin/
tenofovir DF: Diéu tri nhiém HIV-1 & ngudi 16n: Do thanh
thai creatinin > 50 ml/phat: Dung liéu thong thuong.
Khong dung khi d6 thanh thai creatinin < 50 ml/phut.

Vién nén phoi hop liéu cé dinh emtricitabin/rilpivirin/
tenofovir DF: Khong dung ¢ nguoi 16n suy than mic do
trung binh, ning hodc giai doan cudi (PO thanh thai
creatinin < 50 ml/phut) hogc phai tham tach méu.

Vién nén phoi hop liéu cé dinh emtricitabin/tenofovir
DF/elvitegravir/ cobicistat: Khong bat dau diéu tri khi do
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thanh thai creatinin < 70 ml/phtt. Ngimng diéu tri néu do
thanh thai creatinin giam < 50 ml/phut.

Suy gan: Can than trong khi dung cic thudc trc ché
enzym sao chép nguoc tuong tu nucleosid cua HIV ¢ bénh
nhan viém gan virus B hodc C man tinh vi c6 nguy co 16n
hon lién quan d&én céc tac dung phu & gan.

Vién nén phoi hop liéu cé dinh emtricitabin/tenofovir
DF chua dugc nghién ctru ¢ bénh nhan suy gan.

Vién nén phoi hop liéu cé dinh efavirenz/emtricitabin/
tenofovir DF diéu tri nhiém HIV-1 & ngudi 16n: Dung licu
thong thuong nhung than trong & bénh nhan suy gan nhe.
Khong dung ¢ bénh nhan suy gan muc do trung binh va
ndng.

Vién nén phéi hop liéu cé dinh emtricitabin/rilpivirin/
tenofovir DF diéu tri nhiém HIV-1 ¢ ngudi 16n: Ding liu
thong thuong ¢ bénh nhan suy gan nhe va trung binh. Chua
cd nghién ctru ¢ bénh nhan suy gan ning.

Vién nén phoi hop liéu cé dinh emtricitabin/tenofovir
DF/elvitegravir/cobicistat: Khong can diéu chinh lidu &
bénh nhan suy gan nhe hoac trung binh. Khong dung &
bénh nhan suy gan nang.

Ngueoi cao tuéi: Chua du kinh nghiém diéu tri & ngudi
tr 65 tudi trd 1én. Than trong khi chon lidu dung va theo ddi
khi dung thudc vi ngudi cao tudi thudng bi giam chirc ning
gan, than, tim, kha nang mic cac bénh khac va céac thude
dung dong thoi.

Thoi ky mang thai

Phéi hop emtricitabin véi cac thubc khang retrovirus
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khac c6 thé dugc chi dinh cho tat cd phy nit mang thai
nhiém HIV khong phu thudc giai doan 1am sang va sd
luong té bao CD4, khong phu thudc cac giai doan cua thai
ky. Diéu tri trong sudt thoi ky mang thai, trong khi chuyén
da/sinh, sau khi sinh con va tiép tuc diéu trj sudt doi.

Thaoi ky cho con bu

Emtricitabin bai tiét vao sita me; tuy nhién, phdi hop
emtricitabin véi cac thude khang retrovirus khac co thé
duoc chi dinh cho tat ca cac ba me nhiém HIV cho con ba
khong phu thudc giai doan 1am sang va s lugng té bao
CD4.
Tac dung khéng mong muén (ADR)

Rat thwong gdp, ADR > 1/10

Pau dau, budn nén, tiéu chay, ting creatine kinase.

Thwong gap, 1/100 < ADR < 1/10

Giam bach cau trung tinh, tang triglycerid mau, ting
glucose mau, ting amylase, ting lipase huyét thanh, non,
dau bung, kho tiéu, ting AST, ALT, ting bilirubin huyét
thanh, ban, ngira, may day, cic phan tng di ing, ting sic
t6 da (rat thuong gip ¢ tré em), mat ngu, cé gidc mo bat
thuong, chong mat, dau, suy nhugc.

It gap, 1/1000 < ADR < 1/100

Thiéu méu (thuong gip ¢ tré em), phi mach.

Hiém gap, ADR < 1/1000

Tiéu co van (dic biét khi phdi hop véi thude e ché
protease cua HIV).
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Khéng ré tan sudt

Tang lactat mau, ting cholesterol toan phan, khang
insulin, dau co, viém co, hoai tir xuong, nhiém toan chuyén
hoa lactic va ching gan to mirc d0 nang, gan thoai hdéa ma,
roi loan phan bd md hoc tich lily m& trong co thé, rdi loan
chire ning ty thé.

Phéi hop Emtricitabin/tenofovir/elvitegravir/cobicistat:
It gap, 1/1000 < ADR < 1/100

Tram cam hodc c6 y nghi tu tir & bénh nhan c6 tién su
bénh tam than.

Huéng din xir tri ADR

Can nging diéu tri néu c6 cac dau hiéu 1am sang hoic
xét nghiém goi ¥ nhiém toan chuyén hoa lactic va doc tinh
trén gan nhu hoat d0 transaminase tang nhanh, gan to, thoai
héa md (ngay ca khi khong c6 tang rd rét hoat do
transaminase trong huyét thanh).

Qua liéu va xir tri

Dung t6i liéu 1200 mg emtricitabin, cac tridu ching
xay ra giéng nhu di liét ké & muc Tac dung khéng mong
mudn. Néu xay ra qua liéu, theo ddi cac dau hiéu doc tinh
va diéu tri hd trg chuan khi can thiét. C6 t6i 30% lidu
emtricitabin c6 thé loai bo bang thim tach mau.

Twong tac thude

Khong dung phdi hop emtricitabin v6i lamivudin hoic
bat ky dang ph6i hop nio ¢ chira lamivudin.

Khi ding cic dang phdi hop lidu ¢b dinh c6 chia
emtricitabin va cac thudc khang virus khac, cin xem thong
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tin tuong tac thudc lién quan dén mdi thude cé trong ché
pham.

Do on dinh va bao quan

Dung dich udng: Bao quan trong tii lanh ¢ nhiét d6 2°C
- 8°C. Sau khi mé& nép 1an dau: Bao quan & nhiét d6 khong
qua 25°C, dung trong vong 45 ngay.

Vién nang: Bao quan ¢ diéu kién thuong, nhiét do
25°C (c6 thé trong khoang 15 - 30°C).

2.1.6. STAVUDIN

Stavudin (d4T) 1a mot nucleosid twong tu thymidin,
khi vao trong t& bao bj phosphoryl héa tao thanh stavudin
triphosphat c6 hoat tinh (rc ché enzym sao chép nguogc
(reverse transcriptase) kim ham su tong hop ADN nén co
tac dung khang HIV-1 va HIV-2 va céc retrovirus khac. Ba
phat hién cac chung HIV khang hién tuong khang chéo
giita stavudin va cac nucleosid e ché enzym sao chép
nguoc khac. Thude duoc st dung két hop véi cac thude
khang retrovirus khac trong diéu tri nhiém HIV tri
zidovudin do hai thudc nay c6 tac dung d6i khang in vitro.

Stavudin duogc két hop véi cac thude chong virus khac
nhu abacavir (ABC), efavirenz (EFV), lamivudin (3TC),
lopinavir (LPV), nevirapin (NVP) trong cac phac do bac
mot gom: d4T/3TC/NVP hoiac d4T/3TC/EFV hoic
d4T/3TC/TDF hodc ABC; d4T/ 3TC/LPV/r. Do ¢6 nhiéu
doc tinh, trong d6 quan trong nhat 1a cac réi loan chuyén
hoa, tir nam 2013, WHO da khuyén céo cac qudc gia khong
nén st dung stavudin trong cac phac d6 bac mot. Tuy vay,
nhiéu nudc van sir dung két hop stavudin voi nevirapin
(NVP) va lamivudin (3TC) trong diéu tri nhiém HIV vi tinh
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san co va chi phi diéu tri khong cao. Tai Viét Nam, theo
quyét dinh 4139/Qb-BYT cua B Y té vé viéc stra ddi, bo
sung Hudng dan chan doan va diéu tri HIV/AIDS ban hanh
ngay 02/11/2011, viéc sir dung d4T da dugc thay thé timg
budc sang TDF hoac AZT. Hién tai, d4T khong con duogc
sir dung trong Chuong trinh phong, chong HIV/AIDS tai
Viét Nam.

Céc tac dung khong mong mudn cua stavudin xut
hién khi dung thudc c6 thé lién quan dén tién trién 1am sang
do nhidm HIV va do céac thudc ding két hop. Poc tinh chu
yéu cua stavudin 13 cac rdi loan ¢ than kinh ngoai vi. Tac
dung nay phu thudc liéu dung, thoi gian st dung, triéu
chimg thudng kin dao, giam dan hodc mét di sau khi ngimg
thudc hodc giam liéu.

Thuong gap, ADR > 1/100

Toan than: Phan tng di ing, s6t, mét méi, stt can, hoi
chirng gia cam.

Da: Nbi man, ngua, md hoéi nhiéu, sbt rét run.

Than kinh: Chéng mat, nhic dau, budn ngu, mét ngu,
ac mong, trAm cam, lo Au, bénh than kinh ngoai vi (t&, cam
giac kién bo, dau ¢ ban tay, ban chan).

Tiéu hoa: Chén an, khé nubt, ia chay, budn nén, ndN,
dau bung, kho ti€u, tdo bon.

Ho hap: Kho thé, hat hoi.

Co - xuong: Pau khop, dau co, dau lung.

Mau: Bénh hach bach huyét, giam bach cau trung tinh,
giam tiéu cau.

Tim mach: Con dau thit nguc.
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Xét nghiém: Tang enzym gan, ting amylase huyét
thanh.

It gap, 1/1000 < ADR < 1/100

Toan than: U tan sinh, mét moi, rdi loan phan bd md.

Than kinh: Rdi loan tinh khi.

Da: Sung phu né & mi mét, quanh mét, moi hodc ludi,
may day.

Hb hap: Ho, viém phoi.

Ti€u hoa: Viém tuy, viém gan, vang da.

Da: U lanh.

Chuyén hoa: Nhiém toan chuyén héa lactic.

Vi to & nam gioi.

Hiém gdp, ADR <1/1000

~ Viém tyy c6 thé gay tir vong, dic biét 13 ¢ nguoi co

tién sir viém tuy, soi mat hodac nghién ruqu.

Tén thuong gan ning, thudng gip & phu nit béo phi,
nguoi ding stavudin hodc cac thude tuong tu dai ngay két
hop voi hydroxyure.

Hudng dan xtr tri ADR: Theo ddi chit ch@ su xuét hién
cac triéu chung bat thuong khi dung stavudin. Can than
trong khi ding stavudin ciing nhu céc thudc tuong tu
nucleosid ¢ phu nir béo phi, nguoi bénh ¢ gan to, bi viém
gan hodc c6 nguy co mic bénh gan, gan nhiém mé, viém
tuy, viém than kinh ngoai vi. Khi xuét hién céc tac dung
khong mong mudn, dic biét viém day than kinh ngoai bién,
nhiém acid chuyén hoa hodc nhiém toan chuyén héa lactic,
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transaminase ting nhanh, gan to dan hodc gan nhiém mé&
tang dan, viém tuy... can ngimg thudc ngay va diéu tri cac
triéu chtg. Khi céc triéu chimg da thoai lui va can sir dung
lai stavudin nén giam liéu dung con mot nira so véi liéu
dung trudc d6. Bé phong viém phdi do Prneumocystis
carinii: can phdi hop vé6i sulfamethoxazol - trimethoprim.

2.2. NHOM UC CHE ENZYM SAO CHEP
NGUQC KHONG CO CAU TRUC NUCLEOSID
(NNRTI)

Hudng dan nay dé cap dén 4 thudc trong nhém NNRTI
bao gém efavirenz, etravirin, nevirapin va rilpivirin. Trong
do, efavirenz va nevirapin 1a 2 thuéc dang dugc sir dung
trong Chuong trinh phong, chéng HIV/AIDS tai Viét Nam.

2.2.1. EFAVIRENZ

Tén chung quéc té: Efavirenz

Tén viét tit: EFV

Ma ATC: JOSAGO03

Dang thudc va ham lwong
Dang don thanh phan:

Vién nang 50 mg, 100 mg, 200 mg, vién nén 600 mg,
dung dich udng 30 mg/ml (Io 180 ml).

Dang phdi hop:

Vién nén efavirenz 600 mg + tenofovir disoproxil
fumarat 300 mg + emtricitabin 200 mg.
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Vién nén efavirenz 600 mg + tenofovir disoproxil
fumara 300 mg + lamivudin 300 mg.

Tén thwong mai: Sustiva, Stocrin , Atripla
Duoc Iy va co ché tac dung

Efavirenz (EFV) ¢ cdu trac non-nucleosid, thudc
nhom NNRTI, ¢6 tac dung 1én virus HIV do gin v6i enzym
sao chép nguoc (reverse transcriptase) cua virus HIV, gay
pha v& cau hinh cta enzym nay va do dé ngan can viéc
tong hop virus méi. Cé xay ra khang chéo giita efavirenz
v6i cac NNRTTI khéc.

Chi dinh

Piéu tri: Efavirenz duoc phéi hop voi cac thudc ARV
khac dé diéu tri HIV/AIDS cho nguoi 16n va tré em > 3
tudi hodc c6 can nang > 10 kg. Tat ca cac phac do phdi hop
ARV can chira it nhat 3 thude dé bao dam hiéu qua va tranh
khang thudc.

Dur phong: Efavirenz phéi hop véi 2 thudc nhom NRTI
dé diéu tri dy phong lay nhiém HIV.

Chong chi dinh

Man cam v&i bat cir thanh phﬁn nao cua thude, dic biét
khi xuét hién t6n thuong da ning bao gém: hoi chimg
Stevens-Johnson (SJS), hong ban da dang, hoai tir biéu bi
nhiém doc (TEN).

Réi loan chuyén hoa porphyrin cép. Suy gan ning

(Child-Pugh C).

C6 tuong tac chong chi dinh véi efavirenz (Xem thém
Phan 6 - “Tuong tac ctia thudc va cach xir tri”).
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Thén trong

Nguoi cao tudi. Nguoi co tién sir bi bénh tam than hodc
co giat. Ban da: ngimg thudc néu gip ban d6 3 - 4 hoic ban
da gay ton thuong biéu bi tram trong (SIS, TEN). Suy than
ndng, suy gan & muic do nhe va trung binh. Gidm sat chuc
nang gan néu dung ddng thoi véi thude cé doc tinh trén gan.
Néu dung dang phdi hop: than trong véi cac tac dung khong
mong mudn cia cac hoat chat khac trong cting ché pham.

Liéu lwong va cach diung
Cach dung

Ubng luc d6i dé giam tac dung khong mong mubn trén
TKTW (chong mat, mét ngii, 4c mong...) do thirc an lam
tang nong d6 thudc trong mau; nén udng mot 1an vao budi
t6i trude gio di ngi.

Tré em: néu dung vién nang, c6 thé mé nang va tron
bot thude véi mot lugng nho stra chua, nudc qua; hdn hop
sau khi tron chi duge dé tdi da 30 phut. Néu dung vién nén,
nén chon vién nén c6 khia dé dé phan liéu. Dung dich: chi
dung dung cu phan liéu dong kém, khong ding thia dé phan
lidu vi khong chinh xac.

Liéu lrong

Theo Huéng din quan 1y, diéu tri va cham soc
HIV/AIDS nim 2015 ctia B Y té, liéu dung cua efavirenz
duogc khuyén cdo nhu sau:

Ngueoi Iom va tré em ¢6 can nang > 35 kg: 600 mg 1 1an
trong ngay
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Tré em > 3 tuoi va can nang < 35 kg cé liéu theo bang
sau:

S6 lrgng vién nén hoc vién nang theo cin
Ham lwgng nang, 1 lan trong ngay

thude (mg) 7376 0_ [10,0-]14.0-]20,0-]25,0-
5,9 kg | 9,9 kg [13,9 kg[19,9 k24,9 kg34,9 ke

Vién (1 vach
khira) 200 mg

Vién (vach
khtra kép) - - 1/3 172 | 2/3 2/3
600 mg

- - 1 1,5 1,5 2

Ghi chii: Khong dung EFV cho tré < 3 tudi va can ning
< 10kg.

Theo tai liéu Micromedex va Dugc thu Qudc gia nim
2015, lidu dung cta efavirenz duoc khuyén cao nhu sau:

Nguwoi I6n: Diéu tri HIV/AIDS: 600 mg/lan/ngay. Néu
bénh nhan c6 cin ning > 50 kg va c6 dong nhiém lao/HIV
dang duogc diéu tri bang phac d6 chdng lao c¢é rifampicin:
800 mg/ngay.

Tré em: Tré > 3 tudi hodc can ning > 10 kg va < 40 kg
¢6 licu theo bang sau:

The tron Liéu EFV Liéu EFV dang dung

(k ) g dang vién* dich** 30 mg/ml

g mg/lan/ngay mg/lan/ngay (ml)
10,0 - <15,0 200 270 (9 ml)
15,0 - <20,0 250 300 (10 ml)
20,0 -<25,0 300 360 (12 ml)
25,0 -<325 350 450 (15 ml)
32,5-<40,0 400 510 (17 ml)
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Ghi chu: Khong dung EFV cho tré em c6 can ning
dudi 10 kg.

Dang vién* c¢6 khia dung dé phan lidu: loai vién 200
mg c6 1 khia & gitta (100 mg mdi phan) va loai vién 600
mg c6 khia & 2 mat: mot mat c6 2 khia (200 mg mdi phan)
va mat kia ¢6 1 khia ¢ giita (300 mg mdi phan). C6 thé
dung dang nang v6i ham luong tuong Gmg muc licu.

Dang dung dich** c6 kém 6ng chia d6 theo ml dé dong
thudc.

Dur phong: Ding phac do phdi hop 3 thude tuong tu
phac @6 diéu tri trong d6 EFV duoc dung véi liéu 600
mg/ngdy, udng trong 1 thang.

Suy thdn: Co thé ding liéu thong thuong ctia efavirenz
cho bénh nhan suy than c6 do thanh thai creatinin > 50
ml/phiat. Khong dung EFV ham lugng 600 mg (dang 1
thanh phan hodc phdi hop) cho nhing truong hop c6 do
thanh thai creatinin < 50 ml/phut.

Suy gan: Khong can hiéu chinh liéu cho trudng hop
suy gan nhe. Khong ding thudc cho bénh nhan suy gan vira
hodc nang (Child-Pugh B hoac C).

Thoi ky mang thai

Phéi hop efavirenz véi cac thude khang retrovirus khac
c6 thé dugc chi dinh cho tat ca phy nit mang thai nhiém
HIV khong phu thudc giai doan 1am sang va sb lugng té
bao CD4, khong phu thudc céc giai doan cua thai ky. Diéu
tri trong sudt thoi ky mang thai, trong khi chuyén da/sinh,
sau khi sinh con va tiép tuc diéu tri subt doi.

Thaoi ky cho con bu
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Cac dit liéu vé kha nang bai tiét vao sita me cua
efavirenz con han ché; tuy nhién, phéi hop efavirenz voi
cac thudc khang retrovirus khac ¢ thé duge chi dinh cho
tat ca cac ba me nhiém HIV cho con bu khong phu thudc
giai doan 1am sang va sb luong té bao CD4.

Tac dung khéng mong mudn (ADR)

Thuong gap, ADR > 1/100

Trén TKTW: MéEt mai, mét ngu, 4&c mong, lu lan...
(thuong gip trong 2 - 4 tudn dau), ban da mic d6 nhe va vira,
r6i loan tiéu hoa (budn nén, ndn, ia chay, tio bon, day bung).

It gap, 1/100 < ADR < 1/1000

Réi loan thi giac (song thi), ting triglycerid va
cholesterol, tang transaminase.

Hiém gap, ADR < 1/1000

Hdng ban da dang va SJS, chimg v to & nam gi6i, rdi
loan tAm than ning (kiéu traim cam, khuynh huéng tu tir).
Huéng din xir tri ADR

Khang histamin va corticosteroid c6 thé giup giai quyét
ban da nhung néu gip ban da gy ton thuong biéu bi ning
(SJS hodc TEN) c6 hodc khong kém sét, can ngimng thude
ngay.

Cac tac dung khong mong mudn trén TKTW c6 thé
giai quyét bang cach do liéu tang dan trong giai doan dau
diu tri.

Qua lidu va xir tri

ba gap cac hién tugng tang tdc dung khong mong
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mudn trén TKTW do dung gap doi liéu thong thudng (600
mg x 2 lan/ngdy). Rét it thong tin vé qua lidu.

Xur tri: Khong c6 thude giai doc dac hi¢u. Diéu tri triéu
chung va hd tro chirc ning séng. C6 thé cho udng than hoat
dé giam hap thu thudc qua duong tiéu héa. Loc méau hodc
tham tich phuc mac c6 1€ khong loai trir dugce thube khoi
mau do thude co ty 1¢ lién két cao vai protein.

Twong tac thudc

Tuong tac thudc can luu ¥ trong diéu tri cla efavirenz
duge mo ta chi tiét trong Phan 6 - "Tuong tac thudc cia
thudc ARV va cach xur tri".

P 6n dinh va bio quan
Bé4o quan ¢ nhiét do phong (15 - 30°C).
2.2.2. NEVIRAPIN
Tén chung qudc té: Nevirapine
Tén viét tit: NVP
Ma ATC: JOSAGO1

Tén thwong mai

Don thanh phe‘in: Nerapin; Viramune; Filide; Neviralea;
Protease; Ritvir; Virainhi.

Phéi hop: Lazinevir; Muvidina Plus (Argentina);
Cytocom-N; Duovir-N; Emduo-N; Emtri; Lami Plus;
Lamostad-N; Lazid-N; Triomune (India, Malaysia); SLN
(Malaysia); SonkeLamiNevStav; Triomune; Virtrium
(South Africa); GPoVir-S; GPoVir-Z (Thailand); Triomune
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(Venezuela).

Dang thudc va ham lrgng
Vién nén giai phong ttrc thi 200 mg
Vién nén giai phong kéo dai 400 mg
Hon dich uéng 50 mg/5 ml

Dugc Iy va co ché tac dung

Nevirapin 1 dan chat khong nucleotid trc ché khong
canh tranh enzym sao chép ngugc (NNRT) cua virus bang
cach gan truc tiép va e ché ADN polymerase phu thudc
ADN hodc RNA cua HIV-1, 1am mét hoat tinh xuc tac cua
enzym nay, do d6 &rc ché su nhan 1én cua virus. Nevirapin
co6 hoat phé hep, chi c6 tac dung dac hi€u véi virus HIV-1,
khong ¢6 tac dung voi HIV-2 va cac retrovirus dong vat.

Chi dinh

Piéu tri nhiém HIV-1 (dung két hop véi cac thude
khéng retrovirus khac).

Dy phong 13y truyén HIV tir me sang con & bénh nhan
nhiém HIV.
Chong chi dinh

Bénh nhan suy gan muc do trung binh hodc nang.
Thén trong

Phat ban 1 doc tinh 1am sang chu yéu khi diéu tri ndng
nevirapin. Bénh nhan cn dwoc giam sat chit ché phan ting
da va doc tinh gan trong 18 tuan sau khi bat dau diéu tri,
dac biét trong vong 6 tuan dau. Theo ddi chat ché cac dau
hiu va tri¢u ching ctia bénh viém gan (mét moi, kho chiu,
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chéan an, buon ndn, vang da, phan bac mau, dau gan, hodc
gan to).

Bénh nhén c6 ting transaminase & giai doan dau diéu
tri va nguoi dong nhiém virus viém gan B, C 1a nhom c6
nguy co cao bi doc véi gan, cin can nhic danh gia chuc
nang gan 2 tuan mot lan, trong 2 thang dau va mot 1an vao
thang thar 3, sau d6 dinh ky danh gia lai.

Bénh nhan c6 xuét hién phat ban ¢ muc do nhe dén
trung binh trong vong 14 ngay dau diéu tri, néu chua hét
phat ban thi khong duoc ting lidu nevirapin 1én ding 2
lan/ngay (v6i dang vién giai phong tirc thi) hodc bat dau
diéu tri bang vién giai phong kéo dai. Tong thoi gian ctia
giai doan dung thubc mot 1an mdi ngay khong nén vuot
qué 28 ngay; Néu thoi gian nay bi vurgt qué, can can nhic
dung phac d6 thay thé khong c6 nevirapin.

Dung than trong & bénh nhan suy thdn mtc do trung
binh. Can hiéu chinh liéu ¢ bénh nhan chay than nhan tao.

Bénh nhan nguoi 16n 6 sé luong té bao T-CD4 trudc
diéu tri cao c6 nguy co cao gip doc tinh trén gan nghiém
trong, tham chi gay de doa tinh mang; do do, khong nén
dung nevirapin trong phac d6 cho bénh nhan c6 s6 lugng
té bao T-CD4 trén 250 té bao/mm? dbi véi nit gidi hodc 400
té bao/mm? dbi voi nam gi6i trir khi cAn nhéc loi ich vuot
trdi hon nguy co.

Liéu lwong va cach diung
Nhiém HIV (két hop v6i thude khang retrovirus khéc):

Nguoi I6n va tré c6 can ngng > 35 kg: Khoi d:?lu ubng
dang vién giai phong tirc thi 200 mg/lan, ngay 1 lan trong
14 ngay, sau d6 (néu khong bi phat ban) tang licu 1én 200
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Du phong ldy nhiém HIV tir me sang con: Liéu NVP
du phong cho tré sinh ra tir me nhiém HIV nhu sau:

Liéu lwgng NVP

Tuoi cuia tré £ X .
uong hang ngay

Tir khi sinh dén 6 tuan tudi

* Can nang khi sinh <2000 g 2 mg/kg mot lan
* Can nang khi sinh 2000 - 2499 g 10 mg mét lan
* Can nang khi sinh > 2500 g 15 mg mot lan
> 6 tudn toi 6 thang* 20 mg mét lan
> 6 thang toi 9 thang* 30 mg mot lan

> 9 thang cho t6i khi két thiic cho con bir* |40 mg mot lan

* Chi dung NVP cho con véi thoi gian vugt qua 12
tuan trong trudng hop tré c6 bl me nhung vi 1y do nao d6
me khong diéu tri ARV hodc diéu tri ARV bi gian doan.

Bénh nhan suy than: Bénh nhan khong loc mau, khong
can diéu chinh liéu khi d6 thanh thai creatinin > 20 ml/phut;
khong dung khi dg thanh thai creatinin < 20 ml/phut. Bénh
nhan loc mau, ding thém mét liéu 200 mg vién giai phong
ttre thi sau mdi 1an loc mau.

Bénh nhan suy gan: Khong dung cho bénh nhan suy
gan muc d6 trung binh hodc nang.

Ghi chii: Néu diéu tri bi gian doan trén 7 ngay, dung lai
phac @b nhu khi bat dau dung thudc.
Thoi ky mang thai

Céc dir liéu hién c6 vé viée st dung thudc trén phu nir
mang thai khong cho thiy doc tinh cua thube trén thai
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nhi/tré so sinh. Cac nghién ctru trén dong vat (chudt va tho)
khong ghi nhan doc tinh gay di tat thai. Hién con thiéu cac
nghién ctru day du va duoc thiét ké tot vé viéc st dung
thudc trén phu nit mang thai; do do, can than trong khi ké
don thudc cho d6i tuong nay.

Doc tinh trén gan thuong xay ra hon trén bénh nhan co
CD4 trén 250 té bao/mm? véi HIV-1 RNA duogc phat hién
trong huyét thanh (> 50 ban sao/ml). Can can nhic véan d¢
nay khi dwa ra cac quyét dinh diéu tri.

Thoi ky cho con bu

’Nevirapin bai tiét vao sita me. Khuyén c:élo chi st dung
thuoc trén phu nit cho con bu néu lgi ich diéu tri vuot troi
so vOi nguy co trén tré bu me.
Tac dung khéng mong muon (ADR)

Thuong gdp, ADR > 1/100

Ban d6 dang san c6 kém theo ngira hodc khong.

Trén tiéu hoa: Pau bung, budn ndn, ndn, tiéu chay.

It gap, 1/1000 < ADR < 1/100

Viém gan c6 2 dang: Viém gan ndng do phan tng qua
man thuong kém theo phat ban va s6t hodc viém gan khong
triéu ching.

Phan ng qua man: Bao gom céc triéu ching phat ban,
viém gan, s6t, dau khdp, dau co va co thé gay tir vong néu
khong dugc phat hién va xur tri kip thot.

Tiéu co van co thé gap ¢ mot s6 bénh nhén c6 biéu hién
phat ban va viém gan.
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Hiém gap, ADR < 1/1000

Hoi chung Stevens- Johnson, hoai tir biéu bi nhiém
doc.

Hudéng din xir tri ADR

Céc bénh nhén c6 xuat hién ban da trong 18 thang dau
diéu tri, can kiém tra hoat d6 transaminase. Ngung thudce
trong trudng hop enzym gan ting trén 5 1an giéi han binh
thuong trén hodc bénh nhan cé céc triéu chirng lam sang
goi y viém gan. Khi chi s6 enzym gan tré vé binh thudong
va khong con tri¢u chiing 1am sang ctia viém gan hodc phat
ban, ¢6 thé diéu tri tro lai voi liéu ban dau. Néu co tai phat
sau khi dung thudc tro lai thi can ngimg thude vinh vién.
Khuyén cao khong sir dung corticoid dé du phong phat ban
do NVP.

Nén ngung diéu tri vinh vién khi bénh nhan c6 phat
ban nang, ban di kém voi cac tri€u ching (sot, dang mi¢ng,
loét miéng, viém két mac, phu mat, dau co, dau khép hodc
toan trang mét moi); phan mg qua man hoic co cac triéu
chung lam sang viém gan.

Qua lieu va xir tri

Qua liéu nevirapin c6 thé gap khi dung liéu cao 800 -
1800 mg/ngay, trong 15 ngay véi céc triéu chung phu né,
ban do, mét moi, sot, nhirc dau, mat nga, buén non, non,
thAm nhiém phoi, phat ban, chong mit, giam can; nhitng
triéu chirng nay giam xuong sau khi ngung thudc. Khong
c6 thuoc giadi doc cho nevirapin.

Twong tac thuoc

Tuong tac thudc can luu y trong di€u tri cua nevirapin
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duoc mo ta chi tiét trong Phan 6 - "Tuong tac thudc cua
thudc ARV va cach xur tri".

D) 6n dinh va bio quan
Béo quan ¢ nhiét do ,ph(‘)ngqtl‘r 15 - 30°C trong céac chai
lo nut kin va c¢6 thém chat hut am.
2.2.3. ETRAVIRIN
Tén chung quéc té: Etravirine
Tén viét tit: ETR, ETV
Ma ATC: JOSAG04
Tén thwong mai: Intelence
Dang thudc va ham lweng: Vién nén 25, 100, 200 mg
Duoec Iy va co ché tac dung

La thubc khang HIV thudc nhom tc ché enzym sao
chép nguoc khong c6 cau tric nucleosid (NNRTI), dan chat
diarylpyrimidin. Co ché tac dung lién quan dén kha ning
gin truc tiép cta thude vao hé van chuyén P-glycoprotein
(P-gp) ctia enzym sao chép nguoc va lam bat hoat enzym.
Kha ning gin linh hoat, thay doi duoc ca khi virus dot bién
gdy thay d6i cAu hinh diém gan, nhd d6 etravirin it c6 nguy
co bi khang va dugc dung trong cac truong hgp da bi khang
v6i cac thube nhom NNRTI, NRTI va PI.

Chi dinh

Diéu trj HIV cho nguoi 16n va tré em tir 6 tudi tro 1én
va ¢ can ning > 16 kg, duoc khuyén céo trong phac db
bac 3.
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Dy phong lay nhiém HIV do rui ro nghé nghiép.
Chong chi dinh

Man cam, dic biét 12 ban da nghiém trong hodc ban da
kém theo sbt, mét moi, dau khép.

Viém gan ning (Child-Pugh C). Réi loan chuyén hoa
porphyrin cap.

C6 tuong tac chdng chi dinh véi etravirin (Xem muc
Twong tic thudc).

Than trong

Viém gan ¢ muc do nhe hodc trung binh (Child-Pugh
A, B), dac bi¢t & bénh nhan déng nhiém HBV hoic HCV.

Bénh nhan da thit bai vé virus hoc véi phac dd c6 mot
NNRTI khéong nén dung phac do chi ¢6 ETR va NRTI.
Liéu lwong va cach dung

Cach dung:

Ubng 2 1an/ngay cach nhau 12 gio, lac an. Néu quén
udng thube: can udng ngay lic nhé ra néu chua qua 6 gio,
néu qua 6 gio, bo qua liéu da quén va udng tiép theo gid da
dinh ma khéng duoc udng gip doi lidu.

Nudt nguyén vién véi nudc hodc sira, nude trai cay.
Néu kho nudt, c6 thé hoa tan vién nén véi chat 1ong phu
hop va phai udng ngay sau khi hoa tan. Khong dugc dung
nude 4m (> 40°C), nude ¢ gas hodc nude budi (grapefruit)
dé hoa tan.

Liéu lwong:

Ngueoi I6m: 200 mg x 2 1an/ngay, cach nhau 12 gio.
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Tré em tir 6 tudi dén dudi 18 tudi
>16 - <20kg: 100 mg x 2 lan/ngay.
>20 - <25kg: 125 mg x 2 lan/ngay.
>25-<30kg: 150 mg x 2 lan/ngay.
>30 kg: 200 mg x 2 lan/ngay.

Suy gan

Khong can hiéu chinh liéu cho bénh nhan suy gan mirc
dd nhe hodc trung binh (Child-Pugh A va B).

Chua c6 dir liéu nghién cuu trén bénh nhan suy gan
ndng (Child-Pugh C).

Suy than
Khong can hiéu chinh liéu.
Ngueoi cao tuoi

Chua c¢6 kinh nghiém st dung cho bénh nhan > 65 tudi.
Can theo ddi chat ché chirc nang gan, than, tim.

Thoi ky mang thai

Nghién ctru trén dong vat (chudt) cho thay etravirin co
thé qua nhau thai; tuy nhién, con thiéu nghién ctru dé khang
dinh kha ning thudc qua dugc nhau thai nguoi. Cac nghién
ctru trén dong vat khong chi ra doc tinh truc tiép hoic gian
tiép cuia viéc dung thudc 1én thai ky, su phat trién cua thai,
qua trinh sinh dé hoac sy phat trién cua dong vat sau sinh.
Nhiing dit liéu nghién ctru trén dong vét cho thay it c6 nguy
co xay ra di tat thai nhi trén nguoi. Cac dir li€u trén lam
sang mic di con han ché nhung khong dua ra quan ngai
nao vé viéc st dung etravirin. Khuyén cao chi su dung
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thudc trong thai ky néu lgi ich vuot trdi so véi nguy co.
Thoi ky cho con bu

Hién khong c6 dit liéu vé kha ning bai tiét vao sita me
ctia etravirin. Khuyén céo chi sir dung etravirin trén phu
nit cho con bu néu lgi ich diéu trj vuot troi so véi nguy co
trén tré bu me.
Tac dung khong mong muén

Phan loai theo ty 1¢ gap:

Thuong gap, ADR > 1/100

Ban da (nhe va trung binh), r6i loan tiéu hoa (n6n, dau
bung, ia chay), bénh 1y than kinh ngoai vi, dau dau, mat
ngu, ting duong huyét, rdi loan lipid mau, tang huyét ap,
taing AST/ALT, ting bilirubin huyét thanh (dic biét & bénh
nhan dong nhiém HCV hodc HBV).

It gap, 1/1000 < ADR < 1/100

R6i loan ti€u hoa vira dén nang, viém tuy, viém gan, co
that ph€ quan, roi loan thi giac, chirng ram 16ng.

Hiém gap, ADR < 1/1000

Ban da nghiém trong (hoi ching Stevens-Johnson,
hdng ban da dang, hoai tir biéu bi nhiém doc) co thé dan
dén tir vong, hoai tir xuong.

Phan loai theo hé co quan:

Da va niém mac: Ban da, c6 thé kém theo triéu ching
toan than (sét, dau khop, mét moi, tang bach cu ua eosin).

Tiéu hoa: Ri loan tiéu hoa (non, dau bung, ia chay,
day bung...).
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Than kinh: Bénh than kinh ngoai vi, mét ngu, dau dau,
lo ling...

Mién dich: Bénh Grave, hoi chung Guillain-Barré.

Chuyén hoa: Réi loan phan bé md (hoi chimg Cushing:
béo phi trung tm, “gdy trau”, teo chi..), ting duong huyét,
ri loan lipid méu.

Gan: Tang AST/ALT, tang bilirrubin, viém gan.

Tim-mach: Tang huyét ap
Huéng din xir tri ADR

Ban da thudng gip trong 1-2 tuan dau, sau d6 tu khoi
ma khong can nging thudc. Tuy nhién, trong trudng hop
xuét hién ban da nghiém trong, dac biét kem theo s6t, dau
khop... can ngimg thudc ngay.

Qua liéu va xir tri

Hién chua c6 thong tin vé qua licu.

Xur tri:

Néu gip qua liéu, xtr tri triéu ching voi nhitng ddu hiéu
de doa tinh mang. Do ty 1¢ lién két cao véi protein huyét

tuong, etravirin khong loai trir dugc qua loc mau hoac tham
phén phic mac.

Twong tac thude

Etravirin gay cam tng CYP3A4 va tic ché CYP2C9 va
CYP2C19, do d6 céc twong tic xay ra véi cac thude ciing
chuyén hoa qua cac enzym nay gay hau qua 1am ting doc
tinh hodc giam hi¢u qua diéu tri:

Anh hwéng thuée phoi hop dén ETR:
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Giam nong d6 ETR dan dén nguy co khang thudc:
thudc chéng dong kinh (carbamazepin, phenobarbital,
phenytoin), thuéc chéng lao (rifampicin, rifapentin,
rifabutin), dexamethason, St John's wort (Hypericum
perforatum).

Tang ndng 46 ETR dan dén tang doc tinh: Cac NNRTI
(delavirdin, efavirenz), cac PI khong dung kém véi
ritonavir (fosamprenavir, azatanavir), cac azol chéng nam,
clarithromycin, omeprazol.

Anh huéng ciia ETR dén thuéc phéi hop:

Tang nong d6 thubc phdi hop dan dén ting doc tinh:
clopidogrel, warfarin, digoxin, omeprazol.

Giam ndng do thudc phdi hop dan dén giam hiéu qua
diéu tri: Thudc chdng loan nhip tim (amiodaron, bepridil,
lidocain, quinidin...), mdt s6 statin (lovastatin,
simvastatin), sildenafil, clopidogrel,midazolam, thudc trc
ché mién dich (cyclosporin, tacrolimus), cac NNRTI , cac
PI khong dung kém véi ritonavir.

Xur tri: Khong phdi hop, thay thé bang thudc khong co
tuong tac hodc hiéu chinh liéu cho phu hop.

P 6n dinh va bio quan
Bio quan ¢ nhiét do phong (15 - 30°C), tranh 4m.
2.2.4. RILPIVIRIN
Tén chung quéc té: Rilpivirine
Tén viét tit: RPV

Ma ATC: JOSAGO5



CAM NANG HUONG DAN SUDUNG THUGC BIEU TRIHIV/AIDS | 97

Tén thwong mai
Pon thanh phan: Edurant

Phéi hop: Complera, Eviplera (ché pham phdi hop cb
dinh liéu)

Dang thudc va ham lrong
Dang don thanh phan:
Vién nén bao phim 25 mg rilpivirin
Dang phdi hop:

Vién phdi hop rilpivirin 25 mg + emtricitabin 200 mg
+ tenofovir disoproxil fumarat 300 mg.

Dugc Iy va co ché tac dung

Rilpivirin 12 mot thudc @re ché enzym sao chép nguoc
khong c6 ciu trac nucleosid (NNRTI) thé hé hai, trc ché su
sao chép cua HIV-1. Khac véi cac NNRTT hién cd, do chira
nhom cyanovinyl nén rilpivirin c¢6 tiém lyc gin va duy tri
kha ning gin cua thudc véi dich, ké ca khi c6 mot vai dot
bién khéang thubc. In vitro, rilpivirin c6 hoat tinh cao dbi
v6i HIV-1 nhung tac dung han ché trén HIV-2. Rilpivirin
c6 hoat tinh dbi voi mot sé chiung HIV-1 d& khang cac
NNRTTI khac (delavirdin, efavirenz, nevirapin). Tuy nhién,
van ghi nhan duoc xuat hién ching dé khang véi rilpivirin
trong phong thi nghiém va trén 1am sang. Dé khang chéo c6
thé xuat hién giira rilpivirin va cac NNRTI khac. Can luu
y d& khang chéo gitra rilpivirin va etravirin. C6 téi 90%
chung dé khang rilpivirin phan 14p dwoc tir bénh nhéan diéu
tri bang rilpivirn trong nghién ctru 1am sang pha 3 ciing da
dé khang voéi etravirin. Do HIV ¢6 kha ning dé khang
nhanh khi dung thudc don doc, can phdi hop rilpivirin voi
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cac thudce khang retrovirus khéc.
Chi dinh

Phéi hop voi cac thude ARV khac dé diéu tri nhidm
HIV-1, khi tai lugng virus dudi 100.000 ban sao/ml. Khong
khuyén céo dung rilpivirin va phdi hop cé chira rilpivirin
cho tré em va thanh thiéu nién duéi 18 tudi do chua xac
dinh duoc tinh an toan va hiéu luc.

Chong chi dinh
Min cam v&i bat ki thanh phan nao cia thudc.
Than trong

R6i loan tram cam (trém uét, trim cam, bon chon, tram
cam nang, thay ddi khi sic, v nghi tiéu cyc, y dinh tu t, tu
sat) dd dugc ghi nhan véi rilpivirin. V&i bénh nhan biéu
hién céac tri¢u chung tram cam nang, nén kiém tra ngay dé
xéc dinh céc triéu chig do6 ¢ lién quan dén rilpivirin hay
khong va xac dinh can bang loi ich - nguy co va cin nhic
6 nén tiép tuc dung rilpivirin hay khong.

Néu st dung rilpivirin cho cac bénh nhan c¢6 bénh gan
(nhiém HBV, HCV hoic c6 ting dang ké transaminase),
nén lam céac xét nghiém danh gia chuc ning gan trude va
trong qué trinh diéu tri bang rilpivirin.

Khi ding ché pham phdi hop c¢d dinh liéu chia
emtricitabin, rilpivirin va tenofovir disoproxil fumarat can
can nhic ki cac than trong, chéng chi dinh va tuong tac
thudc cua ting thanh phan cu thé.

Liéu lwong va cach dung

Thubc duogc ding theo duong udng, ngay mot lan vao
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bita an. Liéu dung dugc tinh theo rilpivirin hydroclorid.

Nguwoi lon:

Nguoi chiea ding thudc khdng retrovirus: Ubng
rilpivirin 25 mg, ngay mot lan. Néu dung ché pham c6 dinh
lidu chtra rilpivirin 25 mg voi emtricitabin 200 mg va
tenofovir disoproxil fumarat 300 mg, udng 1 vién, ngay
mot lan.

Nguwoi di ding thudc khdng retrovirus: Ding ché
pham c6 dinh liéu chira rilpivirin 25 mg véi emtricitabin
200 mg va tenofovir disoproxil fumarat 300 mg, udng 1
vién, ngay mot lan.

Nguoi dang ding rifabutin: Nén tang liéu rilpivarin
1én 50 mg/ngay. Néu dung ché pham cé dinh liéu chta
rilpivirin 25 mg véi emtricitabin 200 mg va tenofovir
disoproxil fumarat 300 mg, mdi ngay udng 1 vién phéi hop
va 25 mg rilpivirin dé tong lidu rilpivirin 1a 50 mg/ngay.

Du phong sau phoi nhiém véi HIV trén nguoi dang
ding rifabutin: Ubng rilpivirin 25 mg, ngay mot lan phi
hop vé6i 2 thude e ché enzym sao chép nguge khong co
cau trac nucleosid. C6 thé thay bang ché pham c6 dinh licu
(chtra rilpivirin 25 mg véi emtricitabin 200 mg va tenofovir
disoproxil fumarat 300 mg), mdi ngay udng 1 vién. Ngay
sau khi phoi nhiém véi HIV, nén dy phong cang sém cang
t6t va dung thude lién tuc 4 tuan néu nguoi ding dung nap
duoc thude.

Bénh nhdn suy gan: Khong can hiéu chinh liéu trén
nguoi suy gan muc d§ nhe hoac trung binh (Child-Pugh A
hodc B). Chua c6 nghién ctru vé viée dung rilpivirin trén
ngudi suy gan nang (Child-Pugh C). C6 thé dung ché pham
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phéi hop ¢ dinh liéu chira rilpivirin trén nhitng ngudi suy
gan nhe hodc trung binh. Ché phém c¢d dinh liéu chira
rilpivirin chua dugc nghién ctru trén nhirng nguoi suy gan
nang.

Bénh nhdn suy than: Khong can hiéu chinh lidu trén
nguoi suy than mure d§ nhe hodc trung binh. Hién chua c6
khuyén c4o hiéu chinh lidu trén nguoi suy than nang hoic
bénh than giai doan cudi, nén than trong khi dung rilpivirin
trén nhitng ddi twong nay. Khong nén dung ché pham phéi
hop ¢b dinh lidu chira rilpivirin cho ngudi suy than mirc do
trung binh, ndng, hoac suy than man giai doan cudi (do
thanh thai creatinin dudi 50 ml/phtit) hay nhitng bénh nhan
can tham tich méu.

Thoi ky mang thai

Céc dit liéu trén dong vat (chudt va tho) cho thiy
rilpivirin khong gay doc tinh trén sinh san va khong gay di
tat thai. Hién chua c6 nghién ctru duogc thiét ké tbt hoac
nghién ctru dugc dong hoc vé viéc sur dung rilpivirin trén
phu nit mang thai. Khong c6 thong tin vé kha ning qua
nhau thai cua rilpivirin trén nguoi. Tur cac dit liéu trén,
khuyén céo chi st dung rilpivirn cho phu nit mang thai néu
loi ich vuot trdi so vdi nguy co cua thude.

Thoi ky cho con bu

Nghién ctru trén chudt cho thay rilpivirn bai tiét vao
sita. Tuy nhién, con thiéu cac dit liéu trén ngudi vé kha
nang bai tiét vao sita me cta rilpivirin. Khuyén céo chi sir
dung rilpivirin cho phu nir cho con b néu loi ich diéu tri

vuot trdi so voi nguy co trén tré bu me.

Tac dung khéng mong mudn (ADR)
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Tac dung khong mong mudn thudng gap nhat khi ding
ché phém c6 chtra rilpivirin la r6i loan trAm cam, mat ngu,
dau dau, man ngua. Cac tac dung khong mong mudn khac
bao gém: Dau bung, khé miéng, budn ndn, nén, mét moi,
ngu ga, mong mi, chong mat.

