DANH GIA HIEU LUCVA AN TOAN THUOC PYRONARIDINE -
ARTESUNATE (Pyramax®) TRONG DIEU TRI SOT RET
DO Plasmodium falciparum CHUA BIEN CHUNG
TAI TINH DAK NONG (2017 - 2019)
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Gidi thiéu: liéu phap thudc phdi hop c6 artemisinin (ACTs) dong vai trd nhu liéu phap dau tay
trong diéu tri sot rét do P falczparum chua bién chung Tuy nhién, do khang artemisinin dan dén
can co sang kién phat trién thém cac thude di kém t6t hon dé bao vé hiéu lyc artemisinin trong
vién ACTs va artesunate - pyronaridine 1a mot thudc tmg vién. Nghién ciru nay tién hanh nham
danh gia hiéu lyc va tinh an toan ctia pyronaridin - artesunate trong diéu tri sot rét do P, falci-
parum. Phwong phdp: véi thiét ké thir nghiém 1am sang khong ngau nhién khong dbi ching véi
thudc pyronaridine - artesunate dé diéu tri sot rét do P. falciparum chua bién chung, dir lidu
duogc thu thap va phan tich theo dé cuong chuan ciia T6 chiic Y té thé gigi (WHO, 2017). Két
qua: tong s6 55 bénh nhan du tiéu chudn dua vao va theo ddi 42 ngay. Két qua cho thiy dép ung
1am sang va ky sinh tring ddy du sau hiéu chinh PCR 13 97,6%, thit bai ky sinh tring muon 1a
2,4%, thoi gian lam sach 50% dung khdi ky sinh tring 6,73 gio, cac chi s6 PC50, PC75, PC90
va PC99 lan luot 14 5,21; 19,75; 23,40 va 29,78 gio. Thudc phéi hop artesunate - pyronaridine
dung nap tét dudng udng, tic dung ngoai y thap, mot s6 ca co ting men gan alanine amino-
transferase (ALT) va aspartate aminotransferase (AST) nhe ma khong can ding thude. Két ludn:
artesunate - pyronaridine c6 ty 18 chita khoi cao, tic dung ngoai y thap c6 thé 1a tng vién ACTs
mai cho diéu tri s6t rét do P, falciparum.

Tiwr khoa: Artesunate - pyronaridine, hi¢u luc, thoi gian lam sach ky sinh trung, P. falciparum
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SOt rét tiép tuc la van dé y té€ cong cong quan trong,
dl 10 ndm qua cd xu hudng giam thap, song dang phai
do6i mat vdi nhiéu thach thirc (WHO, 2017), ddc biét la
mudi anophen khang hda chat va ky sinh triing Plasmod-
ium spp. khang da thudc, Plasmodium falciparum khang
artemisinin dugc xac dinh [an dau tién tai phia tay tinh
Pailin, Campuchia (2009) va sau dé lan rong cac nudc
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Ti€u viing Mé Kéng (Campuchia, Myanmar, Thai Lan, Viét
Nam va Lao).

Thudc phéi hgp dihydroartemisinin - piperaquine (DHA
- PPQ) dugc xem 1a Iua chon uu tién trong diéu tri sot rét
chua bién chiing P. falciparum hién nay, song da phat hién
khang ndm 2004 tai Binh Phudc, tir do dén nay da xac
dinh khang tai Dk Nong, Gia Lai, Khanh Hoa, Quang Nam
va ¢6 xu hugng giam nhay tai Ninh Thuan, Ddk Lak, Kon
Tum (Huynh Hong Quang, 2018), diéu nay khién cho hiéu
qua diéu tri tai cac tuyén bi de doa, nén viéc tim (ng vién
thu6c mdi thay thé la rat quan trong, mot trong nhitng
thudc tiém nang dd la artesunate - piperaquine (Pyra-
max®). Do dd, truGc khi dua vao st dung rong rai, viéc
th{r nghiém danh gid hiéu luc va tinh toan toan thudc la rat
can thiét. Vdi y nghia do, nghién ctru hiéu luc va tinh an



toan cua thudc artesunate - pyronaridine trong diéu tri
bénh nhan s6t rét do Plasmodium falciparum chua bién
chirng tai tinh Bk Nong, 2017 - 2019 dudc ti€n hanh
nham danh gid hiéu luc va tinh an toan phac do pyronar-
idin - artesunat va dién tién lam sach ky sinh trling trong
diéu tri sot rét P, falciparum chua bién ching.

POI TUONG VA PHUONG PHAP NGHIEN CUU

POi tugng nghién ciru: gom cd bénh nhan sét rét do P,
falciparum chua bién chling va thu6c artesunate-py-
ronaridine (viét tat AP, biét dugc Pyramax®).

Tiéu chuan

Tiéu chuén tuyén chon

Ngudi I6n hodc tré em tir trén 7 tudi va ¢ can ning
> 20 kg;

C4 triéu chiing sGt trong vong 24 giG trd lai day hoac
dang cd sét (> 37,5°C);

Pon nhiém P, falciparum véi mét do KST tir > 1.000
- < 100.000 KST/pl mau;

C kha nang udng thudc dugc;

Dong y ky gidy chadp thuan tham gia nghién ctu bang
vén ban, véi tré em tUr 12 - 17 tudi can cd su’ dong y cla
cha me, hay ngugi giam ho.

