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LGOI NOI DAV

5t rét 1a mot bénh x3 hoi duoc cong déng y té

quan tdm dic biét do ty 1 mic va tr vong cao.

M&i nam thé gi6i sir dung hang triéu liéu thude
cho du phong va diéu tri sot rét. Tai Viét Nam, Chuong
trinh Phong chdng sdt rét Qudc gia da dat duoc nhiéu thanh
tuu dang ké trong kiém soat bénh sdt rét, lam giam ty 1
mic va tir vong do sét rét. Tuy nhién, bénh van con dién
bién rat phure tap voi su di bién dong dan cu l6n, mang ludi
y té chua 6n dinh, han ché vé nguén luc va sy gia tang tinh
trang khang thube. Vi vay, vi¢c st dung thudc an toan, hop
1y cho nguoi bénh trong du phong va diéu tri s6t rét ludn
duoc coi 1a mot trong nhitng muc ti€u quan trong cua
Chuong trinh Phong chdng sdt rét Quéc gia.

Pugc sy hd trg cua Dy an “Hb tro Hé théng Y té” tir
Quy Toan cau phong chdng AIDS, lao va sbt rét, nhom
chuyén gia c6 nhiéu kinh nghiém tir cac co sé dao tao, thuc
hanh trong linh vuc Y-Duoc va diéu tri st rét da bién soan
va hoan thién cuén Cim nang Hudng dan str dung thude sot
rét. Cam nang duoc xay dung cha yéu dua trén cac tai lidu
tham khao thong tin thudc chinh théng va cic hudng dan
hién hanh vé chan doan, du phong va diéu trj sét rét trong
nude va qudc té. Noi dung ciia cudn Cam nang bao gom
bdn phan: phan dai cwong, phan cac chuyén luan thudc véi



20 chuyén luan, phan cha dé st dung thude sdt rét trén mot
s6 dbi twong dic biét va phan chu dé xir trf tac dung khong
mong mudn cua thude sdt rét. Nhom bién soan hy vong
cudén Cam nang nay sé& 1a tai lidu tra ctru hitu ich cho cac
thay thudc va can bd y té & cac tuyén y té trong cong tac du
phong, cham soc va diéu tri sot rét.

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

Thudng tryc Ban bién soan tai Trung tam Quoc gia vé
Théng tin thuéc va Theo déi phan vmg ¢é hai cia thuoc,
Truong Pai hoc Dugc Ha Noi.

Dia chi: 13-15 Lé Thanh Tong, Hoan Kiém, Ha Noi;

Hoic khoa Nghién ciru diéu tri sot rét, Vién Sot rét -
Ky sinh trung - Con Trung Trung vong

Dia chi: 35 Trung Van, Nam Tu Liém, Ha Noi.

Xin tran trong cam on!

Céc tac gia
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PHAN 1
DAI CUONG

6t rét 1a bénh truyén nhiém do ky sinh tring
SPlasmodium O nguoi gdy nén. Bénh 1ay theo
duong mau, chu yéu 1a do mudi Anopheles
truyén. C6 5 loai ky sinh tring s6t rét (KSTSR) gy bénh
cho nguoi: Plasmodium falciparum, Plasmodium vivax,
Plasmodium malariae, Plasmodium ovale va Plasmodium
knowlesi. Bénh thuong biéu hién bang nhirng con sdt rét
dién hinh véi ba triéu chung: rét run, sét, va mo hoi. Bénh
tién trién c6 chu ky va c6 han dinh néu khong bi tai nhiém.
KSTSR gay mién dich dic hiéu nhung khong bén viing.
Bénh Iuu hanh dia phuong, trong nhitng diéu kién thuan
loi ¢6 thé gay thanh dich. Hién chua c6 vaccin phong bénh,
nhung cé thudc diéu tri dic hiéu va co thé phong tranh
duoc. O nudc ta, bénh luu hanh chu yéu vung rung, doi,
nui, ven bién nude lo; bénh xay ra quanh nim, nhung chu
yéu vao muiia mua.

1. LAM SANG

1.1. Théi ky it bénh

La thoi gian tinh tir khi bi mudi co thoa tring dot dén
khi ¢6 con s6t dau tién, thoi gian nay khac nhau iy timg
loai KSTSR, thoi ky nay thuong tuong duong voi giai doan
phat trién trong gan ciia KSTSR.
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P. falciparum : 8 - 16 ngay (trung binh 12 ngay).

P vivax : 10 - 20 ngay (trung binh 14 ngay).
P ovale : 12 - 20 ngay (trung binh 14 ngay).
P. malariae : 18 - 35 ngay (trung binh 21 ngay).
P. knowlesi : 10 - 18 ngay (trung binh 11 ngay).

1.2. Thoi ky phat bénh

Con st tién phat thuong khong dién hinh, khong co
tinh chat chu ky nhu nhitng con sét tiép theo. Con sbt
thuong kéo dai lién mién, dao dong.

Nhirng con sét tiép theo thudng c6 chu ky 16 rét,
trong tng v6i chu ky hong cau cua mdi loai KSTSR:
P. falciparum, P. vivax, P. ovale 1a 48 gi0. P. malariae c6
con sdt cach 3 ngay (72 gio).

Con s6t rét dién hinh thudng trai qua 3 giai doan:

- Giai doan rét: giai doan nay kéo dai 1 - 4 gio. Bénh
nhan rét run toan than, da tai nhot, lanh toat, ndi da ga.

- Giai dogn sét néng: bénh nhan thiy b6t lanh, cam giac
nong tang dan, mat do, toan than nong ryc. Nhi¢t do co
thé tang 39 - 40°C. Bénh nhan thé nhanh, hoi thd nong
am, nhtrc dau dir doi, d6i khi bi non. Néu nhiét do co
thé qua cao, bénh nhan cé thé hét hoang, thao cuéng,
tré em c6 thé bi co giat. Giai doan nay kéo dai tir 2 dén
12 gio.

- Giai doan ra mé héi va ha thén nhiét: bénh nhan ra
rat nhiéu mo hoi, nhiét do co thé giam dan. Luc nay
bénh nhan nhirc dau, khat nudc, sau d6 thay dé chiu,
than nhiét trg lai binh thuong.
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1.3. Tién trién ctiia bénh sot rét

Bénh sdt rét 1a bénh co thé diéu trji khoi. Néu khong bi
tai nhiém thi sau khi duoc diéu tri dic hiéu bénh s& hét.
Nhung bénh sOt rét 1a bénh hay tai phat, c6 hai loai tai phat:

1.3.1. Tdi phdt gan (Recrudescent)

La su xuét hién tré lai cua ky sinh trung s6t rét sau khi
da duoc diéu tri thude sdt rét. Ngudi bénh co thé co sot
hodc khong c6 sot. Tai phat gan 1a do su tiép tuc phat trién
ctiia KSTSR ¢ thé vo tinh trong hong cau & mat do rat thip
ma phuong phap kinh hién vi khong phat hién duoc (dudi
ngudng kinh hién vi), thuong do viée diéu tri thude khong
hiéu qua. Ca 5 loai KSTSR & nguoi déu c6 thé gay tai phat
gan, nhung thuong gip & P, falciparum.

1.3.2. Tai phat xa (Relapse)

Con st tai phat xa xdy ra voi cac loai P, vivax, P. ovale
do nhirng loai nay c6 thé ngi & t& bao gan. Pay 13 ngudn
du trit KSTSR. Khi ¢6 nhiing yéu t6 kich thich, cac thé ngu
nay lai phat trién. Cac KSTSR lai duoc phong thich vao
mau va giy cac con st (con sot rét tai phat xa). P, vivax c6
thé c6 con sot tai phat xa tir 1 - 3 nam va P. ovale tir 3 -
4 nam.

2. CHAN DPOAN

2.1. S6t rét 1am sang

Trudng hop sbt rét 1am sang phai c¢6 du 4 tiéu chuan
(khi chua dugc xét nghiém mau hoac xét nghiém chua tim
thiy ky sinh tring hodc chua c6 két qua xét nghiém):
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- Sét:
+ €0 triéu ching dién hinh cia con sdt rét: rét run, sét
va va mo hoi.
+ Hoac ¢o tri¢u chirng khong dién hinh cta con sbt
rét: sot khong thanh con (nguoi bénh thay 6n lanh,
gai rét) hodc s6t cao lién tuc, sbt dao dong.

+ Hodc c6 sbt trong 3 ngay gan day.
- Khéng tim thdy cac nguyén nhan gay st khac.

- Dang ¢ hodc da dén vung sot rét luu hanh hodc c¢6 tién
su mac sot rét gan day.

- Trong vong 3 ngay dau diéu tri bang thudc st rét co
dap mg tot.

2.2. S0t rét ¢6 ky sinh trung

Truong hop xac dinh mac sét rét 1a truong hop c6
KSTSR trong méau dugc xac dinh bﬁng xét nghiém lam
mau nhudém giém sa, xét nghiém chan doan nhanh phat
hién khang nguyén hoac ky thuat PCR.

2.3. Cac thé 1am sang

Céc thé 1am sang bénh st rét bao gom: st rét thé
thong thuong (hay sbt rét khong c6 bién ching) va sot rét
ac tinh (hay st rét co bién chimg, sét rét nang).

2.3.1. St rét thé théng thwong

La truong hop bénh sét rét ma khong c6 dau hiéu de
doa tinh mang ngudi bénh. Chan doan dua vao 3 yéu td:
dich t&, triéu chimg 1am sang va xét nghiém.
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- Dichté: dang ¢ hodc da dén vung sbt rét lvu hanh hodc
c6 tién str st rét gan day.
- Triéu chung lam sang:

+ Con s6t dién hinh c6 3 giai doan: rét run - sbt - v
md hoi.

+ Con st khong dién hinh nhu: s6t khong thanh con,
6n lanh, gai rét (hay gip & nguoi séng lau trong
vung s6t rét luu hanh), sét lién tuc hodc dao dong
(hay gip 0 tré em, ngudi bénh bi sbt rét 1an dau).

+ Nhiing diu hiéu khac: thiéu mau, lach to, gan to...

- Xét nghi¢m: xét nghiém mau c6 KSTSR thé vo tinh,
hodc xét nghiém chan doan nhanh phat hién khang
nguyén sot rét hoic k¥ thuat PCR dwong tinh. Noi
khong c¢6 kinh hién vi phai liy lam mau giri dén diém
kinh gan nhat.

2.3.2. Sot rét dc tinh

St rét 4c tinh 1a sot rét co bién chimg de doa tinh mang
nguoi bénh. SHt rét ac tinh thuong xay ra trén nhitng nguoi
bénh nhim P falciparum hodc nhiém phdi hop c6
P. falciparum. Céic trudng hop nhiém P vivax va
P, knowlesi ciing c6 thé gay sot rét 4c tinh, ddc biét & cac
vung khang véi cloroquin.

2.3.2.1. Lam sang

- Réiloan y thic (Glasgow < 15 diém ddi véi nguoi 16m,
Blantyre < 5 diém ddi voi tré em).

- Hon mé (Glasgow < 10 diém ddi v6i ngudi 16n,
Blantyre < 3 diém dbi v6i tré em).
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Mét 1a (ngudi bénh khong c6 kha ning ty ngdi, dimg
va di lai ma khong c6 su ho tro).

Co giat trén 2 con/24 gio.
Tho sau (> 20 lan/phiit) va ri loan nhip thé.
Phui phoi cép, ¢6 ran am & 2 ddy phoi.

Hoic c6 hoi chimg suy ho hap cap, kho thd (tim tai, co
kéo co hd hap) va SpO, < 92%.

Suy tudn hoan hodc soc (huyét 4p tam thu < 80 mmHg
¢ nguoi 16n va < 50 mmHg & tré em).

Suy than cip: nude tiéu < 0,5 ml/kg/gid (& ca ngudi
16m va tré em).

Vang da niém mac.

Chay mau ty nhién (dudi da, trong co, chdy mau tiéu
hoéa) hodc tai chd tiém.

2.3.2.2. Xét nghiem

Ha duong huyét (duong huyét < 70 mg/dl
hodc < 4 mmol/l; néu duong huyét < 50 mg/dl
hodc < 2,7 mmol/l thi goi la ha duong huyét nang).

Toan chuyén héa pH < 7,35 (bicacbonat huyét twong
< 15 mmol/l).

Thiéu mau ning (nguoi 1én hemoglobin (Hb) < 7 g/dl,
hematocrit (Hct) < 20%; tré em Hb <5 g/dL hay Hct
<15%).

Nudc tiéu ¢6 mau do nau sau d6 chuyén mau den do c6
hemoglobin (di huyét cau td).

Tang lactat mau (lactat > 5 mmol/l).



CAM NANG HUONG DAN SUDUNG THUGC BIEU TRISOTRET | 17

- Suy than (creatinin huyét thanh > 3 mg% (> 265 mol/l)
& ca nguoi lon va tré em).

- Phu phdi cip (chup X-quang phdi ¢6 hinh md 2 rén
phéi va day phoi).

- Vang da (bilirubin toan phan > 3 mg%).

2.4. Chéan doan phan biét

2.4.1. Chén dodn phan biét sét rét thuwong

Truong hop két qua xét nghiém tim KSTSR am tinh
can phan biét véi sot do cac nguyén nhan khac nhu: sot
Xuét huyét Dengue, sOt thuong han, s6t mo, cam cam, viém
dudng tiét niéu, viém hong, viém amidan, viém mang n3o...
2.4.2. Chin dodn phan biét sét rét dc tinh

Truong hop xét nghiém KSTSR am tinh can lam thém
cac xét nghiém khéc, khai thac k¥ yéu té dich t& lién quan
dé tim cac nguyén nhan:

- Hon mé do viém ndo, viém mang ndo, nhiem khuan
nang...

- Vang da, vang mat do xoan khuan, nhiém khuan duong
mat, viém gan virus, tan huy¢t.

- So6c nhiém khuan, nhiém khuan huyét, s6t mo.

- Suy hé hip cép do cac nguyén nhan khéc.

3. PIEU TRI

3.1. Nguyén tic diéu tri

- biéu tri sém, dung va du liéu.
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3.2

Diéu tri diét thé vo tinh cit con st két hop véi diéu tri
diét giao bao chéng lay lan (sét rét do P, falciparum) va
diéu tri diét thé ngu chdng tai phat xa (st rét do
P. vivax, P. ovale).

Céc truong hop sét rét do P, falciparum khong duoc
dung mot thube sbt rét don thuén, phai diéu trj thudc
s6t rét phdi hop dé han ché khang thude va ting hiéu
lue diéu tri.

Diéu tri thudc st rét dac hiéu két hop véi diéu tri hd
tro va nang cao thé trang.

Cac trudong hop sot rét ac tinh phai chuyén vé don vi
hoi strc cap ctru cua bénh vién tir tuyén huyén trg 1én,
theo doi chat ché va hoi suc tich cuc.

Thuoc diéu tri sot rét
Phan loai thuoc di€u tri sot rét
Theo nguodn goc:

+ Nhoém thudc c6 nguon goc thuc vat: quinin,
quinidin, artemisinin...

+ Nhém thube tong hop: cloroquin, amodiaquin,
mefloquin, halofantrin, sulfadoxin, pyrimethamin,
primaquin...

+ Nhom thudc phdi hop: sulfadoxin + pyrimethamin,
pyrimethamin + dapson; atovaquon + proguanil; cac
phéi hop thudc diéu tri sot rét co dan chat
artemisinin (ACT) nhu dihydroartemisinin +
piperaquin (DHA-PPQ), artemether + lumefantrin,
artesunat + amodiaquin, artesunat + mefloquin...
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- Theo tac dung:

+ Thudc diét thé vo tinh: quinin, cloroquin, artesunat,
pyrimethamin...

+ Thudc diét thé hitu tinh, thé nga: primaquin.

3.3. Phac d6 diéu tri

Tai Viét Nam, diéu tri s6t rét can tudn theo phac d6 duoc
khuyén céo trong Huéng dan diéu tri sot rét hién hanh cua Bo
Y té. Ngoai ra, theo huéng dan diéu tri sot rét ciia T6 chirc Y
té thé gi61, mot sO thude diéu tri sbt rét khac cling c6 thé duoc
str dung tiry thudc vao chan dodn va dic diém bénh nhan. Khi
str dung cac thude khong ndm trong hudng dan ciia Bo Y té,
can tudn thu chit ch& khuyén céo ctia nha san xuét.

3.3.1. Piéu tri sot rét thé thong thuong

Theo hudng dan diéu tri s6t rét cua BO Y té, can dua
vao chan doan dé chon thubc diéu tri phu hop:
3.3.1.1. Thudc diéu tri wu tién

- Sbt rét do P. falciparum: DHA-PPQ udng 3 ngay va
primaquin li¢u duy nhét.

- Sbt rét phdi hop co P. falciparum (ngoai ra c6 thém
P. vivax hodac P. ovale): DHA-PPQ 3 ngay va
primaquin 14 ngay.

- Sbtrét do P, vivax hodc P. ovale: cloroquin ubng
3 ngay va primaquin 14 ngay.

3.3.1.2. Thubc diéu tri thay thé

- Quinin diéu tri 7 ngay va doxycyclin 7 ngay.
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- Hoac quinin 7 ngay va clindamycin 7 ngay cho phu ni
c6 thai va tré em dudi 8 tudi.

3.3.2. Piéu tri sot rét thong thwong ¢ phu nir cé thai

3.3.2.1. Phu nit ¢6 thai trong 3 thang dau

- Sét rét do P falciparum: quinin sulfat 7 ngay va
clindamycin 7 ngay.

- S6trét do P, vivax: cloroquin udng 3 ngay.

3.3.2.2. Phu nir co thai trén 3 thang
- Sotrét do P, falciparum: DHA-PPQ udng 3 ngay.

- Sbtrét do P, vivax: cloroquin udng 3 ngay.
3.3.3. Diéu tri sot rét dc tinh

3.3.3.1. Diéu tri dac hiéu

Str dung artesunat tiém hoac quinin theo thur ty wu tién
nhu sau:

- Artesunat tiém dén khi ngudi bénh c6 thé udng, chuyén
sang thubc DHA-PPQ udng 3 ngay.

- Quinin dihydrochlorid tiém hodc truyén tinh mach
cho dén khi tinh thi chuyén sang udng quinin sulfat +
doxycyclin cho du 7 ngay hoic DHA-PPQ udng
3 ngay.

3.3.3.2. Piéu tri sot rét dc tinh & phu nit ¢6 thai

- Phu nit c6 thai trong 3 thang dau: dung quinin
dihydrochlorid + clindamycin.
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- Phu nit c6 thai trén 3 thang: dung artesunat ti€ém nhu
v6i nguoi bénh sot rét ac tinh, khi tinh chuyén sang
uéng DHA-PPQ du liéu 3 ngay.

3.3.4. Diéu tri hé tro

Diéu tri cac triéu ching kém theo: ha sbt, cat con co
giat, xur tri sbc, xr tri suy ho hép, XU tri suy than cép, thiéu
mau do huyét tan hodc dai huyét cau td, diéu chinh rbi loan
nude dién giai, rdi loan kiém toan...

3.4. Theo déi trong qua trinh diéu tri

3.4.1. Theo doi lam sang

- Néu bénh dién bién ning hon hodc trong 3 ngay diéu
tri ma nguoi bénh van sbt hodc tinh trang bénh x4u di
va con KSTSR thi ding thudc diéu tri thay thé.

- Néu bénh dién bién nang hon hoic trong 3 ngay diéu
tri ma nguoi bénh van s6t hodc tinh trang bénh xau di
va khong con KSTSR thi tim nguyén nhan khac.

- Néu nguoi bénh bi nén trong vong 30 phut sau khi
udng thudce thi phai udng liéu khac thay thé hoic dung
thudc dang tiém.

3.4.2. Theo doi ky sinh trung

- Lay lam méu kiém tra KSTSR hang ngay.

- Chi cho nguoi bénh ra vién khi két qua soi lam 4m tinh.

3.5. Xir tri cac trwong hop diéu tri that bai

Trong trudng hop diéu tri that bai, phai 1y lam mau
dé xét nghiém lai va diéu tri nhu sau:
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Xuat hién cac dau hiéu nguy hiém trong vong 3 ngay
dau va con KSTSR thi phai diéu tri nhu st rét 4c tinh.
Néu xuét hién lai KSTSR trong vong 14 ngay, diéu tri
bang thudc diéu tri thay thé.

Néu xuat hién lai KSTSR sau 14 ngiy, coi nhu tai
nhiém va diéu tri bang thudc lva chon uu tién.

Néu gip cac trudng hop diéu tri thit bai ddi vi mot
loai thudc sbt rét tai co s& diéu tri, can bao 1én tuyén
trén dé tién hanh xac minh KSTSR khéang thudc.

4. PHONG CHONG BENH SOT RET

4.1. Nguyén tic

Phai cit dut su lan truyén bénh st rét bao gom 3 yéu
td: nguén bénh (KSTSR), mudi truyén bénh, ngudi
cam thy (ngudi lanh). Tuy diéu kién cy thé va kha ning
ma tién hanh giai quyét dong thoi ca ba yéu té hodc
mot hodc hai yéu té & mirc d khac nhau.

Can 4p dung dong bd moi bién phép: t6 chirc quan 1y,
giam sat dich t&, diét vector truyén bénh, tiéu diét mam
bénh va truyén thong gido duc cho cong dong.

Phong chéng sbt rét phai c¢o sy tham gia va phdi hop
hoat dong gitta nganh y té (dan sy va quan doi) véi cac
ban nganh chinh quyén va doan thé.

4.2. Nhirng bién phap co ban

4.2.1. Bién phdp t6 chirc chi dao

Thanh 14p ban chi dao phong chdng sdt rét cac cip tir

quoc gia xuong co sé xa, thanh 1ap ban chi dao cac cap
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trong quan doi. Phdi hop cac cap chinh quyén, ban nganh
doan thé...

4.2.2. Bién phap chuyén mon ky thudt

4.2.2.1. Gidi quyét nguon bénh

- Phat hién ngudi nhiém KSTSR: bang phat hién chu
dong (ACD), phat hi¢n thu dong (PCD) va phat hién co
hé thdng (SCD). Khi bénh nhan duoc xac dinh nhiém
KSTSR ngay ca khi bénh nhan khong c6 sdt, déu duoc
diéu tri theo phac do.

- Quan ly bénh nhan sbt rét: bénh nhan sbt rét sau khi
diéu tri, nhitng nguoi di lam an, dén cong tac ¢ ving
sot rét hodc ngudi tir viing st rét trd vé...

4.2.2.2. Gidi quyét trung gian truyén bénh

La t6 hop nhiéu bién phap khac nhau nham muc tiéu
diét muoi va phong chong muodi truyén bénh sot rét dot.

- Pha hay noi cu tri cia mudi bang cai tao mai truong
nhu: phat quang bui ram, khoi thong cong ranh, lap ao
tu nude dong, hun khoi dudi mudi...

- Diét mudi bang cac chat hoa hoc nham 1am giam thoi gian
song cua muoi, giam sy tiép xuc ciia muodi voi nguodi: tam
man, phun hoa chat, hwong muoi va binh xit muoi...

- Diét muoi bang cac bi¢n phap sinh hoc: st dung cac
sinh vat an bg gdy, gdy vo sinh con duc...

4.2.2.3. Bao vé nguoi lanh

- Cép thube c6 hiéu luc tu diéu tri cho nguoi vao vung
s6t rét luu hanh nang trén 1 tuan (khach du lich, nguoi
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di rimg, ngu ray, nguoi qua lai bién gidi ving sét rét
luu hanh);

- Ngii man, vdng man chdng mudi dét;

- St dung kem xoa, dau xoa, phun hoa chat, st dung
huong mudi, binh xit dé ngan mudi dbt;

- Phat hién va diéu tri kip thoi khi méac bénh;

- Truyén thong nang cao nhan thirc cho ngudi dan noi
chung va nhing ngudi dén cong tac & ving sét rét luu
hanh néi riéng dé ho ¢ thé ty tim cac bién phap phong
bénh thich hop, hi€u qua.

4.2.3. Bign phdp truyén thong gido duc

Tang cuong truyén thong gido duc sau, rong va phdi
hop vé6i nganh gido duc dua truyén thong vao trudng
phd thong.



PHAN 2
CAC CHUYEN LUAN THUdC

1. AMODIAQUIN
Tén chung quéc té: Amodiaquine.

Tén khac: Amodiactin, Amodiaquin,
Amodiaquina.

Ma ATC: PO1BAO6.

Dang thudc va ham lwong

Vién nén chtra amodiaquin hydroclorid twong duong
153 mg, 200 mg, 300 mg, 600 mg amodiaquin base.

Dugc Iy va co ché tic dung

Amodiaquin 13 thuéc chéng sét rét dan xuat
4-aminoquinolin, ¢6 co ché tac dung twong ty nhu
cloroquin: tich Iy trong khong bao ti€u hoa cua ky sinh
trung, gan manh voi ferriprotoporphyrin IX (FPIX) (mot
san pham oxy hoa ctia hem, c6 ddc tinh cao, gy ly giai té
bao), tir d6 can tré sy khir doc ciia FPIX thanh hemozoin
khong c6 hoat tinh. Amodiaquin c6 hi¢u qua nhu cloroquin
chéng lai cac chung Plasmodium falciparum nhay cam véi
cloroquin va ciing c¢6 hiéu qua véi mot sb chung
P falciparum khang cloroquin, mdc du da c6 khéang
amodiaquin va co thé c6 khang chéo mdt phan véi
cloroquin. Dé ngan ngira sy bung phét va lan rong ky sinh
trung khang thudc, WHO khuyén céo dung amodiaquin
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cung voi dan xuét artemisinin, nhu artesunat, dé diéu tri
sot rét do P, falciparum hodc sbt rét do P. vivax khang
cloroquin khong c6 bién chimg. Khong khuyén cao dung
amodiaquin dé dy phong st rét vi nguy co khang thude va
doc tinh cao.

Dang vién phdi hop ¢ dinh liéu cia amodiaquin va
artesunat dé cai thién sy tuan thi diéu tri cia nguoi bénh,
lai tranh dugc tu st dung don tri li€u, tr d6 gidm nguy co
khang thudc méc phai.

Duwge dong hoc

Amodiaquin hydroclorid hap thu dé dang qua dudng
tiéu hoa, dat ndng do dinh trong huyét twong sau khoang
0,5-2 gio. Sau khi udng mét lidu 10 mg/kg khoang 30 phut,
ndéng do dinh trong huyét twong dat duoc 13 0,37 mg/L.
Thubc duoc chuyén hoa qua gan lan ddu manh, chi yéu
qua CYP 2C8, mot phan qua CYP3A4, thanh chat chuyén
hoa c6 hoat tinh desethylamodiaquin (DEAQ) - chit chinh
c6 tac dung chong st rét.

Amodiaquin lién két manh véi protein huyét tuong.
Amodiaquin tich Ity & duong ti€u hoa, than, phéi va lach,
dac biét dat néng dd cao trong bach cu da nhan trung tinh.
Téc d6 thanh thai amodiaquin 13 4 - 6 ml/kg/phut, thoi gian
béan thai khoang 3 - 12 gio. Chi mot luong khong dang ké
amodiaquin (dudi 5%) duoc thai trir dudi dang khong doi
trong nudc tiéu. Nghién ciru trén dong vat cho thiy
amodiaquin thai trir nhidu qua mat nhd lién hop véi
glutathion.

Thé tich phan b6 cia DEAQ khoang 17 - 34 L/kg. Thoi
gian ban thai cia DEAQ trong huyét tuong thay doi tir
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4 dén 10 ngay hodc dai hon. Puong thai trir chinh cua
DEAQ chua dugc biét r6.

Chi dinh

Phéi hop v&i artesunat dé diéu tri sbt rét do
P. falciparum hodc sbt rét do P vivax khang cloroquin
khong c6 bieén ching.

Chong chi dinh

Mién cam v&i bat ky thanh phan nao ciia ché pham.

Than trong

Than trong khi dung amodiaquin tuwong tu nhu khi
dung cloroquin (xem trong chuyén luan cloroquin).

Dic biét than trong voi nguy co gy viém gan va mat
bach cau hat ctia amodiaquin, mic di méi chi gip khi dung
dé dy phong st rét. Vi vdy, khong khuyén cio dung
amodiaquin dé du phong s6t rét. Than trong khi ding ¢ nguoi
suy gan (xem thém muc “Téc dung khong mong mudn”).

Thoi ky mang thai

Khong c6 bao cao ADR nghiém trong nao xay ra trong
mot nghién ctru déanh gid dg an toan cua amodiaquin khi
dung & phu nir mang thai trong 3 thang gitta va 3 thang
cubi thai ky. Cac dir lidu hién c6 cho thdy khi ding
amodiaquin véi cac liéu chuin khong lam ting bat thuong
cta thai va khong lam ting thém nhimg hiu qua bat loi vé
bénh do P. falciparum trong khi mang thai.

Amodiaquin c6 thé thay cloroquin dé diéu tri s6t rét do
P, vivax trong thoi ky mang thai, nhung khong phai 1a thude
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duoc khuyén c4o lya chon dau tién trong diéu tri sot rét &
phu nir mang thai. Xem thém Phan 3 “Str dung thudc st rét
& mot sd ddi tuong dac biét”.

Thoi ky cho con bu

Hién chua biét thudc vao sita me dén muc nao. Tuy
nhién néu me dang diéu tri bing amodiaquin thi nén ngimg
cho tré bi. Xem thém Phan 3 “Six dung thube diéu tri sdt
rét & mot sd ddi twong dic biét”.

Liéu lwong va cach ding

Amodiaquin dung dudng udng duéi dang mudi
hydroclorid, nhung liéu ding tinh theo amodiaquin base:
260 mg amodiaquin hydroclorid twong duong khoang 200
mg amodiaquin base.

Ngudi 16n va tré em tir 5 thang tudi trd 1én: diéu tri s6t
rét do P, falciparum va sbt rét do P, vivax khang cloroquin
khong c6 bién chimg. Mdi ngay udng 10 mg/kg, dung trong
3 ngay (tong liéu 30 mg/kg, ding trong 3 ngay).

Diéu trj sot rét do P, vivax bat budc sau d6 phai diéu tri
triét cin bang primaquin.

Amodiaquin phbi hgp artesunat: udng artesunat
4mg/kg va amodiaquin base 10 mg/kg mdi ngay, dung
trong 3 ngay.

Tac dung khéng mong muon (ADR)

Céc tac dung khong mong mubn cua amodiaquin
tuong tu nhu cua cloroquin (xem thém chuyén luan
cloroquin). So véi cloroquin, amodiaquin it gdy ngtra hon,
gay budn ndn, ndn, nhung vi thudc d& chiu hon. Poc tinh
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chu yéu ctia amodiaquin 1a ¢ thé gy viém gan va nguy co
mat bach cau hat, c6 thé gay tir vong khi dung dé du phong
sot rét. Nguy co gip tac dung khéng mong mudn nghiém
trong khi ding dé du phong s6t rét co ty 1é gitra 1:5000 dén
1:1000. Vi vay, khong khuyén cdo ding amodiaquin dé du
phong sdt rét.

Khi ding amodiaquin dé diéu tri s6t rét, nguy co tac
dung khong mong mudn thap hon khi dung dé du phong,
diéu nay phu hop vi dot diéu tri ngan hon, tich lily thudc it
hon so v6i khi dung dé du phong. Cac nghién ctru 1am sang
cho thiy ché do diéu tri bang amodiaquin vé6i tong liéu dén
35 mg/kg, dung trong 3 ngay, dung nap t6t nhu cloroquin
trong diéu tri s6t rét do P, falciparum khong c6 bién ching.
Tuy nhién, & mot s6 d6i tuong nhat dinh, nguy co tac dung
khong mong mudn c6 thé cao hon. Da c6 nghién ciru bao
cdo ting nguy co giam bach cau hat khi diéu tri bang
amodiaquin & ngudi bénh nhiém HIV ding thudc khang
retrovirus.

Amodiaquin gay rdi loan dan truyén ¢ tim, nhung it ¢6
¥ nghia 1am sang. Cham nhip tim c6 thé xay ra vao ngay
diéu tri thir hai, lién quan dén thoi gian ndng do thude tich
lity cao nhat trong huyét trong.

Hwéng dan xir tri ADR

Xem Phan 4 “Xur tri tac dung khong mong muon khi st
dung thuoc sot rét”.
Qua lieu va xir tri

Ddc tinh cap cua amodiaquin c6 biéu hién khac véi
cloroquin. Chua c6 bdo cdo vé céac triéu chung tim mach
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sau khi ding qua liéu amodiaquin, nhung ngd doc
amodiaquin cling it gdp hon ngd doc cloroquin. Ba c6 bao
céo vé lidu cao ctia amodiaquin gdy ngét, co cimg, co giat
va van dong khong tu chi. Hién chua c6 thong tin vé thude
giai doc dac hi¢u.

Twong tac thude

Chua c6 day du dir liéu vé tuong tac thudc cua
amodiaquin. Tuy nhién, mot s0 tuong tac ciia amodiaquin
da dugc ghi nhan:

Amodiaquin phbi hop véi losartan: amodiaquin
va/hodc chat chuyén hoa desethylamodiaquin e ché
CYP2C9, lam giam chuyén hoa cta losartan thanh chét
chuyén hoa c6 hoat tinh E3174. Anh hudng cta tuong tac
nay trén 1am sang chua rd rang, c¢6 thé lam giam tac dung
diéu tri cua losartan.

Amodiaquin phdi hop véi cac thude khang histamin:
clopheniramin c6 thé lam ting hiéu qua ctia amodiaquin,
nhung dung dong thoi hai thude nay gy ngi ga. Co ché
lam tang hi¢u qua cua amodiaquin chua rd rang. Chua 10 sy
phdi hop nay cé thé 1am ting nguy co tac dung khong
mong mudn ctia amodiaquin hay khong. Nén than trong
khi ding dong thoi amodiaquin va clopheniramin, canh bao
ngudi bénh vé ting nguy co ngu ga, didu nay ciing co thé
xay ra khi sir dung riéng clopheniramin. Co thé tit ca cac
thudc khang histamin co tac dung an than khéac ciing 1am
tang ngi ga khi dung ddng thoi v6i amodiaquin.

Sorafenib trc ché CYP2CS8 in vitro, ¢6 thé lam ting
ndng do amodiaquin trong huyét twong, nhung méi lién
quan trén 1am sang chua rd rang. Khi dung cung sorafenib,
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canh giac khi tang bat ky tic dung khéng mong mudn nio
cua amodiaquin.

Amodiaquin ¢6 thé lam ting rd rét nong do
clopromazin trong huyét thanh, chua 1d co ché. Y nghia
trén 14m sang cua tuong tac ndy chua chic chin. Theo ddi
chit cac tac dung khi dung dong thoi hai thude nay va dy
doan sy can thiét phai giam liéu clopromazin.

Céac thube e ché CYP2C8 nhu efavirenz, cic chit trc
ché protease (saquinavir, lopinavir, tipranavir) c6 thé lam
tang tic dung cua amodiaquin. D3 ghi nhan mot sb truong
hop lam tdng chdm enzym transaminase khong c6 tri¢u
ching cing véi nong d6 amodiaquin ting va nong do
DEAQ giam khi dung efavirenz cung amodiaquin. Mot vai
bang chimg rat gidi han goi y efavirenz c6 thé lam ting
nong d6 amodiaquin, dung déng thoi amodiaquin, artesunat
va efavirenz c6 thé gay doc véi gan. Theo ddi doc tinh ddi
véi gan va cac diu hiéu doc tinh khac cua amodiaquin nhu
chung mat bach cau hat.

Ketoconazol e ché CYP3A4, 1am giam chuyén hoa
amodiaquin thanh DEAQ ¢ gan.
Do 6n dinh va bio quan

Béo quan thude trong bao bi kin, & nhiét do phong.

Mot s6 biét duge

Cac biét dugc chira amodiaquin trén thi trudong ¢ dang
phdi hop amodiaquin va artesunat. Cac ché pham nay co thé
dong goi dudi dang phdi hop roi ctia artesunat va amodiaquin
trong ciing vi hodc dang phdi hop hai hoat chat trong cliing
mot vién (xem chuyén ludn thube phdi hop tuong tmg).
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2. ARTEMETHER
Tén chung quéc té: Artemether.

Tén khac: Artemeetteri, Artemeter, Arteméter,
Artemetherum, Dihydroartemisinin
Methyl Ether, Dihydroqinghaosu
Methyl Ether,
o-Methyldihydroartemisinin.

Ma ATC: PO1BEO2.

Dang thudc va ham lrong
Vién nén 50 mg.

Ong tiém 100 mg/1 ml, 80 mg/1 ml hozc 40 mg/1ml.

Duoc Iy va co ché tac dung

Artemether 14 dAn chat ban tong hop ciia artemisinin,
duoc diéu ché bang cach khir artemisinin, rdi ether hoa
lactol thu duoc. Artemether tan trong diu t6t hon
artemisinin va artesunat. Artemether chu yéu c6 tac dung
diét thé phan liét & mau. Tac dung chdng sbt rét chu yéu la
do su ¢6 mat caa cau ndi endoperoxid. Hoat tinh cua
artemether gip 2 dén 4 1an artemisinin. Hong cau bi nhiém
Plasmodium falciparum c6 nong d¢ dihydroartemisinin
(chét chuyén héa c6 hoat tinh cua artemether) cao hon rat
nhiéu so v6i hong cau khong nhiém.

Co ché tac duyng cua artemether cling tuong tu
artemisinin (xem chuyén luan “Artemisinin”).

Nong d6 artemether trong mau 16n hon 7,5
nanogam/ml &rc ché duoc sy phat trién cua ky sinh trung.
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Su phan huy ky sinh tring ¢6 thé xay ra sém, 5 gio sau khi
tiép xtc v6i ndong do 15 - 30 nanogam/ml. Nhiing thay d6i
trong té bao bao gom sy két tap ribosom, thay d6i hé ludi
& trong bao twong, mang nhan va ty thé. Chéat chuyén hoa
c6 hoat tinh dihydroartemisinin giy ra nhitng thay doi vé
hinh thai ciia mang ky sinh trung 1a do tic dung cua gbc tur
do, ndng do we ché téi thiéu khoang 20 nanogam/ml.

Duwogc dong hoc

Artemether c6 thé dung duong ubng hodc tiém bap.
Sau khi uéng, artemether hip thu nhanh, dat nong do dinh
trong huyét twong trong vong 2 - 3 gio, nhung néu tiém
bép thi phai 4 - 9 gio, thuong trong vong 6 gid. Mot sb
truong hop thude hip thu chdm va that thuong, thoi gian
dat néng dd dinh c6 thé téi 18 210 hodc lau hon. Artemether
lién két v&i protein huyét twong 95%. Artemether duoc
chuyén héa chu yéu théng qua enzym CYP3A4 thanh chat
chuyén héa chinh c6 hoat tinh 1a dihydroartemisinin. Sau
khi tiém bap, dihydroartemisin chiém wu thé trong huyét
tuong, trai lai sau khi udng artemether chiém uu thé. Sau
khi udng, artemether va dihydroartemisinin dugc thai trir
nhanh khoi vong tuan hoan véi thoi gian ban thai khoang
1 - 3 gio. Khi tiém bap, thoi gian thai trir kéo dai hon, tir
5 -7 gio vi thude van tiép tuc hap thu cing voi thai trir,

Cac chit chuyén héa khac cia artemether I3
3-alpha-hydroxydeoxy dihydroartemisinin, 2-alpha-
hydroxyartemether va 9-alpha-hydroxyartemether. Sau khi
tiém tinh mach artemether cho chuot, théy mot luong dang
ké chat nay trong nio, chimg to thude di qua duoc hang rao
mau - ndo. Piéu nay co thé c6 lién quan dén tac dung cia
artemether ddi voi sot rét thé ndo.
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Artemether thuong dugc két hop voi lumefantrin, mot
diclorobenzylidin dé lam ting hiéu qua diéu tri st rét chua
¢6 bién chtng do P, falciparum.

Chi dinh

Artemether duoc chi dinh dé diéu tri sét rét do tat ca
cac loai Plasmodium, ké ca sot rét ndng do cac chung
P, falciparum khang nhiéu loai thudc.

Artemether 13 thudc ¢6 hiéu qua tdt trong diéu tri s6t
rét, nhung chi nén dung artemether khi cac thude chdng st
rét khac khong c6 tac dung va phai dung du liéu.

Gidng nhu cic dan chat khac cua artemisinin,
artemether can phai dung du liéu va phai phdi hop véi cac
thudc diéu tri st rét khac dé tranh tai phat.

Chong chi dinh

Man cam v6i bat cir thanh phan nao cia thuoc.

