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TOM TAT: Nghién ctru nhdn mé, mét nhanh trén 42 bénh nhén sét rét do P. falciparum khéng bién
chirng, tai huyén B3k Mil va Cuw Jut, tinh Bak Néng, tir ndm 2018-2019 nhdm danh gia hiéu qua, tac dung
khéng mong muén cla pyronaridine-artesunate. Két qua: Ti 1é dap (g day du vé Iam sang va ki sinh
trang c6 hiéu chinh PCR ngay 42 tai Cw Jut la 100% va tai Bak Mil la 86,7% (KTC 95%; 56,4-96,5) va
téng thé trén cé hai huyén la 95,2% (KTC 95%, 82,3-98,8) sau diéu tri pyronaridine-artesunate. Thoi gian
sach ki sinh trung trung vi kéo dai la 72 gi¢ (pham vi: 12-120 gi®); thoi gian hét sét trung vi la 24 gic (pham
vi: 12-72 gio). Tuy nhién, thoi gian sach ki sinh trang cham cao, voi 40,5% tén tai ki sinh trung vao ngay
3 sau khi bat dau diéu tri pyronaridine-artesunate. Khéng ghi nhan tac dung phu khéng mong muén sau
diéu tri PA.

Két luan: Pyronaridine-artesunate cé hiéu qua trong diéu tri sét rét do P. falciparum & tinh Pak Néng,
Viét Nam, trong cac khu vuc P. falciparum khang artemisinin va piperaquine.

Tir khéa: Pyronaridine-artesunate, Plasmodium falciparum, Dak Néng.

ABSTRACT: An open-label, one-branch study on 42 malaria patients with uncomplicated P. falciparum,
in Dak Mil and Cu Jut districts, Dak Nong province, from 2018-2019 to evaluate the efficacy and side effects
of pyronaridine-artesunate. Results: The clinical and parasitological complete response rate with PCR-
corrected on day 42 in Cu Jut was 100% and in Dak Mil was 86.7% (confident interval-Cl-95%, 56.4 to 96.5)
and overall in both districts was 95.2% (CI-95%, 82.3 to 98.8) after pyronaridine-artesunate treatment. The
median parasite clearance time was 72 hours (range: 12 to 120 hours); the median fever-free time was 24
hours (range: 12 to 72 hours). However, the slow parasite clearance time was high, with 40.5% intermediate
parasite survival on day three after starting PA treatment. There were no unwanted side effects recorded after
pyronaridine-artesunate treatment.

Conclusion: Pyronaridine-artesunate is effective in the treatment of P. falciparum malaria in Dak Nong
province, Vietnam, in areas where P. falciparum is resistant to artemisinin and piperaquine.
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1. DAT VAN BE.

Nam 2005, Viét Nam bt dau s& dung
Dihydroartemisinin-piperaquine (DHA-PPQ) diéu
tri bénh sét rét do Plasmodium falciparum khoéng

Pyronaridine-artesunate (PA), liéu phap phéi hop
artemisinin méi nhat (ACT), dung nap tét va khéng
thua kém cac ACT dau tay khac (nhw artesunate-
amodiaquine va artemether-lumefantrine), két qua

bién chirng [1]. Tuy nhién, dén ndm 2012, ki sinh
trung (KST) sbt rét da khang DHA-PPQ va ngay
cang lan rong, voi thoi gian sach KST cham. KST
sbt rét khang DHA-PPQ bat dau xuét hién & Tay
Nguyén (Viét Nam) véi ti 1& that bai Iam sang 26%
vao ngay th&r 42 [2] va dat mlrc bao dong véi ti
I& that bai 1am sang 52,9% vao nam 2018 [3]. Tai
Campuchia, ti 1& that bai diéu tri DHA-PPQ ciing
kha cao (61,8% & mién Tay Campuchia va 26,6%
& khu vuc Dong Béc Campuchia) [3].
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thdy ti 16 dap ng day da vé lam sang va KST
& ngay th& 42 dat trén 98,6% [4]. Tuy nhién, tai
Campuchia, PA c6 hiéu qua thp hon trong diéu
tri sbt rét do P, falciparum [5], [6]. Gan day, mot sb
nghién clru khac & Béng Campuchia (nam 2017-
2018) [7], Tay Campuchia [8] va Viét Nam [9] thay
ACT c6 hiéu qua cao (> 96%) v&i KST sbt rét &
ngay thir 42. Cac bao céo nay cho thay, ACT dung
nap tét, cac tac dung khéng mong muén ctia thubc
c6 thé gap nhuw tang transaminase gan thoang qua
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va khéng c6 tac dung khéng mong muébn nghiém
trong nao duwgc bao cao.

