DUQC LY HOC 2007 - PAI HOC Y HA NOI
SACH DUNG CHO SINH VIEN HE BAC SI PA KHOA

Bai 18: THUOC PIEU TRI SOT RET

MUC TIEU HQC TAP: Sau khi hoc xong bai ndy, sinh vién c6 kha nang:
1. Trinh bay duoc tdc dung, co ché'tdc dung cua cdc thudc chong sot rét.

2. Trinh bay duoc tic dung khong mong mudn va dp dung diéu tri cua cdc thudc
chong sot rét.

3. Gidi thich dugc nguyén nhdn khdng thudc sot rét cia plasmodium falciparum.

1. DAI CUONG

Bénh sot rét da dugc Hypocrate mo ta cach day hon 2000 nam, 1a bénh truyén nhiém, do
plasmodium gay ra, plasmodium la mot loai ky sinh trung khong nhitng gay bénh cho
nguoi ma cho ca suc vat. Bon loai ky sinh trung sot rét gy bénh cho nguoi la: P.
falciparum, P.vivax, P.malariae va P.ovale.

O Viét nam, sot rét do P.falciparum chi€ém khoang 70 - 80%, do P.vivax 20- 30%,
P.malariae 1- 2% con P.ovale hau nhu khong cé. Dich s 6t rét do P.falciparum thuong xay
ra dot ngot, dién bién nang, tir vong cao nhung thdi gian ton tai cuia dich ngan.

Ngudi c6 thé nhiém bénh so6t rét theo 3 phuong thiic:

- Do muoi truyén: Day 1a phuong thitc nhiém chi yéu va quan trong nhat.
- Do truyén mau.

- Truyén qua rau thai.

Viéc diéu tri st rét hién nay con gip nhi€u khé khan vi ky sinh triing s6t rét (dac biét 1a
P.falciparum) da khéng lai nhi€u thuoc chéng sot rét. Hon nita, Viét nam cé khoang 35
triéu nguoi song trong vung sot rét luu hanh (trong dé ¢6 15 triéu ngudi song trong vung
s6t rét luu hanh ning), nén mudn diéu tri sot rét ¢6 hiéu qua phai triét d€ tuan thi phdc do
diéu tri cua chuong trinh phong chong sét rét qudc gia.

2. CHU KY SINH HOC CUA KY SINH TRUNG SOT RET
2.1. Chu ky phat trién trong co thé ng uoi (chu ky sinh san vé tinh)
2.1.1. Giai doan ¢ gan

Khi mubi dot nguoi, thoa tring (& trong tuyén nudc bot mudi) chui qua mach mau dé luu
thong trong mdu. Sau 30 phuit, thoa tring vao gan dé phat trién trong t€ bao gan thanh thé
phan liét (10 - 14 ngay), sau d6 pha v t€ bao gan va giai phdng ra cdc manh trung. Giai
doan nay goi la giai doan tién hong cau.

V6i P.falciparum, tat ca manh trung déu vao mau va phdt trién & d6. Con P.vivax va
P.ovale, ngoai su phat trién tic thi clia cic thoa trung dé thanh thé phan li ét, con cé su
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phét trién muon hon clia mot s6 thoa trung khac. Nhitng thoa tring nay khong phat trién
ngay thanh thé phan liét ma tao thanh cdc thé ngli. Cdc thé ngl phat trién ting dot thanh
phan liét, v& ra va giai phong nhitng manh tring vao mau gay nén nhit ng con tai phat xa
(thé ngoai héng céu).

2.1.2. Giai doan 6 mdu

Cac manh tring tr gan xam nhap vao héng ciu, lic dau 1a thé tu dudng roi phat trién
thanh phan liét non, phan liét gia. Thé phan liét gia s& ph4d v& hong ciu gidi phéng ra
nhitng manh tring. Lic nay tuong Gng véi con sot xay ra trén lam sang.
HAu hét cdc manh tring nay quay trd lai ky sinh trong cdc hong cdu mdi, con mot sd biét
hoa thanh nhiing thé hitu gi6i, d6 1a nhitng giao bao duc va giao bao céi.

2.2.  Chu ky phat trién trong co thé muéi (chu ky sinh san h iru tinh)

Giao bao duc va cdi duoc mudi hiit vao da day s& phét trién thanh nhitng giao tlr duc va
cdi, qua sinh san hitu tinh sinh ra thoa trung. Cac thoa trung dén tip trung trong tuyén
nudc bot cia mudi 1a tiép tuc truyén bénh cho nguoi khac.

Chu ky cua ky sinh trung sot rét va vi tri tac dung
cua cac thudc diéu tri sot rét
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C. Vitri tac dung cia cac
thude dé dw phong
(cloroquin, mefloquin,
proguaniq ....)

Héng cau

B. Viuiric dung clia
cic thude diét the ngn
(primaquin)

A Vit tic dung cioa cac
thudc cat con sot
(Cloroquine, quinin,
mefloquin....)

