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Tom tat

Mat nghién ctru ddi chirng trén sbt rét khdng bién chirng
do P. faciparum da dwoc thwc hién tlr thang 8/2010 dén
thang 5/2011 d& so sanh hai liéu artesunat (AS) vo&i
dihydroartemisinin-piperaquin (DHA-PQP) nham xac dinh
hiéu qua hién nay cla artesunat & cac ving sét rét lvu hanh
cac tinh phia nam Viét Nam doc bién gi¢i Campuchia.
Nghién ctru thu nhan 166 bénh nhan. Ban thoi gian sach ky
sinh trung (KST) trong 3 nhanh diéu tri 1a 3,54 (AS 2mg/kg),
2,72 (AS 4mg/kg), va 2,98 gio' (DHA-PQP), cho thdy khong
c6 suw khac biét thdng ké (p=0,19). Ti sé gidm KST trung vi
sau 24 gid® & nhom AS 2mg/kg la 48, so v&i 212 va 113,
theo thi tw, & hai nhém kia (p=0,02). Ti |é bénh nhan co
thoi gian sach KST >72 gi& & cac nhém AS 2mg/kg, AS
4mg/kg va DHA-PQP, theo th tw, 1a 27%, 27%, va 22%.
Thét bai didu tri sém xay ra & 2 bénh nhan (4%) va that bai
lam sang mudn xay ra & 1 bénh nhan (2%) trong sé 55
bénh nhan nhém AS 2mg/kg, so v&i khdng co trwdng hop
nao & hai nhanh nghién ctru kia. Ti 1é dap (rng ldm sang va
ky sinh trung hoc thda dang (APCR) hiéu chinh véi PCR &
ba nhom 1an lwot 1 94%, 100%, va 100% (p=0,04). Nghién
ctu nay cho thay thoi gian sach KST P.falciparum & phia
nam Viét Nam nhanh hon phia tdy Campuchia nhwng cham
hon so v&i di¥ liéu trwdc day & Viét Nam. Céan co thém cac
nghién ctru dé xac dinh xem day co6 phai 1a sw tréi day cua
khang artemisinin tai khu viec nay hay khong. Hién nay, &
cac tinh phia nam Viét Nam, sy dap wng tri liéu véi DHA-
PQP van té ra thda dang.

Abstract

IN-VIVO SUSCEPTIBILITY OF P. FALCIPARUM TO

ARTESUNATE IN BINH PHUOC PROVINCE, VIETNAM.
From August 2010 to May 2011 a controlled trial in
uncomplicated falciparum malaria was conducted to
compare two doses of artesunate (AS) with dihydro-
artemisinin - piperaquine (DHA-PQP) to characterize the
current efficacy of artesunate in a malaria endemic area of
southern Viet Nam along the Cambodian border.166
patients were recruited into the study. The median parasite
clearance half-lives in the three treatment arms were 3.54
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(AS 2mg/kg), 2.72 (AS 4mg/kg), and 2.98 hours (DHA-
PQP), showing no statistical difference (p=0.19). The
median parasite-reduction ratio at 24 hours was 48 in the
AS 2mg/kg group compared with 212 and 113 in the other
two groups, respectively (p=0.02). The proportions of
patients with a parasite clearance time of >72 hours for AS
2mg/kg, AS 4mg/kg and DHA-PQP were 27%, 27%, and
22%, respectively. Early treatment failure occurred in two
(4%) and late clinical failure occurred in one (2%) of the 55
patients in the AS 2mg/kg group, as compared with none in
the other two study arms. The PCR-corrected adequate
clinical and parasitological response (APCR) rates in the
three groups were 94%, 100%, and 100% (p=0.04).This
study indicates faster P.falciparum parasite clearance in
southern Vietnam than in western Cambodia but slower
clearance in comparison with historical data from Vietnam.
Further studies to determine whether this represents the
emergence of artemisinin resistance in this area are
needed. Currently, the therapeutic response to DHA-PQP
remains satisfactory in southern Vietnam.

bat van deé

Bénh sdt rét van 1a mot thach thic y t& cong
cong tai Viét Nam tuy ti 16 méi mic da giam dang
ké trong 20 nam qua. Nam 2011 ¢ 45.588 truong
hop dugc bao cdo cho Chuong trinh Phong chong
St rét Qudc gia (Béo cao cua CTPCSR nam 2011)
va 14 truong hop tir vong duoc qui cho sét rét. Viét
Nam la mét trong nhitng nudc dau tién st dung cac
dan chét cia artemisinin trong viéc phong chong sét
rét cach day hon 20 nam. Nganh y té Viét Nam da
quyét dinh sir dung nhitng thudc nay vi ti 18 méic va
chét do sét rét gia ting va mirc do khang thude cao
voi  chloroquin, sulphadoxin-pyrimethamin, va
mefloquin. Tor ndm 2005, Viét Nam da st dung
dihydroartemisinin-piperaquin  (DHA-PQP) nhu
diéu tri dau tay trong sét rét do P. falciparum. Dén
nam 2009, ¢6 nhing dau hiéu dang ngai tir phia tay
Campuchia cho thay dap ng ky sinh trung (KST)
hoc v6i cac phac d6 diéu tri ¢ artesunat trong sot
rét khong bién chimg do P. falciparum t6 ra chim
hon nhirng noi khic va ti 1& that bai diéu tri voi
artesunat-mefloquin cao mot cach khac ‘[hu:(yng[1 3,
nhitng tin hiéu nay goi y su trdi ddy cua khang
artemisinin. Ngoai ra, sy kéo dai cua thoi gian sach
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KST da duoc bao cdo ¢ bién gi6i Thai Lan-
Myanmar Va bang ching vé khang artemisinin &
khu vuc ndy gan ddy da duoc bio caol™, ching to
khang artemisinin c¢6 thé lan rong ra ngoai lanh thd
Campuchia. Viét Nam c6 chung duong bién gidi
trén dat lién véi Campuchia, v6i mét s6 lugng 16n
nguoi lao dong va dan cu qua lai hang ngay. Vi
vay, viéc khao sit xem c6 bang chimg nao vé sy
thay d6i dap tng KST-hoc v&i cac dan chit
artemisinin & Viét Nam hay khong 1a mét nhu ciu
cip bach. Ching toi da thuc hién mot nghién ciu
ngau nhién d6i chimg vé sét rét khong bién ching
do P. falciparum, dé so sanh hai liéu artesunat (AS)
voi  dihydroartemisinin-piperaquin  (DHA-PQP)
nhiam xac dinh hiéu qua hién nay cua artesunat
trong ving s6t rét lvu hanh & phia nam Viét Nam
doc theo bién gidi Campuchia.

