
• Nghien CLFU - Ky thuat 

Danh gia doc tinh cap va ban truong dien 
cua amodiaquin hydroclorid 

Tran Thi Thanh Hue', Le Van B^t\ Dodn Thj Mai Hwffng\ 
NguySn Thi Minh Hdng^ Ph^m Vdn Clrdng^ Nguyin VSn Hiing^ 

' Vi^n Kiem nghidm thuoc Trung ucmg 
^ Vi4n Hoa sinh bien - Vi^n Khoa iiQc vd Cong ngh? Vi$t Nam 

Dat vin de 
sdt ret Id mOt logi bgnh phdt sinh bdi cae ky 

sinh triing Plasmodium trong dd mudi la tdc 
nhan lam Idy lan vd phdt tdn ky sinh triing sdt 
ret. Theo thdng bdo chinh thdc eiia Td ehde Y 
td the gidi (WHO), bgnh sdt ret dang ian tran 
mgnh d chdu Phi d i n ddn sy td vong eiia hang 
trieu ngudi. Thude amodiaquin da duyc sd 
dyng rgng rai dd dieu trj bgnh sdt ret td ddu 
nhung nam 50 cCia thd ky trudc ^̂ "*'. Hien nay, 
ede nghien cdu cho thdy thudc ket hyp hai 
thanh phdn amodiaquin hydroclorid/ artesunat 
cho hieu qua ^ e u trj bgnh sdt ret cao va ty le tai 
phat thdp hyn so vdi vigc diing ridng cdc dan 
thude thanh phan''"^'. Thudc phdi hyp hai thanh 
phan amodiaquin va artesunat duyc WHO uu 
tien su dyng trong cdng cugc phong chdng sot 
ret tren todn thd gidi''''^l 

Trude day chung tdi da edng bd quy trinh 
tdng hyp hyp chat amodiaquin hydroelond tu 
4,7-dieloroquinoiin ^, trong bai bao ndy, chiing 
tdi thong bao vd kdt qua thd doe tinh edp va dOc 
ti'nh ban trudng dien eua hyp chat amodiaquin 
hydrohlorid do chung toi sdn xuat. 

N g u y e n l ieu v a phu'O'ng p h a p 

n g h i e n CLPU 

Nguyen lieu nghien cdu 

+ Amodiaquin hydroclorid duyc sdn xudt tai 
Vien Hda sinh bien - Vign Khoa hgc vd Cdng 
nghg Viet Nam. 

+ DOng vgt thi nghiem (DVTN): 

- ChuOt nhat trang gidng Swiss, trgng luyng 
18-22 g. So luyng: 200 con. Ngudn gdc: Trung 
tdm chan nudi dgng vgt thi nghiem CIMAD -
Vign Ve sinh Djch td Trung uang. 

- Thd khde manh, ca 2 gidng, can ngng 2,0- 2,5 
kg, 3 nhdm thd nghiem (1 nhdm chung vd 2 nhdm 

udng thudc), mdi nhdm 7 con. Ngudn gdc: Tmng 
tdm G1 - Vign Kidm nghigm thude Tmng uang. 

Phuffng phdp nghien cdu 

Ddc tinh cip 

Chia chuOt nhdt trang thanh cdc Id, mdi Id 20 
con. Cho chudt udng thudc lieu tang ddn giua 
cde 16, Theo doi bleu hien ciia chugt sau khi 
udng trong 24 gid ddu vd theo ddi hogt dgng 
eua chudt trong thai gian 7 ngay sau khi udng. 
Tinh lieu LDso theo phuang phap Behrens ^̂ . 