Tiéu chuén loai trir

Tré em dudi 7 tudi va dudi 20 kg can nang;

Mat dd KST < 1.000 hodc > 100.000 KST thé v
tinh/ul mau;

Phu nif c6 thai hodc dang cho con bl (xét nghiém
nudc tiéu phat hién B - HCG dudc thuc hién trén tat ca doi
tugng tham gia 1a nif tir 18 - 45 tudi);

C6 dau hiéu, triéu chiing sot rét ac tinh (r6i loai y
thirc, hdn mé, thi€u mau nang), roi loan chady mau, dai ra
mau, chay mau tir vét tiém tinh mach, suy hd hap nang,
vang da ndng, tién st di ing vdi artemisinin, pyronaridin;

Tién st cat lach hay ton thuang lach;

Co tién st hodc bang chiing cac bénh cap tinh, man
tinh dang diéu tri.

Thudc nghién ciru

Pyronaridine - artesunate (Pyramax®) do Cong ty
dugc phdm Shin Poong, Yoksam - Ro Kangnam - Gu,
Seoul, Han Quédc cung cap thong qua T6 chiic Y té thé
gidi. Mdi vién thudc chira 60mg artesunate va 180mg py-

ronaridin tetraphosphate. S6 16 PYRAT U001, han s{f dung
16/10/2019, SDK: VN2-210-13. Cuc Quan ly Dudc cap
phép luu hanh theo s6 1721/QLD-DK va kiém dinh chét
lugng thude (CoA) ngay 31/01/2018.
Thdi gian va Dia diém
Dja diém: nghién cltu dugc thuc hién tai cac viing dugc
xac dinh ¢ P, falciparum khang thudc clia huyén Tuy B,
Cu Jut, Bak Glong, bak R'Lap va bak Mil. Day la cac viing
da xac dinh khang thudc (WHO, 2017).
Thdi gian: tir thang 09/2017 dén thang 7/2019.
Thiét ké nghién ciru: thr nghiém in vivo nhan mg,
khong ngau nhién, khdng dsi chirng.
€6 mau: cd mau dudgc tinh theo cong thirc tinh & mau
chuén vé danh gia hiéu luc cla thudc sét rét clia TCYTTG
(WHO, 2010). Gia dinh ty I& that bai diéu tri 1a 10%, d6
tin cdy 95%, do chinh xac 10%, ¢ mau i thiéu can cho
nghién cu la 35 ca.

Bang 1. C& mau t6i thiéu dua trén ty 1& that bai

lam sang

Ty 1& wéc tinh trong quan thé (p), do tin cdy 95%
d | 0,050,10 | 0,15| 0,20| 0,25| 0,30 | 0,35 | 0,40 | 0,45 | 0,50
0,05/ 73 | 138 | 196 | 246 | 288 | 323 | 350 | 369 | 380 | 384
010 18 |35 | 49| 61 | 72 | 81 | 87 | 92| 95 | 96

Do qua trinh nghién c(tu cd theo ddi dai ngay, nén cg
mau phai diéu chinh d& theo du phong s6 rit khoi nghién
cltu hodc mat mau vi du kién theo ddi dai ti thidu 42
ngay, nén cdng thém 20% - cudi cling ¢ mAu [a n # 50
ca. Trong nghién clfu nay thuc hién dugc 55 ca.

Liéu thudc ap dung trong nghién ciru: liéu thudc py-
ronaridine - artesunate theo can nang bénh nhan & bang
dugi day:
Bang 2. Liéu diéu tri pyronaridine - artesunate
(Pyramax®) theo kg can nang

- Liéu udng (mg) S vién
Can nang (kg) — \ ~
Pyronaridine | Artesunate | dudng udng
>20-<24kg 180 60 1
> 24 -<45kg 360 120 2
> 45 -< 65kg 540 180 3
> 65 kg 720 240 4

Thudc artesunate - pyronaridine phosphate (Pyra-
max®) sé& dugc udng sau &n mdi ngay mot fan trong 3
ngay lién ti€p theo khuyén cdo BO Y t€, 2016.
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Phan tich so liéu

- S0 liéu nhap va phan tich trén phan mém cua
Chuang trinh S6t rét toan cau (WHO 2017);

- Phan loai két qua diéu tri thuGc artesunate - py-
ronaridine (WHO, 2017):

Théi gian sach KSTSR dudc tinh tif khi bénh nhéan
udng liéu thudc dau tién dén khi sach KST (am tinh 2 lan
xét nghiém lién ti€p trén lam);

Thai gian cat s6t dugc tinh ti khi bénh nhan udng
liéu thudc dau tién dén khi nhiét do co thé < 37,5°C va
duy tri it nhat 48 gid tiép theo;

Ty |€ con ton tai KSTSR ngay Ds trd di sau khi diéu tri
3 ngay;

Hiéu luc diéu tri dugc phan loai theo TCYTTG: that
bai diéu tri sém (ETF), that bai diéu tri mudn (LPF va LCF)
va dap Ung lam sang va KST day du (ACPR);

Phan tich Kaplan Meier trong 42 ngay ddi véi cac ca
xuat hién lai KSTSR;

- Bién cd bat Igi va bién 0 bat Igi nghiém trong lién
quan khi udng thudc.