Phucng phap

Dia diém nghién clru va bénh nhan

Nghién ctru dwoc thuc hién trong mua truyén
bénh sbt rét, tir thang 5/2010 dén thang 3/2011 tai
bénh vién huyén Phudc Long (150 giwdng), tinh
Binh Phuéc. Huyén Phuéc Long cach TP. HY Chi
Minh 170 km vé phia dong béc, thudc ving ring
nai cua tinh Binh Phudc. Huyén c6 dién tich 1857
km?, ¢6 197.897 dan, trong d6 ¢6 31.918 ngudi dan
toc thiéu sb. Phudc Long duge xem 1a ving trong
diém sdt rét cia tinh Binh Phudc va phia nam Viét
Nam. Nam 2009, c¢6 251 truong hop sot rét nhap
vién vao bénh vién huyén Phudc Long, bao gdm
138 truong hop sot rét do P. falciparum.

Quﬁn thé nghién cuu 1a bénh nhan s6t rét khong
bién ching do P. falciparum. Tit ca bénh nhan
ngudi 16n (>15 tudi) déu ky gidy tu nguyén tham
gia trudc khi nhan vao nghién ctru. Ddi vdi tré em,
cha me¢ hodc nguodi giam hd s€ dai dién ky thay,
riéng tré em >12 tudi con c6 thém gidy dong y tham
gia do cac chau ky tén.

Tiéu chi thu nhan

Bénh nhan dén kham tai bénh vién huyén Phudc
Long hoac mot tram y té x3 gﬁn d6 duogc thu nhan
vao nghién ciru néu hoi dii cac tiéu chi sau day: (1)
nam gi6i >10 tudi hodc nir gidi tir >10 dén <12 tudi,
chua c6 kinh nguyét; (2) nhiém P. falciparum don
doc; (3) mat do ky sinh trung trong mau (thé vo
tinh) tr 10.000 — 100.000/uL; (4) nhiét d0 néch
hodc mang nhi >37,5°C hoidc ¢ sbt trong 24 gid
qua; (5) c6 thé dung thude bang dudng udng; (6) du
kha ning va thién chi tuan thii && cwong nghién ciru
trong thoi gian nghién ctru va dén kham theo lich
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hen; va (7) ¢6 gidy tu nguyén tham gia.

Tiéu chi loai trwr

Bénh nhan duoc loai ra khoi nghién ctru néu
c6 mot hay nhiéu tinh trang sau (a) c6 dau hiéu
nguy hiém toan than hoic sdt rét ning do P.
falciparum theo dinh nghia nam 2009 cuia WHO;
(b) nhiém Plasmodium loai khac — don doc hodc
hdén hop; (c) suy dinh dudng niang (duoc dinh
nghia 1a tré ¢6 chuan ting truong dudi —3 chi sb
z, ¢6 phu ddi ximg xay ra chi it 14 & ban chan,
hodc chu vi doan giita canh tay < 110 mm); (d) c6
bénh kém s6t khong phai sét rét (vi du soi. nhiém
khuan duong hé hip dudi cip tinh, tiéu chay
nang kem mat nudc) hodc da biét c6 cac bénh
tiém 4n nang hoic man tinh (vi du bénh tim, than
va gan, HIV/AIDS); (e) thuong xuyén dung
nhiing thuoc c6 thé can tro dugc dong hoc cua
thudc sét rét; (f) da dung thudc s6t rét trong vong
48 gio trudc; (g) tién sir phan Ung qua man hoac
chéng chi dinh véi bat ky thuéc nao dugc thu
hodc dugc dung lam thude diéu tri thay thé; hodc
(h) da cat bo lach.

Can thiép

Day 1a mot nghién ctru ngiu nhién, d6i ching,
mod nhin, vé hiéu qua cua artesunat (AS) va
dihydroartemisinin-piperaquin (DHA-PQP) trong
sét rét cap tinh khong bién ching do P. falciparum
v6i ba nhanh diéu tri: i/ AS 2mg/kg/ngay trong 3
ngay, i1/ AS 4mg/kg/ngay trong 3 ngay hoac iii/
DHA-PQP (DHA 2,4 mg/kg/ngay + PQP 19,2
mg/kg/ngay) trong 3 ngdy. Sau khi ngau nhién héa,
cac nghién ciru vién dugc cho biét két qua phan 16
diéu tri. Tuy nhién, cha me va nhan vién khong
tham gia diéu tri (y t4, xét nghiém vién, ky thuat
vién va dugc si) van khong biét két qua phan 1.
Nghién ctru nay khong cé muc dich so sanh hi¢u
qua cta thuc nghién ciru ma 1a xac dinh xem co
bang chirg nao cia su kéo dai thoi gian sach KST
sau khi bénh nhan sét rét udng artesunat hay khong.
Hai nhanh AS duogc diéu tri tiép v6i mot lidu trinh
DHA-PQP day da (DHA 1,6 mg/kg/liéu + PQP
12,8 mg/kg/heu) udng hai liéu vao ngay 1 va mot
lidu duy nhat mdi ngdy vao ngay 2 va ngiy 3 (tong
cong 3 ngay diéu tri véi DHA-PQP) theo phac d6
diéu tri cua Viét Nam. Artesunat do Cong ty Dugc
phim Qué Lam (Trung Qudc) hodc Cong ty Duoc
phiam Mekophar (Viét Nam) cung cip. DHA-PQP
1a biét dugc Artecan™ cua OPC. Tét cd céc lidu
thudc déu dwoc udng dudi sy giam sat cua nhan
vién y t& duoc Cha nhiém dé tai phan cong.
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Hinh 1. Lwu db bénh nhan nghién ctu
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BN c6 sét dwoc sang loc tai cac tram y té & huyén Phuéc Long
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B Phét mau () = 6389 |