Than trong

Artemether ciing nhu cidc dan chat khac cua
artemisinin thuong dung nap t6t. Tuy nhién, mot s biéu
hién r6i loan tiéu hoa, ngura, phat ban, chong mat, dau dau,
U tai, giam bach cau da nhan trung tinh, ting tri s6 enzym
gan, khoang QT kéo dai... da dugc ghi nhan.

Than trong khi phdi hop artemether vdi cac thude
chdng sot rét khac c6 kha ning kéo dai khoang QT.
Thoi ky mang thai

Dit liéu vé str dung thudc trong thai ky trén nguoi con
han ché, dic biét 1a trong 3 thang dau. Khong c6 nhing tac
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dung phu c6 y nghia ¢ 23 tré sinh ra cua nhitng ba me da
dung artemether trong giai doan 16 - 38 tuan cua thai ky.
Két qua nghién ciru trén 28 phy nit mang thai & Dong
Sudan, trong d6 ¢ 1 truong hop dang trong 3 thang dau
mang thai, 12 truong hop ¢ 3 thang gitra thoi ky mang va
15 truong hop mang thai & ba thang cudi b st rét da khang
cloroquin, quinin, dugc diéu tri v6i artemether bang duong
tiém bap. Mot tré dugc sinh ra ¢ tuan thir 32 nhung chét sau
d6 6 gio, tat ca cac tré dugce sinh ra di thang binh thuong
va khong c6 bat cir di tat bam sinh nao.

Dua trén nhitng dir liéu hién co, thudc co thé dung
cho ngudi mang thai bi st rét thé ndo hoic sét rét co
bién chimg & nhiing ving ¢6 P. falciparum khang nhiéu
loai thudc.

To chic Y té thé gidi khuyén cdo, ¢ dang tiém,
artemether 1a lya chon thir hai sau artesunat trong diéu tri
sOt rét cho phu nir dang mang thai ¢ 3 thang gitra va 3 thang
cubi cta thai ky. Xem thém Phan 3 “Str dung thudc sbt rét
& mot s6 ddi tuong dic biét”.

Thoi ky cho con bu

Hién chua biét thude vao sita me dén muc nao. Tuy
nhién, néu me dang di€u tri bang artemether thi nén ngung
cho tré bu.

Liéu lwong va cach ding
Chi dung cho nguoi 16n va tré em trén 6 thang tudi.

S6t rét chua cé bién chitng: dung thudc ubng, phdi hop
v6éi mot thude diéu tri sbt rét khac. Hién nay, artemether
thudng dugc phéi hop voi lumefantrin, tong 6 liéu, khuyén
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céo dung 2 lan/ngdy x 3 ngay. Hai liéu dau tién can cach
nhau 8 gid (vi du, ¢6 thé dung lidu dau ngay sau khi chan
doan va cac liéu ké tiép sau d6 lan luot 8, 24, 36, 48 va 60
gio). Liéu mdi 1an theo kg can nang nhu sau:

Tir 5 dén < 15 kg, artemether 20 mg va lumefantrin
120 mg.

Tir 15 dén < 25 kg, artemether 40 mg va lumefantrin
240 mg.

Tir 25 dén < 35 kg, artemether 60 mg va lumefantrin
360 mg.

> 35 kg, artemether 80 mg va lumefantrin 480 mg.

Sot rét ndng hodc cé bién chirng: can kéo dai thoi gian
diéu tri dén 7 ngay. Ngay 1 tiém bap 3,2 mg/kg. Sau d6
mdi ngay tiém bap 1,6 mg/kg cho dén khi ngudi bénh udng
thudc duogc thi chuyén sang udng mot thude chong sét rét
c6 tac dung hodc tiém cho dén 7 ngay 1a téi da. Khi tiém
cho tré em, nén dung bom tiém tuberculin 1 ml, vi luong
thue tiém it.

Tac dung khong mong muén (ADR)

Dung tong liéu 700 mg khong thay c6 tac dung khong
mong mudn. Hang triéu nguoi da dung artemether, nhung
khong thiy tac dung c6 hai nghiém trong. Da c6 bao co vé
nhiing thay doi cic thong sé xét nghiém nhur giam hong cau
luéi, ting transaminase va thay doi trén dién tim do (nhu
nhip tim chdm va bldc nhi that cip I). Tuy nhién, nhiing thay
d6i nay chi thoang qua. O liéu cao, ¢6 thé xay ra dau bung,
budn nén, ndn, ia chay va U tai, nhung ciing chi thoang qua.
Chura thdy ¢ doc tinh trén than kinh & nguoi.
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Huéng din cach xir tri ADR

Diéu tri triéu chung néu thiy can thiét. Xem thém
Phan 4 “Xt tri tac dung khong mong mudn khi sir dung
thudc st rét”.

Qua liéu va xir tri
Trong truong hop dung qué liéu, can dicu tri tri¢u

chtirng nhiém doc cap ¢ cac phong cap ctru chuyén khoa.
Hién van chua c6 thuoc gidi doc dac hi¢u.

Twong tac thude

Artemether c6 thé ding phéi hop véi cac thude st rét
khac, dac biét Ia v&i lumefantrin.

Artemether c6 thé gy kéo dai khoang QT nén can
tranh hodc phai than trong khi phdi hop véi cac thude khac
c6 kha nang kéo dai khoang QT nhu amiodaron,
amitriptylin, bedaquilin, clopromazin, ciprofloxacin,
domperidon, flecainid, haloperidol, levofloxacin,
methadon, moxifloxacin, procainamid, propafenon,
quinidin, quinin, sotalol, tacrolimus...

Artemether dugc chuyén hoa qua enzym CYP3A4 nén
c6 thé twong tac voi cac thude e ché hodc cam ting enzym
CYP3A4. Nong do thude co thé tang 1én khi dung dong
thoi véi ketoconazol va giam di khi dung dong thoi voi
darunavir/ritonavir, lopinavir/ritonavir,  nevirapin,
efavirenz, etravirin hodc rifampicin.

Do on dinh va bao quan

Thudc vién: can tranh anh sang va am, bao quan ¢ noi
mat, trong bao bi kin.
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Thudc tiém: can tranh anh sang, tranh néng, bao quan
& nhiét do thuong. Néu dé 1au ¢ nhiét do lanh, c6 thé két
tia, nhung c6 thé tan tan tro lai néu dé ¢ nhiét do phong.
Con néu két tiia khong tan lai hoan toan, phai viit bo.

Thudc vién nén va thude tiém c6 thoi han bao quan 1a
2 nam.

Mot s6 biét dwoc

Dang ubng: hién cac dang thudc udng don chat chira
artemisinin hodc din xuat cua artemesinin da khong con
dugc sir dung theo Cong vin s6 7873/QLD-CL ngay
24/05/2013 ctia Cuc Quan Iy Dugc. Ché pham dang udng
chira artemether trén thi truong 1a cac ché pham phdi hop
artemether va lumefantrin (xem chuyén luan thudc phdi
hop artemether va lumefantrin).

Dang tiém: artemether 40 mg/1 ml va artemether
80 mg/1 ml.

3. ARTEMISININ
Tén chung quéc té: Artemisinin.
Tén khac: Artemisinin, Qinghaosu.
Ma ATC: PO1BEO]1.
Dang thudc va ham lwong
Vién nén, vién nang cing: 250 mg.

Vién dat hau mon: 100 mg, 200 mg, 300 mg, 400 mg,
500 mg.



CAM NANG HUONG DAN SUDUNG THUGC BIEU TRISOTRET | 39

Dugc Iy va co ché tac dung

Artemisinin 14 hoat chit duoc phan lap tir cdy Thanh
hao hoa vang (Artemisia annua L.), ho Asteraceae.
Artemisinin va din chit co tic dung diét thé vo tinh trong
hong cau, ké ca ky sinh tring sot rét khang thudc, lam giam
nhanh tai luong ky sinh tring trong mau bénh nhén st rét.
CAu triic sesquiterpen lacton véi cau nbi endoperoxid dam
nhan vai tro rit quan trong d6i véi tac dung chong sdt rét
cta thude.

Co ché tac dung cua artemisinin c6 lién quan dén cdu
trac endoperoxid trong phén tir. Thudc tap trung chon loc
vao khong bao tiéu hoa cua ky sinh tring. Tai day, cau ndi
endoperoxid trong phan tir thudc sbt rét dugc hoat hoa boi
Fe (IT) (trong hem ma ky sinh tring sbt rét d tiéu hod), tao
ra géc tu do. Cac géc tu do nay s€ lién két chon loc véi
enzym PFATP6 din dén trc ché qua trinh tong hop protein
ctia ky sinh tring st rét hodc/va pha hity mang té bao cta
ky sinh trung, tir 46 gy chét ky sinh tring. Do ¢6 cau trac
phan tr twong tu nén cic dan chit cua artemisinin
(artesunat, artemether, dihydroartemisinin) cling c6 cung
co ché.

Duwge dong hoc

Artemisinin hap thu tot khi ubng va dat truc trang.
Nong d6 dinh dat dugc trong huyét twong khoang 3 gio sau
khi udng va khoang 11 gio sau khi dat truc trang. Thubc
lién két khoang 60% véi protein huyét twong. Artemisinin
duoc chuyén hoa & gan boi cytochrom P450, qua CYP2B6
va mot s6 isoenzym khéc. Ban than artemisinin 1a mot chat
cam g enzym manh va anh huong 1én chuyén hoa cta
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chinh n6. Chét chuyén hoa mat hoat tinh cua artemisinin
dugc bai xuat qua mat, chi mot luong rat nho duoc thai
nguyén dang qua nudc tiéu. Thoi gian ban thai cudi cling
cua artemisinin khoang 2 - 3 gio.

Chi dinh

Artemisinin duoc chi dinh dé diu tri sot rét do tat ca
cac loai Plasmodium, ké ca sét rét nang do P, falciparum da
khang. Hién nay, ty 1¢ ky sinh tring s6t rét khang thudc cao
nén WHO chi khuyén céo st dung artemisinin va dan chat
dudi dang phéi hop (Artemisinin Combination Therapies -
ACT). Liéu phap ACT dwoc WHO khuyén cdo 1a lya chon
hang dau véi sét rét do P, falciparum khong bién chimg.

Chong chi dinh

Man cam v6i bat ctr thanh phan nao cua thudc.

Thén trong

Chi dugc dung artemisinin dudi dang phdi hop (liéu
phap ACT) dé tranh khang thudc. Cac than trong chi yéu
13 vé6i thude phdi hop. Than trong khi st dung cho phu
nit mang thai 3 thang dau thai ky do chua du di liéu vé do
an toan.

Thoi ky mang thai

Khoéng khuyén c4o st dung artemisinin cho phu nit ¢6
thai 3 thang dau. Céc danh gi4 hién tai so sanh lo1 ich véi cac
tiém niang nguy co cho thiy cic dan xuét artemisinin nén
dung dé diéu tri sot rét thong thuong do P, falciparum trong
3 thang giita va 3 thang cubi thai ky. Xem thém Phan 3 “Su
dung thudc sbt rét & mot s6 doi tuong dac biét”.
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Thoi ky cho con bu

Luong thude st rét qua sira me va dugc tré ba vao la
rat it. Phu nit dang cho con ba c6 thé sir dung liéu phap
ACT, trir nhitng phdi hop c6 tetracyclin va primaquin.

Liéu lwong va cach dung

Khong hudng dan lidu ding dang udng cho artemisinin
vi hién nay WHO dé nghi ngimg str dung dang uéng don
doc artemisinin dé ngan chan tinh trang khang thudc, bao
vé tac dung cho nhom dan chit nay trong liéu phap phdi
hop ACT. Artemisinin chi dugc st dung nhu mot thube
thanh phan cing véi mot thude chdng sbt rét tac dung kéo
dai khac trong liéu phap ACT khi khong cé dang vién phdi
hop c6 dinh lidu.

Dang dit hau moén: ngay 1: 1250 mg chia nhiéu lan,
sau d6 750 mg trong 2 - 3 ngay tiép theo.
Tac dung khdong mong mudn (ADR)

Artemisinin n6i chung dung nap t6t & mac lidu diéu tri
sOt rét. Mot sb tac dung phu c6 thé gip nhung thudng nhe
va thoang qua, bao gom:

Tiéu hoa: 161 loan tiéu hod nhu buon non, non, ia chay,
dau bung.

Than kinh: dau dau, chong mat, u tai.
Gan: tang transaminase.
Mau: roi loan nhe v€ cong thirc mau.

Tim: ¢6 bat thuong vé dién tim dd (ECG) bao gdm kéo
dai khoang QT nhung thoang qua.
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Phan tng qua man typ 1 1a tic dung khong mong mudn
nghiém trong duy nhat c6 thé gap nhung rat hiém (ty 18
1/3000). Biéu hién c6 thé 1a phan tng phan vé, mé day, sot.

Dung thudc dudng dit truc trang co thé gay dau rat tai
chd hoic tiéu chay.

Khi str dung liéu phap ACT, tac dung phu c6 thé do
thudc phdi hop giy ra.

Huéng din xir tri ADR

Thong thudng cac tac dung khong mong mudn sé& tu
khoi. Trong truong hop can thiét c6 thé dung cac thude dé xir
trf triéu chimg nhu chéng non, giam dau, bu dich... Chi ngimg
thude néu gip tic dung khong mong mudn trdm trong.

Trudng hop gip ban do, can theo di sat vi ¢6 thé 1a
phan tng qua man do thudc, dic biét khi ban d6 & niém
mac (miéng, mét, b phan sinh duc...) vi c6 kha nang gap
hoi chung Stevens- Johnson (SJS) hodc hoi chung hoai tur
biéu bi nhiém doc (TEN) bay la nhiing ADR nghiém
trong, can nglmg thudc ngay va ¢ bién phap xir tri phu
hop. Xem thém Phan 4 “Xur tri tac dung khong mong mudn
khi str dung thude st rét”.,

Qua liéu va xir tri

Trong truong hop dung qua liéu, can diéu tri tri¢u
chimg nhiém ddc cap & cac phong cap ciru chuyén khoa.
Hién van chua c6 thube giai doc dac hiu.
Twong tac thuoc

Artemisinin va cac dan chét c6 thé kéo dai khoang QT
khi phdi hop véi cac thude cé cling tac dung phu.
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Artemisinin 1a chat ¢c ché CYP1A2 va c6 thé tuong
tac v4i thude co chuyén hoa qua ciing isoenzym nay (vi du
theophylin).

Artemisinin ciing 1a chit cam tng véi isoenzym
CYP2A6, tuy nhién hau qua 1am sang cua tuong tac nay
con chua 10.

P 6n dinh va bio quan

Bé4o quan ¢ noi mat, trong lo nut kin, tranh anh séng.
b¢ xa tam tay tré em.
Mgt so biét duge

Hién nay cac dang thudc udng don chat chira
artemisinin hodc dan xudt cua artemisinin da khong con
duoc st dung theo Cong van s6 7873/QLD-CL ngay
24/05/2013 ciaa Cuc Quan ly Duoc.

Dang phdi hop: CV Artequick vién st rét (artemisinin
62,5 mg; piperaquin 375 mg).

4. ARTESUNAT
Tén chung quéc té: Artesunate.

Tén khac: Artesunate, artesunato,
artesunatum.

Ma ATC: PO1BEO3

Dang thudc va ham lwong

Vién nén 50 mg, 100 mg, 200 mg. Vién dat tryc trang
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50 mg, 100 mg, 200 mg va 400 mg. Lo thudc bot pha tiém
60 mg + 6ng dung mdéi NaHCO3 5% (1 ml).

Duoc Iy va co ché tac dung

Artesunat 1 din xuit ban tong hop ctia artemisinin, tan
duoc trong nudc. Thude c6 tac dung chu yéu la diét thé
phan liét trong méu ciia ky sinh trung s6t rét Plasmodium
falciparum ké ca chung Plasmodium falciparum d3 khang
mefloquin va cloroquin. Ngoai ra artesunat con co tac dung
diét thé giao bao cua ky sinh trung rét. Artesunat khong
khang chéo véi cac thude khac va c6 hoat tinh manh hon
artemisinin va mot s6 dan xuét khac.

Co ché tic dung cua artesunat cling tuong tu
artemisinin (xem chuyén luan “Artemisinin’).

Duwogc dong hoc

Artesunat duoc hap thu nhanh, ndng d6 ti da trong
huyét twong dat dugc sau khi udng tir 30 - 90 phut, sau dit
tryc trang 30 - 60 phut, sau tiém bap khoang 12 - 30 phut
va sau tiém tinh mach 2 phut. Vao co thé, artesunat nhanh
chong duogc chuyén hoa boi enzym esterase trong huyét
tuong thanh dihydroartemisinin 1a chit c6 hoat tinh, sau d6
duoc tiép tuc chuyén hoa thong qua CYP2A6 va thai trir
qua nudc tiéu. Dihydroartemisinin lién két voi protein
huyét trong khoang 93%. Ty 1¢ lién két cua artesunat véi
protein huyét twong chwa rd. Thoi gian ban thai cia
artesunat khi uéng va dit truc trang khoang 50 - 60 phut,
khi tiém bap khoang 10 - 50 phut va khi tiém tinh mach 1a
10 - 30 phut. Khong can thiét giam liéu trong truong hop
nguoi bénh bi suy gan, suy than.
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Chi dinh

Diéu tri sbt rét do Plasmodium falciparum da khang
thudc; s6t rét ac tinh. Thudng dung két hop véi cac thude
diéu tri s6t rét khac khong ciing co ché dé diéu tri sot rét
khang thudc, tranh tai phat.
Chong chi dinh

Tién st man cam v6i artesunat hodc
dihydroartemisinin.
Than trong

Tién sir man cam hodc da tung gap bién cd bat lgi khi
dung cac thudc thudc dan xuat artemisinin.

Bénh gan.
Suy tuy.
Tién st co giat hodc cac r6i loan than kinh khac.
Bénh nhan loan nhip tim va cac bénh tim mach khac.
Thiéu mau tan mau beta.
Khong chi d’inh cho sét rét do nhidm Plasmodium vivax
trur khi nhiém két hop Plasmodium falciparum.
Thoi ky mang thai

Hién chua c¢6 d?ty du dit liéu vé tinh an toan cua cac
dan chét artemisinin trong thai ky, dic biét trong ba thang
dau, tuy nhién chua ghi nhan tac dung bat loi dang ké nao
& tré sinh ra khi me dung thudc trong thoi ky mang thai.
Can can nhéc loi ich/nguy co trudc khi dung thudc cho
phu nir mang thai. Theo Hudng dan diéu trj sot rét hién
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hanh ctia BO Y té, artesunat duong tiém 1a Iya chon wu tién
trong diéu trj sot rét ac tinh cho phu nit ¢6 thai trén 3 thang
va la lga chon thtr hai sau quinin trong diéu tri sbt rét ac
tinh cho phu nit ¢6 thai trong 3 thang dau thai ky. Xem
thém Phan 3 “Str dung thudce sot rét & mot sd ddi tuong
dac biét”.

Thoi ky cho con bu

Theo WHO, artesunat khi dung & nhiing nguoi dang
nudi con bi khong thay tac dung doc anh huong téi tré bu
me. Nén ngung cho tré bt khi dang diéu tri bang artesunat.

Liéu lwong va cach ding
Puong uong:

O Viét Nam da khong str dung artesunat dudng udng tir
nam 2009.

Theo khuyén cao ciia WHO, artesunat dung diéu tri st
rét do P. falciparum khong bién ching & nguoi 16n va
tré em trén 6 thang tudi. Liéu artesunat theo can ning la
4 mg/kg, 1 1an/ngdy, dung trong 3 ngay, két hop véi cac
thudc diéu tri sdt rét khac nhu amodiaquin, mefloquin hoac
sulfadoxin - pyrimethamin. Liéu ding va cach ding cua
cac thudc két hop nhu sau: amodiaquin 10 mg/kg/ngay x 3
ngay; mefloquin 25mg/kg chia 2 ngdy, ngay dau 15 mg/kg,
ngay sau 10 mg/kg hoic chia 3 ngay, mdi ngay 8,3 mg/kg;
sulfadoxin - pyrimethamin 25/1,25 mg/kg udng liéu duy
nhat vao ngay dau tién.

Ngoai ra co thé két hop artesunat véi tetracyclin,
doxycyclin hodc clindamycin nhu sau: artesunat 2 mg/kg,
1 1an/ngay két hop véi tetracyclin 4 mg/kg, 4 lan/ngay hoic
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doxycyclin 3,5 mg/kg, 1 lan/ngay hoic clindamycin
10 mg/kg, 2 lan/ngay, diéu trj trong 7 ngay.

Puong tiém tinh mach hodc tiém bdp

Dung cho sét rét nang, sot rét ac tinh. Hoa tan thudc
trong 1o (60 mg) véi 1 ml dung dich natribicarbonat 5%,
thém 5 ml dung dich natri clorid 0,9%, dugc 6 ml dung
dich dé tiém tinh mach. Truong hop tiém béap chi can pha
bot thude voi 1ml dung dich natri bicarbonat 5% lic k¥ cho
bot tan hoan toan roi tiém. Ngay dau, tiém liéu dau tién
2,4 mg/kg; tiém nhic lai 2.4 mg/kg saul2 gio. Cac ngay
sau d6, mdi ngay tiém 1 liéu 2,4 mg/kg (t6i da 1a 7 ngay)
cho dén khi bénh nhan tinh, c6 thé uéng duoc, Chuyén sang
udng thude chdng sdt rét phdi hop. Néu khong co can ning
thi str dung thudc theo bang sau:

Liéu ngay thir nhat
Liéu nhiing
.. Lidugis | Lidugio | Dgaysau
Tuol thenhit | tha12 | (dungdich
(dung dich | (dung dich | Saukhi
saukhi | saukhi | Phathudc)
pha thudc) | pha thuoc)
Duéi 1 tudi 2ml 2ml 2 ml
Tir 1 dén < 5 tudi 4 ml 4 ml 4 ml
Tir 5 dén < 12 tudi 8 ml 8 ml 8 ml
Tir 12 dén < 15 tudi 10 ml 10 ml 10 ml
Tir 15 tudi tro 1én 12ml(219) |12 ml (2 19) | 12 ml (2 19)
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Duong truc trang

Chi dung khi khong c6 san duong tiém va bénh nhan
khong dung duoc duong udng. Khai dau dit truc trang mot
lidu 10 mg/kg, néu trong vong 30 phut vién thude bi ddy ra
thi dat vién khac thay thé. Ngay khi ¢6 thé nén chuyén ding
dudng tiém, néu khong thi tiép tuc dung cho dén khi bénh
nhan c6 thé udng duogc thi chuyén sang dung vién udng.
Tac dung khong mong mudn (ADR)

Artesunat thudng dung nap tot, tac dung khong mong
mudn trén mot sb hé co quan thuong hét khi nging thude:

Thurong gdp (tan sudt ADR > 1/100)
Trén tiéu hoa: budn ndn, ndn, dau bung, ti€u chay.

Trén tim mach: gady cham nhip tim khi dung tiém tinh
mach hoac uéng. Pién tim dd bat thuong bao gém kéo dai
khoang QT, nghén nhi tht d6 1 khi ding tiém.

Trén hé than kinh: nhtc dau, chong mat; u tai.

It gap (1/1000 < tan suat ADR < 1/100)

Trén mau: giam hong cau ludi can phai giam liéu, giam
bach cau trung tinh.

Trén da: phat ban, ngura, rung toc.

Trén gan: ting enzym gan & mot s6 bénh nhan.

Trén co xuong: dau nguoi.

Trén than kinh: co giat, r6i loan chirc nang tiéu ndo
cp.

Céc phan tmg di tmg: may day, sc phan vé ciing c6 thé
xay ra.
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Huéng dan xir tri ADR

Nhitng bénh nhan sét rét ning lac dau phai dung
duong tiém bap hodc tiém tinh mach c6 thé chuyén sang
duong udng khi tinh trang bénh nhan cho phép. Can giam
sat ADR qua cac xét nghiém (huyét hoc, sinh hod, chat
dién giai) va qua céc triéu ching 1am sang (huyét ap, triéu
chtng than kinh, non kéo dai, phét ban). Trong truong hop
can thiét diéu tri tridu ching va diéu tri hd trg, dung cac
bién phap nhu khi diéu trj cac truong hop qua lidu. Xem
thém Phan 4 “Xir tri tac dung khong mong mudn khi sir
dung thudc s6t rét”.

Qua liéu va xir tri

Chura c6 thude giai doc dac hidu. Trong trudng hop quéa
liéu, can diéu tri nhanh cac triéu ching nhiém doc nhu
huyét ap, triéu chimg than kinh, ¢6 thé truyén tinh mach
glucose 5% 500 ml - 1000 ml/24 gio.
Twong tac thude

Gidng nhu artemisinin, artesunat khong nén dung ciing
v6i cac thude gay kéo dai khoang QT, than trong khi két
hop v6i cac thube didu tri s6t rét khac ciing c6 dic tinh nay.
P 6n dinh va bio quan

Bido quan thudc ¢ noi kho mat, trong d6 dung kin,
tranh anh sang
Mot s6 biét duoc

San xudt tai Viét Nam:

Dang udng don thanh phan: hién cac dang thudc uéng
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don chét chtra artemisinin hodc dan xuét cua artemisinin
da khong con dugc sir dung theo Cong vin s6 7873/QLD-
CL ngay 24/05/2013 cua Cuc Quan 1y Dugc.

Dang ubng da thanh phan: phdi hop artesunat véi
amodiaquin hodc mefloquin (xem chuyén luan thudc phdi
hop tuong tng).

Dang tiém: artesunat 1o bot pha tiém chira 60 mg
artesunat.

5. ATOVAQUON
Tén chung qudc té: Atovaquone.

Tén khac: Atovacuona, Atovakon, Atovakvon,
Atovakvoni, Atovaquonum.

Ma ATC: PO1AXO06.

Dang thudc va ham lwong

Dang vién: thuong ¢ dang vién nén phdi hop véi
proguanil, v&1 ham lugng atovaquon 1a 62,5 mg (loai dung
cho tré em) hodc 250 mg (loai dung cho nguoi 16n).

Dang hén dich udng: lo thé tich 210 ml (750 mg
atovaquon/5ml).

Duoc Iy va co ché tac dung

Atovaquon la mdt hydroxynaphthoquinon, thugc nhém
naphthoquinon c6 tac dung trong diéu tri cac bénh do don
bao (antiprotozoal) gy ra, nhu nhiém ky sinh tring do
Plasmodium, Babesiosis va Toxoplasmosis. Atovaquon co
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hiéu lyc cao chdng lai Plasmodium spp (in vitro IC50 1a
0,23-1,43 ng/ml véi P, falciparum). Tuy nhién, trong diéu
tri s6t rét atovaquon thudng két hop véi proguanil.

Co ché tac dung

Atovaquon chdng lai P. falciparum thong qua su tre ché
van chuyén dién tir cua ty thé, vi tri tac dong 1a phtrc hop
cytochrom BC1, din dén ton thuong mang ty thé. Mot s6
enzym chuyén hoa c6 lién quan dén chudi van chuyén dién
tur cia ty thé va su trc ché van chuyén dién tr ctia atovaquon
s& dan dén wc ché gian tiép cac enzym, cudi cing din dén
tic ché tong hop acid nucleic va tong hop ATP.

Duwge dong hoc
Hap thu:

Atovaquon hoa tan cao trong lipid, it hoa tan trong
nude. Ché do dn nhidu chit béo cung véi udng atovaquon
lam tang toc d6 va muc do hip thu thude, ting AUC 2 - 3
1an va Cmax 5 1an so voi ché d6 an chay. Sinh kha dung ctia
atovaquon phu thudc vao timg ca thé. Khi udng trong bita
an, dic biét thirc an c6 nhiéu chit béo, sinh kha dung tang
gap 2 lan so voi khi khong dn. Sinh kha dung cua
atovaquon dang dung dich 13 47%, dang vién 23% khi udng
trong bira an.

Phdn bé:

Sau khi tiém tinh mach atovaquon, thé tich phan bd ¢
trang thai 6n dinh (Vdss) 1a 0,60 + 0,17 L/kg. Khi vao co
thé, atovaquon lién két cao véi protein (> 99%), ndng do
dao dong tir 1 - 90 meg/ml. Nong do atovaquon trong dich
ndo tuy thap hon trong huyét twong.
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Chuyén héa va thai trie:

Atovaquon duoc thai trir qua dudng phan 1a chi yéu
(> 94%), rat it qua dudng nudc tiu, san pham dao thai &
dang khong chuyén hoa. Thoi gian ban thai cua atovaquon
tir 2,2 dén 3,2 ngdy ¢ nguoi 16n va 1 - 2 ngay & tré em.

Chi dinh

Trong du phong va diéu tri st rét, atovaquon duogc
dung véi chi dinh sau:

Phéi hop v6i proguanil dé diéu tri sdt rét cip chua co
bién chimg va du phong st rét do P, falciparum hodc cac
truong hop sét rét do P. vivax khang véi cloroquin hoic
bénh nhan khong dung nap véi cac thude sdt rét khac.

Diéu tri cac bénh do don bao (Babesiosis,
Toxoplasmosis), nhung thudng phai phdi hop véi mot sd
thube khac.

Chong chi dinh

Tién st man cam voi atovaquon hoac bat ctr thanh
phan nao cua thuoc.

Suy gan, suy than ning.

Than trong

C6 thé xay ra phan ung di img nhu hong ban da dang,
hoi chung Stevens - Johnson ¢ bénh nhan st dung
atovaquon. Thudc co thé gdy chong mat, do vay khi ding
thude khong 141 xe, st dung may moc, hodc lam bat ctr
viéc gi doi hoi su tinh tdo. Han ché db udng co con khi
dung thude.
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Thoi ky mang thai

Tinh an toan cua atovaquon trong thoi ky mang thai
trén nguoi chua dugc nghién ctru. Tuy nhién, chi st
dung thube nay khi that can thiét, bénh nhan nhiém
chung P, falciparum d3 khang thude hodc bénh nhan khong
dung nap véi cac thude sot rét khac. Khi sir dung cho phu
nit ¢6 thai can xem xét gitta nguy co va loi ich. Thude sir
dung dang phdi hop vé6i proguanil.

Thoi ky cho con bu

Khoéng dung atovaquon cho phu nit dang cho con bu.

Liéu lwong va cach ding

Trong diéu tri va du phong s6t rét, atovaquon dugc sir
dung phdi hop voi proguanil nhu sau:

Diéu tri sot ret:

Diéu tri sét rét do P, falciparum chua bién chimg va
sot rét do P, vivax da khang véi cloroquin, thuong két hop
v6i proguanil. Diéu tri s6t rét do P. vivax can két hop thém
v6i primaquin phosphat 14 ngay dé diét thé ngu trong gan.

Liéu ngudi 16n: 1g atovaquon va 400 mg proguanil
hydrochlorid (twvong duong 4 vién loai dung cho nguoi
16n), dung 1 1an/ngay x 3 ngay.

Liéu tré em tinh theo cAn ning:

T 5 d&én < 9 kg: 125 mg atovaquon va 50 mg

proguanil hydrochlorid (twong duong 2 vién loai dung

cho tré em), dung 1 lan/ngay x 3 ngay.

Tir 9 dén < 11 kg: 187,5 mg atovaquon va 75 mg

proguanil hydrochlorid (twong duong 3 vién loai dung
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cho tré em), dung 1 lan/ngdy x 3 ngay.

Tir 11 d&én < 21 kg: 250 mg atovaquon va 100 mg
proguanil hydrochlorid (twong duong 1 vién loai dung
cho ngudi 16n), dung 1 1an/ngdy x 3 ngay.

Tir 21 dén < 31 kg: 500 mg atovaquon va 200 mg
proguanil hydrochlorid (tuong duong 2 vién loai dung
cho nguoi 16n), dung 1 1an/ngay x 3 ngay.

T 31 dén < 40 kg: 750 mg atovaquon va 300 mg
proguanil hydrochlorid (twong duong 3 vién loai dung
cho ngudi 10n), dung 1 1an/ngdy x 3 ngay.

> 40 kg: lidu dung nhu nguoi 16n.

Thudc dugc ubng ngay trong bita an hodc udng sita s&
lam tang kha ning hap thu cua thudc. Néu bénh nhan bi
nén trong vong 60 phut sau udng, thi can cho bénh nhan
udng nhic lai.

Dur phong sét rét:

Atovaquon + proguanil duoc udng 1 - 2 ngay trudc
khi di vao ving sot rét, tiép tuc udng trong sudt thoi
gian & trong ving sdt rét va 7 ngay sau khi ra khoi ving
st Tét.

Lidu nguoi 16n: 250 mg atovaquon va 100 mg
proguanil hydrochlorid (1 vién loai dung cho ngudi 16n) x
1 lan/ngay.

Liéu tré em:

T 11 d&én < 21 kg: 62,5 mg atovaquon va 25 mg

proguanil hydrochlorid (1 vién loai dung cho tré em) x

1 lan/ngay.
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Tur 21 dén < 31 kg: 125 mg atovaquon va 50 mg
proguanil hydrochlorid (2 vién loai dung cho tré em) x
1 lan/ngay.

Tir 31 dén < 40 kg: 187,5 mg atovaquon va 75 mg
proguanil hydrochlorid (3 vién loai dung cho tré em) x
1 1an/ngay.

> 40 kg: liéu du phong nhu véi ngudi 10n.

Tac dung khéng mong mudn (ADR)

Céc tac dung khong mong mudn thuong gip nhat lién
quan dén viéc str dung atovaquon phdi hop proguanil 13
nhtrc dau, ho va cac triéu ching dudng ti€u hda nhu: Budn
nén, non, tiéu chay. Tac dung khong mong mudn khac cé
thé gap: chan an, suy nhuoc, chong mat, sot, mat ngu, phat
ban, tdng enzym gan (AST va ALT), ha natri mau, roi loan
huyét hoc nhu thiéu mau, giam bach cau Hiém gip hon la
cac phan tng di tng (nhu phi mach, sdc phan vé, néi mé
day va viém mach), hoi chirng Stevens - Johnson. Cac tac
dung khong mong mudn da dugc bao cdo ¢ nhitng bénh
nhan ding don thudn atovaquon trong diéu tri va phong
viém phéi do Preumocystis cling twong tu. Atovaquon nén
tranh & bénh nhan c6 rdi loan tiéu hoa, co thé lam giam sy
hap thu cua thude.

Huéng din xir tri ADR

Thudng thi cac tac dung khong mong mudn s& tu khoi.
Khi gap ADR can theo di chit ché bénh nhan va diéu tri
theo triéu ching. Xem thém Phan 4 “Xr tri tic dung khong
mong mubn khi sir dung thude sét rét”.
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Qua lidu va xir tri

Khéng c6 thude giai doc cho atovaquon. Céc trudng
hop qua lidu do atovaquon c6 thé giy ra methemoglobin
(mdi va da mau xanh xam, mét moi, kho tho), phat ban.
Néu qua liéu xay ra, bénh nhan can duoc theo ddi chit ché
va diéu tri hd trg tuy theo céc tri¢u chiing tai cac khoa diéu
tri tich cuc tur tuyén huyén tro 1€n.

Twong tac thudc

Dung dong thoi atovaquon véi cac khang sinh tac
dung trén vi khuén ndi bao nhu rifampin, rifabutin, s€ lam
giam nong do cua atovaquon twong g tir 34% dén 50%.
Khong st dung dong thoi tetracyclin voi atovaquon vi
tetracyclin lam giam ndng do cuia atovaquon trong huyét
twvong dén 40%. Ubng dong thoi atovaquon véi
trimethoprim + sulfamethoxazol (TMP-SMX) lam giam
ndéng do cia TMP-SMX trong huyét tuong 17% va 8%
twong Gmg va&i 2 thude trén. Véi cac thude khang virus
nhu indinavir, atovaquon lam giam 23% nong d¢ day cua
indinavir. Thuc chéng nén metoclopramid 1am giam sinh
kha dung cia atovaquon, chi nén st dung dong thoi khi
khong ¢ cac thude chong non khac. Mot sé thude khac
ciing 1am giam nong do atovaquon trong huyét trong nhu
aciclovir, cac thudc tri tiéu chady, benzodiazepin,
cephalosporin, thuéc nhuin trang, thubc phién va
paracetamol.

Do on dinh va bao quan

Dang vién: nhu di€éu kién bao quéan thudc vién nén
thong thuong.
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Dang hdn dich udng: dong trong chai mau, nat kin,
trdnh 4nh sadng. Bdo quan & nhiét d0 phong tu
15 - 25°C, khong bao quan ¢ tu am.

Mot sb biét duoc

Dang vién: ¢ dang phdi hop véi proguanil (xem
chuyén luan thudc phdi hop tuong tng).

Dang hén dich uéng (thuong ding véi chi dinh ngoai
sot rét): Mepron, Wellvone.

6. CLINDAMYCIN
Tén chung quéc té: Clindamycine.
Tén khac: Clindamycin, Clindamycina.

Ma ATC: JOIFFO1,GO1AA10, D10AFOI.

Dang thudc va ham lrong

Vién nang (dang clindamycin hydroclorid) chira 75 mg,
150 mg va 300 mg clindamycin.

Thudc tiém (dang clindamycin phosphat) chira 150 mg
clindamycin/ml, éng 2 ml.

Duoc Iy va co ché tic dung

Clindamycin 1 khang sinh nhém lincosamid, dan chat
cua lincomycin co6 chira clo. Clindamycin c6 tac dung trén
nhiéu loai vi khuin va trén mot sd sinh vat don bao
(protozoa) nhu Toxoplasma gondii, Plasmodium spp. V&i
cac Plasmodium, clindamycin c6 tac dung diét thé phan liét
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trong mau va mo. Vi vi khuan, co ché tac dung cua
clindamycin 1a rc ché tong hop protein cia vi khuan khi
gan vao tiéu thé 50S cua ribosom.

Phé khéng khudn:

Cac vi khuan hiéu khi Gram duwong, bao gom
Streptococci, Staphylococci, Bacillus anthracis, va
Corynebacterium diphtheriae. Cac vi khuan ky khi Gram
duong bao gdébm Eubacterium, Propionibacterium,
Peptococcus, Peptostreptococcus spp., Clostridium
perfringens va CI. tetani. Cac vi khuan ky khi Gram am
bao gdm Fusobacterium spp., Bacteroides spp. nhu
B. fragilis.

Dwogc dong hoc

Clindamycin duoc hap thu khoang 90% khi udng.
Thirc an chi 1am cham nhung khong anh hudng dén tong
luong thude duge hap thu. Nong do dinh trong huyét trong
dat duoc khoang 1 gio sau khi udng & tré em va khoang 3
gid ¢ ngudi 16n. Thude lién két 90% véi protein huyét
turong, phan b rong rai trong cac to chirc cla co thé, qua
duoc rau thai, stra me nhung khong qua hang rao mau-nao;
tich luy trong té bao bach cdu, dai thuc bao va mat.
Clindamycin chuyén hoa & gan thanh chit chuyén hoa c6
hoat tinh 1a N-demethyl sulfoxid, va chat chuyén hoa mat
hoat tinh. Khoang 10% liéu ding dugc bai xuat qua nudc
tiéu va 4% qua phan ¢ dang con hoat tinh. Thoi gian ban
thai khoang 2 - 3 gi¢ va kéo dai hon ¢ tré sinh non hoac
bénh nhan suy than nang. Clindamycin khong bi loai trur
qua tham tich.
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Chi dinh

Trong diéu tri s6t rét do Plasmodium, clindamycin
dugc phdi hop véi cac thude chinh 13 artemisinin va dan
chat (trong phdi hop ACT) hodc quinin (Non-ACT
therapy). Dé du phong sbt rét, clindamycin duge dung phdi
hop v6i quinin.

Vi c6 nguy co cao gay viém dai trang gia mac nén
clindamycin khong phai 1a thubc duoc wu tién lwa chon.

Chong chi dinh

Man cam véi clindamycin hodc bat ky thanh phan nao
ctia ché pham.

Khong tiém cac dang ché pham cé chira benzyl alcohol
cho tré so sinh vi c¢6 thé dan dén tir vong.

Than trong

Véi bénh nhan ¢ tién st mac bénh dudng ti€u hoa,
dac biét 1a viém rudt két gia mac. Luu ¥ vdi bénh nhan cé
co dia di tng. Can kiém tra dinh ky chitc nang gan than va
dém té bao mau vdi bénh nhan diéu tri kéo dai va tré em.

Thoi ky mang thai

Clindamycin dugc xem 14 an toan va dugc dung diéu
tri cho phu nit mang thai. Xem thém Phan 3 “Sir dung
thube st rét & mot sb ddi tuong dac biét”.

Thoi ky cho con bu

Clindamycin bai tiét vao sita me (khoang 0,7 - 3,8
microgam/ml sau khi dung lidu 150 mg duong udng hoic
600 mg duong tiém tinh mach). Lugng thudc nay khong
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gay tac hai cho tré bu me. Tuy nhién van can than trong khi
dung thudc trong thoi gian dang cho con bu.

