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TOM TAT

Dat vén dé: Theo khuyén cdo ciia to chire Y té Thé gioi, néu hiéu qua diéu tri cia mét loai
thuéc sot rét dat dudi 90% thi can phai thay thé thuoc khdc c¢é hiéu luc cao hon. Pyronaridine-
Artesunate dang dwoc s dung dé diéu tri bénh nhan sét rét nén viéc gidm sat dé danh giad hiéu lyc
ciia thude sot rét nay la viéc lam can thiét va can dwoc thuc hién thuong xuyén. Muc tiéu nghién
ciru: Danh gia hiéu luc va tinh an toan ciua Pyronaridine-Artesunate trong diéu tri bénh nhan sot
rét do P. falciparum khéng bién chirng tai Gia Lai tir nam 2021 dén 2023. Déi twong va phwong
phdp nghién civu: Mot nghién civu thir nghiém lam sang, nhin mé, khong doi chimg theo phwong
phap invivo 42 ngay ciia WHO. Tong sé dwa vao nghién cieu \a 75 bénh nhdn nhiém P. falciparum
tai Gia Lai tir thang 3 nam 2021 dén thang 12 nam 2023. Két qud: Ty 1é bénh nhan nhiém P.
falciparum ddp g lam sang va ky sinh trimg day dii chiea dwoe hiéu chinh bang PCR sau ngdy 42
14 97,1%, 1y [é that bai diéu tri mudn 1& 2,9%. Thoi gian sach 50% ky sinh tring 1a 9,61 gio, cao
hon so véi khuyén céo cia WHO 14 5,2 gio. Ty 1é BN con ky sinh trung o ngay thir 3 la 54,8%
(23/42) nam 2021 va 50,0% (16/32) nam 2023. Ghi nhdn mgt so triéu chirng: nhirc dau, chéng mdt,
mdt ngii, mét moi. Cac triéu chirng tu khoi ma khong can can thiép y té. Khong c6 tic dung phu nao
Va khong co tir vong duoc ghi nhan sau khi ding thudc va suot trong quda trinh nghién ciu. Két lugn:
Hiéu lyc ciia Pyronaridine- Artesunate doi véi P. falciparum van con cao trén 90% (97, 1%)
Pyronaridine-Artesunate an toan cho nguoi bénh.

Tir khod: Hiéu lyc, an todn, sot rét Plasmodium falciparum, Pyronaridine-Artesunate.
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Background: According to the recommendation of the World Health Organization, if the
treatment effectiveness of an antimalarial drug is below 90%, it is necessary to replace it with
another drug with higher effectiveness. Pyronaridine-Artesunate is being used to treat patients with
malaria, so monitoring to evaluate the effectiveness of this antimalarial drug is necessary and
should be done regularly. Objectives: To evaluate the efficacy and safety of Pyronaridine-
Artesunate for treatment of uncomplicated P. falciparum malaria patients in Gia Lai from 2021 to
2023. Materials and methods: A clinical trial study, label Open, uncontrolled by the WHO method-
in vivo 42 days. Total 75 patients infected with P. falciparum in Gia Lai were enrolled from March
2021 to December 2023. Results: The rate of patients infected with P. falciparum with complete
clinical and parasitological responsed not corrected by PCR after day 42 was 97.1%, the rate of
late treatment failure was 2.9%. 50% parasite clearance time was 9.61 hours, higher than the WHO
recommendation of 5.2 hour. The rate of patients with remaining parasites on day 3 was 54.8%
(23/42) in 2021 and 50.0% (16/32) in 2023, respectively. Some malaria symptoms were recorded:
headache, dizziness, loss of appetite. sleep, tired. Symptoms was resolve on their own after that do
not require medical intervention. No side effects and no deaths were reported after taking the drug
and during the study. Conclusion: The efficacy of Pyronaridine-Artesunate against P. falciparum
is still high over 90% (97.1%), Pyronaridine-Artesunate is safe for patients.