P. vivax = 169

P. falciparum =

Nhiém hén hop = 32
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Loai 157 trwdng hop co:

\ 4
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>100.000/uL hoac SR nang hoac
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166 P. falciparum khéng co gidy tw nguyén tham gia

Ng&u _nhién

v v

A 4

2 mét dau theo dai)

ARTESUNAT ARTESUNAT DHA-PQP
2 mg/kg/ngay 4 mg/kg/ngay 55
55 56
4 rat lui (1 P.vivax, 6 rut lui (1 P.vivax, 1 1 rat lui
—> SAE)( —>{  cit lach, |2 mat déu theo doi)

4 mét d4u theo dai)

A 4 \ 4

A 4

49 (89%) 46 (82%)

Hoan tat 42 ngay theo dai Hoan tat 42 ngay theo dai Hoan tat 42 ngay theo dai

52 (94%)

Ngau nhién héa

Ngau nhién héa khoi duge thuc hién theo ti s
1:1:1 va c& khdi thay d6i tir 6 dén 9 dbi twong. Cac
phong bi niém kin chira ma sé phan 16 ngdu nhién
dugc cat trong mot ngan kéo ¢ khéa, va do duoc si
nghién ctru mé ra khi c6 mét bénh nhan dugc nhan
vao nghién ctru sau khi di kiém tra céc tiéu chi thu
nhan/loai trir. Bénh nhan dugc thu nhan theo thar tu
vao vién va cac phong bi ni€ém kin dugc mé ding
theo sb thtr tir ctia chung. Ngoai viéc phan vao céc
nhanh diéu tri, bénh nhan con duoc phan ngﬁu
nhién vao mét trong hai qui trinh ldy mau mau dé
phan tich dugc dong hoc quan thé.

Cac qui trinh lam sang va can lam sang

Khi vao vién, bénh nhan dugc can, tham kham
day du va ldy cdc mau méu ban dau dé xét nghiém
cong thirc mau va sinh héa. Ly mau déu ngon tay
dé do hematocrit va lam cac phét mau mdi 6 gid
cho dén khi khong tim thay P. falciparum thé vo
tinh. Xét nghiém phét mau day (giot dic) va phét
mau méng (giot dan) vao cac ngay 2, 3, 7, 14, 21,
28, 35 va 42 va vao bat ky ngay nao ma bénh nhan
tu dung quay tré lai. S6 lwgng KST trong mau duoc
xac dinh tir s6 hong cau bi ky sinh trén mbi 1.000
hdng cau (phét mong) hodc sé KST trén mdi 400
bach cau (phét day). D6i v6i mdi bénh nhan, tit ca
cac phét mau lic ban dau (100%), tat ca cac phét
mau 4m tinh (100%), khoang 10% sé phét mau

duong tinh (chon ngdu nhién) va khoang 70% s
phét mau c6 1 KST/400 bach cau duoc doc hai lan
boi hai xét nghiém vién doc 1ap. Mat do KST duogc
tinh bang cach Iy sé trung binh cua hai két qua
dém. Cac phét mau c6 két qua xét nghiém khong
ddng thuan (khac nhau vé chin doan loai, mat do
KST sai biét > 50%, hoac y kién khac nhau vé su ¢6
mat/khong c6 mat KST) dugc mot xét nghiém vién
thir ba xem lai, va mat do KST duoc tinh bang cach
liy trung binh cua hai két qua gin nhau nhit.

Bénh nhan nghién ctru dugc quan sat 30 phut sau
khi uéng thudc xem ¢6 bi 6i mua hodc tac dung phu
hay khong. Bénh nhan bi 6i trong khoang thoi gian
nay dugc cho udng thudc lai ciing liéu va theo dai
thém 30 phtt nita. Néu bénh nhan lai 6i, ho s& dugc
rit ra khoi nghién ctru va diéu tri thich hop. Bénh
nhan trong ca ba nhanh dugc theo ddi trong 42
ngay. Ké hoach theo ddi gdbm cac 1an kham kiém tra
theo lich hen ) dinh vao cac ngay 7, 14, 21, 28, 35
va 42, bao gdbm tham khdm lam sang va xét nghiém
can lam sang tuwong Ung.

Xét nghiém khuyéch dai chudi gen (PCR) dugc
ding dé phan biét giita tai phat som (recrudescence)
that s do that bai diéu tri va tai nhiém. Viéc xac
dinh gen dugc thuc hién trén cic miu mau cua tat
ci cac trudng hop c6 KST/mau tai dién. DNA cua
KST duoc ly trich bang phuong phap Chelex tir cac
vét mau kho!®. Thuc hién PCR 16ng béng cac doan
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Bang 1: Cac dac trwng ban dau & tieng nhém diéu tri.

Nhém diéu tri

Pac trwng Artgz::;lztg A;t;z;xkn; t DHA-Piperaquin
n (N=55) n (N=56) n (N=55)
Tubi (nam) 55 25 (20;38) 56 27 (21;35) 55 27 (21;33)
Tré em (< 15 tudi) 55 4 (7T%) 56 4 (7%) 55 3 (5%)
Gigi tinh 55 56 55
N 2 (4%) 2 (4%) 2 (4%)
Nam 53 (96%) 54 (96%) 53 (96%)
Dan toc 55 56 55

- Kinh (Viét) 26 (47%) 21 (38%) 19 (35%)

- S'tiéng 25 (45%) 25 (45%) 26 (47%)