Liéu lwong va cach dung
Trong diéu trj sot rét, clindamycin dugc sir dung nhu
sau:

Nguoi 16n: 20 mg/kg/lan cach 8 gio mot 1an hodc 450
mg/lan cach 8 gio mot 1an trong 7 ngdy. C6 thé dung dang
tiém néu bénh nhan khong udng dugc.

Tré em: 7 - 13 mg/kg (t6i da 450 mg)/lan cach 8 gid
mot 1an trong 7 ngay.

Luu y: do tac dung kich tmg manh nén khi dung duong
udng phai udng nhiéu nudc; khi dung dudng tiém bap, phai
tiém sau; khi tiém tinh mach phai tuan thu d pha loang va
tdc do truyén.

Tac dung khong mong mudn (ADR)
Thuong gap, ADR > 1/100

Céc triéu chung 16i loan tiéu hoa nhu budn ndn, non,
dau quin bung... Ta chay nhe (20%).

Phan tmg qua man gip & khoang 10% bénh nhan voi
triéu chirng ban do, may day.
It gap, 1/1000 < ADR < 1/100

Phén mg tai chd sau tiém bap, viém tic tinh mach sau
tiém tinh mach.

Hiém gap, ADR <1/1000

Qua man: hoi chimg Stevens-Johnson (SJS), viém da
troc vay hodc soc phan vé.
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Mau: giam bach cau trung tinh, gidm ti€u cau, tang
bach cau ua eosin.

Tiéu hoa: viém rudt két gia mac do Clostridium
difficile, gap khi diéu tri va ca vai tuan sau khi di nging
thudc, co thé dan dén tr vong.

Gan: tang transaminase, vang da.

Than: suy than voi protein ni€u, tdng nito mau, vo niéu.

Huéng dan xir tri ADR

Ngung ngay thudc néu gip viém rudt két gia mac.
Dung metronidazol hodc vancomycin udng. Cac ADR khac
xur tri nhu hudng dan chung vé xtr tri ADR ciia thude st rét
(Phan 4).

Qua lieu va xir tri
Cho dén nay chua c6 thong tin vé qua liéu. Khong cé

diéu tri dac hiéu ma chi xu tri triéu chung. Clindamycin
khong bi loai trir qua tham tich.

Twong tac thudc

Clindamycin c6 tac dung phong bé than kinh-co khi
dung lidu cao. Tac dung phu nay ting khi dung cing
v6i cac thude c6 cung tac dung, din dén nguy co tc ché
ho hap.

V6i mot s6 thude khang khuan khac nhom: c6 thé xay
ra hiép dong hodc d6i khang khi phdi hop. Vi du: d6i khang
voi1 tac dung cua cac khang sinh nhom macrolid va
cloramphenicol, giam tac dung diét khuan cua
aminoglycosid nhung hi¢p dong lam ting tac dung trén vi
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khuan ky khi cua metronidazol, ciprofloxacin... Tang tac
dung cta primaquin trén Pneumocystis jirovecii.

Do on dinh va bao quan

Béo quan thubc & nhiét d6 khong vuot qua 30°C trong
bao bi kin.

Mot sb biét duoc

Dang uéng san xudt tai Viét Nam: nhiéu ché pham, vi
du Zurer-300, Clinecid 300 mg, Pyclin-300, Clinzaxim
150 va Clinzaxim 300, Clindaneu, Clindamycin 300,
Ibadaline, Clindathepharm capsule, Nakai va céc thudc
generic khac.

Dang thudc tiém san xudt tai Viét Nam: nhiéu ché
phdm, vi du Clyodas, Clindamycin 300 mg/2ml,
Clindamycin 600 mg/4ml, Clindacin 300 va Clindacin 600,
Thendacin...

Dang uéng, san xudt tai nuwée ngodi c6 & Viét Nam:
Candisafe (An D9), Clinda (Han Quéc), Clindamark 150
va Clindamark 300 (An D¢), Dakina (Han Qubc),
Dalacin C (Phap, Bi), Flamiclinda 150 va Flamiclinda 300
(An Do), Kojarclinda 300 mg Capsule (Pai Loan),
Napecolin 300 mg Capsule (Ptrc), Ponysta (Colombia),
Unilimadin (Han Quéc), Zolmycin 150 (An D9)...

Dang thuéce tiém, san xudt tai nude ngoai co o Viét
Nam: Clintaxin (An Do), Dalacin C (Phép, Bi), Forzid

(Argentina), Fukanzol (Trung Qudc), Unilimadin
(Han Qubc)...
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7. CLOROQUIN
Tén chung quéc té: Chloroquine.

Tén khac: Chlorochin, Chlorochina,
Chloroquin, Chloroquinum,
Clorochina, Cloroquina, Klorokiini,
Klorokin.

Ma ATC: PO1BAOI.

Dang thudc va ham lwong

Vién nén chira 100 mg, 150 mg hodc 250 mg cloroquin
base ¢ dang phosphat hodc sulfat (100 mg cloroquin base
tuong ung 161 mg cloroquin phosphat, tuong tng 136 mg
cloroquin sulfat).

Siro chtra 50 mg/5 ml cloroquin base ¢ dang phosphat
hodc sulfat.

Dung dich tiém chura 40 mg/ml cloroquin base ¢ dang
phosphat, sulfat hodc hydrochlorid, éng 5 ml.

Dugc ly va co ché tic dung

Cloroquin thugc nhom 4-aminoquinolin, dugc dung rdng
rdi trong diéu tr va du phong sbt rét. Cloroquin cé tac dung tot
v6i thé phan liét trong méu va giao bao ctia Plasmodium vivax,
P. malariae, P. ovale va P. knowlesi, hi¢én da giam hi¢u qua
v6i P.falciparum & nhidu ving trén thé gisi do P. falciparum
da khang vé6i thude nay. Cloroquin ciing c6 tac dung diét
giao bao non (giai doan 1 - 3) cua P. falciparum. Thube
khong co tac dung diét thé ngu trong gan va vi thé thuong
dugc phdi hop véi primaquin dé diéu trj tiét cin & bénh
nhén sbt rét do P. vivax hoic P, ovale.
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Vé co ché tac dung: cloroquin can trd qué trinh tiéu
hoa hemoglobin cta ky sinh trung trong hong cau, dong
thoi cling can tré sy tong hop nucleoprotein cua ky sinh
trang. Hién twong khang thudc ctia ky sinh tring lién quan
dén su bién d6i cac gen van chuyén PfCRT va PAMDR, cac
gen 1am giam ndng do cia cloroquin trong khong bao dinh
dudng cua ky sinh trung.

Duwogc dong hoc

Cloroquin dugc hip thu nhanh va gan nhu hoan toan
qua duong tiéu hoa sau khi udng, mic du néng do dinh
trong huyét twong c6 thé bién doi rat nhiéu. Nong do6 dinh
dat duoc sau khi udng tir 3 - 7 gio. Sinh kha dung theo
duong udng tang 1én khi cloroquin dugc uéng trong bira
an. Thudc ciing dugc hap thu rat nhanh sau khi tiém bap
va tiém dudi da. Nong do dinh dat dugc khoang 30 phut
sau khi tiém. Cloroquin phan bd rong rai trong cic mo cua
co thé, ké ca trong nhau thai va stra me, voi thé tich phan
b6 16m. Thude tich iy véi néng dd cao trong than, gan,
phéi, lach va gan manh véi té bao chira melanin nhur & mat
va da. Mot lugng nho thude duoc phan bd & tim do d6 ¢
thé gay doc tinh thoang qua sau khi tiém tinh mach néu
khong kiém soat lidu luong chit ché. Khoang 60%
cloroquin lién két véi protein huyét twong. Thube dugc
chuyén hoéa trong gan bdi cac enzym CYP2C8 va
CYP3A4, thanh chat chuyén héa chinh 1a
monodesethylcloroquin ¢ hoat tinh chéng sdt rét twong
tu cloroquin. Thube duoc thai trir cham qua than véi thoi
gian ban thai tir 1 - 2 thang.
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Chi dinh

Trong diéu tri va du phong sbt rét, cloroquin duoc sir
dung véi chi dinh nhu sau:

Diéu tri sOt rét chua bién chung do P, vivax, P. malariae,
P, ovale va P, knowlesi. Do hién tuong khang thudc ctia ky
sinh trung nén cloroquin khong con duoc dung dé diéu tri
sOt 1ét do P. falciparum & hau hét cac ving trén thé gioi.
Thudc con duoce dung dé du phong st rét cho ngudi mang
thai hodc ngudi chua c6 mién dich khi di vao viing sot rét.

Chong chi dinh

Man cam véi cac thuéc nhoém 4-aminoquinolin (nhu
cloroquin, hydroxycloroquin), cac thay ddi vé thi luc, bénh
vong mac, bénh than, sét rét do P, falciparum da khang véi
cloroquin.

Than trong

Than trong khi dung cloroquin v6i nguoi méac bénh
gan, than, bénh duong ti€éu hoa, giam thinh luc, nghién
ruou, bénh vay nén, rdi loan chuyén hoa porphyrin, tién sir
dong kinh, hodc khi két hop véi cac thube co doc tinh trén
gan. V&i ngudi bénh thiéu enzym G6PD, cloroquin va cac
4-aminoquinolin khac c6 thé gay thiéu mau tan mau va suy
than. Cloroquin c6 thé giy doc vé6i tim, can truyén cham
khi tiém truyén tinh mach. Néu ngudi bénh dung thude
trong thoi gian dai hodc dung lidu cao, can theo ddi cong
thirc mau, kiém tra mat va thinh gidc. Ngimg thudc ngay
néu trong qua trinh diéu tri phéat hién ngudi bénh bi 16i loan
mau nang.
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Thoi ky mang thai

C6 mot vai truong hop nghi ngo cloroquin gay quai
thai & phu nit mang thai, bao gém ca giam strc nghe va
thi luc, nhung khong anh huéng dén trong lugng cia tré
so sinh. O liéu diéu tri va du phong sbt rét do P. vivax,
P. malariae, P. ovale, cloroquin an toan v6i phu nit mang
thai, nhung can theo ddi chit chd. Xem thém Phan 3 “Su
dung thude sot rét & mot sb ddi tugng dac biét”.

Thoi ky cho con bu

Cloroquin dugc phan bd trong sita me, nhung véi mot
lwong vira du dé du phong sdt rét cho tré bu. Khong tac
dung phu nao dugc ghi nhan ¢ tré b m¢ ma me c6 dung
cloroquin. Do dé, cloroquin c¢6 thé dung duoc cho phuy ni
nudi con bu.

Liéu lwong va cach dung

Cloroquin ¢6 thé duoc dung ¢ dang mudi phosphat,
sulfat hodc hydroclorid. Liéu luong cta cloroquin thudng
duoc tinh theo cloroquin base. 300 mg cloroquin base
tuong duong véi 500 mg cloroquin phosphat hoac 400 mg
cloroquin sulfat. 40 mg cloroquin base tuong duong véi
50 mg cloroquin hydroclorid.

Trong diéu tri va du phong sbt rét, cloroquin duoc sir
dung nhu sau:

Diéu tri sot rét do P. vivax, P. malariae, P. ovale va cac
chung P. falciparum con nhay cam:

Tong liéu twong duong 25 mg/kg cloroquin base trong
3 ngay.
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Céch thu nhat: 1an dau uéng 10 mg/kg, sau 6 - 8 gio
udng 5 mg/kg, 2 ngdy sau mdi ngay udng 5 mg/kg.

Cach thir hai: hai ngay ddu mdi ngay udng 10 mg/kg,
ngay thtr 3 udng 5 mg/kg. Doi khi véi ngudi 16n, liéu dung
khong can tinh theo thé trong, ma dung nhu sau: lan dau
600 mg, sau 6 - 8 gio dung tiép 300 mg, hai ngay sau mdi
ngay ubng 300 mg.

Truong hop ngudi bénh khong udng duogc thi tiém
truyén tinh mach cloroquin cting véi natri clorid dang
treong. Cho mot liéu luong tuwong duong 25 mg/kg
cloroquin base truyén nho giot tinh mach, chia nhiéu lan,
trong 30 - 32 gio.

Céch thir nhat: truyén nho giot tinh mach 10 mg/kg
cloroquin base kéo dai trong 8 gid, sau d6 truyén thém 3 lan
nita trong 24 gid, mdi lan 5 mg/kg truyén kéo dai 8 gio.

Céch thir hai: truyén lién tuc 5 1an, mdi lan 5 mg/kg
cloroquin base trong 6 gid. Theo ddi chit ché huyét ap va
cac dau hiéu doc tinh khac cta thude véi hé tim mach.

Khi khong thé tiém tinh mach, c6 thé tiém bép hoac
tiém dudi da. Liéu tiém bap hodc tiém dudi da véi nguoi
16n va tré em 1a: 3,5 mg/kg, cach 6 gid/1an hodc 2,5 mg/kg,
cach 4 gio/lan cho t6i tong lidu 25 mg/kg cloroquin base.
Liéu tiém bép hodc tiém dudi da mot 1an khong nén vuot
qua 5 mg/kg dang base vi tré em dac bi¢t nhay cam véi
thudc. Phan tmg nghiém trong va tir vong dot ngot di duoc
béo cao sau khi tiém cho tré em & lidu cao > 5 mg base/kg.

Khi tinh trang nguoi bénh cai thién, c6 thé uéng duoc
thi chuyén sang dung dang thubc ubng.

Chuong trinh phong chéng sot rét Viét Nam ding vién
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nén cloroquin phosphat 250 mg (twong duong 150 mg
cloroquin base). Liéu tinh theo cAn ning nhu sau: hai ngay
dau, mdi ngay 10 mg base/kg, ngay thir 3: 5 mg base/kg.
Néu khong c6 can, liéu luong tinh theo tudi nhu sau:

Du6i | tudi: hai ngay ddu, mdi ngay 1/2 vién, ngdy thir
3 ubng 1/4 vién;

Tir 1 dén < 5 tudi: hai ngay dau, mdi ngay udng 1 vién,
ngay tht 3 udng 1/2 vién;

Tir 5 dén < 12 tudi: hai ngay dau, mdi ngay udng
2 vién, ngay thtr 3 udng 1 vién;

Tir 12 dén < 15 tudi: hai ngay dau, mdi ngay udng
3 vién, ngay thi 3 ubng 1% vién;

Ttr 15 tudi trd 18n: hai ngay dau, moi ngdy udng 4 vién
(chia 2 1an, cach nhau 8 gid), ngay tht 3 uéng 2 vién.

Piéu tri dw phong sét rét:

Cho ngudi tir ving khong ¢6 st rét hodc ving sot rét
lwu hanh nhe di vao ving st rét lvu hanh ning. Dung vién
nén cloroquin phosphat 250 mg (twuong duong 150 mg
base) nhu sau:

Tré em < 4 thang: Y4 vién/tuan;

Ttr 4 thang dén < 3 tudi: Y% vién/tuan;
Tur 3 dén < 5 tudi: ¥ vién/tuan;

Tur 5 dén < 11 tudi: 1 vién/tudn;

Tir 11 tudi tré 1én: 2 vién/tuan.

Bat dau uong 1 tuan trudc khi di vao vung sot rét va
uong lién tuc cho tdi sau khi ra khoi viung sot rét 4 tuan.
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Chuong trinh phong chdng s6t rét Viét Nam hién khong
khuyén céo dung thudc nay dé du phong sot rét.
Tac dung khéng mong mudn (ADR)

Cac tac dung phu ¢ lidu diéu tri va dy phong sbt rét ciia
cloroquin thuong it gap va it nghi€ém trong hon khi dung
lidu cao va kéo dai trong diéu tri viém khop dang thap.

Thuong gdp, ADR > 1/100: dau dau, ban da, ngira, roi
loan tiéu héa (budn nén, ndn, ia chay).

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

Tam than: loan tdm than, do giac, mé sang, lo au, mat
ngu, phién mudn, thay d6i nhan cach.

Mat: nhin mo, bénh gidc mac, gidm thi lyc, bénh vong
mac.

Hiém gap: ADR < 1/1000:
Toan than: bénh than kinh co, bénh co.
Téc: rung toc, bién doi sic té cua toc.

Da: nhay cam anh sédng, cac mang niém dich va da hinh
thanh sac t6 mau xanh den.

Mau: suy tuy, mat bach cau hat c6 phuc hoi, giam tiéu
cau va giam bach cau trung tinh.

Than kinh trung wong: co giat, U tai, giam thinh lyc, diéc.

Tuan hoan: doc voi hé tim mach, ngimg tim, nging tho.

Huéng din xir tri ADR

Xem Phan 4 “Xt tri tac dung khong mong mudn khi sir
dung thudc s6t rét”.
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Qua lidu va xir tri

Cloroquin ¢6 gi6i han an toan thap va rat nguy hiém
khi qua liéu. Lidu 20 mg/kg c6 thé giy doc va 30 mg/kg co
thé gay tir vong. Qua liéu cloroquin cip tinh co thé gy tur
vong trong 2 - 3 gio sau khi udng thudc. Céc triéu ching
qua liéu xuat hién rat nhanh, luc dau ngudi bénh c6 thé thay
hoa mét, choang vang, lo mo, dau dau, rdi loan tiéu hoa,
sau d6 nhanh chong bi ri loan thi luc (mu), co giat, ha kali
mau, ha huyét ap, loan nhip tim, ngirng tim, ngung tho dot
ngodt. Dién tdm dd co thé thdy ngimg tdm nhi, nhip nat
nhi-thét, thoi gian din truyén trong that kéo dai, nhip tim
cham dn t6i rung tAm that hodc ngimg tim.

Xir tri qud liéu: khong co6 diéu tri dic hiéu, nhung ding
ddng thoi diazepam va adrenalin (epinephrin) rat c6 hiéu
qua. Khi c6 triéu chimg qua liéu, cAn gap rut gdy non hoic
rira da day truée khi dua nguoi bénh dén bénh vién. Co thé
ding than hoat véi lidu gip 5 lan luong cloroqum nguoi
bénh da dung Truong hop thiéu oxy, cAn cung cap oxy
hodc ho hip nhan tao, d6i khi phai ap dung bién phap mo
thong khi quan, dit dng khi quan, sau d6 tiép tuc rira da
day néu can. Néu tut huyét ap, c6 thé dung cac thudc nang
huyét ap. Nguoi bénh qua dugc con cip tinh va khong con
triéu chung van can duoc theo ddi chat ché trong it nhét
6 gio. Truong hop qua liéu va man cam, truyén dich va
dung 8 g amoni clorid hang ngay (cho nguoi 16n), chia
nhiéu 1an dé acid hoa nudc tiéu, hd tro qué trinh loi tiéu.

Twong tac thude

Nguy co loan nhip tim ting 1én khi ding dong thoi
cloroquin véi halofantrin hodc cac thude c¢6 kha ning gay
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kéo dai khoang QT trén dién tam d6. Nguy co co git ting
1én khi dung dong thoi voi mefloquin, ting nguy co phan
tmg truong lyc co cap khi ding kém metronidazol.
Cloroquin bi giam hip thu khi ding dong thoi véi cac
thudc khang acid va kaolin, giam chuyén hoa va do thanh
thai khi dung ddng thoi voi cimetidin, ting ndng do trong
huyét tuong khi dung kém véi paracetamol. Cloroquin lam
giam sinh kha dung cta ampicillin va praziquantel, giam
higu qua diéu tri cua thyroxin, d6i khang véi tic dung
chéng dong kinh ciia carbamazepin va natri valproat va lam
tang ndng do cua cyclosporin trong huyét twong.

P 6n dinh va bio quin

Béo quan & nhiét dd phong, tot nhat & 15 - 30°C trong
bao bi kin, tranh 4m va anh sang. Dé xa tam véi cua tré em.
Mt sb biét duge

San xuat tai Viét Nam: Malachlo (155 mg cloroquin
base), cloroquin phosphat 250 mg.

Mbt s6 biét duge & nudce ngoai: Avloclor 250 mg,
Aralen, Malarex, Nivaquine.

8. DIHYDROARTEMISININ
Tén chung quéc té: Artenimol.
Tén khac: Dihydroginghaosu, DHA.

Ma ATC: PO1BEOS.
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Dang thudc va ham lrong

Vién nén chtta 20 mg, 60 mg hodc 80 mg
dihydroartemisinin.

Vién dan chura 80 mg dihydroartemisinin.

Duwgc ly va cor ché tac dung

Dihydroartemisinin 1a chat chuyén héa c6 hoat tinh ctia
mot s6 dan xuét nhom artemisinin nhu: artesunat, artemether
va arteether. Dihydroartemisinin c6 hoat tinh cao hon so voi
cac chit gbc chua chuyén hoa khi diét thé phan liét (schizont)
trong mau cta ky sinh tring va 1a thudc ¢6 hoat tinh chdng
st rét cao nhat so voi cac thude cling nhom.

Dihydroartemisinin ¢6 hiéu qua cao trong diéu tri sot
rét do Plasmodium falciparum chua bién chl'rng da khang
thubc. Tuy nhién, gan ddy di c6 bang chiing Ve hién tugng
khang ctia ky sinh tring véi thude ndy & mot sé nudc Pong
Nam A (Théi Lan, Campuchia va Viét Nam).

Thudc khong cé tac dung diét thé ngu trong gan nhung
co lam giam ty I¢ giao bao cua ky sinh trung. Hién nay,
thudc thuong duoc dung phdi hop vai mot thude sbt rét
khac c6 thoi gian ban thai dai hon dé giam hién tuong
khang thudc cua ky sinh tring.

Co che tac dung xem artemisinin.

Duwge dong hoc

Dihydroartemisinin duoc hap thu nhanh sau khi udng,
dat nong do t6i da trong mau sau 1 - 2,5 gio. Hap thu qua
duong tryc trang cham hon, n@)ng do tdi da trong méu dat
duoc sau khoang 4 gior dung thudc. Dihydroartemisinin c6
kha ning lién két véi protein huyét twong 44 - 93%. Thoi
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gian ban thai ctia dihydroartemisinin xap xi 45 phut dén 1
gid qua con duodng glucuronyl héa & rudt va gan. Thuoc
duoc thai hoan toan khoi vong tuan hoan trong 8 - 10 gio.

Chi dinh

Diéu tri sbt rét do Plasmodium falciparum. Khong
khuyén cao dung dihydroartemisinin trong diéu tri sot rét
do cac loai Plasmodium khac (P. malariae, P. ovale, P. vivax
va P knowlesi) do c6 nhimg thudc diéu tri sét rét khac c6
hiéu qua hon (vi du cloroquin).

Hién nay, dihydroartemisinin thuong duge ding phdi
hop v&i mot thude s6t rét khac co thoi gian ban thai dai hon
(nhu piperaquin) dé 1am giam hién twong khang thudc cia
ky sinh trung.

Chong chi dinh

Man cam véi thudc, phu ntr c6 thai 3 thang dau.

Than trong

Liéu cao, dihydroartemisinin gy doc v6i hé than kinh
trung wong cua dong vat nhung chua chung minh dugc
trén nguoi.

Thoi ky mang thai

Cac nghién ctru trén dong vat cho thay, ¢ lidu cao,
dihydroartemisinin va dan xuit nhom artemisinin c6 thé
lam chét phoi thai va gay di dang phoi thai trong nhiing
thang du cua thai ky.

Chua c6 bang chung vé tinh an toan cua
dihydroartemisinin va dan xuat nhém artemisinin trén phu
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nir c6 thai 3 thang dau cua thai ky, do d6 khong nén dung
cho bénh nhan sbt rét thudc nhom ddi tuong nay trur khi
phéac d6 wu tién khong c6 san hodc that bai. Xem thém Phan
3 “Str dung thude sbt rét & mot sbé doi tuong dac biét”.

Thoi ky cho con bu

Chua 10 li¢u dihydroartemisinin ¢6 qua stta me¢ hay khong,
do do6 nén ngung cho bu néu me dugc dicu tri bang thudc nay.

Liéu lwong va cach ding

Dihydroartemisinin c6 thé dung dudng udng hay dit
tryc trang. Lidu duoc khuyén cdo 1a 4 mg/kg mot lan duy
nhat trong ngdy dau, sau dé6 mdi ngay 2 mg/kg/ngay x
6 ngay lién tiép.

Hién nay, dihydroartemisinin chu yéu duoc dung phdi
hop véi piperaquin phosphat hodac mefloquin (xem chuyén
luan thudc phdi hop dihydroartemisinin va piperaquin).

Tac dung khéng mong mudn (ADR)

Dihydroartemisinin dugc dung nap tdt va an toan. Mot
s tac dung phu dugc bdo cao gém: roi loan nhe duong tiéu
hoa, chong mit,  tai, giam hong cau ludi, giam bach cau
trung tinh, ting enzym gan va hiém gip mot s bat thuong
vé dién tim (cham nhip tim, kéo dai khoang QT).

Hiém gip phan ng qua man nghiém trong typ 1 (ty 1é
xap xi 1/3000 trudng hop) khi dung dihydroartemisinin hay
cac dan xuat nhom artemisinin.

Hudéng din xir tri ADR

O liéu diéu tri, cac tac dung phu cua dihydroartemisinin
thudng nhe va ty mat di sau khi ngimg thudc.
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Neéu xuat hién phan rng qua man thi ngung thudc;
dung adrenalin, khédng histamin va céc thudc ho trg khéc
néu can.

Qua lidu va xir tri
Liéu cao dihydroartemisinin giy doc véi hé than kinh
trung wong va phdi thai trong nhitng thang dau cua thai ky

da duoc ching minh trén dong vat. X tri qua man tuong
tu xu tri ADR.

Twong tac thude

Ciing nhu cac dan chat artemisinin khac,
dihydroartemisinin c6 thé gay kéo dai khoang QT nén can
tranh hodc phai than trong khi phdi hop véi cac thude khac
cling c6 kha nang kéo dai khoang QT sau:

Artemether + lumefantrin: tranh phdi hop véi
piperaquin + dihydroartemisinin

Céc thu6c amiodaron, domperidon, haloperidol, khang
sinh nhom macrolid, methadon, miconazol, saquinavir,
sotalol, thuéc chong ndm nhom imidazol, thuéc chong nim
nhém triazol, thudce chéng loan than nhom phenothiazin,
thudc chéng trim cam, vinblastin, vincristin: c¢6 thé ting
nguy co loan nhip thit - tranh phéi hop.

Do on dinh va bao quan

Dihydroartemisinin 12 hoat cht it bén viing nhit trong
sO cac dan xuat nhoém artemisinin. Thude rat kho tan trong
nudce, vi thé céac dang bao ché cua thude thuong dugc Kkét
hop véi ta duoc dé 1am ting kha nang hap thu.

Béo quan & nhiét do tir 4 dén < 30°C.
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Mot s6 biét duoc

Hién cac dang thudc udng don chat chira artemisinin
hodc dan xuit ciia artemisinin da khong con duoc sir dung
theo Cong vin s6 7873/QLD-CL ngay 24/05/2013 ciia Cuc
Quan 1y Dugc. Ché pham dang ubng chua
dihydroartemisinin trén thi truong 1 cic ché pham phdi
hop dihydroartemisinin va piperaquin (xem chuyén luan
thudc phéi hop twong tmg).

9. DOXYCYCLIN
Tén chung quéc té: Doxycycline.

Tén khac: Doksisiklin; Doksisykliini;
Doksycyklina; Doxiciclina;
Doxiciklin; Doxycyclin;
Doxycyclinum; GS- 3065.

Ma ATC: A01AB22, JOIAAO2.

Dang thudc va ham luong
Ham luong tinh theo doxycyclin base.
Doxycyclin hydroclorid: vién nén hodc nang 100 mg.

Doxycyclin hyclat: nang 50 mg, 100 mg. Vién nén bao
phim 100 mg.

Bot dé tiém truyén tinh mach 100 mg, 200 mg.

Doxycyclin monohydrat: nang 50 mg, 100 mg. Vién
nén bao phim 50 mg, 100 mg.
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Dugc Iy va co ché tac dung

Doxycyclin 1a khang sinh thudc nhom tetracyclin,
dugc tong hop tir oxytetracyclin. Doxycyclin 1a khéang sinh
phé rong, c6 tac dung kim khuan. Thudc @re ché tong hop
protein & nhitng vi khuan nhay cam do gin vao tiéu don vi
308 va c6 thé ca voi tiéu don vi 50S cta ribosom, e ché
gin aminoacyl- tRNA trong qué trinh téng hop protein.
Doxycyclin ¢6 pham vi khang khuan rong véi nhiéu vi
khuan wa khi va ky khi Gram duong va Gram am, v6i mot
s6 vi sinh vat khac nhu Rickettsia, Mycoplasma,
Chlamydia, xoan khuan, Leptospira,... va ky sinh triing
s6t rét. Doxycyclin ¢6 tac dung v6i thé vo tinh trong
hdng cau cua P. falciparum, nhung khong co tac dung
diét giao ttr va khong c6 tac dung véi thé ngoai hong cau
cua P. falciparum. Doxycyclin khong c6 tac dung khang
nam va virus. C6 khang chéo giita doxycyclin va cac khang
sinh khac trong nhém tetracyclin. Doxycyclin dugc ua
ding hon cac tetracyclin khac vi dugc hap thu tét hon, c¢6
thoi gian ban thai dai hon, cho phép dung thudc it 1an trong
ngdy va an toan hon véi ngudi suy than (doxycyclin c¢6 thé
dung duoc ¢ nguoi suy than nhung phai than trong).

Duwogc dong hoc

Doxycyclin dugc hap thu tét qua duong tiéu hoa (90 -
100% liéu ubng); thirc n va sita it anh huong dén hap thu.
Khoang 80 - 95% doxycyclin trong mau gan vao protein
huyét twong. Sau khi udng 200 mg doxycyclin, ndng do
cao nhat cua thudc trong huyét twong dat 2,6 microgam/ml
sau 2 gio, xudng 1,45 microgam/ml sau 24 gid. Sau khi
truyén tinh mach lidu 200 mg, ndng do cao nhat ctia thude
trong huyét twong dat 5 - 10 microgam/ml, giam cham
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xudng 1 - 2 microgam/ml, kéo dai trong 24 gio.

Doxycyclin tan trong lipid hon tetracyclin. Thudc phan
bd rong vao cac mo va dich trong co thé, thim tbt vao gan,
than va cac xoang. Vao dich ndo tiy muc dd trung binh,
nong do khong qua 1 microgam/ml khi khong c6 viém
mang ndo. Qua nhau thai va phan phdi vao sita me véi
ndng do toi 40% nodng do thudc trong huyét twong. Thoi
gian ban thai tir 12 dén 24 gio.

O ngudi bénh co chirc nang than binh thuong, khoang
40% liéu dung thai trir chdm qua nudc tiéu; thai trir nhidu
hon néu nuée tiéu duoc kiém héa. Phan 16n liéu ding duoc
thai trir qua phan sau khi tao phtrc (chelat) & rudt.

Doxycyclin khong tich lity nhidu ¢ ngudi suy than, vi
mic du thai trir trong nudce tiéu giam di nhung c6 ting thai
trir qua phan. Tham phan mau it c6 tic dung loai bo
doxycyclin.

Chi dinh

Trong du phong va diéu tri s6t rét, doxycyclin duoc
dung voi cac chi dinh sau:

Diéu tri sot rét thé thong thuong:

Doxycyclin phbi hgp v6i quinin 14 thude diéu tri thay
thé khi khong dung dugc céac thube diéu tri wu tién.

Piéu tri sot rét dc tinh:

Doxycyclin phéi hop voi quinin 1a thude diéu tri sot
rét ac tinh hang 2 khi khéng dung duoc cac thude diéu tri
uru tién (Tiém hodc truyén tinh mach quinin dihydroclorid
cho dén khi nguoi bénh tinh thi chuyén sang udng quinin
sulfat).
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Dy phong s6t rét do P. falciparum cho ngudi di trong
thoi gian ngin dén ving c6 chung ky sinh tring khang
cloroquin va/hodc pyrimethamin + sulfadoxin.

Chong chi dinh
Qua man cam véi doxycyclin hodc cac tetracyclin khac.
Tré em dudi 8 tudi (trir truong hop bi bénh than).

Phu nit mang thai, cho con bu.

Than trong

O tré dudi 8 tudi, doxycyclin ¢6 thé giy bién mau rang
vinh vién, giam san men ring va giam téc do phat trién
xuong. Do d6 khong ding doxycyclin cho nhém tudi nay,
trir khi bi bénh than.

Tranh dung doxycyclin trong thoi gian dai vi c6 thé
gay bdi nhiém vi khuan va nam.

Tranh phoi nang hodc ti€p xuc vdi anh sang tir ngoai vi
da c6 the bi man cam v6i anh sang.

Nong d6 doxycyclin & ngudi nghién rugu cd thé bi
giam manh xuéng thap hon nong d6 diéu tri.

Doxycyclin ¢é thé gay kich g va loét thuc quan. Dé
gidm nguy co nay, vién nén hodc nang doxycyclin phai
udng véi nhiéu nude, trong tu thé thang dung va khong
ubng trude khi di ngu, khong dung ¢ ngudi bénh bi tic
nghén hoac cheén ép thuc quan.

Dung than trong & ngudi suy gan hodc dung cac thude
c6 kha ning gay doc v6i gan vi di co bao cdo bat thuong
vé chirc nang gan khi dung thude.
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Suy than: khong c6 sy khac biét c6 y nghia vé thoi
gian ban thdi cua doxycyclin & ngudi cé chic nang thian
binh thuong va ngudi suy than ning. Thim tach mau
khong 1am thay d6i thoi gian ban thai ciia doxycyclin. Tac
dung khang dong hoa cua cac tetracyclin ¢ thé giy ting
uré mau, nhung khong xay ra khi dung doxycyclin ¢ nguoi
suy than.

Than trong khi dung ¢ nguoi nhugce co va lupus ban
do6 hé thong.

Doxycyclin ¢ thé gay rdi loan thi gidc, nhin md, can
than trong khi l4i xe hodc van hanh may moc.

Thoi ky mang thai

Khong dung doxycyclin trong thoi ky mang thai vi ¢6
thé gay mot s6 hau qua véi thai nhu bién mau ring vinh
vién, giam san men ring, tich lily trong xuong, gay rdi loan
cdu tric xuong.

Thoi ky cho con bu

Doxycyclin dugc bai tiét vao sita va c6 thé tao phirc
hop véi calci trong sita. Do 4i luc gin voi calci yéu hon
cac tetracyclin khac nén doxycyclin c¢6 kha nang gay doc
cho tré bu me cao hon céc tetracyclin khac. Khong dung
doxycyclin cho nguo1 me dang cho con bt hoac phai ngirng
cho con bt khi ding thudc.

Liéu lwgng va cich ding
Liéu dung tinh theo doxycyclin base.

Vién nén hoic nang doxycyclin phai uéng véi nhiéu
nudc, trong tu thé thang dimg va khong udng trude khi di
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ngt. Néu bi kich tng da day, c¢6 thé udng trong bira an hoic
cung voi sira.

Truyén tinh mach: khi dung duong udng khong phu
hop (bénh ning, khong udng duoc hoidc nén nhiéu khi udng
thudc). Truyén tinh mach cham dung dich doxycyclin
hyclat 0,1 - 1,0 mg/ ml, trong 1 - 4 gio. Khong tiém bip
hodc tiém dudi da vi gdy kich Gng tai chd va kém hap thu.
Tranh dé thudc ra ngoai mach.

Diéu tri sét rét

Chi dung phdi hgp doxycyclin véi quinin vién (quinin
sulfat) hoac quinin tiém (quinin hydroclorid/dihydroclorid)
& ngudi 16n va tré em trén 8 tudi.

Piéu tri sot rét thé thong thwong: doxycyclin phdi hop
v6i quinin 14 thude diéu tri thay thé khi khong dung dugc
cac thude diéu tri wu tién.

Dung vién doxycyclin ham lugng 100 mg.

Liéu dung doxycyclin tinh theo can ning: mdi ngay
udng mét lan 3 mg/kg, ubng trong 7 ngay. Hodc udbng theo
nhom tudi néu khong c6 can nhu sau:

Nhém tudi S6 vién/ngay x sé ngay
Tir 8 dén < 12 tudi 1/2 vién/ngay x 7 ngay
Tl 12 dén < 15 tudi 3/4 vién/ngdy x 7 ngiy

Tur 15 tudi tro 1én 1 vién/ngay x 7 ngay
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Piéu tri sot rét dc tinh: ding doxycyclin phdi hop voi
quinin duong tinh mach cho dén khi nguoi bénh tinh thi
chuyén sang dudng udng, trong tong thoi gian 7 ngay.

Tré em trén 8 tuoi:

Dung duong udng: doxycyclin 4 mg/kg/ngay (t6i da
200 mg/ngay), chia 1am 2 1an bang nhau, ding trong 7
ngay.

Dung dudng tinh mach, sau d6 ding duong udng: tré
em trén 8 tudi, ning < 45 kg: lidu khoi dau doxycyclin
truyén tinh mach 4 mg/kg/ngay, chia 1am 2 lan bang nhau.
Khi nguoi bénh ubng dugc thi chuyén sang udng
4 mg/kg/ngay (t6i da 200 mg/ngay), chia lam 2 lan bang
nhau, tong thoi gian ding doxycyclin trong 7 ngay. Tré trén
8 tudi, nang > 45 kg: lidu khai dau doxycyclin truyén tinh
mach 100 mg mdi 12 gid. Khi ngudi bénh ubng duoc thi
chuyén sang udng 100 mg mdi 12 gio, tong thoi gian ding
doxycyclin trong 7 ngay.

Nguwoi lon:
Dung duong uéng: mdi 1an udng doxycyclin 100 mg,
ngay 2 lan trong 7 ngay.

Dung dudng tinh mach, sau d6 dung duong udng: lidu
khoi dau doxycyclin truyén tinh mach 100 mg mdi 12 gio.
Khi nguoi bénh ubng duoc thi chuyén sang uéng 100 mg
mdi 12 gid, tong thoi gian dung doxycyclin trong 7 ngay.

Theo hudng dan diéu tri sot rét ciia Bo Y té: doxycyclin
phéi hop véi quinin 1a thube diéu tri s6t rét 4c tinh hang 2
khi khong ding dugc cac thude diéu tri wu tién: Udng
doxycyclin (theo liéu trong bang & muc diéu tri s6t rét thé
thong thudng) trong 7 ngdy va tiém hoic truyén tinh mach
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quinin dihydroclorid cho dén khi nguoi bénh tinh thi
chuyén sang udng quinin sulfat cho du 7 ngay.

Dw phong sét rét do P. falciparum khdng cloroquin
va/hodc pyrimethamin + sulfadoxin

Nguwoi lon:
Ubng 100 mg, ngay mot lan;

Tré em > 8 tuoi: ubng 2 mg/kg (t6i da 100 mg), ngay
mot lan.

Liéu phap du phong bat dau tir 1 - 2 ngay trude khi di
vao viing c6 dich, tiép tuc udng hang ngay trong thoi gian
& vung d6 va kéo dai 4 tuan sau khi roi khoi ving ¢ dich
sOt Tét.

Ngudi cao tudi va nguoi suy than: khong can diéu
chinh liéu.

Suy gan: dung than trong & ngudi suy gan hoac dang
ding cac thudc ¢ kha nang gy doc véi gan.

Tac dung khéng mong mudn (ADR)

Cac tac dung khong mong mudn ciia doxycyclin twong
tu nhu tetracyclin, nhung it gap cac réi loan & duong tiéu
hoéa hon va ciing co6 thé it gdy bién mau ring hon
tetracyclin.

Doxycyclin ¢6 thé gay kich tmg dudng tiéu hoa véi
mirc d6 khac nhau, thuong gip sau khi uéng. Khong giong
nhu nhiéu thudc trong nhom tetracyclin, doxycyclin khong
tich lily nhidu ¢ ngudi suy than, ciing khong c6 bang ching
doxycyclin gay viém gan nang.
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Thuwong gap (ADR > 1/100):

Nhuce dau, hoi chung cam ciim, dau rang, roi loan tiéu
hoa (dau bung, viém miéng, chan an, ia chdy, buon nodn,
non, kho ti€u), viém loét thuc quan, dau co, dau khop.

It gdp (1/1000 < ADR < 1/100):

Ban, man cam anh séng,réi loan thi giac, u tai, thiéu
mau tan mau, gidm bach cau trung tinh, tang bach cAu wa
eosin, giam tiéu cau, réi loan chuyén héa porphyrin, viém
tinh mach huyét khoi.

Hiém gdp (ADR < 1/1000):

Tang ap lyc ndi so lanh tinh, thop phéng O tré nho,
viém da tréc Véy, hoi chung Stevens- Johnson, may day,
phu mach, viém mang ngoai tim, phan tng phan vé, kho
nudt, doc véi gan, viém tuy, viém dai trang, ring kém phat
trién, tdng ure mau, viém am dao.