Tang enzym gan, ting bilirubin toan phan, ting
creatinin huyét thanh, tang cholesterol huyét thanh ciing da
dugc bdo cdo trén nguoi dung rilpivirin.

Hoi chirng phuc hdi mién dich da duge ghi nhan trong
giai doan khoi dau diéu tri bang phac dd phdi hop thude
khang retrovirus (trong d6 co rilpivirin) trén nhitng bénh
nhan nhiém HIV c6 suy giam mién dich ning.

Qus lidu va xir tri

Thong tin vé biéu hién qua lidu rilpivirin con han ché.
Hién chua c6 thube gidi doc dac hicu. Néu xay ra qua lidu,
can tién hanh ngay bién phap diéu tri hd trg chung bao gom
giam sat cdc dau hiéu song va dién tam d6 (khoang QT),
theo ddi chat ché cac biéu hién 1am sang ciia ngudi bénh.
C6 thé dung than hoat dé loai bo thudc va ngan can hap
thu. Do rilpivirin lién két cao v&i protein huyét trong nén
tham tach khong chic c¢6 thé loai bo thude khoi co thé.

Twong tic thudce

Khi dung ché pham phdi hop c¢6 dinh liéu chira
emtricitabin, rilpivirin va tenofovir disoproxil fumarat,
chdng chi dinh dung ddng thoi véi cac don chét co trong
cong thirc.

Tang tac dung va doc tinh:

Dung dong thoi rilpivirin v6i cac thude kéo dai khoang
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QT c6 thé lam tang nguy co xoan dinh, do d6, can than
trong khi phdi hop.

Khi diing dong thoi, cac thude chéng ndm (fluconazol,
itraconazol, voriconazol...) 1am ting ndng d¢ rilpivirin va
giam ndng do cua cac thude nay trong huyét trong. Khong
can hiéu chinh lidu cua rilpivirnin; tuy nhién, can theo doi
hiéu qua diéu tri nAm trén bénh nhan.

Giam tac dung:

Do rilvipirin chuyén hoa qua CYP450, isoenzym 3A,
khong phdi hop rilpivirin véi cac thube gy cam ung
CYP3A do céac thudc nay c6 thé lam giam ndng do
rilpivirin trong huyét twong dan t6i c6 thé lam giam dap
g cta thudc va phat trién dé khang dbi voi rilpivirin
va/hodc nhom thude tre ché enzym sao chép nguoc khong
¢6 ciu triic nucleosid.

Tranh dung dong thoi véi cac thude lam tang pH dich
vi do ¢6 thé 1am giam nong d9 rilpivirin trong huyét twong.
Cac thudc khang acid dich vi can udng trude it nhat 2 gid
va udng sau it nhat 4 gio so vai rilpivirin. Cac thudc khang
histamin H, nén ubng udng trudc it nhat 12 gid va ubng
sau it nhat 4 gio so véi rilpivirin. Khong dung thude tre ché
bom proton dong thoi véi rilpivirin.

Khong phéi hop rilpivirin véi mot s6 thube chéng dong
kinh nhu carbamazepin, oxcarbazepin, phenobarbital,
phenytoin do 1am giam ndng d6 cua rilpivirin trong huyét
tuong.

Cac thudc chdng lao (rifabutin, rifampin...) lam giam
néng d6 va AUC cua rilpivirin. Khong phdi hop véi
rifampin hoic rifapentin. Khi dung dong thoi véi rifabutin,
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can tang liéu rilpivirin 1én 50 mg, ngay mot lan va tro vé
lidu 25 mg, ngay mot 1an khi ngimg diéu tri bang rifabutin.
P 6n dinh va bio quan

Vién nén dugc bao quan ¢ nhi¢t d¢ phong, tranh anh
sang.

2.3. NHOM UC CHE ENZYM PROTEASE (PI)

Huéng dan nay dé cap dén 8 thude diéu tri HIV thudc
nhém PI di duoc nghién ctru va phat trién bao gdm:
atazanavir, cobicistat, darunavir, fosamprenavir,
lopinavir/ritonavir, ritonavir, saquinavir, tipranavir. Trong
do, ritonavir va lopinavir/ritonavir la 2 thude dang dugc su
dung trong Chuong trinh phong, chong HIV/AIDS tai Viét
Nam. Atazanavir dy kién ciling s& dwa vao sir dung trong
Chuong trinh phong, chong HIV/AIDS tai Viét Nam trong
thoi gian toi.

2.3.1. ATAZANAVIR
Tén chung qudc té: Atazanavir
Tén viét tat: ATV

Tén Khac: Atazanavir Sulfat, ATV - Atazanavir, ATV
Sulfat - Atazanavir Sulfat

Ma ATC: JOSAEO08
Tén thwong mai: Reyataz®, Atazor.

Dang thudc va ham lwong
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Vién nang 100, 150, 200 va 300 mg.
Goi bot udng: 50 mg
Duogc Iy va co ché tac dung

Protease 1 enzym chu yéu tham gia vao su tong hop
nhiéu protein cau triic ctia 18i virus. Atazanavir e ché canh
tranh, c6 tinh chat chon loc protease cua HIV-1 gay 1oi loan
qua trinh tong hop protein 1am cho cac hat virus (virion)
khong phat trién thanh thé truong thanh, va lam cho virus
khong gin dugc vao té bao nén khong c6 kha ning giy
bénh. Tuy nhién, do virus khang rat nhanh atazanavir nén
phai két hop véi cac thudce chdng virus khac trong diéu tri.
C6 hién tuwong khang chéo giita cac thudc e ché HIV
protease.

Chi dinh

Phéi hop voi cac thude khang HIV khac dé d}éu tri
nhiém HIV cho nguoi 16n va tré em trén 3 thang tuoi.
Chéng chi dinh

Man cam véi thude.

C6 tuong tac chong chi dinh.

Khong dung cho bénh nhan suy gidm chiic ndng gan
khi két hop véi ritonavir va suy gan nang. Dung than trong
O nguoi suy chic nang gan muc do trung binh.

Bénh nhan da ting duoc diéu tri HIV ¢6 kém loc méu.
Than trong

Atazanavir bi chuyén hoa ¢ gan nén nong do thudc sé&
tang cao ¢ nhitng ngudi bi suy gidm chirc nang gan muc do
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trung binh hodc nang. Ngoai ra khi st dung atazanavir ¢
nhitng bénh nhan déng nhiém virus viém gan B, C man
tinh s& gy ting tic dung khong mong mudn ning trén gan.
Do vy, can phai theo ddi cac enzym gan trudc va trong
qua trinh str dung thudc.

St dung thudc & nhitng bénh nhan bi bénh
Haemophilia A va B ¢6 thé lam ting nguy co chay mau.
Trong qué trinh diéu tri khi xut hién vang da hodc vang
mat kém theo ting bilirubin huyét thanh nén chuyén sang
dung thudc chdng virus khéc.

Than trong khi két hop céc thudc kéo dai khoang PR,
QT, roi loan dan truyén than kinh tim.
Liéu lwgng va cich ding

Vién nang dung udng nguyén dang clng véi thic an
mot 1an/ngdy cho tré em trén 6 tudi va ngudi 16n.

Thubc bot dung cho tré trén 3 thang tudi, cin ning tir
10-25 kg, uéng ngay mot 1an ngay sau khi trén véi thirc an
hodc nudc udng.

Poi véi nguoi Iom: ATV 300 mg + RTV 100 mg/ngay.

Két hop voéi efavirenz: ATV 400 mg + RTV 100 mg +
EFV 600 mg/ngay.

Nguoi di ting duoc diéu tri khi dung két hop voi
tenofovir va thudc khang histamin H,: ATV 400 mg + RTV
100 mg + TDF 300 mg/ngay.

Tré em 3 thang tudi tro én:

Can nang 10 - 15 kg: uéng ATV 200 mg (4 g6i) véi
dung dich RTV 80 mg/lan/ngay;
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Can ning 15 - 25 kg: uéng ATV 250 mg (5 goi) véi
dung dich RTV 80 mg/lan/ngay; luu ¥ tron bot ATV véi
thire dn hodc nudc ubng ngay sau khi tron dung dich RTV.

Tré em 6-18 tuoi:

Can nang 15- 20 kg uéng ATV 150 mg/lan/ngay;

Can nang 20 - 40 kg uéng ATV 200 mg/lan/ngay;

Can nang trén 40 kg udng ATV 300 mg/lan/ngay.

Két hop voéi tenofovir: ATV 300 mg/lan/ngay + RTV
100 mg/ngdy vao bita an + TDF 300 mg/lan/ngay.

Két hop véi lopinavir/ritonavir: ATV 300 mg/lan/ngay
vao bira in + LPV/r 400/100 mg, 2 1an/ngay.

Két hop voi efavirenz: ATV 400 mg/lan/ngay + RTV
100 mg/ngay + EFV 600 mg vao budi tbi.

Trieong hop nguwoi [om va tré em trén 13 tudi can ndng
trén 40 kg khéong dung nap RTV: udng ATV 400 mg/ngay.

Dé tranh twong tac can udng ATV trude 2 gio hodc sau
1 gio dung dung dich c6 tinh kiém hodc cac thudc khang
acid dich vi, vién bao tan trong rudt chira didanosin. Khi
dung kém cac thudc khang histamin H,, can udng
atazanavir 300 mg vdi ritonavir 100 mg sau it nhat 10 gio.
Truong hop khong dung nap ritonavir c6 dung kém céc
thude khang histamin H, can udng atazanavir 400 mg 2 gio
trudc hodc sau 10 gio.

Khi ding dong thoi véi cac thude e ché bom proton,
udng ATV 300 mg voi RTV 100 mg sau it nhat 12 gio lidu
ding cua céac thude e ché bom proton.

Khong can chinh liéu ¢ nguoi cao tudi, suy gan mirc do
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nhe hoic trung binh va suy than ké ca suy than ning phai
kém theo loc mau.

Liéu ding cho nguoi suy gan:

Bénh nhén c6 suy giam chic ning gan khong nén phoi
hop voi ritonavir. Bénh nhan lan dau duogc diéu tri co suy
giam chirc ning gan nhe (Child Pugh A) uéng ATV 400
mg, 1 lan/ngay; d6i v6i suy gan mirc d6 trung binh (Child
Pugh B) udng ATV 300 mg, 1 1an/ngay.

Liéu dung cho nguoi co loc mau:

Nhing bénh nhan 1an dau duoc diéu tri nhiém HIV néu
¢6 loc mau udng ATV 300 mg v6i RTV 100 mg.

Thoi ky mang thai

Atazanavir da dugc danh gia trén mot ) luong han ché
phu nit mang thai. Cac dir liéu hién c6 trén dong vat va trén
nguoi cho thay atazanavir khong 1am ting nguy co di tat
thai nghiém trong so vai ty 1¢ nén.

Hiéu chinh liéu trén phu nit mang thai va thoi ky sau
sinh:

Trén phu nit mang thai, khong can hiéu chinh liéu
atazanavir trir cac truong hop sau: Ddi véi bénh nhéan ¢ ba
thang giira va ba thang cubi thai ky da diéu tri HIV trudc
d6, khuyén cdo liéu dung phdi hop atazanavir véi mot
thudc dbi khang histamin H, hodc tenofovir la 400 mg
atazanavir v6i 100 mg ritonavir x 1 1an/ngay. Hién khong
c6 du dir lidu dé dua ra lidu khuyén cao ciia atazanavir phoi
hop cung mot thube d6i khang histamin H, va tenofovir
trén phu nit mang thai da diéu tri HIV trudc do.

Bénh nhan sau sinh khong can hiéu chinh liéu. Tuy
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nhién, can theo doi bénh nhan chat ché dé phat hién cac tac
dung khong mong mudn do mirc 6 phoi nhiém véi thude
c6 thé cao hon trong vong 2 thang dau sau sinh.

Cdc tdc dung khéng mong muon trén bénh nhdn ding
thuéc trong thai ky:

Céc truong hop nhiém toan chuyén hoa lactic, d6i khi
de doa tinh mang, va ting acid lactic huyét da dugc ghi
nhan trén phu nit mang thai stir dung atazanavir phdi hop
cung cac thude twong ty nucleosid (cac thude nay ciing co
kha ning gay hoi ching nhiém toan chuyén hoa lactic).
Tang bilirubin huyét thanh ciing dugc ghi nhan thuong
xuyén trén bénh nhan sir dung atazanavir, bao gdm phu nit
mang thai. Do d6, can khuyén cdo bénh nhan mang thai
dung thudc vé nguy co ¢ thé xay ra hoi chimg nhidm toan
chuyén hoa lactic va tang bilirubin huyét thanh.

Cdc tac dung khéng mong mudn trén thai nhi/tré so
sinh:

Tat ca tré nho, bao gdm tré so sinh c6 phoi nhidm
atazanavir trong giai doan bao thai can dugc theo ddi vé
kha ning xay ra ting bilirubin huyét thanh nghiém trong
trong mot vai ngay dau sau sinh.

Thoi ky cho con bu

Atazanavir bai tiét duoc vao sita me. Hién khong co
dit liéu vé anh hudng ciia atazanavir 1én sy tiét sita. Nghién
ctru trén chudt cho thay atazanavir bai tiét vao sita va giy
anh huong lam cham su phat trién cua chudt con; tuy nhién,
anh huong nay mat di sau khi ngimg cho bu. Tir cac dit liéu
trén, khuyén céo chi sir dung atazanavir trén phy nir cho
con bt néu loi ich diéu trj vuot troi so voi nguy co trén tré
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bu me.
Tac dung khong mong mudn (ADR)
Thwong gap, ADR > 1/100

Tang bilirubin gian tiép khong lién quan dén bénh 1y
gan mat (35 - 47%).

Da- niém mac: Vang da, vang cung mac. Phat ban trén
da (20%).

It gap, 1/1000 < ADR < 1/100

Ti€u hoa: Budn ndn, nén, dau bung, tiéu chay, tang
transaminase.

Da: Phat ban.

Noi tiét - chuyén hoa: Tang duong huyét gy dai thao
duong, ri loan lipid mau.

Than kinh: Pau dau, chong mat, mat ngi, ton thuong
than kinh ngoai vi.

Hiém gap, ADR < 1/1000

Tim mach: Kéo dai khoang QT va PR, nhip chdm hodc
bldc nhi that.

Thén- tiét niéu: Viém than k8.

Tiéu hda: Viém gan.

Da: Hoi chimg Stevens- Johnson, hong ban da dang,
hoai tir da nhiém ddc.

Hudéng din xir tri ADR

Khi dung néu cac phan g phu xay ra can phai ngimg
thudc ngay va ding cac thude diéu tri triéu ching.
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Qua liéu va xir tri

Triéu chting: Chua c6 nhiéu thong tin vé& qué liéu
atazanavir. Tuy nhién, da ghi nhan truong hop bénh nhan
nhiém HIV dung lidu 29,2 g atazanavir cao gép 73 lan lidu
thuong dung thdy xuat hién vang da, ting bilirubin gian
tiép, kéo dai khoang PR nhung khong lam thay ddi cac xét
nghi¢m danh gia churc nang gan.

Xt tri: Khong co thudc dic hiéu diéu tri qua liéu
atazanavir. Khi gap qua lidu c6 thé gy non, uéng than hoat
dé han ché su hép thu va tang loai thudc ra khoi co thé. Bén
canh d6 can 4p dung bién phap diéu trj tridu chimg, duy tri
chirc nang ho hap va tuan hoan. Tham tach mau khong c6
hiéu qua khi qué liéu atazanavir.

Twong tac thudce:

Tuong tac thude can luu ¥ trong didu tri clia atazanavir
duoc mé ta chi tiét trong Phan 6 - "Tuong tac thudc cua
thudc ARV va cach xir tri".

P on dinh va bio quan

Tranh am, tranh anh sang. Bao quan ¢ nhiét do tir 15 -
30°C. Bot thudc pha véi thirc an va nudc udng giir ¢ nhiét
do 20 - 30°C trong vong 1 gio.

2.3.2. RITONAVIR

Tén chung quéc té: Ritonavir
Tén viét tit: RTV

Ma ATC: JOSAEO3

Tén thwong mai: Norvir
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Dang thudc va ham lrong

Vién nang 100 mg, dung dich 80 mg/ml, vién nén bao
phim 100 mg.

Dugc ly va co ché tic dung

Ritonavir 1a chit tc ché chon loc, canh tranh thuan
nghich enzym protease cua HIV. Trong qua trinh sao chép
ctiia HIV, enzym HIV protease chiu trach nhiém phan cit
chudi polypeptid gag va gag-pol dé tao thanh cac protein
cdu trac cua hat virus va cac enzym thiét yéu cta virus (nhu
enzym sao chép nguoc, integrase, protease). Ritonavir can
thiép vao qua trinh hinh thanh cic protein va enzym thiét
yéu nén ngan can sy hoan thién cua virus va tao ra cac
manh virus rbi loan vé chirc ning, khong truéng thanh va
khong gy nhiém. Thudc tac dung trén ca té bao nhiém
HIV cép va man tinh.

O néng do diéu tri, ritonavir co tac dung uc ché dic
hiéu cao dbi voi enzym protease cua virus ma khong can
thiép dén hoat tinh cac aspartic endopeptidase ctia ngudi.
Ritonavir 6 ai luc thap d6i véi cac aspartic endopeptidase
cua nguoi nhu pepsin, renin, gastricin, cathepsin D va
cathepsin E. Ritonavir thé hién tac dung ddc té bio tai nong
d6 cao gip it nhat 1000 1an so v6i ndong do c6 hoat tinh
khang retrovirus.

Ritonavir ¢6 pho khang virus gidi han. Thude cé hoat
tinh khang retrovirus ngudi in vitro, bao gébm HIV-1 va
cling c6 mot s hoat tinh in vitro d6i véi HIV-2.

Chi dinh

Phoi hop voi cac thuoc khang retrovirus khac dé dieu
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tri nhiém HIV.

Liéu thap dugc dung gitp cai thién duoc dong hoc cua
cac chat trc ché protease khac.

Chong chi dinh

Man cdm vdi ritonavir hoac bat ki thanh phan nao
trong cong thure.

Ngudi co bénh gan mat b.
Than trong

Bénh nhan HIV dong nhiém virus viém gan B hoic C
man tinh dang duoc diéu tri bang phac db phdi hop thude
khang retrovirus c6 nguy co gia tang cac bién cd nghiém
trong hodc de doa tinh mang lién quan dén bénh 1y trén gan.
St dung than trong ddi v&i bénh nhan ua chdy mau
(Haemophilia) typ A va B vi da c6 béo cdo hi¢n tugng chay
mau tu phat khi dung cac chét wc ché protease. Nén giam
sat cac dau hiéu va triéu ching viém tuy (dau bung, budn
non, non, ting lipase va amylase huyét thanh) va nén ngimg
ritonavir trén nhitng bénh nhan co biéu hién viém tuy.
Ritonavir co thé gay kéo dai khoang PR trén mot s6 bénh
nhan, hiém gip trudng hop din t6i nghén nhi that d6 hai
hodc do ba, do d6 nén dung than trong ¢ nhitng nguoi cé
nguy co cao bao gdm bénh tim do cau trac, bat thudng hé
dan truyén, thiéu méau cuc bd co tim hodc bénh co tim.

Liéu lwong va cach dung

Uong thude vao bira an. D61 voi dang thuoc vién, nén
uong nguyén vién.

Pé dieu tri HIV:
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Nguoi I6n: Udng 600 mg/lan x 2 lan/ngdy. Dé giam
thiéu budn ndn, nén bat dau diéu tri véi lidu 300 mg/lén X
2 lan/ngay trong 3 ngay, sau d6 ting dan thém 100 mg/lan
x 2 lan/ngay trong t6i da 14 ngay dén khi dat duoc lidu 600
mg/lan x 2 lan/ngay.

Tré em (trén 1 thang tudi): 350 - 400 mg/m? da/lan x 2
lan/ngay. C6 thé khoi dau véi lidu 250 mg/m? da/lan x 2
lan/ngay va tang dan thém 50 mg/m? da/lan x 2 lan/ngay
trong khoang 2 dén 3 ngay dé dat duoc lidu mong mudn.
Liéu tdi da ¢ tré em khong qua 600 mg/lan x 2 1an/ngay.

Liéu thap ritonavir dé lam tang dwoc dong hoc cua cac
chat wrc che protease khac:

Nguwoi I6n: Ubng 100 - 200 mg, ngay ding mot hodc
hai lan.

Tré em: 4 - 6 mg/kg/ngay (80 - 400 mg hang ngay), tuy
thudc chat trc ché protease phdi hop.

Khong can chinh liéu trén bénh nhan suy than va bénh
nhan suy gan nhe hodc trung binh (Child- Pugh A hodc B).
Tuy nhién, nén giam sat chat ché ddi véi bénh nhan suy
gan trung binh vi ndng d¢ ritonavir trong huyét twong &
nhirng bénh nhan nay da dugc béo cdo thap hon so voi
nguodi cé chirc nang gan binh thuong.

Thoi ky mang thai

Cac nghién ctru trén dong vat (chudt va thd) khong ghi
nhan ddc tinh gay di tat thai cua ritonavir. Poc tinh lén su
phat trién dugc ghi nhan trén chudt ¢ lidu cho mirc phoi
nhiém xap xi khoang 30% mic phoi nhiém khi ding liéu
diéu tri. Bién ¢ tinh hoan lac chd (cryptorchidism) dugc
ghi nhén ¢ ty 1€ cao hon mdt chut trén chudt co6 mure photi
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nhiém thudc xap xi khoang 22% mtrc phoi nhiém khi dung
lidu diéu tri. Poc tinh trén sy phat trién cling dugc ghi nhan
trén tho st dung liéu twong duong 1,8 lan lidu diéu tri (dwa
trén yéu to quy doi dién tich bé mit co thé). Hién khong c6
du dit liéu vé dd an toan cua viéc six dung ritonavir trén phu
nit mang thai. Do d6, khuyén céo chi sir dung ritonavir cho
phu nir mang thai néu loi ich vuot troi so voi nguy co cua
thuoc.

Thoi ky cho con bu

Céc nghién ctru trén dong vat chua do luong muc do
bai tiét vao sita cla ritonavir; tuy nhién, mét nghién ctru
trén chudt cho théy mot vai tdc dong trén su phat trién cua
chudt con trong qua trinh bu stta goi y kha nang ritonavir
bai tiét vao sita trén chuot. Hién cac dit liéu vé kha nang bai
tiét vao sita ctia ritonavir khi sir dung cho phu nit cho con
b con han ché. Do d6, chi sir dung ritonavir cho phu nit
cho con ba néu 1oi ich diéu tri vuot troi so vai nguy co cua
thude.

Tac dung khong mong mudn (ADR)
Rat hay gap, ADR > 1/10
Toan than: Mét moi.
Ti€u hoa: Pau bung, ia chay, budn ndn, ndn,

Than kinh: Nhac dau, roi loan vi giac, t€ vung quanh
miéng, lo au, U tai, mat ngu, tang dau.

Thwong gap, ADR > 1/100
Toan than: Sét, dau, sut can.

Da: Man ngua, va mo hoi, hong ban, roi loan phan bo
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md, gian mach.

H6 hap: Viém hong, ho.

Ti€u hoa: Chan an, kho miéng, loét miéng, kho tiéu,
chuéng bung, dau rat co.

Co xuong: Pau co, tang creatin phosphokinase.

Phan tng di tng: Nbi ban, co thit phé quan, phi mach.
Hiém khi c6 sdc phan vé.

Thay d6i vé xét nghiém: Giam nong d6 hemoglobin,
tang bach cau wa acid, ting enzym gan, phosphatase kiém,
bilirubin, triglycerid, cholesterol, amylase, acid uric; giam
ndng do thyroxin tu do va toan phan; giam kali huyét; sd
lwong hong cau va bach cau trung tinh c6 thé giam hodc
tang.

It gap, 1/1000 < ADR < 1/100

Huyét hoc: Tang bach cau, tang bach cu trung tinh,
thoi gian prothrombin kéo dai.

Loan dudng: Mat nudc, dai thdo duong, tich mé va tai
phan bd m& (béo phi ¢ than minh, & phﬁn than - cd, & ngoai
vi, & mat, vu to, hinh dang giéng nguoi méc hoi chung
Cushing).

Gan mat: Viém gan, vang da.

Co xuong: Viém co, ti€u co van.

Thay d6i vé xét nghiém: tang glucose huyét, giam calci
toan phan, ting magnesi, ting bilirubin huyét thanh, ting
phosphatase kiém.

Hiém gdp, ADR < 1/1000
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Di ng: Sdc phan v¢, hoi chung Stevens Johnson.

Tac dung phu nang cua ritonavir la viém tuy nang, co
thé gay tir vong.

Hoai tir xwong c6 thé xdy ra & ngudi bénh mac HIV &
giai doan mudn hodc da duoc diéu tri 1au ngay béng tri liéu
két hop thudc khang retrovirus.

Noi chung, ritonavir thudng duoc dung nap tot. Cac
tac dung khong mong mudn thuong gip trén tiéu hoa (budn
nén, ia chay, chan an, dau bung) va than kinh (thay déi vi
giac, di cam). Nhiéu tac dung phu ndy c6 tinh chat tam thoi,
Xay ra trong vai tuan dau diéu tri, kéo dai trong vong 1 - 5
tuan sau d6 tu thoai lui ma khong can diéu tri. Nguoi nhiém
HIV thuong méc nhiéu bénh kém theo nén khé phan biét
tac dung khong mong mudn nao 1 do ritonavir hodc thude
bénh di kém.

Hudéng din xir tri ADR

Néu tac dung khéng mong mudn xuét hién trong nhimg
tudn dau tién sau khi dung thudc, day co thé 1a cac ADR
tam thoi va thudng co thé tiép tuc diéu tri. Néu tam nging
diéu tri béng ritonavir, sau d6 co thé diéu tri lai véi ché do
lidu bac thang theo khuyén cao (xem muc Liéu lwgng va
cach dung). Hudng din bénh nhan nén udng thude ding
don va giai thich cho ho nhiing tac dung khéng mong mu6n
nhe va trung binh trén ti€éu hoa, di cdm ngoai bién, di cam
quanh miéng, suy nhugc c6 thé giam dan khi tiép tuc diéu
tri bang ritonavir.

Can phai lam dinh ky cac xét nghiém trong khi diéu
tri. Can ngirng thudc khi ndng do creatinin huyét thanh tiang
trén 130 pmol/l hodc cé hoi ching viém tuy - than (ndn,
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budn ndn, dau byung, ting amylase huyét, lipase huyét) va
diéu tri viém than, viém tuy.
Qua liéu va xir tri

Thong tin v& biéu hién qué liéu ritonavir con han ché.
Chua xéc dinh liéu gay doc tinh cap trén ngudi. Trén chudt,
liéu gay doc tinh cap cao gip hon 10 dén 20 1an liéu thudng
dung trén ngudi. Qué lidu ritonavir dugc du doan co thé
gdy ra cac biéu hién nhu tac dung khong mong mudn ghi
nhén & trén nhung & mac do nang hon.

Néu xay ra qué liéu, can tién hanh ngay diéu tri hd trg
va diéu tri triéu chung, déng thoi giam sat chat ché bénh
nhan. Thao rdng da day bang cach gdy noén hoic rira da day,
c6 thé dung than hoat dé ngin can hap thu. Hién chua c6
thudc giai doc dac hiéu. Khong rd tham tach c6 thé loai bo
ritonavir khoi co thé hay khong va khong nén dya vao
phuong phap lam ting thai trir. Tuy nhién, tham tach c6 thé
gitip loai bo alcohol va propylen glycol néu udng qua licu
dung dich chura ritonavir.

Twong tac thude

Tuong tac thude can luu ¥ trong diu tri ciia ritonavir
duoc mé ta chi tiét trong Phan 6 - "Tuong tac thudc cua
thudc ARV va cach xir tri".

P on dinh va bio quan
Vién nang mém nén dugc bao quan trong tu lanh, ¢ 2
- 8°C; vién nén dugc bao quan ¢ nhi¢t d§ phong, tranh anh

sang; dung dich uéng duoc bao quan ¢ nhi¢t do 20 - 25°C,
khong nén giit trong tu lanh, tranh ngudn nhiét.
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2.3.3. LOPINAVIR VA RITONAVIR
Tén chung quéc té: Lopinavir/ritonavir
Tén khac: LPV/r

Ma ATC: JOSARI10

Tén thwong mai: Kaletra, Aluvia
Dang thudc va ham lwong

Lopinavir duwoc phdi hop v&i  ritonavir
(lopinavir/ritonavir) dudi dang phbi hop ¢b dinh liéu. Dung
dich udng lo 160 ml (hodc 240 ml) chira 400 mg/100 mg
trong mdi 5 ml; vién nén bao phim 100 mg/25 mg, 200
mg/50 mg.

Dugc Iy va co ché tac dung

Lopinavir duwoc phdi hop v&i  ritonavir
(lopinavir/ritonavir) duéi dang phdi hgp ¢ dinh lidu 2 chat
trc ché protease cuia HIV. Lopinavir bi chuyén héa manh
qua gan boi hé enzym CYP450, trong d6 chu yéu qua
CYP3A4. Ritonavir 14 chét rc ché CYP3A4 nén khi phi
hop s& 1am giam chuyén hoa va ting nong do trong huyét
tuong cua lopinavir. Him luong cua ritonavir trong ché
pham phéi hop chi dii dé e ché CYP3A4, thap hon nhiéu
s0 voi liéu ¢o tac dung diéu tri HIV. Do d6, lopinavir gitr
vai tro chinh d6i véi hoat tinh khang retrovirus cta ché
pham phdi hop lopinavir/ritonavir.

Lopinavir e ché sao chép HIV-1 do e ché HIV
protease. Trong qua trinh sao chép cua HIV, enzym HIV
protease chiu trach nhiém phén cit chudi polypeptid gag va
gag-pol dé tao thanh céc protein ciu tric cua hat virus va
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cac enzym thiét yéu cua virus. Lopinavir can thiép vao qué
trinh hinh thanh cac protein va enzym thiét yéu nén ngin
can su hoan thién cua virus va tao ra cac manh virus rdi
loan vé chirc ning, khong truong thanh va khong gay
nhiém. Thudc ciing c6 hoat tinh khang HIV-2 in vitro.

P xuét hién cac chung HIV-1 khang lopinavir trong
moi truong nudi cay. Sy ¢ mit cua ritonavir khong anh
huong dén chon loc dé khang lopinavir ciia HIV-1 trong
moi truong nudi cdy. Cac ching khang lopinavir di phat
sinh trong qua trinh diéu tri bang ché pham phdi hop
lopinavir va ritonavir. Mic du c6 hién tuong dé khang chéo
giita cac thudc trc ché protease, kha niang khang chéo trén
HIV-1 phan lap t bénh nhan diéu tri bang
lopinavir/ritonavir van con chura hoan toan sang to.

Chi dinh

Phdi hop véi cac thude khang retrovirus khac dé diéu
tri nhiém HIV.
Chong chi dinh

Man cam voi lopinavir, ritonavir va bét ki thanh phan
nao cua thude.
Than trong

Nén thuc hién cac xét nghiém danh gia chuc nang gan
trude khi diéu tri va dinh ki trong qua trinh diéu tri, dac
biét voi bénh nhan c6 bénh gan. Can nging thude néu xuét
hién cac du hiéu doc tinh trén gan.

ba ghi nhan dugc viém tuy trén nguoi dung
lopinavir/ritonavir. Can giam sat cac dau hiéu va triéu
chtng viém tuy (dau bung, budn ndn, ndn, ting triglycerid,
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tang lipase va amylase huyét thanh) va tam ngimg ritonavir
trén nhitng bénh nhan c6 biéu hién viém tuy.

Lopinavir/ritonavir c6 thé gay kéo dai khoang PR trén
mot s6 bénh nhén, di c6 bao cdo truong hop nghén nhi that
d6 hai hoac d¢ ba, nén dung than trong & nhiing nguoi cé
nguy co cao bao gdm ngudi méc bénh tim do cau triic, bat
thuong hé dan truyén, thiéu mau cuc b co tim hodc bénh
co tim. Than trong khi dung dong thoi voi cac thude ciing
kéo dai khoang PR (nhu, thudc chen B giao cam, digoxin,
thudc chen kénh calci, atazanavir), dac biét la cac thube
chuyén héa qua CYP3A4. Di ghi nhan cac trudng hop kéo
dai khoang QT hodc xodn dinh trén bénh nhan dung
lopinavir/ritonavir. Chua & mdi lién quan truc tiép giira
bién ¢6 nay véi thude. Khong nén ding lopinavir/ritonavir
cho ngudi ¢6 hodc co thé bi kéo dai khoang QT (nhu, ha
kali mau, hoi ching dai QT bam sinh, dang diéu tri bang
thudc co kha ning gy kéo dai khoang QT).

Dung dich u6ng c6 chira alcohol va propylen glycol véi
ndng do cao, tranh ding dang bao ché nay cho tré so sinh
va tré nhd, ngudi mang thai, ngudi suy gan va suy than.
Liéu lwong va cach dung

Dang vién nén phédi hop ¢ dinh khong nén nhai, bé
hoic nghién nat vién, udng thudc khong can dé y dén bira
an. Dang dung dich udng phdi hop cb dinh nén ubng vao
bira an.

Theo Hudng din quan ly, didu tri va chim soc
HIV/AIDS nam 2015 ctia B Y té:

Nguwoi lon va tré em co can nang > 35 kg: 400 mg/100
mg 2 1an mdi ngay.
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Ghi chii: Dung dich LPV/r can bao quan lanh trong
qué trinh ton trir va van chuyén. Dang thudc vién bén véi
nhiét 6 LPV/r can duoc nubt nguyén vién, khong nén chia
nho hodc nghién nt.

Theo Dugc thu qubc gia nim 2015 va AHFS 2015, liéu
cia LPV/r dugc khuyén cdo nhu sau:

Nguwoi I6n: Pé diéu tri HIV trén nguwoi khong ding
efavirenz, nelfinavir hodc nevirapin: Udng vién nén 800
mg/200 mg (4 vién 200 mg/50 mg hodc 10 ml dung dich
ubng), ngay mot 1an hodc mdi 1an udng 400 mg/100 mg (2
vién 200 mg/50 mg hodc 5 ml dung dich uéng) x 2 1an/ngay.
V6i ngudi nhiém cac chung HIV-1 ¢6 > 3 dot bién khang
lopinavir nén ap dung ché d6 lidu 2 1an hang ngay.

Pé diéu tri HIV trén nguoi ding efavirenz, nelfinavir
hodc nevirapin: Udng vién nén mdi 1an 500 mg/125 mg (2
vién 200 mg/50 mg va 1 vién 100 mg/25 mg) x 2 lan/ngay.
Néu dung dung dich udng, liéu khuyén cdo mdi lan uéng
533 mg/133 mg (6,5 ml) x 2 lan/ngay.

Tré em:

Tré em trén 14 ngay tudi: Dung dang dung dich udng,
mdi 1an udng lopinavir 300 mg/m? da va ritonavir 75
mg/m? da (hoac lopinavir 16 mg/kg va ritonavir 4 mg/kg)
x 2 lan/ngay.

Tré em 6 thang - 18 tudi: Dién tich bé mit co thé 0,6-
0,9 m? da (hodc 15- 25 kg): mdi lan udng 2 vién 100 mg/25
mg x 2 1an/ngay.

Dién tich bé mat co thé 0,9- 1,4 m? da (hoac 25 - 35
kg): mdi 1an ubng 3 vién 100 mg/25 mg x 2 lan/ngay.
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Dién tich bé mit co thé > 1,4 m? da (hoac can nang
bang hodc hon 35 kg): mdi 1an udng 2 vién 200 mg/50 mg
x 2 lan/ngay.

Néu dung dung dich udng, tré em 2 - 18 tudi udng mdi
1an 2,9 ml/m? da (t6i da 5 ml) x 2 lan/ngay (luu ¥: dung
dich udng c6 chtra alcohol va propylen glycol véi nong do
cao va c6 vi hoi dang).

Khéng c¢6 khuyén cdo chinh liéu trén bénh nhan suy
than. Tuy nhién, tranh dung ché do liéu ngay mot lan trén
bénh nhan thim tach mau. Chua c6 huéng dan hiéu chinh
lidu trén ngudi suy gan, do d6 can sir dung than trong trén
nhiing d6i tuong nay.

Thoi ky mang thai

Céc nghién ctru trén dong vat (chudt va tho) khong ghi
nhan cac di tat thai lién quan dén viéc su dung
lopinavir/ritonavir trong thai ky. Hién van con thiéu cac
nghién ctru dugc thiét ké tot danh gia d§ an toan cua vi¢c
su dung lopinavir/ritonavir trén phu nitr mang thai; do do,
chi st dung thude trong thai ky néu loi ich vuot trdi so véi
nguy co.

Thaoi ky cho con bu

Céc nghién ctru trén chudt cho thay lopinavir bai tiét
vao sita. Tuy nhién, hién cac dir liéu vé kha nang bai tiét
ctia thude vao sira trén ngudi con han ché. Khuyén cao chi
str dung lopinavir/ritonavir trén phu nit cho con ba néu loi
ich diéu tri vuot troi so voi nguy co trén tré b me.

Tac dung khéng mong muén (ADR)
Tac dung khong mong mudn thudng gip nhat khi ding
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ché pham c6 chira lopinavir (dang phdi hop véi ritonavir)
la ti€u chay tor mirc d¢ nhe dén trung binh va ndng (ty 1€ c6
thé 1én dén 50% khi dung ché do lidu ngay mot 1an va 39%
v6i ché @6 lidu ngay 2 lan). Céc tac dung khong mong
mudn thuong gip khac bao gdm: budn non, ndn, dau bung,
suy nhuoc; tang triglycerid, ting cholesterol; tang
transaminase huyét thanh, viém gan; tinh trang khang
insulin, ting dudng huyét va dai thao duong. Ngoai ra, co
thé gap tang huyét ap, 16i loan chure nang tinh duc, roi loan
kinh nguyét, loan dudng md, dau co, tidu co van cap.

Hiém gdp: Viém tuy; phat ban, hoai tir thuong bi nhiém
ddc (TEN); soi than; kéo dai khoang QT; kéo dai khoang
PR; bléc nhi thit d6 2, 3; xodn dinh.

Huéng din xir tri ADR

Viém tuy: Phai theo doi céac diu hiéu dau bung, budn
nén, ndn, ting amylase hoic lipase huyét, néu chic chan c6
viém tuy phai ngung dung cac thudc khang retrovirus.

Gan: Phai theo doi transaminase, bilirubin, ddnh gia
chirc nang gan trudce khi diéu tri va dinh ky trong khi diéu
tri. Phai theo doi AST/ALT & ngudi bi viém gan hodc xo
gan.

Tang glucose huyét va dai thao duong: Phai dung
thubc chong dai thao duong hodc chinh lidu thue chong
dai thao duong.

Tim - mach: Than trong khi dung thudc cho bénh nhan
¢6 bénh thyc thé cua tim, b ri loan dan truyén, thiéu mau
co tim, bénh co tim. Than trong khi bénh nhan c6 dung
thudc 1am khoang PR kéo dai (thudc chen beta, digoxin,
thudc chen calci, atanazavir), thudc bi chuyén hoa badi
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CYP3A4 cua CYP450, khong dung lopinavir/ritonavir cho
ngudi c¢6 hodc ¢6 thé bi QT kéo dai (kali huyét thap, QT dai
bam sinh, va mot sb thude 1am QT kéo dai).

Hoi chimg phuc hdi mién dich: Panh gia tién trién cua
hién twong viém dap ung nhiém khuan co hoi va xem xét
phuong an diéu trj t6i.

Lipid huyét: Dinh lugng cholesterol toan phan va
triglycerid trudc khi diéu tri va theo ddi dinh ky. Dung
thudc ha lipid huyét phit hop v6i 1am sang.

Bénh mau kho dong (Hemophilia) A va B: Than trong
khi ding thudc cho bénh nhan. C6 thé phai ting thudc gay
dong (yéu t6 antihemophilia).

Qua liéu va xir tri
Thong tin vé biéu hi¢n qua liéu lopinavir/ritonavir con

han ché. Dy doan qua liéu c6 thé gay ra cac biéu hién nhu
tac dung khong mong mudn véi mirc 4§ nang hon.

Néu xay ra qué liéu, can tién hanh ngay diéu tri hd trg
va diéu tri triéu chung, déng thoi giam sat chat ché bénh
nhan. Lam rdng da day bang cach gay non hoic rira da day,
c6 thé dung than hoat dé ngin can hap thu. Hién chua c6
thudc giai doc dac hiéu. Khong rd tham tach c6 thé loai bo
thudc khoi co thé hay khong. Tuy nhién, tham tach c6 thé
gitip loai bo alcohol va propylen glycol néu qué liéu dung
dich ubng.

Twong tac thude

Tuong tac thudc can luu ¥ trong diéu tri cua
lopinavir/ritonavir dugc mé ta chi tiét trong Phan 6 -
"Twong tac thudc cua thudc ARV va cach xur tri".
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D6 on dinh va bao quan

Vién nén dugc bao quan ¢ nhiét do phong, tranh anh
sang; dung dich udng nén dugc bao quan trong ngin mat ti
lanh (2 - 8°C), c6 thé dé & nhiét d6 20 - 25°C nhung nén
dung trong vong 2 thang, tranh ngudn nhiét.

2.3.4. COBICISTAT
Tén chung qudc té: Cobicistat
Tén viét tat: COBI
Ma ATC: V03AX03
Tén thwong mai
Pon thanh phan: Tybost

Phéi  hop: Evotaz (ATV/COBI), Stribild
(EVG/COBI/FTC/TDF)

Dang thudc va ham lwong
Dang don thanh phan: Vién nén 150mg.
Dang phéi hop:
Atazanavir 300 mg + cobicistat 150 mg (Evotaz)
Darunavir 800 mg + cobicistat 150 mg (Prezcobix)

Elvitegravir 150 mg + cobicistat 150 mg + emtricitabin
200 mg + tenofovir disoproxil fumarat 300 mg (Stribild)

Duwgc ly va cor ché tac dung

Cobicistat khong c6 tac dung trén HIV nhu cac thude
ARV ma chi 1a chét ting cudng gitp cai thién duoc dong hoc
cho mot s thudc ARV. Nho tac dung tc ché isoenzym
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CYP3A4, cobicistat 1am ting nong do, ting AUC cia cac
thuéc ARV 1a co chit clia isoenzym nay va kéo dai thoi gian
ban thai cua thude phdi hop, do d6 lam tang hiéu qua cua
chiing trén HIV. Cac Céc thudc ARV dugc dung phdi hop voi
cobicistat bao gom elvitegravir, atazanavir hodc darunavir.
Chi dinh

La chat tang cuong dugc dong hoc cho mot s6 thude
ARV nhu elvitegravir, atazanavir, darunavir, dugc dung
phéi hop véi cac thude ARV dé diéu tri HIV/AIDS cho
ngudi 16n (tir 18 tudi tro 18n).

Chong chi dinh

Man cam véi cobicistat hodc cac thude cé trong thanh
phan phdi hop.

Bénh nhan suy gan nang (Child-Pugh C).

Khong ding cac phac dd co cobicistat diéu tri khoi dau
néu d6 thanh thai creatinin < 70 ml/phut.

C6 tuwong tac chéng chi dinh.
Than trong
Suy gan: Theo dbi chirc ning gan trong qua trinh diéu tri.

Suy thdn: Cobicistat (rc ché sy bai tiét creatinin qua
dng than. Can xac dinh chirc ning than trudce khi bat dau va
trong sudt qua trinh diéu tri. Ngimg diéu tri néu do thanh
thai creatinin < 50 ml/phut. Giam sat phospho huyét tuong
0 bénh nhan suy than hodc c6 nguy co suy than.

Tré em: Chua du dit liéu sir dung trén tré em dudi 12 tudi.

Ngueoi cao tuéi: Kinh nghiém 1am sang va thong tin
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duogc dong hoc ¢ bénh nhan > 65 tudi con chua déy du. Can
than trong do chirc ning clia cac co quan thai trir thude nhur
gan, than co thé bi suy giam.

Liéu lwong va cach dung

Cdch ding: Udng cung bita an, 1 lan/ngay. Néu quén
udng > 12 gid, bo qua liéu quén va udng liéu ké tiép theo
gi0 da dinh.

Liéu lwong: 150 mg, 1 lan/ngay. Cac dang két hop
thuong dung & dang vién phéi hop cb dinh lidu (xem: dang
thudc va ham luong).

Thoi ky mang thai

Cac nghién cu trén dong vat cho thay cobicistat
khong gay doc tinh tryc tiép hay gian tiép trén sinh san.
Hién cac dit liéu vé d6 an toan cia cobicistat trén phu nir
mang thai con rat han ché. Khuyén céo chi nén sir dung
cobicistat cho phu nit mang thai trong trudng hop can diéu
tri v&i cobicistat phdi hop atazanavir hodc darunavir.

Thoi ky cho con bu

Céc dit liéu vé duoc luc hoc/doc tinh hoc trén dong vat
cho thiy cobicistat/cac chit chuyén hoa bai tiét vao sira.
Tuy nhién, hién khong c6 dir liéu vé kha ning bai tiét vao
slra cua cobicistat trén nguoi. Do khong loai trir duwgc nguy
co cua thude ddi véi tré so sinh, tré nho; khuyén cao chi s
dung cobicistat trén phu nir cho con bd néu loi ich diéu tri
vuot tri so voi nguy co trén tré bu me.

Tac dung khong mong muén (ADR)
Rat thwong gdp, ADR > 1/10
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Tang bilirubin toan phan, vang da, vang mat, buon non.
Thuwong gap, ADR > 1/100

Tang creatinin kinase, vang da, vang mat, ban do, ting
amylase huyét twong, ting ALT/AST/GGT, glycose niéu
>1000 mg/dl, c6 hong cau trong nudc tiéu, budn non.

It gap, 1/1000 < ADR < 1/100

Non, dau vung thugng vi, ia chay, dau dau, mét moi,
mét ngl, 4c mong, trAm cam, bénh than, hoi ching
Fanconi.

Chura xdc dinh dwoc tan sudt:

R&i loan lipid mau: Tang triglycerid, ting LDL-C, ting
cholesterol toan phan.

Huéng din xir tri ADR

C6 thé xir tri cac ADR trén than kinh-tdm thén, tiéu
hoa bang thudc diéu tri triéu chimg. Can theo ddi chirc ning
gan than trong qua trinh diéu tri. Ngimg thudc néu d6 thanh
thai creatinin < 50 ml/phut.

Qua lidu va xi tri

Hién chua c6 thong tin vé qua lidu.

Xur tri khi qud liéu: Khong co thude giai doc dic hiéu.
Néu gip qua liéu, xtr tri cac ddu hiéu de doa tinh mang nhu
trong phac dd cip ciru thuong quy. Thude co ty 18 lién két
protein cao, do do6 khong loai trir dugc qua loc méu hoac
thim phén phiic mac.