Keywords: Efficacy, safety, Plasmodium falciparum malaria, Pyronaridine-Artesunate.

I. DAT VAN PE

Liéu phap phdi hop dua trén thudc artemisinin (ACT) 1a phuong phap diéu tri dau
tién d6i voi Plasmodium falciparum khong bién chimg trén toan cau voi hiéu qua diéu tri
>95% & hau hét cac khu vyuc. Tuy nhién, P. falciparum khang artemisinin da dugc phat hién
& 5 qudc gia thudc tiéu ving song Mé Kong mé rong: Campuchia, Myanmar, Thai Lan, Lao
va Viét Nam [1].

Nhimg lo ngai vé tinh trang khang artemisinin d& dan dén cac sang kién toan cau
nhim phat trién cac loai thudc médi hodc phdi hop thude méi dé bao vé cac dan xuét
artemisinin trong ACT. Thubc Pyronarldlne-artesunate (PA) mot ACT duoc phé duyét gan
day va hiéu qua cao trong diéu tri sot rét P. faICIparum khong blen ching ¢ chau A va chau
Phi va dugc dua vao danh sach thudc thiét yéu cua T6 chic Y t& Thé gigi (WHO) [2].

Dit lidu trude day cho thay hiéu luc diéu tri cua PA 1a 100% (80/80) ¢ tinh Binh
Phudéc - mién Nam va 100% (24/24) & Quang Tri - mién Trung Viét Nam (dit liéu tir nim
2007 — 2008) [3]. Nam 2017 — 2018 nghién ctru tai Dak Nong cho thay hiéu luc diéu tri cua
PA 1a 97,6 (41/42) [4]. Tuy nhién, nhiing dit liu con it va can c6 thém nhiéu nghién ctru
hon dé cung cap thong tin cho Chuong trinh Phong chdng va loai trir SHt rét Quoc gia &
Viét Nam vé loi ich tiém nang ctia Pyronaridine-Artesunate trong céc khu vyc di biét khang
thudc artemisinin.

Theo khuyén cao cia WHO thi cac thude con hiéu luc dudi 90% can phai duoc thay
thé, do vay viéc theo ddi, giam séat thuong xuyén hiéu luyc diéu tri cua thude sét rét 1a rat
quan trong. Két qua ciia cac nghién ciru dugce xem xét hang nam va duoc sir dung dé khuyén
c40 Bo Y té Viét Nam danh gia lai cac hudng dan diéu tri hién hanh, va cap nhat chinh sach
thudc néu can thiét. Gia Lai 12 mot trong nhiing tinh c6 sé ca mac sét rét do P. falciparum
cao nhat ca nudc va duoc ghi nhan cé khang thudc. Vi vay, nghién ciu thir nghiém 1am
sang, nhan md theo phuong phap in vivo 42 ngay cua WHO duogc thuc hién véi muc tiéu
danh gia hiéu luc va tinh an toan cta Pyronaridine-Artesunate trong diéu tri sot rét P.
falciparum khong bién chimg & Gia Lai, Viét Nam.
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IL. POI TUQNG VA PHUONG PHAP NGHIEN CUU
2.1. Pdi twong nghién ciru

2.1.1. Nhirng bénh nhan (BN) st rét P. falciparum khéong bién chimg

- Tiéu c_hu?m lwra chon (dua theo huéng din ciia WHO):

+ Do tudi tir 07 dén 60 tudi va co can ning trén 20kg;

+ Pon nhiém P. falciparum duoc phat hién bang kinh hién vi;

+ Mat d6 ky sinh trung (KST) tir 500 — 100.000 KST thé vé tinh /ul mau;

+ C6 nhiét do & nach > 37,5°C hodc c6 tién st sdt trong 24 gid qua;

+ Kha nang uéng duoc thudce;

+ Pong ¥ tham gia nghién ctru va tuan thu quy trinh nghién ctru. Tré em co sy chap
thudn ctia cha me hoac nguoi gidm hd hgp phap.