Hudéng dan xir tri ADR

Can ubng doxycyclin v6i nhiéu nuéc dé tranh kich
thich va gay loét thuc quan. Tranh tiép xuc v&i ning, tia
cuc tim khi dang dung doxycyclin. Néu da bi man d6 phai
ngimg thudc ngay.

C6 thé udng doxycyclin véi thire an hodc sita néu xay
ra kich img dudng tiéu hoa, rdi loan tiéu hoa, budn non va
nén. Néu boi nhiém vi khuan va ndm, ngimg doxycyclin
va ap dung tri li¢u thich hop.

Ngtng thude néu c6 phong thop & tré nho va ting ap
luc ndi so lanh tinh & nguoi 16n.
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Qua liéu va xir tri

Hiém gip qua lidu. Khi dung qué liéu: ngirng thude.
Rira da day va diéu tri triéu chimg, hd trg phii hgp. Tham
tach mau khong 1am thay ddi thoi gian ban thai cua
thudc trong huyét tuong nén khong cé ich loi trong diéu
tri qua lidu.

Twong tac thude

Doxycyclin c¢6 i luc gan véi calci yéu hon céc
tetracyclin khac, vi vay c6 thé uong cung voi thirc an
hodc stra.

Thude khang acid chira nhom, calci, magnesi hodc cac
thude khac chtra cac ion nay; kém, cac mudi sat va ché pham
bismuth ¢ thé lam giam sinh kha dung cua doxycyclin.
Dung doxycyclin va cac thube nay cach xa nhau.

Kaolin va sucralfat c¢6 thé lam giam hap thu
doxycyclin.

Barbiturat, phenytoin, primidon, carbamazepin,
rifampicin cam Gng cac enzym chuyén hoa thudc & gan,
lam ting chuyén héa doxycyclin. Theo ddi khi dung dong
thoi doxycyclin véi cac thude nay va cé thé phai ting lidu
doxycyclin. Rugu c6 thé 1am giam thoi gian ban thai cia
doxycyclin.

Doxycyclin c¢6 thé 1am ting tic dung cua thudc chong
d6ng warfarin, ¢ thé phai giam liéu thudc chong dong khi
dung cung.

Doxycyclin c6 thé 1am ting ndng do ciclosporin trong
huyét twong. Chi nén ding dong thoi 2 thude nay khi c¢6
theo doi phu hop.
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Doxycyclin ¢ thé 1am ting nguy co ddc tinh ciia cac
thubc chen than kinh-co, methotrexat.

Doxycyclin ¢ thé 1am giam tac dung cuia thude tranh
thai dang udng, cua véc xin chong thuong han.

Dung dong thoi doxycyclin vi methoxyfluran gay
tang nang doc tinh vai than, co thé gay tir vong.

Tranh dung doxycyclin véi penicilin do c6 thé tac dung
d6i khang nhau.

Khong dung dong thoi doxycyclin véi céc retinoid do
c6 thé tang nguy co tang ap luc ndi so lanh tinh.

Tang nguy co ngd doc nidm cwa ga khi ding
doxycyclin cung ergotamin va methysergid.

Do on dinh va bao quan

Vién nén bao phim va vién nang doxycyclin hyclat va
doxycyclin monohydrat bao quan trong bao bi kin, tranh
anh sang, ¢ nhi¢t do 15 - 30°C.

Dung dich doxycyclin hyclat truyén tinh mach chira
0,1 - 1 mg doxycyclin/ml 6n dinh trong 48 gi' & nhiét d6
25C khi dugc pha bang dung dich natri clorid
0,9% hodc dextrose 5%. Khi duoc pha bang dung dich
Ringer, dung dich doxycyclin hyclat truyén tinh mach chua
0,1 - 1 mg doxycyclin/ml 6n dinh trong 12 gid' ¢ nhiét do
phong. Dung dich doxycyclin hyclat pha ¢ nong d6 0,1 - 1
mg doxycyclin/ml bang Ringer lactat hoic dextrose 5%
trong Ringer lactat phai dugc tiém truyén trong vong 6 gio
dé bao dam do on dinh. Trong khi tiém truyén, phai bao vé
tat ca dung dich doxycyclin hyclat tranh dnh sang tryc tiép.
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Mot s6 biét duoc

San xudt tai Viét Nam: nhiéu ché pham, dudi dang vién
nang hoic vién nén chtra cac mudi doxycyclin twong duong
100 mg doxycyclin base nhu Cadidox, Naphadocin,
Tedoxy, Doxycyclin Stada 100 mg Tablet, Doxycyclin
TW3 100 mg, Doxythepharm va nhiéu thudc generic khéc.

Sdn xudt tai nwde ngodi, c6 ¢ Viét Nam: Doxycap
(Malaysia), Doxyglobe (An Do), Dioxymark-100 (An D),
Umidox-100 (An Do), Cyclindox (Cyprus), Axodox (An
Do), Mixylin (An o).

10. LUMEFANTRIN
Tén chung quéc té: Lumefantrine.
Tén khac: Benflumetol, DL-Benflumelol.

Ma ATC: PO1BFOI.

Dang thudc va ham lrong

Chi ¢6 dang vién két hop véi artemether: vién nén
artemether 20 mg/lumefantrin 120 mg (dung cho nguoi
16m) hodc artemether 10 mg/lumefantrin 60 mg (danh cho
tré em).

Khéng c6 dang thudc tiém hay dang long cho tré em.

Duoc Iy va co ché tac dung

Lumefantrin 13 din chit ban tong hop cua
diclorobenzylidin; c6 tic dung diét thé phan liét ctia ky sinh
tring sot rét Plasmodium falciparum, Plasmodium vivax.
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Co ché tac dung twong tu nhém arylaminoalcohol (nhu
halofantrin, mefloquin, quinin). Mic du co ché chua rd
nhung thudc duoc cho 1a tac dung trong khong bao thirc an
ctia ky sinh tring. Trong cac hong cau bi nhiém, ky sinh
tring an va thoai hoa hemoglobin, giai phong sit dudi dang
hem doc tinh, cdc hem nay dugc tap trung & khong bao ti€u
hoa cua ky sinh trung. Binh thuong, hem s& duoc chuyén
hoa thanh hemozoin khong doc. Thude gan voi hem, te
ché qua trinh khir doc nay nén c6 tac dung diét ky sinh
trung sot rét. Ngoai ra, lumefantrin con duoc cho 13 ¢o tac
dung trc ché su tong hop acid nucleic va protein cua ky sinh
trung sot rét.

Lumefantrin thuong dugc phdi hop voi artemether
trong ché pham phdi hop cb dinh lidu dé két hop vu diém
ctia hai loai thudc nay: Tac dung giam ky sinh tring
nhanh chong cua artemether va tac dung kéo dai, mac du
tac dung kém hon, cua lumefantrin. Khi dung don tri li¢u,
lumefantrin c6 ty 1é tai phat thip hon so voi artemether.
Dung phdi hop co tac dung chong khang thudc, mot sd
nghién ctru cho rang lumefantrin c6 tac dung hiép dong
véi1 artemether.

Duwge dong hoc

Sau khi uéng thudc hip thu cham, néng do dinh trong
huyét twong dat dugc sau 4 - 10 gid. Thire dn lam ting dang
ké nong do trong huyét tuong (co thé tang t6i 16 lan). Su
hap thu thudc phuy thudc liéu, ding mét 1an trong ngay hap
thu thap hon 30% so véi dung hai 1an trong ngay. Ty 1¢ gin
v6i protein trén 90% (chu yéu 1a lipoprotein ty trong cao),
dudi 10% & dang ty do trong hong cau. Thude duge phan
phdi nhanh chéng dén cac co quan trong co thé. Thoi gian
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ban thai tir 2 - 6 ngay. Sinh kha dung cta thubc giam dang
ké trong giai doan cdp cua bénh tuy nhién ting 1én trong
giai doan hoi phuc.

Thubc chuyén hoa chu yéu qua gan va thai trir qua
phan. Sy thai trir nhanh hon & phu nit ¢6 thai. Yéu t6 quyét
dinh dén hiéu luc thudc & bénh nhan st rét do
P, falciparum 1a ndng do thudc va AUC & ngay 7, hiéu luc
tang 1én khi ding 6 liéu trong 3 ngay.

Chi dinh

Phéi hop véi artemether trong diéu tri sot rét chura bién
chtng do Plasmodium falciparum, bao gém ca sbt rét do
P. falciparum khang cloroquin.
Chéng chi dinh

Tién sir di Gmg voi lumefantrin hay halofantrin.

Than trong

Khong nén lai xe hay van hanh may moéc khi dang
dung thude vi thude c6 thé gdy hoa mét, chong mat, mét
moi va suy nhuogc.

Thoi ky mang thai

Chua c6 nghién ctru tac hai trén dong vat va nguoi.
Can nhic loi ich/nguy co khi sir dung. Xem thém Phan 3.
“Sur dung thude st rét & mot s6 dbi tuong dac biét”.

Thoi ky cho con bu

C6 thé dung dugc vi thudc vao stra voi nong do rat
thap.
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Liéu lwong va cach dung

Phai dung phdi hop véi artemether. Tong 6 liéu, hai
lidu diu can ubng cach nhau 8 gid. Co thé dung trong
3 ngay (dung liéu dau ngay sau khi chin doan va céc liéu
ké tiép sau d6 1an luogt 8, 24, 36, 48 va 60 gid). Liéu mdi lan
duogc khuyén cdo nhu sau:

Nguoi 1on: artemether 80 mg va lumefantrin 480 mg.
Tre em:

Tir 5 dén < 15 kg: artemether 20 mg va lumefantrin
120 mg.

Tir 15 dén < 25 kg: artemether 40 mg va lumefantrin
240 mg.

Tir 25 dén < 35 kg: artemether 60 mg va lumefantrin
360 mg.

> 35 kg: nhu liéu nguoi 16n.

Nén ubng sau khi udng sita hay an co chit béo dé ting
hap thu.

Tac dung khéng mong mudn (ADR)

Tac dung trén tim: kéo dai khoang QT, tuong tu nhu
mot s6 thude diéu tri sét rét khac nhu halofantrin, quinin,
mefloquin. Do d6, nén tranh dung lumefantrin ¢ bénh nhan
¢6 QT kéo dai bam sinh, tién sir c6 biéu hién rdi loan nhip
tim, nhip cham hay bénh tim ndng, c6 tién st gia dinh c6
QT kéo dai bam sinh hay dot tir, c6 rdi loan dién giai, &
bénh nhan dang diéu tri thudc kéo dai QT hay thudc chuyén
héa boi CYP2D6.

Khong c6 tac dung khong mong mudn dang ké nao
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quan sat duoc trén bénh nhan sot rét diéu tri bang phdi hop
artemether/lumefantrin. Kéo dai QT va chénh nhe ST quan
sat thay & mot vai bénh nhan, mic du vay nhiing thay doi
nay khong dang ké trén 1am sang va nhiéu kha nang lién
quan t6i st rét hay hoi phuc sau sét rét. Mic du halofantrin
c6 lién quan tdi kéo dai QT rd rang va dot tir, lumefantrin
khong thay nhimg tac dung nay.

Tac dung trén da day - rudt: khong co céac ton thuong
ddc hiéu. Cac biéu hién khong dic hiéu quan sat thiy &
bénh nhan diéu trj béng artemether + lumefantrin: Non,
budn noén, dau bung, dn kém ngon, tiéu chay & nhimg lidu
dau tién; mac du vay rat kho phan biét duoc biéu hién nay
do thudc hay do st rét.

Tac dung véi h¢ tao mau: khi dung két hop artemether
+ lumefantrin thiy giam hemoglobin va hematocrit s6m,
tuy nhién ddy 1a biéu hién lién quan t6i qué trinh hoi phuc
va khong co bang chimg rd rang nao cho thiy thudc gay
suy tay. Thiéu mau huyét tan nang co6 thé xuat hién sau khi
ding artemether + lumefantrin, do cu tric phan tir trong
tur mot s6 thude st rét gay huyét tan khac, nguyén nhan cé
thé lién quan t&i lumefantrin.

Tac dung hé than kinh: khong c6 thong bao tac
dung khong mong muén lién quan t6i lumefantrin. Biéu
hién than kinh trung wong nhu chéng mat, dau dau, rdi
loan gidc ngu (mat ngu) lién quan téi lidu két hop
artemether + lumefantrin quan sat thdy & mot vai bénh
nhan, tuy nhién day 14 nhiing triéu ching lién quan véi sot
rét va rat kho phan biét nguyén nhan do thudc. Khong co
t6n thuong than kinh trung wong nio twong quan véi nong
d0 lumefantrin.
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Ngoai da: ngtra, ban.

Ngoai ra con c6 ho, dau khép, mét moi.

Huéng din xir tri ADR

Piéu tri triéu chimg va diéu tri hd tro. Trong trudng hop
thiéu mau huyét tan ndng: corticosteroid, truyén mau, loc mau.

Qua liéu va xir tri

Xur tri: thude di€u tri tri¢u chiing va dac hiéu hoac céc
bién phép can thi¢t khac. Theo doi dién tam do va kali mau.

Twong tac thube

Ubng mefloquin truéc khi udng vién phdi hop
artemether + lumefantrin khong 1am anh huong dén nong do
artemether hay ty 1€ artemether/dihydroartemisinin (DHA)
trong huyét tuong, tuy nhién néng do lumefantrin trong huyét
twong giam dang ké (khoang 30 - 40%) co thé do mefloquin
lam giam san xuat mat tir d6 dan dén lam giam hép thu
lumefantrin. Dé han ché viéc giam sinh kha dung cua thudc,
nén khuyén khich bénh nhan an trong thoi gian ding thude.

Duing mdt minh quinin c6 thé gay kéo dai tam thoi khoang
QT trén dién tAm do. Tac dung nay thuong 14 nhe nhung s&
tang 1én dang ké néu quinin dugc tiém vao nguodi sau khi da
ubng vién phdi hop artemether + lumefantrin. Nhu vay, viée
dung dang phdi hop artemether + lumefantrin két hop véi
quinin tiém tinh mach s€ lam tang nguy co kéo dai khoang QT.

Vi cac 1y do trén, khi ding vién phéi hop artemether +
lumefantrin két hop v6i mefloquin hodc quinin thi can phai
theo ddi ché do an (d6i voi mefloquin) hodc theo ddi dién
tam do (ddi voi quinin).
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Trén bénh nhan da diéu tri béng halofantrin tir trudc,
chi nén dung vién phdi hop artemether + lumefantrin it nhat
sau mot thang ké tir ngay dung liéu halofantrin cudi cung.

Nhitng thuc cam tng CYP3A4 manh nhu rifampicin,
carbamazepin, phenytoin c¢6 thé 1am giam ndng do, hiéu
qua cta thude.

Lumefantrin @rc ché enzym CYP2D6 trén vitro, do d6
chdng chi dinh dung dong thoi vién phdi hop artemether +
lumefantrin v6i nhiing thudc duoc chuyén hoé boi enzym
nay (thudc an than, thuéc chdng trdim cam ba vong).

P on dinh va bio quan

Thudc khong nhay cam véi anh sang, c6 thé bao quan
& nhiét 46 < 30°C trong it nhat 2 nam.
Mot s biét duoc

Ché pham chira lumefantrin trén thi truong déu 1a cac
ché pham phéi hop artemether va lumefantrin (xem chuyén
luan thude phéi hop twong Gmg).

11. MEFLOQUIN
Tén chung qudc té: Mefloquine.

Tén khac: Mefloquin, Meflochin, Meflochina,
Meflokin, Mefloquina, Méfloquine,
Mefloquini.

Ma ATC: PO1BAOS.
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Dang thudc va ham lrong

Vién nén 250 mg mefloquin hydroclorid (twong duong
v6i 228 mg mefloquin base).

Dang phdi hop véi artesunat (xem chuyén luan thude
phdi hop tuong tmg).

Duogc Iy va co ché tac dung

Mefloquin 1a thubc chong sét rét thudc dan xuat
4-quinolinemethanol. Thudc c6 tac dung diét thé phan liét
giai doan hong ciu va tit ca cac thé vo tinh trong hong
cdu, trong méau cta ky sinh trang P. falciparum, P. vivax,
P. malariae, P. ovale, ké ca mot s6 chung P. falciparum
khang cloroquin. Tuy nhién mefloquin khong c6 tac dung
v6i cac thé giao bao truong thanh hodc ky sinh tring ¢ giai
doan trong gan.

Co ché chinh xac cua thude chua duogc biét 13, co thé
thudc ngan can sy tring hop hem thanh hemozoin trong
hong cau, trc ché khau lay thic dn ctia ky sinh tring va tich
ltly hem gy doc cho ky sinh trung.

Trong thuc té 1am sang, mefloquin dugc sur dung ca
trong dy phong va diéu tri sot rét. Mefloquin ¢6 hidu qua
trén cac ky sinh trung di khang véi cac thude st rét khac
nhu cloroquin, proguanil, pyrimethamin va cac dang thude
két hop chutra pyrimethamin. Tuy nhién ¢ ving Pong Nam
A ciing da c6 ching P, falciparum khang mefloquin. Ngoai
ra da co bao cao vé sy khang chéo giita mefloquin voi
quinin, cloroquin va halofantrin.

Duwge dong hoc

Mefloquin hap thu chdm qua duong tiéu hoa khi uéng
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dang vién nén; thtrc dn 1am cham su hap thu thudc. Trén
nguoi khoé manh, khi uéng liéu don dang vién nén, thude
héap thu 87 - 89% so voi hdn dich udng. Nong d6 tdi da
trong huyét twong sau khi udng dang vién nén 500 mg
hodc 750 mg & nguoi chau A 14 0,1 hodc 1,4 microgam/ml
dat dugc sau khoang 6 - 24 gio. Nong d6 thap nhat trong
huyét twong c6 hiéu qua e ché P, falciparum 1a khoang
0,2 - 0,3 microgam/ml. Mefloquin phan b rong rai trong
cac mo va dich co thé, ndng do thude & hong cau cao hon
so voi trong huyét tuong, vao duoc dich ndo tuy va sita
me; thé tich phan bd khoang 20 lit/kg; lién két vi protein
huyét twong 98%. Mefloquin duoc chuyén hoa ¢ gan boi
cac CYP P450, dic biét 1a CYP3A4. Chat chuyén hoéa
chinh khong c6 hoat tinh 1a acid quinolin carboxylic. Thoi
gian ban thai ciia mefloquin trung binh khoang 3 tuan (tir
13 dén 33 ngay) ¢ ngudi khoé manh va 10 - 15 ngay &
nguoi bi sot rét khong bién ching. Mefloquin dao thai
chu yéu vao mat va phan. Khoang 13% liéu dung dao thai
ra nudc tiéu dudi dang khong d6i va dan xuit acid
carboxylic. Mefloquin va chét chuyén hoa ciia n6 khong
bi loai bo béng thdm tach mau.

Chi dinh

Dy phong va diéu tri s6t rét do P. falciparum khang
cloroquin va P, vivax nhay cam véi mefloquin (thuong két
hop véi cac thude didu tri sot rét khac).

Chong chi dinh

Nguoi man cam voi mefloquin, hodc céc chat c6 cau
truc lién quan nhu cloroquin, quinin, quinidin. Nguoi cé
tien st hoac dang mac bénh tdm than, dong kinh. Tré em
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du6i 3 thang tudi. Ngudi bi suy gan ning. Piéu tri du
phong cho ngudi co tién sir co giat.

Than trong

Than trong khi dung cho ngudi 141 xe, van hanh may
moc vi nguy co gay chong mat, rdi loan thing bang, phan
tg than kinh hodc tdm than c6 thé xay ra trong khi diéu tri
va 2 - 3 tuan sau khi nging thudc.

Trong du phong bang mefloquin, néu xuat hién céc rdi
loan nhu lo au, tram cam, kich dong hodc 16 14n, phai xem
day 1a nhing tién triéu ching cua nhiing tac dung phu
nghiém trong hon, do d6 can nging thudc.

Thudc 1am ting nguy co dong kinh, thay ddi dién tam
dd (cham nhip xoang, loan nhip, kéo dai khoang QT va bat
thuong song T), co giat, dac bi¢t khi dung cung véi quinin
hodc quinidin. Can can nhéc lgi ich va nguy co khi sir dung
cho bénh nhén c6 rdi loan dan truyén tim.

Thudc c6 thé lam giam chirc ning gan va gay ton
thuong mat, khong ding mefloquin kéo dai qua mot nam.
Néu dung 1au, phai dinh ky kiém tra chirc ning gan va mat.

Thudc dung than trong & bénh nhan suy than, suy gan
tir nhe dén vira, ri loan mau va hé thong lympho va phan
ung di ng da.

Thoi ky mang thai

Kinh nghiém 1am sang vé sir dung mefloquin cho phuy
nit mang thai con rat han ché. Nghién ctru trén dong vat thi
nghiém cho thiy mefloquin c¢é thé gy di dang co xwong,
khe hd vom miéng va quai thai 16i ndo; vi vay khong dung
mefloquin v&i muc dich du phong trong sudt thoi ky mang
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thai; trong 3 thang dau thai ky, chi dung mefloquin khi that
can thiét.

Phu nit trong tudi sinh dé néu phai dy phong bang
mefloquin khi dén ving c6 dich sbt rét luu hanh, can phai
dung phuong phap ngira thai trong khi dung thudc va
3 thang sau khi ngirng thudc.

Thaoi ky cho con bu

Céc dit liéu vé tinh an toan va hiéu qua cia mefloquin
d6i véi tré em chua dugc nghién ciru day di. Mefloquin
qua dugc sira me mdt lugng nhd nhung nguy co gay tac
dong dén tré em duoc coi 1a rat it. Tuy nhién, c6 thé nong
d6 thude trong stra me s€ cao hon sau cac liéu diéu tri hodc
phong bénh hang tuan vi mefloquin c6 nira doi thai trir dai.
Nén dung than trong ¢ phu nit cho con bu.

Liéu lwong va cach diung
Piéu tri sot rét:
St rét nhe dén trung binh do P, falciparum va P. vivax:

Ngudi 10n, khoi dau udng 750 mg, lidu tiép theo 500 mg
sau liéu khoi dau 6 - 12 gio.

Tré em, khoi dau 15 mg/kg thé trong, lidu tiép theo
10 mg/kg cach liéu dau 6 - 12 gio; lidu t6i da cho 1 lan
khong qua 750 mg, tong liéu khong qua 1250 mg.

Diéu tri sot rét do P. vivax can dung két hop véi
primaquin:

Nguoi 16n 52,6 mg/ngay.
Tré em 0,8 mg/kg/ngay, dung lién tuc trong 14 ngay.
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Sbt rét da khang thube: khoi dau 15 mg/kg, lidu tiép
theo 10 mg/kg cach liéu dau 8 - 24 gid. Tré em, khoi dau
7,1- 12,5 mg/kg két hop véi sulfadoxin (14,3 - 25 mg/kg)
va pyrimethamin (0,7 - 1,3 mg/kg).

Du phong sot rét:

Mefloquin chi dung & nhirng noi ky sinh tring sot rét
da khang nhiéu thudc.

Nguoi 16n va tré em trén 45 kg: udng 1 vién mefloquin
250 mg/tuan.

Tré em:

Dudi 9 kg: 5 mg/kg.

Tir 9 dén < 19 kg: 1/4 vién.

Ttr 19 dén < 30 kg: Udng 1/2 vién.
Tir 30 dén < 45 kg: Ubng 3/4 vién.

Uéng thudc mdi tudn mot 1an vao mot ngay ¢ dinh
sau bita an chinh; udng trudc khi di vao ving cé sét rét
1 - 2 tudn, trong sudt thoi gian ¢ ving sot rét va sau khi ra
khoi viing sot rét 4 tuan. Nguoi méi dén dinh cu trong ving
sot rét, udng thude du phong trong vong 6 thang dau.

Tai Viét Nam, du phong dugc ap dung voi mot ) vung
theo hudng dan ciia BO Y té.

D6i véi ngudi di vao ving sdt rét ning trong thdi gian ngén:

Nguoi 16n: tudn dau udng 1 vién mefloquin 250 mg
mdi ngay, udng lién 3 ngay, sau d6 1 vién/tuan.

Tré em: tuan dau udng 15 mg/kg, chia 3 ngay lién, sau
d6 tuy theo lira tudi:
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Tir 3 dén 23 thang tudi: 1/4 vién cho mot tuan.
Tl 2 dén < 8 tudi: 1/2 vién/tuan.

Tur 8 dén < 14 tudi: 3/4 vién/tuan.

Tir 14 tudi trd 1én: 1 vién/tudn.

Sau khi ra khoi ving st rét luu hanh, uéng tiép 4 tuan
nita. Khong dung cho tré dudi 3 thang tudi.

Céch dung: uong thudc sau bita an chinh v4i nhiéu
nudec.

Tac dung khong mong mudn(ADR)

Tac dung khéng mong mudn phd bién nhat 1a chong
mit va budn nén: 10 - 20%.

Thwong gap, ADR > 1/100

Toan than: chong mat, nhirc ddu, ngu ga, mat ngu;
Than kinh: rdi loan thang béng; Tiéu hoa: Budn ndn, non,
tiéu chay, dau bung, kho tiéu, chan an; Tim mach: Cham
nhip, blc nhi thit do 1, kéo dai khoang QT.

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

Toan than: suy nhugc, chan an, mét moi, sbt, rét run;
mau: tang bach cAu, giam bach cAu, giam tiéu cau; tudn
hoan: ha huyét ap, tang huyét ap, mat do bung, ngét, tim
nhanh tim cham, loan nhip tim, ngoai tam thu; da: phan
ung da, ngoai ban, ban dd, may day, nglra, rung toc; co
xuong: yéu co, co co, dau co, dau khép; than kinh: bénh ly
than kinh, di cam, co thit; tim than: vat va kich thich, trAim
cam, hay quén, 1a 13n, 4o giac, hoang tudng; mat: r6i loan
thi giac; tai: u tai.
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Hiém gap, ADR < 1/1000

Tuan hoan: bléc nhi that, viém mang ngoai tim, truy
tim mach, nhdi mau co tim; than kinh: bénh ndo; gan:
transaminase ting nhat thoi; da: hdi chimg Stevens -
Johnson, hong ban da dang va viém mach da.

Khéac: & mat, tang bilirubin, viém gan, di tng, viém
phoi ké.

Huéng din cach xir tri ADR

Trong cac xét nghiém thay co s ting transaminase nhat
thoi, nhung khong ro su tang nay do mefloquin hay do bénh.
Néu dung tong licu trén 1000 mg mefloquin/ngay thi thuong
gap triéu ching budn ndn, chong mit va non, thong thuong
s& hét trong vong 24 - 28 gio. Xem thém Phan 4 “Xir trf tac
dung khong mong mudn khi sir dung thube sdt rét”.

Qua liéu va xir tri

Trudng hop qua lidu mefloquin, s& xuat hién céc triéu
chtng nhu di néu trong muc tac dung khong mong mudn
nhung c6 thé nang hon. Céc tridu chimg qué lidu nhu chéng
mat, 4o giac, budn ndn, ha huyét ap, nhip nhanh va co giat
da gap ¢ hai nguoi bénh dung mefloquin 5,25 g qua 5 ngay.

Xt tri: gdy non hodc rira da day néu méi dung thude.
Diéu tri hd tro va triéu chimg néu can, theo ddi sat chuc
nang tim (1am dién tdm do) va trang thai than kinh, tim
than it nhat trong 24 gio. Piéu tri nén hodc tiéu chay bang
liéu phap bu dich.

Twong tac thube

V61 cac thudc anh huong dén chuyén hod qua
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microsom gan: mefloquin chuyén hoa bdi CYP3A4 nén
khi dung dong thoi vai thude e ché CYP3A4 c6 thé ting
noéng d6 va do d6 ting tac dung khong mong mudn cua
mefloquin. Nguoc lai khi ding dong thoi voi chat gy cam
tmg CYP3A4 (rifampicin) s& giam ndng do va giam hiéu
qué diéu tri st rét. Nén than trong khi phdi hop véi cac
thudc nay.

Thubc 1am thay d6i khoang QT: khi ding mefloquin
cho nguoi bénh dang dung cac thudc gay kéo dai khoang
QT nhu: thude chéng loan nhip, chen beta, chen kénh calci,
khang histamin, cac digitalis, cac thuéc chong trdm cam 3
vong va phenothiazin;

Véi cac thube sét rét: dung dong thoi mefloquin voi
cac thude cloroquin, quinin, quinidin, halofantrin gay bat
thuong dién tim d6 nghiém trong bao gdm kéo dai khoang
QT, tdng nguy co xoéan dinh, loan nhip that nghiém trong
va tang nguy co dong kinh, vi vay khong ding két hop cac
thudc nay v6i mefloquin;

Khéng dung ketoconazol, halofantrin dong thoi hodc
trong vong 15 ngay sau khi ngirng mefloquin vi nguy co
kéo dai khoang QT c6 thé dan dén tir vong;

Vé6i cac thude chéng dong kinh (acid valproic,
carbamazepin, phenobarbital, phenytoin), mefloquin lam
giam nong do trong huyét thanh cua cac thudc chéng dong
kinh din t¢i khong kiém soat dugc con dong kinh. Vi vy
chbng chi dinh ding cho bénh nhén c6 tién str dong kinh.

Véi cac vaccin: khi mefloquin dugc ding dong thoi
v6i vaccin thuong han duong udng, khong duoc loai trir
kha ning giam hiéu qué cia vaccin. Can hoan thanh viéc sir
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dung vaccin song giam doc lyc dudng udng it nhat 3
ngdy trudc khi dung lidu mefloquin dau tién.
P 6n dinh va bio quan

Thude duge bao quan ¢ nhi¢t do phong (15 dén 30°C),
tranh 4m va anh sang.
Mot s6 biét duoc

Dang don thanh phan sdn xudt tai Viét Nam:
Mekofloquin 250.

Mot s6 biét duge dang don thanh phén 0 nuoc ngodi:
Mefliam (An D0), Mephaquin (Thuy Si), Lariam (Phap).

Dang phéi hop chira mefloquin va artesunat (xem
chuyén luan thudc phéi hop tuong Gmg).

12. PIPERAQUIN
Tén chung quoc té: Piperaquine.
Tén khac: 13228-RP, Piperaquina,
Piperaquini.

Ma ATC: Chua co.

Dang thudc va ham lwong

Piperaquin phosphat thuong duogc bao ché dudi dang
phéi hop voi cac thude st rét khac nhu: vién nén c6/khong
bao phim goém piperaquin phosphat 320 mg va
dihydroartemisinin 40 mg; vién nén gdm piperaquin
phosphat 320 mg, dihydroartemisinin 32 mg va
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trimethoprim 90 mg; vién nén gdom piperaquin phosphat
320 mg, dihydroartemisinin 32 mg, trimethoprim 90 mg va
primaquin phosphat 5 mg; vién nén gdém piperaquin
phosphat 400 mg, artemisinin 80 mg va primaquin 4 mg.

Duoc Iy va co ché tac dung

Piperaquin thu¢c nhoém 4-aminoquinolin, c¢6 hoat tinh
chdng sbt rét tot trén cac chung Plasmodium falciparum
khang cloroquin. Thudc c6 tac dung tdt véi cac thé vo tinh
trong héng cau cua P vivax, P malariae, P. ovale va
P, knowlesi. Tuy nhién, hién nay piperaquin chii yéu duogc
ding dé diéu tri sot rét do P, falciparum & dang thude phdi
hop voi dihydroartemisinin va/hodc cac thude sot rét khac
dé ngan ngira hién tugng khang thudc cua ky sinh tring.
Thudc khong c6 tac dung diét giao bao.

Co ché tac dung cua piperaquin twong ty nhu
cloroquin va céc bisquinolin khéc: tich liily trong khong
bao dinh dudng cua ky sinh trung, can trd qua trinh tiéu
héa hemoglobin cua ky sinh trung trong hong cau,
dong thoi ciing can tré sy tong hop nucleoprotein ciia
ky sinh trung.

Duwogc dong hoc

Piperaquin duoc hip thu cham (do kha ning hoa tan
cao trong lipid), ndng do téi da trong huyét tuong dat duoc
sau khi udng thudc khoang 5 gid. Sinh kha dung cua
piperaquin ting 1én nhiéu néu thudc duoc dung sau mot
bira an giau chét béo. Thude co thé tich phan bd 16n va trén
99% lién két v6i protein huyét twong. Cac nghién ctru in
vitro cho thiy, piperaquin chu yéu dugc chuyén hoa bai
enzym CYP3A4. Thube duge thai trir cham khoi co thé voi
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thoi gian ban thai khoang 22 ngay ¢ nguoi 16n va 20 ngay
O tré em.

Chi dinh

Piperaquin dugc chi dinh diéu tri sbt rét chua bién
chung do Plasmodium (P. falciparum, P. vivax, P. malariae,
P. ovale va P knowlesi) ¢ dang thubc phdi hop vai
dihydroartemisinin hodc cac thudc khac. Cac phdi hop co
piperaquin ciing ding dé diéu tri st rét ac tinh trong truong
hop bénh nhan c6 kha ning udng duoc.

Chong chi dinh

Piperaquin don thuan va dang thubc phdi hop duoc
chéng chi dinh v&i nguoi bénh ma tién str gia dinh c6 nguoi
dot quy hodc ngudi bénh mic bénh tim, gom: kéo dai
khoang QT bam sinh, triéu chtng loan nhip tim, ting huyét
ap mirc do nang, phi dai that trai, suy tim sung huyét, rdi
loan dién giai. Khong dung piperaquin dong thoi véi nhitng
thudc khac ¢ kha niang kéo dai khoang QT.

Than trong

Khi ding piperaquin can theo ddi chit ché dién tam do
(ECG) va kali mau. Than trong khi dung thudc phdi hop
cua piperaquin voi nguoi bi vang da hay suy gan, than ¢
muc do trung binh hodc ning.

Thoi ky mang thai

Dit liéu vé tinh an toan ciia piperaquin va thude phdi hop
trén phu nir ¢6 thai con it. Tuy nhién, hién nay ¢ Viét Nam,
phdi hop piperaquin va dihydroartemisinin dang duoc chi dinh
diéu tri sot rét P. falciparum & phu nir c6 thai trén 3 thang,
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Thoi ky cho con bu

Chua c6 dir li¢u vé tinh an toan cua piperaquin ¢ phu
nit nudi con bi. Xem thém Phan 3 “Str dung thuoc sot rét
¢ mot sO doi tugng dac biét”.

Liéu lwong va cach dung:

Piperaquin thudng duoc ding & dang mudi phosphat phéi
hop véi dihydroartemisinin dé diéu tri st rét do P, falciparum
chwa bién chimg cho nguoi 16n va tré em tir 6 thang tudi tre
1én vé6i can ning > 5 kg. Thube duoc dung theo dudng
ubng, mdi ngay 1 14n, trong 3 ngay. Trudng hop ngudi bénh
khé nudt, co thé nghién nho vién thude, sau d6 hoa vai
nude cho ubng. Liéu hang ngay tinh theo cin ning duoc
khuyén céo nhu sau:

Tir 5 d&n < 7 kg: 80 mg piperaquin phosphat va 10 mg
dihydroartemisinin;

Tir 7 dén < 13 kg: 160 mg piperaquin phosphat va
20 mg dihydroartemisinin;

Ttr 13 dén < 24 kg: 320 mg piperaquin phosphat va
40 mg dihydroartemisinin;

Tir 24 dén < 36 kg: 640 mg piperaquin phosphat va
80 mg dihydroartemisinin;

Tir 36 dén < 75 kg: 960 mg piperaquin phosphat va
120 mg dihydroartemisinin;

Tir 75 dén < 100 kg: 1280 mg piperaquin phosphat va
160 mg dihydroartemisinin;

Tir 100 kg tré 1én: chua c6 khuyén céo.

Do piperaquin phosphat c6 thoi gian ban thai dai nén
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khong 1ap lai dot diéu tri (3 ngay) tiép theo ngay sau dot
diéu tri thir nhat trong vong 2 thang. Khong diéu tri qua
2 dot bang thudc phdi hop trén trong vong 12 thang.

Chuong trinh Phong chéng st rét Viét Nam hién nay
dung vién thudc phdi hop piperaquin phosphat 320 mg va
dihydroartemisinin 40 mg dé diéu tri sot rét do P, falciparum
chua bién chung, téng 4 liéu, cac lidu ké tiép udng sau licu
dau tién lan luot 8, 24, 48 gio. Liéu mdi 1an theo nhoém tudi
va can ndng nhu sau:

Duéi 3 tudi (< 15 kg): ¥ vién mdi 1an

Tir 3 dén < 8 tudi (15 dén < 25 kg): 1 vién.
Tir 8 dén dudi 15 tudi (25 - 40 kg): 1 vién.
Tir 15 tudi tré 1én (> 40 kg): 2 vién.

Khong dung cho phu nit ¢6 thai 3 thang dau.

Tac dung khong mong mudn (ADR)

Piperaquin ¢ dang don thuin hay phdi hop véi
dihydroartemisinin déu dugc dung nap tét. Cac tac dung
khong mong mubn thong thudng nhat cia piperaquin don
thuan gém hoa mit, chong mat, dau dau, budn ndn, ndn va
dau bung.

Dang thuéc phdi hop cua piperaquin va
dihydroartemisinin thuong gay céc tac dung khong mong
muén nhu: thiu mau, mét moi, dau dau va sdt; doi khi gap
kéo dai khoang QTc va nhip tim nhanh.

Huéng dan xir tri ADR

Cac tac dung khong mong mudn cia piperaquin
thuong nhe va tu khoi sau khi nging thude. Xem thém
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Phan 4 “Xu tri tac dung khong mong mudn khi sir dung
thudc st rét”.
Qua liéu va xir tri

Chua c6 dir liéu vé doc tinh cta piperaquin khi qua liéu
trén nguoi. Cac nghién ctru trén dong vat cho théy, khi
dung lidu cao va kéo dai, piperaquin c6 anh huong dén tim
mach tho (gdy ha huyét ap va thay doi song dién tim), 1am
taing ham luong ALT trong huyét thanh va bién ddi sinh
bénh hoc & gan cho, gay bién doi cau trac vi thé té bao gan
chudt nhit trang. Tuy nhién, nhiing bién ddi nay s& giam
dan sau khi ngimg thudc va tuy theo liéu luong da dung,
cac triéu ching khong mong mudn s& hét sau khi nging
thudc tir 2 - 3 thang.

Twong tac thude

Piperaquin duoc chuyén hoa cha yéu boi enzym
CYP3A4 va hai enzym khac it tham gia chuyén hoa hon la
CYP2C19, CYP2CY. Piperaquin trc ché céc isoenzym
CYP3A4, CYP2C19 va c6 thé trc ché qua trinh chuyén hoa
ctia cac thude theo dudng nay. Piperaquin ciing c6 tac dung
lam ting tdc d6 chuyén héa cua cac thude duoc chuyén hoa
boi enzym CYP2E1 nhu paracetamol va theophylin. Céc
thude tc ché CYP3A4 c6 thé lam ting ndng do cua
piperaquin trong huyét tuong va 1am ting nguy co kéo dai
khoang QTc. Céc thudc gdy cam mg enzym c6 thé lam
giam ndng do cua piperaquin trong huyét twong. Khong
nén dung piperaquin cting véi cac thudc c6 kha ning gay
loan nhip tim, ké ca cac thudc co tac dung gay kéo dai
khoang QT.
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P 6n dinh va bio quan

Bao quan & nhiét do phong, tot nhat ¢ 15 - 30°C trong
bao bi kin, tronh 4m va anh sang.
Mot sb biét duge

Ché pham chira piperaquin trén thi truong 1a cac ché
pham phéi hop dihydroartemisinin va piperaquin (xem
chuyén luan thudc phéi hop tuong Gmg).

13. PRIMAQUIN
Tén chung quéc té: Primaquine.
Tén khac: Primaquin, Primaquina, Primachin.

Ma ATC: PO1BAO3.

Dang thudc va ham lwong

Vién nén: 13,2 mg primaquin phosphat (7,5 mg
primaquin base); 26,3 mg primaquin phosphat (15 mg
primaquin base).

Dugc Iy va co ché tic dung

Primaquin 13 din chat tong hop thudc nhom
8-aminoquinolin va 1a thuc chdng sbt rét duy nhat hién
nay duoc sir dung dé diéu tri tiét can (du phong tai phat xa)
sot rét do P, vivax va P. ovale. Primaquin c6 tac dung diét
cac thé ngoai héng cau cua P, vivax va P. ovale, dic biét
thé ngu trong gan (hypnozoit) ciia cac ky sinh tring nay, do
d6 dy phong con sét rét du tién mudn hodc tai phat sot rét.
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Thubc khong c6 tac dung diét thé vo tinh trong hong cau
cua céac ky sinh trung nén dé diéu tri tiét can bénh sdt rét do
P, vivax hodc P. ovale, can phai phdi hop primaquin véi
mot thude diét thé phan liét (schizont) nhu cloroquin,
quinin sulfat, doxycyclin hoac tetracyclin.