Twong tac thude

Céc twong tac chong chi dinh:
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Uc ché CYP450 (irc ché isoenzym CYP3A4), giy ting
nong do va/hoic tic dung khong mong mudn ctia mot sd
thudc phdi hop dan dén ting doc tinh, tham chi co nguy co
tor vong:

Alfuzosin (chat d6i khang alpha 1-adrenergic): Tang
tac dung ha huyét ap, c6 thé tir vong.

Dronedaron (chéng loan nhip): Tiang nong d6 thude
phéi hop.

Dan chit ergot: Tang tac dung co mach va thiéu mau
cac chi.

Cisaprid (tac dung thuc day nhu dong da day-rudt):
Téang ADR gay loan nhip cua cisaprid.

Lovastatin, simvastatin: Tang ADR trén co van cua
thubc ha lipid mau.

Pimozid (thudc an than kinh): Tang ADR cua pimozid.
Nevirapin (NNRTI): Tang ADR cua nevirapin.
Sildenafil: Tang ADR cua sildenafil .

Triazolam va midazolam ubng: Ting ndng do
benzodiazepin dan dén ting ADR.

Indinavir (PI): Tang ADR véi biéu hién tang bilirubin
huyét thanh.

Khong duoc phdi hop cobicistat véi > 1 chit ting
cuong dugc dong hoc (vi du: véi 2 chét wrc ché protease
(PI) hodc 1 PI + elvitegravir).

Phdi hop véi thude gay cam Gmg enzym gan dan dén
giam nong do cobicistat va thuéc ARV cling co chat ¢6 trong
phéac dd: rifampicin va din chat (trong diéu tri lao/HIV).
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Céc luu ¥ vé tuong tac khac: xem muc Dwgc dong hoc.
’ Do cob‘icistat chi 1a chat hd trg va ludn dfmg ¢ dang
phéri h(_)'p,, can luu y céc canh bao vé tuong tac bat loi voi
thude phoi hop (xem chuyén luan tuong tng).
P 6n dinh va bio quan
‘ Bé4o quan trong lo kin, & nhiét dg tur 20 - 25°C. Dé xa
tam voi cua tré em.
2.3.5. DARUNAVIR
Tén chung quéc té: Darunavir
Tén viét tit: DRV
Ma ATC: JOSAEL0
Tén thwong mai: Prezista, Rezolsta
Dang thudc va ham lrgng

Darunavir dung dang darunavir ethanolat, liéu duoc
tinh theo dang base: 325 mg darunavir ethanolat tuong
duong 300 mg darunavir base.

Vién nén 75, 150, 300, 400, 600, 800 mg; hén dich
udng 100 mg/ml.
Duogc Iy va co ché tic dung

Darunavir ¢6 ciu tric sulfonamid, thudc nhom e ché
chon loc protease (PI) ctia HIV-1, tir d6 trc ché sy hinh
thanh céac protein thiét yéu cua virus va ngin can sy tao
thanh virus méi.

Chi dinh
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Piéu ti:

Diéu trj HIV cho bénh nhan nguoi 16n va tré em tir 3
tudi tro 1én va c6 thé trong > 10 kg, sir dung trong cac phac
d6 bac 2 va bac 3 dudi dang két hop DRV/r va duogc phéi hop
v6i 2 thude ARV khéc (thudng 13 2 chat thude nhom NRTI).

Du phong:

Dy phong lay nhiém HIV do rui ro nghé nghiép.
Chong chi dinh

Mién cam v&i bat ctr thanh phan nao cta thudc.

C6 twong tac chong chi dinh.

‘ Suy gan ning (Child-Pugh C), porphyrin cap, ban da

tram trong.
Than trong

Thubc dé& gay di tmg da nén can than trong khi gap ban
da nhe hoac vira.

Thubc c6 doc tinh trén gan, do do can theo ddi chirc
nang gan trude va trong qué trinh diéu tri. Than trong khi
dung cho bénh nhan suy gan nhe hodc vira, viém gan man
B, C; bénh ua chay mau.

Liéu lwong va cach dung
Cach dung:

Darunavir va ritonavir dugc uéng déng thot, khi an, 1
hodc 2 1an mdi ngay tuy phac do.

Néu quén udng > 6 gio (v6i ché do lidu 2 1an/ngay)
hodc >12 gior véi ché d6 liéu 1 1an/ngay, bo qua lidu thude
quén va ubng liu tiép theo dung gid quy dinh.
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Dang hon dich dung cho bénh nhan kho nuét, dic biét
la tré nhé, dugc phan lidu bfmg dung cu di kém va phai lac
k¥ trude khi 1y thude.

Dang vién nén phai nudt nguyén vién.

Liéu lwong:

Nguoi lon:

Néu c6 két qua giai trinh tw gen khang thude: chon liéu
cdn cir vao murc d6 khang thude.

Néu khong lam gen khang thudc, liéu nhu sau:

[800 mg darunavir + 100 mg ritonavir] x 1 lan/ngay.
Hodc:

[600 mg darunavir +100 mg ritonavir] x 2 lan/ngay.

Tré em:

Néu c6 két qua giai trinh tu gen khang thude: chon lidu
cin cir vao murc d6 khang thude.

Néu khong 1am duoc xét nghiém gen khang thude,
khuyén céo str dung liéu theo bang sau:

Can nang Li(:”eu darunavir Liéu ritonavir
(kg) (mg/lan) x 2 1an/ngay | (mg/lan) x 2 lan/ngay
10-<11 200 32
11-<12 220 32
12-<13 240 40
13-<14 260 40
14-<15 280 48
15-<30 375 48
30-<40 450 60
>40 600 100
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Nguoi cao tudi: Can giam sat chuc ndng gan than trudc
va trong qua trinh diéu tri.

Suy gan: Khong dung thube cho bénh nhan suy gan
nang (Child-Pugh C).

Suy than: Khong can hiéu chinh liéu cho bénh nhan
suy than.

Thoi ky mang thai

Hién chua c6 cac nghién ctru dugc thiét ké tét danh gia
anh hudng cua darunavir trén phu nit mang thai. Nghién
ctru trén dong vat cho thdy darunavir khong gay tac hai d6i
v6i thai ky, su phét trién cua thai, qua trinh sinh dé hoic su
phat trién cua tré cta dong vat sau sinh.

Khuyén cdo chi sir dung darunavir phéi hop cobicistat
hoic ritonavir liéu thap cho phu nir mang thai néu loi ich
vuot trdi so vo1 nguy co.

Thoi ky cho con bu

Hién khong c6 dit liéu vé kha ning bai tiét vao sira me
ciia darunavir. Cac nghién ctru trén chudt cho thay
darunavir bai tiét mot luong 16n vao sita (1000
mg/kg/ngdy) dan dén gay doc tinh. Tir cac dir liéu trén,
khuyén cdo chi sir dung atazanavir trén phu nit cho con bt
néu loi ich diéu tri vuot troi so véi nguy co trén tré bi me.
Téc dung khéng mong mudn

Do DRV phai ding trong phdi hop DRV/r nén tac dung
khong mong mudn 1 cia ca 2 thude.

Phan loai ADR theo ty 1€ gap:

Thwong gap, ADR > 1/100
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ROi loan tiéu hoa nhu ia chdy, nén, buon nén, dau
bung; dau dau.

It gap, 1/1000 < ADR < 1/100

Ban da, r6i loan phan bo md, r6i loan lipid mau, ting
glucose mau, tdng transaminase.

Hiém gap, ADR < 1/1000

Ban da tram trong (hoi ching Stevens-Johnsons, hoai
ttr biéu bi nhiém ddc), viém gan nang.

Phan loai theo hé co quan:
Tiéu hoa: Ta chay, non, budn nén, dau bung...

Than kinh: Pau dau, chong mat, roi loan giac ngu, di
cam, suy giam tri nhd, tram cam.

Tim mach: Pau thét nguc, nhdi mau co tim, kéo dai
khoang QT, nhanh nhip tim, ting huyét ap.

Mau: Rai loan tao méu (giam hong cau, gidm bach cau
trung tinh, gidm ti€u cau).

Mién dich: Ban do, ngura, cO thé gdp ca SJS, TEN hoac
sdc phan vé.

Chuyén hoa: Rbi loan phin bé md, hoai tir xwong.
Mit: Kho mét, xuét huyét két mac, rdi loan thi giac.
Huéng din xir tri ADR

Ngtng thudc néu c6 cac dau hiéu suy gan (mét moi,
chan an, vang da, nudc tiéu sim mau, gan to...) hodc ting
AST/ALT trim trong.

Ban da c6 thé xir tri bang cic thudc chéng di tmg.
Trudng hop gip ban da trdm trong kém theo sét, dau khép,
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mét moi. .. thi can nglmg ngay thudc.
Qui liéu va xir tri

Hién chua c6 thong tin vé qua lidu.

Xk tri qua liéu:

Néu gip qua licu, xtr tri triéu ching nhu cac cap ciu
thuong quy. Cé hai chat DRV/r déu khong loai trur dugce

qua tham tich mau hodc tham phan phuc mac do ty 1¢ lién
két v6i protein cao.

Twong tac thube

Anh hwéng ciia darunavir 1én thuéc phéi hop cing
chuyén hoa qua CYP3A4, gy ting nong do cua thude phdi
hop, dan dén ting doc tinh: thude chdng loan nhip (amiodaron,
bepridil, quinidin, lidocain dudng toan than), dan chét ergot
(dihydroergotamin, ergometrin, ergotamin), an thin
(midazolam, triazolam), simvastatin, lovastatin, cisaprid,
pimozid. .. Do d6, chéng chi dinh hodc hiéu chinh lai liéu hoac
thay thudc phdi hop bang thude khong bi tuong tac.

Anh huong ciia thuée phéi hop 1én darunavir do cam
{rmg enzym, 1am giam ndng d6 darunavir din dén giam tac
dung khang virus giy nguy co khang thudc: thudc chong
lao (rifampicin, rifapentin), thuéc chéng dong kinh
(carbamazepin, phenobarbital, phenytoin), St John's wort.
Do d6, chdng chi dinh hoac thay thude phdi hop bang thude
khong gay tuong tac.

Do on dinh va bao quan

Béo quan ¢ nhiét do phong (15 - 30°C). Khong dé dang
hon dich trong ti lanh (ca ngin mat va ngin da).
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2.3.6. FOSAMPRENAVIR
Tén chung qudc té: Fosamprenavir calcium
Tén viét tit: FPV
Tén khac: Fosamprenavir célcico; GW-433908G
Ma ATC: JOSAEO07
Tén thwong mai: Telzir, Lexiva
Dang thudc va ham lwong
Vién nén 700 mg
Hon dich uéng 50 mg/ml
Duoc Iy va co ché tac dung

Fosamprenavir 1a mot tién thudc. Sau khi hap thu &
niém mac rudt, fosamprenavir dugc thuy phan nhanh thanh
chét c¢6 hoat tinh amprenavir, ¢ tac dung trc ché su sao
chép cua HIV-1 do trc ché protease ctia HIV. Do e ché
enzym nay, amprenavir tc ché sy tao thanh cac protein va
cac enzym thiét yéu, ngan can su truong thanh cua virus
va tao ra cac hat virus khong c6 kha ning 1ay nhiém sang
té bao khac.

Khong str dung fosamprenavir don doc vi nguy co gay
khang thubc nhanh, phai dung phdi hop véi cac thude
khang retrovirus khac. Khang chéo c6 thé xay ra giita cac
thudc trc ché protease ciia HIV v6i cac mire d6 khac nhau.
Chi dinh

Phéi hop voi cac thude khang virus khac dé diéu tri
nhiém HIV-1 & ngudi 16n chua dung khang virus hoic da
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diéu trj bang thudc wrc ché protease; tré em tir 4 tuan tudi tro
1én chua diéu tri bf?mg thube e ché protease; tré em tur 6
thang tudi tro 1én da diéu tri bang thudc we ché protease.

Chong chi dinh

Man cam véi fosamprenavir, amprenavir, ritonavir
hodc bat cur thanh phan nao cua thuoc.

Phéi hop v6i mot s thude c6 khoang diéu tri hep va 1a
co chét ciia CYP3A4 hoic CYP2D6 dan dén tuong tac
chéng chi dinh.

Than trong

Phéi hop fosamprenavir/ritonavir v6i cac thude
chuyén hoa qua CYP3A4 c6 thé lam ting nong do cac
thudc nay trong méau, dan téi ting nguy co phan ung cé
hai ndng, de doa tinh mang hoac gay tor vong (xem thém
muc Twong tic thudc).

Di ung sulfonamid: Than trong khi st dung
fosamprenavir & bénh nhan c6 tién su di ung voi
sulfonamid. Fosamprenavir c6 chira goc sulfonamid.

Doc trén gan: Liéu cao fosamprenavir c6 thé 1am ting
enzym gan, do vay khong nén sir dung liéu cao hon liéu
khuyén céo. Ton thuong gan ¢6 thé ning hon ¢ nhimng ngudi
nhiém virus viém gan B, C hoic da ting san enzym gan.

Dai thao duong/ting dudng huyét: Cac truong hop dai
thdo duong mai, nang thém tinh trang dai thao duong va
tang duong huyét da duoc bao cdo & bénh nhan HIV st
dung céc thudc trc ché protease. Chua rd mbi trong quan
nay, can diéu chinh liéu insulin hodc cac thudc diéu trj dai
thao duong khac néu can thiét.
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Hoi ching phuc hoi mién dich d3 duoc bao cdo ¢ bénh
nhan dugc diéu tri phdi hop cac thude khang virus bao gdm
fosamprenavir. Mot s6 rdi loan ty mién (bénh Grave, hoi
chung Guillain Barre, viém da co) cling dugc bdo cdo &
bénh nhan c6 hoi chirg phuc hdi mién dich.

ROi loan phan bé md, bao gdom béo trung tam, teo
ngoai vi va mat, v to... da dugc bao cdo ¢ bénh nhan su
dung thudc khéng virus bao gom fosamprenavir.

Réi loan lipid mau: Piéu tri bing fosamprenavir va
ritonavir c6 thé lam ting ndng do triglycerid va cholesterol
mau. Xét nghiém dinh luong triglycerid va cholesterol can
dugc thyc hién trude khi bat dau diéu trj va dinh ky trong
thoi gian diéu tri.

Thiéu mau tan mau cép tinh da dugc bao cao & bénh
nhan diéu tri bang amprenavir.

Bénh nhan Hemophilia: D3 c¢6 bao cdo vé chay méau tu
phat & bénh nhan Hemophilia A va B dugc diéu tri bang
thudc trc ché protease. Mot sb bénh nhan duoc bo sung yéu
t6 VIII, hau hét cac bénh nhan c6 thé tiép tuc diéu tri bang
thudc e ché protease.

S6i than: P c6 bao cdo sau khi thudc dugc luu hanh
trén thi trudng vé mot sb trudng hop mic soi than khi sir
dung fosamprenavir. Néu xdy ra soi than, can nhéc tam
ngimg hodc ngimg han st dung fosamprenavir.

Hoai tir xwong: Mic du vé mat dich t& hoc cin can
nhic nhiéu yéu t6 (sir dung corticoid, udng rugu, suy giam
mién dich, chi s6 BMI cao), di ghi nhin duoc cac truong
hop hoai tor xwong, dac biét & bénh nhan HIV tién trién
hoidc diéu tri kéo dai véi cac thude ARV. Bénh nhan can
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thong bdo cho bac si khi co tri¢u ching dau khdp, cliing
khép hoic kho khan khi di chuyén.

Nguoi l4i méy, tau xe: Can cha ¥ téi tinh trang 1am
sang cua bénh nhan va céc tac dung khong mong mudn cd
thé xay ra lién quan dén kha ning lai méy, tau xe (dau dau,
chong mat).

Liéu lwong va cach ding

Cach dung: Fosamprenavir vién nén c6 thé udng ciing
hodc khong cung thuce an.

Nguoi lon nén st dung fosamprenavir dang hon dich
udng khong cung véi thic an. Tré em nén st dung
fosamprenavir dang hdn dich uéng cling véi thirc an. Néu
bi non trong vong 30 phut sau khi uéng thude, dung lai liéu
hdn dich d3 udng.

Khong str dung qué lidu khuyén cdo vi nguy co giy
ddc voi gan.

Khi phdi hop véi ritonavir, nén tham khao t& hudng
dan sir dung cua ritonavir.

Liéu dung;

Nguoi lon:

Ngueoi chua diéu tri thuoc khdang virus:

Fosamprenavir udng mdi 1an 1400 mg, 2 lan/ngay
(khong dung cung ritonavir), hodc

Fosamprenavir 1400 mg cung véi ritonavir 200 mg, 1
lén/ngéy, hodc

Fosamprenavir 1400 mg cung vdi ritonavir 100 mg, 1
lan/ngay, hoic
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Fosamprenavir mdi l1an 700 mg cliing v6i ritonavir mdi
1an 100 mg, 2 lan/ngay.

Nguwoi da timg sir dung thudc vre ché protease:

Fosamprenavir uong mdi lan 700 mg cung véi
ritonavir mdi 1an 100 mg, 2 lan/ngay.

Tré em (tir 4 tuan tuéi tGi 18 tuoi):

Liéu dung tinh theo can ning va khong dugc vuot qua
lidu cho ngudi 16n.

Liéu cho tré tir 4 tuan tudi tré 1én chua diéu tri bang
thudc we ché protease va tré tir 6 thang tudi tro 1én da diéu
tri bang thudc e ché protease:

Trong lrgng co thé Phac d6 2 lan/ngay

<11ke F osamprenavir 45 mg/kg cung
voi ritonavir 7 mg/kg
Fosamprenavir 30 mg/kg cung

kg-<15ke véi ritonavir 3 mg/kg
Fosamprenavir 23 mg/kg cung

15kg-<20kg Vi ritonavir 3 mg/kg

>20 kg Fosamprenavir 18 mg/kg cung

voi ritonavir 3 mg/kg

Tré em > 2 tudi khi chua dung thude trc ché protease c6
thé str dung fosamprenavir lidu 30 mg/kg (khong dung
cung ritonavir).

Khéng sir dung fosamprenavir (dung riéng hoic phdi
hop véi ritonavir) che do liéu ngay 1 lan & tré¢ em.

Khong str dung fosamprenavir ¢ tré em dudi 6 thang
tudi da diéu tri bang thudc e ché protease.
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Fosamprenavir chi st dung & tré so sinh da 38 tuan
thai va it nhat 28 ngay tudi.

Suy gan: Suy gan nhe: Fosamprenavir mdi lan 700 mg,
2 lan/ngay, khong dung cung ritonavir (& ngudi 16n chua
diéu tri thudc khang virus), hodc fosamprenavir mdi lan
700 mg, 2 lan/ngdy cung véi ritonavir 100 mg, 1 lan/ngay
(6 nguoi 16n chua diéu tri thude khang virus hodc di sir
dung thudc trc ché protease).

Suy gan mirc do trung binh: fosamprenavir mdi 1an 700
mg, 2 lan/ngay, khong dung cing ritonavir (& nguoi 16n
chua diéu trj thudc khang virus), hodc mdi 1an 450 mg, 2
lan/ngay cung véi ritonavir 100 mg, 1 lan/ngay (¢ nguoi
16n chua diéu trj thude khang virus hodc da stir dung thube
tic ché protease).

Suy gan ning: Fosamprenavir 350 mg, 2 lan/ngay,
khong dung cung ritonavir (¢ ngudi 16n chua diéu tri thude
khang virus), hodc 300 mg, 2 lan/ngay cung vdi ritonavir
100 mg, 1 lan/ngay (6 ngudi 16n chua diéu tri thudc khang
virus hodc da st dung thudc tre ché protease).

Chua c6 du thong tin vé diéu chinh liéu & tré em bi suy
gan.

Suy thén: Khong can diéu chinh liéu.

Nguwoi cao tuéi: Than trong khi chon lidu vi ngudi cao
tudi thuong bi giam chirc ning gan, than va/hoic tim, kha
nang mic cac bénh khac va tri liéu thude dung déng thoi.
Thoi ky mang thai

Nghién ctru trén dong vat da ghi nhan ddc tinh cua
fosamprenavir trén phat trién cua thai. Hién chua co6 dir li¢u
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trén 1am sang vé vi¢c su dung thuoc trén phu nit c6 thai.
Khuyén céo chi st dung fosamprenavir trén phu nit mang
thai n€u lo1 ich vuot trdi so vdi nguy co cua thuoc.

Thoi ky cho con bu

Nghién ctru trén chudt cho thiy thudc co thé bai tiét
qua sira. Chuot con c6 phoi nhiém véi fosamprenavir trudc
sinh va sau sinh c6 ghi nhan ddc tinh 1&n su phat trién. Hién
chua c6 dir liéu vé kha ning bai tiét vao sita me cia
fosamprenavir trén ngudi. Do d6, khuyén cdo chi sir dung
fosamprenavir trén phu nit cho con bu néu 1oi ich diéu tri
vuot trgi so voi nguy co trén tré bu me.

Tac dung khong mong muén (ADR)

Hau heét cac tac dung khong mong mudn ¢ muc d6 nhe
va vura, hay gap khi khéi dau diéu tri va hiém khi gay han
ché diéu tri.

Rat thuong gdp: Tiéu chay, ting cholesterol méau.

Thuong gap: Mét moi, dau dau, chong mat, budn ndn,
non, dau bung, phan long, ban da, tang triglycerid mau,
tang ALT, AST, tang lipase.

It gdp: Phi mach.
Hiém gap: Hoi ching Stevens - Johnson.

Khéng ré tan sudt: Phan tng trén da ning, rdi loan
phan bd mé, réi loan chuyén hoa, ton thuong co van, hoi
ching phuc hdi mién dich, hoai tir xuong, gidm bach cau.

O tré em, noén va giam bach cau xay ra nhiéu hon so
v6i nguoi 16n. Cac tac dung khong mong mudn khac xay
ra vGi tan sudt tuong tu nhu & ngudi 16n.
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Huéng dan xir tri ADR

Thong thuong cac ban trén da s& tu hét ma khong can
ngimg diéu tri. Can ngimg st dung thudce khi gip cac phan
ung trén da nang hodc de doa tinh mang, bao gé)m hoi
ching Stevens - Johnson, hodc cac phan ing & muc trung
binh nhung c6 céc triéu ching toan than.

Qua lidu va xir tri

Triéu chimg qud liéu: Liéu cao fosamprenavir phdi hop
v6i ritonavir c¢6 thé 1am ting ALT hon 2,5 14n gidi han trén
ciia mirc binh thuong. Enzym gan thuong tré vé binh
thudng sau khi ngimg diéu tri.

Xur tri: Khong c6 thude giai doc dic hiéu dbi véi
fosamprenavir. Khong biét chic chin rang amprenavir c6
thé duoc loai bo bang loc mang bung hoac loc mau hay
khong, mic du diéu nay kho Xay ra vi amprenav1r gan

nhiéu véi protein huyét twong. Néu qua lidu xay ra, can
theo ddi cac ddc tinh va diéu trj hd tro néu can thiét.

Twong tac thude

Amprenavir va chat chuyén héa con hoat tinh cua
fosamprenavir va ritonavir déu la chét tc ché CYP3A4.
Fosamprenavir phdi hop véi ritonavir c¢6 thé 1am ting nong
d6 cuia nhitng thudc c6 khoang diéu tri hep va 1a co chat
ciia CYP3A4; do d6, khong nén str dung dong thoi nhitng
thudc nay. Mot s6 thudc khac 1a chét cam ung, uc ché hodc
1a co chéat cia CYP3A4 c6 thé gdy ra twong tac nghiém
trong hodc de doa tinh mang. M6t s6 thude c6 khoang diéu
tri hep va phu thudc nhiéu vao chuyén héa qua CYP2D6
ciing khong dugc phdi hop véi fosamprenavir/ritonavir.
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Chéng chi dinh phéi hop fosamprenavir/ritonavir véi
cac thude c6 khoang diéu tri hep va 1a co chét cia CYP3A4
hoac CYP2D6 bao gém: alfuzosin, amiodaron, astemizol,
terfenadin, bepridil, cisaprid, dihydroergotamin, ergotamin,
pimozid, quetiapin, quinidin, midazolam dudng udng,
triazolam duong udng, sildenafil (str dung trong diéu tri
tang ap luc dong mach phéi), simvastatin, lovastatin,
halofantrin, rifampicin, flecainid, propafenon.

Chéng chi dinh phdi hop véi thao dugc St.John’s wort
(Hypericum perforatum) vi nguy co 1am giam nong d6 va
giam tac dung ctua fosamprenavir.

Dung dong thoi fosamprenavir/ritonavir véi fluticason
propionat va cac glucocorticoid khac dugc chuyén hoa qua
CYP3A4 khong dugc khuyén cao, trir khi loi ich vuot troi
hon nguy co.

C6 thé xay ra twong tac nghiém trong, de doa tinh
mang gitra amprenavir va lidocain (dudng toan than), thudc
chdng tram cam ba vong va warfarin. Can theo ddi ndng do
thudc (INR ddi voi warfarin) dé giam thiéu nguy co khi
phéi hop thudc.

Str dung ddng thdi amprenavir véi rifabutin 1am ting
200% nodng d6 rifabutin trong huyét twong. Can giam lidu
rifabutin it nhat 75% liéu khuyén cao khi sir dung cung
voi fosamprenavir/ritonavir va phai theo doi sat bénh
nhan.

Vi nguy co ting enzym gan va thay doi nong do
hormon khi phdi hop fosamprenavir/ ritonavir véi thude
tranh thai duong udng, can khuyén céo phu nit st dung
phuong phap tranh thai khéng hormon khéc thay thé.
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P 6n dinh va bio quan

Vién nén: Bao quan & nhiét do < 30°C.

Hon dich uéng: Bao quan & nhiét d(? <30°C, khéng dé
dong da. Khong sur dung sau 28 ngay ké tir ngay mé nap.
2.3.7. SAQUINAVIR
Tén chung qudc té: Saquinavir
Tén viét tit: SQV
Ma ATC: JOSAEO1
Tén thwong mai: Invirase, Fortovase
Dang thudc va ham lrgng

Nang mém 200 mg saquinavir base

Nang cung saquinavir mesilat twong duong 200 mg
saquinavir base

Vién nén bao phim saquinavir mesilat 500mg (229 mg
saquinavir mesilate twong duong véi khoang 200 mg
saquinavir).

Duoc Iy va co ché tac dung

Saquinavir la thudc trc ché chon loc, canh tranh thuan
nghich protease cua HIV (HIV-1 va HIV-2) lam cho céc
tiéu phan ciia virus méi duoc tao thanh khong chin mudi
duoc va do d6 ngin chin dugc sy 1y nhiém sang céac té
bao lanh. Saquinavir tic dong truc tiép 1én enzym cua
virus, khong can phai qua chuyén hoa boi vy c6 tac dung
ca voi cac té bao dang nghi. Khang thudc nhanh khi dung
don doc vi vay thuong dung két hop véi thude khang virus
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khac. Saquinavir c6 tac dung hiép dong khi dung cuing cac
thudc tc ché enzym sao chép nguogc (zidovudin, zalbitacin,
didanosin, lamivudin, stavudin, nevirapin). C6 su khang
chéo gilra saquinavir voi cac thuoc uc ché protease khéc
nhung it khang chéo véi cac thude trc ché enzym sao chép
nguoc vi vi tri tac dung cua cac thude nay khac nhau. Tuy
nhién, & ngudi c6 khang thude wre ché protease néu tiép tuc
diéu tri c6 thé dan dén hién tuong khang chéo rong hon.
Chi dinh

Két hop voi thude khang retrovirus khac trong diéu tri
nhiém HIV va thuong dugc két hop véi ritonavir liéu thap
dé tang tac dung.
Chéng chi dinh

Mién cam v6i saquinavir hodc véi cac thanh phan cua
thudc.

Bénh nhén bléc nhi that hoan toan khong ciy may tao
nhip va bénh nhan c6 nguy co bldc nhi that hoan toan.

Bénh nhan c6 hoi chimg khoang QT kéo dai bam sinh,
ha kali méu va magnesi méu dai déng, tién st loan nhip tim
c6 triéu chimg, suy tim giam phan suit tong mau that trai.

Bénh nhan bi suy gan nang.
Than trong

Nong do saquinavir c¢é thé ting cao khi bi suy gan
ning. Tranh ding thudc néu bénh nhan bi suy gan mat bu.
Bénh nhan suy gan mirc d6 tir nhe dén trung binh can sir
dung thudc than trong nhung khong can diéu chinh lidu.
Céc bénh nhan dong thoi c6 bénh gan hodc viém gan man
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tinh B, C va diéu tri két hop véi khang retrovirus cé nguy
co gip tac dung khong mong mudn trén gan niang c6 thé
dan t6i tir vong.

Than trong v&i nguoi bi suy than cd muc loc cau than
dudi 30 ml/phat/1,73 m? da.

Than trong v&i bénh nhan bi bénh ua chay mau (bénh
Hemophilia typ A va B): ¢6 thé bi tang chay mau trong khi
duing saquinavir hodc cac thudce trc ché protease khac (bao
gdm cé ty mau dudi da ty phat, chay mau trong 6 khop).

Saquinavir c¢6 thé gay bat thuong din truyén tim nén
tranh dung thudc & nhitng bénh nhan c6 nguy co (suy tim
sung huyét, bénh co tim) hodc dang c6 bat thuong din
truyén tim (khoang QT kéo dai, cham nhip tim va blbe nhi
that). Theo ddi dién tdm do trudc khi bat dau diéu tri
(khong dung thudce néu khoang QT trén 450 miligidy). Vi
khoang QT duéi 450 miligidy can giam sat trong qué trinh
diéu tri; ngimg thudc néu xuat hién loan nhip, khoang QT
kéo dai (khoang QT trén 480 miligidy hodc tang 20
miligidy so v6i dudng nén) hoic khoang PR kéo dai.

Réi loan chuyén hoa lipid: Réi loan phan b md, rdi
loan chuyén hoéa glucid, lipid, ting triglycerid huyét, ting
cholesterol huyét, khang insulin va tang glucose huyét.
Liéu lwgng va cach ding

Piéu tri nhiém HIV

Két hop véi cac thude khang retrovirus va phdi hop
v6i ritonavir lidu thip dé ting tic dung: Nguoi 16n,
saquinavir 1 g va ritonavir 100 mg, 2 lan/ngay.

Két hop véi cac thude khang retrovirus nhung khong
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dung phdi hop voi ritonavir: Ngudi 16n, saquinavir 1,2
g/lan, ngay 3 1an, két hop véi cac thude khang virus khac.

Du phong sau phoi nhiém véi HIV

Nguoi 1on saquinavir 1g va ritonavir 100 mg, 2
lan/ngay; diéu tri thay thé saquinavir 400 mg va ritonavir
400 mg, 2 1an/ngay, dung sém trong vong 72 gio sau phoi
nhidm va diéu tri lién tyc trong 28 ngay.

Tré em dudi 16 tudi, d an toan va hi¢u qua chua dugc
xac dinh.

Cach dung: Dung ritonavir cung saquinavir trong bira
an hodc trong vong 2 gid sau bita an dé ting hap thu thudc.

Thoi ky mang thai

Céc nghién ciru trén dong vat cho thdy saquinavir
khong gay doc tinh truc tiép hay gian tiép 1én sy phat trién
cta phoi va thai, thoi ky trong thai ky, trong qua trinh sinh
dé va sau sinh. Cac dit liéu 1am sang vé viée st dung thube
trén phy nit mang thai con han ché. Cac di tat thai nhi va
cac bién cb khac di dugc ghi nhan véi ty 16 hiém gap trén
phu nit mang thai st dung saquinavir phdi hop véi cac
thudc diéu tri HIV khac. Cac dit liéu hién c6 con chua déy
du va khong thé chi ra nguy co cu thé ctia thudc trén thai
nhi. Do d6, khuyén cdo chi nén str dung saquinavir néu loi
ich vuot troi so véi nguy co cua thude.

Thaoi ky cho con bu

Hién chua c6 dir liéu trong phong thi nghiém, trén
dong vat hay trén nguoi vé kha ning bai tiét vao sita cua
saquinavir. Do do, khong thé danh gia dugc nguy co xay ra
cac bién cd bat 1oi trén tré ba me ¢6 st dung thube trong
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thoi ky cho con ba. Khuyén cdo chi st dung saquinavir cho
phu nit cho con bu néu loi ich diéu tri vuot trdi so véi nguy
co trén tré b me.

Tac dung khong mong mudn (ADR)

Thuong gap, ADR > 1/100

Toan than: Mét moi, chan an hoac thém an, yéu co, sot.

Da: Noi man, ngira, phat ban, rung toc.

Than kinh: Nhire dau, chong mat, r6i loan giéc ngu,
viém day than kinh ngoai bién, té dau chi, di cam, thay d6i
tinh khi, dang tri, trAm cam, mat diéu hoa van dong.

Ti€u hoa: Pau bung, ti€u chay, trudéng bung, budn nén,
non, loét miéng, tdo bon.

Xét nghiém: Téang creatinin phosphokinase, tang
transaminase (ALAT va ASAT); taing amylase, bilirubin,
creatinin huyét thanh; rdi loan dién giai (kali, calci,
phosphat), giam tiéu ciu, giam hemoglobin, ting glucose
huyét, ting triglycerid.

It gap, 1/1000 < ADR < 1/100

Than kinh: Mat ngu, lo au, gidam ham muon tinh dyc,
mat vi giac, dau co.

Hiém gdp, ADR < 1/1000

Ho6i chung Stevens-Johnson.

Tiéu hoa: Ton thuong gan, vang da, ¢b truéng; viém
tuy (co thé giy tir vong), tic rudt.

Méu: Bénh bach cau cép dong tiy, giam tiéu cau, rdi
loan vé& mau, thiéu mau tan mau cép tinh.
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Co xuong khép: Viém co, ti€u co van, viém da khdp.

Tim mach: Kéo dai khoang PR va QT, bldc nhi that do

I1, 111, xo4n dinh, tang huyét ap.

Khac: Bong kinh, so6i than, r6i loan chuyén hoéa lipid

va roi loan phan bo mo.

Huéng din xir tri ADR

Pa s6 cac ADR duoc coi 1a nhe. Néu xuat hién nhiém

toan chuyén hoa ceton ning trong qué trinh diéu tri
saquinavir, phai nging thudc ngay cho toi khi xac dinh
duogc nguyén nhan, hodc cho t4i khi hét céc triéu chiung
nhiém doc. Lic d6 co thé can nhac dung lai saquinavir hodc
chon mot thudc wc ché protease khac thay thé cho
saquinavir (xem thém muc Than trong).

Qua liéu va xir tri

Céc thong tin vé ddc tinh cap cua thude con han che.

Mot s6 nghién ctru d bao céo, khong thiy bang ching vé
doc tinh cap xay ra khi bénh nhan ding lidu 1,2 g mdi 4
gi0; lidu duy nhat 8 g (nang ctng); lidu duy nhéat 3,6 - 4 g
(nang mém). Mot trudng hop dung lidu 2,4 g (vién nang
ctimg) két hop véi 600 mg ritonavir c6 triéu chimg dau
hong trong vong 6 gio.

Xuwr tri: Néu xdy ra qua lieu can di€u tri ho trg va tricu

chung. Can gidm sat chat ché chirc nang song va dién tam
d6. Tham phan mau khong loai dugc saquinavir.

Twong tac thube

Tuong tac voi cac thuoc khang virus:

Ritonavir trc ché chuyén hoa cua saquinavir, lam tang
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nong do saquinavir trong huyét tuong. Khi ding saquinavir
két hop v6i ritonavir lidu cao l1am ting tic dung khong
mong mudn vi vy chi ding két hop véi ritonavir liéu thap
dé tang cuong tac dung.

Indinavir lam ting ndng d6 ciia saquinavir trong huyét
tuong 1én nhiéu 1an, nhung saquinavir khong lam thay d6i
nong do cua indinavir néu duoc ding dong thoi.

Delavirdin dung ddng thoi v6i saquinavir lam AUC
clia saquinavir ting 3 14n, can theo ddi thuong xuyén cac
enzym gan néu dung dong thoi hai thude nay.

Efavirenz va saquinavir ding dong thoi 1am giam nong
d6 trong huyét twong cua ca hai thudc. Chi két hop
saquinavir va efavirenz néu ndng d6 saquinavir ting cao
do dung két hop véi cac thude khang retrovirus khac nhu
ritonavir.

Voi cac thuoc khac:

Saquinavir chuyén hoa nhanh qua CYP3A4 va trc ché
P-glycoprotein, do d6 khi dung saquinavir véi cac thudc
anh huong t6i isoenzym va P-glycoprotein nay c6 thé lam
thay ddi duoc dong hoc cua nhau.

Céc thudc chuyén héa qua CYP3A4 hoic CYP2D6:
Khang histamin (terfenadin, astemizol); chéng loan than
(pimozid); an than gy ngi (midazolam, triazolam); cac
statin (simvastatin, lovastatin); cac alcaloid cya 16a mach
(ergotamin, dihydroergotamin, ergonovin,
methylergonovin); khang sinh nhoém macrolid (erythromycin
va clarithromycin); giam dau opioid (alfentanil, fentanyl,
methadon); chéng loan nhip (amiodaron, bepridil, dofetilid,
disopyramid, flecainid, hydroquinidin, lidocain, propafenon
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va quinidin); chéng tram cam (amitriptylin, imipramin,
trazodon); khang nam (ketoconazol, fluconazol, itraconazol,
miconazol); chdng sét rét quinin; cisaprid... 1am thay doi
duoc dong hoc, c6 thé 1am ting ndng d6 clia saquinavir, ting
doc tinh. Tuy c6 nhiéu hudéng dan khac nhau nhung da sb
khuyén céo tranh dung dong thoi saquinavir két hop lidu
thap ritonavir voi cac thude nay.

Rifampicin, rifabutin gdy cam tmg CYP3A4 lam giam
manh néng do saquinavir. Khong nén ding dong thoi
saquinavir véi rifampicin hodc rifabutin néu trong phéac d6
chi ¢6 saquinavir 1a thudc trc ché protease.

Céc thudc kéo dai khoang QT (ibutilid, sotalol,
halofantrin,  pentamidin, sparfloxacin, clozapin,
haloperidol, céc phenothiazin, sertindol, sultoprid,
ziprasidon, atazanavir, lopinavir két hop véi ritonavir,
digoxin, cac thudc chen kénh calci, thudc chen beta giao
cam) tranh dung két hop voi saquinavir. Trudng hop bt
budc phai dung két hop, can than trong va giam sat dién
tam do.

Cac thude te ché phosphodiesterase typ 5 (sildenafil,
tadalafil va vardenafil) khi dung dong thoi v6i saquinavir
lam ting ndng do trong huyét trong, nén giam liéu ban dau
clia cac thude nay néu ding dong thoi véi saquinavir.

Saquinavir 1am ting ndng d6 trong huyét twong cia
fluticason va salmeterol dang khi dung khong nén dung
dong thoi.

P on dinh va bio quin

Bio quan trong bao bi ¢ nhiét do phong tir 15 dén
30°C, nhung t6t nhat 1a dudgi 25°C.



154 | CACTHUGCDIEU TRIHIV/AIDS

2.3.8. TIPRANAVIR
Tén chung qudc té: Tipranavir
Tén viét tit: TPV
Tén khac: PNU-140690; Typranawir; U-140690
Ma ATC: JOSAE09
Tén thwong mai: Aptivus
Dang thudc va ham lwong

Nang 250 mg; Dung dich udng 100 mg/ml.
Duoc Iy va co ché tic dung

Tipranavir 1:21 dan xuét pyron, trc ché su sao chép cia
HIV-1 do tric ché protease cua HIV.

Enzym nay can cho su phan tach cac polypeptid cua
cac gen gag va gagpol dé tao ra cac protein cdu tric 15i
virus va cac enzym thiét yéu cua virus. Do e ché su tao
thanh cac protein va cac enzym thiét yéu nay, tipranavir
ngan can sy trudng thanh cua virus va tao ra cac hat virus
chua truong thanh, khong c6 kha ning 1ay nhiém sang té
bao khac.

Khi dung tipranavir don doc, virus phat trién khang
thude nhanh, do d6 phai ding phdi hop véi cac thude khang
retrovirus khac. Khang chéo c6 thé xay ra giita cac thude
{rc ché protease cua HIV v6i cac mirc d6 khac nhau.

Tipranavir bi chuyén héa qua hé enzym CYP450 ¢ gan,
chi yéu boi CYP3A4. Ritonavir 14 chat trc ché manh CYP3A,
vi vay dung dong thoi tipranavir véi ritonavir liéu thap
(TPV/r) s& lam giam chuyén hoa va ting ndng do tipranavir
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trong huyét twong. Hoat tinh khang virus 1a do tipranavir.
Chi dinh

Phéi hop véi cac thude khang retrovirus khac dé diéu
tri nhidm HIV-1 & ngudi 16n va tré em tir 2 tudi trd 1én, ¢6
bang ching virus dang nhan 1én, di dugc diéu tri trude do
bang thudc khang retrovirus va nhiém cac ching HIV-1
khang véi cac thude trc ché protease khac.

Chong chi dinh

Man cam véi tipranavir hodc bat ky thanh phan nao
cta thudc; Suy gan muc d§ trung binh va nang; R6i loan
chuyén héa porphyrin cap.

Dung TPV/r véi cac thudc ma thanh thai phu thudc
nhiéu vao CYP3A4 hodc CYP2D6: Alfuzosin, thude chéng
loan nhip tim (amiodaron, bepridil, flecainid, metoprolol
lidu dung trong suy tim, propafenon, quinidin), thudc
khéang histamin (astemizol va terfenadin), pimozid, alcaloid
cua 16a mach (dihydroergotamin, ergometrin, ergotamin,
methylergometrin), cisaprid, triazolam, midazolam dung
duong uéng, lovastatin, simvastatin, ranolazin, sildenafil
(diéu tri tang ap luc dong mach phdi).

C6 tuwong tac chdng chi dinh véi tipranavir.
Thén trong

Dung thin trong ¢ bénh nhan suy gan nhe. Khong bat
dau diéu tri & bénh nhan c6 hoat d6 enzym gan 16n hon 5
lan gi6i han trén cua muc binh thuong. Theo déi chat cac
dau hiéu va triéu ching 1am sang ctia viém gan. Theo doi
cac enzym gan trude va trong khi diéu tri bang tipranavir
(mdi 2 tuan trong thang dau, sau d6 mdi 3 thang).
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O bénh nhan suy gan nhe, viém gan man hodc dang
mic cac bénh gan khéc, phai theo ddi cac enzym gan
thuong xuyén hon. Tang nguy co phan ing c6 hai nang &
gan, ¢ thé gy tir vong & cac bénh nhan c6 bénh gan tir
trudce hoac déng nhiém virus viém gan B hodc C va duoc
diéu tri phdi hop tri liéu khang virus.

Than trong ¢ nhitrng bénh nhan cé tdng nguy co chay
mau (do chan thuong, ph?lu thuat, mac mot sé bénh nhu
Hemophilia A hoic B) hodc dang dung thudc khang tiéu
cau hoic thudc chdng déng méau, vi di co cic bao cdo chay
mau tu phat va xudt huyét trong so khi dung cung
tipranavir.

Khéng dung ché pham bd sung chira liéu cao vitamin
E cho bénh nhan dung tipranavir dang dung dich udng, vi
trong dung dich uéng tipranavir da ¢ chira vitamin E (116
don vi/ml).

Trong cau trac cua tipranavir c6 chia nhoém
sulfonamid, than trong khi dung ¢ nhitng bénh nhan c6 tién
st di rng véi sulfonamid.

Céc thudc trc ché protease c6 thé gy tang glucose
mau, dung than trong & bénh nhan dai thao duong.

i thdy ting ndng d6 cholesterol toan phan va
triglycerid huyét thanh khi ding tipranavir. Phai xac dinh
néng do 2 chat nay trudc khi bt dau diéu tri bfmg TPV,
theo ddi dinh ky trong qué trinh ding thudc.

Hoi chimg phuc hdi mién dich: Tinh trang 1am sang
ciia ngudi nhiém HIV c6 dép ung véi tri liéu khang
retrovirus x4u di mot cach bat thuong khi bt dau diéu tri
bang thude khang HIV, do ¢6 sy phuc hdi cia hé mién dich.
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Phan ung viém, nhiém trung co hdi c6 the tang 1én. Mot sO
bénh ty mién nhu bénh Graves', viém da co, hoi chiing
Guillain-Barré co thé xdy ra.

Anh huong dén kha niang lai xe, van hanh may:
Tipranavir c6 thé gy chong mit, ngi ga, mét moi. Néu
bénh nhan da ting bi cac tdc dung khong mong mubn nay,
nén tranh cac cong viéc co kha nang gay nguy hiém nhu lai
xe hodc van hanh may.

Liéu lwong va cach ding

Khong dung riéng tipranavir. Phai udng tipranavir cting
mot lic v6i ritonavir liéu thip (TPV/r). Néu tipranavir udng
cung ritonavir dang vién nang hodc dung dich ubng, ca 2
thude c6 thé udng lac doi hodc luc no. Néu tipranavir udng
cung voi ritonavir dang vién nén, ca 2 thudc phai uéng
trong khi an. Nang tipranavir phai nudt nguyén vién, khong
duoc nhai.

Nguwoi I6n: Mbi 1an uéng 500 mg tipranavir va 200 mg
ritonavir, ngay 2 lan.

Tré em tir 2 tudi tré lén: Lidu dung tinh theo trong
luong hodc dién tich bé mit co thé, khong dung qué licu
cho nguoi 16n. Co thé dung dang dung dich uéng hodc vién
nang néu tré nudt dugc.

Tré ubng ngay 2 1an, mdi 1an tipranavir 14 mg/kg (375
mg/m? da), udng cung ritonavir 6 mg/kg (150 mg/m? da).
Néu liéu nay khong dung nap duogc do co cac tac dung
khong mong mudn, xem xét giam liéu tipranavir xuéng
mdi lan 12 mg/kg (290 mg/m? da), udng cing ritonavir 5
mg/kg (115 mg/m? da), trong truong hgp virus khong
khang vai cac thude e ché protease ciia HIV.
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Suy thdn: Khong can diéu chinh liéu dung.

Suy gan: Khong can diéu chinh lidu dung khi suy gan
murc d§ nhe. Khong dung ¢ bénh nhan suy gan muc do
trung binh va nang.

Nguoi cao tuéi: Chua du kinh nghiém diéu tri & nguoi
tir 65 tudi trd 1én. Than trong va theo ddi khi dung thube vi
nguoi cao tudi thuong bi giam chire ning gan, than va/hoic
tim, kha ning mic cic bénh khac va cac thude dung dong
thoi.

Thoi ky mang thai

Nghién ctru trén dong vat cho thiy tipranavir gay doc
tinh trén sinh san. Hién chua co dit liéu vé viéc s dung
tipranavir trén phu nit mang thai. Do d6, khuyén céo chi
su dung tipranavir cho phu nit mang thai néu loi ich vuot
tréi so voi nguy co cua thude.