+ Phu nit trong d6 tudi sinh dé (dugc xac dinh 1a > 12 tudi) dong ¥ thir thai va c6 két
qua am tinh.

- Tiéu chuin loai trir:

+ Bénh st rét nang theo dinh nghia cua WHO;

+ Str dung thudc sot rét trude do trong vong 4 tuan, hoic dang st dung cac thudc
khac ma duoc biét ¢6 thé anh huong dén duoc dong hoc cuia thude chdng sbt rét;

+ Phu ntr cho con bu;

+ Cac bénh cdp, man tinh ning c¢6 nguy co anh hudng dén thube: suy gan, suy than,
HIV...

+ Tién st phan ing qua man hodc chong chi dinh véi (cac) loai thude dang duge
thir nghiém.

2.1.2. Thudc nghién ctru va liéu lwrong

- Thudc: Pyronaridine-artesunate biét duoc Pramax® vién chira pyronaridine180mg
va artesunate 60 mg, Shin Poong Pharmaceutical Co. Ltd., Ansan, Republic of Korea).

- Liéu dung: Udng mdi ngay mat lan trong ba ngay (Ngay 0-2) theo trong lugng co
thé: 20—<24 kg udng 1 vién/ngay; 24-<45 kg udng 2 vién/ngay; 45-<65 kg ubng 3
vién/ngay; va >65 kg ubng 4 vién/ngay. Bénh nhan udng thuéc déu duoc giam sat.

- Thudc thay thé trong truong hop tai phat: Quinin sulfat trong 7 ngay két hop voi
Doxycyclin hoac Clindamycin 7 ngay.

2.2. Thoi gian va dia diém nghién ctu

- Thoi gian: TUr thang 3 ndm 2021 dén thang 12 ndm 2023.

- Pia diém: Cac xa thuc huyén Krdng Pa va Kbang, tinh Gia Lai.

- Phwong phap nghién ciru

- Thiét ké nghién ctru: Thir nghiém 1am sang, nhan mo, khong ddi ching.

- C& mau nghién ciru: Dua trén cong thirc tinh ¢& miu cia WHO dé thir nghiém
hiéu lyc thude.

Thét bai diéu tri d6i voi PA trong khoang tir 0,05 dén 0,15 (NIMPE, 2008-2017),
10% da duoc chon 1am ty 18 thét bai diéu trj uwéc tinh ctia thude, voi mue d6 tin cay 1a 95%
va c6 d6 chinh xac xung quanh udc tinh 10%. Dé miu co tinh dai dién thi cin phai ¢6 35
bénh nhan. V&i mic 10% mat theo ddi va rat lui trong thoi gian theo ddi 42 ngay, 39 bénh
nhén can duogc dua vao nghién ctru. Trén thuc té, chung t6i da thu thap dugc 43 BN nam
2021 va 32 BN nim 2023 du diéu kién dua vao nghién ctru.
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- N0i dung nghién ciru:

+ Tét ca nhitng nguoi tham gia du diéu kién ky ban thoa thuén.

+ Bénh nhan duogc diéu tri ndi tra tir ngdy 0-3 tai co so'y té.

+ Tham kham 1am sang va ghi nhén céc tac dung khéng mong mudn cac ngay DO-
D3 vavao ngay 7, 14, 21, 28, 35 va 42 hoic bt cir khi ndo bénh nhan c6 ddu hiéu bat thuong
quay lai kham.