D. Vit tac dung cia cac
thuéce chéng lan truyén
(primaquin, proguanil...)

té¢ bao 1 ll 12
gan

Nhiém thoa utng

Muoi \ giao bao

noin nang Hop tir ’”

la: Thoa trung vao té bao gan
2a,3a: Thé phdn liét phdt trién trong té’bao gan
4: Giai phéng cdc manh tring
5: Mdanh trung vao hong cdau
6: Thé tu dudng trong hong cdu
7.8: Thé phan liét phdt trién trong hong cdu
9: Phd vd hong cdu va gidi phdng cdc mdnh trung
10,11,12: Phdt trién thanh giao bao duc va giao bao cdi
1b, 2b, 3b: Phdt trién ciia thé ngu.
3. CAC THUOC DIEU TRI SOT RET THUGNG DUNG
3.1. Thudéc diét thé vo tinh trong hong cau
3.1.1. Cloroquin (Aralen, Avloclor, Malarivon, Nivaquin)
La thudc téng hop, dan xudt clia 4 amino quinolein
3.1.1.1. Tdac dung
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Cloroquin c6 hiéu Iuc cao d6i vé6i thé vo tinh trong hdng ciu cua ca 4 loai ky sinh triing

sot rét, tic dung vira phai véi giao bao ctia P.vivax, P.malariae va P.ovale. Khong anh
huong t6i giao bao ctia P.falciparum.

Co ché tdc dung: D€ ton tai, ky sinh tring s6t rét "nudt" hemoglobin cuia hong cdu vat chu

vao khong bao thic an. O d6, hemoglobin duoc chuyén thanh heme (ferriprotoporphyrin

IX) 1a san pham trung gian c6 doc tinh gay ly gidi mang. Heme dugc chuyén thanh sic t6
hemozoin it doc hon nho enzym polymerase. Cloroquin ttc ché polymerase, lam tich ldy

heme, gay doc véi ky sinh tring sot rét, lam ly giai ky sinh trung.

Thuoc tap trung trong khong bao thic an cta ky sinh triing sot rét, lam tang pH & d6 va
anh hudng dén qua trinh giang héa hemoglobin, lam giam cac amino acid can thiét cho su

ton tai cua Ky sinh tring.

Cloroquin con ¢6 thé gian vao chudi xodn kép DNA tic ché¢ DNA va RNA polymerase, can

trd su téng hop nucleoprotein cuia ky sinh triing sot rét.

3.1.1.2. Duoc dong hoc

Cloroquin hap thu nhanh va gan nhu hoan toan & duong tiéu hoa, sinh kha dung khoang

90%. Sau khi uéng 3 gio, thudc dat duge nong do t6i da trong mau, 50 - 65% thudc gan
v6i protein huyét twong. Khuéch tdn nhanh vao céc t6 chic. Thudc tap trung nhiéu & hong
cau, gan, than, lach va phdi. O héng cAu nhiém ky sinh tring s6t rét, néng do thudc cao
gép 25 lan hong cau binh thuong.

Chuyén héa cham & gan, cho desethylcloroquin vin diét duoc plasmodium. Thai trir
cham, khoang 50- 60% qua nuéc tiéu. Thoi gian bdn thai 3- 5 ngay, c6 khi t6i 12- 14
ngay.

3.1.1.3. Tdc dung khong mong muon

Véi liéu diéu tri, thuéc thudng dung nap tot, it gap cac tic dung khong mong mudn: dau

dau, chéng mat, buén non, non, dau bung, ia chay, réi loan thi gidc, phat ban, ngia (dac
biét & lung). Uong thudc khi no ¢6 thé 1am giam cac tac dung nay.

Khi dung liéu cao va kéo dai thudc c6 thé gay tan mau (& ngudi thi€u G (PD), giam thinh
luc, nham 14n, co giat, nhin md, bénh gidc mac, rung téc, bi€én déi sic t6 cua téc, da xam
nau den, ha huyét ap.

3.1.14. Ap dung diéu tri
Chi dinh:
- Cloroquin dugc dung trong di€u tri va phong bénh s6t rét

- Thudng diung trong sot rét thé nhe va trung binh (& nhitng viing va ky sinh tring con
nhay cam véi thudc) khong dung khi sot rét nang hoac c¢6 bién ching.

Diéu tri du phong cho nhitng ngudi di vao viing cé sét rét luu hanh.
- Thudc con duge dung dé diét amip & gan, trong viem da khép dang thap, lupus ban do.
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Chong chi dinh:

- Chong chi dinh: bénh vy nén, roi loan chu yén héa porphyrin, tién stt dong kinh va bénh
tam than, phu nit ¢6 thai.

- Than trong: cidn khdm mat truéc khi ding thudc dai ngay va theo doi trong suét qud
trinh diéu tri.

Chd ¥ t6i nhitng ngudi c6 bénh vé gan, than, c6 bat thudng vé thinh gidc va thi gidc,
nghién ruou, roi loan vé mau va than kinh, thi€u hut G (PD.