Thaoi ky cho con bu

Hién chua c6 dir liéu cho théy kha ning bai tiét vao

sita cua tipranavir. Do d6, khuyén céo chi st dung

tipranavir cho phu nit cho con bu néu loi ich diéu tri vuot
trdi so voi nguy co trén tré¢ bu me.
Tac dung khéng mong mudn (ADR)

Céc tac dung khong mong mudn khi tipranavir ding
phdi hop véi cac thude khang retrovirus khac dé diéu tri
nhiém HIV bao gom:

Thuwong gdp: Budn non, non, khé tidu, day hoi, dau
bung, tiéu chay, tang cholesterol toan phan va triglycerid
mau, mét moi, dau dau, ban da, doi khi kém dau khép.
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It gap: S6t, chong mat, nga ga, ngua, triéu chimg gidng
ctm, ting enzym ALT, AST, xét nghiém chirc ning gan bat
thuong, khang insulin, ting glucose mau, thiéu mau, giam
bach cau trung tinh, giam tiéu cau, chan an, giam cén, ting
amylase mau, viém tuy, trao nguoc da day-thuc quan, mét
ngu, 16i loan giéc ngu, bénh than kinh ngoai bién, kho thé,
roi loan phan bd mé& hodc tich ltly m& trong co thé, dau co,
co thit co, viém co, suy than, phan g qua man.

Hiém gdp: Tang nguy co chay mau, xuat huyét trong
50, c6 thé gy tir vong. Tiéu co van, mat nudc, ting lipase,
viém gan, suy gan, ting bilirubin huyét thanh.

Doc tinh v6i gan nang, 6 thé gay tir vong. TPV/r ¢6
kha ning giy doc v6i gan nhicu hon cac thudc tc ché
protease khac.

Khéng ré tan sudt: Nhay cam v6i anh sang, tang lactat
mau, tang creatin phosphokinase.

Hoai tir xuong, dac biét & nhiing bénh nhan bénh tién
trién hodc dung tri liéu khang retrovirus phéi hop kéo dai.

Hudéng din xir tri ADR

Xir tri cac triéu ching bang bién phap phu hop. Tam
ngimg diéu tri néu chirc ning gan trd nén xau hon. Nging
thuc néu hoat dd enzym AST va ALT trong huyét thanh
tang hon 10 1an gi6i han trén ctia mirc binh thuong, hodc
hoat do enzym AST va ALT ting 5-10 lan gidi han trén cua
mirc binh thuong va bilirubin toan phan ting hon 2,5 1an
gi61 han trén cua muc binh thuong, hodc néu cac dau hiéu
hodc tién trién cac tridu chimg 14m sang cia viém gan.

Ngung thuoc néu xuat hién ban nang.
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Qua lieu va xir tri

Triéu chung: Co rat it kinh nghiém vé qué liéu
tipranavir ¢ nguoi. Khong bict cac dau hi¢u va triu chung
dac hiéu khi qua liéu. Thong thuong, khi qua licu c6 thé
tang tan suat va muc d§ nghiém trong cua cac phan trng cé
hai.

Xir tri: Khong c6 thude giai doc khi qué lidu tipranavir.
Diéu trj qua liéu tipranavir bao gdm cac bién phap diéu tri
hd tro chung, theo ddi dau hiéu sinh ton va quan sat tinh
trang 1am sang cua bénh nhan. Néu co chi dinh, giy non
hodc rira da day. C6 thé dung than hoat dé hd tro loai trir
phan thudc chua hap thu. Vi tipranavir gin nhiéu vao
protein huyét twong, tham tach mau khong c6 loi ich nhiéu
trong thai loai thudc nay.

Twong tic thudce

Tipranavir c6 rat nhi€u tuong tac voi cac thudc khéc,
can dac biét luu y khi str dung.

Chéng chi dinh ding TPV/r voi cac thudc ma thanh
thai phu thudce nhiéu vao CYP3A4 hodc CYP2D6 va khi
nong do cac thude nay ting cao trong mau gay phan Gmg c6
hai nghiém trong hodc de doa tinh mang: alfuzosin, thude
chéng loan nhip tim (amiodaron, bepridil, flecainid,
metoprolol liéu dung trong suy tim, propafenon, quinidin),
thudc khang histamin (astemizol va terfenadin), pimozid,
alcaloid cya 16a mach (dihydroergotamin, ergometrin,
ergotamin, methylergometrin), cisaprid, triazolam,
midazolam dung duong udng, lovastatin, simvastatin,
ranolazin, sildenafil (diéu tri ting ap lyc dong mach phdi).

Chéng chi dinh ding dong thoi tipranavir voi cac thude
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gdy cam ung manh CYP3A4 nhu rifampicin, St.John’s
wort (Hypericum perforatum) vi cac thudc nay lam giam
ndéng d6 cua tipranavir, ¢ thé 1am mat hoat tinh khang
virus va phat trién sy khang thude.

Tranh dimg dong thoi TPV/r véi cac thude sau (can
nhic loi ich/nguy co, thay thudc khac): halofantrin,
lumefantrin, tolterodin, budesonid hodc fluticason dung
duong hit qua miéng hodc duong mili, salmeterol dung
duong hit, rivaroxaban, rifapentin, atazanavir,
fosamprenavir, lopinavir/ritonavir, saquinavir, phirc hop c¢6
dinh lidu cua elvitegravir, cobicistat, emtricitabin va
tenofovir disoproxil fumarat, sofosbuvir, boceprevir,
simeprevir, telaprevir, etravirin, atorvastatin, voriconazol,
tiétm tai chd methylprednisolon, prednisolon hoic
triamcinolon, budesonid hodc prednison dung toan than.

Than trong, phai theo doi khi dung TPV/r cung véi céc
thudc sau:

Thubc Khuyén cdo
. Lam tdng nguy co chay mau. Theo doi
f .« A 9 A . . A
Warfarin INR, diéu chinh liéu warfarin khi can.
Carbamazepin, Theo d&i nong do cac thude chng co
phenytoin giat va tipranavir.

Giam nong do acid valproic trong mau,

Acid valproic c6 thé giam tac dung chéng co giat.

Fluconazol A Z Z £ R n .
£ uconazo., Liéu thuoc chong nam khong nén qua
itraconazol, 200 me m3i nea

ketoconazol & gay-

Tranh dung ddng thoi. Néu can phai
Voriconazol dung, theo doi ndong dd voriconazol dé
dicu chinh liéu.
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Thube

Khuyén cao

Bedaquilin

Theo doi khoang QT va chirc nang gan.

Rifabutin

Giam liéu rifabutin xuéng 150 mg, 2
ngay dung mot 1an hodc 3 lan/tuan,
tang cuong theo doi tac dung khong
mong mudn.

Thudc khang tiéu
cau

C6 thé tang nguy co chay mau.

Quetiapin

Khoi dau quetiapin véi lidu thap nhat,
tang dan lidu khi can. Néu bat dau ding
TPV/r & bénh nhan di dung liéu
quetiapin On dinh thi phai giam liéu
quetiapin con 1/6 liéu da ding. Theo doi
hiéu qua va tac dung khéng mong mudn
cua quetiapin.

Dolutegravir

Liéu dolutegravir mdi lan 50 mg, ngay
2 lan.

Didanosin

Dung didanosin it nhét 2 gid trude hodc
sau TPV/r.

Midazolam dung
duong tiém

Co thé gay trc ché ho hap va/hoac an than
kéo dai, xem xét giam li€u midazolam.

Bosentan

Bénh nhan dang ding TPV/r trong it nhat
10 ngay, liéu khoi dau bosentan 62,5 mg
mdi ngay mot 1an hodc cach ngay ity theo
su dung nap. Bénh nhan dang dung
bosentan, phai ngimg thudc ndy it nhat 36
gio trude khi bat dau dung TPV/r. Sau it
nhit 10 ngay dung TPV/r, ¢6 thé dung lai
bosentan v&i lidu 62,5 mg mdi ngay mot
1an hodc cach ngay.
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Thubc Khuyén céo
Bupropion I?leu ?hlnh liéu bupropion theo dap tng
lam sang.
Thubc chen kénh
calci (diltiazem, . )
felodipin, Theo doi bénh nhan vi nong do thudc
nicardipin, chen kénh calci c6 thé thay doi.
nisoldipin,
verapamil)
Giam 50% lidu clarithromycin & bénh
. . nhan suy than CICr 30- 60 ml/phut, giam
Clarithromycin 75% liéu clarithromycin néu CICr < 30
ml/pht.
Chdng chi dinh dung colchicin va TPV/r
0 bénh nhan suy gan hodc than. Giam
Colchicin liéu colchicin khi dung d¢ dicu tri hodc
du phong ton thuong da trong bénh gut &
bénh nhan dang dung TPV/r.
Tuong tac véi rugu o6 trong vién nang
Metronidazol tipranavir, co thé gay phan Gng cai rugu
giong disulfiram.
Thubc tranh thai . i
duong uong chira | Lam gidm nong d6 hormon, d6i phuong
cac estrogen va phép tranh thai khac.
progestin
Thuée khang acid Udng TPV/r 2 gid trude hoac 1 gid sau

thudc khang acid.

Thudc e ché bom
proton

C6 thé can tang lidu omeprazol néu
dung dong thoi voi TPV/r.

Cyclosporin,
sirolimus,
tacrolimus

Theo d&i nong do thudc tc ché mién
dich trong mau.

163
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Thube Khuyén cio
Buprenorphin Theo ddi nong d¢ tipranavir trong mau.
Methadon Lam giam nA,ong‘Adc_) rgethadon, tang lieu
methadon néu can thiét.

Thubc chong dai

thao duong

(glimepirid, i . )

glipizid, glyburid, |Theo ddi can than nong dd glucose huyet.

pioglitazon,

repaglinid,

tolbutamid)
Liéu sildenafil dé diéu tri réi loan chirc

. nang cuong ¢ bénh nhan dang dung

slnamil TPV/r khong qua 25 mg mot 1in mdi 48
gi0. Theo doi chat ADR cua sildenafil.
Diéu tri ting ap luc dong mach phdi ¢
bénh nhan dang dung TPV/r trong it nhat
1 tudn, liéu khéi dau tadalafil 20 mg, mdi
ngay mot 1an; néu dung nap duoc co thé
tang 1én 40 mg, moi ngay mot lan. Khong
bat dau diéu tri TPV/r ¢ bénh nhan dang
dung tadalafil dé dieu tri taing ap luc dong
mach phoi. Phai nging tadalafil it nhat

Tadalafil 24 gio trude khi bat dau dung TPV/r. Sau

it nhat 1 tudn, c6 thé dung lai tadalafil.
Diéu tri rdi loan chirc nang cuong ¢ bénh
nhan dang dung TPV/r: lidu tadalafil
khong qua 10 mg mot 1an mdi 72 gio,
theo doi chat ADR cua tadalafil.

Diéu tri phi dai lanh tinh tuyén tién liét &
bénh nhan dang dung TPV/r, liéu
tadalafil khong qua 2,5 mg, mdi ngay
mot 1an.
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Thube Khuyén c4o

Diéu tri rbi loan chirc ning cuong &
bénh nhan dang dung TPV/r, liéu
vardenafil khong qua 2,5 mg mot lan
moi 72 gio.

Vardenafil

Can nhéc dung lidu trazodon thap hon,
Trazodon theo d6i ADR trén than kinh trung wong
va tim mach.

Thudc chong tram

\ o Giam dén lieu thap nhat c6 thé cac
cam loai 3 vong

thudc chong tram cam, diéu chinh licu

(amltrlptylln, theo danh gia 1am sang va/hodc nong do
desipramin, , FS X :

o . cac thudc nay trong huyét tuong khi
fmiprarmin, dung ddng thoi véi TPV/r

nortriptylin) '

Do on dinh va biao quan

Vién nang: Bao quan ¢ 2 - 8°C trude khi mo 1. Sau khi
mo 1o, bao quan & 25°C (c6 thé tir 15 - 30°C), dung trong
vong 60 ngay.

Dung dich ubng: Bao quan & 25°C (c6 thé tir 15 -
30°C). Khong Iam lanh hodc lam dong bang dung dich,
dung trong vong 60 ngay sau khi mé chai lan dau.
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2.4. NHOM UC CHE ENZYM TiCH HQP
(INSTT)

Hién nay, trén thé gidi c6 3 thude thudc nhom INSTI
duoc dua vao sir dung bao gom elvitegravir, dolutegravir
va raltegravir.

2.4.1. ELVITEGRAVIR
Tén chung qudc té: Elvitegravir
Tén rut gon: EVG
Ma ATC: JOSAXI11
Mi cho vién phdéi hop c¢6 dinh licu
(EVG/COBI/FTC/TDF): JOSAR09
Tén thwong mai
Pon thanh phan: Vitekta
Phéi hop: Stribild (EVG/COBI/FTC/TDF)
Dang thudc va ham luong
Dang don thanh phan: Vién nén 85 mg, 150 mg.

Dang phdi hop: Vién phdi hop c6 dinh lidu 4 thanh
phan Elvitegravir 150mg + cobicistat 150 mg +
emtricitabin 200 mg + tenofovir disoproxil fumarat 300 mg
(EVG/COBI/FTC/TDF).

Duoc Iy va co ché tic dung
Elvitegravir 1a thuéc khang HIV thudc nhom INSTL
Co ché tac dung cua elvitegravir 1a do wc ché enzym

integrase - enzym tich hop ADN ciia virus vao ADN ciia té
bao vat chu, do d6 ngan can qua trinh sao chép tao ra virus
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moi. Elvitegravir luon str dung véi chét ting cuong duoc
dong hoc (ritonavir hodc cobicistat) va céc chit khang
retrovirus khac trong diéu tri HIV.

Chi dinh

Phoi hop voi chét hd trg duoc dong hoc nhu cobicistat
hoic ritonavir ciing véi cac thudc ARV khac dé diéu tri
HIV/AIDS cho bénh nhan trén 18 tudi.

Chong chi dinh

Man cam véi elvitegravir.

Bénh nhan suy gan nang (Child-Pugh C).

C6 tuong tac chéng chi dinh.

Véi vien EVG/COBI/FTC/TDF: khong ding diéu tri
khoi dau cho bénh nhan c6 do thanh thai creatinin < 70
ml/phat; Khong dung cho tré em dudi 18 tudi vi chua du dir
liéu vé d6 an toan.

Thén trong

Suy gan: Theo ddi chirc ning gan; néu c6 dau hiéu
nhiém toan chuyén héa lactic hodc c6 nhiém doc gan thi
phai ngimg ngay thude.

V6i dang vien phdi hop c¢b dinh liéu
EVG/COBI/FTC/TDF:

Sang loc viém gan B trudc khi bit dau diéu tri.

EVG/COBI/TDE/FTC khong duoc chi dinh dé diéu tri
HBV man tinh. P9 an toan va hi€u qua cua
EVG/COBI/TDF/FTC chua dugc thiét 1ap trén bénh nhan
ddng nhiém HIV va HBV.
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Suy thdn: Chua c6 dir liéu dugc dong hoc cua
elvitegravir trén bénh nhan suy than.

Véi dang vién phdéi hop c¢b dinh liu
EVG/COBI/FTC/TDF:

Da ghi nhan dugc suy than va hoi chirng Fanconi (tén
thuong 6ng than va giam phosphat mau nghiém trong) do
thanh phan TDF c6 trong vién.

Theo ddi chirc ning than trong qua trinh diéu trj va
ngimg thudc néu do thanh thai creatinin < 50 ml/phut.

Suy than ciing c6 thé gip khi dung dong thoi voi cac
NSAID liéu cao.

Tré em: d§ an toan va hi¢u qua cua elvitegravir cho tré
em dudi 12 tudi chua xac dinh.

Nguroi cao tuéi: Kinh nghiém 14m sang ¢ bénh nhan >
65 tudi con chua day du. Can than trong vi chirc ning gan,
than & nguoi cao tudi thuong bi giam.

Liéu lwong va cach ding

Ubng cung bira an, 1 1an/ngay. Cac thudc phdi hop c6
thé udng 1 hodc 2 lan/ngdy cach nhau 12 gid (xem Liéu
lwgng).

Liéu diing cho nguoi 1om:

Vién phéi hop cb dinh lidu 4 thanh phan: 1 vién x 1
lan/ngay, udng.

Vién 1 thanh phan: phéi hop véi cac thudc ARV khac
theo bang sau:
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Lidu Liéu ciia thudc ) Liéu ritonavir
elvitesravir ARYV nhoém trc ché | (tang cwong dugce
g protease dong hoc cac PI)
Azatanavir 300 mg x| 100 mg x 1 lan/ngay,
85mgx 1 1 lan/ngay, uong uong
lan/ngay, uong | [ opinavir 400 mg x 1 100 mg x 2 lan/ngay,

lan/ngay, ubng uong

Darunavir 600 mg x 2| 100 mg x 2 lan/ngay,
lan/ngay, uong uong

150 mg x1 | Fosamprenavir 700 | 100 mg x 2 lan/ngay,
lan/ngay, uong | mg x 2 lan/ngay, uong|uong

Tipranavir 500 mg x| 200 mg x 2 lan/ngay,
2 lan/ngay, uong uong

Thoi ky mang thai

Nghién ctru trén dong vat cho thay elvitegravir khong
gdy doc tinh tryc tiép hay gian tiép 1én sinh san. Tuy nhién,
murc phoi nhiém thude 16n nhat trén tho do dugc chua vuot
quéa ngudng cho hiéu qua diéu tri. Hién chua c6 cac dir liéu
vé viéce st dung elvitegravir trén phu nir mang thai. Tir cac
dir liéu trén, khuyén cdo chi sir dung elvitegravir trén phy
nlt mang thai néu loi ich vuot trdi so voi nguy co cua thude.

Thoi ky cho con bu

Cac dir liéu hién c6 vé duge luc hoc/doc tinh cua
elvitegravir trén chudt cho thdy thudc bai tiét duoc vao sira.
Hién chua c6 dit liéu vé kha nang bai tiét vao sita me cua
elvitegravir/chat chuyén hoa trén nguoi. Do d6, khong thé
loai trir nguy co ctia thude trén tré so sinh/tré nho c6 me
dung thudc trong thoi ky cho con bi. Khuyén céo chi sir
dung elvitegravir cho phu nit cho con ba néu loi ich diéu tri
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vuot trgi so voi nguy co trén tré bu me.
Tac dung khong mong muén

ADR theo tan suét gip:

Thuong gap, ADR > 1/100

Ia chay, budn nén, dau dau, tang bilirubin toan phan >
2,5 x (G161 han trén cua gia tri binh thuong, tang amylase >
2,0 x Gi6i1 han trén cua gia tri binh thuong, tdng creatnin
kinase > 10 x Gidi han trén cua gia tri binh thuong, tang
cholesterol > 300 mg/dl, tang triglycerid > 250 mg/dl, tdng
glucose huyét > 250 mg/dl, glucose niéu (4+), giam bach
cu trung tinh < 750 mm?, ting ALT, AST, GGT > 5,0 X
Gi061 han trén cda gié tri binh thuong.

It gap, 1/1000 < ADR < 1/100

Non, mét mai, tram cam, mat ngd, xu hudng tu tur, ban
da.

Khéng tinh dwoc tan sudt:

Hoi chimg phuc hdi mién dich (thuong gip ¢ giai doan
khaoi déu), hodc r6i loan mién dich (bénh Grave, viém da
co, hoi chung Guillain-Barré).

Huéng dan xir tri ADR

Néu c6 du hiéu nhiém toan chuyén hoa lactic hoac
nhiém doc gan thi phai ngimg ngay thudc.

Can theo dai dé xur tri hodc ngimg thude kip thoi khi
cac tri¢u chung ADR kéo dai.

ADR thudng nghiém trong hon khi dung dang phdi
hop.
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Qua lidu va xir tri

Kinh nghiém l1am sang vé muc liéu cao hon muc diéu
tri chua c6. Can giam sat chat ché cac dAu hiéu vé doc tinh
dé phét hién sém. Khong co thude giai doc dac hi¢u. X tri
cac ddu hiéu de doa tinh mang theo phac do thudng quy
trong cap ciru. Elvitegravir c6 ty 18 lién két protein cao, do
d6 khong loai trir duoc qua loc méau hodc thidm phan phuc
mac.

Twong tac thude

Duéi day 1a bang liét ké cac tuong tac thude lién quan
dén elvitegravir va cac khuyén cao trong phdi hop thudc,
duoc dua ra dya trén cac nghién ctru vé tuong tac thude
hoic cac du doan twong tac thude (mirc do twong tac thudc,
cac bién cb bat loi nghiém trong/tiém tang, anh hudng
mat/giam tac dung diéu tri).

Nhom thube | Anh hudng 1én

phdi hop ndng do thude IR @D

Thudc khang virus nhém PI#

Cac dir liéu hién c6 cho
thiy atazanavir/ritonavir
lam ting dang ké ndng do
elvitegravir trong huyét
<> atazanavir | tuong. Hién khong co dir
1 elvitegravir | liéu dé dua ra khuyén cao
vé litu dung cua
atazanavir/ritonavir  khi
phdi hop ngoai trir lidu
300/100 mg x 2 lan/ngay.

Atazanavir*
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Nhom thudc Aph huéng Ién Khuyén cdo
phoi hop nong do thuoc

Thudc khang virus nhém PI#
Cac di liéu hién cd cho
thay  lopinavir/ritonavir
lam ting dang ké ndng do
elvitegravir trong huyét

Lopinavir/ <> lopinavir tuong. Hién khong c6 di

ritonavir*® 1 elvitegravir  |liéu dé dua ra khuyén céo
vé lidu dung coa
lopinavir/ritonavir khi phdi
hop ngoai trir liéu 400/100
mg x 2 1an/ngay.
Hién khong co dir liéu dé
dua ra khuyén céo vé lidu

Céc PI khac dung cta cac PI khi phdi

(kém hoac Anh huéng hop ngoai trir cac thudc

khong kem khong ro atazanavir,

ritonavir) lopinavir/ritonavir,
darunavir, fosamprenavir
va tipranavir.

Thudc khang virus nhém NRTI
Do didanosin duoc khuyén
cdo st dung luc doi, su

. . <> didanosin dung didanosin trudc khi
Didanosin*

o elvitegravir

ding elvitegravir it nhat 1
gi0 hoac sau khi dung
elvitegravir it nhat 2 gio.
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Nhém thube
phoi hop

Aph huwéng Ién
nong do thuoc

Khuyén cao

Thudc khang vi

rus nhom NNRTI

Efavirenz

| elvitegravir

Viéc phdi hop efavirenz va
elvitegravir dugc cho la
lam  giam ndéng do
elvitegravir trong huyét
tuong; tir 46 ¢6 thé dan dén
mat tac dung diéu tri va
lam gia ting khang thudc.
Do d6, khong khuyén céo
phdi hop nay.

Nevirapin

| elvitegravir

Viéc phdi hop nevirapin va
elvitegravir dugc cho la
lam giam ndng do
elvitegravir trong huyét
tuong; tir d6 c6 thé dan dén
mat tic dung diéu tri va
lam gia ting khang thudc.
Do d6, khong khuyén céo
phdi hop nay.

Cic thudce khac

Cac thudc
khang acid:
Thubc khang
acid dich vi

| elvitegravir

Khi phéi hop ciung cic
thudc khang acid dich vi,
ndng do elvitegravir trong
huyét twong giam do su
hinh thanh cac phtrc ion
trong duong tiéu hoa,
khong phai do sy thay doi
pH dich vi. Do d6, khuyén
cao st dung elvitegravir va
thudc khang acid dich vi
cach nhau it nhat 2 gio.
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Nhém thude
phéi hep

Aph huéng 1én
nong do thuoc

Khuyén cao

Cic thudc khac

Thubc chong
dong kinh:
Carbamazepin,
oxcarbazepin,
phenobarbital,
phenytoin

| elvitegravir

Viéc phdi hop céac thube
phenobarbital, phenytoin,
carbamazepin hodc
oxcarbazepin (cac thudc
gay cam ung CYP3A) va
elvitegravir c¢6 thé lam
giam ndng d¢ elvitegravir
trong huyét trong; tir d6 co
thé dan dén mét tac dung
diéu tri va lam gia ting
khang thubc. Do do, can
nhic thay thé biang cic
thudc chong dong kinh
khac.

Thudc chong
nam:
Ketoconazol*

1 elvitegravir
1 ketoconazol

Khong can hiéu chinh liéu
cua elvitegravir khi phdi
hop ketoconazol.

Nong d6 cua ketoconazol
c6 thé tang khi dung dong
thoi véi elvitegravir phdi
hop cuing Pl/ritonavir. Liéu
ti da cua ketoconazol
khong nén vuot qua 200
mg/ngay. Tham khao thém
huéng dan sir dung ciia cac
PI phéi hop dé c6 thém
thong tin vé liéu dung
khuyén cao cua
ketoconazol.
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Nh(np thube
phoi hgp

Aph huéng 1én
nong do thuoc

Khuyén cao

Cic thudce khac

Thubc khang
khuan:
Rifampin,
rifapentin

Rifabutin*

| elvitegravir

Viéc str phdi hop rifampin
hodc rifapentin la cac
thudc gdy cam Ung
CYP3A va elvitegravir c6
thé dan dén giam ndng 4o
elvitegravir, tir d6 gay mat
tac dung didu tri va gia
tang khang thudc. Do do,
khong khuyén cao phdi
hop nay.

1 rifabutin

1 25-0-
desacetylrifabutin
| elvitegravir

Khi rifabutin 1a mot thude
gay cam ung CYP3A dung
phdi hop véi elvitegravir
va mdt  Pl/ritonavir,
khuyén céo giam t6i it nhat
75% lidu thuong ding cia
rifabutin (300 mg/ngay), vi
du: 150 mg cach ngay hoac
3 1an/tudn. Cén ting cudng
theo ddi dé phat hién cac
bién cb bat loi lién quan
dén rifabutin. Tham khao
thém huéng dan st dung
ctia cac PI phéi hop dé co
thém thong tin vé lidu ding
khuyén cdo cua rifabutin.

Khéng can hiéu chinh liéu
cua elvitegravir khi phdi
hop rifabutin da giam licu.

175
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Nhém thube Anh huwéng 1én

phéi hop nong do thude T GO

Cic thudce khac

Dexamethason toan théan la
mot thudc gy cam ung
CYP3A c6 thé lam giam

Corticoid toan néng do cua elvitegravir
than: | elvitegravir | trong huyét tuong, tir d6 gay
Dexamethason mat tac dung diéu tri va lam

gia ting khang thubc. Do
do, can nhac thay thé bang
cac corticoid khac.

Dung phéi hop bosentan
trén bénh nhan dang sw
dung elvitegravir:

Trén bénh nhan da st dung
elvitegravir trong vong it
nhit 10 ngay, dung bosentan
lidu 62,5 mg x 1 lan/ngay
hoac cach ngay tuy theo
muc do dung nap cua tung
bénh nhan.

Thudc doi van Dimng phéi hop elvitegravir

thu the 1 bosentan L ) .
. : . |trén bénh nhan dang su
endothelin: | elvitegravir
dung bosentan:
Bosentan

Ngung st dung bosentan it
nhat 36 gio truée khi bat
dau s dung elvitegravir.
Sau khi sir dung elvitegravir
it nhit 10 ngay, dung
bosentan trd lai v&i lidu
62,5 mg x 1 lan/ngay hodc
cach ngay tuy theo muc do
dung nap cua tung bénh
nhan.
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Nhélp thude
phoi hop

Anh hwéng 1én
ndng do thudc

Khuyén cao

Cic thudce khac

Thudc trc ché
enzym protease
dé diéu tri viem
gan B:
Bonceprevir,
telaprevir

| boceprevir

| telaprevir

1 hodc | thude
PI diéu tri HIV

Viéc phdi hop boceprevir
hodc telaprevir voi thude
PI diéu tri HIV/ritonavir
gdy giam nong do trong
huyét tuong cua thude didu
tri viém gan C va c6 thé
lam ting hodc giam ndng
do trong huyét tuong cua
thudc PL. Piéu nay co thé
dan toi mat hiéu qua diéu
tri va gia ting khang thudc.
Do elvitegravir phai su
dung kém mot Pl/ritonavir,
khong khuyén cao viéc
phéi hop cung telaprevir
hodc boceprevir.

Thubc ¢6 ngudn
géc duoc li€u:
St. John's wort
(Hypericum
perforatum)

| elvitegravir

Viéc phdi hop St. John's
wort 1a mot thude gay cam
tmg CYP3A c6 thé giy
giam ndng d¢ elvitegravir
trong huyét twong, tir do
gdy mat tac dung diéu tri
hoic gia tang khang thudc.
Do d6, khong khuyén céo
phéi hop elvitegravir véi
St. John's wort.
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Nhérp thube
phoi hop

Al}h huéng 1én
nong do thuoc

Khuyén cao

Cic thude khac

Hormon tranh
thai:
Norgestimat/eth
ynyl estradiol

1 norgestimat
| ethinyl
estradiol

> elvitegravir

Viéc su dung déng thoi
elvitegravir voi ethynyl
estradiol phdi hop cung
mot Pl/ritonaivr c6 thé gay
giam ndng do ethinyl
estradiol  trong  huyét
tuong. Do dé, can nhic
thay thé bing cac bién
phap tranh thai khac.

# PI dung kém ritonavir

* Pa 6 thir nghiém vé tuong tac thude duoc tién hanh

uTn — ”Tél’lg

H, Hl" — HGiém

P on dinh va bio quan

nn

3

" ="Khong thay do6i"

Trong lo kin, ¢ nhiét 4o < 30°C.

Khong dé thudc trong tam vai cia tré em

2.4.2. DOLUTEGRAVIR

Tén chung qudc té: Dolutegravir sodium

Tén viét tit: DTG

Ma ATC: JOSAX12

Tén thwong mai: Tivicay, Triumeq

Dang thudc va ham luwong

Dang don thanh phan: Vién nén bao phim, ham luong
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50 mg (tinh theo dang base).

Dang phdi hop: Vién ¢ dinh liéu c¢6 thanh phan:
dolutegravir 50 mg + abacavir 600 mg + lamivudin 300 mg
(DTG/ABC/3TC).

Duoc Iy va co ché tac dung

Dolutegravir 1a thudc khang retrovirus trc ché enzym
tich hop integrase, thuoc nhém INSTI. Co ché tac dung la
ngin can qua trinh gan ADN cua virus vao ADN ciia té bao
vat chu va do d6 qua trinh sao chép tao ra virus méi khong
thuc hién duoc.

Chi dinh

Dolutegravir ludn dung phdi hop véi cac thude khang
retrovirus khac dé diéu tri HIV/AIDS cho bénh nhan nguoi
16n va tré em > 12 tudi va can ning > 40 kg.
Chong chi dinh

Man cam véi bat cir thanh phan nao cua thude.

Suy gan ndng (Child-Pugh C) (vi chua c6 dir licu
nghién ctru).

Suy than nang (d6 thanh thai creatinin < 30 ml/phut) vi
gy giam ndng d6 thudc trong huyét twong (co ché chua
1), gdy mat hidu qua diéu tri va khang thudc.

C6 twong tac chong chi dinh.
Than trong

Néu gdp phan (mg ting man cam v6i ban d6 nghiém
trong, ban do kém theo s6t, mét moi, dau khép, phu cuc
bd... hodc ton thuong mot sb co quan nhu gan, phai ngimg
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ngay thudc vi nguy co bénh tién trién xau rat nhanh.

Bénh nhan dong nhiém HBV hodc HCV c6 thé c6 ting
transaminase va xuét hién hoi chung phuc hdi mién dich.
Can danh gia chirc ning gan luc khoi dau va theo doi
thuong quy trong qué trinh diéu tri dé phat hién sém doc
tinh trén gan cua thudc.

Liéu lwong va cach ding
Cach dung:
Thudc c6 thé udng 1 1an/ngay, khong phu thude bira

Liéu lwong:

Bénh nhan HIV m&i méc hodc da qua diéu trj voi thude
thugc nhom INSTI: 50 mg x 1 lan/ngay.

Bénh nhan HIV méi méic hodc da qua diéu tri v6i thube
thudc nhom INSTI nhung trong phac dd c6 cac chat cam
ung enzym gan UGTIA/CYP3A (vi du: efavirenz,
fosamprenavir/ritonavir, tipranavir/ritonavir, rifampin)
hoic nghi ngd khang vi mot thude trong nhém: 50 mg x
2 lan/ngay.

Thoi ky mang thai

Céc nghién ctru trén dong vat vé anh huong cua
dolutegravir 1én sinh san cho thdy dolutegravir c6 thé qua
nhau thai. Cac nghién ctru nay khong ghi nhan doc tinh tryc
tiép hodc gian tiép ciia dolutegravir 1én sinh san. Hién cac
dit liéu vé viée st dung dolutegravir trén phu nir mang thai
con rit han ché. Do d6, khuyén cédo chi si dung
dolutegravir cho phu nit mang thai néu 1oi ich vuot trdi so
v6i nguy co cta thude.
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Thoi ky cho con bu

Cac dir liéu nghién ciu trén dong vat cho thiy
dolutegravir bai tiét duoc vao stra. Hién chua c6 dit liéu vé
kha niang dolutegravir bai tiét vao sita me. Khuyén cao chi
stt dung dolutegravir trén phu nit cho con ba néu loi ich
diéu tri vuot trdi so véi nguy co cua thudc trén tré bu me.
Tac dung khéng mong muén (ADR)

Cdc logi ADR can thin trong (khéng phdn theo tan
sudt gip):

R6i loan phan b m& véi hoi ching gia Cushing.

Hoi ching phuc hdi mién dich biéu hién sy tang dap
{rmg viém vé6i nhitng nhiém trung tiém tang va nhiém tring
co  hoi (lao, nhiém Mycobacterium  avium,
cytomegalovirus, viém phoi do Pneumocystis jiroveci) hoic
rdi loan tu mién (bénh Graves, viém da co, hoi ching
Guillain-Barré).

Tang man cam, ting enzym gan O bénh nhan dong
nhiém HBV hoic HCV.

Ty 1é gdp ADR theo tan sudt:

Rat thuong gdp, ADR > 1/10

Tang cholesterol va triglycerid.

Thwong gap, 1/100 < ADR < 1/10

Tang: Lipase huyét thanh, duong huyét, creatinin
kinase, AST/ALT, bilirubin huyét thanh.

Céc 16i loan khac: Ngura, dau dau, mét moi, rdi loan da
day-rudt, viém gan, viém co, suy than.
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It gap, 1/1000 < ADR < 1/100
Mét ngu, &c mong, chong mat, ia chay, ban dé.
Huéng dan xir tri ADR

Néu c6 dau hiéu ting man cam véi bicéu hién ban da
tram trong hodc ban da kém theo sot, m¢t moi, én lanh, dau
khop, can ngirng thudc ngay.

Can kiém tra enzym gan, dac biét & bénh nhan déng
nhiém HBV hoic HCV truéc khi bat dau va theo doi
thudng ky trong sudt qua trinh diéu tri.

Khi ¢6 d4u hiéu ting enzym gan, cAn giam sat chit ché
cac dau hiéu 1am sang dé xur 1y kip thoi hodc ngimg thude
néu bicu hién kéo dai.

Qua liéu va xir tri

Khong cé thubc diéu tri dic hiéu khi qua lidu. Néu gap
qua liéu dolutegravir, theo ddi chit ché va diéu tri hd tro
chirc ning sinh ton. Dolutegravir lién két voi protein huyét
tuong cao nén khong loai trir qua loc mau hoic tham phan
phuc mac.

Twong tac thude

Nhiing tuong tac c6 ¥ nghia 1am sang va giai phap khac
phuc:

Dofetilid, metformin gy ting nong d6 dolutegravir
dan dén doc tinh; do @06, khuyén céo khong phdi hop.

Céc chat cam ng enzym gan UGT1A/CYP3A nhu
oxcarbazepin, phenytoin, phenobarbital, carbamazepin,

efavirenz, fosamprenavir/ritonavir, tipranavir/ritonavir,
rifampin va dan chat gdy giam nong do dolutegravir dan
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dén mat hoat tinh khang virus va nguy co khang thudc.
Do d6, khuyén cdo khong phdi hop; néu can co trong
phéc do thi phai hiéu chinh liéu dolutegravir (xem muc
Liéu lrong).

Céac thudc khang acid dich vi, sucralfat, cac chat bd
sung sit hodc calci, thudc nhuan trang lam giam nong do
ctia dolutegravir trong huyét thanh; do dé can udng
dolutegravir 2 gio trude hodc 6 gid sau khi udng cac
thubc nay.

P on dinh va bio quan
Bao quan ¢ 25°C (15 - 30°C), trong bao bi kin.

Khong dé thudc trong tam véi cua tré em.
2.4.3. RALTEGRAVIR
Tén chung qudc té: Raltegravir
Tén viét tit: RAL
Ma ATC: JOSAXO08
Tén thwong mai: Isentress
Dang thudc va ham lwong

Dung du6i dang mubi kali (raltegravir potassium), liéu
tinh theo dang base: 434 mg raltegravir potassium tuong
duong 400 mg raltegravir.

Vién nén bao phim: 400 mg.
Vién nhai: 25, 100 mg.
Hon dich hoan nguyén: 100 mg/goi.
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Duoc Iy va co ché tac dung

Raltegravir 1a chit e ché enzym tich hop cta HIV, tir
d6 ngdn can qua trinh gin ADN cua virus vao genome clia
té bao vat chu, gay can tré qua trinh nhan 1én cua virus.
Chi dinh

Piéu tri: Phdi hop voi cac ARV khac dé diéu tri HIV
cho ngudi 16n va tré em > 4 tuan tudi.

Du phong: Phéi hop v6i 2 NRTI dé diéu tri du phong
sau lay nhiém HIV.
Chéng chi dinh

Man cam v6i thanh phan cta thude, dic biét 1a ban da
nghiém trong.

Suy gan nang (Child-Pugh C).
Thén trong

Suy gan nhe va vira (Child-Pugh A, B); dong nhiém
HBV hoic HCV. Can giam sat chtrc ning gan trudc va
trong qua trinh diéu tri.

Néu gip phan mg da tram trong kém theo sot, dau
khép, mét moi, can ngimg ngay thude.

Chu ¥ khi dung dong thoi véi cac thude ha lipid mau
nhom statin hodc fibrat vi c6 thé gip tiéu co van.

Khong dung dang vién nhai cho bénh nhan c6 phenyl-
ceton niu vi c6 chura aspartam.
Liéu lwong va cach ding

Cach dung:
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Dung 2 lan/ngdy v6i khoang cach dua thude 1a 12 gio.
Vién nhai: Dung cho nguoi 1on va tré em can nang >
11 kg. Lidu ti da 300 mg x 2 lan/ngay.

Hon dich: Dung cho tré em > 4 tuan tudi va cin ning
>3- <20 kg. Thém 5 ml nudc vao bot thude trong goi dé
¢6 hdn dich 20 mg/ml. Hdn dich da pha khong dé qua 30
phit, luong thude thira phai bo di. Lay thudc bang dung cu
phan liéu di kém. Liéu téi da 100 mg x 2 lan/ngay.

Vién nén: Cho nguoi 1on va tré 1on > 6 tudi va can ning
> 25 kg. Nudt nguyén vién.

Sinh kha dung ctia cac dang bao ché dudng udng (vién
nén, vién nhai, hon dich) khong tuong dwong nén khong
thay thé cung liéu duoc.

Gio ubng thudc khong phu thudce bita dn. Néu quén
udng thude < 6 gio, ubng ngay khi nhd ra va udng lidu ké
tiép dung gio quy dinh. Khong udng bu gap doi liéu.

Liéu raltegravir phai ting gap d6i néu bat budc phai
ding cung rifampicin (& bénh nhan dong nhidém lao/HIV).

Liéu lwong:

Nguoi lon

MGdi lan 1 vién bao phim 400 mg hozc 3 vién nhai 100
mg, 2 lan/ngay. Liéu diéu tri va dy phong nhu nhau.

Tré em

Liéu tinh theo can nang, khac nhau vdi cac dang bao
ché.

Vién nén bao phim:
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Tir 12 - 18 tudi: 400 mg x 2 lan/ngay.
Hoén dich:
> 3-< 4kg: 20 mg x 2 lan/ngay

v

4-< 6kg: 30mg x 2 lan/ngay

v

6-< 8kg: 40 mg x 2 lan/ngay

v

8-<11kg: 60 mg x 2 lan/ngay

A%

11 - < 14 kg: 80 mg x 2 lan/ngay

> 14 - <20 kg: 100 mg x 2 lan/ngay

Vién nhai:

>11-<14kg: 75mg x 2 lan/ngay.

> 14 - <20 kg: 100 mg x 2 lan/ngay.

>20 - <28 kg: 150 mg x 2 lan/ngay.

>28 - <40 kg: 200 mg x 2 lan/ngay.

> 40 kg: 300 mg x 2 lan/ngay (liéu tdi da).

Suy gan: Chua c6 kinh nghiém st dung & bénh nhan
suy gan nang.

Suy thdn: Khong can higu chinh lidu.

Nguoi cao tuéi: Chua c6 kinh nghiém sir dung thudc ¢
bénh nhan > 65 tudi. Can theo ddi chirc nang gan, than, tim
trudc va trong khi diéu tri.

Thoi ky mang thai

Hi¢n khong c6 du dir licu vé viéc st dung raltegravir
trén phu nt mang thai. Céc nghién ctru trén dong vat da
cho thiy thudc gay doc tinh trén sinh san. Khong c6 thong
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tin vé nguy co khi st dung thudc trén phy nir mang thai.
Khuyén c4o chi str dung raltegravir cho phu nit mang thai
khi loi ich vuogt trdi so voi nguy co.
Thoi ky cho con bu

Nghién ciru trén dong vat (chudt) cho thay raltegravir
bai tiét vao sira. Hién khong c6 dit liéu trén ngudi cho thay
kha ning thudc bai tiét vao sita me. Khuyén cdo chi st
dung raltegravir cho phu nir cho con bu khi loi ich diéu tri
vuot tri so voi nguy co trén tré bu me.
Tac dung khéng mong muén (ADR)

Theo hé co quan:

Da: Ban da.

Than kinh: Mat ngu, dau dau, mét moi, chong mat, ac
mong.

Tiéu hoa: Pau bung, ia chay, buon nén, non.

Mién dich: Hoi ching phuc hdi mién dich, rdi loan tu
mién (bénh Graves, hoi ching Guillain-Barré).

Co: Tiéu co van, tang creatinin kinase (CK) va creatine
phosphokinase (CPK).

Méu: Giam tiéu cau, giam bach cau trung tinh.
Theo ty 1€ gap:
Thuong gap, ADR > 1/100

Ban da (nhe va vtra), r6i loan ti€éu hoa (ndn, dau bung,
ia chay), dau dau, mat ngu,

It gap, 1/1000 < ADR < 1/100
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Tang ALT/AST, ting bilirubin, ting dudng huyét, rdi
loan lipid mau, giam bach cau trung tinh, ting amylase
huyét thanh.

Hiém gdp, ADR < 1/1000

Suy gan ning, suy than, ban da c¢6 ton thuong bicu bi
nghiém trong (hdi chung Stevens-Johnson - SJS, hoai tir
biéu bi nhidm doc - TEN), rbi loan tdm than trAm trong
(paranoid, trim cam, khuynh huéng tu ttr, dic biét & ngudi
c6 tién str bénh tim than), bénh 1y vé co va tiéu co van
(tang creatinin kinase).

Hudéng din xir tri ADR

Ban da nhe va vira, dau dau, mét moi. .. thuong tu khoi
sau vai tuan diéu tri ma khong can ngimg thude. Can ngimg
thudc néu gip ban da nghiém trong (hoi chimg Stevens-
Johnson, hoai tir biéu bi nhiém doc).

Qua liéu va xir tri

Chua c6 s6 liéu lién quan qué liéu raltegravir.

Xir tri khi qua liéu: HO trg chirc nang sdng nhu trong
cap ctru thuong quy. Chua 16 thude ¢6 duoc loai trir qua
tham tich mau hay khong.

Twong tac thudc

Nhitng tuong tac c6 ¥ nghia 1am sang va giai phap khic

phuc:

Anh huéng cia raltegravir 1én dirge ddng hoc ciia cdc
thuéc khac:

Raltegravir khong tc ché CYPIA2, CYP2B6,
CYP2C8, CYP2C9, CYP2C19, CYP2D6 hoac CYP3A
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trén in vitro (ICso > 100 uM). Ngoai ra, raltegravir khong
gay cam tng CYP1A2, CYP2B6 hoac CYP3A4 trén in
vitro. Mot nghién ctru vé tuong tac thude ctia midazolam
khang dinh raltegravir it gdy anh huéng 1én dugc dong hoc
cac thude chuyén hoa qua CYP3A4 trén in vivo do két qua
ctia nghién ctru cho théy raltegravir khong e ché duogc
dong hoc cua midazolam la mét co chit nhay cam cua
CYP3A4. Tuong tu, raltegravir khong e ché UGT1A1
hoic UGT2B7 (ICso > 50 uM) va kénh van chuyén qua
trung gian P-glycoprotein. Dua trén nhitng dir li€u nay,
raltegravir dugc cho rang khong lam thay d6i duoc dong
hoc cua cac thude 1a co chét cua cac enzym trén hoac P-
glycoprotein nhu cac thudc PI, NNRTI, thuc giam dau
opioid, statin, thude chéng ndm nhom azol, thude tc ché
bom proton va thudc chong rdi loan cuong duong.

Anh hwong cua cac thuéc khdc lén dwoc dong hoc cua
raltegravir:

Raltegravir khong chuyén hoa qua enzym CYP450.
Dua trén céc nghién ctru in vivo va in vitro, raltegravir dugc
thai trir cht yéu thong qua viéc chuyén hoéa qua con duong
glucuronidation qua trung gian UGT1A1. Viéc phdi hop
raltegravir véi cac thude e ché UGT1AI1 c6 thé lam tang
ndng do raltegravir trong huyét twong va viéc phdi hop
raltegravir voi cac thuée cam tmg UGT1A 1 nhu rifampin ¢6
thé 1am giam ndng do raltegravir trong huyét tuong.

Hién khong c6 nhiéu thong tin vé anh hudng cia cac
thudc gy cam tmg cac enzym chuyén héa thudc khac nhu
phenytoin va phenobarbital 1én UGT1A1.

Mot s6 twong tac thude dang chii y duoc trinh bay
trong bang sau:
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Nhom thudc | Anh hudng )
phoi hop: tén | Ién nong do Khuyén cao
thuoc raltegravir

Thuéc khang acid dich vi chira kim loai

Thubc khang Khong khuyén céo phdi hop
acid dich vi hay dung xen k& cac thudc
chira nhom Giam khang acid dich vi chaa
va/hoac hydroxid nhém  va/hoac
magnesi magnesi voi raltegravir.

