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Tom tat

Téng quan: S6t rét van con 1a mot bénh pho biéncé mirc luu hanh cao, mdi ndm gy ra cai chét cho
khoang 1,5 triéu ngudi trén thé gidi, phan 16n tr vong déu do Pfalciparum. Su xuat hién va lan rong
da khang thudc ctia Plasmodium falciparum(P. falciparum) d3 va dang 1am hau hét cac thude diéu tri
sOt rét kinh dién thuong dung da khong con hiéu qua. Ciing nhu cac thudc chong st rét khac, khang
artemisininda va dang dugc phat hién ¢ Pong Nam A. Panh gia hiéu luc sbt rét 14 mot hoat dong can
thiét dé danh gia nhay khang cta thudc hién dang dung déng gop tich cuc vao cong tac phong chdng
sOt rét. Muc tiéu nghién ciru: Panh gia két qua chdm sach KSTSR sau diéu tri 3 ngay vé6i phac do
dihydroartemisinin + piperaquin phosphate (DHA- PPQ) trén bénh nhan sbt rét P.falciparum khong bién
ching & huyén Huéng Ho4, tinh Quang Tri. Phwong phap nghién ciru: M6 ta cit ngang. Mau nghién
clru gdm tat ca bénh nhan sét rét Pfalciparum khong bién chimg & huyén Hudng Hoa, tinh Quang Tri
dong y tham gia vao nghién ciru ctia ching t6i. C6 84 bénh nhan dugc thu thap lam mau va mau mau
toan phan trudc va sau diéu tri 3 ngay dé udc luong ky sinh tring sot rét (KSTSR) trong mau bang
phuorng phap soi kinh hién vi (KHV) va Real time PCR. Két qua: Trong tong s6 84 miu ciia bénh nhan
st rét duge thu thap dé xac dinh ty 1€ cham sach ky smh trung (DPC: delayed parasite clearance) trong
méu sau diéu tri 3 ngay véi phat 6 DHA-PPQ, ¢ 22 mau (26,2%) conKSTSR trong méu sau diéu trj 3
ngdy xac dinh bang soi kinh hién vi; v6i Real time PCRc6 33 mau (39,3%) con KSTSR trong mau sau
diéu tri 3 ngay. Két luan:Ving dich t& bénh s6t rét trong nghién ctru ciia chung toi c6 ty 1¢ cham sach ky
sinh tring trong mau sau diéu tri v&i phac d0 DHA-PPQ vao ngay thi 3 14 26,2% (22/84 mau) xac dinh
bang soi kinh hién vi va 39,3% (33/84 mau)bang Real time PCR. Theo dinh nghia cia WHO vé khang
artemisinin, két qua nghién ctru nay budc dau gép phan vao viéc bao cao nghi ngd khéng artemisinin
xdy ra & huyén Huéng Ho4, tinh Quang Tri, ving dich t& nghién ctru ctia chiing ti.

Tir khoa: Plasmodium falciparum, Artemisinin.

Abstract

EVALUATION THE RATE OF DELAYED PARASITE CLEARANCE IN
UNCOMPLICATED PLASMODIUM FALCIPARUM PATIENT AFTER 3 DAYS
TREATMENT WITH DIHYDROARTEMISININ PLUS PIPERAQUIN PHOSPHATE
(DHA-PPQ) IN HUONG HOA DISTRICT, QUANG TRI PROVINCE
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Background: Malaria is still remains a public health disease with high circulating levels, each
year causes the death of about 1.5 million people worldwide, and almost all deaths are caused by
falciparum malaria. The emergence of multidrug-resistant P. falciparum parasites has made these
drugs useless in many areas where malaria is endemic. As with earlier antimalarial drugs, parasite
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resistance to artemisinin and its derivatives has emerged in Southeast Asia. Evaluate the effectiveness of
antimalarial drug is an essential activity for assessing sensitivity of drug resistance are taking a positive
contribution to the prevention of malaria. Objective: To evaluate the rate of delayed parasite clearance
(DPC) in uncomplicated Plasmodium falciparum patient after 3 days treatment with DHA-PPQ in
Huong Hoa district, Quang Tri province. Methods: Cross-sectional study and empirical research. The
research samples included all patients with falciparum malaria uncomplicated in Huong Hoa district,
Quang Tri province agreed to participate in our study. 84 patients were collected smears and whole blood
samples before and after 3 days of treatment with DHA-PPQ for evaluating parasitemiae by microscopy
method and Real time PCR. Results: In total 84 samples of malaria patients were collected to determine
the rate of delayed parasite clearance (DPC) after 3 days of treatment with DHA-PPQ, there were 22
samples (26.2%) having parasites in blood after treatment 3days determined by microscopy; 33 samples
(39.3%) had parasites in the blood after treatment 3 days determined by Real time PCR. Conclusion:
Our study showed the rate of delayed parasite clearance (DPC) after treatment with DHA-PPQ 3 days
were 26.2% (22/84 samples) determined by microscopy and 39.3% (33/84 samples) by Real time PCR.
As defined by WHO, the study results contribute to the initial report suspected artemisinin resistance
occurs in endemic areas of our research.
Key words: Plasmodium falciparum, Artemisinin.