- Dan toc khac 4 (7%) 10 (18%) 10 (18%)
Tién st sbt rét con 55 24 (44%) 55 25 (45%) 55 26 (47%)
Sét khi nhap vién 55 55 (100%) 56 51 (91%) 55 47 (85%)
Nhiét d6 (°C) 52 39,3(38,5;40,0) 56 38,6 (38,0;39,7) 55 39,0(37,9;39,5)
Chiéu cao (cm) 55 164(160;169) 56 161(158;167) 55 163(158;167)
Can nang (kg) 55 55(49;60) 56 53(50;58) 55 54(48;59)
Mat d6 KST (KST/uL) 55 27129 56 29192 55 29390

(12282;50868) (19415;55892) (16620;55578)
Hematocrit (%) 54 39,4(36,2;43,7) 55 40,0(37,4;42,9) 54 41,6(37,9;44,9)
Hemoglobin (g/dL) 53 13,8(12,6;15,4) 53 14,3(13,3;15,8) 51 14,2(12,9;16,0)
Bach cau (x 10°/L) 53 5,9(4,6;7,7) 54 5,6(4,4;7,2) 53 6,3(5,1;8,3)
Bach céu trung tinh (%) 50 78,7(66,5;82,9) 50 77,2(67,6;83,4) 48 74,9(67,2;80,6)
Bach céu lympho (%) 54 15,8(11,7;26,6) 55 15,4(11,3;26,5) 54 19,1(13,6;24,6)
Tiéu cau (x 10° /L) 50 93 (69;140) 49 119 (79;139) 49 111 (70;154)
BUN (mmol/L) 52 17,1 (14,5;18,2) 55 16,4 (14,6;18,4) 54 16,6 (14,3;19,1)
Creatinin huyét thanh (umol/L) 53 79,6 (61,9;88,4) 55 79,6 (70,7;88,4) 54 79,6 (70,7;88,4)
Bilirubin toan phan (umol/L) 52 18,0 (15,4;23,9) 50 20,5 (13,4;27,0) 54 20,5 (15,4;28,6)
Puwong huyét (mmol/L) 52 4,9 (4,3;6,4) 55 5,2 (4,7;6,4) 54 5,2 (4,4;6,1)
AST (IU/L) 53 35 (27;49) 55 40 (27;50) 54 40 (30;58)
ALT (IU/L) 53 37 (29;54) 55 39 (29;64) 54 42 (30;65)

Sé ligu thdng ké tom tat 1a sb lwgng tuyét dbi (%) déi véi cac bién dinh tinh va sé trung vi (IQR) di véi bién lién tuc

moi dac hiéu dbi v6i ba dau an phén tir thuong gap
nhat 1a mspl, msp2 va glurp . Phan tich két qua
dua trén cac dinh nghia cia WHO vé tai phat som
va nhiém moi.!®)

bé cuong nghién cuu, cac tai li€u vé su tu
nguyén tham gia, thong tin hd tro, va tit ca cac loai
thong tin quang cao hodc tuyén mo bénh nhan déu
dugc trinh cho Hoi dong Pao dic (HDPPD) cua
Vién Sét rét-KST-CT Tp. HCM va, HDPD Nghién
ctru bénh nhiét d6i ciia Pai hoc Oxford va Hoi dong
Phé duyét Pao duc Nghién ctru cuia WHO. Nghién
citu duoc dang ky tai www.clinicaltrials.gov
(NCTO01165372).

Két cuc danh gia

Két cuc danh gia chinh cta nghién ciru nay la
héng $6 K cua tde do thanh thai KST, tirc 1a d6 doc
cia quan hé tuyén tinh gitta log. cua mat do
KST/mau véi thoi gian. Mot sé do twong duong va
dé 1y giai hon — thoi gian ban thanh thai KST (ky
hiéu 1a T,;,) — cling dugc bao cdo, véi T, =

14

0,693/K. Hang sb toc d6 thanh thai KST dua trén sb
KST d&ém duoc qua thoi gian dugc xac 1ap bang
cong cu dién toan Parasite Clearance Estimator cua
Mang luéi Khang thudc SOt rét Thé gidi
(WWARN).?!

Céc két cuc danh gia phu gdm c6 i) hiéu qua
KST-hoc khong hi€u chinh va hi€u chinh véi PCR
ctia ba nhanh diéu tri qua 72 gio va trong giai doan
theo doi 42 ngay theo huéng dan cua WHO!?,
bénh nhén s& duoc phan loai 14 that bai diéu tri sém,
that bai 1am sang mudn, that bai KST-hoc mudn,
hodac dap tng lam sang va KST-hoc thoa dang
(ACPR); ii) Thoi gian sach KST (PCT100), dugc
dinh nghla 1a sb glo tir liéu diéu trj dau tién den khi
¢6 két qua thar nhat trong hai két qua lién tiép cho
thdy s6 KST/mau = 0 (bénh nhan khong sach KST
dugc 1ay s6 lidu ¢ thoi diém co KST dém duoc lan
cudi); iii) Ti 1& bénh nhan c6 thoi gian sach KST
>72 gid sau khi bat dau diéu tri; iv) Ti sé giam KST
lac 24 va 48 gio, dugc dinh nghia la tri s6 KST/mau
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lac ban dau chia cho tri s6 lic 24 hodc 48 gio; v)
Thoi gian ct sét, duge dinh nghia la s6 gio tir lidu
diéu tri dau tién dén khi bat dau giai doan 24 gio
khong st (ttrc 1a nhiét do <37,5°C); vi) Cac bién cb
bat loi va bat lgi nghiém trong.

Tinh c& mau

Do déc cia log. KST/mau theo thoi gian (hing
s6 K) trén 196 bénh nhan sbt rét ngudi Viét duoc
thu nhdn vao mét tho nghiém lam sang trong
khoang thoi gian 1996-2003"1 ¢6 phan phdi xap xi
log-chuan vé6i ¢ ddc trung vi 13 0,195/gidr va hé sb
bién thién 14 0,55. Dya trén nhitng gia dinh nay, 50
bénh nhén trong mdi nhém diéu tri s& tao duoc do
manh thong ké 80% (i) dé phat hién mot sy khéc
biét 0,75 lan trong do déc trung binh nhan gitra hai
nhém diéu tri bat ky, va (i) cho thiy d6 déc ¢ mot
nhom diéu tri bat ky s& khac biét c6 y nghia véi
0,195 néu do ddc that sy & nhém :?iy béng hodc nho
hon 0,158. D¢ diéu tiét ti 1¢ mat dau theo ddi cuc
dai 1a 10%, c& mau dugc xéac dinh la 165 bénh nhan

dé dat duoc yéu cdu danh gia két cuc chung cudc
trén 150 bénh n}}én.