Cic thuéc khic

Liéu dung khuyén cido cua
raltegravir la 800 mg x 2
lan/ngay khi phdi hop véi
Rifampin Giam rifampin. Khong c6 dir liéu
huéng dan vé viéc phdi hop
raltegravir véi rifampin trén
bénh nhan duéi 18 tudi.

Do on dinh va bao quan

Vién nén bao phim va vién nhai: 15 - 30°C. Dang b0t
pha hdn dich: 20 - 25°C. Bé noi kho rao.

2.5. NHOM UC CHE XAM NHAP VA UC CHE
HOA MANG (EI&FI)

Hién nay, trén thé gi6i da dua vao sur dung 2 thude
thuéc nhom e ché xdm nhdp va Gc ché hoa mang 1a
maraviroc va enfuvirtid. Huéng dan nay dé cap dén
maraviroc - mot thudc e ché xam nhap cua HIV vao té
bao vat chu.



CAM NANG HUONG DAN SUDUNG THUOC DIEU TRIHIV/AIDS | 191

2.5.1. MARAVIROC
Tén chung qudc té: Maraviroc
Tén viét tat: MVC
Ma ATC: JOSAX09
Tén thwong mai: Celsentri, Selzentry
Dang thudc va ham lwong

Vién nén bao phim 150 mg, 300 mg
Duoc Iy va co ché tac dung

Maraviroc la thube khang retrovirus, trc ché sy xam nhap
ctia virus gy hoi chimg suy giam mién dich méc phai & nguoi
(HIV). HIV x4m nhap vao té bao vét chi bang cach gin vao
receptor té bao CD4+ T nho 1 trong 2 chemokin receptor 13
CCRS5 hodc CXCR4. Maraviroc gan chon loc vao CCRS trén
mang té bao va ngan can tuong tac giita glycoprotein 120 ciia
HIV-1 voi CCR5 @ HIV ¢ thé xam nhdp vao t& bao.
Maraviroc khong trc ché su xAm nhép ctia virus qua CXCRA4.
Maraviroc c6 hoat tinh trén mét s6 chung HIV-1 dé khang voi
thudc NRTI, NNRTT, PI, thudc trc ché xam nhép va hoa mang.

Céac ching HIV gidm nhay cam v&i maraviroc da xuat hién ca
in vitro va phat sinh ca trong qua trinh di€u tri bang maraviroc.

Chi dinh

Phdi hop véi cac thude khang retrovirus khac dé diéu
tri nhiém HIV & ngudi 16n nhiém HIV-1 4i lyc véi CCRS.
Khong khuyén céo ding maraviroc cho tré em dudi 16

tuoi do chua xac dinh duogc tinh an toan va hiéu luc trén
doi tuong nay.
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Chong chi dinh
Man cam véi bat ki thanh phan nao cua thude.

Nguoi suy than nang (d6 thanh thai creatinin dudi 30
ml/phut) hodc bénh than giai doan cudi dang duogc diéu tri
ddng thoi bang chat trc ché hodc cam tng CYP3A.

Than trong

Cac phan tng qua man va di ung da ning, de doa tinh
mang da dugc bdo cdo nhu hoi ching Stevens- Johnson,
hoai tir thuong bi nhiém doc.

Than trong ddi véi nguoi da bi suy giam chirc ning
gan va ngudi dong nhiém HBV hodc HCV. Nén thyc hién
cac xét nghiém (ALT, AST, bilirubin) trude khi khoi dau va
trong qua trinh diéu tri. Nén danh gia chic ning gan trén
bat ki bénh nhan nao c6 ddu hiéu ndi man hodc triéu ching
viém gan hodc phan tng di tng.

Str dung than trong dbi v6i ngudi co nguy co bién cb
tim mach, nguoi ¢o tién st hodc yéu td nguy co ha huyét
ap tu thé va nguoi c6 bénh tim mach hodc dang dung cac
thudc ha huyét ap.

Trong giai doan khdi dau diéu tri, bénh nhan dap Gmg
v6i cac thudc ARV c¢6 thé gip hoi chimg phuc hoi mién
dich, biéu hién bang gia ting dap ng viém hodc xuat hién
triéu chimg cua nhiém trung co hoi tiém tang trude do.
Ciing c6 thé xdy ra cac bénh tu mién do hoi ching phuc
hoi mién dich.

Do mot 6 té bao ciing c6 receptor CCRS, cac chat gan
CCRS5 nhu marviroc ¢6 thé 1am ting nguy co bdi nhiém va
nguy co sinh khi u.
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Liéu lwong va cach dung

Maraviroc duoc udng 2 1an mdi ngay, khong phu thude
vao bira an.

Liéu dung phu thudc vao viéc c6 dang dung dong thoi
cac thude anh huong dén enzym chuyén hoa qua gan hoic
hé van chuyén P-glycoprotein.

Nguoi lon:

Nguwoi dang ding chdt irc ché CYP3A (cing hodc
khéng ciing chat cam iing CYP34): Ubng 150 mg/lan, 2
1an mdi ngay.

Nguoi ding thubc khéng ke ché hodc cam ing
CYP34: Ubng 300 mg/lan, 2 1an mdi ngay.

Newoi I6n dang ding chat cam iing CYP3A (cing hodc
khéng cimg chat ke ché CYP34): Ubng 600 mg/lan, 2 1an
mdi ngay.

Dur phong sau phoi nhiém véi HIV: Bénh nhan khong
ding chat cam tung CYP3A, udng 300 mg/lan, 2 lan mdi
ngay. Ngay sau khi phoi nhiém vé&i HIV, nén diéu tri du
phong cang sém cang t6t va dung thude lién tuc 4 tuan néu
nguoi dung dung nap dugc.

Dbi v6i nguoi suy gan: Chua c6 lidu khuyén cdo bénh
nhan suy gan. Nong do maraviroc trong huyét turong c6
thé ting & nhimg d6i tuong nay, do d6 can st dung thude
than trong.

Déi voi nguoi suy than: Khong can hiéu chinh lidu trén
nguoi suy than mic d§ nhe hodc trung binh (d6 thanh thai
creatinin trén 30 ml/phut). V6i nguoi suy than nang (dd
thanh thai creatinin dudi 30 ml/phuat) hoac suy than giai
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doan cudi thuong xuyén tham tach méu, bénh nhan dang
diéu tri dong thoi bang tipranavir dugc ting ndng do nho
ritonavir, nevirapin, NRTIs, enfuvirtid, va/hodc raltegravir
va dang khong ding dong thoi véi cac chét cam ung hay e
ché CYP3A, liéu maraviroc khuyén céo 1a 300 mg/lan,
udng 2 1an mdi ngay. Néu bénh nhan c6 dau hiéu ha huyét
ap tu thé, nén giam lidu xudng 150 mg/lan, udng 2 1an mdi
ngay. Khong khuyén cao ding maraviroc trén ngudi suy
than nang dang dung phdi hop thude e ché CYP3A nhu
chat e ché protease (ngoai trir tipranavir dugc ting nong
do nho ritonavir), delavirdin, ketoconazol, itraconazol,
clarithromycin. Khong khuyén cdo ding maraviroc trén
ngudi suy than ning dang dung phdi hop thudc cam ung
CYP3A nhu efavirenz, rifampin, carbamazepin,
phenobarbital hoac phenytoin.

Thoi ky mang thai

Céc nghién ctru trén dong vat (chudt va tho) cho thay
mirc d6 phoi nhiém maraviroc cao cé thé gay doc tinh trén
sinh san. Hién chua c6 dit liéu vé viée st dung maraviroc
trén phu nit mang thai. Do d6, khuyén céo chi st dung
maraviroc cho phu nit mang thai néu loi ich vuot troi so
v6i nguy co cia thude.

Thaoi ky cho con bu

Cac nghién ctru trén dong vat (chudt) cho thiy
maraviroc bai tiét nhiéu vao sita. Hién chua c6 dit liéu vé
kha ning bai tiét vao sira me ctia maraviroc trén nguoi.
Do d6, khuyén cdo chi sir dung maraviroc trén phu nit cho
con bt néu loi ich diéu trj vuot troi so voi nguy co trén tré
ba me.
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Tac dung khong mong mudn (ADR)

Thurong gdp: Non, tiéu chay, dau bung, day hoi, chan
an, ho, sbt, trim cam, méat ngu, khé chiu, dau dau, thiéu
mau, ndi man.

It gap: Pong kinh, suy than, protein niéu, viém co.

Hiém gdp: Viém gan, dau hong, giam toan thé huyét
cAu, giam bach cau hat, hoi chung Stevens-Johnson, hoai tir
thuong bi nhiém doc, phan tng qua man.

Qua lidu va xir tri

Thong tin vé biéu hién qua liéu maraviroc con han ché.
Liéu don cao nhat trong thir nghiém 1am sang 1a 1200 mg.
Du doan qua lidu c6 nguy co gy ra cac tac dung khong
mong mudn véi mirc do ning hon.

Hién chua c6 thube giai doc dac hi¢u. Néu xay ra qua
liéu, can tién hanh ngay bién phap diéu tri hd tro chung bao
gém dat bénh nhan ¢ tu thé nam nglra, giam sat chat ché
cac ddu hiéu séng, huyét 4p va dién tam dd cta nguoi bénh.
Gay non dé loai bo phan thudc chua hap thu, ¢6 thé ding
than hoat d¢ loai bo thudc va ngan can hap thu. Thir nghiém
trén ngudi suy than giai doan cudi cho thay, tham tach it ¢6
hiéu qua dbi voi viée loai bé maraviroc khoi co thé.

Twong tac thube

Maraviroc 1a co chit cia CYP3A4, CYP3A5 va P-
glycoprotein nén cé thé xay ra mot sb twong tac thude co y
nghia lam sang.

Tang tac dung va doc tinh:

Céc chat trc ché CYP3A4 va CYP3AS5 nhu thudc trc ché
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protease 1am ting ndng d6 ctia maraviroc trong huyét tuong.

Cac thudc chéng ndm nhu itraconazol, ketoconazol,
voriconazol va cac khang sinh nhu clarithromyecin,
telithromycin hay nefazodon (&c ché CYP3A4 va
CYP3A5) lam ting ndng do maraviroc trong huyét twong.
Khi dung dong thoi véi cac thude nay, lidu khuyén cdo cua
maraviroc 13 150 mg/lan, 2 1an mdi ngay.

Giam tac dung:

Céc thude chdng lao nhu rifabutin, rifampin, rifapentin
(cam tmg CY3A4 va CYP3A5) lam giam nong d6 maraviroc
trong huyét twong. Khi ding dong thoi véi rifabutin, lidu
ding ctia maraviroc 1a 300 mg/lan, 2 1an mdi ngay. Khong
khuyén cao ph6i hop maraviroc véi rifampin va rifapentin.

Cac thudc chdéng dong kinh nhu carbamazepin,
phenobarbital hodc phenytoin lam giam ndng d6 maraviroc
trong huyét tuong. Khi diung dong thoi, liéu khuyén céo
ctia maraviroc 1a 600 mg/lan, udng 2 lan mdi ngay. Co thé
huéng din ding cac thudc chdng dong kinh khac ddi véi
ngudi diéu tri bang maraviroc.

Céc chat cam tng CYP3A4 va CYP3A5 nhu efavirenz
c6 thé 1am giam ndng d6 cua maraviroc. Lidu khuyén céo
khi phdi hop 13 600 mg/lan, ubng 2 1an mdi ngay.

Tuong tac gilta maraviroc va cdc NRTIs, nevirapin,
raltergravir hodc tipranavir (d dugc ting nong d6) khong
cd y nghia lam sang.

Do 6n dinh va bio quan

Vién nén dugc bao quan ¢ nhi¢t do phong, tranh

anh sang.



PHAN 3

MOT SO THUOC DU PHONG VA BIEU TR
NHIEM TRUNG CO HO!I

3.1. CO-TRIMOXAZOL

Tén chung qudc té: Co-trimoxazol (sulfamethoxazol két
hop trimethoprim)

Tén khac: Cotrimoxazol, Ko-trimoxazol

Ma ATC: JO1E EO1

Tén thwong mai: Bactrim, Biseptol, Trimazon
Dang thudc va ham lwong

Vién nén: 480 mg: Sulfamethoxazol 400 mg +
trimethoprim 80 mg; 960 mg: Sulfamethoxazol 800 mg +
trimethoprim 160 mg.

Hon dich: Sulfamethoxazol 200 mg/5 ml +
trimethoprim 40 mg/5 ml.

Dung dich tiém truyén tinh mach: Lo 10 ml va 30 ml
ham lugng 96 mg/ml gém sulfamethoxazol 80 mg/ml +
trimethoprim 16 mg/ml.

Duoc Iy va co ché tac dung

Co-trimoxazol 13 su két hop giita sulfamethoxazol va
trimethoprim véi ty 1€ 5:1, dat ty 1€ néng do dinh trong
huyét thanh 20:1 nén c6 tac dung ti wu chdng lai da sé vi
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sinh vat. Co-trimoxazol wrc ché su tong hop acid folic cta
vi khuan do sulfamethoxazol trc ché enzym dihydrofolat
synthetase va trimethoprim trc ché dihydrofolat reductase.
Do phdi hop sulfamethoxazol véi trimethoprim gay trc
ché hai giai doan lién tiép cua qua trinh tong hop acid
folic din dén rdi loan tong hop ADN cua vi khuén tao ra
tac dung diét khuan. Co ché hi¢p déng nay han ché su
phat trién vi khuan khang thudc va lam cho thudc c6 tac
dung ngay ca khi vi khuan khang lai timg thanh phan
ctia thude.

Céc vi sinh vat sau day thuong nhay cam véi thube: E.
coli, Klebsiella sp., Enterobacter sp., Morganella morganii,
Proteus mirabilis, Proteus indol duong tinh, bao gdm cé
P, vulgaris, H. influenzae (bao gdm ca cac chung khang
ampicilin), S. pneumoniae, Shigella flexneri va Shigella
sonnei, Pneumocystis carinii (Pneumocystis jiroveci). Co-
trimoxazol con ¢6 tic dung d6i voi Plasmodium falciparum
va Toxoplasma gondii.

Cac vi khuan khang thudc: Enterococcus,
Pseudomonas, Campylobacter, Mycoplasma, vi khuan ky
khi, ndo mo6 cau, 1au cau.

Khang thudc co-trimoxazol phat trién cham trong dng
nghiém hon so v&i ting thanh phan don doc ciia thude.
Tinh khéng nay tang & cd vi sinh vat Gram duong va Gram
am, nhung chu yéu ¢ Enterobacter.

Tinh khang thudc co-trimoxazol ctia vi khuan gay bénh
phat trién rat nhanh, nhiéu vi khuan di khang manh co-
trimoxazol nhu: Haemophilus influenzae, E. coli,
Klebsiella, Proteus spp., Enterobacter, Salmonella typhi,
Str.pneumoniae...). Ty 1& khang co-trimoxazol ctia vi khuan
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khac nhau theo ving, nén doi hoi thay thudc ¢ su can nhic
lya chon k¥ trudc khi quyét dinh str dung.

Chi dinh
Phong va diéu tri viém phdi tién phat hodc thir do
Pneumocystis carinii (Pneumocystis jiroveci) gay nén &

ngudi 16n, tré em tir 4 tudn tudi tré 1én va thanh thiéu nién
bi nhiém HIV.

Phong va diéu tri nhidém Toxoplasma & thai nhi trudc
khi sinh hodc sau khi sinh hoac ¢ tré em va nguoi 16n
nhiém HIV.

Chong chi dinh

Suy than ning ma khéng giam sat duoc nong do thude
trong huyét tuong; nguoi bénh duge xac dinh thiéu mau
nguyén hong cau khong 16 do thiéu acid folic; man cam véi
sulfonamid hodc v6i trimethoprim; tré nho dudi 6 tuan tudi
trir chi dinh diéu tri va phong viém phdi do Pneumocystis
carinii, ton thuong gan ning, rdi loan chuyén hoa
porphyrin cép, bénh nhan thiéu hyt di truyén enzym G6PD.
Nguoi bj bénh gan ning, ¢6 thé viém gan nhiém doc.

Thén trong

Trong khi dung co-trimoxazol can bd sung nuéc day
du va kiém tra s6 luong té bao mau thudng xuyén dic biét
khi dung thudc kéo dai. Tranh dung cho nhitng nguoi réi
loan tao mau trur khi c¢6 theo doi sat cua nhan vién 'y té. Khi
su dung néu xuét hién rdi loan mau hodc phat ban can phai
ngimg thude ngay 1ap tic. Co-trimoxazol c6 thé gy thiéu
mau tan huyét & nguoi thiéu hut G6PD, thiéu acid folic,
tang kali mau va hen phé quan.
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Liéu lwong va cach dung
Cach dung:

Thudc c¢6 thé dung udng hodc truyén tinh mach. Trudce
khi truyén, co-trimoxazol phai duoc pha lodng: 5 ml thudc
pha véi 125 ml dung dich glucose 5%. Sau khi pha véi
dung dich glucose, dung dich khéng dugc dé lanh va phai
dung trong vong 6 gid. Khong duge tron véi thude hodc
dung dich khac. Tranh truyén nhanh hoic bom thing vao
tinh mach. Phai loai bé dung dich néu thay van duc hoic c6
két tinh. Liéu tiém truyén tuong tu nhu liéu udng.

Liéu lwong:

Phong viém phdi nguyén phat hodc tha phat do
Pneumocystis carinii & nguoi 16n va thanh thiéu nién bi
nhiém HIV: Ubdng co-trimoxazol liéu tinh theo
trimethoprim160 mg, mdi ngay mot lan.

Phong viém phdi nguyén phéat hoic tha phat do
Pneumocystis carinii & tré em tir 4 tuan tudi tré' 1én bi nhiém
HIV: Ubng co-trimoxazol lidu tinh theo trimethoprim 150
mg/m? da/ngay hodc chia lam 2 lan lién tiép ba ngay moi
tuan hodc chia 1am 2 lan/ngay lién tuc 7 ngay trong tuan.

Nhiém Toxoplasma bam sinh va sau khi sinh: Khéi dau
két hop udng acid folinic 10-25 mg/ngay véi co-trimoxazol
tiém tinh mach hoac uéng, lidu duya trén trimethoprim 10-
15 mg/kg/ngay tiém tinh mach hodc udng. Sau d6 chuyén
sang lidu duy tri co-trimoxazol, liéu dua trén trimethoprim
5 mg/kg/ngay.

Phong nhiém Toxoplasma nguyén phat & nguoi 16n va
thanh thiéu nién bi nhiém HIV: udng co-trimoxazol liéu
tinh theo trimethoprim 80-160 mg, mdi ngay 1 lan.
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Phong nhiém Toxoplasma nguyén phat & tré em nhiém
HIV: udng co-trimoxazol li¢u tinh theo trimethoprim 150
mg/m? da /ngdy chia lam 2 1an/ngay.

Nguoi bénh 6 chirc nang than suy giam can giam liéu
dua theo d6 thanh thai creatinin. Liéu luong dugc co-
trimoxazol giam theo bang sau:

Do thanh thai creatinin oA A T
(ml/phit) Liéu khuyén dung
>30 Liéu thong thudng
15-30 % liéu théng thuong
<15 Khong dung
Thoi ky mang thai

Sulfonamid c6 thé gay vang da ¢ tré em thoi ky chu
sinh do canh tranh trén vi tri gan ¢ albumin nén day
bilirubin ra khéi albumin. Vi co-trimoxazol trc ché tong
hop acid folic, c6 thé gy quai thai khi dung thubc trong 3
thang dau va c6 nguy co giy thiéu mau tan huyét, thiéu
mau nguyén hdong cau khéng 16 ¢ tré ¢6 me dung co-
trimoxazol trong 3 thang cudi thai ki. Do vay, chi dung
thudc lac mang thai khi that can thiét. Néu can phai dung
thudc trong thoi ky mang thai, can phai dung thém acid
folic.

Thoi ky cho con bu

Co-trimoxazol dugc phan b vao sita va anh hudong
dén qua trinh chuyén hoéa acid folic. Thudc c6 nguy co gy
vang da nhan ndo & tré vang da hodc tré dudi 2 thang tudi,
thifu mau tan huyét & tré thiéu hut G6PD (do
sulfamethoxazol).
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Do vay nén st dung than trong ¢ phu nir dang cho con
bu, thude chi nén su dung khi da can nhéc ki gitra loi ich
va nguy co.

Tac dung khong mong mudn (ADR)

Xay ra & 10% nguoi bénh. Tac dung khong mong
mubn hay gip nhit xay ra & duong tiéu hoa (5%) va cac
phan tmg trén da xay ra t6i thiéu ¢ 2% nguoi bénh ding
thudc: ngoai ban, mun phong, ting kali mau. Cac ADR
thudng nhe nhung do6i khi xay ra rat ning c6 thé gay tu
vong nhu rbi loan tao mau, hoai tir gan, cac phan tng trén
da nghiém trong (hoai tir biéu bi nhim doc). Nguy co gip
tac dung khong mong mudn thudng ting cao ¢ bénh nhan
AIDS.

Thwong gap, ADR > 1/100

Toan than: Sét.

Tiéu hoa: Budn non, non, ia chay, viém ludi.

Da: Ngtra, ngoai ban.

It gap, 1/1000 < ADR < 1/100

Mau: Tang bach cau ua eosin, gidm bach cau, giam
bach cau trung tinh, ban xuat huyeét.

Da: May day.
Hiém gdp, ADR <1/1000
Toan than: Phan Gmg phan vé, bénh huyét thanh.

Mau: Thiéu mau nguyén hong cau khong 16, thiéu mau
tan huyét, giam ti€u cau, giam bach cau hat va gidm toan
thé huyet cau.
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Than kinh: Viém mang nao vo6 khuan.

Da: Hoai tir biéu bi nhiém doc (hoi chimg Lyell), hoi
chting Stevens - Johnson, ban dé da dang, phii mach, man
cam anh sang.

Gan: Vang da, r mat ¢ gan, hoai tir gan.

Chuyén hoa: Tang kali huyét, giam duong huyét.

Tam than: Ao giac.

Sinh duc - tiét niéu: Suy than, viém than k¢, so1 than.

Tai: U tai.

Ban do hé théng, tiéu co van va viém mang mach nho
0 bénh nhan bi nhiém HIV.

Huéng dan xir tri ADR

Dung acid folic 5 - 10 mg/ngay c6 thé tranh dugc
ADR do thiéu acid folic ma khong lam giam tac dung
khang khuan. Can cha ¥ 14 tinh trang co thé thiéu acid folic
khong duoc phan anh day di qua ndng do acid folic huyét
thanh.

Liéu cao trimethoprim trong diéu tri viém phdi do
Pneumocystis carinii gy ting dan dan kali huyét nhung
c6 thé tro lai binh thuong. Nguy co ting kali huyét ciing
xay ra & lidu thuong dung va can duoc xem xét, dic biét khi
dung ddng thoi cac thude lam ting kali huyét khac hodc
trong trudng hop suy than.

Nguoi bénh can duge chi ddn udng di nude dé tranh
thudc két tinh thanh so6i. Khong phoi ning dé tranh phan
{mg man cdm 4anh sang.
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Qua lieu va xir tri

Biéu hién: Chan an, buon nén, nén, dau dau, bat tinh.
Loan tao mau va vang da la biéu hién mudn cua dung qua
lieu. Uc ché tuy xuong.

Xu tri: Gay ndn, rira da day, su dung céac bién phap
diéu tri ho tro va diéu tri triéu ching. Bénh nhan can duoc
kiém soat cong thirc mau va nong d6 cac chat dién giai
trong mau. Néu can c6 thé thAm tach mau, tuy nhién bién
phap nay chi cho phép loai trir mot lwong trung binh thude
ra khoi mau. Thdm phan phuc mac khong hiéu qua trong
vi€c tang cuong kha nang thai trir co-trimoxazol.

Acid hoa nudc tiéu dé ting dao thai trimethoprim. Néu
c6 dau hiéu tc ché tuy, nguoi bénh can dung leucovorin
(acid folinic) 5 - 15 mg/ngay cho dén khi hdi phuc tao mau.

Twong tac thude

Dung dong thoi véi cac thude loi tiéu, ddc biét thiazid,
lam ting nguy co giam tiéu cau ¢ ngudi cao tudi.
Sulfonamid c6 thé trc ché gan protein va bai tiét qua than
cta methotrexat va vi vay giam dao thai, tang tdc dung cua
methotrexat. Co-trimoxazol dung dong thoi voi
pyrimethamin 25 mg/tudn lam ting nguy co thiéu méau
nguyén hong cau khong 16.

Co-trimoxazol trc ché chuyén héa phenytoin & gan, c6
kha nang lam tdng qud muirc tac dung cua phenytoin. Co-
trimoxazol c6 thé kéo dai thoi gian prothrombin ¢ nguoi
bénh dang dung wartfarin.

P on dinh va bio quan

Thudc dé tiém truyén bao quan & nhiét do phong (15
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- 30°C). Dung dich tiém truyén can duogc pha lodng véi
dung dich dextrose 5% ngay trugc khi tiém truyén. 5 ml
dung dich tiém (80mg trimethoprim va 400 mg
sulfamethoxazol) thuong duoc pha loang thanh 125 ml
dung dich truyén. Dung dich sau khi pha lodng thudng
kém 6n dinh va dé& hinh thanh két taa, do vdy dung dich
sau khi pha khong dugc lam lanh va nén dung ngay trong
vong 2 gid néu pha lodng thanh 75 ml, 4 gid néu pha
loang thanh 100 ml, trong vong 6 gio néu pha lodng
thanh 125 ml. Khong dung dung dich néu thay van duc
hogc két tinh.

Thudc vién va hdn dich bao quan ¢ nhi¢t do 15-30°C,
tranh anh sang.

3.2. THUOC PIEU TRI DU PHONG LAO -
ISONIAZID

Tén chung qudc té: Isoniazid
Tén viét tit: INH, INAH

Tén khac: Isonicotinic acid hydrazid,
Isonicotinylhydrazid, Isonicotinylhydrazin

Ma ATC: JO4ACO1
Tén thwong mai: Rimifon, INH
Dang thudc va ham lwong

Vién nén 300, 150, 100 va 50 mg. Sir6 50 mg/5 ml.
Ong tiém 1 g/10 ml.
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Duogc Iy va co ché tic dung

Isoniazid c¢6 tac dung diét truc khuan lao
Mycobacterium tuberculosis va cac Mycobacterium khong
dién hinh nhu M. bovis, M. kansasii do uc ché enzym
desaturase dan dén ngin can sy tong hop acid mycolic lam
mét tinh bén viing gy pha v thanh té bao. Tac dung diét
khuan ca trong va ngoai té bao cua isoniazid phy thudc vao
ndng do thudc & vi tri tén thwong va mirc d6 nhay cam cia
vi khuan dang giai doan phan chia.

Nong d6 tdi thiéu tre ché in vitro dbi véi truc khuan
lao tir 0,02 - 0,2 pg/ml.

Truc khuan lao phat trién khang thudc nhanh khi ding
isoniazid don doc dé diéu trj lao, nhung it hon néu dung
thudc v6i muc dich du phong. M. tuberculosis khang
isoniazid mic phai hodc ty nhién in vitro hoac in vivo c6 thé
do dot bién di truyén khang thude. Ty 1¢ truc khuan lao
khang isoniazid noi riéng va da khang thudc ciing nhu siéu
khang thudc ¢ Viét Nam rit cao, do vy, dé phong khang
thudc, nhat thiét phai dung phdi hop isoniazid véi 3 - 4
thudc diéu tri lao khac va tuan thi chit ché huéng din diéu
tri chuan d6i voi bénh lao.

Chi dinh
Piéu tri dw phong lao bang isoniazid:

- Ngudi 16n va tré vi thanh nién nhiém HIV di dugc
loai trir méc lao tién trién; khong phu thudc vao tinh trang
mién dich ké ca phu nit mang thai, ngudi bénh dang diéu
tri ARV va nguoi bénh di timg diéu tri lao trudc déy.

- Tré em nhiém HIV:
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Tré > 12 thang tudi: Chi dinh isoniazid cho tré da loai
trir mic lao tién trién dua vao sang loc 1am sang va khong
tiép xuc v6i nguoi mic lao. D6i voi tré c6 tiép xuc véi
nguoi méc lao, chi dinh isoniazid khi da kham va xét
nghiém loai trur lao tién trién.

Tré < 12 thang tudi: Chi chi dinh isoniazid cho tat ca
cac tré cd tiep xuc voi ngudi bénh mac lao va da dugc loai
trir mac lao tién trién.

Tat ca cic tré bi lao sau khi két thiic thanh cong diéu
tri lao: chi dinh isoniazid thém 6 thang.

Chéng chi dinh

- Chéng chi dinh tuyét ddi: ngudi bénh co tién st di
g v&i isoniazid (ngudi bénh di ting bi sét, phat ban hodc
viém gan do diéu tri bang isoniazid trudc day).

- Tri hodn diéu tri du phong isoniazid cho céc truong
hop sau:

Viém gan tién trién, xo gan, nghién ruou ning: nguoi
bénh c¢o cac tri€u chung lam sang cua viém gan (mét moi,
biéng dn, nudc tiéu sim mau, dau bung, non, budn nédn,
vang da) va/hodc co ting men gan (ALT > 5 lan chi s6 binh
thudng). Tri hodn diéu tri du phong lao bang isoniazid cho
dén khi men gan tro vé binh thudng hodc < 5 1an gi6i han
binh thuong.

R&i loan than kinh ngoai bién: nguoi bénh c6 cam giac
kim cham, t€ bi, yéu chi hodc c¢6 cam gidc dau bong rat &
cac chi. Tri hodn diéu tri dy phong isoniazid cho dén khi
ngudi bénh duogc diéu trj 6n dinh.
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Thén trong

Str dung isoniazid than trong voi bénh nhan cé tién st
co giat, roi loan tAm than, suy gan, suy than. Bénh nhan c6
nguy co cac bénh 1y than kinh hodc thiéu hut pyridoxin,
bénh nhan tiéu duong, nghién rugu, suy dinh dudng, phu
nit mang thai, hodc bénh nhan nhiém HIV nén duogc bd
sung pyridoxin véi liéu 10 mg/ngay. Néu xuét hién cac
triéu chirng viém gan nhu mét moi, chan an, non mura, vang
da... nén tam thoi ngung isoniazid.

Can kiém tra chirc nang gan trudc khi diéu tri bang
isoniazid va theo doi dac bi¢t véi bénh nhan nghién rugu
hodc trude d6 di c6 cac bénh vé gan. Nén theo dbi thuong
xuyén churc nang gan ¢ cac bénh nhan trén trong qua trinh
diéu tri bang isoniazid, ngimg sir dung isoniazid khi hoat
tinh enzym gan tang gap 3- 5 lan giéi han trén binh thuong
hodc ting ndng do bilirubin. Chi str dung lai céc thudc
khang lao khi chirc ning gan tré vé binh thuong.

V&1 nguoi suy gidm chiic nang than nang, c6 do thanh
thai creatinin dudi 25 ml/phut, phai giam liéu isoniazid,
dic biét 1a nguoi chuyén hoa isoniazid cham.

Can kiém tra chtrc ning thi giac trudc va trong khi
dung thude.

Than trong ¢ nguoi ¢6 porphyrin niéu.
Liéu lwong va cach dung
Liéu luong isoniazid:
Nguoi lon: 1 vién 300 mg/ngay
Tré em: 10 mg/kg/ngay, t6i da 300 mg/ngay
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Cach dung: Ubng 1 lan/ngdy vao thoi gian nhat dinh
trong ngay va xa bira an, t6t nhat 1a udng lac doi.

Thoi gian diéu tri: 9 thang ddi véi nguoi 16n va 6 thang
d6i véi tré em.

Thoi ky mang thai

Isoniazid di qua nhau thai nhung chua c6 bang ching
nguy co nao ddi v6i me va thai khi dung isoniazid khi
ngudi mang thai. Tuy nhién, ciing can phai than trong khi
sir dung thudc cho phy nit mang thai. Bé phong cac doc
tinh c6 thé xay ra nén bo sung vitamin B6 25 mg/ngdy
trong khi dung isoniazid.

Thoi ky cho con bu
Isoniazid qua sita va dat duoc néng do trong stra gén
bang ndng d trong huyét tuong cua me. Do vay, can theo

ddi can than gitip phat hién cac tac dung khong mong mudn
cua thuoc ¢ tré¢ dang b me.
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Tac dung khong mong mudn (ADR)

Thue té 1am sang cho thiy ti 1& bénh nhan gip tac dung
khong mong mudn chiém khoang 5% téng s6 nguoi bénh
diéu trj isoniazid. Tac dung khong mong mudn thuong gip
nhat 12 r6i loan chirc ning gan va nguy co nay ting 1én theo
tudi ngudi bénh. Ngoai ra, cac tac dung khong mong muén
khac nhu phan tmg man cam va gy viém than kinh ngoai
vi cling thuong xay ra.

Thwong gap, ADR > 1/100

Toan than: Mét moi, chan an.

Tiéu hoa: Budn non, ndn, ia chay, dau vung thuong vi.
Gan: Viém gan (vang da, vang mat, tang transaminase).

Than kinh: Viém day than kinh ngoai vi biéu hién té bi
tay hodac chan.

It gap, 1/1000 < ADR < 1/100

Mau: Giam tiéu cAu, mét bach cau hat, thiéu mau.

Mach: Viém mach.

Xuong khop: Pau lung, dau khop.

Da: Nbi ngira rat thuong gap.

Than kinh: Co giat, thay ddi tinh tinh hodc tam than.

Cac tac dung’ khac: Man cam nhu ban da,
methemoglobin huyét, bi dai, tang can, dau tai noi tiém.
Huéng din xir tri ADR

No6i chung, cac tic dung khéng mong mudn cua

isoniazid thuong mat di khi ngimg thudc. Tuy nhién ciing
c6 nhing tac dung khong mong mudn kéo dai, vi dy nhu
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truong hop viém gan. Nhitng yéu t6 nguy co 1am ting tac
dung khong mong mudn cia thudc gdm ngudi cao tudi,
nguoi bi bénh dai thao duong, suy than man, suy gan,
nghién ruou, suy dinh dudng va nguoi dang dung thude
chdng dong kinh nhu phenytoin.

Pé giam bét tac dung khong mong mudn ciia isoniazid
d6i voi hé than kinh, phai thuong xuyén dung thém vitamin
B6 hang ngay véi lidu tir 25 mg/ngay.

Qua liéu va xir tri
Dau hiéu va triéu chirng:

Budn nén, non, chong mat, néi ngong, mét dinh hudng,
tang phan xa, nhin mo, 4o thi gidc... Cac triu ching qua
lidu thuong xay ra trong vong 30 phut dén 3 gid sau khi
ding thudc.

Néu ngd doc ning, (e ché ho hap, va te ché than kinh
trung wong, ¢ thé nhanh chong chuyén tir siing so sang
trang thai hon mé, co giat kéo dai, toan chuyén hoa, aceton
nidu va tang glucose huyét. Néu nguoi bénh khong dugc
diéu tri hodc diéu tri khong triét dé, co thé tir vong.
Isoniazid gay co giat 1a do lién quan dén giam nong do acid
gamma aminobutyric (GABA) trong than kinh trung wong,
do isoniazid trc ché hoat dong cta pyridoxal - 5 - phosphat
trong nio.

X tri:
Trong xt tri qua liéu isoniazid, viéc dau tién 1a phai
dam bao ngay duy tri ho hap day du.

Co gidt c6 thé xir tri bang cach tiém tinh mach diazepam,
lorazepam hodc cac barbiturat c6 thoi gian tac dung ngén, két
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hop véi pyridoxin hydrocloridi liéu twong duong véi luong
isoniazid d3 dung. Thuong dau tién tiém tinh mach 1 - 4 g
pyridoxin hydroclorid, sau d6 ctr 30 phiit tiém bap 1 g cho t6i
khi toan bg lidu dugc ding. Néu co git van tiép dién, liéu nay
c6 thé lap lai. V6i tré em, lidu pyridoxin hydroclorid duoc
khuyén céo 1a 70 mg/kg (t6i da 5 g).

Néu cac con co giat da dugc kiém soat va qué lidu
isoniazid m&i xdy ra trong vong 2 - 3 gid thi ¢6 thé can nhic
cho bénh nhan uéng than hoat, 50 g véi ngudi 16n va 1 g/kg
v6i tré em hodc rira da day. Theo ddi khi/mau, chat dién
giai, glucose va uré trong huyét thanh. Tiém truyén natri
bicarbonat dé chdng toan chuyén hoa va nhic lai néu can.

O mot s6 ngudi bénh van con ¢ trang thai hén mé sau
khi diéu tri co giat bang diazepam va pyridoxin, thi sau
khoang 36 - 42 gid hon mé s& tiém thém 1 lidu tr3 -5 g
pyridoxin hydroclorid nita, khoang 30 phut sau, nguoi bénh
s& tinh hoan toan. Tuy nhién, néu dung pyridoxin qué liéu
thi cling co thé gay cac tac dung khong mong mudn vé than
kinh. Vi vay, phai xem xét khi dung pyridoxin dé diéu tri
co giat hoac hon mé do isoniazid.

Céc thude loi tiéu tham thau ciing phai ding cang som
cang tot dé gitp thai nhanh thudc ra khoi co thé qua than
va phai tiép tuc trong nhiéu gio sau khi cac tri¢u chimg 1am
sang da duoc cai thién dé dam bao thai hét isoniazid va
ngan chan hién tugng tai ngd doc. Theo ddi can béng dich
vao va dich ra.

Truong hop ngd doc ndng khong thé chay than nhan
tao thi dung bién phap thim phan mang bung két hop véi
ding thudc loi tiéu cudng birc. Ngoai ra phai co liéu phap
chdng thiéu oxy, ha huyét ap va viém phdi do sic.
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Twong tac thudc

Isoniazid &rc ché enzym chuyén héa mot sé thude, khi
dung két hop v6i cac thube nay c6 thé 1am ting nong do
trong huyét thanh va 1am tang doc tinh ctia thude phdi hop,
nhat 1a cac thue chdng dong kinh. Cac thude sau ddy khi
phéi hop voi isoniazid phai diéu chinh lidu: alfentanil, cac
thuéc chéng dong dan chit coumarin hodc dan chat
indandion, cac benzodiazepin, carbamazepin, theophylin,
phenytoin, enfluran, disulfiram va cycloserin.

Dung dong thoi rifampicin, acetaminophen hoic rugu
véi isoniazid co thé 1am tang doc tinh vo1 gan, dac biét o
ngudi c6 tién sir suy gan. Chuyén héa ctia isoniazid co thé
ting ¢ nhirng ngudi nghién ruou, diéu nay dan dén lam
giam hiéu qua diéu tri cua isoniazid.

Dung dong thoi isoniazid véi niridazol, cycloserin va
ethionamid c6 thé lam ting tic dung khong mong mudn
dbi voi hé than kinh, nhu co giat va rdi loan tim than.

Céc corticoid lam tang thai trir isoniazid, vi vay lam
giam néng do va tac dung cua isoniazid, dic bi¢t & nhiing
ngudi bénh chuyén héa isoniazid nhanh.

Céc thude khang acid dich vi, dic biét mubi nhom lam
giam hap thu isoniazid. Vi vay, 2 thudc nay can phai uéng
cach nhau it nhat 1 gio.

Acid aminosalicylic 1am giam tc d6 acetyl hoa cua
isoniazid nhung chua thay doi hiéu qua c6 y nghia trén 1am
sang.

Isoniazid e ché sy nhan 1én ciia BCG nén sur dung
ddng thoi véi isoniazid s& 1am giam hiéu qua phong bénh
cua vaccin.
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Isoniazid c6 tac dung tic ché enzym MAO, do vay khi
phéi hop véi cac thude tre ché tai thu hdi chon loc serotonin
hodc cac thude tac dung 1€n h¢ serotonergic nhu meperidin
lam tang nguy co xudt hién hoi ching serotonin.

Isoniazid c6 thé gay ra két qua sai xét nghiém duong
trong nudc tiéu khi dung dung dich thu dong sulfat
(Benedict’s reagent va Clinitest®).

P on dinh va bio quan

Isoniazid phai bao quan ¢ nhiét do dudi 40°C, t6t nhat
tir 15 - 30°C trong 1¢ kin, trdénh anh sang.

Dang thudc tiém nén bao quan & 15 - 30°C, tranh 4nh
sang, tranh dé dong.

Do ¢ nhiét 3o thép, isoniazid trong dung dich c6 xu
hudng hinh thanh tinh thé, nén dung dich tiém can duoc lam
am ¢ nhiét do phong gitip hoa tan tinh thé trudc khi sir dung.

3.3. THUOC PIEU TRI BENH DO NAM

3.3.1. AMPHOTERICIN B
Tén chung qudc té: Amphotericin B

Tén khac: Amfotericin, Amfotericina, Amphotericina B,
Ampbhotricinum B

Ma ATC: AO1A B04, AO7TA A07, GO1A A03, JO2A A01

Tén thwong mai: Ampholip, Amphot, Amphotret,
Fungizon (C-AMB, amphotericin thong thuong),
Amphotec, Amphocil (ABCD).
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Ambisome (L-AMB, Amphotericin dang liposom),
Abelcet (ABLC, Phuc hop phospholipid amphotericin,
amphotericin Bphospholipid complex).

Dang thudc va ham lrong

Dang thudc tiém:

Thudc bot pha tiém: 50.000 don vi (50 mg)/lo, v&i cac
thanh phan khac: Acid desoxycholic, natri phosphat, natri
hydroxyd, acid phosphoric.

Phtrc hgp amphotericin B cholesteryl sulfat dang bt
dong kho ham lugng 50 mg, 100 mg/lo

Phttc hop amphotericin B véi lipid (L-alpha
dimyristoylphosphatidylglycerol) dang hon dich 5 mg/ml,
10 ml/lg, 20 ml/lo.

Dang liposom: Bt dong khé ham lugng 50 mg, 100
mg/lo.

Dang thudc ubng;

Vién nén: 100.000 don vi (100 mg)

Hén dich, siro: 10 mg, 100 mg/ml

Ché pham dung ngoai: Thudc boi (lotio) 9 g/30 ml
Duoc Iy va co ché tac dung

Amphotericin gin vao ergosterol & mang té bao nim
1am bién doi tinh thAm gy ro ri cac chét trong té bao nam
ra ngoai nén co tac dung kim nim véi ndng d6 we ché tbi
thiéu trong khoang tir 0,03 - 1 pg/ml ddi véi da s cac loai
nam: Candida spp., Cryptococcus neoformans,
Blastomyces dermatitidis, Histoplasma capsulatum,
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Sporothrix schenckii, Coccidioides spp., Paracoccidioides
braziliensis, Aspergillus spp., Penicillium marneffei, va
MUCOrmycosis.

Thudc khéng c6 tac dung véi vi khuan, Rickettsia va
virus.

Amphotericin c6 tac dung trén don bao Leishmania
spp. va Naegleria fowler.

Amphotericin B ciing gan véi sterol, chu yéu la
cholesterol ctia ngudi nén giy ra mot sd doc tinh trén
ngudi. Dé han ché tac dung khong mong mubn, ting hoat
tinh chéng ndm amphotericin B da dugc bao ché dudi dang
liposom hodc phtrc hop véi lipid.

Chi dinh

Thudc udng (vién, hon dich) dung tai cho dé diéu tri
nhiem nam Candida albicans ¢ miéng va duong ti€u hoa.

Thudc tiém tinh mach amphotericin B thong thuong
dung diéu tri nhiém khuin ndm toan than ning do nam
Aspergillus, Blastomyces, Candida, Coccidioidesimmitis,
Cryptococcus, Histoplasma, Mucor, Paracoccidioides va
Sporotrichum.

Phong nhiém nam cho nhitng nguoi nhiém HIV.

Amphotericin dang liposom hodc phtrc hgp vdi lipid:
Chi duoc chi dinh cho nhiing truong hop da dugc didu tri
bang amphotericin B thong thuong ma bi that bai hodc
nhitng truong hgp ma amphotericin B thong thuong c6 thé
gay doc cho than hodc gay suy than hodac c6 doc tinh qua
bat thudng.

Amphotericin dang liposom dugc dugc xem la lua
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chon hang dau cho khoi dau diéu tri cho bénh nhan nhiém
HIV bi viém mang nio do Cryptococcus va bénh do nim
Penicillium marneffei.

Chong chi dinh

Man cam v&i amphotericin B hodc véi bat cir mot
thanh phan nao trong cong thirc.

Than trong
Dang uéng: Khong c6 than trong nao dac biét.

Dang tiém: Nhiéu phan tmg nguy hiém c6 thé xay ra
khi str dung dang tiém dic biét trong 30 phat dau. Do vy,
chi str dung dang tiém trong bénh vién va ngudi bénh can
duogc theo ddi chat ché chic ndng gan, than, ion kali,
magnesi mau va cong thirc mau.

Khi ure hoic creatinin huyét cao gip d6i binh thuong,
hodc ting phosphatase kiém, bilirubin va enzym gan can
ngimg thudc, hodc giam liéu cho t6i khi chirc nang gan than
tot 1én.

Tranh truyén thudc nhanh dudi 1 gio, dic biét & nguoi
bénh suy than vi gay tang kali huyét va loan nhip tim.

Tranh str dung dong thoi cac corticosteroid (trir khi can
thiét), cac thude chdng ung thu hodc khang sinh c6 ddc tinh
v6i than khi dung amphotericin B.

Truyén amphotericin chi duoc tién hanh sau khi truyén
bach cau trung tinh (néu c6 chi dinh) t6i thiéu 6 gio va véi
truyén tiéu cau it nhat 2 gio.

Liéu lwong va cach dung

Théng thudng amphotericin dugc truyén tinh mach
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nhu mot phuc hop colloid cung véi natri deoxycholat.
Ciing c6 mdt dang liposom va cac phtc hop khac cua
amphotericin dé tiém truyén khi c6 chdng chi dinh dung
amphotericin thong thuong, vi doc tinh, dac biét dbi vai
than. Trudc khi bat dau diéu trj véi bat ctr dang tiém tinh
mach ndo ctia amphotericin, phai cho mot liéu test va phai
theo ddi nguoi bénh can than trong khoang 30 phut.

Chi tiét cach tiém tinh mach va liéu lugng thay doi tuy
theo loai thudc dung. Liéu phap d6i khi phai kéo dai vai
thang tity theo nhiém khuan.

Liéu luong duoc tinh theo loai amphotericin B.

Amphotericin B thong thuong (Fungizone): Sau khi
cho lidu thim do ban dau 1 mg tiém truyén trong vong 20 -
30 pht, bit dau diéu trj véi lidu 250 pg/kg/ngay, ting dan
t6i t6i da 1 mg/kg/ngay; néu ngudi bénh rat ning, liéu co thé
can t6i 1,5 mg/kg/ngay hodc cho cach 1 ngay. Néu diéu tri
phai ngimg lau trén 7 ngay, khi bat dau tiém lai, liéu phai la
250 pg/kg/ngay va ting dan. Lidu hang ngay duoc tiém
truyén trong vong 2 - 4 gi voi ndng d6 100 pg/ml voi dung
dich glucose 5%. Co thé tiém truyén cham hon, téi 6 gio, dé
giam céc tac dung khong mong mudn tirc thi.