ChuOt nhat trang duyc nuoi trong didu kign 
chudng thodng mat, dam bao ve sinh, ehd do an 
udng theo nhu cau eua chugt. ChuOt duyc nhjn 
an 15 gid trudc khi thi nghiem, nudc udng theo 
nhu cau. Kidm tra edn nang trudc khi thd 
nghigm. ChuOt dgt ede yeu cau vd can nang 
(khoang 20 g) duyc dua vdo thd nghigm. Dua 
mdu thd dudi dang dung djch theo dudng udng. 
Lay the tieh m i u thu theo quy djnh dua th ing 
vdo dg day chudt bang kim eong ddu tu. Dya 
trdn ket qud tham dd trong thd nghigm sa bg, 
tidn hdnh thd nghigm chinh thuc tren 100 chugt, 
chia thdnh 5 nhom thu theo mdc lidu da dy tinh. 

Tham dd lieu ban dau 

- Cdch xd ly vd chudn bj mau thd: 

Chudn bj dung djch cd chda 50mg mdu 
thu/ml nudc cdt (dd A) va dung djch cd chua 
20mg mdu thu/ml nudc eat (dd B). 

- Tham dd d mdc lidu khong Idm chet ehuOt 
thi nghigm: 

Tidn hdnh tham dd tren chugt, cho udng dung 
djch thu B tuang duang vdi mue lieu 350, 300, 
250, 200mg mau thu/ kg chudt, mdi mue lidu 10 
eon. Sau 24 gid theo ddi, chudt udng dung djch 
thd d mdc lidu 250 vd 200mg mdu thd/ kg chudt 
khdng gdy didt ehuOt thi nghiem cdn d mdc lidu 
300 va 350mg mau thu/ kg chugt cd 1/10 chugt 
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• Ngiiien CIFU - Ky tiiuat 
chet. VI vjy Ii6u kh6ng gSy ch^t chuW phii khOng 
qui 250mg miu thirl kg chu$t. 

- ThSm d6 mire liiu 14m oh t̂ 100% chuOt thi 
nghl$m: 

- Tl4n h4nh thSm d6 trSn chuOt, oho u4ng 
dung djch thu' A, tuang du'ang vdi mire iiiu 
1000, 1250, 1500, 17S0mg miu thu/ kg chujt, 
m6l mire llSu 10 con. Sau 24 giif theo dSI, nh6m 
chuOt d- mCro liiu lOOOmg mSu thi>/ kg chuftt 
giy chit 8/10 c6n 6 cSo mi>o liiu 1250, 1500 vi 

1750mg miu thill kg ohuftt gSy ohel 100% s6 
chuOt thi nghidm. Do ad liiu gSy chet 100% s6 
chuOt thi nghlgm ph4l khing It han 1250mg 
m5u thW kg chu^t. 

ThCr nghlgm chinh thirc 
• CSc mile Hiu thCf nghlgm 
- Dva trSn kit quS thSm d i trong thu" nghlgm 

so b i , tiin hSnh thii nghiim chinh thi>c trSn 100 
ohuOt, chia thSnh 5 nh6m thu' theo muc liiu nhu 
sau: 

Nhdm chu^t 

Muc lidu 1 

Muc lidu 2 

Mdc hdu 3 

Mdc lidu 4 

Muc lidu 5 

Liiu ddng 
(ml dung dich thir/20g chu^t) 

0,1 middthd 

0.2 ml dd thd 

0,3 ml dd thu 

0,4 ml dd thii' 

0,5 ml dd thd 

Liiu ding 
(mg miu thir/kg chufyt) 

250 mg mSu thu/kg chugt 

500 mg mdu thu/kg chugt 

750 mg miu thu/kg chugt 

1000 mg mdu thd/kg chuOt 

1250 mg mdu thu/kg chuOt 

Sd chu^t 
thi nghiim 

20 

20 

20 

20 

20 

- Cdch xu ly mdu vd chudn bj mdu thd: 
- Cdn chinh xdc mOl luyng mdu thd, nghidn 

min, cho td tu nudc cdt dd hda tan, thdm nude 
cat vda du dd thu duyc dung djch chda 50mg 
mau thd/ ml nudc cdt (dung djch thd). 