Liéu luong:

Chuong trinh phong chong sot rét Viét nam dung vién cloroquin phosphat 250 mg =~ 150
mg cloroquin base

- Diéu tri sot rét: udng cloroquin phosphat 3 ngay

Ngay dau: 10 mg cloroquin base/ kg, chia 2 lan

Ngay thtt 2, 3: 5 mg cloroquin base/ kg
- Diéu tri du phong; 5 mg cloroquin base/ kg/ tuan cho ca nguoi 16n va tré em.
3.1.1.5. Tuong tdc thuéc

- Cé4c thudce khang acid hoic kaolin ¢6 thé 1am giam hdp thu cloroquin, vi vay chi udng
cloroquin sau khi dung thuoc nay 4 gio

- Cimetidin 1am gidm chuyén héa va thai tri, tang thé tich phan b cuia Cloroquin

- Dung cloroquin két hop vé6i proguanil lam tang tai bién loét miéng.

- Cloroquin lam giam kha nang hap thu ampicilin

3.1.2. Quinin

La alcaloid chinh ctia cay Quinquina, da dugc dung diéu tri s6t rét hon 300 nam (tir 1630)
3.1.2.1. Tac dung

Quinin c6 tdc dung nhanh, hiéu luc cao doi véi thé vo tinh trong hong céu clia ca 4 loai ky
sinh trung sot rét. Thuoc diét duogc giao bao clia P.vivax va P.malariae nhung it hiéu luc
doi voi giao bao cua P.falciparum.

Co ché tac dung clia quinin tuong tu nhu cloroquin. Ngoai tac dung diét ky sinh trung sot
rét, quinin con c6 mot so tac dung khac.

- Kich tng tai cho: khi uéng thuoc kich tng da day, gay budn non, non. Tiém dudi da rat
dau, c6 thé gay ap xe vo khudn, vi vay nén tiém bap sau.

- Tim mach: li€u cao quinin gay gidn mach, dc ch& co tim, ha huyét 4p (khi tiém tinh
mach nhanh).

- Co tron: 1am tang co bép tir cung déu dian trong nhitng thang cudi cta thoi ky ¢6 thai, it
tac dung trén tu cung binh thuong hoac mdi c6 thai.
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3.1.2.2. Duoc dong hoc

Thudc duoc hap thu nhanh va hoan toan qua rudt, sau khi uéng 1 - 3 gio thudc dat duogc
nong do toi da trong mau, nong do trong huyét twong thuong gap 5 1an trong hong cau.

Gan véi protein huyét tuong khoang 80%, qua duoc rau thai va sita, 7% vao dich ndo tiy.
80% thudc duoc chuyén héa qua gan va thai trir phan 16n qua than. Thoi gian ban thai 7 -
12 gio trén nguoi binh thuong va 8 - 21 gio & nguoi bi sot rét.

3.1.2.3. Tdc dung khong mong muon

- Hoi chiing quinin; thudng gap khi nong do thudc trong mau trén 7 - 10 pg/ mL véi céac
biéu hién: dau ddu, non, chéng mat, 1 tai, r6i loan thi gidc. Phai ngimg thudc khi cic triéu
ching tién trién niang hon.

- Poc v6i mau: thude cé thé gay tan mau (hay gap & ngudi thi€u enzym G (PD). Giam
bach cau, giam prothrombin, mat bach cau hat... 1a nhitng dau hiéu it gap hon.

- Ha dudng huyét c6 thé gap khi dung quinin véi liéu diéu tri.

- Doc tinh nghiém trong (do qué liéu hoac ding lau dai): sot, phan tng da (ngita, phat
ban...), r6i loan tiéu héa, di€c, giam thi luc (nhin md, r6i loan mau sac, nhin doi...), tic
dung giéng quinidin.

- Khi dung liéu cao quinin ¢6 thé gay xay thai, di tat bam sinh ¢ thai nhi.

- Trong mot vai trudng hop, khi tiém tinh mach quinin ¢6 thé gay viém tinh mach huyét
khoi.

3.1.24. Ap dung diéu tri

Chi dinh:

- Diéu tri s6t rét nang do P.falciparum va sot rét ac tinh, hay dung & nhitng ving ma
P.falciparum khang cloroquin. U6ng quinin sulfat két hop véi cac thudc chong sot rét
khéic nhu tetracyclin (hoac doxycyclin), fancidar, mefloqui n hoac artemisinin.

- Quinin con dugc chi dinh cho phu nit ¢6 thai (thay th€ cloroquin khi bi khang thudc). Vi
hiéu Iuc kém hon cloroquin nén quinin khong dung dé diéu tri dot cdp do P.vivax,
P.malariae va P.ovale; khong dung khi P.falciparum con nhay cam v &i cloroquin.

- Phong bénh: vi c6 nhiéu doc tinh nén quinin it duoc ding dé phong bénh. Tuy nhién &
nhitng viing P.falciparum khang cloroquin, khi khong c6 mefloquin va doxycyclin, ¢6 thé
phong bénh bang quinin.

Chong chi dinh, than trong:

- Chong chi dinh: ngudi nhay cam véi thudc, tién sir ¢6 bénh vé tai, mat, tim mach.
Khong dung quinin phoi hop véi mefloquin & bénh nhan thiéu G (PD.

- Than trong: bénh nhan suy than phai giam liéu thuoc

Liéu luong:
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- Diéu tri sot rét do P.falciparum khang cloroquin (thé nhe va trung binh): udng quinin
sulfat 30 mg/ kg/ nay, chia 3 1an. Mot dot diéu tri 7 ngay.