Amphotericin B dang liposom (4dmBisome): Sau mot
liéu thim do ban dau 1 mg tiém truyén trong 10 phut,
chuyén sang truyén lidu 1 mg/kg/ngdy, ting dan t6i lidu 3
mg/kg néu can. Liéu hang ngay duoc tiém truyén trong
vong 30 - 60 phiit vi ndng d6 200 dén 2000 pg/ml trong
dung dich glucose 5%.

Nhidm nim Cryptococcus & ngudi nhiém HIV truyén
tinh mach amphotericin B 0,7-1,5 mg/kg két hop v6i udng
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fluconazol 800-900 mg/ngay (tré em 5-6 mg/kg/ngay) x 2
tuan, sau d6 duy tri liéu fluconazol 8-10 tuan.

Nhiém Penicillium marneffei: Diéu tri tin cong:
Amphotericin B tinh mach, 0,7-1,5 mg/kg ngay trong 2
tudn; sau d6 ding itraconazol 200mg (tré em 5- 6 mg/kg)
x 2 lan/ngay lién tuc 8 tuan.

Khong can chinh lidu khi suy giam chiic ning gan.
Can giam liéu luong cho ngudi suy than.
Thoi ky mang thai

D0 an toan chua xac dinh dugc & nguo1 mang thai do
d6 chi nén dung thubc khi can nhic k¥ gitra loi ich va
nguy co.

Thoi ky cho con bu

Chua co dir liéu nghién ctru vé d6 an toan trén viéc st
dung thudc & phu nit dang cho con bu, nén khi dung thude
can phai can nhic ky.

Tac dung khéng mong muén (ADR)

Thuwong gap, ADR > 1/100

Phan tng chung: Rét run va s6t, dau dau, dau co hoac
khop.

Mau: Thiéu mau ding sic c6 thé hdi phuc.

Ti€u hoa: Pau bung, di ngoai, budn ndn, ndn, chan an.

Chuyén hoa: Réi loan dién giai, giam kali, magnesi
huyét.

Tiét niéu: Giam chtc ning than kém theo ting
creatinin va uré huyét.
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Phan tmg khéac: Viém tinh mach huyét khéi, dau ving
tiém.

Boi tai chd: Da bi kich tmg, ngua, phat ban.

It gap, 1/1000 < ADR < 1/100

Than: Ton thuwong vinh vién, dac biét & ngudi bénh
tiém truyén trén 5 g amphotericin, vo niéu.

Hiém gap, ADR < 1/1000
Phan Umg chung: Phan rng phan vé.

Maiu: Mat bach cau hat, giam ti€u cau, giam bach cau,
tang bach cau ua eosin, tang bach cau, roi loan dong mau.

Tuan hoan: Ha huyét ap, ngirng tim, rung that, loan
nhip tim.

Da: Néi dat san.

Gan: Tang transaminase.

Tiéu hoa: Viém rudt, da day, xut huyét.

Thinh luc: U tai, mt thinh luc, chong mat.

Mit: Nhin mé, hodc song thi.

Than kinh: Bénh ndo, co giat, viém than kinh ngoai
bién, bi dai sau khi tiém thudc vao khoang tiy song.
Huéng din xir tri ADR

Khi xuét hién cac phan (mg c6 hai can nging thudc,
diéu tri triéu ching. Dé giam phan tng sét, rét run, co
thé cho thudc ha sét truéc khi truyén tinh mach
amphotericin B.

bPé giam doc tinh trén than, can phai diéu trj trude tinh
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trang mat nudc hodc mat mudi & ngudi bénh trude khi
truyén amphotericin B. Tranh dung thudc loi tidu.

Néu c6 ha magnesi huyét dong thoi ha kali huyét nén
wu tién diéu chinh ha magnesi huyét trudc.

bé gidm viém tdc tinh mach, cho thém heparin vao
dung dich truyén amphotericin. Khi xuat hién thiéu méau
can nging st dung thudc. Nhung néu thiéu mau ning va
khong ngimg thude duogc, nén truyén mau va ding kém
erythropoietin cho bénh nhan.
Qua liéu va xir tri

Amphotericin qua liéu c6 thé gay ra ngimg tim, ho hap.
Néu nghi qua liéu, ngimg ding thudc va theo ddi tinh trang
nguoi bénh (chirc nang tuan hoan, ho hép, gan, than, tinh
trang mau, dién giai) va diéu tri hd tro theo yéu cau.
Amphotericin khong tham tach duoc. Trude khi diéu tri lai,
tinh trang nguoi bénh phai duge on dinh.

Twong tac thudc

Doc tinh trén than cua amphotericin B c6 thé ting 1én
khi dung cung véi aminoglycosid, cyclosporin, foscarnet,
cidofovir, cisplatin, polymycin B, vancomycin.

Corticoid, thudc loi niéu lam tang tac dung ha kali mau
cua amphotericin B.

Khi phéi hop véi digitalis, amphotericin B s& 1am ting
ddc cua digitalis do 1am giam kali mau.

Amphotericin c6 thé lam ting doc tinh cua flucytosin
do ting hap thu té bao va lam giam bai tiét ctia thudc qua
than. Amphotericin B lam tang tic dung gian co cua
tubocurarin va suxamethonium.
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Tuong ky

Khéng pha thude bot dong kho voi dung dich glucose
hodc nudec mudi. Khong thém nudce mudi hodc chit dién
giai vao dung dich thubc. Khong bao gid pha 1an véi thude
khac.

Tat ca nhimg dung dich khac véi dung dich da dé cap
& trén hodc dung dich c6 chét bao quan (nhu alcol benzylic)
déu co thé gay tia amphotericin B.

P 6n dinh va bio quan

Bot amphotericin B pha tiém can bao quan & nhiét do
tir 2-8°C, tranh 4nh sang. Dung dich dé pha thudc tiém nén
st dung dextrose 5% c6 pH > 4,2. Dung dich me sau khi
pha c6 ndng do 5 mg/ml c6 thé giit duoc 24 gio & nhiét do
phong hodc mét tudn néu bao quan trong ti lanh.

Phtic hop amphotericin B cholesteryl sulfat va dang
liposom bao quan ¢ 25°C. Dung dich di pha c6 thé bao
quan trong 24 gid ¢ 2-8°C.

Hon dich phtrc hgp amphotericin B lipid nén bao quan
2-8°C, tranh 4nh sang. Dung dich sau pha on dinh trong 48
gio ¢ 2-8°C.

3.3.2. FLUCONAZOL
Tén chung quéc té: Fluconazole

Ma ATC: DOIACIS, JO2ACO1

Tén thwong mai: Diflucan, Triflucan, flucofast,
flucomedil

Dang thudc va ham luwong
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Dang udng: Vién nén, vién nang: 50 mg, 100 mg, 150
mg, 200 mg.

Bot pha hon dich udng: 50 mg/5 ml, 200 mg/5 ml.

Dung dich truyén tinh mach, dung méi dextrose 5,6%
hodc natri clorid 0,9%: 2 mg/ml (100 ml, 200 ml).

Duoc Iy va co ché tac dung

Fluconazol thudc nhom thude chdng nam céu tric azol,
c6 tac dung do trc ché tong hop ergosterol - sterol chu yéu
ctia mang té bao nim, gay bién dbi tinh thAm cua mang té
bao dan dén rdi loan trao ddi cht, kim ham sy phat trién té
bao ndm. Céc thudc ctia nhom nay co i luc manh véi cac
enzym CYP450, trong do c6 enzym C14 alpha anosterol
demethylase lién quan dén tong hop ergosterol trong co ché
tac dung cta thude. Ai lyc cua cic azol véi CYP450 cia
ngudi yéu hon so voi ctia ndm nhung day van 1a nhém
thudc ¢o twong tic qua hé enzym nay. Trong s cic azol
thi fluconazol gay twong tac manh nhét.

Phd tac dung trén nim gom céac loai Candida,
Cryptococcus neoformans, Blastomyces dermatitidis,

Coccidioides  immitis, = Histoplasma  capsulatum,
Microsporum spp., Trichophyton spp.

Chi dinh

Diéu tri: Nhiem nam Candida & niém mac (hau-hong,
thuc quan, am dao), da va toan than (mang ndo, mau,
duong ti€t ni¢u, phoi).

Nhiém nam Cryptococcus toan than, dic biét 1a mang
nao, mau.

Dy phong: Nhiém nam Candida, Cryptococcosis,
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Histoplasmosis & nguoi suy giam mién dich (bénh nhan
HIV/AIDS).

Chong chi dinh

Man cam v¢i fluconazol hodc cac chat cung cau truc
triazol.

Réi loan chuyén hoa porphyrin cip.
Than trong

Can giam liéu khi d6 thanh thai creatinin < 50 ml/phut.
Nguy co gy doc véi gan c6 thé gip & bénh nhan réi loan
hé tao méu, suy giam mién dich hodc phdi hop véi cac
thude c6 doc tinh cao trén gan. Can gidm sat chiic ning gan
trong nhitng trudng hop nay hoic khi ding fluconazol lidu
cao kéo dai. Ba ghi nhan duogc truong hop kéo dai khoang
QT va xoén dinh.

Liéu lwong va cach dung

Cach dimg: Udng hodc truyén tinh mach, 1 lan/ngay.
Téc do truyén khong dugc vugt qua 5-10 ml/phut, thoi gian
truyén trong 10-30 phut.

Do sinh kha dung duong udng xap xi dudng tinh mach
nén liéu ubng va truyén tinh mach twong duong. Chi nén
truyén khi bénh nhan khong udng duoc.

- Nhiém nam Candida:

Piéu tri:

Candida niém mac (mi¢ng, thuc quan):

Nguoi lon: 200 - 300 mg/ngay % 7 - 14 ngay.

So sinh dudi 2 tuan tudi: 3-6 mg/kg trong ngay dau,



CAM NANG HUONG DAN SUDUNG THUOC BIEU TRIHIV/AIDS | 225

tiép theo 3 mg/kg cach nhau 72 gio.

So sinh 2-4 tuan tudi: 3-6 mg/kg trong ngay dau, tiép
theo 3 mg/kg cach nhau 48 gio.

Tré tir 1 thang dén 12 tudi: 3-6 mg/kg trong ngay dau,
tiép theo 3 mg/kg/ngay x 7-14 ngay.

Tir 12-18 tudi: 50 mg/ngay (100 mg/ngay néu bénh
nang) x 7-14 ngay.

Candida sinh duyc: 150 - 200 mg, uéng mét lidu duy
nhat. Néu ngudi bénh suy giam mién dich thi c6 thé dung
lidu cao kéo dai hon. Céc thudc chdng ndm khac cing
nhom azol c6 thé dugc dung thay thé, dic biét 1a dang dit
am dao (cho phu ni¥).

Candida toan than: Liéu 400 - 800 mg/ngay (6- 12
mg/kg) trong viém mang nio do Candida. Liéu 50 - 200
mg/ngdy trong viém mang bung, viém duong tiét niéu.
Diéu tri dén khi hét triéu chimg va mau cdy bénh phim am
tinh.

Du phong:

Cho nhiing truong hop nhiém nidm & bénh nhéan suy
giam mién dich: 50 - 400 mg/ngay.

- Nhiém nam Cryptococcus neoformans toan than
(Viém mang ndo, nhiém trung huyét):

Piéu tri:

Phac dd wu tién: Ampbhotericin B tiém tinh mach 0,7 -
1 mg/kg/ngay két hop vai fluconazol 800 - 900 mg/ngay
(12 mg/ngay, t6i da 900 mg/ngay), it nhit 8 tuan cho tdi
khi két qua cdy bénh pham am tinh.
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Phéc d thay thé (khi khong c6 hodc khong dung nap
amphotericin B): 800 - 900 mg/ngay (12 mg/ngay, téi da
900 mg/ngay) x 2 tuan, sau d6 400 - 450 mg/ngay (hodc 6
mg/kg/ngdy), it nhat 8 tuan cho t&i khi két qua ciy bénh
pham am tinh.

Tré em 5 - 6 mg/kg/ngay.
Du phong:

Néu sang loc khang nguyén Cryptococcus neoformans
(CrAg) duong tinh va nguoi bénh khong co tri¢u chung:
800 - 900 mg/ngay (hodc 12 mg/kg/ngay, tdi da 900
mg/ngay) x 2 tuan, sau d6 400 - 450 mg/ngay (hoic 6
mg/kg/ngay) x 8 tuan, duy tri 150 - 200 mg/ngay trong it
nhét 6 thang cho téi khi CD4> 200 té bao/mm?. Tré em tir
1 thang - 18 tudi: 6 mg/kg (t6i da 200 mg) mdi ngay.

Liéu cho bénh nhan suy than:

Hiéu chinh liéu khi d6 thanh thai creatinin < 50
ml/phut: giam 50% lidu khuyén cao hodc gidn khoang cach
dua thube dén 48 gio (2 ngay/lan).

Ngudi bénh phai loc mau: néu chire ning than binh
thudng, gitt 100% lidu va tiém sau mdi lan loc. Thoi gian
khong loc: giam 50% liéu khi d¢ thanh thai creatinin < 50
ml/phut.

Thoi ky mang thai

C6 bang ching vé di dang ¢ tré so sinh khi sir dung
thudc lidu cao (400 - 800 mg/ngay) trong 3 thang dau thai
ky. Tuy nhién véi liéu thap va dung ngit quing thi chua c6
dir liéu day du. Do d6 chi dung khi loi ich vuot trdi nguy
co.
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Thoi ky cho con bu

Ty I¢ :[huéc vao sita me khoang 80% so Vé”i nong do
trong huy’ét tuong. Tuy rrlhién ddc tinh cua thudc trén tré
bl:rl me thap. Can can nhac loi ich/nguy co khi st dung &
do1 tuong nay.
Tac dung khong mong mudn (ADR)

Thuong gap ADR> 1/100

Tiéu héa: Budn non, dau bung, ia chay.

Thén kinh: Pau dﬁu, chong mat.

It gap 1/1000 < ADR< 1/100

Gan: Tang enzym gan (c6 thé do thudc hodc bénh phdi
hop).

Da: Ban do, ngua.

Hiém gdp ADR <1/1000

Da: Rung 16ng, hoai tir biéu bi nhiém doc (TEN) hoic
hdi chiig Stevens-Johnsons (SJS). Phan tng da nghiém
trong thuong gap ¢ bénh nhan AIDS.

C6 thé gap hoai tir gan, bt san tay hodc sdc phan vé de
doa tinh mang.

Khong ro ty lé:
Ha kali mau, giam bach cAu, tiéu cau.
Huéng din xir tri ADR

Theo ddi chirc ning gan, dic biét khi dung liéu cao
hodc ¢ thude phéi hop doc voi gan. Gidm sat chat ché khi
diéu tri cho bénh nhan nhiém nam toan than, dic biét 1a c6
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suy giam mién dich vi ty 1& gdp ADR cao hon. Ngimg
thube néu gdp cac di ung da nghiém trong nhu SJS, TEN,
d4u hiéu nhiém doc gan, bAt san tuy hoac sbc phan vé.

Qua lieu va xir tri
Thong tin vé qua liéu fluconazol con han ché. Néu xay

ra qua liéu, can xtr tri cac dau hiéu de doa tinh mang nhu
cap ctru thong thuong.

Thubc c6 thé duoc loai trir do loc mau hodc thAm phan
phtc mac.

Twong tac thude

Céc tuong tac do trc ché CYP450 ciia fluconazol, dan
dén ting nong do6 va ting doc tinh thubc phdi hop:
ciclosporin, midazolam, nevirapin, zidovudin, amitriptylin,
phenytoin, rifabutin, sulfonylure ha dudng huyét, cac
NSAID tc ché chon loc COX-2 (celecocib), warfarin,
cisaprid, do d6 khuyén cdo khong phdi hop hoic thay thude
phéi hop khong giy tuong tac.

Céc tuong tic do thubc phdi hop giy cam tng
CYP450, gay giam ndng do fluconazol, giam tac dung
chéng ndm: rifampicin, rifabutin, carbamazepin, do d6 can
theo ddi ndng d¢ itraconazol va hiéu chinh liéu. Luu y khi
diéu tri viém mang ndo do nam vi c6 thé tai phat.

P 6n dinh va bio quan

Dang vién va bot pha hon dich: Bao quan ¢ nhiét d6 <

30°C. Hon dich sau khi pha bao quan & nhiét do tir 5°C -

30°C, c6 thé dugc 14 ngay, sau thoi gian d6 can d6 bo thude
con lai.
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Dich truyén dong chai thity tinh bao quan & nhiét do
5°C - 30°C trong 24 thang, chai nhua bao quan ¢ 5°C - 25°C
trong 18 thang, theo ngay san xuat ghi trén nhan.

3.3.3. ITRACONAZOL
Tén chung qudc té: Itraconazole
Ma ATC: J02AC02

Tén thwong mai: Canditral, Eurotrancon, Itranstad,
Kupitral, Sporal, Sporacid, Sporanox

Dang thudc va ham lwong

Dang udng: Vién nang 100 mg, dung dich 10 mg/ml
(150 ml).

Dung dich truyén tinh mach: Lo 10 mg/ml (250 mg).
Dugc Iy va co ché tac dung

Itraconazol c6 cung cau trac azol nhu ketoconazol,
fluconazol nén c6 co ché tac dung twong tu. Phé tac dung
rong hon céc thude ciing nhoém azol, bao gom: Aspergillus
spp., Blastomyces dermatitidis, Candida spp., Coccidioides
immitis, Cryptococcus neoformans, Epidermophyton spp.
Histoplasma capsulatum, Sporothrix spp., Trichophyton
spp., Penicillium marneffei.

Ngoai tac dung chéng nim, itraconazol con cé tac
dung chdng mot sb sinh vat don bao nhu Leishmania spp.

it gap khang thudc véi itraconazol nhung da gip khang
chéo véi ketoconazol, fluconazol.
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Chi dinh

Bénh do ndm Candida & héu-hong, am ho-am dao,
nam da (than, dui, dau).

Bénh do ndm Aspergillus khong dung nap hodc tai phat
sau khi dung amphotericin B.

Bénh do nam Histoplasma, Blastomycosis, bao gom
nam phoi, nam rai rai khong & mang nao.
Bénh do nam Penicillium marneffei (da, phoi, mau).

S6t do giam bach cau & bénh nhan nghi ngd nhiém
nam, khi phac d6 thong thuong khong cé hiéu qua nhung
can xac dinh do nhay cam trude khi dung thude.

Chong chi dinh

Man cam vdi itraconazol hodc cac chat cung cau tric
triazol. Porphyrin cap. Bénh gan tién trién.

Than trong

Can theo ddi chirc ning gan trudc va trong qua trinh
diéu tri, ddc biét ¢ nhitng bénh nhan dung thude kéo dai
trén 1 thang, phdi hop véi cac thude ¢ doc tinh cao trén
gan, cé tién str mic bénh gan. Bdo voi bénh nhan céc dau
hiéu dé phat hién sém ddc tinh trén gan nhu chan an, mét
moi, dau bung, nudce tiéu sim mau. .. Ngimg diéu tri néu c6
dau hiéu vé doc tinh trén gan.

Can giam sat chit ché chirc ning than. Khong dung
dang truyén tinh mach khi d§ thanh thai creatinin < 30
ml/phut.

Khong nén dung cho bénh nhén suy tim trir khi khong
c6 thude thay thé.
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Nhiing truong hop giam acid dich vi (c6 thé gip ¢ bénh
nhan AIDS), hap thu itraconazol s& bi giam. Trudng hop
nay nén str dung cac dd udng c6 acid nhu coca-cola, nudc
ép trai cdy dé tang hap thu thudc.

Cén 4p dung bién phép tranh thai véi phu nit dang tudi
sinh d¢é vi c6 nguy co gay quai thai trén dong vat thi
nghiém.

Liéu lwong va cach dung
Cach dung

Dang dung dich vu tién cho nhim nam hau-hong. Do
sinh kha dung dang dung dich tot hon vién nang nén c6 thé
ding thay thé néu diéu tri bang vién nang khong dat yéu
cau; tuy nhién c6 thé gip nguy co qua liéu, do d6 can giam
sat ndong do thudc trong mau.

Vién nang uéng khi an con dung dich uéng khi déi dé
tang hap thu thudc. Thudc udng mdi ngay 1 1an hodc chia
2 1an néu liéu cao.

Dang truyén tinh mach phai duoc pha lodng bang 50
ml nude mudi sinh 1y 0,9% va dugc truyén trong 60 phut.

Liéu lwong

Nguwoi lon:

Candida hau-hong (Uu tién fluconazol): 200 mg/ngay
trong 14 ngay. Nén dung dang dung dich, sau khi ubng giit
thudc khap khoang miéng va khong udng nudc trang
miéng.

Candida am ho-am dao (Uu tién fluconazol): 200
mg/ngay x 3 ngay hodc 200 mg/lanx 2 lan/ngdy x 1 ngay.
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Aspergilosis  (Uu tién voriconazol): 200 mg x 2
lan/ngay.

Blastomycosis: 200 mg x 1 - 2 lan/ngay. Diéu tri khoi
dau bang amphoterricin B.

Coccidioidomycosis: 200 - 400 mg x 2 1an/ngay.

Cryptococosis (Uu tién fluconazol): 200 mg x 2
lan/ngay trong 8 tudn, sau d6 duy tri 200 mg/1an/ngay.

Viém mang ndo do Cryptococcus khong dung nap
fluconazol: 200 mg x 1 lan/ngay trong dot duy tri sau 2
tuan diéu tri bang amphotericin B.

Histoplasmosis: khoi dau 200 mg/lan x 3 lan/ngay
trong 3 ngay, duy tri 200 mg x 2 lan/ngay trong 8 thang.
Amphotericin B dugc dung diéu tri khoi dau néu tinh trang
nghiém trong.

N4m méng: 200 mg/lan/ngdy x 3 thang hoic diéu tri
cach quang: 200 mg x 2 1an/ ngay trong 7 ngady, nghi 21
ngay dung tiép 1 dot cho nAm méng tay va 2 dot cho nam
mong chan.

Penicillinosis: 200 mg x 2 lan/ngay + amphotericin B
0,7 mg/kg trong 1-2 tuan; sau d6 ngimg amphotericin B
tiép tuc itraconazol liéu nhu da dung.

Diéu tri theo kinh nghi¢ém & bénh nhan giam bach
cau trung tinh, c6 s6t: khoi dau truyén tinh mach 200 mg
x 2 lan/ngdy trong 2 ngay, tiép theo udng 200 mg moi
ngay khoang 14 ngay dén khi hét triéu chimg 1am sang.
D¢ an toan khi dung kéo dai qua 28 ngay chua dugc xac
dinh.

Tré em:



CAM NANG HUONG DAN SUDUNG THUOC BIEU TRIHIV/AIDS | 233

Candida hau-hong:

1 thang dén 12 tudi: 3-5 mg/kg/ngay, toi da 100
mg/ngay (200 mg & bénh nhan AIDS hodc giam bach cau
trung tinh). Dot diéu trj 15 ngay.

12 dén 18 tudi: 100 mg/ngay (200 mg & bénh nhan
AIDS hoic giam bach cau trung tinh). Dot diéu tri 15 ngay.

Histoplasmosis:
1 thang dén 18 tudi: 5 mg/kg, t6i da 200 mg/ngay.

Céc loai nam khac: Chua du dir li¢u vé hiéu qua va an
toan trén tré em.

Du phong nhiém nam ¢ bénh nhan giam bach cau
trung tinh:

1 thang dén 18 tudi: 5 mg/kg, toi da 200 mg/ngay.
Thoi ky mang thai

Chua du dir liéu vé do an toan trén phu nit ¢ thai. Chi
dung trong truong hop khong c6 thude thay thé va khi loi
ich vuot tri nguy co.
Thoi ky cho con bu

Thudc it phan bd vao sita me nhung do doc tinh cua
thudc cao nén nha san xuat khuyén khong nén cho con ba
khi diéu tri.
Tac dung khong mong mudn (ADR)

Thuong gap ADR > 1/100

Tiéu hoa: Budn non, non, dau bung, chan an, déy bung.

Than kinh: Choéng mat, dau dau.
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Da, man cam: Ban do, ngua, phu mach.
It gap 1/1000 < ADR < 1/100

Da, man cam: Ban do, ngtra, hoai tir biéu bi nhiem doc,
phu mach.

Gan: Tang transaminase.

Noi tiét: RSi loan kinh nguyét, r6i loan cuong duong.
Hiém gip ADR < 1/1000

Mau: Ha kali mau, giam tiéu cau.

Than kinh: Di cam, giam thinh lyc.

Tim mach: Suy tim, phu ngoai vi.

Da, man cam: Hoi ching Stevens-Johnson (SJS), hoai
ttr biéu bi nhiém doc (TEN), sbc phan v¢.

Khi dung liéu cao kéo dai: Suy thuong than, viém gan
nang.

Huéng din xir tri ADR

Dinh ky theo ddi chiic ning gan, dic biét khi dung liéu
cao kéo dai hodc phdi hop véi cac thude c6 ddc tinh trén
gan. Ngimg thudc khi enzym gan ting cao, c6 dau hiéu doc
tinh trén gan, gip phan tng man cam nhu STS, TEN hoic
sdc phan vé.

Qua liéu va xir tri

Chura c6 thong tin vé qué lidu. Khong c6 thude giai doc
dic hiéu. Thude khong loai trir duoc khi loc méu hodc tham
phan phiic mac. Xir tri ngd doc (néu gip) nhu cap clru
thuong quy.
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Twong tac thudc

Céc tuong tac khi st dung itraconazol kha phuc tap,
trong do tuong tac qua h¢ enzym CYP450 la quan trong
nhat. Xir tri tiy thudc tinh hinh: ¢6 thé khong duoc phdi
hop hodc néu can phdi hop thi phai giam sat chit ché triéu
ching 1am sang va can 1am sang; néu tim dugc thude thich
hop cing nhém khong giy tuong tac 1a 1y twong nhat. Sau
day 1a mot s6 phdi hop dang luu y:

- Cdc tuwong tdc do kim ham CYP450, gdy ting nong dé
thudc phéi hop dan dén tang déc tinh:

Benzodiazepin (diazepam, midazolam...): Lam tang
tac dung trc ché TKTW; do d6, khuyén céo khong phdi hop
hodc thay bang thudc khong giy twong tac (oxazepam,
lorazepam).

Thudéc ARV (maraviroc): Khuyén céo giam liéu
maraviroc con 150 mg, 2 1an/ngay.

Thudc chéng dong mau lam ting higu qua clia warfarin
nhung giam hiéu qua cua clopidogrel; do d6, khuyén cdo
khong phéi hop hodc giam sat gia tri INR.

Thudc chdng loan nhip tim (quinidin, dofitilid) hoac
thudc ¢6 tac dung phu gay loan nhip tim (erythromycin,
clarithromycin, cisaprid); do d6, khuyén cao theo ddi dién
tam d6 va khong phdi hop véi cisaprid.

Thudc chen kénh calci (nifedipin, amlodipin,
nisoldipin, verapamin, diltiazem) lam tdng nguy co phu va
suy tim; do d6, can theo ddi chat ch& hodc hiéu chinh lidu
thudc chong tang huyét ap, khong phdi hop véi nisoldipin.

Céc statin 1am ting ndng do statin giy ting nguy co
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tiéu co van; do do, khuyén cao khong phdi hop hoic thay
bang thudc khong giy tuong tac (rosuvastatin).

Thudc ha dudong huyét nhoém sulfonylure (glimepirid,
glipizid, glyburid) lam ting nguy co tut dudng huyét qua
muc; do do, can theo ddi chit ché.

Alcaloid cya 16a mach lam tang nguy co co mach
ngoai vi; do d6, khuyén cao khong phdi hop.

- Cdc twong tac do thay doi do pH dich vi, lam giam
hdp thu itraconazol:

Thubc khang histamin H, (cimetidin), thudc tc ché
bom proton (omeprazol, esomeprazol), thuc khang acid
dich vi, didanosin (do ta duoc trong vién): khuyén céo thay
thudc chéng nidm hodc gidn cach khoang cach udng thube
néu co thé.

- Ngoai cac twong tac trén, ndng do itraconazol co thé bi
giam khi ding dong thoi véi cac chat cam tmg enzym nhu
rifampicin, rifabutin, phenobarbital, carbamazepin hodac tang
khi phdi hgp véi mot s6 thude ARV cé chat trc ché protease
(darunavir/ritonavir - DRV/r, fosamprenavir/ritonavir -
FPV/r)...; do d6, can giam sat ndng do thude trong mau va
hiéu chinh liu khi can. Cha ¥ doc tinh cta thuéec ARV vi ¢6
thé gap ting nong do6 PI do itraconazol.

Do on dinh va bao quan

Ca 3 dang bao ché déu co thé duoc bao quan o nhiét do
tir 15 - 25°C, noi kho rao, tranh anh sang. Dung dich udng
khong dugc dong bang.

Dich truyén sau khi pha bao quan ¢ 2 - 8°C hodc &
nhi¢t dd phong, trdnh anh sang, trong tdi da 48 gio.
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3.4. THUOC PIEU TRI BENH DO VIRUS -
ACICLOVIR

Tén chung qudc té: Aciclovir, Acyclovir
Tén viét tit: ACV
Ma ATC: JOSABO1, D06BB03, SO1ADO03

Tén thwong mai: Zovirax, Kimivir, Mibeviru, Herpex,
Mediclovir

Dang thudc va ham lwong
Vién nang: 200 mg; Vién nén: 200 mg, 400 mg, 800 mg.
Hon dich uéng: 200 mg/5 ml, 4 g/50 ml, 5 g/125 ml.

B0t pha tiém (truyén tinh mach): 1 g, 500 mg, 250 mg
aciclovir natri (liéu tinh theo dang base: 1,1 g aciclovir natri
~ 1 g aciclovir base).

Dang boi ngoai: kem boi da va niém mac 5% ; md tra
mat 3%.

Dugc Iy va co ché tac dung

Aciclovir c6 tac dung trén virus Herpes simplex (HSV)
typ 1 va 2 va trén virus Varicella zoster (VZV). Tac dung
ctia thudc chi thé hién khi aciclovir duoc chuyén véo trong
té bao virus, tao thanh dang triphosphat c6 hoat tinh. Qua
trinh phosphorin hoa lan luot qua 3 giai doan: chuyén thanh
monophosphat nhd thymidin kinase, rdi tiép tuc nhd enzym
catalase thanh diphosphat va triphosphat. Aciclolvir
triphosphat s& trc ché hoat dong cia ADN-polymerase, tir
d6 trc ché tong hop ADN va ngin can sy nhan 1én cua
virus. Aciclovir ¢6 tinh chon loc cao trén té bao vat chu bi
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nhiém, it anh huong dén té bao vat chu lanh. Hoat tinh dat
duoc 6 muc né)ng dd diéu tri 1an luot theo d6 manh 1a HSV-
1 >HSV-2>VZV.

Aciclovir cling ¢o6 tac dung trén virus Eipstain-Barr
(EBV) va Cytomegalovirus (CMV) nhung ¢ mtc d kém
hon do tac dung theo co ché khac.

Aciclovir khong c6 tac dung trén virus ¢ giai doan tiém
an nhung c6 bang chung cho thay thudc trc ché & giai doan
tai hoat dong sau giai doan nghi cua HSV.

Khang thudc co thé do dot bién & ADN-polymerase (vi
tri gén thudc). Da gip khang chéo vdi mot s6 thude khang
virus khac nhu ganciclovir, brivudin.

Chi dinh
Herpes simplex - HSV:

bicu tri HSV ¢ da va niém mac (tiéu hoa, sinh duc),
nao-mang nao, mat, ca giai doan khoi dau va tai phat.

Dy phong HSV ¢ bénh nhan suy giam mién dich.

Variscella zoster - VZV (gay bénh zona va bénh thuy
dau):

Thuy ddu:

Diéu tri VZV & bénh nhén suy giam mién dich dé giam
murc d6 ton thuong, giam su hinh thanh mun béng nudc
moi, nhanh 1ién seo va rit ngan thoi gian bi bénh.

Du phong thuy dau ¢ tré so sinh khi ngudi me bi bénh
5 ngay trudc hodc 2 ngay sau khi sinh.

Zona:

biéu tri VZV trén da va niém mac ¢ bénh nhan suy
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giam mién dich dé giam mirc d6 ton thuong, dic biét la
cac ton thuong than kinh (di cam, loan cam hodc tang cam
giac kich thich), giam dau, giam sbt va ngan ngira ton
thuong mai.

Du phong zona mét & tré so sinh khi nguoi me bi bénh.
Chong chi dinh

Man cam voéi aciclovir.
Thén trong

Theo doi chat ché chuc nang than va chuc nang hé
tao mau.

Phai bu du nudc, dac bi¢t & bénh nhéan suy than, dung
lidu cao va khi dung dang truyén tinh mach.

Hiéu chinh lidu & bénh nhan suy than (xem Liéu lirgng).

Liéu lwgng va cach dung
Cach dung

Vién nén, vién nang hoic hon dich: Gio uéng thude
khong phu thugc bira an.

Dang b6i ngoai (m& hoac kem), boi trén da va niém
mac sinh duc (dm dao, duong vat), khong dugc boi 1én mit,
khoang miéng, niém mac miii. Dang tra mét co ky hiéu tra
mat trén vo hop.

Dich truyén tinh mach duoc pha lodng trude khi truyén
theo 2 giai doan: Ban dau tao dung dich me v6i dung moi
1a nude cat pha tiém hodc nuéc mubi sinh 1y 0,9%: 10 ml
cho 250 mg hodc 500 mg. Sau d6 can tiép tuc pha lodng
bang cach thém vao dung dich me 50 ml -100 ml nudc
mudi sinh 1y 0,9% hodc glucose 5% dé c6 nong do < 5
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mg/ml (0,5%), truyén trong 60 phut.

Pé tranh qua liéu, lidu cho nguoi béo phi duoc tinh
theo can nang ly tudng (IBW).

Liéu lwong

Herpes simplex- HSV:

Ubng:

Ngudi 16n: 200 mg/lan x 5 lan/ngay x 5-10 ngay. Liéu
gap d6i & bénh nhan suy giam mién dich.

Tré em:

Tir 1 thang - 1 tudi: 100 mg/lan x 5 lan/ngady x 5 ngay
(kéo dai hon néu ton thuong chua lanh hoan toan). Sir dung
lidu gap doi & bénh nhan suy giam mién dich.

Tir 2 tudi - 17 tudi: Nhu lidu ngudi 16n.

Truyén tinh mach: Ding trong giai doan bénh ning
ho#c & bénh nhan suy giam mién dich.

Nguoi lon: 5 mg/kg cach nhau 8 gio x 5 - 7 ngay. Viém
mang ndo: 10 mg/kg, t6i thiéu 10 ngay cho dén khi cdy dich
mang nao am tinh.

Tré so sinh - 2 thang tudi: 20 mg/kg cach nhau 8 gio,
trong 14 ngay; viém mang ndo phai dung tbi thiéu 21 ngay
cho dén khi cdy dich mang ndo 4m tinh.

Tir 3 thang - 11 tudi: 250 mg/m? da cach nhau 8 gio,
trong 5 ngay. Viém mang ndo: 500 mg/m? da cach nhau 8§ gio,
tdi thiéu 21 ngay cho dén khi cay dich mang nio 4m tinh.

Ttr 12 tudi - 17 tudi: nhu lidu nguoi 16n.

Tai cho:
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Boi/tra mat ngay khi c6 ton thuong, liéu nguoi 16n va
tré em nhu nhau.

Boi 5 lan/ngay cach nhau 4 gio, trong 5 - 10 ngay; Tra
mat 1 cm mdi mat x 5 ngay, kéo dai it nhat 3 ngay sau khi
ton thuong lanh hoan toan. Khong dung qua 1 thang sau
khi m& hop.

Dy phong HSV ¢ bénh nhan suy giam mién dich:

Ngudi 16n: 200 - 400 mg/lan x 4 lan/ngay.

Tré em 1 thang - 1 tudi: 100 - 200 mg/lan x 4 lan/ngay.

Ttr 2 tudi - 17 tudi: Nhu liéu ngudi 16n.

Variscella zoster - VZV:

Piéu ti:

Nguoi lon:

Udng, 800 mg x 5 lan/ngay x 7 ngay. Bénh nhén suy

giam mién dich: ctng liéu trinh nhung kéo dai thém 2 ngay
sau khi ton thuong déng vay.

Truyén tinh mach: 5 mg/kg cach 8 gio x 5 ngay. Bénh
nhan suy gidm mién dich hoic viém mang ndo: 10 mg/kg
cach 8 gio x 10 - 14 ngay.

Tré em:

Ubng:

Ttr 1 thang - 1 tudi: 200 mg x 4 1an/ngdy x 5 ngay.
Tir 2 - 5 tudi: 400 mg x 4 lan/ngay x 5 ngay.

Tir 6 -11 tudi: 800 mg x 4 lan/ngdy x 5 ngay.

Tir 12 - 17 tudi: 800 mg x 5 1an/ngay x 7 ngay.
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Bénh nhan suy giam mién dich: Cung liéu trinh trén
nhung kéo dai thém 2 ngay sau khi ton thwong dong vay.

Truyén tinh mach (cho viém mang nio do VZV):

Tré so sinh - 2 thang tudi: 10 - 20 mg/kg, cach nhau 8
gi0 x 14 ngay. Du phong sau sinh: 10 mg/kg, cach nhau 8
gio cho dén khi test huyét thanh khang dinh virus am tinh.

Ttr 1 thang - 2 thang tudi: Nhu liéu ¢ tré so sinh.

Tir 3 thang - 11 tudi: 500 mg/m? da, cach nhau 8 gior x
10 - 14 ngay.

Tir 12 - 17 tudi: 10 mg/kg, cach nhau 8 gid x 10 - 14 ngay.

Céc liéu trinh trén duoc kéo dai hon néu dung cho bénh
nhan suy giam mién dich.

Dy phong nhiém HZV sau sinh:

Dung cho tré so sinh: Truyén tinh mach, 10 mg/kg cach
nhau 8 gid cho dén khi test huyét thanh khang dinh virus
am tinh.

Liéu & bénh nhén suy thin:

Do thanh thai Liéu ) Liéu dwdng truyén
creatinin ml/phut dwong uong tinh mach
50 - 80 200-800 mg cach | 5-10 mg/kg cach
nhau 6-8 gio nhau 8 gio
2550 200-800 mg cach | 5-10 mg/kg cach
nhau 8-12 gio nhau 12 gio
10 - 24 200-800 mg cach | 5-10 mg/kg cach
nhau 12-24 gio nhau 24 gio
<10 200-400 mg cach | 2,5-5 mg/kg cach
nhau 24 gio nhau 24 gio
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Truong hop phai tham phan phiic mac: truyén tinh
mach 2,5-5 mg/kg, cach nhau 24 gid (sau tham phén).

Loc méu dong mach-tinh mach lién tuc (CAVHD): 3,5
mg/kg/ngay (sau loc).

Loc mau tinh mach-tinh mach lién tuc (CVVHD): 5-10
mg/kg/ngay (10 mg/kg/ngay véi VZV va nhiém nam & than
kinh trung wong).

Thoi ky mang thai

Chua biét v& tac dung c6 hai cua aciclovir trén bao thai.
Chi dung khi can nhéc loi ich vuot troi nguy co.

Thaoi ky cho con bu

Thudc qua sita me khi dung dudng toan than nhung
chua théy tac hai trén tré bl me. Tuy nhién can than trong
khi dung trong thoi gian nudi con bang sita me.

Tac dung khéng mong muén (ADR)

Thuong gap, ADR > 1/100

Dang tai chd: Pau, rat va viém tai chd.

Dang truyén: Pau va viém tai chd tiém.

Dang uéng: Buon ndn, ndn, dau bung, chan an.

Than kinh: Pau dau, mat ng.

It gap, 1/1000 < ADR < 1/100

Than: Suy than cép va ting creatinin méau, két tia thude
& 6ng than trong truong hop truyén qua nhanh hodc/va
khong bu du nudc.

Da-niém mac: Ban dd, ngura, loét cho tiém, viém mi mat.
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Gan: vang da, tang transaminase, viém gan.
Hiém gdp, ADR < 1/1000

Than kinh-tAm than: Kich dong, hoang hdt, hoang
tuong, co giat (dac biét khi suy than).

Mau: Thiéu mau, giam bach cau, giam ti€u cau.
Da va man cam: Ban dé, phu mach, sot.
Huwéng dan xir tri ADR

C6 thé xir tri cac tridu chimg nhu quy trinh xtr tri ADR
thong thuong. Néu gip phan tng di tng kém theo sét, dau
khop, can ngimg ngay thudc dé tranh phan ing qua min
tram trong. Cac phan tmg tram trong trén than kinh hay gip
& bénh nhan suy giam chirc nang than, do d6 can theo ddi
churc nang than va tinh trang mat dich ngoai bao. Can bu du
nude trude khi dung thude, dic biét khi dung dang truyén
tinh mach. Khong truyén qua nhanh.

Qua liéu va xir tri

D3 gip qua lidu khi dung > 20 g dudng udng. Qua liu
duong tinh mach gip khi truyén qua nhanh hoic khi khong
bu du nudce. Biéu hién qua liéu 1a ting ure nitrogen mau
(BUN)), creatinin huyét thanh va hau qua 1a suy than. Cac
biéu hién 1am sang hay gip lién quan dén triéu chung trén
TKTW nhu kich dong, co giat, hon mé... Khi néng do tai
than > 2,5 mg/ml, két tua aciclovir c6 thé xay ra tai 6ng
than, gy suy than cap, vo niéu. Truong hop nay can phai
loc mau cho dén khi chire nang than tr¢ lai binh thuong.
Nong d6 aciclovir ¢6 thé giam duoc 60% sau 6 gid loc
méu. Khong co dit lidu vé tham phan phiic mac va khong
ap dung bién phéap nay dé loai trir thude.
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Twong tac thudc

Tuong tac thude chi xay ra khi dung thube dudong toan
than.

Tuong tac gdy ting doc tinh trén than khi phdi hop véi
thudc cing tac dung phu (foscarnet, methotrexat); do do,
can theo dbi chtre niang than va bu da nudc.

Zidovudin: Tang doc tinh trén TKTW ({rc ché, ngu
lim); do d0, can giam sat chat ché.

Probenecid: Bai xuit aciclovir giam do bi probenecid
canh tranh chat mang tai dng than, gy ting ndng do
aciclovir trong huyét thanh; do d6, can giam sat chit ché.

Interferon: Hiép dong tac dung trén HSV-1 nhung y
nghia 14m sang chua rd. Hiép dong tac dung doc trén than;
do d6, can than trong va theo ddi chirc nang than.

Thudc chong ndm amphotericin B va ketoconazol:
Tiang tac dung chdng virus cua aciclovir nhung ¥ nghia 1am
sang chua 0.

Twong ky,

Dich truyén aciclovir twong ky véi foscarnet, mau,
dich truyén protein, dung dich keo.

P on dinh va bio quan
Bao quan ¢ nhi¢t do 15 - 25°C, tranh 4m va anh sang.

Dang dich truyén tinh mach: Dung dich sau khi pha
1an 2 dé truyén bao quan & nhiét d6 25°C duoc 24 gio.
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SU DUNG THUGC BIEU TRI HIV/AIDS § MOT
s0 DOI TUONG DAC BIET

ac thubc ARV duoc st dung cho ngudi nhiém
‘ HIV moi lta tudi véi muc dich diéu tri vi stic
khoe cua ngudi nhiém va ngan ngira lay truyén
HIV trong cong dong. Phan 16n nguoi nhiém HIV dung
nap duoc diéu tri tot, khong doi hoi phai thay doi phac do
chuan hodc diéu chinh liéu. Tuy nhién, mot s6 nhom ddi
tuong c6 nhitng dac diém co thé dic biét co thé tang su
nhay cam ddi voi thude hodc ¢6 cac dic diém chuyén hoa
dac bié¢t, doi hoi phai c6 su can nhic riéng vé lua chon
thudc va diéu chinh lidu khi st dung. Mot s6 nhom ddi
tugng quan trong can dugc xem xét dic biét trong diéu tri
ARV bao gém phuy nit mang thai va cho con b, tré em,
ngudi dong nhidém lao/HIV, ngudi c6 bénh 1y gan, bao gdm
ca ddng nhiém viém gan B, C, va nguoi co rdi loan chuc
nang than.

4.1. SU DUNG THUOC PIEU TRI HIV O PHU
NU MANG THAI VA CHO CON BU

St dung thudc khang HIV (thuéc ARV) ¢ phu ni
nhiém HIV mang thai va cho con bu c6 tac dung duy tri
stc khoe cho ban than nguoi phu nitr va du phong lay
truyén HIV cho con. Thudc ARV dugc chi dinh cho nguoi
phu nir ca trong qué trinh mang thai, khi sinh, va sau khi
sinh nhdam muc dich: 1) trc ché tai lwong HIV trong méu va
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dich am dao cua me va trong sita me; va 2) xam nhap vao
co thé con qua nhau thai, san sang bao v¢ con trude khi
phoi nhiém vé1 virus trong dich am dao cua me khi sinh.

Céc van d& can luu ¥ vé diéu tri ARV ¢ phu nit mang
thai va cho con bt bao gdm ddc tinh cho con (nguy co gay
di tat thai va cac ddc tinh khac), su thay ddi vé duoc dong
hoc cua thudc trong thoi ky mang thai, va doc tinh cua
thube d6i véi nguoi me.

4.1.1. POC TiNH CUA THUOC ARV DOI VOI THAI
NHI VA TRE BU ME

Nguy co gdy di tat thai ctia cac thuéc ARV duogc nghién
clru trong giai doan tién 1am sang (trén mo hinh dong vat),
va trong cac thir nghiém 1am sang. Sau khi thuéc ARV
duogc str dung trén thyc té, cac di tat & tré so sinh va thai nhi
c¢6 me diéu tri trong thoi gian mang thai dugc thong bao va
thong ké (Théng ké sir dung thudc ARV trong thoi gian
mang thai - Antiretroviral Pregnancy Registry va Nghién
ctru thuan tap HIV/AIDS Nhi - Pediatric HIV/AIDS Cohort
Study - PHACS). Cac yéu té duoc phan tich bao gom loai
thudc, tudi thai khi me tiép xtc voi thude (ddc biét 1a ba
thang thai dau), thoi gian tiép xuc, va loai di tat. Ty 18 c6
di tat ¢ tré hodc thai nhi dugc so sanh vai ty 1é trong quan
thé chung dé xac dinh nguy co cho tirng loai thude.