Primaquin ciing c6 tac dung d6i voi giai doan tién hong
cau (trong té bao gan), do d6 con dugc st dung trong diéu
tri du phong tién phat d6i véi ngudi di vao viing c6 dich khi
khong thé dung duoc cac thude du phong khac (dic biét &
vung c6 ky sinh trung khang cloroquin).

Primaquin con di¢t duwgc giao bao cua cac loai
Plasmodium, dac biét giao bao cua P. falciparum, do do6
ngan chin truyén bénh do mudi, chong lay lan.

Primaquin con duoc st dung dé diéu tri viém phdi do
nam Pneumocystis jiroveci (tén cii 1a Pneumocystis
carinii), thuong xdy ra & ngudi nhiém HIV/AIDS hoic &
ngudi suy giam mién dich do nguyén nhan khac (hiém gip
hon).

Co ché chinh x4c cua primaquin chua hoan toan duogc
biét 10, c6 thé do thudc gan va lam bién d6i DNA cua ky
sinh trung sot rét.

Duwge dong hoc

Primaquin duoc hip thu t6t qua dudng tiéu hoa, sinh
kha dung khoang 96%. Thitc dn lam tdng nhe sinh kha
dung cua primaquin, nhung muc dé tang khong c6 y nghia
lam sang. Nong d6 dinh trong huyét twong dat dwoc
khoang 1 - 2 gid sau khi udng thudc. Thoi gian ban thai
khoang 3 - 6 gio, dac bi¢t dugc ghi nhan khoang 6 gio &
nguoi tinh nguyén khoe manh thudc chung toc Cép Ca
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(Caucasian) va chau A. Primaquin phan b rong rai trong
cac mo cua co thé véi thé tich phan b tir 200 dén 300 lit.
Primaquin nhanh chong duoc chuyén hoa qua gan véi chat
chuyén héa chinh 1a carboxyprimaquin va chi con mot
lurgng nho thude duoc thai trir qua nudce tiéu dudi dang
khong d6i. Khong rd chit chuyén hoa nay c6 hoat tinh
chéng sét rét hay khong. Mot s chit chuyén hoa khac chua
duoc xac dinh. Nong do carboxyprimaquin trong huyét
tuong gip khoang 10 1dn ndng do primaquin. Primaquin
va chat chuyén hoa carboxyprimaquin khong tich lily trong
hdng cau. Carboxyprimaquin dwgc thai trir cham va tich
lity trong huyét twong khi ding thudc hang ngay.

Tuong tu nhu mefloquin va quinin, dugc dong hoc cua
primaquin trén bénh nhan sét rét c6 thé thay d6i: Nong do
dinh trong huyét tuong c6 thé ting 1én va do thanh thai ctia
thube c6 thé giam di. Chua c6 dir liéu dugc dong hoc cua
primaquin trén tré em.

Chi dinh
Dé dy phong va diéu tri sot rét véi cac chi dinh sau:

Phdi hop voi cac thude chong sét rét khac dé diéu tri
tiét can va dyu phong tai phat sot rét do P, vivax va P. ovale.

Diéu tri chng 1ay lan (do diét thé giao bao) dbi véi sot
rét do P. falciparum, P. malariae hoac P. knowlesi.
Chong chi dinh

Qua man véi primaquin.

Ngudi c6 bénh hé thong ¢ giai doan cép tinh c6 khuynh
huéng bi giam bach cau hat (nhu viém khép dang thép,
lupus ban do).
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Nguoi dang dung cac thude co kha nang giy tan mau
hodc trc ché tay xuong.

Nguoi dang dung quinacrin.
Phu ntr ¢6 thai.

Phu ntt cho con bu (trtr khi dra tré dugc xac dinh 1a
khong thiéu G6PD).

Than trong

Céc phan tmg nhu thiéu mau, methemoglobin huyét va
giam bach cau d3 duoc ghi nhan khi dung liéu cao
primaquin. Do vay, khong dugc sir dung primaquin vugt
qué liéu khuyén céo. Nén xét nghiém mau dinh ky trong
thoi gian diéu trj (ddc biét chu ¥ sé luong hong cau va
luong hemoglobin).

Can théan trong khi dung primaquin cho ngudi da co
phan tng dic Gmg d6i v6i primaquin trude do (nhu thiéu
mau tan huyét, methemoglobin huyét hodc giam bach
cau); nguoi co tién sir ban than hodc gia dinh c6 tién sir
ngd doc dau tam; nguoi thiéu hut GEPD hodc thiéu hut
NADH methemoglobin reductase; ngudi méc bénh hé
thng lién quan dén giam bach cau hat (viém khép dang
thap, lupus ban d6)... Can giam sat chit ché nguoi bénh
xem c¢6 dung nap dugc thudc khong. Can nging thude
ngay néu thay dau hiéu thiéu mau tan mau (nudc tiéu sam
mau, giam manh hemoglobin hodc ) lugng h@)ng cau)
hoac giam manh bach cau.

Do primaquin ¢6 kha ning gy kéo dai khoang QT, can
theo ddi dién tdm do khi str dung primaquin cho ngudi c6
bénh tim mach, nguoi cé hdi chung QT dai, tién sir loan nhip
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that, ha kali mau hodc ha magnesi mau chua dugc diéu tri,
cham nhip tim (< 50 chu ky/phiit) va sir dung primaquin dong
thoi voi mot thude khac ¢6 kha niang kéo dai khoang QT.

Can than trong khi dung primaquin cho ngudi tir
65 tudi tro 1én vi chua xac dinh dwoc dap tmg cuia nguoi
cao tudi ddi véi primaquin. Thong thuong nén dung lidu
thap nhat. Phai chu y dén viéc suy giam chirc ning gan,
than, tim va cac bénh kém theo & nguoi cao tudi.

Tai Viét Nam, theo Hudng dan diéu tri va du phong
s6t rét hién hanh ctia Bo Y té, khong diéu trj primaquin cho
phu ni ¢6 thai, tré em dudi 3 tudi va nguoi thiéu enzym
G6PD.

Néu phu nit mang thai bi sét rét do P vivax hoic
P. ovale, viéc stt dung primaquin dé diéu tri tiét can phai
hodn cho téi khi sinh con va sau khi loai trir thiéu hut
G6PD; thay vao do, c6 thé tiép tuc sir dung cloroquin liéu
300 mg udng 1 1an mdi tuan trong thoi ky mang thai.

Thoi ky mang thai

Chua xé4c dinh dugc tinh an toan khi dung primaquin
trong thoi ky mang thai. Thudc qua nhau thai va c6 thé gay
nguy hiém cho thai néu bi thiéu hut G6PD. Do d6 khong
dung primaquin trong thai ky trir trudng hop bac si diéu tri
nhan théy loi ich cta thude vuot troi nguy co.

Thaoi ky cho con bu

Chua xé4c dinh dugc kha niang phan bd cua primaquin
trong stra me. Do do, khong nén st dung primaquin cho
phu nit cho con bu, trir khi x4c dinh dugc cd me va con
khong bi thiéu hut G6PD.
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Liéu lwong va cach dung

Primaquin dugc st dung qua duong udng dudi dang
primaquin phosphat. Liéu ding dugc tinh theo lugng
primaquin base. 26,3 mg primaquin phosphat tuong duong
v6i 15 mg primaquin base. Nén udng thude cung bita an
dé giam thiéu kich img da day. Tham khao huéng din didu
tri sOt rét méi nhit va liéu khuyén céo ciia nha san xut.
Trong du phong va diéu tri st rét, primaquin dugc sir dung
nhu sau:

Piéu tri tiét can (du phong tdi phat) sét rét do P, vivax
va P. ovale:

St dung phdi hop voi mot dot diéu tri bang thude diét
thé phan liét trong méau (vi du cloroquin).

Liéu tinh theo cin ning la 0,25 mg primaquin
base/kg/ngay, udng 1 lan/ngay trong 14 ngay ddi voi ca
ngudi 16m va tré em. Thuong duge bt dau sir dung vao
ngay dau tién diéu tri v6i thude diét thé phan liét trong mau
(cloroquin).

DPéi véi nguoi lon cd muc thiéu hut G6PD nhe va
trung binh: C6 thé dung liéu 0,75 mg/kg/lan/tuan trong 8
tuan hodc 45 mg (twong duong 79 mg primaquin
phosphat)/lan/tuan trong 8 tuan. Nén tham khao ¥ kién
cua thay thudc chuyén khoa va can giam sat bénh nhan
chat ché.

Piéu tri chong ldy lan (diét thé giao bdo) doi véi sot rét
do P. falciparum, P. malariae hodc P. knowlesi:

Liéu tinh theo can nang 1a 0,5 - 0,75 mg/kg, uéng mot
lidu duy nhat ddi véi ca nguoi 16n va tré em. Thuong dugc
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sit dung vao ngdy cudi ciing cua dot diéu tri bang thudc
diét thé phan liét trong mau.
Tac dung khong mong mudn (ADR)

Thwong gap, ADR > 1/100

Tiéu hoa: budn ndn, dau vung thuong vi, co cliing co
bung nhe va vura.

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

Thiéu mau tan huyét cap, nang, dan dén tir vong c6 thé
xay ra & nhimng nguoi thiéu GEPD. Mirc d6 thiéu mau tan
huyét phu thudc vao liéu dung va loai enzym di truyén din
dén thiéu G6PD

Ngoai ra c¢6 thé gip: thiéu mau nhe, ting hodc giam
bach cau, methemoglobin huyét, dic biét trén nhitng ngudi
thiéu NADH methemoglobin reductase.

Hiém gdp, ADR < 1/1000
Maiu: giam bach cau, mat bach cau hat.
Than kinh: dau dau, rdi loan thi giac.

Tim mach: tdng huyét ap, loan nhip, kéo dai khoang
QT.
Da: phat ban, ngtra.

Huéng din xir tri ADR

Cac tac dung khong mong muodn trén dudng ti€u
hoa c6 thé giam bdt bang cadch udng primaquin cung voi
bira an.

Phai ngirng ngay primaquin néu c¢6 dau hi¢u thi€u mau
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tan mau (nudc tiéu sAm mau, giam rd rét hemoglobin hodc
giam $6 luong héng céu) va c6 bién phap diéu tri hd tro
kip thoi.

Céc tac dung khong mong mudn vé huyét hoc khac bao
gdm thiéu mau, methemoglobin huyét va giam bach cau
xay ra khi dung primaquin liéu cao, do d6 khong dung
thudc qua khuyén cao.

Qua liéu va xir tri

Céc triéu chimg qua liéu primaquin bao gdm co cting
co bung, non, bong rat, dau vung thuong vi, r6i loan hé
than kinh trung wong va tim mach bao gom rdi loan nhip
tim, kéo dai khoang QT, xanh tim, methemoglobin huyét,
tang bach cAu vira phai hoac giam bach cau, thiéu mau. Céc
triéu ching dang luu ¥ nhat 1a giam bach cau hat va thiéu
méu tan huyét cip ¢ nhitng ngudi nhay cam. Tan huyét cap
c6 thé xay ra, tuy nhién nguoi bénh phuc hdi hoan toan sau
khi ngimg thude va diéu tri hd trg.

Twong tac thude

Mepacrin (quinacrin): lam ting nong d6 primaquin
trong huyét tuong (ting doc tinh). Tranh dung dong thoi.

Artemether phdi hop v6i lumefantrin: tranh ding ciing
primaquin.

Nudc budi chum (grapefruit): c6 thé lam ting nhe
nong do primaquin. Tac dung nay c6 thé ting 1én & mot sd
ngudi nhay cam. Than trong khi dung dong thoi.

Prilocain/lidocain (dung ngoai): methemoglobin mau
c6 thé xay ra khi st dung prilocain/lidocain (dang dung
ngoai) trong thoi gian diéu tri bing cac thude ¢ kha ning
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gay methemoglobin mau. Tranh str dung dong thoi cho tré
dudi 12 thang tudi va than trong dung dong thoi trén cac
dbi twong bénh nhan khac.

Thure an: tang nhe sinh kha dung cua primaquin, nhung
murc d tang khong cd y nghia 1am sang. Primaquin nén dugc
ding cling bita dn dé giam thiéu kich tmg dudng tiéu hoa.

Can than trong khi sir dung dong thoi primaquin véi
cac thude khac c6 kha ning giy kéo dai khoang QT.

Khéng dung primaquin ctng cac thude c6 kha ning
gdy tan mau khac.

P on dinh va bio quan

Bé4o quan trong bao bi kin, tranh 4nh sang, & nhiét do
25°C (khoang nhiét &6 cho phép c6 thé tir 15 dén 30°C).
Mot sb biét duge

San xuat tai Viét Nam: Primaquin 13,2 mg, Primaquin
diphosphat.

14. PROGUANIL
Tén chung qudc té: Proguanil.

Tén khac: Chlorguanide, Chloroguanide,
Chlorguanid.

Ma ATC: PO1BBOI1.

Dang thudc va ham lwong

Vién nén, chira 100 mg proguanil hydrochlorid.
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Dugc Iy va co ché tac dung

C6 tac dung ddi véi cac thé vo tinh trong mau va ca
cac thé phan liét trong gan cua chang Plasmodium
falciparum, nhung khong cé tac dung dbi voi thé ngu cua
P, vivax. Thubc ¢6 tac dung ca trén thé thoa trung. Thudc
tuy khong diét dugc giao bao, nhung lam cho giao bao
khong phat trién duoc trong co thé mudi. Tuy thude co tac
dung v6i cac thé vo tinh, nhung hi¢u luc khong cao, do vay
thudc khong diéu tri don thudn ma thudng phdi hop véi
atovaquon hodc cloroquin.

Co ché tic dung

Proguanil khi vao co thé chuyén hoa thanh
cycloguanil, chat nay co6 tac dung e ché dihydrofolat
reductase, dan dén ngan chin qué trinh tong hop cac purin
va pyrimidin, d6 1a cac chét can thiét cho sy tong hgp DNA
va nhan té bao trong qu4 trinh hinh thanh thé phan liét cua
ky sinh trung st rét trong hong cau va gan.

Khi proguanil két hop véi atovaquon c6 thé lam ting
hoat tinh ciia atovaquon gy ton thuong mang ty thé cta
ky sinh tring st rét. Co ché nay c6 thé giai thich cho tac
dung hiép dong cua atovaquon va proguanil.

Proguanil khong c6 tac dung ddi véi cac thé ngu, tuy
nhién no cé tac dung tdt trong du phong khi két hop cac
thudc sét rét khac.

Duwge dong hoc
Hap thu:

Proguanil hydrochlorid dugc hép thu nhanh, dat dinh
sau 3 - 4 gio. Chat chuyén hoa cé hoat tinh (cycloguanil)
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dat dinh cham hon, sau 4 - 9 gid. Proguanil hap thu khong
lién quan dén bita an. Thoi gian ban thai ctia proguanil tir
14 - 20 gio, cycloguanil c6 thoi gian ban thai 20 gio.

Phan bé:

Proguanil khi vao co thé 1 phan duoc chuyén hoa
thanh cycloguanil va 4 chlorophenyl biguanid béi enzym
CYP2C19. 75% céc san pham lién két véi protein. Sau khi
udng, thé tich phan bd ctia proguanil & ngudi 16m va tré em
tir 20 dén 42 L/kg.

Chuyén héa:

Proguanil khi vao co thé chuyén thanh cycloguanil tai
gan, bdi enzym CYP2C19.

Thai true:

Proguanil duoc thai trir qua ca phan va nudc tiéu.
40 - 60% proguanil dugc bai tiét trong nudc tiéu. Chat
chuyén hoa cua né 1a cycloguanil va 4 chlorophenyl
biguanid ciing dugc bai tiét trong nude tiéu. Thoi gian
ban thai cua proguanil khoang 12 - 21 gio ¢ ca nguodi l6n
va tré em. Thudc hoan toan thai trir hét sau 3 - 5 ngay
ngimg diéu tri.

Chi dinh

Trong diéu tri s6t rét, khong dung don doc ma phdi hop
v6i atovaquon hodc cloroquin.

Proguanil phdi hop atovaquon: dugc chi dinh phong
va diéu tri cac truong hop st rét cip chua co bién ching
do P. falciparum, nhit 13 cac truong hop P. falciparum da
khang v&i mot sd thude sdt rét khac nhu cloroquin,
mefloquin, artemisinin va dan xuét... hodc cac truong hop
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sot rét do P. vivax chua c6 bién chung da khang véi
cloroquin.

Proguanil phdi hop cloroquin: chi dinh trong du
phong sét rét ¢ nhirng ving chua c6 khang thubc véi
proguanil va cloroquin. O Viét Nam, do P. falciparum da
khang cao véi cloroquin, do vy phic d6 nay khong st
dung ¢ Viét Nam.

Chong chi dinh

Khéng st dung cho ngudi co tién st qua man voi
proguanil hodc bat ctr thanh phan nao ctuia thudc. Khong su
dung trong diéu tri sot rét ac tinh.

Thén trong

Can than trong khi str dung thude trén cac bénh nhan
c6 suy than, boi vi phan 16n proguanil va cac san pham
chuyén hoa duoc dao thai qua duong tiét nidu. Do vay &
cac bénh nhan suy than nang c6 nguy co tang tich Iy
proguanil va tang cac triéu chimg khong mong muén ciing
nhu tang cac r6i loan tao mau.

Thoi ky mang thai

Tinh an toan cua proguanil hydrochlorid khi dung
trong thoi ky mang thai trén nguoi da dugce thong bao, tuy
nhién khi dung proguanil nén bd sung folat, vi proguanil
d6i khang voi folat dan dén thiéu mau ¢ phu nit c6 thai.

Thoi ky cho con bu

Proguanil dugc bai tiét trong sita véi sO lugng nhd,
hién nay chua c6 thong tin vé thudc trén doi tugng nay.
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Liéu lwong va cach dung

Diéu tri bénh nhdn sét rét cdp do P. falciparum chuwa
bién ching:

Hién nay dung phdi hop véi atovaquon, khong ding
don thuan (xem phan liéu lwong va cach dung tai chuyén
luan atovaquon + proguanil).

Du phong sot rét:

Vung P. falciparum da khang voi cloroquin va
proguanil du phong bang atovaquon + proguanil (xem phan
lidu luong trong chuyén luan atovaquon + proguanil).

Vung P. falciparum chua khang thudc véi proguanil
va cloroquin dugc dung nhu sau: nhitng nguoi chua co6
mién dich sét rét di vao ving sét rét udng proguanil 1 tuan
(t6i thiéu 2 ngay) trude, lién tuc trong thoi gian & trong
ving s6t rét va sau khi ra khoi ving sét rét 4 tuan. Khong
dung don thuan proguanil ma thudng phdi hop voi

cloroquin.
. Rq Proguanil Cloroquin
AL (uong hang ngay) | (uong 1 lan/tuan)
1 -4 tudi Y5 vién
5 mg cloroquin
5 - 8 tudi 1 vién base/kg/tuan
9 - 14 tudi 1 Y5 vién
NEIOIBIEES | o 2 vién
14 tudi
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Trén bénh nhan suy than, liéu proguanil dugc hiéu
chinh nhu sau:

Do thanh t’hﬁi creatinin Lidu ding
(ml/phut/1,73m?)
> 60 200 mg/ngay (liéu chuan)
20 dén 59 100 mg/ngay
10 d&n 19 50 mg mdi 2 ngay
<10 50 mg/tuan

Tac dung khong mong mudn (ADR)

Proguanil 12 mot trong nhirng thudc sot rét kha an toan.
Céc tac dung khong mong mudn ¢ liéu thong thuong khi
moi dung 1a budn ndn, nodn, tiéu chdy hodc tdo bon, nhung
khi tiép tuc dung, cac triéu chung trén s& hét. Cac tridu
ching khong mong mudn thuong gip di duogc ghi nhan:
Pau dau, loét miéng, mét moi, rung toc. Cac biéu hién di
g nhu phat ban, ndi mé day rat hiém gap. Thay ddi vé
huyét hoc ciing dd c6 bao cédo ¢ nhitng bénh nhén bi suy
than nang.

Huéng din xir tri ADR

Thuong thi cac tic dung khong mong mudn sé& tu khoi.
Trong trudng hop can thiét c6 thé dung cac thude dé xir tri
triéu chimg do thudc gay ra. Xem thém Phan 4 “Xir tri tac
dung khong mong mudn khi str dung thude st rét”.

Qua liéu va xir tri

Céc bién cb sau day da dugc bao céo trong truong hop
qua lidu: dai ra mau, kich thich than, khé chiu vung thuong
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vi va néon mura. Khong c6 thude giai doc dac hiéu va viée
diéu tri triu ching can dugc chi dinh khi xuat hién céc
bién c¢o bat 1o1.

Twong tic thudce

Can than trong khi str dung proguanil ¢ nhirng bénh
nhan da st dung thu6e chdng dong mau vi thude lam ting
tac dung cta thudc chdng déng mau. Do viy, & cac bénh
nhan dung thudce chéng dong mau lién tyc, than trong khi
st dung proguanil & cac di tugng nay.

Céc thude lam giam do acid trong da day (c4c antacid
nhu mudi nhom, calci va magnesi) va cac chat hap thy (nhu
kaolin) co thé 1am giam su hap thu cta proguanil, do vay
khong nén udng dong thoi ma nén udng cach nhau it nhat
4 gi0.

P 6n dinh va bio quén

Bao quan thudc & nhiét d6 phong tir 15°C - 30°C trong
bao goi kin, tranh anh sang.
Mt sb biét dwoc

Céc ché pham & Viét Nam déu ¢ dang phdi hop véi
atovaquon (xem chuyén luan thudc phéi hop tuong Gmg).
Ngoai dang phdi hop véi atovaquon, mot sd biét duge

& nudc ngoai 1a dang phdi hop proguanil va cloroquin:
Savarine (Phap), Nopalu (Phép).
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15. QUININ

Tén chung quéc té: Quinine.
Tén khac: Quinin.
Ma ATC: POIBCO1

Dang thudc va ham lwong

Vién nén: 300 mg (dang quinin dihydroclorid hodc
quinin hydroclorid); vién nén bao: 125 mg, 200 mg, 250 mg,
300 mg (dang quinin sulfat); vién nang: 324 mg (dang
quinin sulfat); éng tiém 500 mg (dang quinin dihydroclorid
hodc quinin hydroclorid).

100 mg quinin base khan tuong tmg v4i 122 mg quinin
dihydroclorid, 122 mg quinin hydroclorid, 121 mg quinin
sulfat.

Dugc Iy va co ché tac dung
Tdc dung trén ky sinh trimg sot rét

Quinin ¢6 tac dung chi yéu 14 diét nhanh thé phén liét
cua Plasmodium falciparum, P. vivax, P. ovale, P. malariae;
it tac dung 1én thé thoa tring va tién hong cau. Thudc ciing
c6 tac dung diét thé giao bao cua P. vivax, P. malariae,
nhung khong diét thé giao bao cua P. falciparum, do d6
khong dung quinin dé phong bénh.

O mot s6 noi nhu Nam My, Pong Nam A va
Bangladesh da xuat hién ching P, falciparum khang quinin.
Trén 1am sang da phan 1ap duoc mot sd ching giam nhay
cam v6i quinin. Tuy nhién, quinin van ¢6 hiéu luc chéng lai
mot sé ching P, falciparum da khang cloroquin va mot sb
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chung da khang khac.

Co ché tac dung ctia quinin 1 ngin can tong hop acid
nucleic hodc giam chirc ning cta tiéu thé; e ché qua trinh
sinh tong hop protein va thay phan glucose & P, falciparum;
c6 thé gin vao hemozoin ciia ky sinh tring trong hong cau.

Tac dung khac

Quinin c6 tac dung gian co van, gay té cuc bd, giam
dau, ha nhiét, co co tron tir cung. Quinin cling c6 tac dung
trén tim mach tuong tu quinidin.

Duwogc dong hoc

Dugc dong hoc cua quinin thay doi dang ké theo tinh
trang ctia bénh nhan sét rét. O nguoi 16n khoe manh, khi
dung duong udng, thube dugc hap thu 76 - 88% va dat
ndng do toi da trong mau sau 1 - 3 gio. O bénh nhan sbt rét,
hap thu thude cao hon so v6i nguoi khoe manh vi ky sinh
tring s6t rét c6 thé 1am suy giam chirc ning gan dan dén
giam d¢ thanh thai toan bo ctia quinin va giam thé tich phan
b6 ctia thude. Sy hap thu thudce it bi anh huong béi thirc dn
nhung bi cham lai bdi cac thude khang acid chira nhom
hodc magnesi.

Quinin phan bd rong khip co thé, vao hong cau vai
néng do 30 - 50%, dich ndo tuy 2 - 7% so véi né)ng do
thubc trong huyét twong; thudc qua dugc nhau thai va
stta me. Thudc gin v6i protein huyét twong 69 - 92% &
nguoi khoé manh va ting 1én 78 - 95% ¢ bénh nhan st
rét. Thé tich phan bd sau khi ubng mét liéu 600 mg
quinin sulfat & nguoi 16n khoé manh tir 2,5 - 7,1 L/kg va
giam xudng theo muc do ning cua bénh nhan sot rét.
Quinin duoc chuyén hoa nhiéu & gan, chu yéu qua
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CYP3A4, chit chuyén hoa chinh 1a 3-hydroxyquinin c6
hoat tinh kém hon quinin sulfat. Quinin bai xuit chu
yéu qua than véi khoang 5 - 20% ¢ dang khong bién
d6i. Thubc tang bai tiét khi nudc tiéu acid. Mot phan
quinin bai tiét vao mat, nude bot. Thoi gian ban thai cua
quinin ¢ nguoi 16n khoé manh tor 7 - 12 gid, ¢ bénh
nhén sot rét tir 8 - 21 gio.

Chi dinh

Diéu tri cac thé st rét: sbt rét thé thong thudng va sot
rét ac tinh do P falciparum, sbt rét phdi hop co P
falciparum, sdt rét do P, vivax khang cloroquin, s6t rét 1am
sang. Piéu tri bang quinin thuong phai phdi hop véi
doxycyclin, tetracyclin hodc clindamycin.

Chong chi dinh

Co tién so qua man v6i quinin, quinidin hoic
mefloquin; u tai; viém day than kinh thi gidc; nguoi c6 bi€u
hién tan mau hodc hemoglobin ni¢u; nhugc co; c6 khoang
QT kéo dai; thieu G6PD.

Than trong

Than trong khi dung cho bénh nhéan rung nhi, cudng
dong nhi, giam dan truyén than kinh tim, ha duong huyét.
Thubc c6 thé gdy md mit hodc rdi loan phan biét mau séc,
U tai nguy hiém khi 14i xe hodc diéu khién méay moc.

Than trong khi ding cho bénh nhén suy gan ning, can
theo ddi chit ché tac dung khong mong mudn.

Khi tiém, truyén tinh mach can tiém, truyén cham,
giam sat chat ché cac dAu hiéu doc voi tim va néng do
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glucose mau. Tiém bap kich ung gy dau, gy ap xe, hoai
tr noi tiém, can tiém bap sau va thay doi vi tri tiém.

Thoi ky mang thai

Quinin duoc dung diéu tri st rét thé thong thuong va
s6t rét ac tinh do P. falciparum cho phu nit ¢ thai trong
3 thang dau, phdi hop véi clindamycin (phu nit ¢ thai
trén 3 thang bi sbt rét ac tinh wu tién dung artesunat tiém,
khi tinh chuyén sang udng dihydroartemisinin +
piperaquin). Tuy nhién thudc c6 thé gay ha dudng huyét,
gy xuat huyét giam tiéu cau & me va tré méi sinh, gy tan
mau do thiéu G6PD ¢ tré moi sinh; liéu cao c6 thé gay
khuyét tat cho thai nhi, gdy ting co bop tir cung c6 thé
dan t6i siy thai nén can can nhéc k¥ loi ich va nguy co
trude khi sir dung.

Thoi ky cho con bu

Quinin phan bd vao sita me mot luong nho, tuy nhién
chua thdy bao co vé tic dung xau dén tré bi. Do thiéu dir
liéu vé an toan va hiéu qua ctia thude ¢ thoi ky cho con bu
nén can str dung than trong. Xem thém Phan 3. “Str dung
thube sot rét & mot sb ddi tuong dac biét”.

Liéu lwgng va cich dung
Sot rét thé thong thuong: dot diéu tri 7 ngay.

Liéu theo can ning: nguoi 16n va tré em dung dudng
ubng hodc tiém bap: 10 mg/kg x 3 lan/ngay (mubi quinin).

Truong hop khong c6 can ning nguoi 1én udng
600 - 648 mg/lan x 3 lan/ngay hodc theo hudng din cua
Bo Y té Viét Nam str dung theo bang dudi day:
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Quinin sulfat Quinin hydrochlorid,

- Z. - ong 500 m
Nhom tudi | vién 250mg Sé (‘3ng§( 6 lﬁn%ngﬁy
So vién x so lan/ngay (tiem bap)

Dudi 1 tudi | % vién x 3 lan/ngay | /10 6ng x 3 lan/ngay

Zlg ltu%é;n Y5 vién x 3 lan/ngdy | /s - Y5 Ong x 3 lan/ngay
Zuig 31 %ni 1 vién x 3 lan/ngay | ' ong x 3 lan/ngay
zul 51 Qm%é'in 1% vién x 3 lan/ngay | % ong x 3 lan/ngay
Zg 11 é5ntu6i 2 vién x 3 lan/ngay |1 6ng x 3 lan/ngay

Sot rét dc tinh:

Khi bénh nhan khong thé dung duoc duong udng, tiém
hodc truyén tinh mach khoi dau véi liéu 20 mg/kg, sau d6
dung liéu duy tri 10 mg/kg mdi 8 gid tiép theo dén khi
ngudi bénh ubng duge chuyén sang dung duong udng voi
lidu 10 mg/kg x 3 1an/ngay, diéu tri du 7 ngay. Néu dung
duong tiém qua 48 gio thi lidu duy tri can giam xubng
5 - 7 mg/kg. Truong hop khong c6 thude quinin tiém thi sir
dung thudc vién qua sonde da day.

Bénh nhan suy than: bénh nhan suy than vua va nhe,
khong can diéu chinh liéu; bénh nhan suy than man, nang,
liéu udng ban dau 1a 648 mg, sau do ct 12 gio udng
324 mg; néu phai tiém thi lidu duy tri giam xudng 5 - 7
mg/kg, tiém tinh mach mdi 8 gio.

Bénh nhén suy gan nang: 1idu tiém duy tri giam xudng
5 - 7 mg/kg, tiém tinh mach mdi 8 gid. Suy gan nhe va vira,
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khong can diéu chinh liéu nhung can giam sét chit ché tac
dung khong mong mudn.

Phéi hop thude: ngudi 16n va tré em trén 8 tudi, ding
quinin két hop véi doxycyclin lidu 3 mg/kg, 1 lan/ngay hodc
clindamycin 15 mg/kg/ngay, chia 2 lan trong 7 ngay. Phuy
nir mang thai va tré em duéi 8 tudi dung quinin két hop vai
clindamycin 15 mg/kg/ngay, chia 2 lan trong 7 ngay.

Cach dung:

Puong udng: udng quinin trong bita dn dé giam kich
ung duong ti€u hoa;

DPuong tiém bép: tiém bap sau, dam bao v trung va
thay d6i vi tri tiém; dong thoi nén pha loang thudc voi
dung dich NaCl 0,9% dén nong do 60 - 100 mg/ml dé
tiém d6 dau;

Tiém truyén tinh mach: thudc dugc pha trong dung
dich NaCl 0,9% hodc glucose 5%, truyén tinh mach cham.

Luu ¥, chi pha thudc trude khi ding.

Tac dung khéng mong mudn (ADR)
It gdp, 1/1000 < ADR < 1/100

Toan than: hoi cerng quinin: U tai, giam thinh lyc tam
thoi, nhtrc dau, budn ndn, ndn, md mit.

Than kinh: kich thich, mé sang, lo au, Iu lan.
Ti€u hoa: non, dau bung, ti€u chay, chan an.
H6 hap: kho thd, hen, phu phoi.
Co xuong khop: yéu co, dau co.

Tim mach: blc nhi that, nhip tim cham, danh tréng
nguc, kéo dai khoang QT, ha huyét ap, ngit.
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Hiém gap, ADR < 1/1000

S6t; thiéu mau tan mau, thiéu mau bat san, giam tiéu
cAu, mat bach cau hat, giam prothrombin; ha duong huyét;
ngoai ban, may day, viém mach, hoi chung Steven -
Johnson; suy than, viém than k&, hemoglobin ni¢u; viém
gan, vang da.

Hwéng din xir tri ADR

Hoi chimg quinin va t6n thuong vé thinh giac thuong
tu khoi sau khi ngimg thudc. Theo ddi cac triéu chimg, dic
biét trong khi tiém, truyén tinh mach d& phong ha duong
huyét va truy tim mach do tiém, truyén nhanh. Trong
truong hop can thiét phai diéu tri thi ding cac bién phap
nhu khi diéu tri cac trudng hop qua liéu, ngd doc.

Qua liéu va xir tri

Céc tri€u chung qua lidu cép tinh g@)m budn ndn, ndn,
U tai, nhtrc dau, chong mat, mo mét, mat do, giam thi lyc,
mu gian cung déng tur, sot, 1a 1an, dong kinh, ha duong
huyét, 161 loan nhip tim (b0 phuc QRS gian rong, loan
nhip, loan nhip that dang xoan dinh) va tir vong. Liéu udng
gy chét doi voi ngudi 16n khoang 2 - 8 g, véi tré em
khoang 1 g.

Xk tri: chu yéu diéu tri triéu chimg va hd tro, duy tri
huyét ap, ho hap, chirc nang than va chdng loan nhip tim.
Ubng than hoat trong vong 2 gid sau khi udng thudc, khoi
dau 50 g, sau d6 ctr 4 gid udng 25 g, 1ap lai nhiéu lan dong
thoi rira da day, rudt dé han ché hép thu va tang thai tru.
Phong hodc phuc hoi t6n thuong vong mac bang thude gidn
mach va phong bé hach sao. Diéu tri nhiém doc tim nang
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bang isoprenalin, dopamin, prenalterol; chong co git bang
diazepam.

Twong tac thube

Tranh dung dong thoi quinin véi cac thude gay kéo dai
khoang QT nhu: thudc chéng loan nhip tim nhém I
(quinidin, procainamid...), nhém III (amiodaron, sotalol...),
thudc chdng sbt rét mefloquin, halofantrin; thuéc khang
sinh (moxifloxacin); thudc chdng loan than (pimozid,
thioridazin); khang histamin H1 thé hé 2 (astemizol,
terfenadin)... gy bat thuong dién tam do, kéo dai khoang
QT co thé dan t6i c6 thé loan nhip that nang, xodn dinh, co
giat.

Céc thude e ché CYP P450: cimetidin, khang sinh
nhom macrolid (erythromycin) 1am tang nong do quinin
trong huyét twong, tranh dung dong thoi

Cac thudc gay cam tmg CYP3A4 bao gom rifampicin,
barbiturat, carbamazepin, phenytoin 1am giam ndng do
quinin trong huyét tuong gay nguy co that bai diéu tri, tranh
dung dong thoi.

Quinin 1am ting ndng do trong huyét twong cua
digoxin va cac glycosid tim; thubc trc ché HMG - CoA
reductase (simvastatin, lovastatin...) gdy tdng tdc dung
khong mong mudn trén co. Quinin 1am ting tac dung ctia
warfarin va cac thudc chong dong duong udng; thude
phong bé than kinh co (succinylcholin, tobucurazin) cé thé
dan dén trc ché ho hap, kho the.

Quinin lam gidam gidm d¢§ thanh thai & than cua
amantadin nén lam tang ddc tinh cia amantadin gy dau
dau, budn nén, lo mo.
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Ngoai ra, cac thudc acid hoa nudc tiéu cé thé lam ting
thai trir quinin vao nudc tiéu.
P 6n dinh va bio quan

Béo quéan ¢ nhiét dg 20 - 25°C, noi kho, tranh anh sang
truc tiep.
Mot sb biét duoc

Sdn xudt tai Viét Nam: Mekoquinin, Quinine Sulphate
250 mg.

Mot s6 biét duoc khdc tai nude ngoai.: Circonyl
(Achentina); Quinate, Quinbisul (Australia); Surquina
(Phap); Cinkona, Foquin (An D); Euchinin (Indonesia);
Alquinn, Genin (Thai Lan).

16. THUOC PHOI HOP ARTEMETHER VA
LUMEFANTRIN

Tén chung quéc té: Atemether and lumefantrin.
Tén khac: Coartem, Co-Lutem.
Ma ATC: POIBFO1.

Dang thudc va ham lwong

Vién nén Coartem, Co-Lutem:
Artemether/Lumefantrin 20/120 mg.

Vién nén Co-Lutem: Artemether/Lumefantrin
80/480mg. Hop 1 vi x 6 vién.



132 | THUOC PHOIHOP ARTEMETHER VA LUMEFANTRIN

Duogc Iy va co ché tic dung

Co-lutem (Coartem) 1a dang vién phdi hop cua
artemether va lumefantrin theo ty 1€ 1:6. Ca artemether va
lumefantrin trong Co-lutem déu c6 tac dung diét thé phan
liét trong mau cua ky sinh trung sbt rét. Xem co ché tac
dung trong chuyén luan tuong Gmg véi thanh phan trong
ché pham.

Duwge dong hoc

Artemether 13 thudc c6 tac dung nhanh véi thoi gian
ban thai ngén. Lumefantrin tac dung cham va c6 thoi gian
ban thai kéo dai. Artemether nhanh chong lam giam sb
lugng ky sinh tring sét rét va do vay nhanh chong lam
giam cdc tri¢u chung 1am sang, nguoc lai tac dung kéo dai
cua lumefantrin ngan can sy tai phat bénh. Tac dung kép
nay ciing lam giam phat sinh sy khang thudc ctia ky sinh
trung sdt rét, do d6 hoat tinh chéng sét rét & dang phéi hop
ctia lumefantrin va artemether (trong thudc Co-lutem) t6t
hon nhiéu so véi hoat tinh cta timg hop chét ¢ dang riéng
1é. Xem dic tinh dugc dong hoc ctia mdi thude trong
chuyén luén twong tmg véi thanh phan trong ché pham.

Chi dinh

Piéu tri s6t rét cap tinh chua bién chimg do
Plasmodium falciparum & ngudi 16n va tré em trén 5 kg, ké
ca chung da khang véi cloroquin.
Chong chi dinh

Di tng véi bat ctr thanh phan nao ciia thude.

Bénh nhén bi sot rét ning.
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Bénh nhan vdi tién sir gia dinh c6 khoang QT kéo dai
bam sinh hodc dot tir.

Bénh nhan c6 bat ki diéu kién 1am sang nio c¢6 thé dan
dén viéc kéo dai khoang QT nhu c6 tién st loan nhip hé
théng, nhip tim cham hay bénh tim nang, 16i loan can béng
dién giai (nhu bénh giam kali huyét hay giam
magnesi huyét).

St dung dong thoi véi cac thube duge chuyén hoa boi
enzym cytocrom CYP2D6 (nhu flecainid, metoprolol,
imipramin, amitriptylin, clomipramin).

Bénh nhan dang dung thudc cam tmg enzym CYP3A4
manh nhu rifampin, carbamazepin, phenytoin...

Bénh nhéan dang dung cac thudc kéo dai khoang QT
nhu thuée chéng loan nhip nhém IA va nhém 11, thude an
than, thudc chéng trdm cam, mot sb khang sinh nhém
macrolid, fluoroquinolon, imidazol va cac thudc tri nam
triazol, khang histamin khong gy budn ngu (terfenadin,
astemizol), cisaprid. Khong dung lam thudc du phong hay
dé diéu tri nhitng trudng hop st rét ning bao gdm sot rét
thé ndo, sét rét c6 kém theo phu né phdi hoic
t6n thuong than.

Than trong

Bénh nhan bi suy gidm chirc ndng gan, than ndng hoac
bénh nhan khong an udng dugc (can theo doi chat ché deé
tranh nguy co tai phat bénh niang hon di véi nhitng bénh
nhan khong mudn 4n trong qua trinh diéu tri).

Sbt rét & muirc d6 nang.

Str dung voi cac thudc dicu tri sot rét khac.
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Khong nén lai xe hay van hanh may moéc khi dang
dung thude vi thude c6 thé gdy hoa mét, chong mat, mét
moi va suy nhugc.