+ Theo d5i KST bang cach ldy lam giot mau day va mong, nhuém Giemsa khi sang
loc, sau d6 cr 12 gio mot 1an dén khi sach KST 2 1an lién tiép. Sau d6 ldy lam 1 lan/ngay
VA0 C4c ngay 7, 14, 21, 28, 35 va 42 hodc bat cir khi nao bénh nhan tai kham. Ky sinh tring
14y gia tri trung binh cta hai k¥ thuét vién dém doc 1ap [5]. Thu thip mau mau cac ngay tir
DO dén D42 cung thoi diém ldy lam trén gidy thdm (Whatman™ 3MM, GE Healthcare,
Pittsburgh, USA) dé phén tich xac dinh tai phat hay tai nhiém, va x4c dinh gen khang thudc
khi can.

- Xir Iy 6 liéu:

S liéu duoc nhap va phén tich bang phan mém Excel cia WHO dé danh gia hiéu
luc diéu tri cta thude va phan tich cac bién sd khéc trén phin mém stata 10.0.

- Pao dirc trong nghién ciru: Nghién ctru duoc chap thuin boi Hoi dong y duc cua
WHO va Vién St rét - Ky sinh tring - Con tring Trung vong.

III. KET QUA NGHIEN CUU

3.1. Hiéu lyc diéu tri
Bang 1. Pic diém dbi tuong nghién ctru trude khi diéu tri

Dic diém dbi twong nghién ctru Nim 2023 Nim 2021
S6 lwong bénh nhan (n=75) 32 43
Tudi (Trung binh + SD) 27,2 (¥11) 29 (£8.1)
< 5 tudi (n, %) 0 0
5— 15 (n,%) 4 (12,5%) 1(2,3%)
> 15 tudi (n, %) 28 (87,5%) 42 (97,7%)
Trong lugng co thé (kg) 51,4 (+10,8) 56,1 (£9,7)
Nam gioi (%) 23 (71,9 %) 37 (86%)
Nir gidi (%) 9 (28,1 %) 6 (14%)
Nhiét d6 (°C) tai DO
(Trung binh + SD) 38,9 (+0,7) 38,4 (+0,8)

>37,5°C (%)

Mat d¢ trung binh hinh hoc tai DO 16.937 9.100
(KTC 95%) (1.578 - 94.250) (652 — 62.941)

Nhan xét: Téng s6 75 bénh nhan (BN) duoc tuyén chon dua vao nghién ctru, 06 43
BN tuyén chon duoc trong nim 2021 va 32 bénh nhan nam 2023, cha yéu 1a nam gi6i trudng
thanh chiém 71,9% - 86% va & ltra tudi lao dong trén 15 tudi 87,5% — 97,7%. Mat do ky
sinh trang (KST) trung binh vao ngay DO & BN nam 2021 1a 9.100/pL, nam 2023 la
16.937/pL mau.
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Bang 2. Thoi gian cit st va thoi gian cat ky sinh tring

Thu Dia didm Bénh nhan Thoi gian catsét | Thoi gian cét_lfy sinh triing
tu (9io) (9iv)
1 Gia Lai 2021 43 38,3 (£13,0) 83.4 (£17,0)
2 | GiaLai 2023 32 405 (£11,2) 85,1 (£ 12.5)
Tong 75

Nhén xét: Theo ddi 75 BN cho thy: Thoi gian cit sbt trung binh cia BN nam 2021
la 38,3 gid, ndm 2023 14 40,5 gid. Thoi gian trung binh dé cit KST trung 12 83,4 gid nim
2021, va 85,1 gid nam 2023.

Bang 3. Thoi gian 1am sach 50% ky sinh tring ctia bénh nhan nhiém P. falciparum nam 2023
Thoi gian lam Tién trinh thoi gian 1am sach ky sinh triing

Gia Lai n K sach 50%
KST (t+) PC50 | PC75 | PC90 PC95 PC99
Thong s6 32 | 0,076 9,61 30,19 | 41,21 | 51,23 57,26 68,45

Nhan xét: Trong s6 32 bénh nhén theo ddi duge trong nam 2023, thoi gian sach 50%
KST 1a 9,61 gio. Thoi gian lam sach 99% KST trong mau la 68,45 gio. )
Bang 4. Hiéu lyc cua Pyronaridine-Artesunate trong diéu tri P. falciparum khong bién chirng