Céc phan tich thong ké cho thiy, ty 1& c6 di tat bam
sinh trong s6 céc ca sinh sng ¢ phu nit ¢ sir dung thude
ARV trong ba thang dau thai ky 1a 2,8%, twong dwong véi
phu nit ¢6 st dung ARV trong 3 thang giita va cudi thai ky
(2,8%) va véi ty 1& chung trong cong dong. Viée sir dung
thuéc ARV trong ba thang thai ddu ¢ me khong lam gia
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tang ty 1¢ di tat bam sinh & con.

Doc tinh ciia cac thuéc ARV dbi v6i thai nhi cia cac
nhom thude e ché ARV dugc trinh bay trong bang 4.1.
Trong s cac thuéc ARV, quan ngai 16n nhét vé kha ning
gay di tat va doc tinh 1én thai nhi thudc vé cac thube
efavirenz va tenofovir.

Efavirenz: St dung efavirenz trong nghién ctru trén
dong vat linh truong cho thay co nguy co efavirenz gy di
tat bam sinh hé than kinh & thai nhi, bao gdm khong c6 néo,
khong co mét hodc mét nho, va hd ham éch. Mot s6 thong
béo vé di tat ¢ tré, bao gdm thoat vi mang néo tiy, khong
c6 mét di kém ho ham éch nang, dugc cho la co6 1ién quan
td1 viée st dung efavirenz & me. Tuy nhién, Théng ké st
dung thudc ARV trong thoi gian mang thai va mot s6 phan
tich cho théy, chi ¢6 2,3% tré sinh ra tir cac phu nit sir dung
efavirenz trong ba thang dau thai ky c6 di tat bam sinh,
khong khac biét so véi quan thé chung. Sir dung efavirenz
trong ba thang thai dau khong thay lam gia ting nguy co di
tat bam sinh so voi cac truong hop sir dung cac thubec ARV
khac.

Efavirenz hién duoc T chire Y té Thé gi6i khuyén céo
st dung cho phu nir mang thai tit ca cac giai doan thai nhu
tat ca nhitng nguoi nhiém HIV khac. Tai Hoa Ky, efavirenz
duoc phan loai D (c6 bang chimg gy di dang thai ¢ dong
vat thi nghiém) va dugc khuyén cdo tranh st dung néu bt
dau diéu tri ARV trong ba thang thai dau (thoi ky hinh
thanh co quan ctia bao thai), néu c¢6 thé. Pdi véi nhimng phu
nir dang diéu tri ARV c¢6 efavirenz va phat hién c6 thai
trong ba thang dau thai ky, efavirenz c6 thé tiép tuc dugc
su dung néu phéc dd ARV c¢6 hiéu qua va dat dugc tc ché
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virus. Khuyén cdo nay dya trén co so ong than kinh cua
bao thai thuong déng trong vong 5-6 tuan dau thai ky
nhung viéc mang thai it khi dugc phat hi¢n trong giai doan
nay, va viéc thay doi phac do diéu tri co thé gay giam hiéu
qua diéu tri cua phac do ARV va ting nguy co ldy truyén
HIV cho thai nhi.

Tenofovir: Tenofovir khong gay di dang thai trong céc
nghién ctru trén chudt va khi. Str dung tenofovir kéo dai &
dong vat chua truong thanh dan dén cac bat thuong vé
xuong va tinh trang nay c6 thé phuc hoi sau do. Dir lidu
thong ké sir dung thuéc ARV trong thoi gian mang thai cho
thay ty 1é di dang bam sinh & 1982 phy nit diéu tri tenofovir
trong ba thang thai dau la 2,3%, twong dwong véi ty 1¢
trong quan thé dan cu chung.

Cac thude ARV duoc khuyén cdo cho nguoi phu nit
nhiém HIV cho con bu twong ty nhu d6i voi tit ca nguoi
nhiém HIV khac.

4.1.2. THAY POI DUQC PONG HQC CUA THUOC
ARV O PHU NU MANG THAI

Trong thoi gian mang thai, trong co thé me dién ra mot
sO thay doi sinh 1y nhu kéo dai thoi gian tidu hoa; ting
lwrong nude va lugng md, ting cung luong tim, ting thé
tich ho hép, tang tdc do twdi mau cua gan va than; gidm
ndng do protein huyét twong; thay doi trong van chuyén va
chuyén hoa thudc trong cac té bao gan va rudt non. Nhitng
thay d6i nay ctia ngudi phu nir ¢6 thé anh huong dén dugc
dong hoc cuia thudc ARV trong thoi gian mang thai. Sy dich
chuyén cua thudc qua nhau thai va tap trung thudc trong
co thé thai nhi va nhau thai, su chuyén héa thude cua thai
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nhi va nhau thai, va sy ddo thai thudc ctia bao thai cling c6
thé anh huong dén dugc dong hoc cua thudc & phu nit
mang thai.

Céc dir liéu hién c6 cua cac thuéc ARV cho théy duoc
dong hoc ciia cac thude e ché enzym sao chép nguoc twong
tir nucleosid va khong co cdu trac nucleosid & phu nir mang
thai cling trong tu nhu nguoi khong mang thai; duge dong hoc
clia cac thude trc ché protease da dang hon, mot s6 thude ¢o
ndng do giam trong thoi gian mang thai va can diéu chinh lidu.

Céac dit liéu vé thay ddi duogc dong hoc va chinh lidu

thudc ARV ¢ phu nit mang thai dugc trinh bay trong
bang 4.1.

Bang 4.1. Pjc tinh ciia thudc ARV ddi v6i thai nhi va
thay doi duwoc dong hoc ciia cac thuée ARV & phu nir
mang thai

Thay dbi dwoc| Piéu chinh

Thudc Am 0 20 Al dong hoc lidu trong
ARV EUSE trong thoi gian| thoi gian
mang thai mang thai
Nhom NRTI
Khong c6 bang chimg A 2. . A
ABC |vé kha ning gay di tat Kh(gng thay doi Klfong 3
o1 nhiéu chinh lieu
0 thai nhi
K;hon,g c0 bang Ch}mAg Khong thay d6i| Khong can
FTC |vé kha nang gay di tat |  .» IRt
e 1 nhiéu chinh lieu
0 thai nhi
Khéng c6 bang chimng

A i oot S~ > |Khong thay dbi| Khong can
3TC |vé kha nang gay di tat nhidu chinh lidu

& thai nhi
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) Thay d6i dugc| Diéu chinh
Thuoc Aom 0 s dong hoc lieu trong
ARV BoSUnHOlinaL trong thoi gian| thoi gian
mang thai mang thai
Nhom NRTI
Khong c6 bang chimg | Dién tich dudi
ve€ kha nang gay di tat | duong cong
0 thai nhi thap hon trong Khone cin
TDF | Dir liéu con mau ba thang thai 1ong ¢
R RAas o g Z. chinh liéu
thuan v€ kha nang anh | cudi nhung
huong dén chi€u cao | ndng do day
cua tré van du
Khéng c6 bang ching| ., 2. . A
AZT |vé kha nang gay dj tat | 10N thay doijKhong can
e 1 nhic¢u chinh lieu
0 thai nhi
Nhom NNRTI
Gay di tat bam sinh h¢
than kinh ¢ dong vat
thuc nghiém; .
Mot sO bao cdo vé di | Dién tich dudi
tat o tré cd me su duong cong
dgng EFV troqg thoi | thap horn tropg Khéng cin
EFV |gian mang thai; ba thang thai R
R Z .. Z. chinh liéu
Khong thay tang nguy | cudi nhung
co di tat bam sinh & n(:)ng do day
tré cd me su dung van du

EFV trong thoi gian
mang thai trong cac
thong ké trén thuc te.
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& thai nhi

) Thay doi dugc| Diéu chinh
Thuoc Am 0 s dong hoc lieu trong
ARV Doc tinh voi thai trong thoi gian| thoi gian
mang thai mang thai
Nhom NNRTI
v DRSS B s s Khong i
88 A I nhidu chinh liéu

ETV

Chua du dir li¢u danh
gia nguy co gay di tat
thai & nguoi; khong co
bang chung gay di tat
thai trong nghién ctiu

Cac dir liéu
con han ché
cho thay khong
¢6 su khac biét
vOi nguoi

Khong du dir
lidu dé
khuyén cao
chinh liéu

thai trong nghién ciu
trén chudt.

thoi gian mang
thai

trén chuot. khong mang
thai
Chua dua dir liéu danh n . g~
. < ..~ |Khong co dir . e
gia nguy co gay di tat lidu vé duoc Khéng du dir
RPV thai ¢ nguoi; khong co d6ne ho tron ligu dé
bang chung gay di tat | - g e & khuyén cao

chinh liéu

Nhom PI

LPV/r

Khéng co bang ching
ve kha nang gay di tat
0 thai nhi

Nong do giam
trong ba thang
gitra va ba
thang cudi thai
ky

Khong str
dung lidu
mot
lan/ngay;
xem x¢ét tang
lidu trong ba
thang thai
thtr hai va ba
thang thai
cudi
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Thudc
ARV

Doc tinh voi thai

Thay d6i dwoc
dong hoc
trong thoi gian
mang thai

Piéu chinh
lieu trong
thoi gian
mang thai

Nhom PI

Mot s6 thir nghiém

Xem xét tang
licu

lam sang phat hién Nong do ATV E?EIY/IE:V
ATV |tang bilirubin khong | giam trong thoi thémgg thai
gsglzil};l bénh ly ¢ tré so | gian mang thai thir hai va ba
thang thai
cuoi.
. Khong dung
Khong c6 bang chimg | lidu 1
gdy di tat thai ¢ chudt |Nong do giam | lan/ngay,
DRV | hodc tho. Khong ¢c6 | trong thoi gian | dung lidu hai
bang chung gay di tdt | mang thai lan/ngay va
thai & nguoi xem x¢ét tang
liéu
Chura da dir liéu danh | D150 tieh dudi
14 nguy co gay di tat d}rong gone S 1A
;ghai & neudi- ting giam néu biéu tri phoi
FPV SUOL NS T1hong c6 RTV |hop véi lidu
nguy co gay say thai ¢| . \ 2
A N tang cuong nhé RTV
tho nhung khong tang p
nguy co di tat thai trogg ba. iy
c ’ cuoi thai ky.
Nong do giam KhonAg ,
: trong thoi gian khuyen cdo
Khong c6 bang chiung .2 |strdung IDV
IDV N o on . mang thai néu A .
gay di tat thai. o . khong co
khong c6 RTV <
< . RTV tang
tang cuong.

cuong
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SQV

gia nguy co gay di tat
thai & nguoi; khong co
bang ching gay dj tat
thai trong nghién ctru
trén chuot va tho.

Nong do c6 thé
giam trong thoi
gian mang thai

) Thay doi dwgc Di‘éu chinh
Thuoc Am 0 R ol dong hoc liéu trong
ARV Doc tinh voi thai trong thoi gian| thoi gian
mang thai mang thai
Nhom PI
Chi su dung
Khong c6 bang ching | A hel‘l thap’t.ang
dy di tat thai khi s | ong 0 giam | cudng vGi
RTV |58 4 ML . .. |trong thoi gian |cac thudc PI
A mang thai khac; khon
cac thuoc PI khac. & s 20 SIONE
can chinh
liéu
Chua du dir liéu danh

Khong gﬁn
chinh liéu

TPV

Chua dua dir liéu danh
gia nguy co gay di tat
thai & nguoi; khong co
bang ching gay di tat
thai trong nghién ctiu

Dir liéu vé

dugc dong hoc
trong thoi gian
mang thai con

Khong du dir
lidu dé
khuyén cao
chinh lidu

thai

trén chugt va the. | Pon che
Nhom EI&FI
o |Khomgeodh s da dir
Khong c6 dir liéu vé | liéu vé dugc lidu d&
ENF |nguy co gay di tat dong hoc trong Khuvén cdo
thai. thoi gian mang Y

chinh lieu
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) Thay d6i dugc| Diéu chinh
Thuoc Am 0 T dong hoc lieu trong
ARV Doc tinh voi thai trong thoi gian| thoi gian
mang thai mang thai
Nhom EI&FI
Khong c6 bang chiing bu heuAve Khong du dir
1T . dugc dong hoc |.., .%
MVC |88 .d1 tat thai trong ey ke com lidu dé
nghién cutu trén chudt khuyén cao

va tho.

mang thai con

chinh liéu

han ché
Nhom INSTI
Chua du dir liéu danh R .

., < ..~ | Khong co dir R P
gia nguy co gay di tat lidu v& duoc Khéng du dir
thai ¢ nguoi; khong co| .~ : liéu de

DTG |, > ~ .-~ |dong hoc trong I
bang chung gay di tat |~ .° . khuyeén céo
. = |thoi gian mang | .7 " .
thai trong nghién cuu . chinh licu

z o o il thai
trén chudt va tho.

Chua du dir liéu danh n .

., < ..~ | Khong co dit n N
gia nguy co gay di tat lidu ve duoce Khong du dir

EVG/ |thai 6 nguoi; khong co d6ne ho tron ligu dé
COBI |bang chung gay di tat | ° g e & khuyeén cao

thai trong nghién cuu
trén chudt va tho.

thoi gian mang
thai

chinh liéu

4.1.3. POC TiNH CUA CAC THUOC ARV POI VOI
PHU NU MANG THAI

Céc thuéc NRTI néi chung dung nap duoc tot trong
thoi gian mang thai. Anh huéng cia cac thuée NRTI 1én
chtc nang cua ty lap thé c6 thé gay bénh 1y than kinh, bénh
1y co - co tim, viém tuy, thoai ha m& gan, va toan chuyén
hoa. Céac biéu hién doc tinh ndy can duoc phan biét véi
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hoi chimg HELLP (tan huyét, ting enzym gan, va giam
tiéu cdu) va hoi chung thoai hdéa m& gan cip ¢ phu nir
mang thai. Mot s6 trudng hop toan chuyén hoa ciing da
dugc thong bao ¢ phu nit mang thai sir dung phdi hop
didanosin va stavudin; phdi hop thubc nay khong duoc
khuyén céo sir dung cho ngudi nhidém HIV, bao gom ca
phu nir mang thai.

Trong s6 cac thude NNRTI, nevirapin c6 nguy co gay
doc tinh véi gan, cao hon & phu nit c6 CD4 > 250 té
bao/mm? khi bat dau diéu tri va ngudi c6 men gan ting
trude diéu tri; can than trong khi st dung NVP & phu ni
mang thai.

Céc thude e ché protease co thé giy ting dudng mau
hoic tiéu duong, nhung hién chua 1 nguy co c6 ting 1én
trong thoi gian mang thai. Saquinavir c6 thé kéo dai khoang
PR va QT nén khong dugc khuyén cdo sir dung cho phu
nir mang thai; indinavir c6 thé gay soi than va ciing khong
duoc khuyén céo st dung ¢ phu nir mang thai. Ca
atazanavir va indinavir déu c6 thé lam ting bilirubin gian
tiép & me va c6 thé lam ting nguy co tang bilirubin & tré so
sinh; tuy nhién, chua c6 thong bao vé ting bilirubin bénh
ly & tré so sinh.

Thubc tic ché enzym tich hop raltegravir t ra an toan
trong thoi gian mang thai va dugc wu tién st dung cho
nhém ddi twong nay do tac dung e ché virus nhanh. i c¢6
béo c4o vé tinh trang men gan ting cao ¢ phu nit mang thai
khi str dung raltegravir, co thé can phai giam sat men gan
khi str dung thudc nay. Hién chua c6 dit licu vé tinh an toan
cua dolutegravir va elvitegravir khi sit dung cho phu nit
mang thai.



CAM NANG HUONG DAN SUDUNG THUOC BIEU TRIHIV/AIDS | 257

4.2. SUDUNG THUOC PIEU TRI HIV O
TRE EM

Diéu tri ARV cho tré nhiém HIV c¢6 hiéu qua ngin
ngtra tién trién va tir vong do HIV, duy tri sy phat trién binh
thudng cia tré vé thé luc va tri tué. Tré nhiém HIV tir me
trong thoi ky chu sinh can duge diéu tri ngay khi xac dinh
nhiém virus.

Céc thudc ARV hién c6 trén thé gii duoc phép st dung
& tré em va cac dang thudc cho tré em cia cac thube nay
duoc trinh bay trong bang 4.2. Danh muyc cac thudc sir dung
cho tré em ngdy cang dugc mo rong khi ¢6 nhiéu nghién
ctru va thir nghiém lam sang dugc thuc hién ¢ tré¢ em.

Céc phac d6 ARV cho tré duoc lua chon theo ltra tudi
cua tré, tinh an toan va kinh nghiém st dung cua céac thude
& tré, nguy co khang thudc lién quan toi viée sir dung thude
trudc dé cua me va cua tré, cac bénh déng hanh, va cac
thudc str dung dong thoi. Cac thubc ARV thudong duoc lya
chon 1a tir cac nhom NRTI, NNRTI va PI, mot s tré ¢ thé
can dung dén cac thude tre ché xam nhap va trc ché tich hop.

Bang 4.2. Cac thuéc ARV dwoc sir dung & tré em

Thudc | Lira tudi dwoc Dang thudc
ARV stt dung cho tré nhé

Nhom NRTI

ABC | Moi ltra tudi Dung dich udng 20 mg/ml

Bot pha udng; pha ¢ nong do 10

ddl  |>2tuan
mg/ml

FTC | Moi ltra tudi Dung dich uéng 10 mg/ml
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Thubc | Lira tudi duoc Dang thudc
ARV st dung cho tré nhé
Nhom NRTI
3TC | Moi lira tudi Dung dich udng 10 mg/ml
TDF |>2 tudi Bot pha udng
AZT | Moi lta tudi Siro 10 mg/ml
Nhom NNRTI
FYITN Vién nang c6 thé rac lén thic
>3 tudi va can < < N oA .
EFV 9 an hoac pha vao stra cong thurc
nang > 10 kg X
cho tré
NVP | Moi lira tudi Hon dich 10 mg/ml
> 6 tudi va can A .
ETV s 16 e Khong co
Nhom PI
LPV/r |Moi lta tudi Dung dich uéng 80/20 mg/ml
> 3 thang va can )
ATV  |nang > 10 kg va < | Bot pha udng
25 kg
> 6 tudi va > 15 kg | Khong co
>3 tudi va can x o
DRV ning > 10 kg Hon dich uong 100 mg/ml
FPV |>4 tuin Hdn dich uéng 50 mg/ml
NFV  |>2 tudi Bot pha udng 50 mg/g
RTV [>1 thang Dung dich udng 80 mg/ml
TPV  |>2 tudi Dung dich udng 100 mg/ml
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Thubc | Lira tudi duwoc Dang thudc
ARV st dung cho tré nhé
Nhom EI&FI
ENF |>6 tudi Khoéng co
Nhom INSTI
RAL |>2 tudi Vién nhai (100 mg va 25 mg)

> 4 tuan va can )
nang tur 3 kg dén < | Bot pha uong 20 mg/ml
20 kg

> 12 tuoi va can

DTG nang > 40 kg

Khong c6

4.2.1. CAC LUU Y VE DUQC PONG HQC CUA
THUOC ARV O TRE EM

Duoc dong hoc cua cac thudc ARV & tré em thay doi
theo su phét trién thé chat cua tré vé chiéu cao, cin ning,
sy phat trién va hoan thién cta cac hé co quan tham gia
trong qua trinh chuyén héa va thai trir thudc.

Liéu thudc ARV cho tré duoc tinh theo can nang hoac
dién tich bé mit co thé, va chic nang gan va than cua tré.
Céc dir liéu dugc dong hoc & tré em cho théy, cac thube
ARV ¢6 thé thai trir nhanh hon & tré. Vi 1y do nay, nhiéu
thubc ARV (nhu abacavir, emtricitabin, lamivudin,
tenofovir, va mot sd thude PI) duogc dung cho tré véi liéu
cao hon tinh theo can ndng hodc dién tich bé mit co thé so
voi nguoi lon.

Cach tinh dién tich da cua tré em:

Chiéu cao (cm)x can ngng (kg)
3600

Dién tich da (m?) = \/
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Tré diéu tri ARV phai duoc theo ddi lién tuc céac chi sb
co thé (can nang va chiéu cao hodc dién tich bé mit co thé)
dé diéu chinh lidéu ARV, tranh dung liéu thip giy khang
thudc va that bai diéu tri.

Chire nang thin va sir dung thuoc ARV ¢ tré em

Mtc loc cau than cua tré thép sau khi sinh va tang
nhanh trong 6 thang dau doi, sau d6 ting dan va dat mic
loc ctia ngudi 10n ¢ lira tudi 1-2 nam, khi trong g voi ty
1¢ dién tich bé mit co thé chuan ¢ ngudi 16n (1,73 m? da).
Khi tré c6 suy than, lidu cua mot s6 thude ARV (nhu mot
s6 thude trong nhom NRTI, dic biét 1a TDF) can dugc diéu
chinh theo murc loc cau than.

Mirc loc cau than wdce tinh (eGFR) cho tré em duoc
tinh theo cong thurc sau:

- Tré so sinh: eGFR (ml/phut/1,73 m? da) =30 x 6
lan chiéu cao (cm)/creatinin mau (pmol/l)

- Tré trén 1 tudi: eGFR (ml/phat/1,73 m? da) = 40 x
6 1an chiéu cao (cm)/creatinin mau (umol/l)

Chite nang gan va sir dung thuéc ARV ¢ tré em

Tré c¢6 du trit chuyén hoa ctia gan 16n va thuong khong
can phai diéu chinh Iya chon thudc cling nhu chinh lidu khi
c6 bénh ly gan, trir nhitng trrong hgp bénh 1y gan nang nhu
suy gan, vang da ning, st dung céc thudc c6 nguy co doc
tinh vdi gan.

4.2.2. POC TINH CUA CAC THUOC ARV KHI SU
DUNG O TRE EM

Tré em, dac biét 1a tré so sinh va trong nam dau doi, co
su nhay cam cua cac co quan dich doi voi thuoc khac biét
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so vOi nguoi 16n.

Céc tac dung khong mong mudn va ddc tinh cia cac
thubc ARV ddi véi tré em da duge béo céo bao gém doc
tinh 1én hé than kinh trung wong, ti€u hoa, gan, than,
xuong; cac roi loan chuyén hoa, phan tmg qua man. Céc tac
dung khoéng mong mudn/doc tinh, cic thudc ARV lién
quan, va cac yéu td nguy co duoc trinh bay trong bang 4.3.

Nguoi cham séc cho tré phai duoc tu van vé cac tac
dung khong mong mudn va doc tinh cia thudc ARV trude
khi bat dau diéu tri; tré phai duoc theo dbi dinh ky vé tac
dung khong mong mudn va doc tinh cta thude dé xur tri
phu hop.

Bang 4.3. Cac tac dung khéng mong mudn va doc tinh
ciia cac thudc ARV ¢ tré em

ITnicnd‘-‘I:l‘lgl (:‘;;g‘;’:’ Thubc ARV Cic yéu t
g tinh lién quan nguy co
. £ x .., Dungdichudng
ganhz;};anklgﬁh LPV/r (chtra Sinh non )
b 1§an h § h ethanol va Can nang khi sinh thap
va tuAn hodn P propylene <14 ngay tudi
glycol)
Choéng mat, budn Néng s R, RUAL cag
ng, co git, loan| EFV, RAL, RPY | 1161 sif bénh tam than
than. trAm cam hoac str dung cac thuoc
’ hung cam
’ , Nhiém HIV giai doan
Ro6i loan lipid Céc thuoc PI mudn . )
mau (taing LDL, |NRTI: d4T Ché d6 an nhiéu chat
TC, TG) NNRTI: EFV béo, cholesterol
Béo phi, it van dong
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Budn nén, nén

thudc PL, ¢6 thé
vOi tat ca thudc
ARV

Tac dung ¢ hai/| Thudc ARV Cic yéu to
doc tinh lién quan nguy co
AZT va céc

Giai doan dau diéu tri

Tiéu chay C?c t}}uog PI, ddI| Khong rd yéu to nguy
co chat dém co
A ddI, cac thudc PI Su Elung dong thoi cac
Viém tuy . £ thuoc ¢o nguy co gay
(hiém) o
viem tuy
Sinh non, me st dung
) AZT trong thoi gian
Thiéu mau mang thai
Giam bach cau | AZT Bénh Iy hemoglobin
hat bam sinh

Diéu tri dong thoi cac
thuoc trc ché tuy xuong

Doc tinh vdi gan

Tét ca cac thube
ARV, dac biét 1a

DPong nhiém HBV, HCV
Str dung dong thoi cac
thuoc ¢6 doc tinh voi

Tang duong mau
Tiéu duong

IDV, LPV/r,
hiém hon - ATV,
ATV/r, DRV/r,
TPV/r

NVP va TPV
gan
Céac thude NRTI: R&i loan livid mé
d4T, drd L AZT Cgc l?gi chll?m ciﬂ én
Khéng insulin | Mot sb thubc PI: : £ chty

hoa

Tién sir dai thdo duong
trong gia dinh

BMI cao
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va loang xuong

PI (LPV/r)

Tac dung ¢6 hai/| Thubc ARV Cic yéu to
doc tinh lién quan nguy co
Réi loan chirc >6 tudi
nang than (tang Nhiém HIV giai doan
creatinin mau, muodn
protein niéu, tang TDF Str dung dong thoi ddI
phosphat mau; hoéc PI (LPV/r), bénh ly
hiém-suy than, than san co6
hoi ching Diéu tri TDF kéo dai
Fanconi)
Nhiém HIV kéo dai va
nang
Thidu san i TDF Cham lon, cham truéng
d4T thanh

BMI thap
Loan dudng lipid
biéu tri corticoid

Phat ban

Tat ca cac thudc
ARV, thuong gap
- NVP, EFV,
ETR, FPV, ATV,
FTC; hiém gip -
ABC, DRV, TPV,
TDF

Tinh nhay cam di truyén

Phan (g qua
man hé thong

ABC

Type HLA-B*5701

4.2.3.DUNG NAP THUOC VA TUAN THU PIEU TRI

O TRE EM

Tré em, dac biét 1a tré bé, phu thudc hoan toan vao
nguoi 16n trong viée udng thude; tré khong thé nudt dugce
ca vién thude. Lua chon diéu tri ARV & tré em can phai tinh
dén cac van d& c6 thé anh huong t6i tuan thi diéu tri nhu
su sin ¢ cua dang thude cho tré nho, vi cta thudce, tan suat
st dung trong ngay.
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Cac thuéc ARV thuong duoc st dung & tré em bao
g@)m céc thude NRTI (AZT, 3TC, FTC, ABC), cac thude
NNRTI (NVP, EFV), cac thudc PI (LPV/r) trong cac phdi
hop khéc nhau; TDF va ATV dugc st dung ¢ tré 16n hon,
va ddI duge chi dinh nhu thude NRTI thay thé trong mot )
truong hop. Nhiéu thude co & dang dich hodc bot pha udng
dé s dung cho tré nho (ABC, FTC, AZT, TDF, NVP,
LPV/r, ATV, v.v..., xem Bang 4.2). Néi chung, cac thudc
ARV dugc dung nap tt ¢ tré. Tré dudi 5 tudi wa thich thude
dang 16ng hon dang vién; c6 thé st dung xy lanh dé dinh
luong thude va nhu mot coéng cu cho tré udbng thude. Co
thé cho tré thtrc an hodc dd udng yéu thich sau khi udng
thudc dé lam giam vi kho chiu cta thudc; khong nén tron
thube voi thire an hodc sita cua tré. Kho st dung nhét & tré
la LPV/r dang siro chira ethanol va propylene glycol co6 vi
cay, kho co thé che ddu bang thirc dn hodc dd udng.

Nguoi cham séc tré can dugc hudng dan can k& cach
cho tré udng thube luc bit dau diéu trj. Sau khi tré bat dau
diéu tri, can danh gia dinh ky kha nang dung nap thudc va
su tuan thu cua tré; tu van tang cuong néu tré gap khé khan
trong tun thu diéu tri.

4.3. SUDUNG THUOC PIEU TRI HIV O BENH
NHAN HIV MAC LAO

Nguoi nhiém HIV ¢6 nguy co cao bi méc va tir vong
do lao. Nguoi nhiém HIV duoc x4c dinh méc lao can duogc
diéu trj lao va ARV dé han ché bénh tat va tu vong do ca
bénh lao va HIV. Trong diéu tri cac thudc chéng lao va
ARV, can luu ¥ dic biét vé thoi diém diéu tri, twong tac
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thuoc, va doc tinh chong chéo cua cé hai loai thuoc.

Nguoi bénh lao/HIV méi duoc phét hién can dugc bét
dau diéu tri thude chdng lao trude dé giam thiéu nguy co tir
vong do lao. Diéu trj thudc ARV duogc bat dau trong vong
2 - 8 tuan sau khi bit dau diéu tri lao dé giam bénh tat va
tir vong do HIV. Trong diéu tri dong thoi thude lao va thude
ARV, can xem xét turong tac thudc va cac doc tinh chong
chéo giita hai loai thudc.

43.1. TUONG TAC THUOC ARV VA THUOC
CHONG LAO

Rifampicin 13 thanh phan quan trong trong phac db
diéu tri lao. Tuy nhién, rifampicin 1a thuéc kich tmg manh
h¢ enzym CYP450 va uridin  diphosphat
gluconyltransferase (UGT) 1Al trong gan, lam tang
chuyén héa ctia nhiéu thubc ARV khi ding dong thoi va
giam ndng do cua cac thude nay.

Céc thubc nhém NRTI khong twong tac véi rifampicin
va van c6 thé sir dung binh thuong & nguoi diéu tri dong
thoi thude lao va ARV. Trong nhom NNRTI, rifampicin lam
giam ndng do cua tat ca cac thude trong nhom, giam nhiéu
hon dbi voi NVP va it hon dbi voi EFV. Mic du vay, cac
nghién ctru quan sat cho thay, hiéu qua e ché HIV va dap
ung t6t vé mién dich hoc va 1am sang van c6 thé dat duoc
khi str dung EFV ¢ lidu thong thuong, va it hon, khi su
dung NVP dong thoi v6i rifampicin. Trong thuc té 1am
sang, ngudi bénh lao/HIV diéu tri thuc chdng lao ¢6
rifampicin van c¢6 thé st dung phac do c6 EFV; trong
truong hop khong thé st dung EFV (nhu tré dudi 3 tudi),
van c6 thé chi dinh NVP nhung can dam bao liéu ti da
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theo can ning/m? da, hoic thay thuéc NNRTI trong phac do
ARV bang mét thude NRTI phit hop va chuyén lai phac do
c¢6 thude NNRTI khi diéu trj lao c¢6 rifampicin két thuc.

Céc thubc nhém PI, maraviroc (MVC) va raltegravir
(RAL) ciing bi chuyén héa nhanh va giam ndng d6 khi dung
dong thoi v6i rifampicin. Néu co thé, tranh sir dung cac
thubc PI dong thoi véi rifampicin. Trong truong hop phai
diéu tri dong thoi véi rifampicin, can didu chinh lidu thude
PI chinh hodc ritonavir dé bao dam ndng d6 wc ché virus
ctia phac db (vi duy, khi diéu tri dong thoi lopinavir/ritonavir
- LPV/r - v6i rifampicin, can tang liéu RTV 1én twong duong
v6i liéu LPV hoic ting gap d6i liéu LPV/r dé dam bao hiéu
lyc e ché HIV). MVC va RAL khong can phai chinh liéu
khi dung dong thoi voi rifampicin.

4.3.2. POC TiNH CUA CAC THUOC LAO VA
THUOC ARV

Céc thude diéu tri lao va cac thudc ARV c¢6 nhiéu doc
tinh giéng nhau va chong chéo nhau khi diéu tri dong thoi.
Phét ban va sbt c¢6 thé xuat hién khi diéu tri streptomycin,
rifampicin va khi diéu tri ARV nhém NNRTI (nhu NVP,
EFV); ngd doc gan co thé gap khi diéu tri rifampicin, INH
va cac thudc nhom NNRTI, dic biét ¢ nguodi bénh d@)ng
nhiém viém gan virus B, C.

Pé han ché tinh trang xay ra tac dung khong mong
mudn va doc tinh chong chéo, gy kho khin cho viée xac
dinh thudc lién quan va xir Iy tic dung khong mong mudn,
khong nén bit dau cac thude c6 thé gay ngd doc trén cing
mot thoi diém. Cac thude lao duoc bit dau trude va cac
thudc ARV duoc bat dau sau khi nguoi bénh qua giai doan
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cap va da dung nap duoc cac thude lao, thuong 1 sau 2
tuan diéu tri. Nguoi nhiém HIV ciing can duoc sang loc
viém gan virus B, C trudc khi diéu tri ARV, diéu tri lao.
Nguoi bénh diéu tri dong thoi thude lao va thude ARV ¢d
nguy co giy ngd doc gan can duoc theo ddi cac ddu hiéu
di ung, ngd doc gan va theo doi dinh ky chirc ndng gan,
diéu chinh phac dd diéu trj khi co di ung hodc ngd ddc gan.

4.4. SUDUNG THUOC BIEU TRI HIV O BENH
NHAN SUY GAN VA PONG NHIEM HBV, HCV

Rét nhiéu thudc ARV duogc chuyén hoa tai gan (cac
thuéc NNRTI, thudc PI) va cac bénh 1y gan c6 thé anh
huong t6i Iya chon thude diéu tri ¢ nguoi nhiém HIV.

Ngudi nhiém HIV ¢6 thé ¢6 cac bénh 1y gan do cac
nhiém trung co hoi, do dong nhiém virus viém gan B hoic
virus viém gan C; do cac bénh dé)ng thoi (lam dung ruou);
do str dung dong thoi cac thude cd cung doc tinh 1én gan
(thuéc diéu tri lao, thudc khéng nam géc azol); va do cac
bénh 1y gan tiém tang khac.

Céac bénh 1y gan c6 thé anh hudong dén chuyén hoa
thudc ARV tai gan, gdy giam protein mau va thay doi dugc
dong hoc cua cac thude ARV va lam ting nguy co doc tinh
db6i véi gan.

Nguoi nhiém HIV can duoc sang loc va danh gia tinh
trang bénh 1y gan khi chuén bi diéu tri ARV, nhét 1a tinh
trang dong nhiém HBV va HCV, tu van khong dung ruou
bia. Bénh nhan c6 bénh gan man tinh nén dugc danh gia
giai doan xo gan theo thang diém Child-Pugh (bang 4.4).
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Biang 4.4. Bang tinh diém xo gan theo Child-Pugh

Chi so/Bieu | 4idm 2 diém 3 diém
hién 1am sang
Bilirubin toan
phin <35pumol/l | <35pumol/l | <35 pumol/l
Albumin
s i > 35 g/l > 35 g/l > 35 g/l
Thoi gian >50% >50 % >50 %
prothrombin
Co trudng khong kin dao vira phai
Bénh nado gan khong la 1an hon mé

Piém Child - Pugh la tong sé diém ciia nguoi bénh tinh
theo ting chi so.

Nguoi nhiém HBV ¢6 cac bénh 1y gan ning can dugc
diéu tri ARV sém dé giam nguy co tién trién viém gan
ning, xo gan va ung thu gan. HBV bj trc ché hiéu qua khi
bénh nhan st dung phac d6 ARV c¢6 TDF va 3TC/FTC.
Viém gan va xo gan do déng nhiém HBV, HCV sg tién trién
t6t hon khi nguoi bénh duoc diéu tri ARV. Khong diéu tri
HBV don doc bang TDF hodc 3TC & ngudi nhiém HBV
va HIV do phac d6 khong du manh véi HIV va virus s@
nhanh chong khang lai v6i cac thude nay.

Nguoi ddng nhiém HIV va HCV ¢é nguy co tién trién
t6i viém gan man va xo gan cao hon ngudi nhiém HCV
don doc. Viém gan C c6 thé diéu tri bang mot sé phdi hop
thudc udng (ribavirin, cac thude tic ché protease) va thude
tiém (peg-interferon). Can luu ¥ tinh trang mién dich cia
bénh nhan (s6 té bao CD4) khi diéu tri viém gan C & ngudi
nhiém HIV do nguoi bénh dap tmg t6t nhat khi CD4 > 200
té bao/mm?. Ribavirin, boceprevir va telaprevir c6 thé gy
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thiéu mau nang khi diéu tri dong thoi véi zidovudin; khong
khuyén cao sit dung dong thoi cac thubc nay. Peg-
interferon thuong gay giam bach cau va CD4 khi diéu tri ¢
ngudi nhidm HIV. Mot s6 thude PI diéu tri HIV c6 thé
tuong tac véi cac thude PI diéu tri viém gan C, va co thé
khong duoc sir dung ddng thoi. Ledipasvir va sofosbuvir
khi str dung dong thoi véi TDF va mot thude PI ¢6 ritonavir
hodc cobicistat c6 thé 1am ting nong d6 ctia TDF va ting
nguy co suy than; can can nhic thay d6i didu tri HCV hoic
thay thubc ARV khac ¢ ngudi bénh c6 nguy co suy than;
néu phai ding ddng thoi, theo ddi chit ch& chirc ning than.

Liéu ctia mdt s thuéc ARV can duge diéu chinh khi
diéu tri & nguoi nhiém HIV c¢6 rdi loan chirc ning gan
(bang 4.5).

Bang 4.5. Piéu chinh liéu thuéc ARV ¢ bénh nhén c6
rdi loan chirc ning gan

Thubc o PP Thudc o PP
ARV Dieu chinh lieu ARV Dieu chinh lieu
Cic thuéc NRTI Cic thuéc PI
Diém Child-Pugh 5- Diém Child-Pugh 7-
6: 200 mg x 2 9: 300 mg mot lan
lan/ngay moi ngay
ABC

Diém Child-Pugh

Diém Child-Pugh >9: khong khuyén

>6: chéng chi dinh | ATV

cao
Chéng chi dinh Khéng khuyén céo

adI : RTV tang cuong ¢
Néu su dung: khong nguoi c6 diem

chinh liéu Child-Pugh >7
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Thude o) o TR Thudc o) o T
ARV Dicu chinh liéu ARV Dicu chinh liéu
Cic thuéc NRTI Cic thuéc PI
Chéng chi dinh Réi loan chire nang
44T - gan nhe dén vura:
Néu str dung: Khong DRV Khéng chinh liéu
chinh licu R06i loan chitc néng
gan nang: Khong
FTC  |Khong chinh lidu khuyén céo
3TC Khong chinh liéu
TDF | Khéng chinh licu Fpv | Nguoi chua sit dung
PI:
TDF/F . 1 1iA .
TC Khong chinh licu biém Child-Pugh 5-
9: 700 mg 2 lan/ngay
Child-Pugh >9: biém Child-Pugh
Giam 50% liéu hodc 10-15: 350 mg 2
AZT | O An/ned
tang gap doi thoi awngay -
gian gitra cac lidu Nguoi da di€u tri PI:
biém Child-Pugh 5-
Cic thuéc NNRTI 6: 700 mg 2 lan/ngay
- P ee— + RTV 100 mg/ngay
Khong chinh li¢u, str Diém Child-Pugh 7-
gpy | dung than trong 6 9: 450 mg + RTV
nguoi co roi loan 100 mg/ngay
chire nang gan Diém Child-Pugh
gpy | Child-Pugh <10: R D2
Khong chinh lidu lan/ngay + RTV 100
mg/ngay
Child-Pugh >6:
NVP | Chéng chi dinh
Thubc irc ché hoa mang (FI) | IDV Suy gan nhe dé{l
- vura: 600 mg moi 8
ENF | Khong chinh licu gio
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Thube A z A Thubc A z A
ARV Diéu chinh liéu ARV Diéu chinh liéu
Cic thuoe NRTI Cic thuoc PI
Thuéc e ché xam nhip (EI, .
uoc we ché xam nhap (EI) Khong lghuyén cho
Khong c¢6 khuyén | LPV/r Ch}nh lieu; su d‘-“}g
c4o liéu; nong do co ﬂl,an}“-’ng, 0 nguol
MVC | thé tang & ngudi ¢6 c6 bénh 1y gan
roi loan churc nang ~
gan Suqy gan nhe: Khong
chinh liéu )
Thuée INSTI NFV | Suyganvuradén
- nang: Khong khuyén
RAL | Khong chinh liéu c4o
Str dung than trong &
SV nguoi c6 bénh 1y gan
Piém Child-Pugh
TPV <7: Str dung than

trong

4.5. SU DUNG THUOC PIEU TRI HIV O BENH
NHAN SUY THAN

Nhiéu thuéc ARV dugc thai trir qua than (cac thude
NRTIL: AZT, TDF, 3TC, FTC), mét s6 thudc ARV c6 doc
tinh véi than (TDF). Chtrc ning than suy giam c6 thé lam
giam thai trir thudc ra khoi co thé va nong do thude ting co
thé gdy doc tinh. Lya chon phac dd diéu tri va liéu diéu tri
ctia cac thude ARV can duoc xem xét cing voi chiic ning
than & nguoi nhiém. Céc thudc c6 doc tinh véi than can
tranh st dung ¢ nguoi c6 bénh ly than do hau qua cua doc
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tinh than thuong ning né hon khi dy trir than da bi suy
giam. Liéu cta céac thude thai trix qua than can duge diéu
chinh tuong tng véi mire dd nang cua bénh 1y than.

Phan 16n ngudi nhiém HIV c6 chirc ning than binh
thudng theo mirc creatinin va khong can diéu chinh lya
chon thudc ARV hodc chinh liéu thudce khi diéu tri. Mot sb
ngudi nhiém HIV ¢6 thé co bénh 1y than lién quan toi
nhiém HIV tién trién (bénh 1y giai doan 1am sang 4) hoic
c¢6 chtrc ning than suy giam do cac yéu té nhu tudi cao,
tiéu duong, bénh 1y tim mach kém theo.

Chtrc nang than thuong dugc danh gia qua muc loc cau
than udc tinh (estimated glomerular filtration rate - eGFR),
thé hién béng ml/phut. Muc loc cau than dugc tinh theo
mot s6 cong thirc nhu MDRD (cong thirc tir nghién ciru
Diéu chinh ché d6 an trong Bénh 1y thin), theo do thanh
thai creatinin (theo lwong creatinin thai theo nudc tiéu trong
24 gio) va cong thirc Cockceroft - Gault.

Cong thire tinh mirc loc cau than Cockeroft-Gault (CG)

(140-tudi)x (cin ning theo kg)x 0,85 (néu la ni¥)

GFR = - -
¢ (72 x Creatinin huyét thanh tinh bang mg%)

Quy dbi creatinin huyét thanh: 1 mg% = 88,4 umol/l.

Nguoi nhiém HIV cin duoc sang loc cac bénh 1y than
va danh gia chtic nang than trude khi diéu tri ARV véi cac
thudc duge thai trir qua than. Nguoi c6 bénh 1y than lién
quan dén HIV c6 chi dinh diéu tri ARV s6m va bénh 1y than
thudng tién trién t6t khi diéu tri. Liéu cua cac thudc thai
trr qua than can duoc diéu chinh theo mure loc cau than &
ngudi c6 bénh 1y than; cac thude co doc tinh véi than can
dugc tranh dung & bénh nhan suy than (nhu TDF).
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Chirc ning than ciing can duoc theo ddi trong qua trinh
diéu tri, dac biét 1a khi sir dung thude co ddc tinh véi than
(nhu TDF); diéu chinh liéu thuéc ARV néu can khi chic
ning than suy giam trong qua trinh diéu tri (bang 4.6).

Bang 4.6. Piéu chinh liéu cic thuéc ARV ¢ bénh nhin

suy than
eGFR (ml/phiit) Loc
>50 | 3049 | 1029 | <10 | M
Thuéc NRTI
300mg |Khoéng |Khong |Khong | Khong
ABC |x2lan/ |chinh |chinh |chinh |chinh
ngay |licu liu licu liu
> 60k 400 mg [ 200 mg | 150mg |60 kg: 100
=0V %81 nan |24h  |24h  |mg24h
ddI
<60k 250 mg | 125 mg | 100 mg | < 60 kg: 75
£//24h |/24h |/24h  |mg24h
15 mg
30mg [15mg |15mg |15mg |/24h
Z60ke | on [/12h |/12h /120 |sau loc
than
d4T
20 mg
40mg |20mg |[20mg |20 mg |/12h
<60kg|,;on |/12h |/12h |/12h |sauloc
than
FTC 200 mg | 200 mg | 200 mg | 200 mg | 200 mg
/24h  |/48h  |/72h  |/96h  |/96h




274

SUDUNG THUOC BIEU TRIHIV/AIDS O MOT SO DOI TUGNG DAC BIET
eGFR (ml/phut) Loc
>50 | 30-49 | 1020 | <10 | than
Thuoc NRTI
Khong khuyén
cao
300 mg | 300 mg | 300
/72-96h|/72h | me/7
TDF 300 mg [200 mg | &, néu ngay
/24h /48h khong |khong |Sau khi
co ) ch?y
thubc | thuée |than
thay thay
thé thé
AZT 300 mg | Khong can chinh 100 mg | 100 mg
/12h  |liéu /mdi 8h | /mdi 8h
Cic thuéc NNRTI
EFV 600 mg /24h Khong can chinh liéu
ETV 200 mg /12h Khong can chinh lidu
NVP 200 mg /12h Khong can chinh liéu
Cic thuoc PI
ATV/r 300/100 mg/24h |Khong can chinh liéu
800/100 mg/24h U U
DRV/r 600/100 mg/12h Khoéng can chinh liéu
FPV/r 700/100 mg/12h |Khong can chinh lidu
LPV/r 400/100 mg/12h |Khéng can chinh liéu
SQV/r 1000/100 mg/12h | Khong can chinh liéu
TPR/r 500/200 mg/12h |Khong can chinh lidu
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eGFR (ml/phut) Loc
>50 | 30-49 | 1020 | <10 | than
Cic thubc ARV khdc
RAL 400 mg/12h Khong can chinh liéu
TDE/FTC/EY | Kpongsudung |p, o 41 cGFR<50
néu eGFR<70 ,
G/COBI : ml/phut
ml/phut
MVC: khong
dfmg kem ~ X 5 A
thude tre ché 300 mg/12h Khong can chinh lieu
CYP3A4
MVC: ding ¢ «GFR <80 ml/phat: 150 mg/24h; lidu
kem thube e |y 56 1o /19h néu ding kém FPV/
ché CYP3A4 mg/t i new aung kem FEVT




PHAN 5

XU TR TAC DUNG KHONG MONG MUON
CUA THUOC DIEU TRI HIV/AIDS

ac tac dung khong mong mudn (ADR) cua
‘ thudc ARV c6 thé xuat hién som ngay sau khi
bt dau diéu tri nhu phan Gmg qua man, phat
ban, viém gan cap, dau dau..., nhung ciing ¢ thé xuat hién
sau nhiéu thang diéu tri nhu thiéu mau, hodc sau diéu tri
mot thoi gian dai nhu loan dudng md, bénh than kinh ngoai
bién, nhiém toan chuyén hoa lactic... Mic du ti 1& gip cac
ADR 1a vao khoang dudi 10% s6 nguoi bénh dugc diéu tri
qua cac thtr nghiém lam sang nhung day 1a nguyén nhan
phd bién nhat din dén phai chuyén doi, ngimg diéu tri va
kém tuan thu diéu tri. Tu van vé cac ADR cua thude diéu
tri HIV la can thiét dé nguoi bénh yén tdm diéu tri, duy tri
duoc su tudn thu t6i wu va c6 thé gitp phat hién sém cac
ADR dé xir tri kip thoi.