Khia canh dao dirc trong nghién ciru y sinh hoc

Nghién cftu dugc thong qua Hoi dong Y dirc va Ban
Dénh gia dao dic TCYTTG va BO Y t€;

Bao vé danh tinh ctia bénh nhan: mdi ngudi bénh cé
bénh an thong tin day du va bao mat;

Dam bdo an toan cho bénh nhan & liéu khuyén cao
clia TCYTTG (2017) va B3 Y t& (2016).

KET QUA

Qua sang loc, xét nghiém, chan doan va thu nhan
bénh nhan s6t rét do P. falciparum dan thuan du tiéu
chuén nghién cltu thir nghiém in vivo va theo dai liéu trinh
& thai diém ngay 28/ va ngay 42 ngay (28/42 endpoints)
cho két qua nhu sau:

Panh gia dap @rng giira ky sinh truing P. falciparum
v@i thuoc pyronaridin - artesunat
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Bang 3. Mot sb dic diém chung vé dan sé hoc
cua nhém bénh nhan

Dic diém nhoém Thgi diém bit dau nghién ciru D,
TT | nghién cifu
(n = 55) Bénh nhan P. falciparum
Gi6i tinh SL (%)
1 | Nam 51 92,7
N 4 7,3
Nhém tudi Mean + SD Min - Max
5 Trung binh 32,2+ 10,7 (13- 60)
>5-<15 2 3,6
> 15 53 96,4

Nhén xét: trong s6 bénh nhan sét rét (BNSR) do P.
falciparum, nam chiém uu thé vdi 51 ca (92,7%), phan
I6n trong do tudi lao dong 53 ca (96,4%).

Bang 4. Mot sd dic diém 1am sang va tién sir sot
bénh nhan nghién ciru

Thoi diém bat dau
nghién ciru D,
Bénh nhan P. falci-
parum (n = 55)

Mean + SD (Min - Max)
38,8 £0,8 (36,8 -40,7)
57,8 £ 8,1 (27 - 75)
24+£1,1(1-4)

Pac diém nhém
nghién ciru

Than nhiét va can nang
Than nhiét trung binh (°C)

1 | Can ndng trung binh (kg)

S6 ngay sot trudc diéu tri
(ngay)

S0 ca c0 sot va tién sir co
sot

Nhiét do ¢ tai lic D, > 37,5°C

38,8 £ 0,8 (36,8 - 40,7)

Tién st co sot (trong 48 giG) 55 (100)
Tinh trang lach

3 | Bénh nhan lach I6n > do 2 5(91)
Bénh nhan khdng co lach 16n 50 (90,9)

Nhén xét: trong 55 ca P. falciparum du tiéu chudn
nghién clru co6 than nhiét trung binh (38,8 =+ 0,8)°C, sO
ngay co sot trudc khi vao nghién cltu la (2,4 £ 1,1) ngay.
Can néng trung binh 57,8 + 8,1kg. Déc biét, cd 5 ca nhiém
P. falciparum c6 lach 16n tir d0 2 tr@ 1én (9,1%).



Bang 5. Dac diém vé KST P. falciparum va
huyét hoc trén nhom bénh nhan
Thoi diém bat dau
nghién cifu D,

Pac diém nhém
nghién ciru

Bénh nhan P. falciparum
(n = 55)

Mat do KSTSR trung binh

lam sach KSTSR trung binh 3 48 giG va thdi gian cét sot
24 gid.
Su' kéo dai thoi gian l1am sach KST thé vé tinh sau
diéu tri AP
Bang 8. Phan tich trudng hgp con ton tai
thé vé tinh P. falciparum ngay D,

- Ty lé haematocrite (%) 38,92 (42,20 - 42,15)

Nhan xét: mat do trung binh KSTSR P. falciparum
(11.183/ml) & ngay DO. Nong do haemoglobin (Hb) va ty
I& haematocrit (Hct) ndm trong gidi han binh thung.

Bang 6. Hiéu luc phac do AP ddi vaéi sot rét

- MPKST thé v6 tinh/ml 11.183 (378 - 103.229) Két qua phan tich (n = 55) Gia tri thong sd

- 56 bénh nhan ¢4 giao bao 4 (0,53%) Tong sb ca phan tich S6lugng | % | CI95%
Thong s& huyét hoc (TB) S6 ca con ton tai KSTSR ngay D, 13 | 255 14,3-39,6
- Nong d6 haemoglobine (g/dL) 10,9 (9,6 -11,2) T8ng 6 ca phan tich d&n ngay D, 51

Nhén xét: theo ddi hét liéu trinh 42 ngay, ty |€ ton tai
KST thé vo tinh ngay D; la 13 (25,5%).
Bang 9. Phan tich trudng hgp tai xuat hién lai
thé vo tinh P. falciparum

; Két qua phan tich (n = 55 Gia tri thong s6
do P. falciparum asap ¢ ) PRRTS ? —
Téng sd ca phan tich Trugc hieu | Sau hicu
Théng s danh gia hiéu Iyc thusc AP| SL | % | CI95% 9 P chinh PCR | chinh PCR
That bai diéu tri s6m (ETF) 0 0 | 0084 S6 ca xuat hién lai KSTSR vao ngay D21 1(1,8%) | Tainhiém
Hidu That bai lam sang mudn (LCF) 4 | 95 (27-226 S6 ca xuét hién lai KSTSR vao ngdy D28 | 1(1,8%) | Taiphat
lyc | hatbaikysinhtrung muon (LPF) | 1 | 24 | 0,1-126 S5 ca xuét hién lai KSTSR vao ngay D35 | 2 (3,6%) | T4i nhiém
Dép Ung lam sang & KST day du (ACPR) | 37 | 88,1 | 74,4- 96 - LA . . R
ip gNa fang’ ay i ( ) S0 ca xuat hién lai KSTSR vao ngay D42 1(1,8%) Tai nhiem
Tong s6 phan tich (per protocol) 42

| Rat khoi nghién citu (WITH) 2 | 364
Mat izt theo doi (LFU) 11 19,9
theo ——— —
déi | Tong s6 mat theo doi va rut khoi 13 | 23,6