Thi ﬂ Bénh Hoan thanh theo ddi Ky sinh tring | Mat theo dai va rut
tuu bia diém nﬁén (Trudc khi xac nhan PCR) ngay D3 khéi nghién ctu
i ACPR | ETF | LTF/LCF

Gia Lai 41/41 23/42 0

. 2021 43 100% 0 0 54,8 % 02 (4,7%)
Gia Lai 26/28 0 16/ 32 0

2 2023 32 92.9 % 0 2 (7,1%) 50 % 04 (12,5%)

PO 67 /69 2/69 39/74 0
Tong cong 75 97.1% 0 (2.9%) 52.7 % 06 (8%)

Nhan xét: Trong tong sd 75 bénh nhan tham gia nghién ciru, chiing toi theo ddi day
du duge 69 bénh nhan dén ngay thir 42, ¢6 6 bénh nhan khong theo doi dugc va rat lui khoi
nghién cuu.

Ty 18 BN con KST tai thoi diém 72 gio (D3) la 54,8% (23/42) nam 2021 va 50,0%
(16/32) nam 2023, khong c6 su khac biét dang ké giita nim 2021 va nam 2023.

Ty 1&é BN dap tng 1am sang va ky sinh tring day du (ACPR) trudc khi xac nhan
bang PCR vao ngay 42 14 97,1%.
3.2. Tinh an toan

Trong thoi gian nghién ctru, chdng téi chi ghi nhan mot so triéu ching: nhirc dau,
chong mit, mat ngn, mét moi. Céc tridu ching ty khoi va khong can can thiép y té.

IV. BAN LUAN

Déi tuong chung toi tuyén chon dugc trong nghién ctru chu yeu la nam gioi trén 15
tudi. Piéu nay c6 thé duoc giai thich boi da sb dbi tuong nguy co mac sot rét 1a nhimg nguoi
lao dong trudng thanh thuong xuyén di ring, ngu ray. Mat do ky sinh triung (KST) trung
binh vao ngay DO ¢ BN niam 2021 13 9.100/uLmau thap hon dang ké so véi BN nam 2023
la 16.937/uL méu va gan twong duong véi nghién ctru cia Huynh Hong Quang va cong su
tai Dak Nong nam 2017-2019 [4].

HOI NGHI KHOA HOC KY NIEM 10 NAM THANH LAP
TRUONG DAl HOC Y DUQC BUON MA THUQT

138



TAP CHi Y DU'Q'C HOC CAN THO - SO 78/2024

Thoi gian cit sbt trung binh ¢ cac BN theo doi dugc khong cé sy chénh 1éch nhiéu,
nam 2021 1a 38,3 gio thi ndm 2023 12 40,5 gio. Két qua nay cao hon nghién ctru ctia Huynh
Hodng Quang, thoi gian cit sbt 1a 24 gid [4]. Pén 72 gio sau diéu tri, 100% (75/75) bénh
nhan di hét sét. Thoi gian trung binh dé cat KST tring la 83,4 gio nam 2021, va 85,1 gid
(SD 12,5) nam 2023 cao hon nhiéu so vi nghién ctru ciia Bui Quang Phiic nim 2017-2018
thuc hién tai Binh Phudc va Gia Lai (58,0 gio) [6]va nghién ctru cua Huynh Hong Quang
2017 — 2019 tai Dak Nong (48 gio) [4]. Nhu vay co thé dat ra gia thuyét theo thoi gian, hidu
luc diéu trj cta thuoc c¢6 xu huéng giam dan.