Xuét phat tir thuc té trén, ching toi trién khai
nghién clru nay nham danh gia hiéu qua cia PA
trong diéu tri bénh nhan (BN) sét rét do P. falciparum
& Tay Nguyén (Viét Nam) - dia ban dwoc xac dinh
la vung P. falciparum da khang thuéc.

2. PHUONG PHAP NGHIEN CUU.

2.1. Béi twong nghién ciru:

42 BN chan doan xac dinh sét rét do P, falciparum
don thuan, khéng bién chirng, tai hai huyén Cw Jut
va D&k Mil, tinh D&k Néng, ti» nam 2018 dén 2019.
BN déng y tham gia nghién ctu.

2.2. Phwong phap nghién ciru:

- Thiét k& nghién ctvu: nhan mé, mot nhanh.

- C& mau: chon mau thuan tién, 42 BN nhiém P,
falciparum don thuan khong bién chirng (dap (ng
tiéu chi WHO [10] cho mét nghién ctru hiéu qua
ctia thudc diéu tri).

- Thubc diéu tri: do Céng ty TNHH Dwoc phdm
Shin Poong, Han Quéc san xuét; liéu lwong theo
thé trong: 180/60 mg (twong dwong 1 vién PA) cho
BN tir 20 dén < 24 kg; 360/120 mg (2 vién) cho BN
tr 24 dén < 45 kg; 540/180 mg (3 vién) cho BN

tir 45 dén < 65 kg va 720/240 mg (4 vién) cho BN =
65 kg; dot dung trong 3 ngay.

- Banh gia tai thyc dia va phong thi nghiém:

+Tilé dap ¢ng day dd lam sang va KST (ACPR)
hiéu chinh bang PCR trong 42 ngay theo dai.

+ Thoi gian sach KST (PCT) va thoi gian hét sot
(FCT), KST ton tai ngay 3 [10, 11, 12].

+ Cac chi sb sinh hoa gay ra do tac dung khong
mong muon cua thudc [13,14].

- Van dé dao dirc trong nghién cru: dé cuong
nghién cru dwgc HOI dong xem xét dao dwc trong
nghién ctru y sinh hoc, B6 Y té chap thuan.

- Xt li sb liéu: str dung phan tich Kaplan-Meier
va phan tich theo dé cwong (per-protocol analysis)
de danh gia hiéu qua dieu tri. Gia tri cua di liéu
phan phdi chuan dugc bi5§u thi dwdi dang gia tri
trung binh v&i d6 1éch chuan (SD) va di liéu khdng
phan phéi chuan duéi dang trung vi VvGi khoang te
phan vi (IQR). Nhap va xt li trén phan mém Excel
2013, SPSS 22.0 va MedCalc.

3. KET QUA NGHIEN CUU.

3.1. M6t s6 dac diém cua BN nghién ciru:

42 BN s6t rét da tieu chuan Iwa chon da dwoc
dwa vao nghién clru dap trng day dd 1am sang va ki
sinh trung (ACPR) hiéu chinh bang PCR.

Bang 1. Pac diém nhan khu hoc va 1am sang cta BN.

Pac diém P&k Mil (n=15) | Cuw Jut (n = 27) Téng (n = 42)
T7 16 BN nam/ni (%) 13/15 BN (86,7%) | 25/27 BN (92,6%) | 38/42 BN (90,5%)
Tudi trung binh (nam) 351 £ 10,9 30,6 £ 12,3 322+119
Can nang trung binh (kg) 55,9+£8,0 56,1 £ 12,2 56,0 £ 10,8
Nhiét d6 co thé trung binh (°C) 39.1£0,9 38,6 £ 0,9 38,8 £ 0,9
Than nhiét = 37,5°C (%) 15 (100%) 26 (96,3%) 41 (97.6%)
Trung binh hinh hoc KST/LL (pham vi) (35%(-6é852.§37) (252966;.5208) (2522?9%2.208)