Tiin hanh 
ChuOt duyc nhjn an 15 gid tordc khi thi 

nghigm, nude udng theo nhu cau. Kidm tra 
chuOt dgt cdc yeu cdu vd edn ngng duyc dua 
vdo thd nghigm. Oua mdu thd dudi dgng dung 
djch theo dudng udng. Ldy the tich mau thd 
theo quy djnh dua thdng vdo dg ddy chuOt bdng 
kim cong ddu tii. Cdc nhdm thd duyc udng 
dung djch thd d cde mdc lidu khdc nhau (xem 
bdng) sau dd theo ddi bidu hiOn ciia chuOt sau 
khi udng trong 24 gid ddu vd theo ddi hogt dOng 
cua DVTN trong thdi gian 7 ngdy sau khi udng d 
5 mdc lidu khdc nhau. 

Bdng 1: Bing ngo?i suy liiu 

DOc tinh bdn trirdmg dien 
Thu dOc tinh bdn trudng didn trdn thd gdm 1 

nhdm chdng vd 2 nhdm thd, mdi nhdm 7 con. 
Xdt nghigm trudc, trong vd sau thi nghigm. Thfi 
duyc cho dn vd udng nudc ddy du trong suot 
qud trlnh thd nghigm. Ogc tinh bdn tnrang dien 
duyc thd theo phuang phdp trong tdi ligu ^^. 

Chuin bi miu thv 

Li/a chgn mdc liiu thCr nghiim 
- Chiing tdi dya trgn lidu dy kidn diing tren 

ngudi Id lOmg amodiaquin - dgng base/ kg 
ngudi/ ngdy, nhu vgy vdi ngudi c6 tnpng luyng 
trung blnh Id 50kg thi lidu Id 500mg amodiaquin 
(dgng base)/ngudi/ngdy tuang dng vdi khoang 
650mg amodiaquin HCI (dgng mudi)/ngudi/ngay. 
Bdng ngogi suy lidu dudi ddy dd dua ra mi>c 
lidu thd cd y nghTa, hyp 1̂  khi chuydn ddi. 

CiiuOt nhSl Iring 

Chu$t cdng 

Th6 

Ch(5 

Ngu&i 

Chu^t nhit tring 

1 

1,82 

4 

6,67 

11,76 

Chu^tc6ng 

0,55 

1 

2.20 

3,67 

6,47 

Thi 

0,25 

0,45 

1 

1.67 

2,94 

Cfio 

0,15 

0,27 

0,60 

1 

1,67 

Ngwdi 

0,085 V 

0,15 

0,34 

0,57 

1 

- Cdch xd ly va chudn bj mau thd: Hda tan 2000 
mg mau thd tnang nudc cat vda du 100 ml (Dung 
djch A: chua 20 mg hogt chat/ ml nudc cdt). 

+ Nhdm thCp 1: Diing dung djch A. 
+ Nhdm thO- 2: (pha loang 1,5 Idn dung djch 

A bang nudc cdt). Ldy 40 ml dung djch A thdm 
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• Nghien ciJu - Ky thuat 

nudc cdt vda du 60 ml (Dung dich B: chda 
13,3mg hoat chdt/ ml nudc cdt). 

Bd tri thi nghiem 

Thd duyc nuoi trong didu kign thi nghigm 

nhu nhau, du ehd dg dinh dudng. Thi nghiem 
duyc tidn hdnh trdn 21 thd, chia 3 nhdm (1 
nhdm chdng vd 2 nhdm thu), moi nhdm 7 thd 
duyc bd tri thi nghiOm va thd vdi ede mdc lieu 
nhu d bdng sau: 

Nhom 

Chirng 

Nhom thu 1 

Nh6m thii' 2 

So tho thi ghi$m 

7 

7 

7 

Thi tich cho udng (ml/kg thd) 

3,0 ml nudc/ kg thd 

3,0 ml dung djCh /Vkg thd 

3,0 ml dung djch B/kg thd 

Liiu dung (mg miu thu/kg tho) 