1. PAT VAN PE

S6t rét van con 1a mot bénh phd bién c6 mic
Iwu hanh cao, mdi nam gay ra cai chét cho khoang
1,5 triéu nguoi trén thé gidi, phan 16n tir vong déu
do Pfalciparum. Sy xuét hién va lan rong da khang
thudc cta Pfalciparum di va dang lam hau hét
cac thude diéu tri sot rét kinh dién thuong ding da
khong con hiéu qua. Ciing nhu cac thude chdng sot
rét khac, khang artemisinin da va dang dugc phat
hién & Pong Nam A, bit dau voi bao cao dau tién
vao nam 2008 & tinh Battambang [10] va vao 2009
o tinh Pailin [5] & phia tay Campuchia, sau do
P. falciparum khangartemisinin dugc bao céo lan
rong khap dat nudéc Campuchia[1; 2], phia tiy Thai
Lan[13],phia nam Mianma[8], phia nam Viét Nam
[7]. O huyén Huéng Ho4 tinh Quang Tri phac d6
dihydroartemisinin + piperaquin phosphate (DHA-
PPQ) da va dang duoc sir dung, ché pham dang sir
dung la CV artecan (40 mg dihydroartemisinin +
320 mgmg piperaquin phosphate) ciia cong ty Co
phﬁn duoc phém OPC. Hién nay, viéc xac dinh
khang artemisinin dang gip nhiéu khé khan, cac
dinh nghia cta khang artemisinin dua trén dir licu
phong thi nghiém va lam sang.

Theo dinh nghia khing diéu tri thudc sbt
rét cia WHO: Nghi ngd khang khi xudt hién
suchdm lam sach ky sinh trung trong mau sau
diéu tri thudc khang st rét, bang ching 1a ¢6 hon
10% cac trudng hop ky sinh tring thé vo tinh con
duoc phat hién trong mau vao ngay thir 3 sau khi
diéu tri bang thudc [5;15]. Xac dinh khang khi
hodc thit bai diéu tri sau khi diéu tri don tri liéu
artemisinins bang dudng udng véi nong d thude
chdng sot rét trong méau thich hop véi bang ching
1a sy ton tai ky sinh tring trong 7 ngay, hodc su

c6 mat ky sinh trung vao ngay tht 3 va tai phat
trong vong 28 hodc 42 ngay [16]. Viéc danh gia
hiéu luc thude sdt rét 1a mot hoat dong can thiét
va rt quan trong dé danh gia nhay khang cua
thudc hién dang str dung, dong gop tich cuc vao
cong tac phong chdng bénh st rét. Vi vay, ching
toi thyc hién nghién ctru nay voi muc ti€u: Panh
gid két qua chdm sach ky sinh tring sot rét sau
diéu tri 3 ngdy véi phac do dihydroartemisinin +
piperaquin phosphate(DHA- PPQ)trén bénh nhan
sot rét Pfalciparum khéng bién chirng & mét viing
dich té sot rét, huyén Hurong Hod, tinh Qudng Tri.