Phan tich thong ké

Céc sb do dap ung KST-hoc lién tuc dugc tom
tat bang sb trung vi (khoang lién tr phan, IQR) va
dugc so sanh giita cic nhom bang test Kruskal-
Wallis. Thoi gian sach KST va cat sot dugc tom tat
bang uwéc luong Kaplan-Meier cia trung vi va
khoang lién tr phan, va dugc so sanh giita céc
nhém bang test thir hang log. Néu so sanh tong thé
gitra cac nhdm cé y nghia, chung t6i cling thuc hién
cac so sanh tirng cap.

Theo huéng dan cia WHO!'Y, nguy co thét bai
diéu tri dugc tinh theo phwong phap Kaplan-Meier
trén tat ca bénh nhan duoc ngau nhién hoa, ngoai ra
con tinh theo ti 1€ trén nhém bénh nhan cé béng
ching thit bai hodc dép ung KST va lam sang thoa
dang (ACPR) hay phan nhom tudn tha dé cuong. So
sanh gitta cac nhom dugc thuc hi¢n. theo thu tu,
bang test thir hang log va test Fisher chinh x4c.

Bang 2: Tom tat cac két cuc danh gia chinh va phu theo nhém diéu tri (quan thé ITT).

Artesunat Artesunat DHA- So sanh
Pac trwng 2mg/kg 4mgl/kg Piperaquin chung
(N=55) (N=56) (N=55) (tri s6 p)
Hang s thanh thai (“ do déc”) K
[-loge KST- mau/glo’]
- trung vi (IQR) 0,20(0,12; 0,25(0,11; 0,39) 0,23(0,12; 0,19
0,27) 0,33)
Thaoi gian ban thanh thai T+, [gio]
- trung vi (IQR) 3,54(2,61; 2,72(1,80,6,31) 2,98(2,10; 0,19
5,88) 5,82)
Két cuc diéu tri [chwa hiéu chinh PCR]
- Thét bai diéu tri soém 2 (4%) 0 (0%) 0 (0%)
- Thét bai lam sang muon 1(2%) * 0 (0%) 0 (0%)
- Thét bai KST-hoc muén 0 (0%) 0 (0%) 1(2%)£
- Rt lui hodic mét d4u theo dbi 6 (11%) 10 (18%) 3 (5%)
- Dap rng KST-hoc va lam sang thda dang 46 (84%) 46 (82%) 51 (93%)
Nguy co thét bai [chua hiéu chinh PCR]
- Phan tich Kaplan-Meier (ITT)* 6% 0% 2% 0,16
- Tilé (“tuan tha dé cuong’) 3/49 (6%) 0/46 (0%) 1/52 (2%) 0,21
Nguy co thét bai [hiéu chinh PCR]
- Phan tich Kaplan-Meier (ITT)* 6% 0% 0% 0,04*
- Tilé (“tuan tha dé cuwong”) 3/49 (6%) 0/46 (0%) 0/51 (0%) 0,07
Thoi gian sach KST (PCT100)
- trung vj (IQR) [gioT" 60 (36; 78) 42 (30; 78) 48 (36; 72) 0,49
-Tilé co PCT>72 g|0 0,27 0,27 0,22 -
Ti sb gidam KST (%)
- & 24 gio’ — trung vi (IQR) 48 (5.282) 212 (11.2931) 113 (12.561) 0,02¢
- & 48 gio’ — trung vi (IQR) 3430 (151; ) 0 (217; ) 0 (435; ) -
Thoi gian cét sbt*
- trung vi (IQR) [gi®] 30 (18, 42) 24 (12,42) 24 (18,36) 0,86

Céc sb do tém tét trong mbi nhém la sé trung vi (khoang lién t& phan [IQR]) hoac n (%).

® Khoéng thé wéc lwong do déc cho 1 bénh nhan ding artesunat 4mg/kg,

Kaplan-Meier,

)PCR: tai phat sém, ® PCR: nhiém mai, (#) wéc lvong

© S6 lieu theo d6i KST trong mau & 24 va 48 glo’ bi thiéu dwoc thay bang 0 néu bénh nhan cé bang chirng sach KST truéc do; sau
phép gan nay khéng con sé liéu khuyét. Cac tri sb vd cuc («0) twong (rng véi bénh nhan khéng c6 KST/mau & 24 va 48 gio.
So sanh trng cap: artesunat 2mg/kg va artesunat 4mg/kg (p=0,08), artesunat 2mg/kg va DHA-Piperaquin (p=0,07).
€ So sanh ttrng cap: artesunat 2mg/kg va artesunat 4mg/kg (p=0,01), artesunat 2mg/kg va DHA-Piperaquin (p=0,048), artesunat 4mg/kg

va DHA-Piperaquin (p=0,27).
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Tét ca cac két cuc danh gia déu duoc bao
c40 va so sanh trén quan thé c6 y dinh diéu
tri (ITT) bao gdm tat ca nhitng bénh nhan
dugc ngau nhién héa va trén quan thé tuin
thi dé cuong da loai nhitng bénh nhén rit lui
hodc mat dau theo di trong 3 ngay dau dicu
tri. TAt ca cac phan tich déu duoc thuc hién
v6i phan mém théng ké R-2.14.1 (R
Foundation for Statistical Computing,
Vienna, Ao).