Thoi ky mang thai

Khong dung cho phu nit c6 thai trong giai doan ba
thang dau tién néu con c6 su lya chon khac. Trong giai
doan ba thang thir hai va ba thang tha 3 cua thai ky, chi
ding thudc khi nhan thay loi ich ddi voi me nhiéu hon tac
hai trén thai nhi.

Thoi ky cho con bu

Khong nén chi dinh thude cho phu nit dang cho con bu.
Do thoi gian ban thai cua lumefantrin 1a rat dai
(2 dén 6 ngay) nén phai doi it nhat 14 1 tuan sau khi dimg udng
thudc méi duoc cho tré bu lai trir truong hop néu nhan thay loi
ich viéc cho bu lai nhiéu hon nguy co ¢6 hai cta thude.

Liéu lwong va cach ding

Bénh nhan sbt rét cap tinh thudng khong mudn an. Co
thé dung thubc cung voi thirc udng. Nén khuyén khich
bénh nhan an lai binh thuong ngay khi c6 thé dung thirc in
do diéu nay co thé lam cai thién su hép thu artemether va
lumefantrin.

Khi bi nén mira trong vong 1 gio sau khi udng thude,
nén dung lai mot liéu khac.

Liéu théng thuong

Tbong 6 liéu, hai liéu dau can udng cach nhau 8 gio. Co
thé dung trong 3 ngay (dung liéu dau ngay sau khi chan
doan va cac liéu ké tiép sau d6 1an lugt 8, 24, 36, 48 va 60
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gi0). Liéu mdi lan duoc khuyén cdo nhu sau:
Nguoi 16n: artemether 80 mg va lumefantrin 480 mg.
Tré em:

T 5 d&én < 15 kg, artemether 20 mg va lumefantrin
120 mg.

Tir 15 dén < 25 kg, artemether 40 mg va lumefantrin
240 mg.

Tir 25 dén < 35 kg, artemether 60 mg va lumefantrin
360 mg.

> 35 kg: nhu liéu nguoi 16n.
Liéu lwong cho nguoi cao tudi

Maic du chua c¢6 nghién ctu dugc thuc hién ¢ nguoi
cao tudi, khong c6 than trong dac biét cling nhu diéu chinh
liéu luong nao dugc cho la can thiét ¢ d6i tugng nay.

Liéu lwong cho bénh nhan suy thdn hay suy gan

Maic du chua c6 nghién cuu chuyén bié¢t dugc thuc
hién, khong c6 than trong dac biét cling nhu diéu chinh liéu
luong nao duoc cho 1a can thiét ¢ cac d6i twong nay. Hau
hét cac bénh nhén bj st rét cép tinh thé hién & mot vai mirc
d6 suy gan di kém. Pic tinh vé tac dung khong mong mudn
& nhitng bénh nhan nay khong thay dbi so voi nhitng bénh
nhan khong bi suy gan. Hon nita, ranh gi6i cac bat thuong
xét nghiém chirc ning gan da cai thién trong hau hét cac
bénh nhan sau khi dung Coartem.

Nhiém bénh lan dau va tai nhiem o nguoi lon va tré em
Céc s0 liéu tir mot sO gidi han bénh nhan cho thay viéc
nhiém bénh lan dau va tai nhiém c6 thé dugc diéu tri bang
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mot dot Coartem 1an thir hai. Cac nghién ctru in vitro trén
cac chung ky sinh tring ¢ bénh nhan bi tai nhiém cho thay
khong co su suy giam déng ké trén tinh nhay cam cuia
P. falciparum véi ca artemether va lumefantrin.

* Khong nén dimg qua 2 dot dé diéu tri bénh nhan tdi
nhiém. Bénh nhan tai phat sau khi ding thuéc nay thi
khéng nén ding lai dé diéu tri.

T4c dung khong mong mudn (ADR)

Tac dung trén tim: kéo dai khoang QT gip véi mot sb
thude diéu tri st rét (halofantrin, quinin, quinidin) trong do
c6 artemether + lumefantrin. Do d6 artemether + lumefantrin
nén tranh dung & bénh nhan ¢ kéo dai khoang QT bam sinh,
tién st ¢6 biéu hién rdi loan nhip tim, nhip cham hay bénh
tim nang, co tién sir gia dinh QT kéo dai bam sinh hay dot
tir, c6 rdi loan dién giai, & bénh nhan dang diéu tri thudc kéo
dai QT hay thudc chuyén hoa boi CYP2D6.

Khong c6 tic dung khong mong mudn dang ké nao ghi
nhan dugc trén bénh nhan st rét diéu tri bang phdi hop
artemether + lumefantrin. Kéo dai khoang QT va chénh nhe
ST quan sat thdy & mot vai bénh nhan, mic du vy nhimng
thay d6i nay khong dang ké trén 1am sang va nhiéu kha
nang lién quan t6i sbt rét hay hdi phuc sau st rét. Mic du
halofantrin c6 li€n quan téi kéo dai QT rd rang va dot tu,
lumefantrin khong thay nhing tac dung nay.

Tac dung trén da day - rut: khong c6 cac ton thuong
ddc hiéu. Cac biéu hién khong dic hiéu quan sat thiy &
bénh nhan diéu tri béng artemether + lumefantrin: Non,
budn ndn, dau bung, an kém ngon, ti€éu chay ¢ nhiing lidu
dau tién; mic du vay rat kho phan biét dugc biéu hién nay
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do thudc hay do sot rét.

Tac dung véi hé tao mau: khi dung két hop artemether
+ lumefantrin thdy giam hemoglobin va hematocrit s6m
tuy nhién day 1a biéu hién lién quan téi qua trinh hoi phuc
va khong co bang ching rd rang nao cho thiy thude gay
suy tity. Thiéu mau huyét tan ning co thé xuét hién sau khi
dung artemether + lumefantrin, do c4u triic phan tir tuong
tu mot s6 thude st rét gay huyét tan khac, nguyén nhan c6
thé lién quan téi lumefantrin.

Tac dung hé than kinh: khéng c6 thong béo tac dung
khong mong mudn lién quan toi lumefantrin. Biéu hién
than kinh trung wong nhur chong mat, dau dau, rbi loan gic
ngt (mat ngu) lién quan t6i lidu két hop artemether +
lumefantrin quan sat thdy & mot vai bénh nhén, tuy nhién
day 1a nhitng triéu chtng lién quan véi sdt rét va rat kho
phan biét nguyén nhan do thudc. Khong c6 ton thuong than
kinh trung wong nao twong quan voi ndng d6 lumefantrin.

Ngoai da: ngtra, ban.

Ngoai ra con cé ho, dau khép, mét méi.

Huéng din xir tri ADR

Thiéu mau huyét tan ning: Corticosteroid, truyén mau,
loc mau. Xem thém Phan 4 “Xir tri tic dung khéng mong
mudn khi sir dung thude sét rét”.

Qua lidu va xir tri
Trong truong hop c6 nghi ngd bi qua lidu, can ap dung

ngay cac bién phap diéu tri triéu ching va diéu tri hd trg.
Can theo di dién tam dd va ndng do kali huyét.
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Twong tac thudc

Ubng mefloquin truéc khi ubng vién phdi hop
artemether + lumefantrin khong lam anh huong dén nong
do artemether hay ty 1€ artemether/dihydroartemisinin
(DHA) trong huyét twong, tuy nhién nong do lumefantrin
trong huyét tuong giam dang ké (khoang 30 - 40%) co thé
do mefloquin lam giam san xuat mat tir d6 dan dén lam
giam hap thu lumefantrin. Dé han ché viéc giam sinh kha
dung cta thudc, nén khuyén khich bénh nhén in trong thoi
gian dung thude.

Dung mot minh quinin c¢é thé gay kéo dai tam thoi
khoang QT trén dién tam d0. Tac dung nay thuong 1a nhe
nhung sé& ting 1én dang ké néu quinin duoc tiém vao nguoi
sau khi di udng vién phdi hop artemether + lumefantrin.
Nhu vay, viéc dung dang phéi hop artemether +
lumefantrin két hop véi quinin tiém tinh mach s& lam ting
nguy co kéo dai khoang QT.

Vi cac 1y do trén, khi ding vién phdi hop artemether +
lumefantrin két hop v6i mefloquin hodc quinin thi can phai
theo ddi ché do an (d6i voi mefloquin) hodc theo ddi dién
tam do (ddi voi quinin).

Trén bénh nhan da diéu tri béng halofantrin tir trudc,
chi nén dung vién phdi hop artemether + lumefantrin it nhat
sau mot thang ké tir ngay dung liéu halofantrin cudi ciing.

Ca artemether va lumefantrin déu duoc chuyén hoa
qua enzym CYP3A4. Cac thudc cam ung hodc tc ché
enzym CYP3A4 c6 thé anh hudng téi ndng do arthemether
va lumefantrin trong mau, tor d6 anh huong téi hiéu qua
diéu tri. Than trong khi phdi hop véi cac thube cam ung
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enzym CYP3A4 mirc d6 nhe va vira. Chong chi dinh phéi
hop véi cac thude cam g enzym CYP3A4 muc do ning
nhu rifampin, carbamazepin, phenytoin... (xem thém muc
chéng chi dinh).

Artemether va dihydroartemisinin c6 kha ndng cam
ung enzym CYP3A4 ¢ mtrc d§ nhe. Méac du anh hudng cua
hiéu tng nay trén 1am sang khong 1 rét nhung can luu y
t6i dap ung diéu tri ciia nhitng thude duge chuyén hoa qua
enzym CYP3A4 khi phdi hop voi artemether +
lumefantrin.

Lumefantrin rc ché enzym CYP2D6 trén vitro, do d6
chéng chi dinh dung dong thoi vién phdi hop artemether +
lumefantrin v&i nhitng thudc duoge chuyén hoa bai enzym
nay (thudc an than, thudc chong trim cam ba vong) do day
1a nhitng thudc c6 khoang diéu tri hep (xem thém muc
chéng chi dinh).

Do on dinh va bao quan

Noi khé mat, tranh anh sang truc tiép.

Mot s6 biét duge

San xudt tai Viét Nam: Lumetin comp (artemether 20
mg + lumefantrin 120 mg); Co-lutem 40/240 (artemether
40 mg + lumefantrin 240 mg); Artemether-Plus (chai bot
pha hon dich chira artemether 180 mg + lumefantrin 1080
mg); Lurmonat (artemether 80 mg + lumefantrin 480 mg)
va Lurmonat 20 (artemether 20 mg + lumefantrin 120 mg);
ACTwide (artemether 80 mg + lumefantrin 480 mg);

Sdn xudt tai nueée ngodi, ¢6 & Viét Nam: Artecxin Forte
(artemether 40 mg + lumefantrin 240 mg) (Pakistan).
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17. THUOC PHOI HOP ARTESUNAT VA
AMODIAQUIN

Tén chung quéc té: Artesunate and amodiaquine.

Tén khac: Artesunato, artesunatum +
amodiactin, amodiaquina,
amodiaquinum.

Ma ATC: PO1BFO03.

Dang thudc va ham lwong

Phéi hop vién roi, 1 vi ¢6 6 (hodc 24) vién gom:
3 (hoac 12) vién nén artesunat 50 mg va 3 (hodc 12) vién
nén amodiaquin hydroclorid 200 mg.

Phdi hop vién 1di, 1 vi ¢6 6 vién gom: 3 vién nén
artesunat 200 mg va 3 vién nén amodiaquin hydroclorid
803,92 mg (twong duong amodiaquin base 300 mg).

Phéi hop vién roi, 1 vi ¢c6 12 vién gém: 6 vién nén
artesunat 100 mg va 6 vién nén amodiaquin hydroclorid
400 mg.

Phéi hop vién roi, 1 vi ¢6 12 vién gdm: 6 vién nén
artesunat 50 mg va 6 vién nén bao phim amodiaquin 153 mg.

Vién nén phdi hop 2 16p gém: artesunat 100 mg va
amodiaquin base 300 mg (twong duong 401,96 mg
amodiaquin hydroclorid).

Vién nén phdi hop goém: artesunat 50 mg va
amodiaquin base 205 mg, artesunat 25 mg va 67,5 mg
amodiaquin, artesunat 50 mg va 135 mg amodiaquin,
artesunat 100 mg va 270 mg amodiaquin.
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Vién nén bao phim gdém: artesunat 50 mg va
amodiaquin base 153 mg.

Duoc Iy va co ché tac dung

Xem chuyén luan twong tng v6i thanh phan trong
ché pham.

Duwge dong hoc

Xem chuyén luan twong Gng v&i thanh phan trong
ché pham.

Chi dinh

Diéu tri s6t rét do P, falciparum hodc P, vivax chua bién
chtng. Phéi hop artesunat + amodiaquin con c6 hiéu qua
v6i s6t rét do P ovale, P malariae va P. knowlesi. Thudc co
thé dung dé diéu tri sot rét nang néu bénh nhan c¢6 kha ning
udng duoc. Khong dung thude phdi hop nay dé diéu trj du
phong s6t rét do ddc tinh trén gan va nguy co gy mat bach
cau hat cua amodiaquin.

Chong chi dinh

Man cam voi cac thuoc nhom 4-aminoquinolin, phu
nit c6 thai 3 thang dau, ngudi mac bénh gan hodc mau
nang, gidm bach cau, bénh vong mac.

Than trong

Than trong khi dung thubc voi ngudi mic bénh gan,
giam thinh lyc, nghién rugu, bénh vay nén, réi loan chuyén
hoa porphyrin, tién sir dong kinh, hoic khi két hop véi cac
thudc c6 doc tinh trén gan. Vi ngudi bénh thiéu enzym
G6PD, amodiaquin va cic 4-aminoquinolin khéac co thé
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gay thiéu mau tan mau va suy than. Néu ngudi bénh ding
thudc trong thoi gian dai hodc dung liéu cao, can theo ddi
cong thire mau, kiém tra mat va thinh giac. Ngimg thude
ngay néu trong qua trinh diéu tri phat hién nguoi bénh bi réi
loan mau nang. Khi dung diéu tri du phong sbt rét,
amodiaquin d& gdy viém gan va nguy co gdy mat bach cau
hat cao hon so voi cloroquin.

Thoi ky mang thai

Dit liéu 1am sang cho thiy, amodiaquin khong gay tac
dung khong mong mudn nghiém trong trén phu nit c6 thai.
T6 chire Y té thé gidi khuyén cao c6 thé dung amodiaquin
thay cloroquin dé diéu trj st rét do P, vivax & phu nir c6
thai. Tuy nhién, phdi hop artesunat + amodiaquin chi nén
dung dé diéu tri st rét & phu nir ¢ thai trén 3 thang.

Thoi ky cho con bu

Chua c6 dir liéu vé tinh an toan cua artesunat +
amodiaquin ¢ phu nit nu6i con bu. Xem thém Phan 3 “Su
dung thuoc diéu tri sot rét @ mdt so doi twong dac bigt”.

Liéu lwong va cach dung

Dang thudc phdi hop gém artesunat va amodiaquin
hydrochlorid thuong dugc dung dé diéu tri s6t rét do
P. falciparum chua bién chung hodc P vivax khang
cloroquin cho nguoi 16n va tré em tir 5 thang tudi trd 1én.
Liéu lugng cua amodiaquin thuong dugc tinh theo
amodiaquin base (260 mg amodiaquin hydrochlorid tuong
duong 200 mg amodiaquin base).

Thudc duoc dung theo dudng udng, mdi ngay 1 lan,
trong 3 ngay. Liéu va khoang lidu hang ngay tinh theo kg
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can niang dugc khuyén cdo nhu sau: artesunat
4 mg/kg/lan/ngay hodc 2 - 10 mg/kg/ngdy x 3 ngay va
amodiaquin 10 mg/kg/ngay hoac 7,5 - 15 mg/kg/ngay x
3 ngay. Cu thé nhu sau:

Li€u artesunat (mg) / amodiaquin

Can nang (kg) )

T 4,5dén<9kg |25/67,5
Tu9dén<18kg |50/135

T 18 #&n<36kg |100/270
Tir 36 kg tré 1én 200/540

Khong dung cho phu nit ¢6 thai 3 thang dau.

Tac dung khong mong mudn (ADR)

Phéi hop thudc artesunat + amodiaquin nhin chung
dugc dung nap tot, nhung thudng giy céc tic dung khong
mong mudn trén dudng tiéu hoa nhu budn nén, chan in va
dau bung. Mot sb tac dung phu thuong gip khac gom: ho,
mét ngu, mét moi, yéu 6t; nghiém trong hon la gidam bach
cau va doc véi té bao gan. It gap: loan nhip tim, chdm nhip
tim, non, phan tng ngoai thap va ngira. Hiém gip: Cac
bénh vé mat nhu loan thi, duc giac mac (khoi sau khi ngimg
thuéc), bénh vong mac khong hoi phuc.

Artesunat duoc dung nap t6t va an toan hon quinin
trong diéu tri s6t rét ac tinh. Artesunat ciing gy céc tac
dung khong mong mudn nhu cac din xuat artemisinin
khac, nhu: Phan tmg qua man (ty 1& 1/3000), rdi loan tiéu
hoa (non, budn nén, dau bung, ia chay), ho, méan ngua, dau
khép, chong mat, u tai, giam bach cu trung tinh, ting
enzym gan, tan mau chdm va hiém gip mot sé bat thuong
vé dién tim (cham nhip tim, kéo dai khoang QT).
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Khi dung amodiaquin dé diéu tri sot rét, nguy co tac
dung khong mong mudn thap hon khi dung dé du phong,
dung nap tot nhu cloroqum trong diéu tri sot rét do
P, falciparum khong c6 bién chimg. Tuy nhién, & mot sd
dbi twong nhét dinh, nguy co tac dung khéng mong mudn
c6 thé cao hon. Pi c6 nghién ctru bao céo ting nguy co
giam bach cau hat khi diéu tri bang amodiaquin ¢ ngudi
bénh nhiém HIV dung thudc khang retrovirus. Amodiaquin
gay rbi loan dan truyén & tim, nhung it c6 ¥ nghia 1am sang.
Cham nhip tim c6 thé xay ra vao ngay diéu tri th hai, lién
quan dén thoi gian néng d6 thude tich lily cao nhat trong
huyét tuong (xem thém chuyén luan amodiaquin).

Huéng dan xir tri ADR

Céc tac dung khong mong mudn cua thude thuong nhe
va tu kh01 sau khi ngu’ng thudc. Néu xuét hién phan tng
qua man thi nging thudc, dung adrenalin, khang histamin
va cac thude hd trg khac néu can (Xem thém Phan 4 “Xu
tri tac dung khong mong mudn khi str dung thude sot rét”).
Qua liéu va xir tri

Chua c6 dir liéu vé doc tinh cua phdi hop artesunat +
amodiaquin khi qua liéu trén ngudi. Mot s6 nghién ctru cho
thiy, qua liéu amodiaquin khong thay cac triéu chting khong
mong mudn trén tim. Pdc tinh ctia amodiaquin it gap hon so
v6i cloroquin. Tuy nhién, liéu cao amodiquin c6 thé gay bat
tinh, co cling, co gidt va hanh dong vo thirc. Diéu tri dai ngay
va/hodc véi lidu cao amodiaquin c¢6 thé gy giam thi lyc.

Twong tac thude

Than trong khi ding artesunat véi cac thude c6 kha nang
kéo dai khoang QT. Nong do trong huyét twong cia artesunat
s€ tdng lén va cua amodiquin giam di khi dung dong thoi véi
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niverapin. Efavirenz 1am ting nong do trong huyét tuong cta
amodiaquin va tang hoat tinh cac enzym gan. Nguy co gidm
bach cau ting 1én khi dung dong thoi amodiaquin véi
zidovudin va trimethoprim + sulfamethoxazol. Amodiaquin
lam ting cac tac dung khong mong mudn trén tim khi ding
dong thoi véi cac thude chong loan nhip tim, 1am giam thi
luc khi dung véi mefloquin, gay tre ché cac enzym CYP2CS8
va CYP2AG, c6 kha ning trc ché CYP2D6 va CYP2C9.

P 6n dinh va bio quén

Bao quan & nhiét do phong, tot nhat ¢ 15 - 30°C trong
bao bi kin, trdnh am va anh sang.
Mot s6 biét duoc

San xudt tai Viét Nam:

Céc biét dugc 1a dang thude phdi hop roi cia artesunat
va amodiaquin trong cung vi: Trimalact SK, Trimalact,
Amodianate, Arsokinete comp 100, Arsokinete comp 200,
Arsokinete comp 50.

Céc biét dugc 1a dang thudce phdi hop trong cting mot
vién cua artesunat va amodiaquin: Ascoaquin 100/300,
Mixatine 50/153, Trimalact 100/300, Trimalact 50/153.

Mot s6 thuée nuée ngoai: Artemodi (Trung Qubc);
Arsuamoon (Hy Lap).

18. THUOC PHOI HOP ARTESUNAT VA
MEFLOQUIN

Tén chung quéc té: Artesunate and mefloquine.

Ma ATC: PO1BFO02.
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Dang thudc va ham lrong

Vién nén bao phim, ham lugng artesunat 25 mg/
mefloquin (hydroclorid) 50 mg hodc artesunat 100 mg/
mefloquin (hydroclorid) 200 mg.
Duoc Iy va co ché tac dung

Xem chuyén luan twong tng v6i thanh phan trong
ché pham.
Duwgc dong hoc

Xem chuyén luan tuong (mg véi thanh phan trong ché
pham.
Chi dinh

Diéu tri bénh sdt rét do Plasmodium falciparum chua
bién chtng, st rét nhiém phdi hop.
Chéng chi dinh

Di Uing véi artesunat, artemisinin, mefloquin, quinin,
quinidin va bat ctr thanh phan nao cua thudc.

Trong thoi ky hoi phuc sau sbt rét ac tinh (mefloquin
lam tang nguy co co giat).

Dang su dung hodc str dung halofantrin, ketoconazol
gan day (nguy co kéo dai QT).
Than trong

Loan nhip, rdi loan dan tmyén.

Ngudi rdi loan chiic ning gan ning.

Str dung mefloquin hai thang gan day.
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Pang st dung mdt thuoc diéu tri sot rét khac.

Co tién su co giat.

Bénh tién trién xau di hoac bénh nhan qua yéu, khong
an, uong dugc.

C6 bénh thalassaemia, thiéu mau hong cau hinh liém
hogc thiéu G6PD.

Khong dung thubc nay dé du phong sdt rét.

Mefloquin c6 thé giy co gidt, chong mit. Ngudi ding
khong nén 1ai xe, van hanh may moc hodc thyc hién céc
hoat dong yéu cau khéo 1éo cao vé thé lyc/tdm than trong
it nht 3 tuan sau khi dung artesunat + mefloquin.
Thoi ky mang thai

Khong dung artesunat + mefloquin cho phu nir ¢6 thai
ba thang dau.
Thoi ky cho con bu

Khong nén dung vi mefloquin tiét qua sira.

Liéu lwong va cach dung

Dung hang ngay trong 3 ngay vai liu mdi lan nhu sau:

Tré tr 5 dén < 9 kg (6 dén 12 thang): 1 vién
artesunat/mefloquin 25/50mg.

Tré tr 9 dén <18 kg (1 dén 6 tudi): 2 vién
artesunat/mefloquin 25/50mg.

Tré tir 18 dén < 30 kg (7 dén < 13 tudi): 1 vién
artesunat/mefloquin 100/200mg.
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Tir 30 kg trd 1én (> 13 tudi): 2 vién artesunat/mefloquin
100/200mg.

C6 thé udng luc no hay lac déi.

Tac dung khéng mong mudn (ADR)

Rat thuwong gap, ty 1é ADR > 1/10

Non, chéng mat, hoi hop, tréng nguc, rdi loan giéc ngu.

Thwong gap, ADR > 1/100

Cam giac budn nén, nhic dau, dau da day, tiéu chay,
giam hodc mat cam gidc ngon miéng, mét mai, dau co,
khép, giam kha ning nghe, ting ndng do bilirubin trong
mau (vang mat hay vang da).

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

Ao giac, viém gan, nhin m¢ va cac r6i loan thi giac
khac; ngtra.

Khong ro ty lé

Lo au, giéc mo bat thuong, co giat, rdi loan tAm than
(hoi chimg tram cam, rdi loan tAm than cap tinh), cic phan
ung di ing va phat ban da, héng ban da dang, hoi chung
Stevens-Johnson, mé day, t€ bi, mét mai, run, én lanh, thay
d6i dién tim (thoi gian QT va PR kéo dai, thay d6i song T),
roi loan nhip tim, nhip tim cham, huyét tan, tang enzym
gan.

Huéng din xir tri ADR

Diéu tri giam triéu chting bang thudc dic hiéu néu
khong ty khoi (Xem thém Phan 4 “Xir tri tac dung khong
mong mudn khi str dung thude sét rét”).
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Qua lidu va xir tri

Khi ¢6 cac biéu hién qua liéu (biéu hién vé tim
mach, than kinh, gan) can theo ddi dién tim, tam than
kinh trong it nhat 24 gid. C6 thé sir dung than hoat d¢
giam hap thu néu udng thudc trong vong 1 gid. Piéu tri
hd tro néu can thiét.

Twong tac thude

Thubc diéu tri st rét: halofantrin, quinin (giy kéo dai
QT), cloroquin (gay kéo dai QT, co giat).

Thudc tim mach: quinidin, amiodaron, sotalol,
disopyramid... (gdy kéo dai QT), digoxin, thubc chen
béta, chen calci, verapamil, diltiazem, ivabradin (lam
cham nhip tim).

Céc thude kéo dai QT khac: chdng tram cam ba vong,
phenothiazin, haloperidol, pimozid, terfenadin, astemizol,
moxifloxacin, cisaprid, metoclopramid.

Khang sinh: ampicilin, tetracyclin (ting néng do
mefoloquin), rifampicin (giam ndéng d6 mefoloquin),
ciprofloxacin, ofloxacin, sparfloxacin (gdy co giat),
moxifloxacin (kéo dai QT).

Thudc chong co giat: mefloquin lam giam nong do
huyét trong clia carbamazepin, phenobarbital, phenytoin,
acid valproic. Can hiéu chinh liéu cac thudc chong co giat
néu khong c6 lya chon khéc.

Thudc chdng dong: coumarin (gdy chay mau). Can
hiéu chinh liéu néu khong c6 lwa chon khac.

Metoclopramid: 1am ting néng do mefloquin trong
huyét tuong.
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Thubc khang virus: Mefloquin 1am giam AUC va
Cmax cua ritonavir.
P 6n dinh va bio quan

Khong bao quan ¢ nhi¢t do trén 30°C. Han sir dung:
2 nam.
Mot sb biét duoc

San xudt tai Viét Nam: Arfloquin (1 vi 3 vién nén
artesunat 200mg + 3 vién bao phim mefloquin 250mg).

San xudt tai nude ngoai, co ¢ Viét Nam: Artesunate and
Mefloquine Hydrochloride Tablets 100/200 mg (An D9).

Mot $6 biét duwge & nweée ngoai: Mefliam Plus (An Do),
ASMQ FDC tablet(s) 25/50 mg hoac 100/200 mg (Brazil,
An D0, Malaysia, Myanma).

19. THUOC PHOI HOP ATOVAQUON VA
PROGUANIL

Tén chung quéc té: Atovaquone and proguanil
hydrochloride.

Ma ATC: PO1BBS5I.

Dang thudc va ham lwong
Vién dung cho nguoi lon: vién bao film, tron, cé
250 mg atovaquon va 100 mg proguanil hydrochlorid.
Vién dung cho tré em: vién bao film, tron, c6 62,5 mg
atovaquonva 25 mg proguanil hydrochlorid.
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Dugc Iy va co ché tac dung

Atovaquon + proguanil c6 tac dung trong diéu tri sét
rét do 4 loai ky sinh trung sbt rét gy ra trén nguoi, mic du
56 ligu vé higu luc diéu tri d6i v6i P, vivax, P. malariae va
P, ovale con han ché. Ty 1€ diéu trj khoi cua atovaquon +
proguanil d6i véi s6t rét do P. falciparum dat tir 94% dén
100%, cao hon 10 rét so vo1 mefloquin, amodiaquin va
cloroquin. Atovaquon + proguanil con dung du phong sét
rét do P. falciparum.

Atovaquon + proguanil khong khang chéo vdi cac
thudc sbt rét hién nay dang str dung. Cac nghién ctru cho
thdy phdi hop atovaquon + proguanil ¢6 tac dung hiép dong
trén ca in vitro va in vivo voi cac bénh nhan c6 mién dich
va khong c¢6 mién dich véi sot rét.

Co ché tic dung

Atovaquon va proguanil: tdc dong vao hai con duong
khac nhau trong qua trinh téng hop cac pyrimidin dé tao
cac acid nucleic.

Co ché atovaquon chéng lai P, falciparum 1a thong qua
sy rc ché van chuyén dién tir cia ty thé (phirc hop
cytochrom BC1) va dan dén ton thuong mang ty thé. Con
co ché hoat dong ctia proguanil, qua cycloguanil chat chuyén
hoa dau tién ctia proguanil, trc ché dihydrofolat reductase,
dan dén khong tong hop deoxythymidylat. Proguanil ciing
c6 hoat tinh chéng sbt rét doc 1ap thong qua chét chuyén hoa
cycloguanil, va ban than proguanil ¢6 thé 1am ting kha ning
clia atovaquon gay ton thuong mang ty thé cta ky sinh tring
st rét. Co ché thir hai nay c6 thé giai thich cho tac dung hiép
ddng ctia atovaquon va proguanil khi két hop.
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Duwge dong hoc

Xem chuyén luan turong tmg voi thanh phéan trong ché
pham.

Chi dinh

Atovaquon + proguanil c6 tac dung dbi véi cac thé vo
tinh trong méau va ca cac thé phan liét trong gan ctia ching
Plasmodium falciparum. Thudc duoc chi dinh du phong va
diéu tri cac truong hop sot rét cap chua co bién ching do
P falciparum nhat 1 cac truong hop P. falciparum da
khang v&i mot sé thude sbt rét khac nhu cloroquin,
mefloquin, artemisinin va dan xuét... hodc cac truong hop
sot rét do P vivax chua c6 bién chung di khang véi
cloroquin.

Chéng chi dinh

Khoéng st dung cho ngudi cé tién sir qua man véi
atovaquon, proguanil hodc bat ctr thanh phan nao cua
thudc. Khong sir dung atovaquon + proguanil du phong
sbt rét cho bénh nhan suy than nang (h¢ sb thanh thai
creatinin < 30 ml/phut) do nguy co giam cac té bao mau
da dugc bao cao voi bénh nhan suy thadn nang dung
proguanil.

Thén trong

C6 thé xay ra phan tmg di Gng nhu sbc phan vé, phu
mach, mé day, viém mach, hgi ching Stevens-Johnson,
nhay cam vdi anh sang ¢ bénh nhan st dung atovaquon +
proguanil. C6 8 - 12% bénh nhan nguoi 16n va 19% bénh
nhan tré em khi diéu trj atovaquon + proguanil gap cac triéu
ching khong mong mudn nhu budn ndn, non va tiéu chay.
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Can st dyng cac thude chong nén cho cac bénh nhan nay.
Néu non, ti€u chdy kéo dai va nang can thay thé bang mot
thuoc sot rét khac.

Hién tuong tang enzym gan (AST, ALT) cling xay
ra trén cac bénh nhéan diéu tri atovaquon + proguanil.
O hau hét cac bénh nhin enzym gan s& hdi phuc va tro
vé binh thuong sau 28 ngay. Mot sb trudng hop viém
gan, suy giam chirc ndng gan cling da duoc bdo cao ¢
nhirng nguoi st dung atovaquon + proguanil du phong
sOt ret.

Khong st dung atovaquon + proguanil cho cac bénh
nhan sét rét ac tinh (s6t rét c6 bién ching) do thudc chua
duoc danh gia trén cac dbi tuong nay. Do bién c¢d chong
mat da duoc bao cdo nén khong str dung thude khi dang
lai xe, van hanh may moc. Véi cac bénh nhan suy gan:
Khoéng can thiét phai hiéu chinh liéu khi diéu tri cho bénh
nhan s6t rét c6 suy gan tir mirc d6 nhe dén trung binh. Cac
bénh nhan suy gan niang khong diéu tri atovaquon +
proguanil. Bénh nhan suy than: BJ thanh thai creatinin
30 - 80 ml/phit, khong can thiét phai hiéu chinh liéu.
Bénh nhan c6 d¢ thanh thai creatinin < 30 ml/phut can
than trong khi str dung thudc dé diéu tri sdt rét va khong
stt dung atovaquon + proguanil dé du phong st rét cho
cac ddi tugng nay. Can than trong khi sir dung trén nguoi
cao tudi, nhat 14 khi c6 cac bénh khic kém theo va dang
diéu tri cac thudc khéc, vi c6 nguy co suy giam chirc ning
gan, than va tim mach.

Thoi ky mang thai
Chi str dung thubc nay khi that can thiét trong thoi
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ky mang thai. Thudc chi nén str dung véi phu nit ¢6 thai
trong diéu tri sét rét chua c6 bién chung do
P. falciparum & khang véi cac thudc sot rét hién co
hodc khi cac thudc diéu tri khac khong c6 san hodc bénh
nhéan khong dung nap véi cac thude khac. Khong nén sir
dung atovaquon + proguanil dé du phong sét rét & phu
nir co thai.

Thaoi ky cho con bu

Thudc nén sir dung than trong v6i phu nit dang cho con
b, do mot lugng nho proguanil duoc bai tiét qua sita me.
Chi nén str dung thudc cho phu nir dang cho con bu méc sét
rét do P, falciparum da khang voi cac thude sbt rét hodc
bénh nhan khong dung nap véi cac thude sét rét khac.
Khéng nén sir dung thude dé du phong st rét cho phu nit
dang cho con bu.

Liéu lwong va cach ding

Piéu tri bénh nhan sét rét cdp do P. falciparum chwa
bién chitng

Nguoi 16n: 1g atovaquon va 400 mg proguanil
hydrochlorid (twong duong véi 4 vién dung cho nguoi lon),
ngay 1 lan x 3 ngay. Dé giam thiéu nguy co budn nén va
n6n ¢ thé dung 2 vién/lan x 2 1an/ngay x 3 ngay.

Tré em: hiéu qua va an toan cua thudc chwa duoc
chtng minh & tré dudi 5 kg. Dbi voi tré tir 5 kg tro 1én, sir
dung ché d6 lidu ngay 1 1an x 3 ngay. Liéu mdi lan theo
can nang nhu sau:
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Liéu 1 lin (theo mg

cho tré em

Ca(r;(nz.)lng Izls%uvliél;l)n atovaquon/proguanil
& hydrochlorid)

\ £ 2 vién loai dung
T 5 dén <9 kg 125 mg/50 mg

Tir 9 dén < 11 kg

3 vién loai dung

187,5 mg/75 mg

cho tré em

1 vién loai dung

Tir 11 dén <21 kg cho nguoi 16n

250 mg/100 mg

2 vién loai dung

T 21 &n <30 kg cho ngudi 16n

500 mg/200 mg

3 vién loai dung

Tir31 dén <40 ke cho nguoi 16n

750 mg/300 mg

4 vién loai dung

> 40kg cho nguoi 16n

1000 mg/400 mg

Ubng thudc ngay sau bita dn hodc sau udng sira s& lam
tang kha niang hap thu cua thudc. Néu bénh nhan bi nén
trong vong 60 phat sau udng thi can cho bénh nhan udng
liéu nhéc lai.

Véi trudng hop sot rét chua bién chimg do P, vivax di
khang véi cloroquin, c6 thé str dung atovaquon + proguanil
v6i litu twong ty nhu diéu trj sét rét do
P, falciparum. Tuy nhién, do thudc khong cé tac dung voi
thé ngu trong gan, nén can diéu tri phdi hop véi primaquin
phosphat trong 14 ngay.
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Du phong

Atovaquon + proguanil dugc udng ngay 1 lan vao
1 - 2 ngay trudce khi di vao ving sdt rét, tiép tuc udng trong
sudt thoi gian & trong ving sdt rét va 7 ngdy sau khi ra khoi

vung sot rét.

Ngudi 16n: liéu mdi 1an 1a 250 mg atovaquon va 100
mg proguanil hydrochlorid (twong duong 1 vién loai dung

cho nguoi 16n).

Tré em: hi€u qua va tinh an toan cta thudc chua dugc
chirng minh ¢ tré dudi 11 kg. Do1 v tré tir 11 kg can nang
tré 1én, liéu moi lan theo khoang cin ning nhu sau:

Can ning
(Kg)

Liéu 1 lan
(s0 vién)

Liéu 1 lin (theo mg
atovaquon/proguanil
hydrochlorid)

Tir 11 @én <21 kg

1 vién loai dung
cho tré¢ em

62,5 mg/25 mg

Tir 21 dén <30 kg

2 vién loai dung
cho tré em

125 mg/50 mg

Tir 31 dén <40 kg

3 vién loai dung
cho tré¢ em

187,5 mg/75 mg

> 40 kg

1 vién loai dung
cho nguoi 16n

250 mg/100 mg

Tac dung khéng mong mudn (ADR)

Céc tac dung khong mong mudn hay gip: dau dau, ho,
rdi loan duong tiéu hoa (dau bung, budn ndn, nodn, tiéu
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chay) hau hét 1a nhe. Hiém gip hon 1a hoa mit, loét miéng.
Rét hiém gap cac bat thuong vé mau nhu giam bach cau da
nhan trung tinh, thiéu mau va cac phan Gng di tng nhu séc
phan vé, mé day, viém mach, hdi chirng Stevens - Johnson.
D3 ¢ bao céo vé ting enzym gan, viém gan cap sau khi
diéu tri dai ngay atovaquon + proguanil.

Huéng din xir tri ADR

Thuong thi cac tic dung khong mong mudn sé& tu khoi.
Trong truong hop can thiét c6 thé dung cac thude dé xur tri
triéu chimg gay ra do thudc. Xem thém Phan 4 “Xir tri tac
dung khong mong mudn khi str dung thude st rét”.

Qua liéu va xir tri

Khong c6 thude giai doc cho atovaquon. Cac trudng
hop qua lidu do atovaquon c6 thé giy ra methemoglobin,
phat ban. Céc truong hop qua lidu do proguanil c6 thé gay
nén ning, rung toc va cc bién cd vé huyét hoc. Néu qua
lidu xay ra, bénh nhan can duoc theo ddi chit ché va diéu
tri ho tro tuy theo cac triéu ching tai cac khoa diéu tri tich
cuc tir tuyén huyén tro 1én.

Twong tac thudc

Proguanil chuyén héa chu yéu béi cytochrom
enzym CYP2C19, do vay thudc c6 nguy co tuong tac voi
cac thude cung bi chuyén hoa hodc e ché emzym nay.
Khong nén str dung hoic than trong khi sir dung dong thoi
atovaquon + proguanil véi mot sé thudc sau: Cac khang
sinh tdc dung trén vi khuan noi bao nhu rifampin,
rifabutin, vi cac thudc nay lam giam ndong do cua
atovaquon tuong Gng tir 50% dén 34%. Khong sir dung
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dong thoi tetracyclin véi atovaquon + proguanil, vi
tetracyclin 1am giam ndng do cua atovaquon trong huyét
tuong dén 40%. Véi cac thudc khang virus nhu indinavir,
atovaquon lam giam 23% nong d6 day cua indinavir.
Thudc chéng néon metoclopramid 1am giam sinh kha dung
cuia atovaquon, chi nén str dung ddng thoi khi khong co
cac thudc chéng non khac. Proguanil lam ting tac dung
chéng dong ciia warfarin, nén theo ddi chit ché cac chi sd
dong mau trén bénh nhan khi bat dau st dung hodc khi
ngimg thude.

P on dinh va bio quan

Thubc ¢6 tudi tho 5 nam khi bao quan ¢ nhiét d6 phong
tur 15°C - 30°C, trong bao goi kin.
M@t s6 biét dugc

San xudt tai nuwoc ngoai, co o Viét Nam: Malanil
(Canada).

Mot so biét duwoc o nudc ngoai: Malarone (nhiéu
nuac).

20. THUOC PHOI HQP
DIHYDROARTEMISININ VA PIPERAQUIN

Tén chung quéc té: Artenimol and piperaquine.

Tén khac: Dihydroginghaosu + Piperaquin
phosphat.

Ma ATC: PO1BFOS.



CAM NANG HUONG DAN SUDUNG THUGC BIEU TRISOTRET | 159

Dang thudc va ham lrong

Vién nén bao phim hodic khong bao goém
dihydroartemisinin 40 mg va piperaquin phosphat 320 mg.

Dugc Iy va co ché tac dung

Xem chuyén ludn twong tng v&i thanh phan trong ché
pham.

Duwogc dong hoc

Xem chuyén luan tuong tng v6i thanh phan trong ché
pham.

Chi dinh

Diéu tri sét rét chua bién chung do Plasmodium
(P. falciparum, P. vivax, P. malariae, P. ovale va knowlesi).
Thudc ciing dung dé diéu trj sdt rét ac tinh trong truong
hop bénh nhan c6 kha ning udng dugc.