- Diéu tri sOt rét nang va sot rét ac tinh: tiém bap hodc truyén tinh mach quinin
hydroclorid.

Tiém bap: 30 mg/ kg/ ngay, trong 7 ngay

Truyén tinh mach: quinin hydroclorid 10 mg/ kg méi 8 gid (v6i 10 mL/ kg dich truyén)
Theo ddi dén khi bénh nhan tinh, chuyén sang tiém bép hodc uéng cho du liéu diéu tri.
3.1.2.5. Tuong tdc thudc

- Céac thudc khang acid chita nhom lam cham hap thu quinin

- Quinin lam tang nong do digoxin trong mau d o giam d¢ thanh thai cta thudc.

- Lam tang tac dung cua warfarin va cac thuéc chong dong mau khac khi dung phdi hop.
- Cimetidin 1am cham thai trir quinin, acid héa nudc tiéu 1am tang thai quinin.

3.1.3. Fansidar

La thuoc phoi hop gitta sulfadoxin 500 mg va pyrimet hamin 25 mg.

3.1.3.1. Tdac dung

Sulfadoxin thudc nhém sulfamid thai trir rait cham. Thudc c6 tdc dung diét thé vo tinh
trong hong cau cua P.falciparum, tac dung cha yéu véi P.vivax, khong anh hudng téi giao
bao va giai doan & gan cua P.falciparum va P.vivax.

Pyrimethamin 13 d4n xuat clia diaminopyrimidin, c6 tic dung cham d6i vé6i thé vo tinh
trong héng c4u ctia bon loai ky sinh tring sot rét. Thudc con tic ché cdc thé hitu tinh phat
trién trong co thé mudi nén c6 tdc dung ngan chian su lan truyén sot rét trong cong dong.

Sulfadoxin va pyrimethamin tc ch€ 2 enzym cua 2 giai doan khac nhau trong qua trinh
tong hop acid folic ctia ky sinh trung. Vi vay, khi phoi hop hai thuéc nay sé cé tdc dung
hiép déng ting mic, 1am tic ché su téng hop acid folic, nén ky sinh trung khong tong hop
duoc DNA va RNA.

Dihydrofolat Dihydrofolat DNA
synthetase reductase f
I(— (-) sulfadoxin l<—(-) pyrimethamin
PABA + dihydropteridim Acid » Acid—>Tdng hop
dihydrofolic tetrahydrofolic  céc purin

\4 RNA

3.1.3.2. Duoc dong hoc
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Fansidar hap thu t6t qua dudng tiéu héa, sau khi uoéng 2 - 8 gio thudc dat dugc nong do toi
da trong méu, khodng 90% gan véi protein huyét twong. Thai trir chil yéu qua nudc tiéu.
Thoi gian ban thai 1a 170 gio doi véi sulfadoxin va 80 - 110 gio doi v6i pyrimethamin.

3.1.3.3. Tdc dung khong mong muon

Khi dung Fansidar c6 thé bi di ting v6i sulfamid (ngita, mé day...), roi loan vé mau (tan
mau, giam bach céu hat), r6i loan tiéu hoa, r6i loan chi ¢ nang than.

Dung Fansidar dé phong bénh (dai ngdy) c6 thé gay phan tng da nghiém trong: héng ban,
hoi chiing Stevens- Johnson, hoai ti biéu bi...

3.1.34. Ap dung diéu tri

Chi dinh:

- Diéu tri s6t rét do P.falciparum khang cloroquin, thudng ph6i hop véi quinin (v i tac
dung cua fansidar cham)

- Du phong cho nhitng nguoi di vao ving sot rét luu hanh nang trong thoi gian dai.
Chong chi dinh, than trong

- Chong chi dinh: di tng v6i thude, ngudi bi bénh mau, bénh gan, than nang, phu nit ¢
thai.

- Than trong: phu nit cho con b, tré em duéi 2 thdng tudi, ngudi thi€u enzym G (PD, co
dia di ting, hen phé quan.

Liéu luong:

Diéu tri sot rét: udng 25 mg sulfadoxin + 1,25 mg pyrimethamin/ kg

Du phong sot rét: nguoi 16n: uéng 1 vién/ tuan hoac 3 vién/ thang

3.1.3.5. Tuong tdc thuoc

Sulfadoxin lam tang tac dung cua warfarin va thiopenton, lam giam hép thu digoxin qua
ong tiéu hoa.

3.1.4. Mefloquin (Eloquin, Lariam, Mephaquin)

La thudc téng hop, ddn xuét cha 4- quinolin methanol. Ciu tric héa hoc ¢6 lién quan
nhiéu véi quinin.

3.14.1.Tdc dung

Mefloquin ¢6 tdc dung manh d6i vé6i thé vo tinh trong héng ciu cua P.falciparum va
P.vivax nhung khong diét dugc giao bao ctia P.falciparum hodc thé trong gan cua P. vivax.
Mefloquin cé hiéu qua trén cac ky sinh truing da khang véGi cac thuoc sot rét khac nhu
cloroquin, proguanil, pyrimethamin... Tuy nhién, & ving Pong Nam A ciing di c6 ching
P.falciparum khang mefloquin.
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Hién nay con c6 nhiéu gia thuyét khac nhau vé co ché tic dung ctia mefloquin. Tac dung
khang ky sinh tring sot rét lién quan nhiéu t6i kha nang c ché& enzym polymerase cla
thudc.