Két qua

Viéc sang loc va thu tuyén bénh nhén sdt
rét duoc mo ta trong Hinh 1. Ti 1€ bénh nhan
¢6 phét mau duong tinh trén tong s dén
kham tai tram y té 1a 514/6903 (7%). Pa s
bénh nhan dugc nhan vao nghién cuu
(155/166 = 93%) la nguoi 1on. Lic vao vién,
153/166 (92%) bénh nhan dang sét va nhiéu bénh
nhan khac co6 triéu ching dau dau hodc mét, véi
bénh st ¢6 sét. MOi nhém didu tri c6 mot bénh nhan
tr chdi dung thudc sdt rét. Mot bénh nhan cé
P.vivax trén phét mau ngay 2 (nhanh AS 2mg/kg),
mot bénh nhan da cit lach (nhanh AS 4mg/kg), va
mot da didu tri v6i artesunat tinh mach (nhanh AS
2mg/kg); ca 6 bénh nhan nay déu duoc loai ra khoi
quéan thé tuan thu dé cuong. C6 3, 8 va 2 bénh nhan
khac, theo thu ty ¢ cac nhanh AS 2mg/kg, AS 4
mg/kg va DHA-PQP, rat lui khoi nghién ctru. mat
dau theo dbi hodc c¢6 P.vivax trén phét mau sau khi
hoan tat diéu tri nhung trudc ngay 42. Do dé, sb
bénh nhan hoan thanh ké hoach theo ddi nghién ciru
trong ba nhanh diéu tri néi trén lan luot 1a 49, 46 va
52 ngudi. Cac dic trung cia ba nhanh diéu tri khi
nhdn vao nghién ctru déu twong tu nhau (Bang 1).

~ Cac ket cuc danh gia vé KST/mau va th&i gian

cat sot

Céc két cuc duoc tom tit trong Bang 2 (quan thé
ITT). Thoi gian ban thanh thai KST va thoi gian
sach KST (PCT100) twong tu nhau gitta cac nhom
diéu tri (Hinh 2 va 3). Pang luu y 1a hon 20% s
bénh nhan c6 PCT100>72 gio ¢ ca ba nhom. Trong
phan tich hiéu chinh véi PCR, khong thay thét bai
didu tri ¢ cac nhom AS 4mg/kg va DHA-PQP so
v6i 3 truong hop (6%) that bai diéu tri 6 bénh nhén
dung AS 2mg/kg (p=0,04, so sanh tong the) Tuong
tu, ti s6 giam KST sau 24 gid to ra thip hon mot
cach c6 y nghia & bénh nhan dung AS 2mg/kg
(p=0,02).

Co 18 trén 166 (11%) bénh nhan dugc phat hién
¢6 giao bao trong mau & mét s6 thoi diém trong thoi

Thoi gian ban thanh thai KST (gio)
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AS 2 AS 4 mg/kg DHA-PQP

mg/kg

Hinh 2:‘Biéu do hop thoi gian ban thanh thai KST & tirng
nhom diéu tri. Cac cham la tri s6 clia tirng bénh nhan.

gian nghién ctru: khi vao vién: 5 (9%) & nhdm AS
2mg/kg, 6 (11%) & nhdm AS 4mg/kg va 4 (7%) &
nhém DHA-PQP, ¢ ngay 1 c6 2 bénh nhan (mdi
nhom AS c6 1 nguoi), va ¢ ngay 7 ¢6 1 bénh nhan
¢ nhom DHA-PQP. Thoi gian sach giao bao thay
d6i tir 6 gid dén 42 ngay. Thoi gian cat sét twong tur
nhau ¢ ca ba nhém (p=0,86).

Bién c6 bat lgii va bién c6 bat Igii nghiém trong

C6 39 bién c6 bét loi duge ghi nhan: 14 (25%) &
nhom AS 2mg/kg, 12 (21%) & nhom AS 4mg/kg, va
13 (24%) ¢ nhém DHA- PQP. Trong s6 bién cb ‘nay
¢6 33 truong hop bach cau thip (<5000/pL). Tat ca
bénh nhan déu hoi phuc mot cach yén 6n sau 2 tuan.

Chi ¢6 2 bién cb bt loi nghiém trong dugc bao
cao: mot bénh nhan nam & nhom AS 4mg/kg dugc
nhap vién vao ngay 21 vi st xuat huyét. Truong
hop thtr hai (AS 2mg/kg) 1a mét thanh nién 24 tudi
c6 mat d0 KST/mau khi nhan vao 1a 90.800/uL; 6
gio sau diém s6 trén thang diém hon mé Glasgow
(GCS) giam con 14/15 va KST/mau tang Ién
116.008/uL. Bénh nhan nay dugc diéu tri artesunat
tinh mach vi rdi loan tri gidc. Thoi gian sach KST
hoan toan (100%) cua bénh nhan la 60 gio va
truong hop nay coi nhu dwgc rut ra khdi nghién
clru. Bénh nhan hoi phuc hoan toan va ra vién vao
ngdy 6 va dugc theo ddi dén ngay 42 ma khong
thdy bién ching nao.

C6 hai truong hop that bai diéu tri sém (6 nhém
AS 2m/kg). Ca hai bénh nhan déu cé phét mau
duong tinh vao ngay 3 (+72 gio) va van sot. Khi két
thic liéu trinh, mot bénh nhan hoi phuc hoan toan
va bénh nhan kia ¢ thit bai KST-hoc mudn & ngay
28 do tai phat som.
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Hinh 3: Buong cong thanh thai KST cua tat ca 166 bénh nhan nghién ctru. Pwdng mau dé 1a thdi gian thanh thai trung vi.
Pwdng mau xanh 1a cGa bénh nhan cé thanh thai <4 log1o & thoi diém 72 gio

Ban luan

Nghién ctru nay dugc thiét ké dé nhan dién cac
truong hop sét rét do P. falciparum khang-
artemisinin ¢ cdc tinh phia nam Viét Nam vi c6 su
lo ngai rang khang artemlslnln da lan rong ra ngoai
mién tdy Campuchia "%, é danh gia hiéu qua that
sy cua artesunat — tach biét tdc dung cia nhiing
thudc trong cac phac dd phdi hop artemisinin — cac
diéu tri nghién ctru trong thir nghiém nay trong 3
ngdy dau la artesunat don doc 2 mg/kg/ngay hodc 4
mg/kg/ngay, tlep theo 1a mot liéu DHA-PPQ dé bao
dam diéu tri chong sdt rét tét nhit cho bénh nhan va
phi hop v6i céac khuyén nghi cia Chuong trinh
Phong chéng Sét rét Qudc gia ctia Viét Nam.