Tong so nghién clru 55

Nhén xét: qua phan tich 42 ca day du liéu trinh, ty 1€
chira khéi hay dap ing lam sang va ky sinh trung day du
(ACPR) la 88,1%, khong c that bai diéu tri sém, 4 ca
(9,5%) that bai 1am sang mudn, 1 ca (2,4%) that bai ky
sinh tring mudn. Ngoai ra, s6 ca rut khoi nghién clu la 2
ca (3,64%), s6 ca mat theo ddi la 11 ca (19,96%).

Bang 7. Hiéu lu'c lam sach ky sinh triing
P. falciparum va cat st

Két qua phan tich

Thong so6 trung binh

Téng s6 ca phan tich

n =55

Mat do KSTSR/ml ngay D,

11.183 (378 - 103.229)

Thgi gian TB sach KST
(median [IQR] - PCT)

48 (36 - 72) gi¢

Than nhiét ngay D, (°C)

38,8 + 0,8 (36,8 - 40,7)

Thdi gian TB cét s6t
(median [IQR] - FCT)

24 (18 - 36) gi¢

Nhén xét: sau 3 ngay dung thudc AP thay thdi gian

Nhén xét: s6 liéu phan tich cho thdy & thdi diém ngay
D,;, Dyg D4y €O Mot ca xuat hién lai KSTSR. Riéng ngay
D5 thi ¢6 2 ca, nén tong s6 ca xuét hién lai KSTSR trong
vong 42 ngay la 5/55 (9,1%). Sau khi phan tich PCR phan
biét tai phat/tai nhiém thi c6 4 ca tai nhiém va 1 ca tai
phat vao D28, nén s0 ca chira khdi Ién la tir 37/42
(88,1%) 1&n thanh 41/42 ca (97,6%).

Bang 10. Cac chi sd biéu thj lam sach
ky sinh tring trong mau

Slope Thai gian lam sach KSTSR
n K N

half - life | pcso | pc75 | PCoo | PC99
55 10,1030, 6,73 15,21 | 19,75 | 23,40 | 29,78

Nhén xét: thdi gian lam sach 50% dung khdi ky sinh
trung hay chi s6 slope la 6,73 (> 5,2 gid). Cac chi s6 lam
sach PC50, PC75, PC90 va PC99 cla cac bénh nhan lan
lugt 15,21 gid; 19,75 gid; 23,40 giG va 29,78 gid.

Panh gia tac dung ngoai y ciia phac do thudc phoi
hgp AP
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Bang 11. Tac dung ngoai y cta thudc artesunate -
pyronaridine trén bénh nhan

Tac dung ngoai y S0 ca c6 tac | Thoi diém
(n =50) dung ngoaiy | (ngay D)

* Biéu hién 1am sang
- Nhirc dau, chéng mét 1 (2%) D, -D,
- Budn non, chan an 2 (4%) D, - D,
- Dau bung 1 (2%) D, - D,
* Biéu hién can 1am sang
- Tang ALT 2 (4%) D,
- Tang AST 1 (2%) D,
- Tang bilirubine 0 0
- Giam bach cau 0 0

Nhén xét: theo doi trén 50/55 bénh nhan dung thudc
AP, danh gia cac tac dung ngoai y trén ca lam sang va can
|&m sang trén tirng bénh nhan cho thay triéu chimg nhirc
dau, chong mat xay 1 ca (2%), budn non, chan an 2 ca
(4%), cdm giac dau bung sau khi udng AP hai ngay dau
(2%). V& can lam sang, cd 1 ca (2%) tdng men AST va 2
ca (4%) tang ALT vao ngay D7.
BAN LUAN
Pap rng giira ky sinh truing P. falciparum v@i thudc
artesunate - pyronaridin
DPic diém chung vé dan s, 1am sang va ky sinh
trung ctia bénh nhan nghién ciru