3.2. Hiéu qua diéu tri caa PA déi véi BN sét rét do P. falciparum:
- Phan tich ti 1& séng s6t Kaplan-Meier dap (rng day du 1am sang va KST (ACPR) hiéu chinh bdng PCR
trong 42 ngay sau khi diéu tri BN sét rét do P, falciparum bang PA & huyén Cu Jut va D&k Mil:

100 |
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— Cwiut
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1 ' L
28 35 42

Ngay theo doi nghién ciru
S8 nguy cor:
Pak Mil
" s 15 15 15
Cuw Jat
27 27 27 27

14 14 13
27 27 27

So dé phén tich Kaplan-Meier ti 1é ACPR hiéu chinh bang PCR
trong 42 ngay sau khi diéu tri bang Pyramax & huyén Cuw Jut va D&k Mil.
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Hiéu qua ctia PA diéu tri BN sot rét do P. falciparum bang phan tich Kaplan-Mesier ti 18 ACPR hiéu chinh
PCR ngay 42 tai Cw Jat Ia 100% va tai Dak Mil la 86,7% (KTC 95%; 56,4-96,5) va téng thé trén ca hai
huyén 1a 95,2% (KTC 95%, 82,3 dén 98,8). Phan tich theo d& cwong (per-protocol) cho thdy, & ca hai
huyén, ti & BN hiéu chinh PCR ngay 28 la 97,6% (95%CIl: 84,3-99,7%; n = 40/41); ti 16 ACPR hiéu chinh
PCR ngay 42 Ia 95,2% (95%Cl: 82,3-98,8%: n = 40/42). 2 BN tai phat véi that bai KST (ngay 28) va thét
bai lam sang (ngay 39). 1 BN bj nhiém P. vivax vao ngay 35.

- Gia tri PCT, FCT va ton tai KST ngay 3 sau khi bat dau diéu trj PA
Bang 2. Cac théng sb vé hiéu qua sau khi diéu tri bang PA cho BN sbt rét.

Cac théng sb

Pak Mil (n = 15)

Cuw Jut (n = 27)

Téng (n = 42)

Trung vi PCT (gi®), (95%CI) (pham vi)

72 gitv (63,9-80,1)

72 gir (57,0-87,1)

72 giov (63,9-80,1)

(36-108) (12-120) (12-120)
: . . 36 gio (25,9-46,1) 24 gio 24 gio (18,0-30,0)
0,
Trung vi FCT (gi®), (95%CI) (pham vi) (12-72) (12-60) (12-72)
*Ngay ther 3 (+), n (%) 4 (26,7%) 13 (48,1%) 17 (40,5%)

*Lam mau duong tinh véi KST vé tinh trong 72 gior sau khi bat dau diéu tri, n (%)

3.3. Tac dung phu cua thuéc PA:
Bang 3. Triéu chirng lam sang truwdc va sau diéu tri bang PA cho BN sét rét do P. falciparum.

Triéu chirng lam sang Ngay 0 (n =42) Ngay 1 (n =42) Ngay 2 (n =42) Ngay 3 (n =42)
Rét run/&n lanh 41 (97,0%) 15 (35,7%) 1(2,4%) 0
Va md hoi 40 (94,0%) 17 (34,0%) 0 0
Pau dau 41 (97,6%) 36 (85,7%) 23 (54,8%) 7 (16,7%)
Ho 5 (11,9%) 3 (7,1%) 1(2,4%) 1(2,0%)
Budn nén 10 (23,8%) 2 (4,8%) 0 0
Pau bung 4 (9,5%) 2 (4,8%) 0 0
Noén 5(11,9%) 0 0 0
Chan an 38 (90,5%) 26 (61,9%) 14 (33,3%) 2 (4,8%)
Mét moi 42 (100%) 36 (85,7%) 25 (59,5%) 6 (14,3%)
Pau co 36 (85,7%) 27 (64,3%) 13 (31,0%) 1(2,4%)
Vang da 5 (11,9%) 4 (9,5%) 3 (7,1%) 0
Ganto 1(2,4%) 1(2,4%) 1(2,4%) 0

Bang 4. Tan suat va mirc do nghiém trong cda viéc tang ALT, AST va Bilirubin toan phan sau khi diéu
tri bang PA (dwa trén hé thdng phan loai cac tac dung phu cta WHO [13], [14]).