60 mg/ kg th6 

40 mg/ kg thd 

Theo doi vi danh gia 

Theo ddi thd hang ngay ve mdc dg tieu thy 
thuc an, khd nang hogt dOng, tinh trang phdn, 
Idng. Trude thi nghigm, xdc djnh can ngng ciia 
thd, cac ddu higu todn thdn, lay mdu xet nghiOm 
danh gia eac ehi sd huydt hgc (sd luyng hdng 
cau, bach cau, tidu edu, hemoglobin, 
hematocrit), cae chi sd sinh hda (GOT, GPT, 
creatlnin, urea, protein todn phdn). Theo ddi can 
ngng eua thd hang tuan. Sau 14 va 28 ngay 
udng thudc lay mau dd Idm cdc xet nghigm nhu 

tren. So sdnh kdt qud cua nhdm thu vd nhdm 
chdng theo phuang phdp thdng ke. Quan sat 
dgi thd vd vi the mgt sd td chdc ciia thd sau khi 
ket thiic thi nghigm. 

Ket qua va banluan 

Doc t inh cap 

Trong thd nghigm ndy, chiing toi da tim duyc 
lieu khong gay chet ehuOt la 250 mg mdu thd/kg 
chugt, lidu gdy chdt 100% sd chugt thd nghigm la 
1250 mg mau thd/ kg chugt. 

Tinh todn 

Tinh LDso 

b - a 

Muc liiu (mg mk thOrkg chu t̂) 

rrong do: 
Di: Liiu giy chet a% DVTN. 
a: % DVTN chit sit dudi 50% sao cho a < 50% 
b. % DVTN chit sit tr§n 50% sao cho b>50% 
d: khoing each gi&a cac lieu (mg) 

Theo bdng tren, ta co: 
Dl = 500 mg miu thu/ kg a = 18,8% 
D2 = 750 mg mau thd/ kg b = 60.0% 
d = D2- Di= 250 mg miu thd/ kg 

(50-18,8) X 250 
LD50 = 500 + 

60,0 -18,8 
= 689,3 mg miu thu/ kg chupt 

Tinh sai sd chuin cOa LDso 
Theo dd thi, ta xac djnh lilu gdy chet 16% (LDie) 

va 84% (LD84), ta cd: 
LD16 = 476 mg miu thCf/ kg chupt 

LDB4 = 937,5 mg mSu thd/ kg chudt 
Tinh phdn phdi chuan s theo cdng thi>c: 

LDe4- LD16 937,5-475 

Hinh 1 : Bd thi biiu diin gii tri LDso cOa 
amodiaquin hydroclorid theo Behrens 
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• Nghien CIFU - Ky thugt 

ESLDSO • V 

Trong 36: k: hdng s6 Behrens = 0,68 
n: sd chuQt trong mdi nhdm 
s: phdn phdi chudn 

Thay v6o bdng sd: 

Es . J ^ ,66:i23Ux2S0 

= 30,9 mg/kg 

Es = 30,9 mg mdu thu'/ kg chugt 

Vgy LDso = (689,3 ± 30,9) mg mdu thd/ kg chugt 

Dya b^n sd ligu thyc td, chiing tOi dd tlm duyc 

lidu LDso (689,3 ± 30,9) mg mdu thu/kg chugt. Sau 
khi udng thude, ehuOt ed cdc bidu hign ngO dOc nhu 
sau: ChuOt gidm hogt dOng, ndm mOL Ridng nhdm 
thd 1, khOng nhgn thdy cd bidu hign ngO dgc. Trong 
khodng 0,5 - 3 gid sau khi udng dung djch thu vd 
trong 24 gid theo ddi, nhdm thu 5 gdy chdt 100% 
sd chuOt thd nghigm, cde nhdm 2, 3 vd 4 cd ehuOt 
chdt tdng ddn theo mdc lidu. Trong thdi gian theo 
ddi tidp theo (sau khi udng 24 gid ddn 7 ngdy) 
khdng cd thdm ehuOt chdt. Todn bg sd chuOt khdng 
chdt sau khi udng 24 gid d cdc nhdm deu dn udng, 
hogt dOng blnh thudng. 

Kdt qud duyc ghl trong hlnh 1 vd bdng 2. 