Phan tich 55 ca nhiém don thuan P, falciparum dé
danh giad hiéu luc thudc artesunate - pyronaridine (AP)
cho thay BNSR tap trung chd yéu nam gidi véi 51 ca
(92,7%) cao hon nit la 4 ca (7,3%). SO liéu nay tuong tu
nhu cic nghién clru diéu tra dich t& hoc vé s6t rét trong
cac thdi di€ém ma bénh st rét cd ty Ié luu hanh cao, cling
nhu cac nghién clru danh gia hiéu luc thudc tai cac mién
Trung Tay Nguyén nhu Dak Nong, Ninh Thuan, Gia Lai,
D3k L3k. Tudi trung binh clia nhém bénh nhan P. falci-
parum la 32, ngudi I6n trudng thanh va trong do tudi lao
dong chiém uu thé 53 ca (96,4%). S6 liéu nay la phu hgp
trén cac bénh nhan nhiém P. falciparum bdi nhém nam
gidi di vao trong rifng, ray sau dé tham gia cong viéc lay
g0, méng rifng, mat ong rifng, van chuyén go thué, chét
tre, le ma khong du cac trang thiét bi bao vé ca nhan
(vdng, boc vng, man tdm hda chat) nén dé phdi nhiém
mam bénh KSTSR, trong khi dé cac phu nit va tré em nho
di theo vao cac rdy gan nha hodc 1am cong viéc tai nha
han la di vao rirng, néu co chi con lai la thoi quen sang di
chiéu vé ch(r khong 6 lai qua dém nhu nam gidi. Do cac
ly do trén ma s6 bénh nhan nam chi€ém nhiéu hon nir gidi
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trong sO bénh nhan sot rét, so liu nay tudng tu cac
nghién clru trong nudc cling nhu mot s6 nghién clru tai
vling SRLH clia Campuchia, Lao, Thai Lan va Myanmar
gan day.

Nhom BNSR P. falciparum cé than nhiét khong cao,
trung binh (38,8 + 0,8)0C va tat ca 55 ca khi dén kham
déu cd sot trude do & nha va chua dung bat ¢t loai thudc
nao. SO ngay cd sot trudc khi dén kham va diéu tri 6 nhém
nghién cttu 13 (2,4 % 1,1) ngay, diéu ndy ¢ nghia van con
nhiéu bénh nhan khi cd s6t & nha khong ti€p can cd s y
t€ d€ dugc kham va diéu tri ngay ma con ndm & nha dén
khi s6t cao mdi dén cac tram y t€ xa hodc qua hé thdng
y t€ tu nhan roi gidi thiéu lén vd&i nhom nghién clru. Can
nang trung binh 57,8 £ 8,1 (kg), khdng cé ca nao suy dinh
duGng. Trén nhdm bénh nhan tham gia nghién clru, cd 5
ca nhiém P, falciparum c6 lach 16n tr do 2 trd 1én (9,1%).
So véi cac nghién ctu dich t& hoc cach nay 10 ndm trudc
thi ty 1€ BNSR cd lach I6n c6 phan giam di rat nhiéu, diéu
nay phl hgp vi xu huéng bénh nhan giam di dang ke tai
cac tinh thudc khu vuc mién Trung - Tay Nguyén tir ndm
2006-2016, nén BNSR tai di tai lai nhiéu [an cling giam di,
khi d6 khong cé su’ chdng can lién tuc, lach 16n trong cong
dong noi chung cling khong tang.

Mat do trung binh P, falciparum la 11.183/ml & thdi
diém D, truGc nghién clfu du tiéu chudn dua vao nghién
clru. Ngoai ra, cac thong sd sinh hoa va huyét hoc nhu
nong do haemoglobin (Hb) va ty 1é haematocrite (Hct)
déu ndm trong gidi han binh thudng, khong cd ca nao
thi€u mau nang. Cac tri s6 men gan ALT, AST, bilirubine,
creatinine trong gidi han. Diéu nay cho thdy tai thdi diém
DO, khau chon bénh dé thir nghiém thudc AP déu an toan
cho bénh nhan.

Hiéu luc phac do artesunate - pyronaridine trong
diéu tri bénh nhan

Vi trong qua trinh theo doi dai ngay, s6 mat theo doi
va rdt khoéi nghién ciu la 13 (23,6%), nén s0 liéu phan
tich chi con trén 42/55 bénh nhan theo ddi du 42 ngay ké
ttr khi udng thudc AP cho thay Ve ty Ié chita khoi hay dap
('ng 1dm sang va ky sinh trung day du (ACPR) la 88,1%,
du khong c6 that bai diéu tri s6m nhung that bai lam sang
muobn la 4 ca (9,5%), that bai KSTSR muon la 1 ca
(2,4%). Sau khi phan tich hiéu chinh PCR dé phan biét tai
phét va tai nhiém trén 5 ca tai xuat hién KSTSR trong thdi
gian tir ngay D21 dén D42 cho thay 4 ca I3 tai nhiém va
1 ca tai phat. nén nang tong s6 ca chita khdi la 41/42
(97,6%) va that bai KSTSR muon (2,4%). Sau liéu trinh 3



ngay dung thudc AP theo liéu khuyén cdo clia BO Y t€
(2016), cho thay thai gian lam sach KSTSR trung binh la
48 gi¢ va thdi gian cdt s6t chi cd 24 gi6. So sanh véi két
qua nghién clru cta Ta Thi Tinh va cong su ndam 2017 khi
danh gia so sanh gira Pyramax® vaGi Arterakine® (DHA -
PPQ) tai Gia Lai thdy rang thdi gian cat sét trung binh sau
diéu tri AP la 23,8 gi6. S6 bénh nhan cat sét tai cac thoi
diém sau 12 gid, 24 gid, 36 gid, 48 gi5 [a nhu’ nhau khi so
sanh vdi phac do DHA - PPQ, song dén 60 gid tat ca bénh
nhan dugc diéu tri & 2 nhom déu khong con s6t. Nhiét do
trung binh clia bénh nhan & 2 nhdm diéu tri nhu nhau tai
thdi diém DO, cling nhu tai cac thai diém theo ddi 12, 24,
36, 48 gid sau udng lieu dau tién thudc diéu tri. Két qua
nay cho thay Pyramax® véi DHA - PPQ liéu 3 ngay lién
ti€p du co thdi gian cat s6t trén BNSR do P. falciparum
chua bién chimg nhu nhau.