Sinhhéamau | Ngay | Téngsé BN Grade 0 Grade 1 Grade 2 Grade 3
DO 42 38(90,5%) | 4 (9,5%)

ALT D7 42 23 (54,8%) | 16 (38,1%) | 2 (4,8%) 1(2,4%)
D28 42 42 (100%)
DO 42 34 (81,0%) 8 (19,0%)

AST D7 42 32 (76,2%) | 8 (19,0%) 2 (4,8%)
D28 42 41(97,6%) | 1(2,4%)

o DO 42 28 (66,7%) | 14 (33,3%)

?Jgﬁug%n D7 42 40 (952%) | 2 (4.8%)

D28 42 40 (95,2%) | 2 (4.8%)

(V&i ALT, AST va bilirubin toan phan, Grade 0 la < 1,25; Grade 1 la ttr 1,26-2,5 x ULN;
Grade 2 la tir 2,6-5 x ULN; Grade 3 la 5,1-10 x ULN, trong d6 ULN la gi&i han trén cuda binh thuong).
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Bang 5. Chi sb huyét hoc ciia BN sbt rét do P. falciparum trwdc va sau diéu tri bang PA
(gia tri binh thuwéng theo Bai gidng huyét hoc va truyén mau, Trwong Pai hoc Y Ha Nbi, 2006).

Chi s6 huyét hoc Ngay 0 (n = 42) Ngay 7 (n = 42) Ngay 28 (n = 42)
Trung vi + SD 133,5+ 19,9 127,5 21,4 138,0 £ 28,2
Hemoglobin (g/l) | (IQR) (118,5-145,3) (110,5-136,3) (123,5-150,3)
Thiéu mau 7 (16,7%) 10 (23,8%) 3(7,1%)
Trung vi + SD 85,0 + 47,3 272,5+115,6 204,5+ 74,5
Tiéu cau (G/) | (IQR) (62,8-118,3) (224,5-341,5) (131,5-255,0)
< Binh thwéng 37 (88,1%) 2 (4,8%) 13 (31,0%)

4. BAN LUAN.

Trong nghién cru nay, chung téi thu thap dwoc
42 BN sbt rét da tiéu chuén lwa chon, trong d6 c6 27
BN thudc huyén Cuw Jut va 15 BN thudc huyén DAk
Mil, tinh D&k Néng. Cac BN nay déu duoc diéu tri
bang PA. Sé BN diéu tri theo dé& cwong sau khi hiéu
chinh PCR nhiém P. falciparum ngay 0 la 42 BN.

Trong nghién ctru nay, PA cé hiéu qua cao trong
diéu tri bénh sbt rét do P, falciparum khoéng bién
chirng & D&k Néng, Viét Nam - noi ma bénh sét
rét da giam tinh nhay cdm véi DHA-PPQ dwa trén
cac chi diém phan tlr khang thuéc da dwoc kiém
chirng. Hiéu qua dap &ng day dd 1am sang va KST
hiéu chinh bang PCR ngay 42 cta PA trong diéu
tri sét rét do P. falciparum & 2 huyén cla tinh Dak
Nong 1a 95,2% (95%Cl: 82,3-98,8), hiéu qua diéu
tri ciia PA tai Cuw Jut 1a 100% cao hon tai Dak Mil
(86,7%). Két qua nay twong dwong véi nghién clru
tai huyén Tuy Dulrc, tinh Dak Nong ctia Bui Quang
Phuc (ACPR ngay 42 la 96,1%; 95%Cl: 91,7-98,5)
[9], hay nghién clru cda Leang R nam 2016 tai
campuchia (d&p (ng day dd lam sang va KST hiéu
chinh bang PCR ngay 42 1a 87,9%; 95%Cl: 80,6-
93,2 [6]), nhwng cao hon ti 1& 90% vé hiéu qua ma
WHO céng bé, dap ng céac tiéu chi dé thay déi
chinh sach diéu tri sét rét qudc gia [15]. Tuy nhién,
diéu dang lo ngai 1a thoi gian sach KST cham, véi
40,5% BN c6 KST sét rét hién dién trén lam mau
vao ngay 3 sau khi bat dau diéu tri bdng PA. Ti l&
nay cao hon nghién ctru ctia Bui Quang Phuc (ti 1&
BN c6 KST & ngay thir 3 & Dk Nong la 26,2% [9]).