2. POI TUQNG VA PHUONG PHAP
NGHIEN CUU
2.1. Péi twong nghién ciru
Trong nghién clru ciia ching t6i co tong 84
bénh nhan s6t rét Pfalciparum khong bién chimg
& vang dich t& sbt rét huyén Hudng Hod, tinh
Quang Tri voi ti€u chuén chon bénh nhu sau.
2.1.1. Tiéu chuén chon bénh
e Tudi tir 6 thang dén dudi 70 tudi, khong phu
thudc giai tinh.
e Nhiém don thuin P falczparumkhong bién
chimg phat hién bang kinh hién vi.
e Nhiét do co thé > 37,5 d6 C hoic tién sir 6
consdt trong 24 gio trude do.
Bénh nhén c6 kha nang nudt va udng thudc.
Bénh nhan va/hodc gia dinh (cha me trong cac
truong hop tré em) dong y tham gia nghién cuu.
e (6 kha nang va san sang tuan theo cac giao
thirc nghién ctru trong sudt thoi gian nghién
ctru.
e Chua dung bat ky loai thudc chong st rét niao
trude khi diéu tri véi DHA-PPQ.
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2.1.2. Tiéu chudn logi trir ,

Su hién dién cﬁawdéu hi¢u nguy hiém chung &
tré em dudi 5 tudi hodc c6 dau hi¢u cua bénh
sot ret P, falciparum n@ng.

Nhiém phdi hop P. falciparum véi mot trong
cac loéi:‘P. vivax, P. ovale, P. malariae.Nhiém
don thuan mdét trong cac loai Plasmodium
khac: Pvivax, P. ovale, P. malariae. )
Bénh nhén suy dinh dudng nang, hodc st do
cac bénh khac ngoai bénh st rét (nhiém tring
dudng ho hap dudi cap tinh, tiéu chdy ning)
hodc dang mac cac bénh man tinh hodc nghi€ém
trong tiém an, non nang, hodc rdi loan tam ly.
Co tién su phan ng qua map hodc chong chi
dinh v6i bat kycac thanh phan nao cua thudce
trong phac d6 DHA-PPQ duogc st dung.

Phu nlt mang thai hoac phu nit dang cho con
bt

2.2. Phwong phap nghién ciru

- Sir dung phuong phap mé ta, cit ngang.

- Céc budc tién hanh:
Tiep_xuc ph(’)ﬁg van

X di trong nghién,ciru, thu
xac dinh sy chdm sach K TS% g

thap cac thong tin can thiét lién quan van dé
nghién ctru.

Thu thap mau mau toan phan va lam mau cua
bénh nhan trudce di€u tri (DO) va sau di€u tri 3
ngay (D3) véi phat d6 DHA-PPQ dé xac dinh
ty 1¢ cham sach KSTSR sau di€u tri bang soi
kinh hién vi va Real time PCR.

Soi kinh hién vi: Lam mau ctia bénh nhan thu
thap ngay DO va D3 dugc nhuom Giemsa va
soi KHV dém s6 lugng KSTSR udc tinh theo
cong thure cuia WHO (1991) d€ so sanh ty 1€
KSTSR ngay DO va D3, xac dinh sy chdm sach
KSTSR sau diéu tri 3 ngay véi phat d6 DHA-
PPQ.

Real time PCR: Mau mau toan phan ctia bénh
nhén thu thip ngay DO va D3 dugc tach chiet
DNA va chay Real time PCR v6i doan moi
dac hiéu cua Pfalciparum(primer Forward 5°
-ATTGCTTTTGAGAGGTTTTGTTACTTT
- 3, primer Reverse 5-
GCTGTAGTATTCAAACACAATGAACTCAA
- 3°) dé so sanh ty 1¢ KSTSR ngay DO va D3,

sau dieu tr1 3 ngay voi phat d0 DHA-PPQ.

- Xtr Iy s6 liéu: Bang phan mém Microsoft Excel 2010 va Icestimator 1.2 software.