Khang artemisinin thudong dwoc nhan dién boi
su kéo dai thoi gian sach KST™ nhung trong céc
nghién ctu thuc dia, viéc xét nghiém KST trong
mau thuong chi thuc hién khi nhan vao va ¢ ngay 2
va/hodc ngay 3 va ngay 7, de danh gid d§ nhay cam
in vivo dbi Vi thudc sbt rét. Xét nghiém dém
KST/mau mdi ngay mét lan khong cho phép danh
gid ding thoi gian sach KST. Dé mo ta chinh xéc
hon, trong nghién ctru nay cac phét mau duoc iy
mdi 6 gid cho dén khi quan sat thiy hai phét mau
4m tinh lién tiép. Thoi gian sach KST trung vi 1a 60
gid (IQR: 36-78) v6i phac do AS 2mg/kg, 42 gid
(IQR: 30-78) v&i phac dd 4 mg/kg, va 48 gid (IQR:
36-72) véi phac @6 DHA-PPQ (p = 0,29). Két qua
ndy twong tr véi két qua nghién ciru nam 2009 tai
Wang Pha, tay Thai Lan, noi thoi gian sach KST
trung vi dugc bdo cdo 1a 54 va 48 gid, nhung ngin

hon dang ké so véi két qua & Pailin, Campuchia,
noi thoi gian sach KST trung vi 1a 84 gio (IQR: 54-
96) vdi lidu 2 mg/kg va 72 giv (IQR: 60-96) vdi
lidu 4 mg/kg.[!

Mot s6 do khac duoc dung dé danh gia sach
KST 1a ti s6 giam KST (parasite reduction ratio,
PRR). Trong nghién ctru ciia chiing t6i, nhitng sé do
cho thdy sau 24 gio> 97,93% (AS 2mg/kg), 99,51%
(AS 4mg/kg), va 99,12% (DHA-PQP) s6 KST duoc
thanh thai khoi mau. Két qua nay tuong 1'Ing voi
mirc giam 107 1an sau 24 gio va giam >10* 1an sau
48 g10 (Bang 2). Cac tri s6 PRR nay tuong tu nhu
da thiy & Wang Pha, tiy Thai Lan, va goi y mot toc
d6 thanh thai KST nhanh hon khoang mot bac sb
mii so voi két qua dugc bio cdo tir Pailin,
Campuchia.!"!

Gan day, d6 déc ciia muc giam log KST/méu
qua thoi gian (hodc mot khai niém tuong duong la
thoi gian ban thanh thai KST hay T),) da dwoc dé
nghi nhu 1a mot sb do thiét thuc va nhay nhat dé
nghién ctu tac dung cia thude sot rét)® va vi vay
n6 duoc dung lam két cuc danh gid chinh trong
nghién ctru nay. T, trung vi & ba nhom nghién cuu
la 3,54, 2,74, va 2,98 gio va khong cd su khac biét
c6 ¥ nghia giita cac nhém. So véi két qua cua
Dondorp va cs. (2009, T, trong nghién ctru cia
chung toi cling tuong tac nhu két qua da thay tai
Wang Pha, tdy Thai Lan (4 va 3 gio) va thip hon
nhiéu so v6i két qua tai Pailin (11 va 9 gid) nim
2009. Vi diéu tri artemisinin lam sach KST nhanh,
phﬁn 16n bénh nhan du kién s& sach KST trong mau
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Bang 3: Thei gian sach KST (PCT100) trong cac nghién ctpu nam 2000-2009 & Viét Nam

1998 2001 2004/2005 2008/2009

Thanh NV va cs, 2010) (Artemisinin 5 ngay) (Artemisinin 7 ngay) (Artesunat 7 ngay) (Artesunat 7 ngay)
N=65 N=69 N=82 N=54

Thoi gian sach KST

- Trung vi (BLC) [ngay] 1,8+0,9 2,309 2,1%0,7 1,6 +0,7

KST/mau dwong tinh

- Ngay 3 - n (%) 4 (6%) 6 (9%) 3 (4%) 1(2%)

-Ngay 4 — n (%) 0 0 0 0

Artesunat 1 ngay (4mg/kg) +
mefloquin & ngay 3

(Hien TT, 2004)
(N=70)

Artesunat 3 ngay (4, 2, 2 mg/kg) +
mefloquin & ngay 3
(N=73)

Thoi gian sach KST

- Trung vi (gi&i han) [gio] 48,2 (40,6-55,9)

44,5 (37,7-51,4)

ngoai bién vao ngay 3 (72 gid) sau khi bt dau diéu
tri. Vi thé. ti 16 phét mau dwong tinh vao ngay 3
dugc d& nghi dung lam cong cu danh gid murc deé
khang artemisinin trong quéan thé. S6 liéu tir hon
19.000 truong hop sOt rét cap tinh do P. falciparum
goiy rang khang artemisinin rat it kha ning xay ra
néu ti 1€ bénh nhan cé phet mau duong tinh vao
ngay 3 (72 gio) <3% trong so benh nhan co mat do
KST <100.000/uL khi nhan vao'*l. Trong nghién
ctru cua chiing t6i, ti 1€ bénh nhan c6 thoi gian sach
KST >72 gio la >20% & ca ba nhanh nghién ctru,
cho thdy mot nhu ciu cip bach can c6 thém thong
tin. Ngoai mat d0 KST/méu khi vao vién, con cé
nhiing yéu t6 khic anh huong dén su thanh thai
KST nhu tudi, tinh trang mién dich ca nhan, loai
thudc st rét duoc dung (tinh chit duoc dong hoc va
duoc luc hoc), va doc luc KST. Nhiing yéu td nay
khé c6 thé khao sat trong nghién ctru thuc dia.
Trong nghién cru ndy, bénh nhan ciing dugc liy
cdc mau mau dé khao sat duoc dong hoc va di
truyén hoc KST, nhitng két qua 4y s& duoc bao cdo
riéng.