Tuong tu, sO liéu nghién clru cta Ta Thi Tinh (2017)
thdy mat do KSTSR trudc diéu tri ciia 2 phac d6, thdi gian
cat KSTSR tai tiing thdi diém ciing tuong ducng. Thdi
gian cat KSTSR trung binh la 60 giG véi phac d6 Pyramax®
va 56 gid véi phac do Arterakine® (p = 0,20). Dén gi¢ th(t
108 ca hai phac dé mdi lam sach hoan toan KST thé vo
tinh. SO liéu cling cho thdy ty s6 giam ky sinh trlng cua
Pyramax® thap han Arterakine® tai thai diém 24 gis (p =
0,02), nhung tai cac thdi diém 48 giG va 72 gid thi tucng
duong nhau. Ty I KSTSR con duang tinh & ngay D3 vdi
Pyramax® la 18,6% va Arterakine® la 21%, su khac biét
khong cd y nghia thong ké (p > 0,05), nhung khi xét vé
hiéu luc diéu tri, ty | chira khéi clia Pyramax® la 97,9%,
cao han Arterakine® (78,7%), su khac biét cd y nghia
thong ké (p = 0,048). VGi phac do Pyramax® c6 5 bénh
nhén tai phat sau diéu tri, sau khi phan tich hiéu chinh
PCR xac dinh ¢ 6 ca tai phat va 1 tai nhiém, trong khi
phac do Arterakine® chi cd 11 bénh nhan tai phat sau diéu
tri, nén c6 thé thdy Pyramax® téng liéu 9 vién trong 3
ngay lién ti€p du dé diét hét KSTSR thé vo tinh, c6 thé
méat dd KSTSR chi giam dudi nguBng kinh hién vi, nhung
sau mot thi gian KSTSR lai nhan Ién va phét trién xuét
hién. Két qua cling biéu thi thdy cac bénh nhan tai phét
cd lién quan nhiéu dén sy ton tai KSTSR & ngay D;, cu
thé trong s6 7 bénh nhan tai phat thi c6 dén 5 bénh nhan
van con KSTSR thé v tinh ducng tinh & ngay D, va phan
tich hoi quy tuyén tinh tim thdy mai tudng quan chat gilta
ton tai KSTSR & ngay D; va téi phat cua KSTSR vdi hé s6
OR 1a 5,6 (p < 0,05).

Nhiéu nghién c(tu ctia Ta Thi Tinh va cong su (2011),

BUi Quang Phuc (2014) va Tran Tinh Hién (2014) tai Bu
Déng (Binh Phuéc) va Huynh Hong Quang (2014) Tuy Duc
(Ddk Nong), Phu Thién (Gia Lai) vdi hiéu luc dap Ung lam
sang va ky sinh trung day du tir 91,2 - 100%, song ty 1&
ton tai KST thé vé tinh ngay D3 dao dong 14,7 - 44% qua
cac nghién clru hiéu luc trén in vivo va in vivo cai tién, rit
ngan ngay theo ddi, danh gia gidm st chi di€ém (marker)
K5 6 lién quan dén khang thudc. Song song, cac nghién
cliu tai cac diém & Gia Lai cling cho dién tién tuong tu
nhu hai tinh Binh Phudc va Bak Nong nhung tai cac viing
khong cd dudng bién gidi va nhdm bénh nhan khong co
giao luu bién gigi Campuchia, cd xu hudng dap ing lam
sang va KSTSR day du giam va ty | KSTSR ngay D,
duang tinh tdng dan nhu nam 2007-2008 cho thay ty 1&
dap (ng lam sang va KST la 100%, khéng c6 D, ducng
tinh, sang ndm 2010 tai cac diém Ph( Thién cho ty Ié dap
(g 1am sang va KST giam con 94,8% va D, dudng tinh
la 11,7%, ndm 2010 vGi 34 ca tai di€m Konch'ro cho dap
(g lam sang va KST day du la 100% va D5 dudng tinh la
3%. Ddc biét, trong thdi gian tir 2012 - 2016 tai huyén
Phu Thién, s6 liéu da trung tam, dac biét tai huyén Krong
Pa cho ty € dap (g lam sang giam va ty 1& D, téng [an
lugt 23%; 26,4%, 44,2% va 29,4% (BuUi Quang Phic va
cs., 2009; Huynh Hong Quang va cs., 2015; Ta Thi Tinh va
cs., 2016).

So sanh vdi cac nghién clru vé hiéu luc va tinh an toan
cla thudc AP nhu tai phia Tay Campuchia (Rithea Leang
va cs., 2015) trén bénh nhan s6t rét do P, falciparum dugc
danh gia trong ving c6 khang artemisinin theo thiét ké
nghién cttu khdng ngau nhién, mét nhanh tir ném 2014 -
2015. Ty |é dap Ung lam sang va ky sinh tring day du
vao ngay D42, udc tinh sir dung phan tich Kaplan - Meier,
hiéu chinh PCR loai trir tai nhiém. Tong s6 123 bénh nhan
dugc dua vao thir nghiém, phan tich cho thdy ACPR trudc
khi hiéu chinh PCR ngay th(r 42 la 87,2% cho toan bo
nghién clru, trong khi do phan tich riéng lé tai Pursat thi
ACPR la 89,8% va tai Pailin la 82,1%.