Lam mau Mau mau toan phan
Hinh 1. Hinh anh thu thap mau nghién ctru

3. KET QUA NGHIEN CUU

3.1. Pic diém mau nghién ciru theo giéi tinh, dd tudi va tién sir b¢nh
Béang 1. Ty I¢ mau nghién ctru theo gidi tinh, do tudi va tién sir bénh

Pic diém S6 lwgng Ty 1¢ phin trim (%)

Nhoém tudi 84 100
<15 tudi 32 38,1
>= 15 tudi 52 61,9
Gi6i tinh 84 100
Nam 51 60,7
Nit 33 39,3
Tién sir bénh sot rét 84 100

Co 21 25

Khong 63 75

Theo Béang 1 trong tongsd 84 bénh nhan Plasmodium falciparumkhong bién ching, c6 32 (38,1%)
nguoi dudi 15 tudi, 52 (61,9%) nguoi tir 15 tudi trd 1€n, ty 1€ nam gidi cao hon nit gidi voi 51 nam

(60,7%) so v6i 33 nit (39,3%). Bénh nhan c6 tién st bénh st rét 1a 21 ngudi (25%).
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3.2. T 1¢ cham sach ky sinh tring trong mau (DPC) sau diéu tri véi phac dd0 DHA-PPQ vio
ngay thi 3 xac dinh bing k§j thuat soi kinh hién vi
Bang 2. Ty 1¢ DPC sau diéu tri véi phac 46 DHA-PPQ vao ngay thi 3
xac dinh bang k¥ thuat soi kinh hién vi

S6 hrong Ty 1¢ phin trim (%) S6 lrong Ty 1¢ phin trim (%)
84 100 22 26,2
Theo Bang 2, trong tong s6 84 bénh nhan Plasmodium falciparum khong bién chirng,sé lugng bénh
nhan cham sach KSTSR sau di€u tri 3 ngay véi phac d6 DHA-PPQ x4c dinh bang k¥ thuat soi kinh hién
vi 1a 22 bénh nhén chiém ty 1€ 26,2%.

Trudc diéu tri Sau diéu trj
Hinh 2. Xac dinh DPC bang soi kinh hién vi
3.3. Ty 1¢ cham sach ky sinh tring trong mau (DPC) sau diéu tri véi phac dd6 DHA-PPQ vio
ngay thir 3 xac dinh bing k§ thuat Real time PCR
Bang 3. Ty 1¢ DPC sau diéu tri vi phac d6 DHA-PPQ véo ngay thir 3 xac dinh bang k¥ thut Real time PCR

S6 lwgng Ty 1§ phan trim (%) S6 lwgng Ty 1§ phén trim (%)
84 100 33 39,3

Theo bang 3, trong tong s0 84 bénh nhan Plasmodium falciparum khong bién ching, so lugng bénh
nhan cham sach KSTSR sau diéu tri 3 ngay vdi phac d6 DHA-PPQ 1a 33 chiém ty 1€ 39,3% xac dinh
bang k¥ thuat Real time PCR.

Trude diéu tri Sau diéu tri
Hinh 3. Mau van con KSTSR trong méu xic dinh bang Real time PCR

Hinh 4. MAu khong con KSTSR trong mau xéc dinh bang Real time PCR
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4. BAN LUAN

4.1. Pic diém miu nghién ciru theo gidi tinh,
dd tudi va tién sir bénh

Huyén Hudéng Hoa, tinh Quang Tri la vung
dich t& sét rét ddc hitu cho loai Plasmodium
falciparum. Theo Trung tdm Y té dy phong huyén
Huéng Hoa, & 8 xi bién gidi ndy ngudi bi sbt
rét chiém trén 70% tong dan sb. V& d6 tudi cua
bénh nhan, két qua nghién ctru ciia chung t6i cho
thdy nhom bénh nhan 15 tudi tré 1én 13 ludn ludn
cao hon so v6i nhém bénh nhan dudi 15 tudi. Va
ty 1€ nam gigi luén cao hon nit. Ly do cna hién
tuong nay 1a do déy 1a ving dan cu chu yéu 13 dan
toc thiéu sd, nam gidi truong thanh 13 luc luong
lao dong chinh cua gia dinh va xa hdi, vi vay ho
thuong di ra ngoai lam viéc; trong thoi gian thu
hoach mua mang ho thuong ngu qua dém trong
nuong riy gan rimg. Tinh hinh néu trén phan nao
giai thich hién tugng nam gidi truong thanh (15
tudi tré 1én) 12 nhom chinh bi sét rét trong mau
nghién ciru cia ching toi.