Dir li¢u thanh thai KST trudce day tir hai nghién
cuu tuong tu & cac tinh phia nam Viét Nam duoc
tom tat trong Bang 3. Mot thir nghiém 1am sang
ngau nhién doi chung dugc thuc hién nam 2001-
2202 tai Bénh vién Bénh Nhiét déi TP. HO6 Chi
Minh, Viét Nam, cho théy bénh nhan c6 cac ti€u chi
thu nhan tuong tu nhu nghién ctru nay (KST/mau
>10.000/uL va <100.000/uL) va dugc diéu tri véi
artesunat (lidu duy nhét 4 mg/kg) so vdi artesunat (4
mg/kg & ngdy 1, 2 mg/kg & ngay 2 va 3), ca hai déu
phéi hop véi mefloquin 15 mg/kg & ngay 3 so véi
mefloquin liéu duy nhit 15 mg/kg. Trong nghién
ctru dy, thoi gian sach KST trung binh (khoang dao
dong) 1a 48,2 (40,6-55,9) giod & nhém AS 2 mg/kg
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va 44,5 (37,7-51,4) giod & nhom AS 4 mg/kg, va
khong c6 bénh nhan nao c6 phét méu dwong tinh &
thoi diém 72 gio!". Mot tong quan dir liéu nghién
ciru & Viét Nam tir 1998 dén 2009 ciing bao cdo
mot ti 16 duong tinh rat thip cua phét mau ngay 3
trén bénh nhan dung artemisinin (6% nam 1998 va
9% nam 2001) hoac artesunat (4% nam 2004/2005
va 2% nam 2008/2009) %! Do @6, nghién ctru hién
tai cua chung t6i goi y mot su gia tang gan day
trong ti 1¢ phét mau duong tinh ngay 3 trén bénh
nhan sot rét do P. falciparum dugc diéu tri artesunat
dang udng & phia nam Viét Nam.

Nghién ctru nay khong dugce thiét ké dé so sanh
hi¢u qua tong thé cia ba nhém diéu tri. Chung t6i
nhan thdy thoi gian ban thanh thai dai hon & nhém
AS 2mg/kg nhung so sanh két cuc chinh giita céc
nhém diéu tri khong dat muc y nghia thong ké. Tuy
vy, nhém AS 2mg/kg c6 nguy co that bai diéu tri
(sau hi€u chinh PCR) cao hon mot cach c6 y nghia
va ti s6 giam KST 24 gio thip hon. C6 thé giai
thich diéu nay bang tac dung diét KST thap hon cua
lidu AS thép, co khé nang lam tang ti 1& KST
chuyen sang “thé ngu”.l'%)

Y nghia cia nghién clru nay dbi véi cong tac
phong chdng sot rét ¢ Viét Nam 1a chung ta phai bét
dau xem xét phai chang ph01 hop dau ‘tay (DHA-
PQP) 1a lya chon téi wu dé diéu tri sdt rét do P.
falciparum & Viét Nam. O bién giéi Thai Lan-
Myanmar, 10-20% s6 bénh nhan duoc didu tri véi
cic phac d6 artemisinin phdi hop van con KST
trong méau sau 3 ngay diéu tri"'”), khi d6i chiéu vai ti
16 >20% s6 bénh nhan c6 phét méu duong tinh &
ngay 3 trong nghién ctru nay, budc ching ta phai lo
ngai vé su lan rong cua khang artemisinin vé mat
dia Iy. Viéc danh gia mirc thanh thai KST bang céch
thuong xuyén xét nghiém dém KST trong nghién
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ctru nay cho phép mé ta chi tiét cac dap tng diéu tri
va cho thay rang c6 18 lidu artesunat 2mg/kg khong
dat dugc tac dung diét KST cuc dai. Tuy nhién,
nhin chung dép tng vé&i phic do artemisinin phdi
hop dang dugc khuyén dung van théa dang. R&
rang can c6 su theo dbi sat hon nital'?! dé danh gia
xem ddy c6 phai la sy trdéi diy ctia khang
artemisinin hay khong. Tuy vy, hién tai Chuong
trinh Phong chdng S6t rét & Viét Nam van sir dung
phdi hop dihydroartemisinin-piperaquin vi khong
¢6 thude sbt rét thay thé ndo to ra tét, kha dung véi
chi phi phai chang nhur thé.
Két luan

Vi nghién ctu sét rét hién nay c6 tim quan trong
trong viéc cung cap thong tin cho cac chlen luwoc
thanh toan sbt rét toan cau, chung ta phai tiép tuc
theo ddi nhiéu khu vue trén thé gidi vé tiém ning
khang artemisinin xudt hién va lan rong, vi cac phac
d6 phdi hop c6 artemisinin nhiéu kha ning 1a cong
cu cha chét gitip dat duoc va duy tri két qua giam
s6 ca bénh trén toan cau''®. Néu khang artemisinin
lan rong & khu vure nay, doi hoi phai ¢é nhitng chién
lugc méi va ki thuat méi dé quan ly va ngan chin
khang thudc!'® 2 nham giit vitng nhirng thanh tyu
da dat duoc trong 10 nim qua.?!

Cam ta: Nghién ciu nay dugc thuc hién trong nd luc hop tac
gitia Bénh vién Bénh Nhiét déi va Trung tdm Y hoc Nhiét déi
clia Pai hoc Oxford, dugc Wellcome Trust hd trg. Chiing téi xin
cdm on cac ban gidm dbc va nhan vién clia Bénh vien Bénh
Nhiét dsi, Béenh vien Phusc Long, Tram Y t& Bu Gia Map,
Trung tam Phong chéng Sét rét tinh Binh Phudc, va Vien SR-
KST-CT TP. H5 Chi Minh, dac biét la cac bac si Lé Thanh
DPéng, Tran Van Chung, Vit Ngoc Tam, va T chic Y t& Thé
gi6i, Geneva, Thuy Si, da tai trg cho nghién ctiu nay.
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