3.1.4.2. Duoc dong hoc

Mefloquin dugc hap thu to6t qua dudng uoéng. Nong do toi da trong huyét tuong (0,2 - 1,4
ug/ mL) dat duoc khoang 2- 12 gio sau khi uéng mefloquin véi li€u duy nhét 250 mg.
Géin manh véi protein huyét tuong (98%). Thudc tap trung nhiéu trong héng cau, phdi,
gan, lympho bao va than kinh trung uong.

Thudc duoc chuyén héa & gan, chit chuyén héa chinh la acid quinolin carboxylic khong
con hoat tinh. Thai trir chli yéu qua phan, c6 thé c6 chu ky gan - rudt. Thoi gian béan thai
khoang 21 ngay (tir 13 dén 33 ngay).

3.14.3.Tdc dung khong mong muon

Mic do va tan suat ciia cdc phan tng c6 hai lién quan nhi€u véi lieu diung. Tac dung

khong mong mudn phd bién nhét 1a chéng mat (20%) va buén non (15%).

- 0 lidu phong bénh tac dung c6 hai thuong nhe va thoang qua, bao gom réi loan tiéu héa
(budén non, non, dau bung, tiéu chay), dau ddu, chéng mat, ngoai tam thu. It gip cdc trieu
chiing than kinh tdm than (co giat, ngu ga, loan tam than), tang bach cau, tang amino -
transferase.

- Khi ding liéu cao (> 1000 mg) khoang 1% bénh nhan thdy buén non, non, dau dau,

chéng mit, U tai, roi loan thi gidc, loan tam than cdp... It gip: ngita, phat ban, rung téc, dau
co.

3.144. Ap dung diéu tri

Chi dinh:

Diéu tri va du phong sot rét do P.falci parum khang cloroquin va da khang thudc

Chong chi dinh, than trong

- Chong chi dinh: Mefloquin khong st dung cho nhitng nguoi ¢ tién sit bénh tam than,

dong kinh, loan nhip tim, ngudi nhay cam véi mefloquin hoac cac thudc c6 cau tric tuong

tu nhu cloroquin, quinin, quinidin,

Tré em duéi 3 thang tudi, ngudi suy gan hodc suy than niang khong dugc ding mefloquin

- Than trong: cdn than khi ding cho nguoi ldi xe, van hanh mdy méc vi nguy co gay

chéng mat, r6i loan than kinh- tam than c6 thé xdy ra trong khi diéu tri va 2- 3 tudn sau
khi ngting thudc.

Trong du phong sot rét bang mefloquin, néu xuat hién cac r6i loan nhu lo 4u, trim cam,

kich dong hoac 1d 1an phai ngimg thuoc vi day la tién triéu cua nhitng tic dung phu

nghiém trong hon.
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Khong nén dung cho tré em duéi 15 kg hodc du6i 2 tudi, phu nit ¢6 thai trong 3 thdng
dau.

Khong dung mefloquin lau qud 1 nim. Néu ding lau, phai dinh ky ki€m tra chic niang
gan va mat (thudc c6 thé 1am giam chifc nang gan va gay ton thuong mét)

Liéu luong:

- Diéu tri sot rét: ngudi 16n va tré em; 15 mg/ kg, chia lam 2 14n, cdch nhau 6 - 8 gio.

Liéu dung t6i da & ngudi 16n 1a 1000 mg

Phong bénh

Ngudi 16n: uéng 1 vién mefloquin 250 mg/ tuin, vao mot ngay c6 dinh, bat dau dung tir
truGe khi di vao viing c6 s6t rét va kéo dai 4 tuan sau khi ra kho i viing sot rét luu hanh.
D6i véi nguoi di vao viing sot rét nang trong thoi gian ngin: tudn ddu udng 1 vién 250 mg
moi ngay, uong lién 3 ngay. Sau d6 moi tudn uéng 1 vién

Tré em: u6ng tuy theo tudi.

3.14.5. Tuong tdc thudc

- Phai hét stc than trong khi dung mefloquin cho nguoi bénh dang diung cac thudc chen
beta, chen kénh calci, digitalis hodc céc thudc chong trim cam (c6 thé x4y ra twong tac
bat 1gi)

- Dung mefloquin cting véi valproic acid lam giam nong do valproat trong huyét thanh.

- Phéi hop mefloquin véi quinin s€ lam tang doc tinh trén than kinh (gay co giat) va tim
mach

Mefloquin ¢6 thé dung cho ngudi sau khi tiém quinin nhung phai cach 12 gid sau liéu
cudi cung clia quinin dé tranh doc tinh.