Chong chi dinh

Thudc phdi hop dihydroartemisinin + piperaquin dugc
chéng chi dinh v&i nguoi bénh ma tién str gia dinh c6 nguoi
ddt quy hodc nguoi bénh mic bénh tim, gom: Kéo dai
khoang QTc bam sinh, triéu ching loan nhip tim, ting
huyét 4p mirc d6 ning, phi dai that trai, suy tim sung huyét,
rdi loan dién giai. Khong dung dihydroartemisinin +
piperaquin dong thoi véi nhitng thude khac co kha ning
kéo dai khoang QTc, man cam véi thude, phu nit ¢o thai
3 thang dau.
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Thén trong

Khi dung dihydroartemisinin + piperaquin can theo ddi
chit ch& dién tam dd (ECG) va kali mau. Than trong khi
ding thudc phdi hop trén véi nguoi bi vang da hay suy gan,
than & muc do trung binh hodc nang.

Thoi ky mang thai

Dir liéu vé tinh an toan cia dihydroartemisinin +
piperaquin trén phu nir c6 thai con it. Tuy nhién, hién nay &
Viét Nam, phdi hop dihydroartemisinin + piperaquin dang
duoc chi dinh diéu tri s6t rét P, falciparum & phu nit ¢6 thai
trén 3 thang. Xem thém Phan 3 “Sir dung thudc st rét &
mot s6 d6i tugng dic biét”.

Thoi ky cho con bu

Chua c6 dif liéu vé tinh an toan cia dihydroartemisinin
+ piperaquin ¢ phu nit nudi con bi. Xem thém Phan 3 “St
dung thudc sot rét @ mot s6 doi twong dac bigt”.

Liéu lwong va cach dung

Dang thudc phdi hop gdm dihydroartemisinin va
piperaquin phosphat thuong duge ding dé diéu tri sot rét
do Plasmodium chua bién chimg cho ngudi 16n va tré em
tir 6 thang tudi trd 1én voi can niang > 5 kg. Thude duoc
dung theo duong udng, mdi ngay 1 lan, trong 3 ngay.
Trudng hop ngudi bénh khoé nubt, cé thé nghién nho vién
thudc, sau d6 hoa véi nudce cho uéng. Lidu hang ngay tinh
theo thé trong duoc khuyén cdo nhu sau:

Tir 5 dén < 7 kg: 80 mg piperaquin phosphat va 10 mg
dihydroartemisinin.
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Tur 7 dén < 13 kg: 160 mg piperaquin phosphat va

20 mg dihydroartemisinin.

Tir 13 dén < 24 kg: 320 mg piperaquin phosphat va

40 mg dihydroartemisinin.

Tir 24 dén < 36 kg: 640 mg piperaquin phosphat va

80 mg dihydroartemisinin.

Ttr 36 dén < 75 kg: 960 mg piperaquin phosphat va

120 mg dihydroartemisinin.

Tir 75 dén < 100 kg: 1280 mg piperaquin phosphat va

160 mg dihydroartemisinin.

Tir 100 kg tré 1én: chua c6 khuyén céo.

Do thanh phan piperaquin phosphat c6 thdi gian ban
thai dai nén khong lap lai dot diéu tri (3 ngdy) tiép theo
ngay sau dot diéu tri thir nhat trong vong 2 thang. Khong
diéu tri qua 2 dot bang thudc phdi hop trén trong vong
12 thang.

Chuong trinh Phong chéng s6t rét Viét Nam hién nay
dung vién thudc phdi hop piperaquin phosphat 320 mg va
dihydroartemisinin 40 mg dé diéu tri st rét do
P, falciparum chua bién chimg, tong 4 liéu, céc liéu ké tiép
ubng sau liéu dau tién lan lugt 8, 24, 48 gid. Liéu mdi lan
theo nhom tudi va can nang nhu sau:

Duéi 3 tudi (< 15 kg): ¥ vién mdi lan.

Tir 3 dén < 8 tudi (15 dén < 25 kg): 1 vién.

Tir 8 dén dudi 15 tudi (25 - 40 kg): 1% vién.

Tr 15 tudi trd 1én (> 40 kg): 2 vién.

Khong dung cho phu nit ¢6 thai 3 thang dau.
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Tac dung khong mong mudn (ADR)

Thubc phdi hop dihydroartemisinin + piperaquin
phosphat dugc dung nap tét. Cac tac dung khong mong
mudn théng thudng nhét cta thuée gdm: budn non, ndn,
ia chay, chan an, thiéu mau, chong mat, mét moi, kho ngu,
dau dau va ho; doi khi gap kéo dai khoang QTc va nhip
tim nhanh.

Hiém gip phan tng qua man nghiém trong typ 1 (ty 16
xap xi 1/3000 truong hop) khi dung dihydroartemisinin.

Huéng din xir tri ADR

Cac tac dung khong mong mudn cua thudc thudng
nhe va ty khoi sau khi ngimg thudc. Néu xuat hién phan
tmg qua man thi ngimg thudc, dung adrenalin, khang
histamin va cac thudc hd tro khac néu can. Xem thém
Phan 4 “Xir tri tac dung khéng mong mudn khi str dung
thudc sot rét”.

Qua lidu va xir tri

Chua c6 dir liéu vé doc tinh cta thudc phdi hop
dihydroartemisinin + piperaquin khi qua licu trén nguoi.
Cac nghién ctru trén dong vat cho thay, khi dung liéu cao
va kéo dai, piperaquin c¢6 anh huéng dén tim mach tho
(gay ha huyét ap va thay d6i song dién tim), 1am ting ham
lugng ALT trong huyét thanh va bién d6i sinh bénh hoc &
gan cho, giy bién d6i ciu tric vi thé té bao gan chudt nhét
tring. Tuy nhién, nhitng bién doi nay s& giam dan sau khi
ngimg thudc va tiy theo lidu luong da dung, cac triéu
chiing khong mong mudn s& hét sau khi ngimg thudc tir
2 - 3 thang.
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Liéu cao dihydroartemisinin giy doc véi hé than kinh
trung wong va phdi thai trong nhitng thang du cua thai ky
da dugc chiing minh trén dong vat.

Khi nghi ngd qua liéu, diéu tri triéu chimg va hd trg
néu can, theo ddi dién tam dd & nguoi bénh vi thuoc co6 kha
nang kéo dai khoang QT.

Xir tri qua man twong tu xtr tri ADR.

Twong tac thude

Tuong tac cta dihydroartemisinin vé6i cac thude khac:
Xem chuyén luan don thanh phan tuong tng

Piperaquin dugc chuyén hoa chu yéu boi enzym
CYP3A4 va hai enzym khéc it tham gia chuyén héa hon
1a CYP2C19, CYP2C9. Piperaquin trc ché cac isoenzym
CYP3A4, CYP2C19 va c6 thé tc ché qué trinh chuyén
hoa cia cac thudce theo duong nay. Piperaquin ciing cd
tac dung lam tang ty 16 chuyén hoa cua cac thube duoc
chuyén hoéa boi enzym CYP2EI nhu paracetamol va
theophylin. Céc thudc rc ché CYP3A4 c6 thé lam ting
nodng do cua piperaquin trong huyét twong va lam ting
nguy co kéo dai khoang QTc. Cac thudc gay cam Gng
enzym nhu dan chét barbiturat, rifampicin, efavirenz,
carbamazepin, phenytoin, nevirapin va ruou c6 thé 1am
giam ndéng do cua piperaquin trong huyét tuong, lam
giam hiéu qua diéu tri khi dung dong thoi. Khong nén
dung piperaquin cung vé&i cac thudc co kha ning giy
loan nhip tim, ké ca cac thudc c6 tac dung gay kéo dai
khoang QT.



164 | THUOC PHOI HOP DIHYDROARTEMISININ VA PIPERAQUIN

D6 on dinh va bao quan

Bao quan & nhiét do phong, tot nhat ¢ 15 - 30°C trong
bao bi kin, tronh 4m va anh sang.

Mot sb biét duge

Cac biét duoc la dang thudéc phdi hop cua
dihydroartemisinin + piperaquin gdm: Arterakine, CV
Artecan (Vi¢t Nam), Artekin, Duo-Cotecxin, An Li Kang,
Ke Tai Fu (Trung Qudc), Eurartesim (Cong hoa Czech,
Ireland, Ha lan, Anh).



PHAN 3

sU' DUNG THUGC SOT RET § MOT S0
B0 TUONG BAC BIET

1. SUDUNG THUOC PIEU TRI SOT RET O
PHU NU MANG THAI

Phu nit mang thai mac s6t rét thuong hay bi thiéu mau,
sinh con nhe cén, d& chuyén thanh sbt rét 4c tinh. Khi bi s6t
rét 4c tinh, d& bi ha glucose huyét (thuong sau diéu tri bang
quinin), sy thai, dé non, nhiém triing sau say thai hodc dé
non, thai chét luu, ¢ thé dan dén tur vong. Vi vay, viéc diéu
tri s6t rét & phu nit mang thai phai tién hanh nhanh chéng
va ¢ hiéu qua. Cac co sd'y té dugc phan tuyén diéu tri sbt
rét cho phu nir mang thai 13 bénh vién tuyén trung wong,
tinh, huyén, y té cong/nong/lam trudng, xi nghiép, tram y
té x4 va co sO y té tw nhan. Y té thon, ban khong diéu tri s6t
rét cho phu nitr mang thai.

Hién chua c6 du thong tin vé hiéu qua va an toan cua
hau hét cac thude didu tri st rét trong thoi ky mang thai,
dic biét su phoi nhiém vai thude trong 3 thang dau thai ky.

1.1. Piéu trij sot rét cho phu nir mang thai trong 3 thang
dau thai ky

Sy hinh thanh cac co quan chi yéu trong 3 thang dau
thai ky, do d6 déy 1a thoi ky lién quan nhiéu nhat dén kha
ning gy di tat thai nhi (mic du su phat trién cua hé than
kinh tiép dién trong sudt thoi ky mang thai). Cac thude didu
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tri s6t rét duoc cho 1a an toan trong 3 thang dau thai ky 1a
quinin, cloroquin, clindamycin va proguanil.

Diéu tri sot rét thong thwong cho phu nir mang thai trong
3 thang dau thai ky

Sbt rét do P. falciparum hodc sbt rét 1am sang: hudng
dan diéu tri sot rét hién hanh cia BO Y té khuyén céo udng
quinin sulfat (Phu luc - Bang 1) va clindamycin (Phu luc -
Bang 2) trong 7 ngay.

Theo Hudng dan diéu tri s6t rét hién hanh cia WHO,
néu khong c6 san clindamycin, c6 thé chi ding riéng quinin
sulfat. Néu quinin sulfat va clindamycin khong c6 san hoic
phac d6 nay thit bai, thay thé bang phac d6 ACT hoic
artesunat (udng) + clindamycin (tham khao lidu ding trong
chuyén luan artesunat).

Sot rét do P. vivax/P. ovale/P. malariae/P. knowlesi:
huéng dan diéu tri sot rét hién hanh ctia Bo Y té khuyén
c40 udng cloroquin phosphat trong 3 ngay (Phu luc - Bing
3). Theo Hudng dan diéu tri s6t rét hién hanh cia WHO, &
ving ky sinh trung s6t rét khang cloroquin, c6 thé thay thé
bang quinin sulfat, uéng trong 7 ngay (Phu luc - Bing ).

Diéu tri sot rét dc tinh cho phu nit mang thai trong 3
thing dau thai ky

Hudng dan diéu tri sdt rét hién hanh cua B Y té:
truyén tinh mach quinin dihydroclorid (Phu luc - Béing 5,
tham khao thém liéu ding trong chuyén luin quinin) va
udng clindamycin (Phu luc - Bang 2) trong 7 ngay. Néu
khong c6 quinin, c6 thé thay thé bang artesunat dudng tiém
(Phu luc - Bang 4).
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Trudng hop ngudi bénh bi suy than, can tinh toan tong
luong dich truyén thich hop. Trong trudng hop can thiét,
chuyén sang tiém bap phia trude dui. Khong tiém quinin
vao mong dé tranh gay ton thuong day than kinh hong to.
Liéu dau tién 20 mg/kg, chia mdi dui tiém 10 mg/kg. Khi
truyén quinin can dé phong ha glucose huyét va truy tim
mach do truyén nhanh.

Luru y: phy nit mang thai d& bi ha glucose huyét, nhét
1a sau khi diéu tri bang quinin. Phai theo ddi glucose huyét
va néu c6 ha glucose huyét thi tiém tinh mach cham 30 - 50
ml dung dich glucose 20%, sau d6 truyén tinh mach
glucose 10% lién tuc trong 24 gio, dic biét & nhitng nguoi
bénh c6 vang da, suy gan cap (mdi gio 5 - 6 gam glucose)
dé tranh ha glucose huyét tai phat. Nguoc lai, néu c6 ting
glucose huyét trén 10 mmol/L thi truyén tinh mach lién tuc
insulin liéu thap 1 - 2 don vi/gio dé duy tri glucose huyét
trong khoang 8 - 10 mmol/L.

Theo hudng dan diéu trj s6t rét hién hanh cia WHO,
vu tién dung artesunat (tiém tinh mach hoic tiém bép)
trong st rét ac tinh cho phu nir mang thai ¢ tat ca cac giai
doan cuia thai ky, duy tri artesunat tiém trong it nhat 24 gio
dau cho dén khi c6 thé chuyén sang duong udng (phu luc
bang 4).

Trén thuc té, phu nit thuong khong thong bao cho can
bd y té vé tinh trang mang thai ctia ho trong 3 thang dau
thai ky hodc chua c6 nhéan thirc vé& nhirng nguy co c6 thé
xay ra khi sir dung thudc chng sét rét trong thoi ky mang
thai. Vi vdy, can bg y té phai hoi tat ca phu nit trong d6 tudi
sinh d¢ vé kha nang c6 thé mang thai ciia ho trudc khi bat
dau dung thude diéu tri st rét.
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1.2. Piéu tri sot rét cho phu nir mang thai trong 3 thang
giira va 3 thang cudi thai ky

Phu nit mang thai trong 3 thang gitra va 3 thang cudi
thai ky c6 nhidu kha ning bi sot rét ning hon cac dbi tugng
nguoi 16n khéc, thuong bi bién ching phu phdi hodc ha
glucose huyét. Ty 1¢ tir vong ctia me khoang 50%, cao hon
& nhirng nguoi khong mang thai. Chét thai va dé non ciing
thuong gap.

Phu nit mang thai khi bi s6t rét ning phai dung ngay
cac thudc chdng sot rét duong tiém voi day du lidu. Trong
3 thang giita va 3 thang cudi thai ky, tiém artesunat dugc
ua ding hon quinin, vi quinin d& gy ha glucose huyét tai
phat. Trong 3 thang dau thai ky, nguy co ha glucose huyét
thap hon, nhung khong biét chac chan vé do an toan cia
cac dan xuat artemisinin.

Ngay cang c6 nhiéu kinh nghiém vé sir dung cac dan xuét
artemisinin trong 3 thang giira va 3 thang cubi thai ky. Chua
thiy tac dung c6 hai & me hodc thai. Cac danh gia hién tai
so sanh lgi ich v&i cac tiém niang nguy co cho thay cac dan
xudt artemisinin nén dung dé diéu trj sbt rét thong thuong
do P, falciparum trong 3 thang gitra va 3 thang cudi thai ky.

Clindamycin cling dugc cho la an toan, nhung phai
dung phéi hop véi quinin trong 7 ngay. Quinin lam ting
nguy co ha glucose huyét & giai doan sau cua thai ky, vi
vay chi nén dung khi khong c6 dugc sy lya chon c6 hidu
qua nao khac.

S6t rét ning ciing c6 thé xay ra ngay sau khi sinh.
Nhiém khuan sau sinh 1 bién chimg thudng gip trong
trrong hop nay.



CAM NANG HUONG DAN SUDUNG THUGC BIEU TRISOTRET | 169

Diéu tri sot rét thong thuong cho phu niv mang thai trén
3 thang

S6t rét do P, falciparum hodc sbt rét 1am sang: Hudng
dan diéu tri sot rét hién hanh cua Bo Y té khuyén cao uéng
dihydroartemisinin + piperaquin phosphat trong 3 ngay
(Phu luc - Bang 6).

Theo Hudng dan diéu tri sot rét hién hanh cia WHO,
mot s6 phac d6 ACT khac ciing d3 dugc sir dung cho ddi
tuong nay & mot s6 nudc nhu artemether + lumefantrin,
artesunat + mefloquin.

S6t rét do P. vivax/P. ovale/P. malariae/P. knowlesi:
Ubng cloroquin phosphat trong 3 ngay (Phu luc - Bang 3).
Theo Hudng dan hién hanh cia WHO, & nhimg viing ky sinh
tring s6t rét khang cloroquin, diéu tri bang phac ¢ ACT.

Diéu tri sot rét dc tinh cho phu nit mang thai trén 3 thang

Tiém tinh mach artesunat (Phu luc - Bang 4). Luu y
cach pha artesunat dé tiém tinh mach: Phai pha thudc trong
1 ml dung dich natri bicarbonat 5%, lic k¥ cho bot thube
tan hoan toan, sau d6 méi pha tiép trong dung dich natri
clorid 0,9% hoac glucose 5%.

Truong hop khong tiém dugc tinh mach artesunat thi
c6 thé tiém bap. Luu ¥ cach pha artesunat dé tiém bép: pha
bot thude voi 1 ml dung dich natri bicarbonat 5%, lic k¥
cho artesunat tan hoan toan, rdi tiém bap phia trudc dui.

Chi pha dung dich artesunat ngay truéc mdi lan tiém,
khong pha san dé du trix.

Khi bi sdy thai hodc dé non, phai diéu tri chéng nhiém
khuén tir cung.
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2. SUDUNG THUOC PIEU TRI SOT RET O
PHU NU CHO CON BU

Lugng cac thudc chong sot rét vao sita me va anh
huong dén tré bu me tuong doi nho.

Céc tetracyclin chdng chi dinh & phu nit cho con bd vi
nguy co anh huong dén xuong va ring cua tré.

Primaquin khong dung ¢ phu nir cho con bu, trur khi
tré bu me di dugc xac dinh khong bi thiéu G6PD. Khong
c6 s6 lidu dang tin cay vé su bai tiét ciia primaquin vao sira
me, vi vay nguoi dang cho con bu dung primaquin phai cé
su theo doi ciia can b y té.

Phu nit cho con bu nén dung ché do diéu tri st rét
chuén, bao gdm ca phdi hop cac dan xuat artemisinin véi
cac thude chdng sot rét khac (ACT), trir primaquin va cac
tetracyclin.

3.SUDUNG THUOC PIEU TRI SOT RET O
TRE EM

3.1. Lwa chon thudc diéu tri sdt rét ¢ tré em

O tré em, c6 su khac biét quan trong vé cac thong $6
dugc dong hoc cua nhiéu thube chéng st rét. Hap thu
thudc ¢ tré thudng cham, that thudng va khong du, dan dén
cham dat dugc n6ng do6 thude diéu tri. So véi ngudi 1on, thé
tich phan bd thudc ¢ tré 16n hon, ty 1¢ khbi luong gan so vai
trong luong co thé cao hon. O tré nho, trong lugng nao 16n,
hang rao mau-nio chua hoan chinh. Ty 1¢ gin thudc vao
protein thap hon, thuéc & dang ty do nhiéu hon, lam ting
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d6 thanh thai, nhung ciing dan dén nguy co doc tinh 16n
hon. Hé enzym oxy héa thubc & cytochrom P450 chua
hoan chinh lic méi sinh nén thanh thai thudc cham & hau
hét cac thudc bi chuyén héa qua gan trong 2 - 3 thang dau
sau sinh. Tur thang thtr 2 dén thang th 6, thanh thai thudc
& tré nhanh hon & nguoi 16n. Vi phan 16n cac thude, do
thanh thai thudc & tré tir 6 thang t6i 2 tudi van nhanh hon
ngudi 16n (thoi gian ban thai cta cac thude duge chuyén
hoa qua cytochrom P450 & tré tir 6 thang t6i 2 tudi bang 0,6
lan & nguoi 16n). Tdc d6 loc cta cau than tinh theo dién
tich bé mat co thé chi dat duogc mirc nhu & nguoi 16n khi tré
khoang 6 thang tudi. Do d6, ddi voi nhitng thudc thai trir
nhiéu qua than, thoi gian ban thai ¢ tré rat nho c6 thé kéo
dai gap 2 - 3 1an so voi nguoi 10n. Sau 2 thang, nira doi lai
ngan hon (0,35 - 0,5 lan gi4 tri cta nguoi 16n) cho dén
khoang 2 tuoi.

Liéu dung chinh xac dic biét quan trong dbi véi tré. Mic
du vay, chi c6 it nghién ciru 1am sang tap trung cho lira tudi
nay, mot phan do lién quan dén khia canh dao duc khi nhan
nhiing tré rat nho vao nghién ctru 1dm sang, mot phan do khé
khan trong viéc phai ldy miu mau nhiéu lan. Két qua tir phan
16n cac nghién ctru 1am sang chua c6 du bang chimg dé dua
ra nhitng khuyén céo tin cay vé sir dung bat ky ché do diéu
tri ndo c6 phdi hop ACT & tré rat nho (< 5 kg).

Céc dan xuét artemisinin thudng an toan va dung nap
t6t & tré em, do vy viéc lya chon phdi hop dan xuét
artemisinin v6i cac thude chéng sbt rét duoc xéac dinh chu
yéu boi d6 an toan va tinh dung nap ctia thudc dung phdi
hop. Sulfadoxin + pyrimethamin tranh diung trong nhirng
tuan dau méi sinh vi c6 thé gay tang bilirubin mau & tré so
sinh. Theo Huéng dan diéu tri sott rét hién hanh cua B Y
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té hong dung primaquin cho tré em dudi 3 tudi. Céac
tetracyclin chi ding cho tré trén 8 tudi.

Cham tré trong diéu tri s6t rét do P, falciparum & tré em
c6 thé din dén tir vong, dic biét trong trudng hop nhidém ky
sinh trung st rét ning. Vi vay phai didu tri ngay véi cac
thube chéng s6t rét ¢6 hiéu luc nhat c6 thé co, cha y lidu
dung chinh xac va dam bao giit duoc liéu dung, vi tré nho
d& bi non, tré hon tré 16n va ngudi 1n. Mui vi, thé tich, do
dic cua thude va su dung nap ¢ dudng tiéu hoa 1a nhing
yéu t& quyét dinh dé tré co giit duoc ché do diéu tri hay
khong. Can hudéng dan cho nguoi me cach dung thude cho
con va nhan thirc duge tim quan trong cua viée phai dung
lai thudc néu tré bi nén, trg trong vong 1 gid sau udng
thudc. Vi tién trién x4u ctia bénh c6 thé dién ra nhanh & tré,
nén can diéu tri bang dudng tiém sém hon.

3.2. Liéu dung thudc diéu tri sét rét & tré em

Mic du ¢ tré em lidu dung tinh theo dién tich co thé
duoc khuyén cao ddi voi nhidu thude, nhung dé dé dang
trong diéu tri, liéu dung cua cac thudc chong sbt rét theo
truyén thong dua trén lidu chudn, tinh theo kg can ning co
thé & tit ca bénh nhén, bao gém ca tré nho. Tuy nhién,
khuynh hudng tac dung ctia nhiéu thude ¢ tré nho ¢ khac
biét voi tré 16n va ngudi 16n. Cac lidu khuyén cao hién nay
cta lumefantrin, piperaquin, sulfadoxin + pyrimethamin va
cloroquin ¢ tré nho thuc chét chi dat duoc néng do thude
thap hon so vdi tré 16n va nguoi 1om. Co rét it s6 lidu vé
duoc dong hoc ciia cac thude chong sot rét trong nam dau
cua cudc doi.

Phén 16n cac thudc chng sét rét thiéu cong thirc phu
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hop cho tré nho, dan dén liéu dung khong ding khi chia tir
vién nén dung cho nguoi 16n. Hién nay, mot s6 thue chong
s6t 1ét ¢o cac cong thirc cho tré em va vién nén c6 ham
luong phu hop cho tré em. Piéu d6 ¢ kha ning ning cao
hiéu qua va do chinh xac cua lidu dung ché do diéu tri ACT
O tré nho.

Artesunat c6 thé dung duong dit tryc trang khi khong
thé dung thudc bang dudng khac. Trong truong hop nay,
dung mot lidu artesunat dit truc trang nhu tri liéu ban dau
(trude khi co thé chuyén sang ding thude dudng khac phu
hop) c6 thé 1am giam nguy co ttr vong hodc tan tat vinh vién.

Diéu tri sét rét thong thwong 6 tré em

Tré bi sot rét cp tinh can theo ddi lam sang can than
vi tinh trang tré c6 thé xau di nhanh chéng. Theo Hudng
dan diéu tri s6t rét hién hanh caa WHO, tuong tu nhu &
ngudi 16n, dbi véi sot rét do P, falciparum hodc nhidém phdi
hop ¢ P, falciparum & tré em, khuyén cao ding mot phac
dd ACT trong 3 ngay. Déi voi sot rét do P, vivax/P. ovale/
P. malariae/P. knowlesi, lga chon uu tién la cloroquin uéng
trong 3 ngay, lua chon thay thé 1 mot phac d6 ACT & ving
c¢6 ky sinh trung khang cloroquin. Huéng dan nay ciing
khuyén cdo str dung thém primaquin dé chdng lay lan (d6i
v6i s6t 1ét do P, falciparum/ P. malariae/P. knowlesi) hodc
dé chéng tai phat (d6i v6i sbt rét do P, vivax/P. ovale) trong
truong hop tré trén 6 thang tudi.

Theo Huéng dan diéu tri sot rét hién hanh cua BO Y té,
khong dung primaquin cho tré em dudi 3 tudi; phac do
ACT duoc khuyén cdo la dihydroartemisinin + piperaquin
phosphat, cu thé nhu sau:
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Tvé dudi 3 tuoi

Sot rét lam sang va sét rét do P. falciparum hodc nhiém
phéi hop ¢é P. falciparum: udng dihydroartemisinin +
piperaquin phosphat trong 3 ngay (Phu luc - Bang 6).

Sot rét do P. vivax/P. ovale/P. malariae/P. knowlesi:
udng cloroquin phosphat trong 3 ngay (Phu luc - Bang 3).

Tvé tir 3 tuéi tré lén

Sot rét lam sang: udng dihydroartemisinin +
piperaquin phosphat trong 3 ngay (Phu luc - Bang 6).

Sot rét do P. falciparum: udng dihydroartemisinin +
plperaqum phosphat trong 3 ngay (Phu luc Bang 6) va
uong primaquin liéu duy nhat vao ngay cudi cing cta dot
diéu tri (Phu luc - Bang 7).

Sot rét do nhiém phéi hop ¢6 P. falciparum: udng
dihydroartemisinin + piperaquin phosphat trong 3 ngay
(Phy luc - Bdng 6) va ubng primaquin trong 14 ngay (Phu
luc - Bang 7).

Sot rét do P. malariae/P. knowlesi: udng cloroquin
phosphat trong 3 ngay (Phu luc - Bang 3) va ubng
primaquin liéu duy nhat vao ngay cudi cing cua dot didu
tri (Phu luc - Bang 7).

Sot rét do P, vivax/P. ovale: udng cloroquin phosphat
trong 3 ngay (Phu luc - Bang 3) va udng primaquin trong
14 ngay (Phu luc - Bang 7), bat dau vao ngay dau tién ding
cloroquin phosphat.

Luu y: primaquin uong sau khi an.
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Diéu tri sét rét dc tinh 6 tré em
Dung thudc theo thir tw vu tién nhu sau:

Artesunat tiém (Phu luc - Bang 4) dén khi ngudi bénh
tinh, c6 thé udng dugc thi chuyén sang dung mot phac do
ACT duong ubng trong 3 ngay. Phac d6 ACT dugc B6Y
té nudc ta khuyén cdo 1a dihydroartemisinin + piperaquin
(Phu luc - Bang 6).

Quinin hydroclorid tiém bip sdu trong 7 ngiy
(Phu luc - Bdng 8) hodc quinin dihydroclorid truyén tinh
mach (Phu luc - Bang 5) dén khi nguoi bénh c6 thé udng
duogc thi chuyén sang udng quinin sulfat cho du 7 ngay
(Phy luc - Bang I). Phéi hop véi ubng doxycyclin trong 7
ngay cho tré trén 8 tudi (Phu Iuc - Bdng 9) hoic
clindamycin trong 7 ngay cho tré dudi 8 tudi
(Phy luc - Bang 2), hoic mot phac d6 ACT dudng udng
trong 3 ngdy. Phac d6 ACT duoc Bo Y té nudc ta khuyén
cao la dihydroartemisinin + piperaquin (Phu luc - Bang 6).

Truong hop khong ¢ quinin tiém thi st dung dang
thudc vién qua sonde da day.

4. SU DUNG THUOC PIEU TRI SOT RET O
NGUOI LON THUA CAN

Nguoi 1on thira can 1a nhém c6 kha nang bi nguy co
dudi liéu khi lidu diéu trj duoc tinh theo tudi hodc dua trén
trong lugng co thé chuan dinh sin. Nhém nguoi bénh nay
it dwoc chu ¥. Do co so bang ching vé méi lién quan gitta
lidu dung, dugc dong hoc va két qua diéu tri & nguoi 16n
thtra can, béo phi con it, d§ an toan khi lya chon su thay doi
lidu dung cao hon ¢ ngudi 16n thira can chwa duoc danh
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gia trong cac thir nghiém diéu tri, nén theo cac hudng dan
hién nay, néu c6 thé, phai than trong, canh gidc va theo doi
két qua diéu tri & nhitng nguoi bénh nay. Can phai quan
tam dén ddi tugng nay, c¢6 nhitng nghién ctru dé lap 16 hong
vé kién thuc nay.

5.SU DUNG THUOC DPIEU TRI SOT RET O
NGUOI PI VAO VUNG CO DICH SOT RET
HOAC VUNG SOT RET LUU HANH NANG

Nhitng ngudi di vao ving c¢6 dich sdt rét hodc ving co
sOt rét luu hanh nang bi mac st rét thudng 1a nhitng nguoi
khong c¢6 mién dich véi sdt rét hodc nhitng nguoi sdng
trong cac thanh phd c6 it hodc khong c6 su lan truyén dich
sOt rét, nhitng nguoi di tir ving khong c¢6 dich téi ving c6
dich sbt rét. Ho 1a nhitng nguoi c6 nguy co cao bj sdt rét
nang. Nhitng ngudi nay khi trg vé ving khong c6 dich, sau
d6 bi mic sot rét, ty 1€ chét do bénh & ho cao, cho théy co
nhimg van dé dic biét. Nguyén nhan co thé do cac béac sy
& trong vung khong c6 sbt rét nén chan doan bénh cham,
khong c6 sin cac thude chdng sét rét cé hiéu qua.

Viéc phong ngtra su lan truyén s6t rét hodc su xuit hién
khang thudc khong lién quan dén nhing ving & ngoai ving
c6 dich sbt rét. Do do, co thé dung don tri li¢u néu c6 hiéu
qua. Néu ngudi bénh da dung thude du phong sbt rét thi
khong dung thude d6 dé diéu tri sot rét nira.

Theo Huéng dan diéu tri sot rét hién hanh cia BO Y té,
nhirng nguoi di vao ving sbt rét luu hanh ning trén 1 tudn
(khach du lich, nguoi di rimg, ngu ray, nguoi qua lai bién
gi6i ving sbt rét luu hanh) duogc cip thude tu didu tri st
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rét. Can bo y té tir tuyén x4 trd 1én méi dugce cap thude tu
diéu tri cho dbi tuong nay, hudng dan cho ho biét cach sir
dung thudc va theo ddi khi tré vé. Thude st rét duoc cap
dé ty didu tri 1a dihydroartemisinin + piperaquin, liéu ding
theo tudi trong 3 ngdy (Phu luc - Bdng 6). Luu y khong
dung cho phuy nit c6 thai 3 thang dau.

Viéc cdp thude tu diéu tri chi ap dung cho khu vuc
mién Trung, Ty Nguyén va Dong Nam B¢ khong nam
trong ving sot rét khang thude.

6. SU DUNG THUOC DPIEU TRI SOT RET O
NGUOI CO MOT SO BENH MAC KEM

6.1. Sir dung thudc diéu tri sét rét & nguwoi nhiém HIV

Co su ché)ng chéo 16n vé dia ly gitra s6t rét va HIV, nén
¢6 sb lugng dang ké ngudi dong nhiém sét rét va HIV. Uc
ché mién dich do nhidm HIV c6 thé dan dén tinh trang sot
rét nang hon. O phu nit mang thai nhidm HIV, s6t rét lam
tang tac dung xau 1én trong lugng cua tré khi sinh. O nhiing
vung dich s6t rét dn dinh, ngudi nhiém HIV ¢6 mién dich
mot phan voi sot rét c6 thé bi nhiém ky sinh tring mat do
cao hon va tan suat nhidu hon, trong khi ¢ nhiing ving su
lan truyén sdt rét khong on dinh, nhidm HIV di cung véi
tang nguy co sot rét ning va tir vong lién quan dén sot rét.
Hién nay, con c6 it théng tin vé nhidm HIV 1am thay doi
nhu thé nao dén dap Gng diéu trj véi cac ACT hodc dén su
tuong tac giita cac thudc chdng sdt rét voi thube khang
virus. Cac nghién ctru gan ddy nhan thay cac ché do diéu
tri s6t rét kém hidu qua & nguoi nhiém HIV, goi ¥ rang ting
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{rc ché mién dich do nhiém HIV di kém véi giam dap ung
diéu tri st rét, ting mirc d6 nhidm ky sinh tring, ting ty 18
that bai khi diéu tri. Cho dén nay, khong c6 du thong tin dé
thay doi khuyén cao diéu trj st rét chung cho ngudi nhiém
HIV/AIDS.

Ngudi nhiém HIV ¢6 thé dugc diéu tri véi cac thude
khac, nhu cotrimoxazol dé du phong nhiém tring co hoi
va/hodc cac thude khang virus. Thong tin vé tuong tac gitra
diéu tri khang virus va ACT con it. Trong mot nghién ciru,
diéu tri sbt rét thong thuong véi artesunat va amodiaquin ¢6
hiéu qua cao & ca tré nhiém HIV va khong nhiém HIV. Tuy
nhién, diéu quan trong 1a ting c6 ¥ nghia 7- 8 1an nguy co
giam bach ciu trung tinh & tré nhidm HIV sau 14 ngay bat
dau diéu tri so v6i tré khong nhiém HIV, khoang 1/5 trong
nhom nhiém HIV ¢ mbc do nang hoac de doa tinh mang.
Trong céc tré nhiém HIV, nguy co giam bach ciu trung tinh
cao hon ¢6 y nghia & tré c¢6 ché do diéu tri khang virus co
zidovudin. Poc tinh v6i gan di thy khi efavirenz dung
cung artesunat va amodiaquin. Nguoi mac s6t rét bi nhiém
HIV dang dung zidovudin hodc efavirenz nén tranh dung
ché do diéu tri ACT c6 amodiaquin, néu c6 thé. Mic du
nhiém HIV va cotrimoxazol ciing c¢6 thé 1am giam s6 lugng
bach cau trung tinh, nhung khong c6 du thong tin vé twong
tac ctia amodiaquin trong ché do diéu tri ACT véi
cotrimoxazol hodc nhiém HIV dé dua ra cac khuyén céo.

Nguoi bénh nhiém HIV khi bi s6t rét phai diéu tri
chéng s6t rét nhanh chong, hiéu qua. Khong dung
sulfadoxin + pyrimethamin dé diéu trj hodc diéu tri du
phong khong lién tuc sét rét & nguoi nhiém HIV dang dy
phong bang cotrimoxazol.
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6.2. Sir dung thudc diéu tri sot rét ¢ nguoi suy dinh
duéng nang

S6t rét va suy dinh dudng thudng cing ton tai. Chi co
it nghién ctru vé dung thude chdng sdt rét & ngudi suy dinh
dudng, mic du nhiéu nghién ctru vé hiéu qua cua thude
chéng sot rét di tién hanh trong cac quan thé, & nhitng noi
tinh trang suy dinh dudng 13 phd bién.

Thay déi dwoc déng hoc ciia thuéc chong sot rét &
nguoi suy dinh duong:

Sy hap thu thude chdng sét rét & ngudi suy dinh dudng
c6 thé giam do tiéu chay va non lam thudc di qua rudt
nhanh hodc do chiing teo ni€ém mac rudt. Hép thu thube
qua duong tiém bip va c6 thé ca qua dudng dit tryc trang
c6 thé cham hon; giam khdi luong co ciing c6 thé gay kho
khan khi dung nhic lai thudc theo duong tiém bap. Thé tich
phan bd ctia mot s6 thude ¢6 thé 16n hon va ndong do thude
trong huyét twong thap hon. Ha albumin huyét do giam
tong hop albumin xay ra khi thiéu hut trong ché d6 an, c6
thé din dén tang ndng do6 cua thuc & dang ty do, khong
gan vao protein huyét twong. Piéu nay co thé 1am ting su
thanh thai thudc qua chuyén héa. Suy giam chirc ning gan
c6 thé 1am giam chuyén hoa ctia mot s6 thude.

Cdc thuéc chong sot rét va suy dinh dudng thiéu
protein, nang luong:

S liéu vé tac dong cua suy dinh dudng dén cloroquin,
quinin, doxycyclin, sulfadoxin + pyrimethamin va
tetracyclin con han ché va khong c6 nghién ctru nao duoc
tién hanh & ngudi bénh sbt rét. Khong c6 nghién ciru nao
vé ding amodiaquin, cac dan xuét artemisinin, artemether
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va lumefantrin, atovaquon va proguanil, clindamycin,
mefloquin hodc primaquin ¢ ngudi suy dinh dudng.

Nhu vay, mac du co nhiéu 1y do giai thich tai sao dugc
dong hoc cua cac thude chong sot rét c6 thé khac biét giita
ngudi suy dinh dudng voi ngudi dinh dudng tét, nhung
khong c¢6 du bang chimg dé dwa ra khuyén céo vé su thay
d6i liéu dung hién hanh (tinh theo mg/ kg trong lugng co
thé) ctia cac thudc chdng sdt rét.

6.3. Sir dung thudc diéu tri sot rét & ngudi thiéu enzym
glucose-6-phosphat dehydrogenase(G6PD)

Thiéu enzym glucose-6-phosphat dehydrogenase
(G6PD) 1a sy thiéu hut enzym do di truyén, c6 mdi lién
quan voi gioi tinh (thuong xdy ra & nam do gen quy dinh
G6PD nam trén nhanh kéo dai ctia nhiém sic thé X). Thiéu
G6PD c¢6 mot phan bao vé chong lai P. falciparum, nhung
lai lam tang nhay cdm véi su tan méau do oxy hoéa. Ty 1¢
thiéu G6PD khéc nhau, c6 thé cao t6i 30%; tan suét cao chi
tim thay ¢ nhitng ving c6 dich sdt rét luu hanh. Co rat
nhiéu kiéu gen khac nhau, mdi kiéu gen c6 mirc do thiéu
G6PD khac nhau.

Primaquin 1a chat oxy hoa, c6 thé gay tan méu & nguoi
thiéu G6PD. Primaquin ciing gy methemoglobin mau.
Mirc d6 thiéu mau tan méau lién quan véi liéu dung
primaquin va bién thé cua enzym G6PD. Nhung may mén
la primaquin bi thai trr nhanh nén tan mau ty gioi han.
Sang loc thiéu G6PD khong thé tién hanh thong thuong
ngoai bénh vién, mic du co cac test nhanh. Do d6 nhiéu
ngudi bénh khong biét vé tinh trang G6PD ciia ho.

Theo Hudng dan diéu tri sot rét hién hanh cua Bo Y
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té, néu biét ngudi bénh bi thiéu G6PD, khong dugc dung
primaquin. Néu khong c6 diéu kién xét nghiém G6PD thi
can theo di bién dong khdi luong hong cau, mau sic da
va mau sic nude tiéu (nude tiéu chuyén mau sim nhu
nudc voi hodc mau nude ca phé den) dé ding thude va
xu tri kip thoi.

Theo Hudng din hién hanh cia WHO, can xac dinh
mirc do thiéu hut G6PD truéc khi quyét dinh dung
primaquin dé du phong tai phat do P. vivax/P. ovale (véi
dot diéu tri 14 ngay, liéu 0,25- 0,5 mg/kg/ngay). Chéng chi
dinh dung primaquin khi thiéu hut & mtc d6 ning. Néu
thiéu hut & mac do nhe dén trung binh ¢4 thé can nhéc dung
primaquin véi lidu 0,75 mg/kg, mdi tuan 1 14n trong 8 tuin
dudi sy theo ddi, giam sat chit ctia can bd y té. Khi khong
biét duoc tinh trang G6PD va test khong c6 sin, quyét dinh
ké don primaquin phai dya trén danh gia loi ich/ nguy co
cua viéc dung primaquin.