4.2. Ty 1€ chdm sach KSTSR trong mau
(DPC) sau diéu tri véi phac d6 DHA-PPQ vao
ngay thir 3 xac dinh bing k§y thuit soi kinh hién
vi (KHYV) va Real time PCR

Twong ty nhu cac nudc khac trong khu vuc tiéu
viing Mekong, khang thudc diéu tri st rét cua Viét
Nam d2 ndi 1én v&i tht ca cac loai thude diéu tri sbt
rét. Nhung DHA-PPQ da duoc trién khai c6 hiéu
qua cho P, falciparum theo khuyén cao cia WHO,
va didu nay da ching t6 DHA-PPQ 12 mot phac do
chéng sbt rét c6 hidu qua cao trong diéu tri bénh
s6t rét P, falciparum va phi hop dé st dung trong
nhiu ving dic hiru & Viét Nam trong d6 c6 tinh
Quang Tri.

Két qua nghlen cuiu cua ching t6i, ty 1€ chdm
sach KSTSR xac dinh bang phuong phép Real
time PCR (39,3%) cao hon soi KHV (26,2%) la
phu hop vi PCR 1a mdt ky thuédt c6 do nhay va
dac hi€u cao, phu hgp voi cac nghién curu trudce
day vi Real time PCR tang dd nhay phat hién ky
sinh trimg s6t rét trong mau trong truong hop ky

sinh tring qua thap ma kinh hién vi khong phat
hién dugc [14]. Tuy nhién, trong mot sO truong
hop KSTSR ¢6 thé da chét hay v ra nhung van
chua bi cac té bao don dep (scavenger cells) nhu
dai thuc bao tiéu huy hét thi két qua Real time
PCR van duong tinh.Vi vay, hién nay KHV van
la mot phu’ong phap duoc st dung nhu mdt tiéu
chuan Vang dé chan doan sdt rét va trong két qua
nghién clru ctia chung t6i ty 1€ chdm sach KSTSR
xac dinh bang soi KHV 1a 26,2% [3; 9; 11; 12].
Dua vao dinh nghia khang ACT cua WHO, nghi
ngd khang ACT khi c¢6 10% bénh nhan van con
KSTSR trong méau sau 72 gio (3 ngay) diéu tri
x4c dinh bang soi KHV, nhu vy két qua nghién
ciru cua ching t6i c6 y nghia trong van d¢ béo
khang artemisinin xay ra 6huyén Huong Ho4, tinh
Quang Tri, Viét Nam.

Tuy nhién, van dé dit ra la khang artemisinin
1a that hay khong? Va vai tro cua cac yéu té gop
phan vao su chdm sach ky sinh trung trong mau.
Dinh nghia vé khang thubc cta Pfalciparum hién
nay van chua that sy 1o rang Nguoi ta chi dya
vao sy sach KSTSR trong mau sau 72 gio diéu tri
nhung ¢6 rat nhiéu yeu t6 anh huong dén két qua
nay chuc nang lach ctia bénh nhan, bénh ciia hong
cau Hb E, vai tro cia marker K13-prope11er .[4]
[17]. Hon nita, c6 nhiéu nghién ctru gan day bao
c4o vai trd cta thudc phdi hop trong vin dé lam
cham thoi gian sach KSTSR ¢ trong mau [6]. Nhu
Vay trong twong lai cin c6 nhiéu hon cac ngh1en
ctru lién quan khac dé gop phan vao viéc xac dinh
khang artemisinin ¢ Viét Nam cling nhu céc Vung
dich t& khac dang bao khang thudc trén thé gisi.

5. KET LUAN

Nghién ctru cia chiing t6i co6 ty 1€ cham sach
ky sinh tring trong mau sau diéu tri 3 ngay véi
phac 6 DHA-PPQ 13 26.2% (22/84 miu) xac dinh
bang soi kinh hién vi va 39.3% (33/84 miu) xéac
dinh bang Real time PCR. Theo dinh nghia cua
WHO, két qua nghién ctru nay budc dau gop phan
vao viéc bao cdo nghi ngd khang artemisinin xay
ra & ving dich t& s6t rét huyén Hudng Ho4, tinh
Quang Tri, Viét Nam.
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