3.1.5. Artemisinin va cdc dan xudt

Artemisinin dugc phan 1ap tir c &y Thanh hao hoa vang Artemisia annua L. ho Asteraceae.
Artemisinin it tan trong nudc, chi dung dudng uéng hoac dat truc trang. Cac dan xuat nhu
artesunat tan dugc trong nudc, c¢6 thé uong hodc tiem (bap, tinh mach), artemether va
arteether tan trong dau, chi dung tiém bap.

3.1.5.1. Tdac dung
Artemisinin va cdc dan xuét c6 hiéu qua cao trong di€u tri sot rét. Thudc c6 tic dung diét

thé vo tinh trong hong cdu cta ca 4 loai ky sinh tring sot rét, ké ca P.falciparum khang
cloroquin.

Thuoc khong cé tic dung trén giai doan & gan, trén thoa trung va giao bao cua
plasmodium.

Artemisinin 1a mot sesquiterpen lacton ¢6 cau néi endoperoxid, cau ndi nay rit quan
trong doi véi tac dung chong sot rét ctia thudc.
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Hién nay, ngudi ta chua hoan toan hiéu 16 vé co ché tic dung cua thudc. Thudc tap trung
chon loc vao cdc t&€ bao nhiém ky sinh triing va phan tng véi hemozoin trong ky sinh
tring. Phan ting nay tao ra nhiéu goc tu do hitu co doc ¢6 thé phd huy mang cta ky sinh
tring.

Mot s6 cong trinh nghién cttu cho thdy bénh nhan ding artemisini n ¢6 thoi gian cat sot va
thoi gian sach ky sinh trung trong mdu nhanh hon dung cloroquin , quinin hoac
mefloquin. Song ty 1€ tai phat cao.

Artemisinin, artemether va arteether c6 tic dung manh hon artemisinin.
3.1.5.2. Duoc dong hoc

Artemisinin hap thu nhanh sau khi uéng, dat néng do cao sau 1 gio, phan bé vao nhiéu t6
chic: gan, ndo, phéi, mdu, than, co, tim, l4ch.

Artemisinin gin 64% vao protein huyét twong, dihydroartemisinin 43%, artemether 76%
va artesunat 59%. Chuyén héa chii yéu qua gan, cho 4 chét chuyén hé a: deoxyartemisinin
va crystal- 7 khong con hoat tinh.

80% liéu dung dugc thai qua phan va nudc tiéu trong vong 24. Thoi gian ban thai khoang
4 gid.
3.1.5.3. Tdc dung khong mong muon

Artemisinin va cac dan xuat 1a nhiing thudc cé doc tinh thap, st dung tuong doi an toan.
Céc tac dung khong mong mudn thudng nhe va thodng qua nhu réi loan tiéu héa (budn
non, non, dau bung, tiéu chay), nhic dau, chong mat, hoa mat, dac biét 1a sau khi udng.

Mot vai ngudi dung artesunat, artemether ¢ thé bi tic ché nhe & tim, cham nhip tim. Sau
dat truc trang, artemisinin c6 thé kich thich gay dau rét, dau bung va tiéu chay.

Trén stc vat, thudc gay uc ché tuy xuong va doc vé6i than kinh trung wong.
3.154. Ap dung diéu tri
Chi dinh

- La thudc s6t rét dugc dung nhiéu & Viét nam, thudng dung dié u tri sot rét thé nhe va
trung binh do ca 4 loai plasmodium.

- Diéu tri s6t rét nang do P.falciparum da khang thuoc hoac so6t rét 4c tinh. Thuoc dic biét
hiéu qua trong st rét thé ndo.

Chong chi dinh:

Khong c6 chong chi dinh tuyét doi cho artemisinin va ca ¢ dan xuat. Tuy vay, khong nén
dung cho phu nit ¢6 thai 3 thdng dau trir khi bi sot rét thé nio hoic sot rét c6 bién chiing &
viing ma P.falciparum da khang nhiéu thudc.

Liéu luong:
Artemisinin: ngay dau uong 20 mg/ kg
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ngay thit 2 dén ngay thit 5: mbi ngay 10 mg/ kg
Artesunat: ngay dau uong 4 mg/ kg
ngay thi 2 dén ngay thid 5 : méi ngay 2 mg/ kg

3.1.5.5. Tuong tdc thudc

- Artemisinin hiép dong tic dung véi mefloquin hoac tetracyclin trong diéu tri sot rét .
- Su ph6i hop gitra artemisinin véi cloroquin va pyrimethamin c6 tac dung doi khang.
3.1.6. Halofantrin (Halfan)

Thudc téng hop, dan xudt phenanthrenmethanol.

3.1.6.1. Tdc dung

Halofantrin ¢6 hiéu luc d6i véi thé vo tinh trong héng ciu cta P.falciparum. Thuoc khong
c6 tdc dung trén giai doan & gan, thé thoa tring va giao bao ctia ky sinh triing sot rét

Co ché tdc dung cta halofantrin con chua rd, c¢6 thé thudc tic dong nhu cloroquin, quinin
trén ferriprotoporphyrin IX va gay ton hai mang ky sinh trung.