Khong dung primaquin ¢ phu nitr mang thai, tré em
dudi 3 tudi, ngudi bi bénh gan.

6.4. Sir dung thudc diéu tri sét rét & nguoi suy gan, suy
than

Khong can diéu chinh lidu & nguoi suy gan, suy than
khi dung cac dan xuat artemisinin. Quinin c¢é thé tich lity
khi suy gan, suy than ning. Néu ngudi bénh bi suy than
cap hoic suy giam chirc ning gan, giam 1/3 liéu dung
quinin sau 48 gio. Khong can diéu chinh liéu trén nguoi
bénh tién hanh thAm tach mau hodc loc mau.

Khong dung primaquin & nguoi bi bénh gan.



PHAN 4

XU TRi TAC DUNG KHONG MONG MUON
KHI SU DUNG THUOC SOT RET

1. PHAN UNG CO HAI CUA THUOC PIEU TRI
SOT RET

Tac dung khong mong mudn cta thude, hay con goi 1a
phan tmg c6 hai ciia thude (viét tit 1a ADR - Adverse Drug
Reactions) ¢ thé gip khi str dung bét ky thude nao, ngay
& lidu diéu tri. Nguy co gy ADR dao dong tuy thudc co dia
nguoi bénh, bénh mic kém va thude st dung. Trong diéu
tri, ADR c¢6 thé gap ¢ muc nhe dén rat nghiém trong, co
khi gay cho ngudi bénh nhitng bénh mdi, thdm chi tir vong.

Véi didu tri sot rét, ADR 1a mot nguyén nhan quan
trong dan dén ngimg thude, gay kho khin cho qué trinh
diéu tri thanh cong. ADR gip nhiéu hon va nghiém trong
hon khi phdi hop thudc, trong khi hién nay cac phac do
diéu tri s6t rét hau hét 1a & dang thude phdi hop. Sau day la
mot sb triéu chiing ADR cua cac thudc diéu tri sbt rét
thuong gap:
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Bing 1. Biéu hién ADR ciia cic thudc diéu tri sot rét

Tén thudc Biéu hién ADR

Thudc don thanh phin

Tiéu ho4: budn ndn, non, ia chdy, dau bung,
chan an.

Th?m kinh: dau dau, chéng mat, u tai, 16i loan
giac ngu, mét mai.

Gan: téng transaminase.

Mau: r01 loan tao mau, giam bach ciu va mat
Artemisinjn bach ciu hat.

va dan chat | Da va niém mac: ban da hoac niém mac.

Tim mach: kéo dai khoang QT trén di¢n tam dd
(ECQG)

Phan mg qua man typ 1 la phan ung c6 hai
nghiém trong co thé gap tuy rat hlem (ty l¢

1/3000) biéu hién c6 thé 1a mé day, st, phan
ung phan vé.

Mit: rbi loan thi giac, bénh vong mac (hay gap
khi dung liéu cao kéo dai) twong tu cloroquin.

e Qan.tang transamlnas.e (1? gavp hon ClorquITl).

Tim: nguy co loan nhip (it gap hon cloroquin).
Than kinh: r6i loan van dong, rdi loan thing
bang.

Céc ADR chung vé tiéu hoa, than kinh, viém

gan, di ung da... trong tu cac thude st rét khac.
Atovaquon
Mau: rdi loan tao mau; ty 1€ tang ¢ bénh nhan

suy than.
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Tén thudc

Biéu hién ADR

Thudc don thanh phén

Cloroquin

Tiéu hoa: rdi loan tiéu hoa (budn ndn, non,
dau bung).

Mit: nhin mo, bénh giac mac va vong mac.
Gan: tang transaminase, viém gan.

Toéc: rung toc, bién d6i sic td cua toc.

The:”m kinh: dau dau, co giat (nguy co tang khi
phoi hgp véi mefloquin).

Tam than: loan than, lo au, thay ddi nhéan
cach.

Tim mach: loan nhip tim (tang khi phdi hop
v&i halofantrin hodc cac thudc kéo dai khoang

QT).

Lumefatrin

Cac ADR V,é tiéu hod, than kinh tuong ty véi
cac thudc sot rét khac.

Xuong-khop: dau co, dau khop.

Mefloquin

Tiéu hoa: budn ndn, ndn, ia chay, dau bung,
chan an.

Than kinh: dau dau, choang vang, r6i loan van
dong, co giat, u tai, roi loan tién dinh.

Tam than: mét ngu, ac mong, khuynh hudng
tu van.

Doc tinh tl}?m kinh-tam thﬁp 12 nguyén nhan
ngung thudc gap nhiéu nhat khi dung thuodc
nay.

Tim mach: r6i loan nhip tim.

Gan: rdi loan chirc ning gan.

Mau: giam bach cAu, tiéu cau.

Da-niém mac: ban da, ngtra, cé ‘ghé gap hoi
chung Stevens-Johnson nhung hiém.

Phan ng qua man typ 1 (Hiém).
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Tén thudc

Biéu hién ADR

Thudc don thanh phén

Piperaquin

Céac ADR vé ti€u hoa, than kinh, mau, twong
tir v6i cac thude sot rét khac.

Primaquin

Tiéu hoa: kich img tiéu hoa manh, nén, budn non.
Mau: thiéu mau tan mau (hay gip & ngudi
thiéu enzym G6PD).

Hiém gip: methemoglobin, giam bach cau
trung tinh.

Proguanil

Tiéu hoa: rdi loan tiéu hod, viém loét migng,
ia chay.

Mau: rdi loan tao mau; ty I¢ ting & bénh nhan
suy than.

Da-niém mac: ban da, may day, phu mach.

Quinin

Ho1 chimg quinin (u tai, glam thinh lyc tam
thoi, nhire dau, budn ndn, mo mat, viém than
kinh mgt, 161 loan mau sic, kich thich, mé
sang, sot).

Mau: thleu mau tan mau, giam tiéu cau mat
bach ciu hat.

Tim mach: r6i loan din truyén, kéo dai
khoang QT.

Chuyén hoa: ha duong huyét (hay gip sau khi
tiém tinh mach).

Than: suy than.

Clindamycin

Tiéu hoa: ia chay (2-20%). Viém dai trang gia
mac c6 thé dan dén tir vong (hlem)

Da-niém mac: phan tng man cam voi biéu
hién ban da, may day gip khoang 10%, hoi
chung Stevens-Jonhson (SJS).

Phan tmg phan vé (hiém).

ADR vé mau va gan tuong tu cac thube sdt
rét khac

185
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Tén thudc

Biéu hién ADR

Thudc don thanh

phén

Tiéu hoda: ia chay, buon nén, nén, chén an,
loét miéng, viém loét thuc quan, viém tuy.
Xuong-rang: bién mau rang ¢ tré em, roi
loan tao xuong.

Doxyeyclin Da-niém mac: man cam voi anh sang.
Mat: roi loan thi giac.
Gan: tang transaminase, viém gan.
Mau: roi loan tao mau.

Thuoc phoi hgp

Sulfadoxin +
pyrimethamin
(Phéi hop cb
dinh liéu)

Tiéu hoa: ia chay, budn nén, noén, chan an,
viém miéng.

Than lginh: mét moi, dau dau, sdt, viém da
day than kinh.

Gan: viém gan (hiém).

Mau: giam bach cﬁg, tié}l cau, thiéu mau
nguyén hong cau khong 16 (megaloblastic),
ban xuat huyeét.

Da-niém mac: ban da, ngua; Hiém gap: Hoi
chimg Stevens-Johnson (SJS) va hoai tur
biéu bi nhiém doc (TEN).

Phan ng qué man typ 1 (hiém).

Artesunat +
amiodiaquin

Tiéu hoa: ia chay, budn nén, ndn, chan an.
Thﬁn kinh: mét moi, choang vang; bénh
than kinh-co.

Mit: r6i loan thi giac (khi dung licu cao).
Mau: giam bach cAu, mat bach cau hat.
Gan: viém gan.

Da-ni€ém mac: ban da, ngira, r6i loan sic
to da.
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Tén thudce Biéu hién ADR
Thudc phdi hop
Tiéu hoa: ia chay, budn non, non, chan
Artesunat + an.
mefloquin Cac triéu chung khac tuong tu
mefloquin.

Tiéu hod: dau bung, chan an, ia chay,
budn nén, non.

Than kinh: dau dau, choang vang, mat
ngu.

Xuong-khop: dau xuong khop.

Tim mach: danh tréng nguec.
Da-niém mac: ban da, ngtra.

Arthemeter +
lumefantrin

Thén kinh: dau ddu, mat ngu; liéu cao
gy co giat.

Da-niém mac: ban da, may day, phl‘l
Atovaquon + mach, hoi chimg Stevens-Jonhson va
proguanil hoai tir biéu bi nhiém doc (TEN).
Mau: ro; loan tao mau, tan mau, daira
huyét cau to (ty I¢ tang ¢ bénh nhan
suy than).

) o Tiéu hoa: budn ndn, ndn.
Dihydroartemisinin +

piperaquin Than kinh: dau du, chong mat.

Mau: giam bach cau.

Tiéu hoa: dau bung, chan an, budn
nén, ndn, ia chay (cé thé gap viém dai
trang gia mac do clindamycin).

Da-niém mac: ban da, ngtra; hiém gép
Quinin + clindamycin | H01 chimng Stevens-Johnson (SJS) va
hoai tir biéu bi nhiém doc (TEN).

Gan: vang da, tdng transaminase.
Mau: giam bach cAu, tiéu cau.
Phan tmg qua man typ 1 (Hiém).
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Tir bang trén cho thay, biéu hién ADR rat da dang. Céc
ADR phd bién gip ¢ hau hét cac thude sdt rét 1a: i loan tiéu
hoa (bu@)n nodn, ndn, ia chay, dau bung, chan an), dau dau,
choang vang, ting transaminase; roi loan tao mau, ban da,
ngtra. Mot s6 ADR twong di dic trung véi mot s6 thude nhur:
Cloroquin v6i bénh vong mac, mefloquin véi roi loan than
kinh-tAm than tram trong, quinin v&i “Hoi ching quinin”; cc
khang sinh nhu clindamycin c6 thé gy viém dai trang gia
mac dan dén tir vong; primaquin véi thiéu méu tan mau (hay
gip ¢ bénh nhan thiéu enzym G6PD). Phan ting qua man typ
1 tuy hiém nhung c6 thé dan dén tir vong néu khong xir tri kip
thoi. Cac phac d6 thude phdi hop co ty 16 gip ADR nhiéu hon
va nghiém trong hon so véi khi dung don doc.

T cac md ta trén co thé nhan théy rat nhiéu triéu
ching gidng nhau giita bénh st rét va ADR do thube diéu
trj s6t rét. Chinh vi vay phan xtr tri ADR s& duoc trinh bay
theo triéu chirng ma khong theo timg thude.

2. XU TRi MQT SO TAC DUNG
KHONG MONG MUON KHI SU DUNG
THUOC SOT RET

Ty 1¢ gdp ADR ciia thude sét rét lién quan nhiéu dén co
dia va tinh trang bénh 1y ctia ngudi bénh. Nhiéu triéu chung
cia ADR tuong tu va rat kho tach biét véi tridu ching
bénh, do d6 ngay ca khi khong chic 1a ADR hay 1a triéu
ching bénh sét rét thi van phai xur tri va xur tri gidng nhau
v6i cung triéu ching. Vi vy c6 thé st dung cac thong tin
“Piéu tri hd tr¢” trong cac hudng dan chan doan, diéu tri
va du phong bénh st rét cia WHO hodc cia Bo Y té da
ban hanh dé xt tri. Cac ADR khéc xt tri theo cac nguyén
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tac “Xir tri ADR” khi dung thudc. Sau day 1a hudng xir tri
v6i mot s6 ADR thudng gap.

2.1. Réi loan tiéu hoa

Pau bung: do ving dau lién quan dén nhiéu co quan
lan can (da day, rudt non, dai trang, than...) nén néu gap
can xem xét than trong mbi lién quan giita thude va triéu
chtng dé xac dinh c6 phai 1a ADR hay triéu chimg bénh
nham co xtr tri pht hop.

Chan dn: ¢ thé gip kha pho bién ¢ bénh nhan diéu tri
sot rét. Thuong khi bénh tién trién tot 1én thi bénh nhan
cling s& c6 cam giac thém an trd lai. Tuy nhién, néu chan
an kéo dai s& anh huong dén viéc cung cép dinh dudng can
cho phuc hdi ste khoé. Do d6 nén tao diéu kién dé bénh
nhan c6 thé an dugc nhu: thay doi ché d6 an phu hop voi
khau vi bénh nhan, cho an thirc an long, chia lam nhiéu bira
an trong ngay... va khong dé bénh nhan bo bira. Can ting
cuong khau phan an giau calo va dam nhu sita, chéo thit...
Nén dung thém vitamin va vién acid amin khi c6 diéu kién.

Buon nén, nén: ¢6 thé chia nho liéu thude. Viéc thay doi
cach udng thude: cho udng thude cung bita dn hodc udng véi
nudc lanh, sira, chao, thay d6i ché d6 an... cling rat c6 hiéu qua.
Néu bi non sau khi uéng chua dugc 30 phut, uéng lai liéu khac
b6 sung. Néu non nhiéu, cé thé sir dung thude chéng non
(khéng histamin H1 nhu promethazin, alimemazin...). Cac
thude nay con c6 tac dung an than va chéng ban da, san ngira.

Viem dai trang gia mac: thuong gap khi dung khang
sinh trong liéu phap ACT khi ¢é cac khang sinh phdi hop
1a clindamyecin, clarithromycin, doxycyclin. Can than trong
khi gap ADR nay vi c6 thé dan dén tr vong. Phai nging
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ngay khang sinh. Khong dugc dung atropin, opioid dé cam
ia chay vi lam bénh nang thém. Thudc ¢ thé dung cho
nguoi 16n 1a metronidazol (500 mg x 3 lan/ngay) hodc
vancomycin duong udng (1 g x 4 lan/ngay). Dot diéu tri
10 ngay.

2.2. Mt nwéc

St cao, ia chay hodc non nhiéu déu gay mat nudc. Cac
tridu chimg nay gip ca do thudc va do bénh. Thong thuong
ADR nay ch1 thoang qua, it khi gy mat nu6c trim trong.
Tuy nhién néu két hop voi nén do bénh thi co thé din dén
roi loan dién giai, dac bi¢t nguy hiém & tré nho. Vi vay can
theo ddi sat dé xir tri kip thoi.

Bu dich c6 thé xtr tri nhu quy trinh xir tri bénh nhan ia
chay voi cac dich san c6 tai chd. Loai dich duong uéng tdt
nhét 1a Oresol, duong tiém la Ringer lactat. Co 3 ché do bu
dich 1a A, B va C di tir nhe dén nang nhu sau:

Ché dp A: trwong hop mit nwéc khong nghiém trong
(giam dwéi 5% thé trong):
Bu bang dung dich dién giai dudong udng Oresol. C6

thé xur tri tai nha. Luong dich can bu nhu sau:

Bang 2. Bu dich theo ché d6 A

Bu Oresol cho truong hop mat nudc khong nghiém trong
(giam dudi 5% thé trong)

Tudi Lwgng Oresol Lu’o’ng Oresol bu
uoi .

co ban sau mdi lan ia chay
<2 tudi > 500 ml 50 - 100 ml
2 - 10 tudi > 1000 ml 100 - 200 ml
> 10 tudi >2000 ml 100 - 200 ml
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Luu y: mat dich dac biét nguy hiém néu xay ra ¢ tré bu
me. Truong hop nay, nén tiép tuc cho bi. Néu kém theo non
nhiéu, khat, bo bu va bo an trong khoang 2 ngay, phai lap
tirc chuyén tré dén co so y té dé co bién phap xr tri phi hop.

Ché dj B: trwong hop mit nwéc viva (giam 5 - 10% thé
trong):

Mét nude vira nén diéu trj tai Tram y té. Dung dich dién
giai duong udng Oresol nén str dung trong 4 gir dau. Luong
can bu ¢6 thé tinh theo can nang hoac theo tudi nhu sau:

Bang 3. Bu dich theo ché do B
B Oresol cho truong hop mat nude vira (giam 5-10% thé trong)

Theo can
- 6 kg - 10 kg - 12 kg -
nangeo | <6kg |\ _youg | <12kg | 19kg
the
Theo tudi
(Chidung {p, i, (4thing | 12thing 1) 6 ggy
khi khong thén den dén <5 i
biét can £ <12 thang | <2 tudi 4
ndng)
Luong 1500400 [400-700 |700-900 |900 - 1400
Oresol can
bi ml ml ml ml

Chu y: * Luong Oresol theo cin ning co thé ¢ thé sir dung
theo khodng can nang trong bang hodc tinh theo cong thirc sau
voi can nang cu thé ¢ bénh nhan:
Luong Oresol (ml) = Thé trong (kg) x 75.

Néu tré bi nén, chd 10 phit va bat dau lai. Néu tré chua
cai sita, tiép tuc cho bu me.

Theo doi trang thai ldm sang ctia mat nudc va dau hi¢u
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qua tai nudc khi bo sung. Néu thay phu mi mat: Nging
uéng Oresol va tiép tuc cho bu me hoac uéng nudc (néu
khong bi1) — Danh gia lai sau 4 gio — Néu trang thai 1am
sang cai thién, bu theo ché do A — Néu van & trang thai
méat nudce vira, bu theo ché 36 B — Néu tinh trang mét
nude tdi té hon, chuyén sang ché d6 C.

Ché dj C: truomg hop mit nude ning (gidm > 10% thé trong):

Bu nudc theo ché d6 C duogc thuc hién bang duong tinh
mach (IV) tai cac co s&'y té c6 kha ning truyén dich. Dung
Ringer lactat véi liéu 100 ml/kg. Néu khong c6 Ringer
lactat c6 thé ding NaCl 0,9%. Lugng dich truyén theo bang
“Ché d6 C” nhu sau:

Bang 4. Bu dich theo ché d§ C
Bu dich cho truong hop mat nudc ning (giam >10% thé
trong): truyen Ringer lactat hoac NaCl 0,9%

. Khéi diu Tiép theo
Tuoi 30ml/kg 70ml/kg
trong thoi gian: | trong thoi gian:
Dudi 12 thang 1 gio* 5 gio
Tir 12 thang dén 5 tudi |30 phut* 2 gid 30 phut

Luu y: * Truyén lip lai néu mach van yéu hoic khong bat
duoc.
Danh gia lai sau tung khoang thoi gian 1 - 2 gio —
Néu trang thai mat nu6e khong cai thién, truyén nhanh hon
quy dinh trong bang Ché do C.

Chuyén 1én tuyén trén néu tinh trang khong cai thién
hodc x4u di.
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Néu trong qué trinh truyén dich ma tré van uéng duoc,
cho tré udng thém Oresol ngay trong khi truyén. Luong
Oresol duogc tinh theo bang sau:

Bang 5. Lugng Oresol dwgc dwa dong thoi trong thoi
gian truyén dich

Tubi Lugng khoi diu sallil:nqgig lgl)l? gl ill:léy
Duéi 2 tudi > 500 ml 50 - 100 ml
Tir2 dén 10 tuéi  |> 1000 ml 100 - 200 ml
Trén 10 tudi >2000 ml 100 - 200 ml

2.3. Cac triéu chirng trén than kinh trung wong

Chodng vang

Triéu ching nay c6 thé thoang qua rdi tw khoi. Khi gip
triéu chtng, nén ngdi xudng hoic nam yén. Udng nhiéu
nudce, nht 1a nudc trai cay. Khong udng cafe, rugu, khong
hat thude. Néu triéu ching tiép dién kéo dai, c6 thé tam
ngimg thude sot rét. Néu van khong cai thién, chuyén dén
co s&'y té dé xir tri.

Dau dau, sot

Sot nhe ¢6 thé gap khi dung céc dan chét artemisinin,
quinin. Pau dau thuong két hop véi chong mit va thuong
tir hét ma khong phai ding thudc. Néu dau nhiéu gay mét
moi, ¢6 thé dung cac thude giam dau thong thuong.

Paracetamol, uong.

Nguoi 16n: 0,5 - 1 g/lan, cach 4 - 6 gid mot 1an hodc khi
can. Téi da 4 g/24 gio.
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Tré em:

Tré so sinh: 10 mg/kg cach 6 - 8 gid mot 1an hoic khi
can. Tdi da 4 liéu trong 24 gid. Néu tré bi vang da, liéu
5 mg/kg/lan.

Tré dudi 1 ndm va tré 16n: 15 mg/kg, cach 4 - 6 mot lan
hodc khi can. Téi da 4 liéu trong 24 gio.

Thuéc khdc thay thé
Diclofenac, uéng. Liéu nguoi 16n: 25 - 50 mg cach
8 gid mot lan.
Ibuprofen, uéng. Liéu ngudi 16n: 200 - 400 mg cach
12 gio mot lan.
Céc thudc nay dong thoi co ca tac dung ha sbt va giam
dau v6i liéu nhu trén.

2.4. Con ha dwong huyét

Néu bénh nhén c6 ddu hiéu ha duong huyét véi tridu
chung choang vang, va mo hoi lanh, mét, dau dau... nén
kiém tra duong huyét ngay. Can nhanh chéng dua duong
huyét vé murc binh thuong dé tranh ton thuong nio. Duy tri
muirc duong huyét & murc sinh 1y cho dén khi bénh nhan an
duogc binh thuong. Xur tri tuy theo mirc d nghiém trong.

Ha dwong huyét mirc nhe

C6 thé cho udng nudc ngot (nudc dudng, nudc trai cay,
nudc pha mat ong, sira...) véi bénh nhan con tinh tdo. Sau
d6 nén cho bénh nhan an ngay khi c6 thé.
Hg dwong huyét mirc trung binh

Xt tri nhu trén, ldp lai sau 10 phat. Néu khong cai



CAM NANG HUONG DAN SUDUNG THUOC BIEU TRISOTRET | 195

thién, xur tri nhu v6i ha duong huyét tram trong.

Hg dwong huyét mirc tram trong

Khi ha duong huyét tram trong, bénh nhan c6 thé bi
16 13n hodc hon mé. Néu duong huyét dudi 2,2 mmol/l,
tiém tinh mach cham 30 - 50 ml glucose uu truong 20%
(tré em 1 - 2 ml/kg), sau d6 truyén duy tri glucose 10%
lién tuc 24 gio. Luu y bénh nhan c6 vang da, suy gan
cip (mdi giv 5 - 6 gam glucose) dé tranh ha dudng
huyét tai phat, nguoc lai néu bénh nhan c6 ting dudng
huyét trén 10 mmol/1 thi truyén insulin tinh mach lién
tuc lidu thap (1 - 2 don vi/gio), duy tri duong huyét
khoang 8 - 10 mmol/I.

Can duy tri cho bénh nhan in qua sond da day lién tuc
hodc nhiéu bira dé tranh ha duong huyét tai phat.

2.5. Thiéu mau

Thiéu mau c6 thé kém theo cac triéu chimg nhu mét
moi, chong mit, choang vang khi thay ddi tu thé... Thiéu
mau c6 thé do bénh hodc do thude. Mot s thude chéng sOt
rét nhu quinin, mefloquin, primaquin, sulfadoxin,
pyrimethamin c6 thé gay thiéu mau réi loan tao méu, tan
mau, dai ra huyét cau t6. Néu thiéu mau do thudc, can
ngimg ngay thudc.

X trf trude hét bang tang dinh dudng trong khau phan
an: Tang luong dam va rau qua tuoi.

Thudc co6 thé dung néu thiéu méau do thiéu sat 1a
cac mudi sat, uvu tién duong udng. Licu lugng sir dung
nhu trong diéu tri thiéu mau do thiéu st va duoc tinh
theo sit nguyén té (xem bang 6).
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Bang 6. Cac dang mudi sit dwong udng

Mudi s Ham lwong mudi sit Tinh ra sat

uoi sat N P
(mg/vién) nguyén to (mg)

Sat sulfat khan | 200 65

Sét sulfat 300 60

Sat fumarat 200 65

Sit gluconat | 300 35

Sit feredetat 190 27,5

Liéu cho ngudi 16n va tré em trén 12 tudi: 1 vién
x 2 - 3 lan/ngay.

Liéu cho tré em duéi 12 tudi: mdi ngay 3 - 6 mg/kg,
chia 2 - 3 lan.

Didu tri bu sat can kéo dai 3 thang sau khi mirc
hemoglobin da trd lai binh thudng dé phuc hoi lai du trir sat
cho co thé. Sit dung cho tré¢ em nén chon loai siro dé dé
udng va d& phén liéu chinh x4c. Cha y suc miéng k¥ sau khi
udng cac ché pham sit dé tranh nhuém mau ring.

C6 thé bo sung thém vitamin, dac biét 1a acid folic va
cac vitamin nhom B va C dé tang cuong hi¢u qua. Néu
thiéu mau tram trong, co6 thé truyén mau.

2.6. Pii ra huyét ciu to

Céc thudc chong sét rét nhu primaquin, quinin c6 thé
gdy d4i ra huyét cau td do tan mau, gay giam sb luong hdng
cau rat nhanh. ADR nay d& gip ¢ bénh nhén thiéu enzym
G6PD. Can luu ¥ néu tan mau do thudc thi can ngimg ngay
thudc nghi ngd, sau d6 xir tri nhu sau:

Truyén dich: natri clorid 0,9% hodc Ringer lactat, bao
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dam duy tri lugng nudc tiéu > 2500 ml/24 gid véi nguoi
16n va 10 - 12 ml/kg/24 gio véi tré em.

Truyén khdi hdong cau khi hematocrit < 25% hodc
hemoglobin < 7 g/dI.

Néu nguoi bénh bi suy than thi xur tri nhu suy than do
sOt rét 4c tinh.

C6 thé han ché ADR nay bang cach thay doi ché do
lidu dung: thay vi ding primaquin 15 mg hang ngay trong
14 - 21 ngay, chuyén sang ché d6 45 mg/tudn mot lan (tré
em dung 0,8 mg dang base/kg), dung trong 8 tuan. Ton
trong chng chi dinh: khong dung cac thudc trén cho bénh
nhan thiéu G6PD va phu nit ¢6 thai. Xem thém chuyén luan
“Primaquin” va Phan 3 “Str dung thudc sdt rét & mot sé doi
tuong dac biét”.

2.7. Phin #ng qua man typ 1

C6 thé gip phan Gmg da nhu ban do, ngira, pht Quinck.
Ning c6 thé 1a sdc phan vé. Pay 1a nhitng ADR hiém gip
nhung can nhén biét sém vi thudng bao trude nhiing phan
g nghiém trong, thim chi gay tir vong do thude.

Voi ban do va ngira

C6 thé tu hét khi ngimg thudc. Khang histamin H1
khong 1am hét ban nhung c6 tac dung chdng ngira. Thudc
dung: clopheniramin, uéng. Nguoi 16n: 4 mg cach 8 gid
mot 1an; tré em 6-12 tudi: 2 mg cach 8 gid mot 1an; tré em
2-5 tudi: 1 mg cach 8 gio mot lan. C6 thé sir dung mot
khang histamin H1 khéc c6 tai y té co so.

Ciing c6 thé dung cac thudc boi tai chd chong ngira
nhu cac loai dau xoa.
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Can luu v néu ban xuit hién nhiéu, dic biét & cac niém
mac (miéng, mit, bo phan sinh duc...) vi co thé 1a dau hiéu
ctia hoi chiing Stevens - Jonhson (SJS) hoic hoai tir biéu bi
nhiém doc (TEN). Py 1a nhitng trudng hop ADR ning va
xtr tri nhu khi gip loai ADR nay: néu tinh trang ning, phai
truyén dich, vé sinh da dé tranh boi nhiém. Can chuyén
bénh nhan dén cac chuyén khoa tuong ting dé xtr tri.

Soc phdn vé

Xir tri nhu v6i sdc phan vé theo quy trinh ciia B Y té.

2.8. Loan trwong lwe co va/hoic roi loan van dong

Thudc c6 thé gdy ADR nay la amodiaquin. Loan
truong luc co co thé kém hodc khong kém rdi loan van
dong, gay dau va anh huong dén hoat dong cia bénh nhan.
Phai nging thudc ngay va chuyén dén bénh vién dé xr tri.

2.9. Ton thwong gan, thin

Phai theo ddi cac xét nghiém chirc ning gan, than dé
phat hién sém ADR.

Ngung thudc som 13 cach bao dam tot nhat dé chira
khoi hoan toan khong dé lai di chimg va thuong 1a bién
phap duy nhat can thiét.

2.10. Bénh vong mac

Mot sb thudc diéu tri sbét rét nhu cloroquin,
amodiaquin, quinin c6 thé gdy t6n thuong véng mac, thay
ddi thi luc; dic biét khi dung kéo dai & ngudi co tién sir
bénh vdng mac. Do d6 can kham mat trude khi dung dai
ngdy va theo ddi trong sudt qua trinh diéu tri. Than trong
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khi ding cho tré em dudi 12 tudi. Ton trong chdng chi dinh
khi diéu tri.

2.11. Céc bién ¢6 tim-mach

Ngtng tim, thay doi dién tim (kéo dai khoang QT), suy
tim, loan nhip... 1 cac bién cd c6 thé giap. Vi nhitng triéu
ching nay, can thudng xuyén theo doi qua tham kham lam
sang, do dién tim... va xin ¥ kién bac si chuyén khoa tim
mach. Néu tram trong, phai ngirng thude.

KET LUAN

Xt tri ADR cuia thude diéu tri s6t rét ciing tuong tu nhu
xur tri cac ADR khi ding thube noi chung. Cach xr tri can
tuén theo cac hudng dan cia timg qudc gia, phtt hop voi diéu
kién cua y té co s6. Bién phap dau tién can lam 1a giam liéu
hodc ngimg tam thoi thude nghi ngd dé theo doi. Tiép theo
1a xtr trf triéu chimg. Néu triéu chimg van khong thuyén giam
ma con trd nén tram trong, phai ngimg han thude.

Dé giam ty 16 ADR va mirc do trAm trong, can thong
bao cho bénh nhan biét nhitng triéu ching c6 thé gap phai
khi dung thube dé ho chi dong theo ddi va khai bao véi
can bo y té.

Bio cio ADR khi gip va danh gia dugc méi lién quan
gifta thudc nghi ngo va triéu chimg 1a nhiém vu quan trong
clia cac can bo y té. Cac can bo y té sau khi xur tri, phai
dién vao cac miu bao cdo dé gui vé Trung tam Qudc gia va
khu vuc vé thong tin thude va phan tng c6 hai nham rat
kinh nghiém, néu can s& c6 bién phap can thiép kip thoi.

Viée xr tri t6t cac ADR s& gbp phan quan trong dé bao
dam dugc tinh hi¢u qua va do an toan trong diéu tri sdt rét.



PHU LUC

BANG TiNH LIEU LUONG CAC THUGC

SOT RET

(Theo Hudng dén chan dodn diéu tri va due phong sot rét,
Quyét dinh s6 3232/0D-BYT ngay 31/8/2013 ciia BS Y té)

Bang 1. Bang tinh li¢u quinin sulfat vién 250 mg theo

tudi va can ning

Liéu tinh theo cdn ngng: 30 mg/kg/24 gio, chia déu 3 1an mdi

ngay, trong 7 ngay.

Liéu tinh theo nhém tuéi (néu khéng cé can):

Nhom tudi

S6 vién/ ngay x s6 ngay | Ghi chi

Duéi 1 tudi 1 vién/ngay x 7 ngay
1 dén dudi 5 tuéi | 1,5 vien/ngay x 7 ngay ‘

- - Chia déu
5 dén dudi 12 tuéi |3 vién/ngay x 7 ngay 3 lan

. . moi ngay

12 dén dudi 15 tudi |5 vién/ngay x 7 ngay
Tir 15 tudi tro 1én | 6 vién/ngay x 7 ngdy

Bang 2. Bang tinh liéu clindamycin theo tudi va

can nang

Clindamycin vién c¢6 2 loai ham luong (150 mg va 300 mg).
Liéu tinh theo can ndng: 15 mg/kg/24 gid chia 2 1an x 7 ngay.
Liéu tinh theo nhém tuéi (néu khong c6 cin):
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Nhém tudi

S0 vién/ngay x s0 ngay

Vién ham lwong

Vién ham lugng

150 mg 300 mg
Dudi 3 tudi 1 Vle‘n/ngay X 1/2 V‘1en/ngay X
7 ngay 7 ngay
r 2 1 16 3 16 3
3 dén dudi 8 tudi 1/2V1‘en/ngay X 3/4 Ylen/ngay X
7 ngay 7 ngay

8 dén dudi 12 tudi

2 vién/ngay x
7 ngay

1 vién/ngay x
7 ngay

4 5 18 b 1 A \
12 dén duéi 15 wbi |2 Viewngdyx | lavien/ngay x
7 ngay 7 ngay
R T T et RO P
7 ngay 7 ngay

Bang 3. Bang tinh liéu cloroquin phosphat vién
250 mg (150 mg base) theo tudi va cin ning
Liéu tinh theo cdn ndng: tong lidu 25 mg base/kg, chia 3 ngay

diéu tri:

Ngay 1 va ngay 2: mdi ngay10 mg base/ kg.
Ngay 3: 5 mg base/kg.
Liéu tinh theo nhém tuéi (néu khong c6 can):

Swimudi | NES RS
Duéi 1 tudi 172 12 1/4
1 dén dudi 5 tudi 1 1 12
5 dén dudi 12 tudi |2 2 1
12 dén dudi 15 tudi |3 3 1%
T 15 tudi tro 1én |4 4 2
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Bang 4. Bang tinh li¢u artesunat tiém, lo 60 mg
theo tudi va cin ning
Pha dung dich tiém: artesunat lop 60 mg, pha trong
1 ml dung dich natri bicarbonat 5%, lic k¥ cho bot artesunat
tan hoan toan. Sau d6 dung dich nay dugc pha loang vdi

khoang 5 ml dung dich natri clorid 0,9% hodc glucose 5%, vira
du 6 ml dé tiém tinh mach.

Truong hop khong tiém duoc tinh mach artesunat thi c6 thé’tiém
bap: Pha bot thude trong 1o v6i 1 ml natri bicarbonat 5%, lac ky
cho bot artesunat tan hoan toan, roi ti€ém bap phia trude dui.
Liéu tinh theo cdn ndng:

Ngay dau: gio dau 2,4 mg/kg, tiém nhic lai lidu nay vao gio
thar 12.

Sau do mdi ngay tiém mot lidu 2,4 rng/kg (tdi da trong 7 ngay)
cho dén khi nguoi bénh tinh, c6 thé udng duge, chuyén sang
ubng d1hydroartern1s1n1n + piperaquin phosphat trong 3 ngay.

Liéu tinh theo nhém tuéi (néu khéng cé can ndng):

Liéu ngay thir nhat

Liéu nhirng
X ngay sau
Nhom tudi Llell gio’ thirLieu gio' thi| (dung dich
nhat (dung 12 (dung sau khi pha
dich sau khi | dich sau khi thuoc)
pha thuoc) | pha thuoc)

Duéi 1 tudi 2 ml 2 ml 2 ml
1 dén dudi 5 tuéi |4 ml 4 ml 4 ml
5 dén dudi 12 tudi |8 ml 8 ml 8 ml
12 dén dudi 15 tudi | 10 ml 10 ml 10 ml

Tu 15 tudi trg1én |12 ml 12 ml 12 ml
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Bang 5. Bang tinh li¢u quinin dihydroclorid,
ong 500 mg theo cin ning
Pha 6ng 500 mg trong 500 ml dung dich natri clorid 0,9% hodc
glucose 5%, truyén toc do 40 giot/ phut.

. Liéu 8 Liéu 8 .
Liéu 8 | gio tiép | gio' tiép | Lieu mdi ngay
Thoi gian | gio dau | theo theo | tir ngay 2 dén
(0-8 gio)| (9-16 | (17-24 ngay 7

gio) gio)
30 mg/kg, chia
3 lan, cach nhau
Quinin 20 10 10 8 gio. Khi uong

dugc chuyén
sang uong
quinin sulfat
theo huéng dan.

dihydroclorid |mg/kg |mg/kg |mg/kg

Chu y: Truong hop nguoi bénh suy thén g?m tinh toan t’(”v)ng
luwong dich truyén thich hop, néu can chuyén sang tiém bap.

Bang 6. Bang tinh li¢u vién thudc phdi hop
dihydroartemisinin + piperaquin
Mbi vién c6 ham luong dihydroartemisinin 40 mg va
piperaquin phosphat 320 mg.
(Biét duoc: Arterakine, CV Artecan).

) nC;:In Ngay 1 Ngay 2 | Ngay 3
Nhém tudi | % g : (Sau 24 | (Sau 48
UONg | Giv dau [Sau 8 gio|  giy) | gio)
uwng

Dudi 3 tudi |<15kg |%vién |%vién | vién |Y% vién
3 dén dudi 8|15 dén <

lvien |1vién |1vién |1 vién

tudi 25 kg

8dendu01 25 dén N P P
15 tudi 40 kg 1 %vién|1 % vién| 1 Y% vién| 1 % vién
T 15 tudi

o >40kg |2vien |2vién |2vién |2 vién
tro 1én
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Bang 7. Bang tinh liéu primaquin vién 13,2 mg
(7,5 mg primaquin base) theo tudi va cin ning
Liéu tinh theo cdn ndng:
Di,éu tri giao bao P. falciparum/P. malariae/P. knowlesi:
Uong li€u duy nhat 0,5 mg base/kg vao ngay cudi cung cua
dot dieu tri.
Diéu tri P.vivax/P. ovale: péng lidu 0,25 mg base/kg/ngay x 14
ngay, dicu tri vao ngay dau tién cung cloroquin.
Liéu tinh theo nhém tudi (néu khong c6 cin):

P. falciparum/ .
Nhom tuoi | P. knowlesi/ P. malariae P,Y wwf/R 0va‘le
PR\ di€u tri 14 ngay
di€u tri 1 lan
3 dén dudi 2 N 1/2 vién/ngay x
5 tubi 1 vién, uong 1 lan Vg
5 dén dudi . N 1 vién/ngay x
12 tudi 2 vién, udng 1 lan Vs
12 dén dudi . 3 1% vién/ngay x
15 tudi 3 vién, uong 1 lan gy
Tir 15 tudi B A 2 vién/ngay x
tr65 1en 4 vién, uong 1 lan e
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Bang 8. Bang tinh li¢u quinin hydroclorid,
6ng 500 mg theo tudi va cin ning
L‘ié‘u tinh theo cdn nang: ti€m bap 30 mg/kg/ngay, chia lam 3
lan. Moi dot diéu tri 7 ngay.
Liéu tinh theo nhém tuéi (néu khéng cé cin ndng):

Nhém tudi S6 6ng x s6 1an/ngay
Duéi 1 tudi 1/10 éng x 3 lan/ngay
1 dén dudi 5 tudi 1/6 - 1/3 bng x 3 lan/ngay
5 dén dudi 12 tudi 1/2 éng x 3 lan/ngay
12 d&én dudi 15 tudi 2/3 éng x 3 lan/ngay
Tir 15 tudi tro 1én 1 6ng x 3 lan/ngay

Luu y: ti€ém bap quinin dé gay ap xe, can tiém bap sau va dam
bao vo trung.

Bang 9. Bang tinh liéu doxycyclin theo tudi va
can nang
MBJi vién chira 100 mg doxycyclin.
Liéu tinh theo cdn ngng: mdi ngay udng mot lan 3 mg/kg x
7 ngay.
Liéu tinh theo nhém tuéi (néu khéng cé can ning):

Nhém tudi S6 vién/ngay x sé ngay
8 - dudi 12 tubi 1/2 vién/ngay x 7 ngay
12 - duéi 15 tudi 3/4 vién/ngay x 7 ngay
Tir 15 tudi tro 1én 1 vién/ngay x 7 ngay
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DS. NGUYEN NGOQC HA
Thiét ké & Trinh bay: STAR BOOKS
Stra ban in: TS. NGUYEN HOANG ANH

In 1.000 cubn, khd 12,5 x 20,5 cm tai Céng ty TNHH In TM
Thanh Pirc. Dia chi: 51/145 Van Chuong, Pdng Da, Ha Noi. S6
xac nhan ding ky xuat ban: 1476-2016/CXBIPH/20-43/TN.
Quyét dinh xuét ban s6: 283/QD-NXBTN ngay 17 thang 5 nim
2016. In xong va ndp luu chiéu quy II nim 2016.