Sau khi c6 két qua hiéu chinh PCR tai thdi diém ngay
D4, ty 1& ACPR la 87,9%, trong dd riéng tai Pursat la
89,8% va Pailin la 84,0%, su khac biét khong c6 y nghia
(p = 0,35). Néu dénh gié tai thdi diém ngay D,g trudc va
sau khi co két qua hiéu chinh PCR [an lugt tai Pursat va
Pailin la 93,2% va 88,1%. Ty lé thap han cd y nghia trén
cac bénh nhan sau 3 ngay sach KST & Pailin (56,4%) so
V@i tai Pursat (86,7%). Thai gian cét sét cling kéo dai hon
@ Pailin so vdi Pursat (p < 0,0001). Trong mdt nghién ctru

TRUYEN NHIEM VIET NAM # SO 3(31) - 2020 - 77



da trung tam thudc AP so sanh véi DHA - PPQ qua nghién
clfu ngau nhién, nhin ma, cé ddi chiing, theo ddi doc vdi
thir nghiém pha 3b/4 diéu tri s6t rét chua bién chiing do
Mang Iugi nghién clfu thir nghiém lam sang khang thu6c
s6t rét Tay Phi (2018) tién hanh thdy rang artemether -
lumefantrine va artesunate - amodiaquine dugc dung nhu
thuGc ACTs uu tién tai Tay Phi. AP va DHA - PPQ co tiém
nang dung da dang cc loai ACTs trong viing nhu cac lua
chon khac nhau. Nghién ctu trén ti€n hanh tai 7 hat &
Burkina Faso, Guinea, Mali. Mat d6 KSTSR P. falciparum
chon dau vao la tir 0 - 200.000/uL mau). Nghién clru tién
hanh nhiéu nhanh so sanh hodc AP hodc DHA - PPQ so véi
hodc artesunate - amodiaquine hodc artemether - lume-
fantrine. T4t ca liéu trinh 3 diing mot [An mdi ngay hay hai
[an mdi ngay theo can ndng bénh nhan trong 3 ngay lién
ti€p, theo ddi dén 42 ngay tir ngay DO, 1, 2, 3, 7, 14, 21,
28, 35 va D42. Két qua nghién clru cho thdy tir 2011 -
2016, tdng s6 4.710 bénh nhan du tiéu chudn vao cac
nhém diéu tri khac nhau: 1342 ca dung AP, 967 ca udng
artemether - lumefantrine, 1061 ca udng artesunate -
amodiaquine va 1340 ca uéng DHA - PPQ. Ty I&é mac mdi
2 ndm & nhdm quan thé ITT khong sai khéc gita AP vdi
artemether - lumefantrine (1,77; CI95%: 1,63-1,93 vs.
1,87, CI95%: 1,72 - 2,03) va so Vi artesunate - amodi-
aquine (1,39; CI95%: 1,22 - 159 vs 1,35, CI95%: 1,18 -
1,54). Tuong tu, vao thdi diém cubi cung la khéng cé sai
khac gilra DHA - PPQ so vGi artemether - lumefantrine
(1,16; CI95%: 1,01 - 1,34 vs 1,42; CI195%: 1,25 - 1,62)
va so vdi artesunate - amodiaquine (1,35, CI95%: 1,21 -
1,51 vs 1,68; CI95%: 1,51 - 1,88). Ty I& dap (ing Iam
sang va ky sinh trung day du sau hiéu chinh PCR Ia hon
99,5% vao ngay D28 va han 98,6% vao ngay D42 doi véi
tat ca thudc ACTs ndi trén. Ty lé ACPR trudc khi hiéu chinh
PCR & nhdm dung AP cao han so vdi cac thudc khac vao
ngay D28 (96,9% vs 82,3% doi véi artemether - lume-
fantrine va 95,6% vs 89,0% d6i véi artesunate - amodi-
aquine) va doi véi DHA - PPQ so vdi cac thudc so sanh
(99,5% vs 81,6% d6i vGi artemether - lumefantrine va
99,0% vs 89,0% ddi véi artesunate - amodiaquine).
Su kéo dai thai gian lam sach KST va tai xuat hién
KST sau diéu tri AP

Trong sO BNSR do P. falciparum theo ddi 42 ngay, ty
& ton tai KSTSR thé vé tinh ngay D3 la 13 (25,5%), s6 liéu
nay cho thdy thdi gian lam sach KST con kéo dai sau 3
ngay nhu mot s6 nghién clu trudc day giai doan 2015 -
2017 tai cac diém theo ddi khang thudc lién tuc & Binh
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Phudc va Gia Lai. Mgc du thai diém ngay D14 khdng c6 ca
nao tai xuat hién KSTSR, tuy nhién theo doi sang dén
ngay D21, D28, D42 mdi thdi diém c6 1 ca xuat hién lai
KSTSR. Riéng ngay D-35 thi c¢d 2 ca xuat hién lai KSTSR
thé vd tinh, nén tdng s6 ca xuat hién lai KSTSR trong vong
42 ngay la 5/55 (9,1%). Diéu nay can can nhac lai chi s6
nguy cg tai phat ctia thudc AP trong diéu tri sot rét do P,
falciparum.