3.1.6.2. Duoc dong hoc

Hap thu kém qua duong tiéu héa, thudc dat dugc nong do t6i da trong mau sau khi uéng 6
gi0. M trong thiic an lam tang hap thu ctia thudc

Chat chuyén héa chinh 1a N- debutyl- halofantrin van c6 tac dung diét ky sinh trung sot
rét. Thai trir chtt yéu qua phan. Thoi gian ban thai tir 10 - 90 gio.

3.1.6.3.Tdc dung khong mong muon

Halofantrin it doc, thinh thodng bénh nhan c¢6 thé bi buén non, non, dau bung, tiéu chay,
ngtra, ban do. Tiéu chay thuong xay ra & ngay tha 2, thi 3 sau dung thudc va lién quan téi
liéu ding.

Anh huong ctia thudc trén tim phu thuoc vao lidu: & lidu diéu tri, c6 thé kéo dai khoang
QT va PR, khi dung liéu cao halofantrin c6 thé gay loan nhip that.

3.1.64. Ap dung diéu tri

Chi dinh: Diéu tri sot rét do P.falciparum khéang cloroquin va da khang thudc.

Chong chi dinh, than trong: halofantrin khong dugc dung cho phu nit ¢6 thai, phu nit cho
con b, nguoi c6 tién su bénh tim mach, nguoi da dung mefloquin trude d6 2 - 5 tuln.

Khong phoi hop halofantrin véi nhitng thudc ¢6 doc tinh trén tim mach.

Khong str dung halofantrin dé phong bénh sot rét.

Li¢u lugng: vién nén 250 mg

Nguoi 16n va tré em > 40 kg: udng 24 mg/ kg/ ngay, chia lam 3 1an, cdch nhau 6 gio.
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3.1.6.5. Tuong tdc thuéc

Phoi hop halofantrin v6i mefloquin , cloroquin, quinin, thudc chéng tram cam loai 3
vong, dan xudt phenothiazin, thuéc chong loan nhip tim (aminodaron, quinidin,
procainamid), Cisaprid, khdng histamin (astemizole, terfenadin), thudc loi tiéu, s& lam
tang doc tinh trén tim.

3.2. Thudéc diét giao bao: primaquin

La thudc téng hop, dan xudt 8 amino - quinolein

3.2.1. Tdac dung

Thudc ¢6 tac dung tot doi véi thé ngoai hong cdu ban dau & gan cta P.falciparum va céc
thé ngoai hong cdu muon (thé ngu, thé phan liét) cia P.vivax va P.ovale, do d6 trdnh dugc
tai phat. Primaquin diét dugc giao bao cta ca 4 loai plasmodium trong mau ngudi bénh
nén cé tic dung chong lay lan.

Co ché tdc dung cua primaquin chua 16 rang. C6 thé céc chat trung gian cia primaquin
(quinolin- quinin) tic dong nhu nhiing chat oxy hda, gay tan mau va methemoglobin.
3.2.2. Duoc dong hoc

Primaquin hdp thu nhanh, sau khi uéng 1-2 gi¢ thuéc dat nong do t6i da trong mau, phan
phoi dé vao cic t6 chic. Chuyén héa hoan toan & gan. Thai trir nhanh qua nudc tiéu sau
24 gid. Thoi gian ban thai 3- 8 gid. Carboxyprimaquin (chit chuyén héa chinh clia
primaquin) ¢6 noéng do trong huyét tuong cao hon nhiéu so véi chat me vi duge tich liy va
thai trir cham (thoi gian ban thai 22 - 30 gio).

3.2.3. Tdc dung khong mong muon

V6i liéu diéu tri thudc dung nap tot, tuy vay bénh nhan c6 thé bi dau bung, khé chiu ving
thuong vi, dau ddu néu uéng primaquin lic d 6i. Véi liéu cao hon c6 thé gay budn non va
non.

Hiém gap cic triéu chiing nang nhu tang huyét 4p, loan nhip tim, méat bach cu hat.

Doc tinh thuong gap doi véi primaquin 1a tc ché tuy xuong, gay thi€u mau tan mau (hay
gap & nguoi thi€u G4PD) va methemoglobin (hay xay ra & ngudi thi€u NADH bam sinh)
3.24. Ap dung diéu tri

Chi dinh: diéu tri s6t rét do P.vivax va P.ovale, thudng dung phoi hop véi céc thudc diét
thé vo tinh trong hong cau

- Diéu tri cho cong déng dé ciat dudong lan truyén cua ky sinh trung sot rét, da c biét
P.falciparum khing cloroquin.

Chong chi dinh:

Khong ding primaquin cho ngudi c6 bénh & tuy xuong, bénh gan, tién st ¢6 giam bach
cau hat, methemoglobin, phu nit ¢6 thai, tré em dudi 3 tudi.
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Trong qué trinh di€u tri, phai ngimg thudc ngay khi cé cdc ddu hiéu tan mau hoic
methemoglobin.

Liéu luong:

Uong 0,5 mg primaquin base/ kg/ ngay

Diéu tri sot rét do P.vivax va P.ovale: udng 5 ngay lién dé tranh tai phat.

Diét giao bao cua P.falciparum: uong 1 ngay

3.2.5. Tuong tdc thudc

Primaquin lam tang thoi gian ban thai cta antipyrin khi dung phdi hop.