5.1. YEU TO NGUY CO

Gidi: So voi nam giGi thi phu nit, nhat 1 nhimg ngudi
c6 s6 lugng CD4 > 250 té bao/mm3 dé bi hoi chimg
Stevens-Johnson, phat ban va ngd doc gan do NVP va
nhiém toan chuyén hoa lactic do cac thudc NRTI.

Tinh trang bénh HIV: bénh nhan c6 CD4 cao (> 250 té
bao/mm3 & nir va > 400 t& baio/mm? & nam) dé bi phat ban
va ngd doc gan do NVP. Bénh nhan nhiém HIV tién trién
dé bi trc ché tuy xuong do AZT.
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Dung dong thoi cac thube cd chung doc tinh va lam
gia ting thém ddc tinh: (rc ché tiy xuong do AZT dé& xuét
hién khi dung dong thoi thude c6 nguy co gy te ché tuy
xuong nhu co-trimoxazol, ganciclovir hodc thudc giy
huyét tan nhu ribavirin.

Céc bénh keém theo lam tdng nguy co bung phat ADR:
vi du nghién rugu hoic ddng nhiém viém gan virus 1am
tang nguy co ngd doc gan.

Tuong tac thube c6 thé 1am tang ngd doc thube: vi du
tuong tac do sir dung ddng thoi cac thude statin va thude e
ché protease.

Yéu 6 di truyén: nhitng bénh nhan c6 HLA-B*5701
dwong tinh ¢6 nguy co cao nhat bi phan tng qua man voi
ABC.

Tién str di g, nhat 13 nhiing trudng hop da di tmg véi
mot loai thude khéc.

5.2. NHUNG ADR THUONG GAP

Nhirng ADR ciia thudc ARV duogc thu thip qua cac thir
nghiém 14m sang va trong qua trinh st dung thudc, bao
g0m ca cac thong ké nghién ctru va cac chuong trinh giam
sat phan tng bat loi ctia thude. Ty 1& gip cac ADR khéc
nhau tuy theo céc thong ké, nhung nhiing ADR hay gip
nhét thuong 1a nhe va tu hét nhu budn ndn, ndn, tiéu chay,
dau dau, mét moi, réi loan gidc ngi. Cac ADR thuong gip
khac bao gdm phat ban do NVP, tic ché tity xuwong (thiéu
mau, gidm bach ciu trung tinh) do AZT, ddc tinh trén h¢
than kinh trung uong do EFV, ting men gan va viém gan
cép do cac thudc NNRTI, loan dudng md, bénh than kinh
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ngoai bién do céc thudc NRTI, anh huong trén than cia
TDF, phan tng qua man véi ABC. Mic du phd cac ADR
ctia thudc ARV hét sirc da dang nhung viéc bat dau diéu tri
ARV khong nhét thiét doi hoi phai c6 xét nghiém dé theo
ddi ADR ma c6 thé chi can theo ddi dua trén triéu chung
1am sang trudc khi quyét dinh khing dinh bang xét nghiém.
Bang 5.1 gidi thiéu lién quan gitra cac ADR va cac
thudc/nhom thude ARV.

5.3. TU VAN VE CAC ADR

Trude khi bat dau diéu tri ARV, nguoi bénh va nguoi
hd trg diéu tri hodc ngudi cham soc tré nhiém HIV can phai
duoc tu van day du vé nhitng ADR c6 thé gip phai trong
qua trinh diéu tri cling nhu yéu cau vé theo ddi va tai kham.
Nbi dung tu van can d¢am bao cung cap du thong tin ve:

Nhirng ADR nao c6 thé gip, nhiing yéu t6 nao khién
cho d& xay ra cac ADR. Cac ADR cua cac thubc ARV
thuong ding va yéu cau theo ddi dugc trinh bay trong
bang 5.2.

Céach lién hé véi co s& diéu trj ARV néu c6 ADR
Xay ra.
Khi nio can quay lai kham tai co s¢ diéu tri ARV.

Thue té 13 hau hét cac ADR xay ra & muc do nhe va c6
thé tw mat di ma khong can can thiép xir tri.
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5.4. XET NGHIEM THEO DOI CAC ADR

Trude va trong qué trinh diéu tri ARV, ¢6 thé phat hién
som cac ADR thong qua viéc lam cac xét nghiém tham do.
Nhirng xét nghiém co ban dugc theo doi dinh ki dugc trinh
bay trong bang 5.3, con nhiing xét nghiém chuyén sau duoc
chi dinh tuy theo biéu hién 1am sang.

Béang 5.3. Cac xét nghiém theo doi ADR truéc va
trong qua trinh diéu tri ARV

Thoi
diém
diéu tri
ARV

Céc xét nghiém

Cong thuc mau va hemoglobin

Creatinin, AST/ALT

Dang ki
diéu tri

HBsAg, anti-HCV

Bit dau | Thuc hién cac xét nghiém nhu khi ding ki diéu tri,
dicu tri |néu thoi gian tir khi dang ki dén khi bat dau diéu tri
ARV < 6 thang thi khong can phai lam xét nghiém mai
Creatinin huyét thanh khi dung TDF (6-12 thang 1
lan) hoac khi nghi ngo ton thuong than

Cong thirc mau/hemoglobin khi diéu tri AZT (6-12
thang 1 lan) hodc khi nghi ngo thiéu mau

Trong
qua Doi voi tré st dung TDF c6 thé lam thém cac xét
trinh nghiém sau néu c6 dicu kién:

di€u tri | pien giai dd niéu khi c6 bat thuong dién giai dd mau.
ARV Protein ni¢u 24 gio khi c6 bét thuong tong phan tich
nudc tidu.

25-OH vitamin D khi ¢ bt thudng phospho méau.

Céc xét nghiém khac theo chi dinh 1am sang
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5.5. THAY POI THUOC ARV DO ADR

Pho cac ADR cua thudc ARV c6 thé thay doi tir cap
tinh dén man tinh, tir nang né de doa tinh mang dén tham
lang khong triéu chimg. Viéc tri hodn thay doi thudc trong
cac trudng hop o6 tac dung khong mong mudn/doc tinh
ning c6 thé gay hai va anh huong dén tuan thu dan dén
khang thudc va that bai diéu tri. Nhitng ADR cip tinh de
doa tinh mang nhu phan g qua man cap tinh do ABC,
nhiém toan chuyén hoa lactic do d4T, ngd doc gan va phat
ban niang do NVP can phai ngiimg ngay tat ca cac thude
ARV va bét dau diéu tri lai thudc ARV khong c6 chung doc
tinh khi cdc ADR nay 6n dinh. Nhitng ADR khong de doa
tinh mang (vi du nhu s6i than do ATV, bénh 6ng than do
TDF...) ¢6 thé xur tri bang cach thay thudc ARV khac ma
khong lam gidn doan diéu tri ARV. Mot s6 ADR man tinh
khong de doa tinh mang nhu réi loan lipid mau c6 thé xir
tri bang cach doi thubec ARV hoic chi cin bd sung cac can
thiép dung thudc ciing nhu khong ding thude. Chién luge
XU tri phai tuy chinh theo tirng bénh nhan.

Viéc chuyén doi tir mot phac do ARV hiéu qua sang
mot phac dd méi phai thyc hién that can than va chi khi loi
ich cua viéc thay phac d6 16n hon nguy co cua viée thay doi
diéu tri. Nguyén tic co ban cta viéc thay d6i phac d6 ARV
1a phai duy tri dugc sy e ché virus. Nhitng diém sau can
phai ra soat khi xem xét chuyén d6i phac d6 ARV:

Tién st toan bd qué trinh diéu tri ARV, bao gé)m cac
thudc da dung va dap tng ddi véi nhitng thude do, ké ca két
qua xét nghiém khang thude (néu co).

Mot s6 xét nghiém chuyén biét nhu tinh huéng virus
(khi xem xét dung MVC), tinh trang HLA B*5701 (khi
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xem xét dung ABC) hay s6 lugng té bao CD4 (khi xem xét
dung NVP).

Cac bénh kém theo va cac thude ding dong thoi ciing
nhu kha ning twong tac ctia nhimg thudc nay véi cac thude
ARV.

Nhitng van dé tudn thu diéu tri, trong d6 ¢6 cht y dén
nhiing thay d6i yéu cau dung thudc lién quan dén bita an,
gi0 ngu.

Tién sir khong dung nap va di tng thudc.

Trong trudng hop can ngimg thude tam thoi do tac
dung phu ning gay de doa tinh mang, néu phéac d6 c6 NVP,
dimg NVP trude 2 tudn so véi cac thude thudc nhom NRTI
con lai trong phac dd; hodc thay thé tam thoi NNRTI bang
PI c6 tang cuong RTV.

Trong nhing thang dau tién sau khi thay doi phac do
ARV, cén theo ddi sat nguodi bénh dé som phat hién céc
bién cb bat loi. Bén canh d6 ciing can chu ¥ danh gia dap
mg 1am sang, ké ca 1am xét nghiém tai luong HIV dé dam
bao hiéu qua ctia phac dd ARV thay thé. Bang 5.4 trinh bay
cac lya chon thay ddi thubec ARV do cac ADR.
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Bing 5.4. Thay d6i thudc ARV do cic ADR

Thudc/nhém thude
ARV
ADR : : Ghi chu
Chuyén | Chuyén
tur sang
Khoéng dung nap duong tiéu
ATV/c, |hoa hay gap véi cac PI tang
ATV/r, |cuong va lién quan dén tong
DRV/c, |lieu RTV. LPV/r ¢6 nhiéu doc
LPV/s DRV/r, |tinh duong tiéu hoéa hon
RAL, ATV/r va DRV/r. Anh hudng
Anh DTG, trén duong ti€u hoa thuong la
huéng hé EVG/e/T | tam thoi va khong can thay
tieu hoa DF/FTC | d6i thudc trir khi kéo dai va
Budn khong chiu noi.
ndn, tiéu
L . . |RAL,
chay g?ivphac DTG, ‘
OlNg | ATV | Ty Ié tiéu chay va budn nén Ia
cuong | 4 h h o
RTV ong |nhu nhau gitra
hodic tang EVG/c/TDF/FTC va ATV/r
COBI cuong, |cong véi TDF/FTC
khic |0
NNRTI
Thiy giam mat d6 xuong &
phan 16n cac phac do ARV.
?42"1“1 Chuyén tu TDF sang thuoc
, ’ ARV khac giup tang mat do
ﬁl?(”}rlng é)ﬁe?c 45 Xuong nhung con chua 0 y
mat 43 TDF bac 1) Egi/na lam sang cua su tang
ABC e
SO adl (£)héc O bénh nhén viém gan B man
dd bac 2) tinh can thay thé TDF bang
mot thuoc khac cé tac dung
voi HBV.
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Thudc/nhém thude
ARV
ADR . . Ghi chi
Chuyén | Chuyén
tir sang
AZT,
d4T,  ITDF c6 thé gay bénh éng
é)ﬁacc B than. O bénl} nhan Viém gan B
TDF bac 1) man tinh can ’thay th¢ TDF
, : bang mot thuoc khac cé tac
Anh ABC. | dung véi HBV
huéng ddI (phac| “"8 :
trén than do bac 2)
Gom )
bénh Zhn COBI va DTG, vi ci RPV
clia than, nhung ¢ muc do it hoq, coO thé
ting ' gay tang creatinin huy¢t thanh
creatinin | ATV/c DTG, do trc chi% bé} tiet freatln}n
ATV /r, RAVL nhu’n% khorig anh hum}g mito
LPV /r’ hoac loc cau than. Tuy vay, can
NNRTI | danh gia xem c6 roi loan chirc
ning than khong khi nong do
creatinin huyét thanh ting >
0,4 mg/dl (35 pmol/l).
Céac két qua nghién ctru vé
NNRTI thay d6i thudc chwa théng
(NVP |/ 1h4t. Nghién citu & bénh nhan
}II{(;%C/) HIV am tinh gqi y tac dung
Khang |LPV/r, INSTi nhan qua truc tiép cua LPV/r
Insulin |FPV/r ATV > | trén sy khang insulin. Tuy vay
khong cac yeu td nguy co truyen
ting thdng van 1a nhimng yéu t6
cudng | Uy o khang insulin manh
hon viéc dung PI.
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Thudc/nhém thude
ARV
ADR - - Ghi chu
Chuyén | Chuyén
tur sang

TDF,
AZT,
d4T Khong bao gio dung lai ABC
(phac d6 kh1 nghi ngo phan ng qua
bac 1)  |man, bat ké tinh trang HLA
TDF B*5701

(phac d6
bac 2)

ABC

h I];I;/\}/)’ iigl/ " Nguy co phan tmg qua man
Phan ung ’ A do NVP cao hon & phu nir va
qua man |ETR, khong phy

RPV NNRTI & nguoi 6 s6 lugng CD4 cao

biéu trj

ARV
DTG, }‘Il\}grﬁ Phén ting qué min véi NVP,
RAL Pidu tri ETR, RAL, DTG va MVC cé
MVC ARV thé kém theo tang men gan.

thay thé

thich hop

Troer NVP, phat ban nhe sau
C3 khi dung cac NNRTI it khi
ac 0 3R: ’ A g i
. . |ph h. . Khi phat

thude Phac 4 | Phat doi phac do. Khi phat ban

, ning do NVP thi can nhic
Phat ban NNF T¥ co}) ! chuyén sang EFV néu phat
(nhat 1a | hodc Y & P
NVP va |INSTI ban da cai thién. N6i chung
EFV) phat ban nang do NNRTI thi
chuyén sang nhom thuoc
khac.
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Thudc/nhém thude
ARV
ADR - - Ghi chu
Chuyén | Chuyén
tur sang
ATV/c,
fgx//r’ Phat ban nhe do DRV/r ¢6 thé
hoic f tu hét, chi can theo doi sat.
Phat ban DRV/c, nhém Néu Phat ban naA’ng Ién vthl
DRV/r thube chuyén sang thudc PI tang
, . |cuong khac hodc mot thude
khac (vi . . ;
du thudc nhom khac.
INSTI)

Tich m& & ndi tang, than minh, sau gay va va da &ap
trong diéu tri ARV, nhét 1a khi dung cac phac d6 co
Phi dai | thudc PIL nhung con chua 1o li¢u diéu tri ARV ¢6
mo tryc tiép gy tang tich tu m& hay khong. Khong co
bang chimg 1am sang viéc doi sang phac db khac s&
gitp phuc hdi tich ty m3.

‘. ) ] Hay gap tang triglycerid va

Roiloan | Cac phac | RAL, | by v6i LPV/r va FPV/r hon

mo mau do c6 Eg\(/}' 1a cic PI tang cudng RTV

ane tan‘g ’ khac. Thay cai thién nong do
triglycerid| cuong | NVP . T . 2

> < triglycerid va LDL khi chuyén
(kém RTV hodc . y

theo tang | hodc ATV tr LPV/r sang ATV hodc

y ATV/r.

LDL COBI khong . . A R
hodc hodic ting TDF lam giam nong 4 ATV

khong) |EFV cudng nél} khong n?n dl‘}ng ATV
khong tang cuong cung TDF.

LPV/r,
59 o ATV, DRV
. ... |ATV/c, > | ATV/r dugc cho la gay soi
va soi INSTI
R ATV/r <
mat hoac

NNRTI
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Thudc/nhém thude
ARV
ADR - - Ghi chu
Chuyén | Chuyén
tur sang
Tac dung
phu hé
than kinh
trung NI\,IRTI Trong phéan 16n céc truong
uong/ khéc . . A 1A (A
R A hop, anh hudéng trén hé than
tam than, (RPV, . \ 1
A1 kinh trung wong cua EFV hét
than kinh ETR, . S .
. EFV trong vong 4 tuan sau diéu tri.
Chong NVP), : A . .- <
< , . |Anh huong kéo dai hoac
mat, 'y Pl/c hoac |, , . A aA.
- | khong dung nap dugc can doi
nghi ty PI/r hoac noay EFV
tir, gide INSTI | P&y BE Y
mo  bat
thuong,
tram cdm
Teo mé Teo md ngoai bién do dung
Mat 16 thudc tuong tu thymidin (d4T
~ P TDF va AZT). Chuyén khong dung
mo dudi|DAT, - , £ Sy R o
y hodc cac thuoc ARV nay giup tranh
da & cac|AZT \ ~ = 5
L ABC lam teo m& nang thém nhung
chi, mat, A ~ 1A A
mén su hoi phuc md cham (nhiéu
& nam) va khong hoan toan.
TDF
hoac
Uc ché ?11312?0 % AZT lién quan giam bach cau
tuy AZT b%c I trung tinh va thiéu mau hong
xuong D AT cau to
(phac do
bac 2)
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Thudc/nhém thude
ARV
ADR . . Ghi chu
Chuyén | Chuyén
tur sang

LPV/r, |Hay gap tang bilirubin chua
DRV/r, |lién hop (gian tiep) véi ATV

V‘ang . da| ATV, DRV/c, |va noéi chung khong can thay

va hoang| ATV/c, PO R

dan ATVr INSTI do6i diéu tri ngoai trur cé triéu
hodc ching gay kho chiu cho bénh
NNRTI | nhan.

5.6. KIEM SOAT CAC ADR

5.6.1. CAC ADR NHE CUA THUOC ARV

Cac ADR nhe cua thuéc ARV thuong xuét hién sém
va c6 thé ty khoi. Khi tu van trude diéu tri ARV can hudng
dan cho ngudi bénh biét cach dbi pho v6i nhitng ADR nay
dé duy tri tuan thu diéu trj ARV.

Néu udng thudc thiy budn non thi nén udng thude cling
véi thire an (trir ddI va LPV/r). Nhitng truong hop tiéu chay
can bu nudc va dién giai, co thé sir dung loperamid.

Bénh nhan dau dau c6 thé ding paracetamol. Néu dau
dau lién tyc trong 2 tuan thi bénh nhan can dén kham lai.
M¢ét moi thuong chi kéo dai 4-6 tuén, néu mét moi lau hon
thi bénh nhan cling can duoc tham kham lai.

No61 man nhe co theé diéu tri bang thuoc khang histamin.
Néu nd1 man nhi€u trén dién rong thi phai xem xét kha
nang c6 phan trng qua man véi thuoc.

Néu udng thude thdy budn ngi thi nén udng thude
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trude khi di ngi. Con néu mat nga thi c6 thé dung thudce hd
tro. Néu nguoi bénh mét ngu nhiéu do EFV, ¢6 thé chuyén
EFV sang u6ng budi sang nhung khong nén van hanh may
moc hoic 1ai xe. Ac mong va chong mit thuong xay ra khi
udng EFV va kéo dai khong qua 3 tuan.

5.6.2. CAC ADR NANG VA/HOAC LAU DAI CUA
THUOC ARV

a. Uc ché tily xwong do AZT

D@ xay ra khi bénh HIV tién trién, dung AZT liéu cao,
c6 sin thiéu mau hodc giam bach cau trung tinh va dung
ddng thoi cac thude ¢ nguy co wre ché tiy xwong (nhu co-
trimoxazol, ganciclovir) hodc thuc c6 nguy co gy thiéu
mau huyét tan (ribavirin).

Tranh dung AZT ¢ nhiing bénh nhan c6 nguy co ciing
nhu ding kém céac thude c6 nguy co (e ché tiy xwong. Can
theo ddi cong thirc mau (CTM) sau thang dau diéu tri AZT
va sau do.

Nhitng trudng hop giam bach cau trung tinh can tim
cic nguyén nhan khic dé diéu tri. Néu khong tim thay
nguyén nhan nao khéac thi ngoai viéc ngimg AZT, thay
thudc ARV khac, ¢ thé can nhéc diéu tri filgrastim.

Thiéu mau thudng xay ra trong 4-6 tuan dau sir dung
AZT. Can loai trir cic nguyén nhan khac giy ra thiéu mau
hodc suy tuy. Dua trén xét nghiém hemoglobin (Hgb) xéc
dinh muc do thiéu mau va xu tri theo Bang 5.5.
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Bang 5.5. Xir tri thiéu mau do AZT

Muc d¢ | Hgb (g/1) X1 tri
M d6 1 Tlép tuc dfmg AZT . ) '
(Nhe) 80-94 | B§ sung vitamin B12, vién sit, acid
' folic, tw van vé ché do an.
Xét nghiém CTM lai sau 1, 3 thang.
o Neéu tinh trang nguoi bénh 6n dinh
Mire do 2 70 -79 | hodc cai thién thi tiep tuc dung AZT
(Trung binh) va tu van vé khau phan an thich hgp.
Mitc do 3 Sy £ IS G WL LB
(Ning) 65 - 69 i loai trq,cac nguyén nhan khéc co6
: the gay thieu mau hodc suy tuy.
Truyén khoi hong cau hodc mau toan
P phan
lec e B0 sung vitamin B12, vién sat, acid
(Nang de .
: <65 folic
doa tinh . o aex . ..
Can nhac dicu tri erythropoietin
mang)
b. Phat ban do NVP

Thuong thi phat ban hay xay ra trong 2-8 tuan dau diéu
tri. Nguoi bénh can dugc theo doi chit chd va danh gia murc
dd phat ban. Xt tri phat ban do NVP theo mirc 4§ phat ban
dugc trinh bay trong bang 5.6. Tu van cho ngudi bénh dén
tai kham ngay khi phat ban nang Ién, hodac phat ban kem
theo tri¢u chung toan than nhu sét, mét moi... Diéu tri hd
tro dé giai quyét cac triéu chimg, st dung thudc khang
histamin hodc thudc chdng viém steroid tiy mirc d6 phat
ban. Can theo ddi chat ché dién bién 1am sang va xét
nghiém ALT.
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Bang 5.6. Xir tri phat ban do NVP theo mirc do

phat ban
Mirc dd | Biéu hién Xir tri
R B‘an do, kh(t)ng Tiép tuc NVP, c6 thé tri hoan viéc
Muc 46 1 k?fn thC’O €aC I ting licu NVP thém vai ngay dén
(Nhe) tr1§u chimg khi tinh trang phat ban dugc cai
khc thién (chii ) khong nén sie dyng
Muc d6 2 | Ban séan lan toa N I,/P 2;00 fﬂg/ ngczy qua 3A’tuan)'.
(Trung hodic bong troc Cp thg dung thém thuoc khang
binh) da kho khu trg | histamin
NGUNG ngay NVP. Tiép tuc
uéng 2 thude con lai trong 7 ngay
sau d6 thay NVP bing EFV néu
L phat ban da cai thién hoac
Bein dovtoan Néu sau 7 ngay phét ban chua cai
.+~ ~» |than hodc bong
Mtic d6 3 cc phon thién hoan toan, nén ngimg tiép 2
(Nang) ?(})I(ylclcl))éc trfcg') . thudc con lai. Khi ngu:or1 bénh h01
dépu 6t phuc, thay NVP l?ang EFV va tiép
tuc dung hai thuoc con lai.
Diéu tri tridu chimg bang thudc
khang histamin, can nhéc st dung
thudc chong viém khong steroid.
Tén thuong ca | Ngung toan b(f? cac :[huéc, nhé}p
niém mac va | vién hodc chuyén tuyén. Can nhac
Muc d6 4 | cac hoc tu cho dung thubc chéng viém
(Nang de |nhién, steroid.
doa tinh | HQi ching Chi diéu trj ARV lai khi nguoi
mang) Stevens- bénh hoan toan hdi phuc. Thay
Johnson, NVP bing EFV hoic TDF hoic
Ban do da dang| LPV/r.
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¢. Nhiém déc gan do NVP

Nguy co nhiém ddc gan cao & phu nit mang thai c6 sd
luong CD4 > 250 t& bao/mm?, ngudi bénh cé ALT trude
diéu tri cao, ngudi bénh ddng nhiém HIV va viém gan B
hodc C va nguoi bénh lao dang diéu tri bang phac dd c6
rifampicin. Vi vay khi bat ¢iu phac d6 c6 NVP ngudi bénh
can xét nghiém ALT, HBsAg va anti-HCV trudce khi diéu
tri. Theo ddi chit ch& chirc ning gan d6i voi ngudi bénh
str dung NVP, dic biét 1a dbi v6i ngudi bénh c6 yéu t6 nguy
co noi trén.

Biéu hién c6 thé chi ting ALT don thuan, nhung ciing
c6 thé kém theo cac tridu ching 1am sang nhu phét ban,
s6t, kho chju, non, budn non, vang da, dau bung. Hay gap
nhat sau khi diéu tri ARV duoc vai tudn dén vai thang. Xu
tri theo mure do tang ALT duogc trinh bay trong bang 5.7.
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Bing 5.7. Xir tri nhiém ddc gan do NVP theo mirc d9
tang ALT

Tang ALT so véi
Mirc do glot hi:m tr‘en cua Xir tri
miurc binh
thwong
1(\1’{]‘1"1‘;)‘1‘-’ L 1125-2501an
j Tiép tuc sir dung NVP.
Mirc 46 2 ‘ ;Hle(/)lkdm chat ché ALT 2
(Trung 2,5-5lan uan/ian
binh)
NGUNG ngay NVP. Tiép tuc
uong 2 thuoc con lai trong 7
ngay sau do6 thay NVP bang
Mite d6 3 EFV néu ALT da cai thién.
(Nai )" 5-10lan Néu khi d6 ALT vén chua cai
ang thién thi ngung tiép 2 thuoc
con lai. Chi diéu tri lai ARV va
thay NVP bang EFV khi ALT
da cai thién.
K&t hop chiit ché gitta ALT va
lam sang de c6 quyét dinh phu
o hop.
Ml{c Gy Co thé ngimg toan bd céc
(Nang de 10 14 hube. nhap vien hodc chuva
doatinh |~ 0 lan t uoc, nhip vién hode chuyén
mang) tuyén. Tuy tung truong hop co

thé bat dau diéu tri lai ARV va
thay NVP bang EFV, hodc
TDF hodac LPV/r
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d. Ngo doc ti thé do cac thuéec nhém NRTI

Céc thubc NRTI trc ché sy nhan 1én caa HIV do gin
va0 enzym sao ma nguoc cua virus, nhung no ciing trc ché
cac ADN polymerase co cu trac tuong tu, trong dé co
mtDNA polymerase gamma chiu trach nhiém sao ma ADN
ctia ti thé (mtDNA). Sy trc ché sao ma trong ti thé nay dan
dén thiéu hut mtDNA gay ri loan chirc ning ti thé, gian
doan cac qua trinh oxy héa lién quan ti thé. Theo thoi gian,
tich lity cac hau qua réi loan chirc ning ti thé dan dén cac
biéu hién 1am sang. Ngo doc ty thé co 4 nhom chinh: bénh
co, bénh than kinh ngoai bién, teo md va nhiém toan
chuyén hoa lactic.

Bénh co do cic thuéc nhém NRTI

Bénh co hay gap nhét véi AZT. Bénh biéu hién la dau
va yéu co phia gan (gdc chi), thuong kém theo tang creatin
phosphokinase (CPK). Hién chua c6 diéu tri dac hiéu. Néu
phat hién thiy thi can d6i thuéc NRTI (thuong 1a AZT).
Sau ddi thuéc CPK trd vé binh thudng sau 4 tudn va triéu
chung cai thién sau 8 tudn.

Bénh than kinh ngogi bién cdc thuéc nhém NRTI

Bénh than kinh ngoai bién hay gip nhat véi d4T. Bénh
c6 thé xudt hién sau 3-12 thang diéu tri, thong thuong sau
6 thang diéu tri.

Biéu hién rdi loan than kinh ngoai bién: T¢ bi, rat bong,
dau, giam cam giac, thuong bit dau tir ddu cac chi (chu
yéu 1a chi duédi, bat dau tir cac ngdn chan), néu ning
nguoi bénh han ché di lai, mat cam giac nhiéu noi trén
co thé. Pa phan céac ton thuong than kinh c6 thé ton tai
vinh vién.
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Hoi bénh st va danh gia sy thay d6i phan xa gan
xuong, cam giac rung, cam giac dau, loan dinh dudng do
than kinh trong céc lan tai kham dé phat hién sém cac biéu
hién bénh than kinh ngoai bién.

Thay d4T bang AZT sau 12 thang ké tir khi bat dau
diéu tri néu co6 diéu kién hodc thay d4T béng AZT hoac
TDF bt ¢t khi nao c¢6 dau hiéu ctia bénh Iy than kinh ngoai
bién.

Khi diéu tri phac dd c6 d4T phat hién ngudi bénh c6
d4u hiéu rdi loan than kinh ngoai bién can luu v kiém tra
xem ngudi bénh c6 dang dung cac thude khac ciing giy
doc v6i than kinh hay khong. Néu nguoi bénh dang diéu tri
bang isonazid can dam bao 1a ngudi bénh duoc udng thém
pyridoxin 50 mg hang ngay (vitamin B6), khong nging
isonazid. Néu co thé, nén ngimg céc thude khac co nguy co
gy doc vé6i than kinh.

Réi loan phén bo mé

Nguyén nhan do diéu tri bang cac thudc nhom NRTI,
thuong gip nhat 1a do d4T. Thudng xuét hién sau diéu tri
tir 6-12 thang hodc c6 thé 1au hon.

Biéu hién chu yéu la teo m& dudi da & mat, tay, chan,
mong va/hodc tang tich tu md & bung, nguc, vu, vai, )
(thong thuong khong hdi phuc). Néu nang co thé gay rdi
loan chuyén hoa nhu ting m& mau hoic dai thao duong.

Xr tri can theo doi chit ché cac dau hiéu cua teo md,
xét nghiém md mau, dudng mau dinh ky. Thay d4T bang
AZT sau 12 thang ké tir khi bat dau diéu tri néu c6 diéu
kién hoac thay d4T béng AZT hodc TDF bét ctr khi nao c6
dau hiéu cua r6i loan phan bd ma.
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Nhiém toan chuyén héa lactic

Mac du ti 1€ gap khong cao, chi khoang dudi 3-4 truong
hop trén 100 ngudi-nim nhung ting lactat mau va nhiém
toan chuyén héa lactic 1 biéu hién nang cua ngd doc ti thé.
Trong nhoém NRTI, ddI va d4T 1a hai thubc c6 lién quan
nhiéu nhét, sau d6 1a AZT, con 3TC, ABC va TDF ¢6 nguy
co thap nhét. Tinh trang nay xay ra nhiéu hon khi sé luong
CD4 xudng dudi 200 t& bao/mm? va & phu nit.

Triéu ching 1am sang khong dic hiéu, ¢6 thé bao gom
mét mai, kho tho, dau bung, budn ndn, ndn, sut can, co giat,
ri loan  thirc, loan nhip tim va suy tim. Xét nghiém c6 thé
c6 thiéu méu, giam bach cau, ting creatine phosphokinase,
men gan. Chan doan hinh anh c6 thé thiy gan nhiém mg.

Khong c6 chi dinh danh gié lactat méau thuong qui cho
nhitng bénh nhan khong triéu ching. Can kiém tra lactat
mau ¢ nhitng bénh nhan dang diéu tri thudc NRTI c¢6 mét
méi, budn ndn, nodn, dau bung. Hién tai khong cé diéu tri
dac hi¢u cho tinh trang nay. Néu phat hién duoc tang lactat
mau khong triéu chimg, can chuyén sang dung cac thudc
NRTI it nguy co tang lactat mau nhu ABC, 3TC hoac TDF.
Néu bénh nhan c¢6 tridu ching thi nén ngimg tat ca cac
thudc HIV va cho diéu tri hd trg, trong do6 can nhéc b sung
cac vitamin nhém B. Sau khi lactat mau tr& vé binh thudng
(c6 thé mét 4-28 tuan), xem xét cho dung lai thuéc ARV
ngoai nhém NRTIL.

e. Poc tinh cia TDF
Déc tinh doi vdi thin

TDF c6 thé gdy ton thuong té bao 6ng than. Xét
nghiém creatinin huyét thanh dé theo ddi doc tinh ¢ than
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lién quan dén TDF dic biét cho ngudi bénh c6 cac yéu to
nguy co nhu tudi cao, co tién st bénh than, tang huyét ap
khong kiém soat duoc, bi dai thao duong man tinh, stir dung
thudc ting cuong PI (vi du ritonavir) hodc cac thudc gay
doc cho than.

Str dung cong thire Cockeroft-Gault (CG) dé ude tinh
mirc loc cau than dé danh gia mic do suy than (xem Phan
4 - muc 5).

Khong chi dinh TDF khi muc loc cau than udc tinh
<10 ml/phut hodc & ngudi co bénh tiéu dudng lau ngay,
tang huyét ap khong kiém soat dugc va ngudi bi suy than.

Déc tinh doi vdi xwong

TDF c¢6 thé lam giam mat do xuong ¢ tré em mac du
hién van chua 13 tac dong cua giam mat do xuong téi sy
phat trién ciia tré va nguy co gdy xuong. Vi vay can theo
doi tdng trudng cua tré khi dung TDF.

f. Phan g qua min do ABC

Phan tmg qua man do ABC xay ra & khoang 5-8% s
bénh nhan dung ABC. Hon 90% cac truong hop xay ra
trong vong 6 tuan dau. Thoi gian trung binh khoi phat cac
triéu chtng 1 tir 8 dén 11 ngay.

Phan ng qua man véi ABC 1a bénh toan than da co
quan. Biéu hién 1am sang gom céc du hiéu va triéu ching
ctia it nhét 2 trong s cac nhom sau déy:

Sét

Phat ban

Ti€u hoa (budn ndn, non, tieu chay hodc dau bung)
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Thé chat (mét, dau co, kho chiu)
Hb hap (kho tho, ho, viém hong)

Nhitng bat thuong xét nghiém khong dic hiéu bao
goém: Giam bach cau, thiéu mau, giam tiéu cau, ting nong
do transaminase, uré€, creatinin, lactate dehydrogenase
trong huyét thanh.

Phai nghi ngd phan Gng qua man khi xuét hién cac
triéu chirng néu trén, nhét 1a cac triéu chung tiéu hoa va
cac triéu chimg x4u di khi dung céc liéu tiép theo trong 6
tuan dau diéu tri ABC. Viéc tiép tuc ding ABC c6 thé giy
ra cac bién ching de doa tinh mang. Can ngimg ngay ABC
néu nghi ngd phan tng qua man va khong bao gid dung lai
ABC. Ghi cin than hd so bénh an vé phan g qua man
ABC va tu van cho bénh nhan vé viéc khong dung lai ABC.



PHAN 6

TUONG TAC THUOC CUA THUOC ARV VA
CACH XU TRI

v6i cac thude sir dung dong thoi trén bénh nhan

nhiém HIV nhu thudc du phong va diéu tri
nhiém trang co hoi, thudc du phong lao, thudc diéu tri
HBYV, HCV,... Viéc nhéan biét tuong tac thudc va bao cdo
kip thoi nhitng triéu chimg cua cac tuong tac tiém tang
dong vai tro quan trong dé dam bao st dung thude an toan.
Ngodi ra, viéc xac dinh twong tac thude trong qua trinh diéu
tri cling gitip cai thién hidu qua diéu tri. Phan nay s& cung
cap cho can bo y té thong tin vé tuong tac thudc cua cac
thudc ARV dang dugce sir dung trong Chuong trinh phong,
chéng HIV/AIDS tai Viét Nam.

Tuong tac thudc co thé xay ra giira thubc ARV

6.1. CAC THUOC KHONG NEN PHOI HQP
VOI THUOC ARV

Béng 6.1 liét ké cac thudc khong nén phdi hop véi
thubc ARV & moi muc liéu, ké ca dang phéi hop voi RTV.
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Bang 6.1. Cac thudc khong nén phdi hop véi thude

ARV
Thuée | ATV+-
ARV#b RTV LPV/r EFV NVP
ggsoirtg: Dronedaron | Dronedaron
ns Ranolazin |Ranolazin |Khong Khéng
h¢ tim
mach
Tl.lu?.c dicu Lovastatin | Lovastatin . .
tri roi loan | _. | . | Khong Khong
.. .~ | Simvastatin | Simvastatin
lipid mau
Thube T RO
khang R%famp len R¥famp len Rifapentin® | Rifapentin®
2 Rifapentin¢ | Rifapentin®
khuan
Thubc tac |Lurasidon |Lurasidon
dong trén | Midazolam!| Midazolam?| . . .
R e e e L R 2
kinh Triazolam | Triazolam
Boceprevir | Boceprevir | Boceprevir
PO .| Dasabuvir |Dasabuvir | Dasabuvir
Thuoc diéu | Boceprevir . . o
. . .| Ombitasvir | Ombitasvir | Ombitasvir
tri HCV Simeprevir . . . . . .
) Paritaprevir | Paritaprevir | Paritaprevir
Simeprevir | Simeprevir | Simeprevir
Alfuzosin | Alfuzosin
Cisaprid Cisaprid
Alcaloid | Alcaloid
cua loa cua loa
) mach mach
Thuoc khac | Irinotecan | Irinotecan | Khong Ketoconazol
Salmeterol | Salmeterol
Sildenafil | Sildenafil
diCu tri tang | di€u tri tang
apdong  |apdong
mach phoi | mach phoi

315
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Ghi chu:

a

b

RTV ding don doc khong bao gdm trong bang nay.

Nhirng thudc duoc liét ké & day 1a chéng chi dinh can nhéc
dua trén co s& 1y thuyét. Do d6, nhitng thudc c6 khoang diéu
tri hep va c6 nghi ngd chuyén hoa qua CYP450 3A, 2D6, hoidc
mot con duong khéc chua rd déu co trong bang nay. Twong tac

thuc sy ¢6 thé khong xay ra.

Bénh nhan HIV c6 sir dung rifapentin trong phac do diéu tri
lao ¢o ty 1€ lao tai phat cao hon va khang rifamycin hon bénh
nhan diéu tri bang cac phac dd c6 chira khang sinh nhom
rifamycin khac. Vi vay, nén lya chon mét thudc diéu tri lao

khac dé thay thé cho rifapentin.

Chéng chi dinh phéi hop véi midazolam dwong udng. Lidu
don midazolam dudng tiém co6 thé sir dung than trong va ¢
thé dugc dung trong cac truong hop c6 giam sat dé an than
thuc hién tha thuat.

Khi sir dung dong thoi rifampicin véi LPV/r hodc tang lidu
LPV/r gip d6i dé bu dip cho hién twong cam tmg do
rifampicin da ghi nhan duoc ty 1¢ cao bénh nhan xay ra tang
néng dd transaminase huyét thanh muc d¢ 4; vi vay, khong

nén dung nhiing chién luge ding thude kiéu nay.

Cic thuéc thay thé goi y:

Lovastatin, simvastatin: fluvastatin, pitavastatin va

pravastatin c6 nguy co tuong tac thudc thap hon (xem bang
6.5). St dung atorvastatin va rosuvastatin than trong; bét
dau véi licu toi thiéu co tac dung va hiéu chinh liéu dya

trén kha nang dung nap va hiéu qua ha lipid mau.
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Rifampicin: rifabutin (hi¢u chinh liéu, xem thém bang
6.4vao.5).

Midazolam, triazolam: temazepam, lorazepam,
oxazepam.

6.2. TUONG TAC THUOC GIUA NHOM
NNRTI VA NHOM PI

Bang 6.2. Twong tac thudc giira nhém NNRTI va

nhom PI
NNRTI
PI
EFV NVP
Thong A ,
ATV s6 Duoc EIFV' dk;}.l(:in,g C(l)(; C6 thé | nong do
(khong [dng |1 NG e g ATV
phéi hop | hoe FAUC | 74%
voi
RTV)
Lidu Khong sir dung Khong sir dung
dong thoi dong thoi
ATV 300 mg két
ggﬁgRlT ?grb?l(; ;;‘,g ATV 300 mg két
Théng |Nong do ATV h(:)’p RTY 100 m g
s6 Dwgc | twong ty nhu & cac dung 1 lan/ngay:
ATV/r P A PO -AUC cua ATV |
dong bénh nhan dung 0/ x A
hoc ATV khong duogc 42% va Cuin | 72%
: < . N -AUC cua NVP 1
tang cuong va 25%
khong ding kem
EFV.
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NNRTI
EFV NVP

PI

Liéu chuén EFV:
O bénh nhén diéu
tri bang thuéc ARV
lan dau:

ATV 400 mg két
ATV/r |Liéu hop RTV 100 mg 1
lan/ngay

Khong sir dung
dong thoi 6 bénh
nhén di diéu tri
bang ARV

Khong sir dung
dong thoi

Vi vién nén LPV/r
500/125 mg* 2
lan/ngay:

Thong |Nong do LPV Vi vien nang

£ ., |LPV/r
80 Duge | twong tu nhu & Cic | (50 oq 1y |
dong bénh nhan dung 0/ < -
hoc LPV/r lidu 400/100 | 2770 V& Crin cUa
: L on TPV ILPY | 51%
mg 2 lan/ngay va
khong dung kéem
LPV/r v6i EFV.

Vién nén LPV/r Vién nén LPV/r
500/125 mg* 2 500/125 mg* 2
lan/ngay; dung dich| lan/ngay; dung dich
Liéu ubng LPV/r ubng LPV/r
533/133 mg 2 533/133 mg 2
lﬁn/ngéy: str dung lﬁn/ngéy: st dung
liu chuan EFV. | liéu chuan NVP.

* Str dung 2 vién nén LPV/r 200/50 mg két hop véi 1
vién nén LPV/r 100/25 mg dé co6 tong lidu LPV/r 1a
500/125 mg.
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6.3. TUONG TAC THUOC GIUA NHOM NRTI
VA CAC THUOC KHAC

Bang 6.3. Twong tac giita nhém NRTI va cac thude
khac (bao gdm ca thudc ARV)

Thude phdi hep

NRTI

Anh hwéng trén
nong d ciia
NRTI va/hoic
thuoc dung dong
thoi

Li€u khuyén cdo va cac
khuyén cdo khac vé 1am
sang

Thuébc khdng virus khong phdi ARV

Khong co thong

Khong phoi hop. Nong
d0 cua TDF va/hodc nong

Adefovir TDF | do cta cée thude khéc thi
trr qua thantrong huyet
thanh c6 the tang.

Nong do cua cac thude
. . .~ |nay va/hodc TDF trong
TDF ii(rlllong ¢6 thong huyét thanh co the tang.

Ganciclovir, Can giam sat dgc tinh lién

Valglanciclovir quan dén lidu.

AZT Anh hudng | Co kha nang tang doc tinh
khong dang ké | trén huyét hoc
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Thudc phoi
hop

NRTI

Anl} hwéng trén
nong do clia
NRTI va/hodc
thuoc dung dong
thoi

Lieu khuyén cdo va cac
khuyén cdo khac vé 1am
sang

Ledipasvir/
Sofosbuvir

TDF

- Ledipasvir 1am 1
AUC cua TDF tu
40 dén 98% khi
TDF su dung
dong thoi  véi
EFV.

- Ngoai ra, c6 thé
1 ndng d6 TDF
nhiéu hon trong
truong hop TDF
phdi hop véi céc
PL

Khong can hidu chinh
litu. Can giam sat doc
tinh ciia TDF.

D¢ an toan cua viéc tang
ndng do TDF khi sir dung
ledipasvir/  sofosbuvir
ddng thoi voi TDF va Pl/r
chua dugc chung minh.
Can nhic thay doi thudc
ARV hodc thube didu tri
HCV dé tranh lam ting
doc tinh ciia TDF. Néu
can st dung dong thoi,
theo ddi cac phan tng co
hai lién quan dén TDF.

Ribavirin

AZT

Ribavirin trc ché
st phosphoryl
hoa ctia AZT.

Trénh phdi hop néu c6
thé hodc giam sat chat
che chat dap ting voi
virus HIV va cac doc
tinh trén huyét hoc khac
¢ thé xay ra.

opioid

Thuéc giam dau opioid hodc thube diéu tri hji chirng phu thugc

3TC,

Buprenorphin | TDF,

AZT

Anh hudng
khong dang ke.

Khong can hi¢u chinh
licu.
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Anl} hudng trén

Lieéu khuyén cao va cac

Thube phéi nong df cua , :
h p NRTI| NRTI va/hodc | khuyén cdo khac vé lam
P thudc ding dong sang
thoi
Apc | Do thanh thai ciia | Khong can hiéu chinh
methadon 1 22% | liu.
Methadon | d4T AUC cua d4T | Iihong can hi¢u chinh
23% licu.
AZT AUC cua AZT 1 | Giam sat doc tinh lién
tr 29% t6143% | quan dén AZT.
Cic thuéc khdc
. AUC cua AZT 1 | Giam sat doc tinh lién
Allopurinol | AZT 1 54, quan dén AZT.
Cac PI
Tranh si dung dong
thoi TDF voi ATV
khong dugc ting cuong
V6i ATV (khong lﬂ?;uﬁ?:g
g}o\‘l)}?@”p YO Sir dung ATV lidu 300
) AUC cia ATV | mg/ngay phoi hgp RTV
5% vi Co clia lieu 100 mg/ngay khi st
°v o 22| dung déng thdi voi TDF
ATV | 23% dén .
ATV +/- TDF | 40% (Cu khi 300 mg/ngay.
RTV AT\O/ h’g;f' h - Trong truong hop dung
6 RI{"V ca(()yrl)lon TDF va thudc diéu tri
Khi khone phai khang histamin H, ¢
b e IprV) bénh nhén da diéu trj
i ZpUVC ciia TDF 1 bang thuoc ARV, st dung
249 d énu3 79 ATV liéu 400 mg/ngay
‘ Kbt hop voi RTV lidu
RTV 100 mg/ngay.

Giam sat doc tinh lién
quan dén TDF.
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Anl‘l huéng trén | )
Thubc phéi nong dj cia | Li¢u khuyén co va cic
h p NRTI| NRTI va/hodc |khuyén cao khac ve lam
op o £ 5
: thuoc dung dong sang
thoi
V6i ATV (khong
phoi hop voi
RTV): D S
+/-
ﬁa’, ! AZT | Cuin cia AZT | gﬂoncgﬁzotzzg nggla lim
30% va AUC cia | **"8 glac
AZT khong thay
doi
AUC ciia LPV/r  |Khong 16 vé ¥ nghia Iam
1 15% sang cua tuong tac. Giam
LPV/r TDF AUC ctiia TDF 1 |sat doc tinh lién quan dén
34% TDF.
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6.5. TUONG TAC THUOC GIUA NHOM PI VA
CAC THUOC KHAC

Béng 6.5 cung cip thong tin vé cac tuong tac duoc
dong hoc gitra PI va cac thude khac. Tuong tac gitta thude
tang cuong (RTV) vé6i cac thude PI khong ting cudng
khong dugc néu trong bang nay. Trong bang, cum tir “tat ca
cac PI” bao gom ca cac PI ph6i hop va khong phdi hop voi
thubc ting cuong PI.
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