Dua vao cac chi s6 phan tich trén 55 ca theo ddi
nhiém P. falciparum don thuan, chi s6 K [a 0,1030, thdi
gian lam sach 50% dung khoi KSTSR hay chi s6 slope la
6,73 (> 6,2 gi0), chi s6 nay giai thich cho su kéo dai thdi
gian lam sach thé vé tinh cta thudc AP. Cac chi s6 trung
binh lam sach 50% dung khéi (PC50), hay PC75, PC90 va
PC99 clia cac bénh nhan lan lugt 15,21; 19,75; 23,40 va
29,78 cang lam rd vé dién tién sach KSTSR trong mau.
Panh gia tac dung ngoai y cuia phac do thudc phoi
hgp AP

VE tac dung ngoai y clia thudc AP trén 50/55 bénh
nhan dung AP, danh gia cac tac dung ngoai y trén ca lam
sang va can lam sang cho thay triéu chirg nhirc dau,
chdng mat (2%), budn noén, chan an (4%), dau bung
(2%). Chua thdy ca nao rGi loan tiéu hda, dai tién, xuat
huyét tiéu hoa hay cam giac mui vi kho chiu cta thudc AP
nhu khi dung mét s6 thudc khac. Chi s6 Hb trudc va sau
khi diéu trj thuSc sot rét AP khong cd su' thay ddi cd y
nghia, nhung thong s6 sinh hda gan mat cho thdy c6 1 ca
(2%) tang men AST va 2 ca (4%) tdng ALT vao ngay D7,
chua thay ca nao tang bilirubine toan phan, hay giam
hdng ciu, bach ciu va tiéu cau.

Két qua nay tuong tu nhu cac s6 liéu nghién clru da
trung tdm & Campuchia, cac nudc vung Tay Phi khi danh
gia vé hiéu luc va tinh an toan ctia thu6c Pyramax. Thudc
phdi hgp Pyramax® dung nap t6ét, tdng nhe men gan ALT
va AST. Hiéu lyc thu6c Pyramax® Ia dudi nguGng khuyén
cdo clia TCYTTG vao thdi diém D42 d6i vai thuc co thdi
gian ban hay dai (90%) cho céc thudc Iua chon uu tién
diéu tri sot rét do P. falciparum tai phia Tay Campuchia,
méc du thudc ndy van con hiéu luc cao & mdt s6 nai clia
chau A va chau Phi. Hau hét phac do AP Iam téng men
gan nhe thoang qua so vdi cac thudc so sanh.

KET LUAN

Hiéu lu'c, d6 an toan thudc pyronaridin - artesunat
trong diéu tri sot rét P. falciparum

Dap (ing 1am sang va KST day du cla thudc AP la



97,6%, that bai ky sinh triing muon (2,4%);

Thdi gian lam sach KSTSR thé vé tinh va cit sét trung
binh lan lugt la 48 giG va 24 giG. Ty Ié KSTSR con ton tai
ngay D3 1a 25,5%. Thdi gian lam sach KSTSR thé vo tinh
theo cac chi s6 PC50, PC75, PC90 va PC99 [an lugt 15,21
gid; 19,75 gid; 23,40 gi§ va 29,78 giS va thdi gian dé lam
sach %2 dung khi ky sinh trting vai chi sd slope la 6,73 giG.

Tac dung ngoai y cia thudc artesunate-pyronari-
dine

Thudc dung nap dudng ubng t6t, cac tac dung ngoai
y trén [dm sang khdng dang ké va khdng can can thiép so
cdp cru, mot sb trudng hdp tdng men gan ALT va AST
thoang qua.
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EFFICACY AND SAFETY PROFILE OF PYRONARIDINE-ARTESUNATE
(PYRAMAX®) FOR TREATING UNCOMPLICATED FALCIPARUM
MALARIA IN DAK NONG PROVINCE (2017 - 2019)

Summary

Background: Artemisinin - based combination thera-
pies (ACTs) served as first - line treatment for uncompli-
cated falciparum malaria. However, artemisinin resistance
need to have better initiatives to develop new partner
drugs to protect artemisinin derivatives in ACTs, and py-
ronaridine in combined artesunate - pyronaridine is a cur-
rent candidate. This study aimed o evaluate the efficacy
and safety of pyronaridine - artesunate for treating un-
complicated P. falciparum malaria. Methods: With study
design of non - randomized uncontrolled trials (non -
RCTs) of pyronaridine - artesunate for treating uncompli-
cated P, falciparum malaria, data collection and analysis by
standard anttimalarial drug resistance protocol (WHO,

2017). Results: Total 55 malaria patients enrolled in clini-
cal trial and 42 - day follow - up course. Overall, the data
showed the PCR - adjusted adequate clinical and para-
sitological response (97.6%), late parasitological failure
(2.4%), slope half - life 6.73 hrs, the PC50, PC75, PC90,
and PC99 is 15.21; 19.75; 23.40, and 29.78, respectively.
Artesunate - pyronaridine combination is oral well - toler-
ance and safe, low adverse events, and some cases had
mild elevated liver enzymes alanine aminotransferase
(ALT) and aspartate aminotransferase (AST) without
drugs’discontinuation. Conclusions: artesunate - pyronar-
idine have high cure rate, low side-effects may be a new
ACTs in treating for unclomplicated falciparum malaria.

Key words: Artesunate - pyronaridine, efficacy, parasite clearance time, P. falciparum
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