Trong s6 32 bénh nhan theo ddi duoc trong nam 2023, chung toi thay thoi gian sach
50% KST kha cao 9,61 gio. Thoi gian lam sach 50% KST trong nghién ciru nay cao hon
khuyén céo cia WHO (5,2 gio) ctng nhu nghién ctru cua Huynh Hoéng Quang 2017 - 2019
(6,73 gio) [4] d4 phan nao cung co thém gia thuyét phia trén cua chung toi d6 13 hiéu luc
diéu tri cua thudc da giam dan.

Ty 1€ BN con KST tai thoi diém 72 gio (D3) la 54,8% nam 2021 va 50,0% nam
2023, khong c6 sy khac biét dang ké gitta nim 2021 va nam 2023. Nhu vdy, ty 1& bénh nhan
con duong tinh vao ngay thir 3 chiém hon 50%. Theo nghién ciru cia Bui Quang Phuc, ty
1¢ BN con KST ngay D3 trung binh 1a 23,8% (40/168), nhung cé su chénh léch dang ké
gitra céc tinh: Binh Phudc 31,7% (13/41), Bak Nong 20,8% (5/24), Gia Lai 26,2% (17/65),
Khanh Hoa 55,6% (5/9) va Ninh Thuan 0,0% (0/28) [6]. Nhu vay, nhiéu tinh c6 ty 1& ky
sinh tring vao ngay thtr 3 thip hon nghién ctru cta ching toi, nhung ciing ¢ tinh ty 16 KST
vao ngdy tht 3 twong ty cta ching t6i nhu Khanh Hoa. Mic du cic tinh trén déu da ghi
nhan khang thudc artemisinin nhung c6 su khac biét 16n vé ty 18 con KST vao ngay thir 3.
Sy khac biét vé ty 18 KST ngay D3 ciing duoc ghi nhan trong nghién ctru cua Rithea Leang
nam 2017 (n=121) tai Campuchia, ¢ Pailin 1a 54,6% nhung & Pursat chi c6 13,3% [7]. Ty
1¢ KST duong tinh ngay D3 & khu vuc Pong Nam A cao hon so véi nghién ctru tai Ethiopia
cta Mihreteab Alebachew nam 2021 (n=90) chi c6 4,4% [8].

Ty 1& BN dap tng 1am sang va ky sinh tring day da (ACPR) truéc khi xac nhan
bang PCR vao ngay 42 13 97,1%. Két qua cua nghién ciru ndy twong ty nhu nghién ciru cua
Bui Quang Phuc va cong su tai mot s6 ving da duoc ghi nhan co khang artemisinin & VN
tir nam 2017 - 2018: trén 96% BN c6 ACPR theo ddi dén ngay thir 42 sau diéu tri PA [6].
nghién ctru tai Ethiopia cling thay ty 16 ACPR cao (98,9%) [8], tai Gambia va Zambia I3
100%(9). tuy nhién nghién ctru & Combodia ACPR chi ¢6 87,2% [7] (du6i muc khuyén
céo thay thudc cia WHO 13 90%).

Trong qua trinh theo d6i BN, khong c6 tac dung phu nao va khong co tir vong dugc
ghi nhéan sau khi dung thudc va trong qua trinh nghién ctru. Két qua ctia chung t6i ciing phu
hop véi mot s6 nghién ciru khac.

Két qua vé hiéu lyc va tinh an toan tir nghién ctru cta chiing t6i s& cung cip thém
thdng tin sir dung pyronaridine-artesunate ¢ nhimg ving da biét ¢ tinh trang khang
artemisinin ¢ Viét Nam.

V.KET LUAN

Két qua tir 75 bénh nhan P. falciparum da chi ra rﬁng: Hiéu luc cua Pyronaridine-
Artesunate doi véi P. falciparum van con cao, ty 16 ACPR 13 97,1%, ty 1 BN con KST & ngay
thir 3 1an luot 13 54,8% (23/42) nam 2021 va 50,0% (16/32) nam 2023. Pyronaridine-
Avrtesunate an toan cho ngudi bénh. Khong cé su kién bét loi nghiém trong nao duoc ghi nhan.
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