PCT trung vi tbng thé ctia P. falciparum 1a 72 gi®
dbi v&i 49 BN hoan thanh liéu trinh diéu tri bang PA
3 ngay, FCT trung vi 1a 24 gi® dbi véi 42 BN sau
diéu tri (bang 2). Trong nghién cru ctia Bui Quang
Phuc , théi gian sach KST sét rét trung binh la 58
gid (SD: 24,7), thoi gian trung binh hét sét 1a 25 gi®y
(SD: 12,0) [9].

V& tac dung khéng mong muén: khéng BN
nao gap tac dung khéng mong muébn cta PA. Tuy
nhién, khi theo d&i dién bién l1am sang, thay mot s
trwo'ng hop co triéu chirng I1dm sang tang 1én sau
udng thudc: 3 BN dau d4u tang tlr miérc nhe & ngay
DO Ién mic trung binh & ngay 1, song gidm dan
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va hét & ngay 2 hoac 3. Day ciing 14 triéu chirng
thwdng gap trong nghién clru clia Leang R va cdng
s (2016) [6]. Cac triéu chirng thworng gap nhat &
cac BN [a nguwdi mét mai, dau dau, va mod hoi, rét
run/&n lanh, chan an va dau méi co khép. Cac triéu
chirng nay gidm dan va hét sau liéu trinh diéu tri
bang PA ngay tht 2 va 3 (bang 3).

Sv gia tang thoang qua cta ALT va AST trung
binh da dwoc ghi nhan & BN vao ngay th&r 7 sau
diéu tri bang PA. Cac men nay dan tr& vé binh
thwong & hau hét BN sau diéu tri ngay 28 (bang
4). Cu thé, & ngay 7 sau diéu tri bang PA , Grade
2 t&ng ALT va AST lan luot 1a 4,8% (2/42 BN) va
4,8% (2/42 BN), chi 1 BN (2,4%) c6 ALT Grade 3.
Dén ngay 28, trong 42 BN dugc danh gia, khong
BN nao c6 ALT hoac AST Grade 2 hoac Grade 3.
Khéng trweerng hop tiém nang nao cé nguy co cao bj
tdn thwong gan do thudc (dwa trén AST/ALT > 3 |an
gidi han trén ciia mirc binh thwong va bilirubin toan
phan > 2 1an gi¢i han trén ctia méc binh thudng).
Sy gia tang thoang qua cac men nay da dugc cac
nghién ctru I1am sang vé PA bao céo trwdc day [6],
[16], [17].

Hemoglobin va tiéu cau la hai chi s6 huyét hoc
quan trong trén BN sbt rét. Trong nghién ctu nay,
c6 16,7% BN thiéu mau, 88,1% BN giam tiéu cau
& ngay 0; twong tw két qua nghién ciru cta Bui
Quang Phuc va cong suw [9]. Nhivng thay dbi cta
céac chi s6 huyét hoc phu hop véi sy phuc hdi sau
nhiém trung sbt rét (badng 5). PA hiéu qua trong
diéu tri sét rét do P, falciparum khéng bién chirng &
tinh Dak Nong, Viét Nam. Day |a thubc tiém nang
thay thé DHA-PPQ tai nhitrng ving sét rét da khang
& Viét Nam va trén thé gisi. V&i két qua nay, chang
t6i cho réng can cé nhirng chién lwgc méi dé bao
vé hiéu qua cia PA dbi voi sbt rét da khang thube
& Tiéu vung sdng Mé Kéng mé rong, trong dé cd
Viét Nam.

5. KET LUAN

Nghién ctru nhan mé&, moét nhanh trén 42 BN sot
rét do P. falciparum khéng bién chirng tai huyén
P&k Mil va Cuv Jut, tr ndm 2018-2019, ching tbi
thay: Ti 1é ACPR hiéu chinh PCR ngay 42 tai Cw
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Jut 1a 100% va tai D&k Mil 1a 86,7% (KTC 95%,
56,4 dén 96,5) va tdng thé trén ca hai huyén la
95,2% (KTC: 95%; 82,3-98,8) sau khi diéu tri PA;
PCT trung vi kéo dai 72 gio (tv 12-120 gio); FCT
trung vi la 24 gio (tir 12-72 gi®); Thoi gian sach
KST cham cao, v&i 40,5% ton tai KST vao ngay 3.
Khéng ghi nhan céc tac dung khéng mong muén
sau diéu tri PA.
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