4. KY SINH TRUNG KHANG THUGC

Ky sinh trung sot rét khang thudc 1a van dé hét stiic nghiém trong. Trong nhiing thap ky

gan day c¢6 su gia tang nhanh chong va su lan rong ky sinh trung P.falciparum khang lai
céc thuoc sot rét hién ¢, cht yéu 1a sit dung cho phong bénh, tir diéu tri khong ding phéac

do, hoac dung khong du liéu...

4.1. Pinh nghia

Theo WHO, khéng thudc 1a “khd ndng mot chiing ky sinh tring cé thé song sét va phdt
trién mdc dn bénh nhdn da duoc diéu tri va hdp thu mot luong thuoc, hodc chinh xdc
frong mdu bénh nhdn dda cé néng do thuéc ma trudce ddy van ngdn can va diét duoc ky
sinh triung so'rét d6”. Su khdng nhu vay c6 thé 1a tuong d6i (v6i liéu lugng cao hon ma vat
chu dung nap dugc van diét dugc ky sinh tring) hoac khang hoan toan (véi liéu luong t6i
da ma vat cht dung nap duoc nhung khong tac dong vao ky sinh trung).

Khang thudc sot rét ¢6 thé duoc chia 1am hai nhém:

- D¢ khéng tu nhién: Ky sinh tring da c6 tinh khang tir trude khi ti€p xdc véi thude, do
gen cua ky sinh trung bién di tu nhién, tinh khang thuoc duogc di truyén qua trung gian
nhiém sac thé. Ky sinh triing c6 thé khdng chéo nhu P falciparum khéng cloroquin ciing
¢6 thé khéng v6i amodiaquin.

- Dé khéng mac phai: Ky sinh tring nhay cam vdéi thudc, sau mot tho i gian ti€p xdc, trd
thanh khong nhay cam nita, do dot bién & nhiém sic thé, ti€p nhan gen dé khang tir bén
ngoai qua plasmid hoic transposon (gen nhay) cua ky sinh tring.

4.2. Co ché khang thuoc

Cho dén nay chua c¢6 mot giai thich hoan toan sdng to6 vé co ch€ khang thudc cua ky sinh
tring sot rét, c6 mot sO gia thuyét nhu sau:

4.2.1. Ky sinh trung khang cloroquin

- Do FPIX c6 ai luc yéu véi cloroquin, nén cloroquin khong tao duoc phic “FPIX -
cloroquin”, vi vay thudc khong hity duogc mang va diét ky sinh trung.
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-0 ching ky sinh trung khdng cloroquin “protein gin heme” (hemin -binding-protein),
tang s6 luong va i luc v6i FPIX, protein nay s& canh tranh véi cloroquin dé tao phiic véi
FPIX, 1am mat tac dung ctia cloroquin.

- P falciparum c6 thé c¢6 2 gen ma héa chat van chuyén da khang thusc MDR (multi drug
resistant) 12 Pfmdr 1 va Pfmdr 2, gen nay lam ting su van chuyén P -glycoprotein qud miic
trén mang va gay tang thai trir cloroquin. Pfmdr 1 ¢6 trong chiing ky sinh tring khang véi
mefloquin, halofantrin nhung khong tan g trong chung ky sinh trung khang cloroquin.

4.2.2. Ky sinh trung khang fansidar

Giong nhu co ché vi khuan khang bactrim.

- Ky sinh trung tang téng hop PABA, tang san xudt dihydrosynthetase.
- Giam tinh tham véi sulfonamid va pyrimethamin.

5. NGUYEN TAC PIEU TR| SOT RET

- Diéu tri sém: diéu tri cang sém cang tot, ngay sau khi céc triéu chiing bénh xuat hién
(tré em trong vong 12 gid, nguoi 16n trong vong 24 gio).

- Diéu tri ddng thuoc, du liu, du thoi gian (theo ding phac do). Phai dam bao bénh nhan
uong duoc va uéng du li€u thudc can thiét.

- Theo ddi chat ché két qua diéu tri dé c6 bién phap xu 1y kip thoi va thich hop.

CAU HOI TU LUONG GIA

1. Trinh bay chu ky cua ky sinh tring sot rét va vi tri tdc dung cua cdc thudc
chong sot rét.

2. Trinh bay tdc dung, co ché tdc dung, tdc dung khong mong mudn va dp dung
diéu tri cua Cloroquin.

3. Trinh bay tdc dung, tdc dung khong mong mudn va dp dung diéu tri cia quinin.
4. Trinh bay tdc dung, co ché'tdc dung va dp dung diéu tri cua Fansidar.

5. Trinh bay tdc dung, tdc dung khong mong mudn va dp dung diéu tri cua

Mefloquin.
6. Trinh bay tic dung, tdc dung khong mong mudn va dp dung diéu tri cua
artemisinin.

7. Trinh bay tdc dung, tic dung khong mong muodn va dp dung diéu tri cua
primaquin.

8. Trinh bay tic dung, tdc dung khong mong muén va dp dung diéu tri cua
halofantrin.

9. Phdn tich nguyén nhdn khdng thudc ciua ky sinh tring sot rét.
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