Bdng 2: 

Mljc liiu 

1 
2 
3 
4 
5 

K4t qui thir d^c tinh c^p cue 

Liiu thir 
(mg miu thir/kg chu^t) 

250 
500 
750 
1000 
1250 

1 amodiaquin hydroclorid 

S6 chu^t chit/s6ng 
thuvti 

0/20 
6/14 
12/8 
16/4 
20/0 

S6 chu^t ch6t/s6ng 
tich lOy 

0/46 
6/26 
18/12 
34/4 
54/0 

%Chit 

0 
18.8 
60.0 
89.5 
100 

Tiiu thy thuv in va uong, quan sit diu 
hiiu ngd d^c cua chugt 

Sau khi udng dung dich thd: Cy muc lieu 1 
khdng nhgn thdy bidu hign ngO dOc, chuOt dn 
udng hogt dOng blnh thudng, d mdc lidu 2, 3, 4 
vd 5, chuOt cd bidu hign ndm mgt, gidm hogt 
dpng vd mgt sd ehuOt chdt trong khodng 0,5 - 3 
gid. s d chuOt sdng sdt sau khi cho udng 24 gid d 
cac nhdm ddu dn udng, hogt dOng blnh thudng. 

Dpc t inh bdn t r i r dng dien 

Kit qui theo doi cin n$ng thd 

Trong ^ d i gian thi nghiOm, tdt cd cde thd d 
nhdm chung hogt dOng binh thudng, dn udng tdt, 

phdn khd, Idng muyt. Khdng cd hign tuyng ryng 
Idng hogc Idng bj kho cdng. Rieng thd d cdc nhdm 
thd cd bidu hign gidm dn udng, siit can. Theo doi 
cdn ngng thd trong qud trinh thi nghigm cho thay, 
cdn n§ng trung blnh cua tho d cac nhdm thd tnrdc 
khi dua vdo thi nghigm khdng cd sy khdc bigt so 
vdi 10 Chung (Pc-n inrtc vd Pc--^ M^ > 0,05). Sau 
28 ngdy thd nghigm, thd tdng can ddu d nhdm 
chdng, riSng cdc nhdm thd cd trgng luyng sau thi 
nghigm gidm so vdi trgng luyng trudc thi nghigm 
dgc bigt Id nhdm thi nghigm 1 cd sy gidm trgng 
luyng khdc bigt cd 'if nghTa thdng ke so vdi trudc 
thi nghigm vd gidm khdc bigt so vdi nhdm chdng. 
Kdt qua duyc ghi trong bang 3. 

Bdng 3: Kit qui theo doi cin n$ng thd thu-nghiim 

Nhom 

Chimg (C) 

% so truirc TN 

Thi>1 (T1) 

% so tnjiifc TN 

Thii' 2 (T2) 

% so trLF6c TN 

Tru^TN 
(mu) 

2.19±0.23 

2.25±0.15 

2.14±0,17 

Kit qui cin ning (kg) 

Sau 1 tuin 
(m,) 

2.30±0,23 

5,0% 

1,88±0,ig 

-16,4 % 

2,06±0,20 

-3,7 % 

Sau 2 tuin 
(mj) 

2,37±0.20 

8,2% 

1,94±0,15 

-13,8% 

2,08±0,18 

-2,8 % 

Sau 3 tuin 

2,42±0,19 

10,5% 

1,96±0,19 

•12,9% 

2,12±0,16 

-0,9 % 

Sail 4tuin 
(m.) 

2,50±0,17 

14.2% 

1.99±0.16 

-11.6% 

2,10±0,19 

-1.8% 

P 

Pir„»i-.,i,=0.042 

Pin«t^u=0.042 
Pc-Ti BM.=0.685 

Pc-Ti s . .=0.001 

Pln/*c-sau=0.671 

Pc-T2lnrtc=0.698 

Pc . i2»u=0 .002 ' 

Ghi chu: Gii tri "- " biiu hien cd sy giim trQng iwgmg cua thd thO' nghiem 
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Kit qui theo doi cic chi so huyet hgc 

Trudc khi t hd nghiem, thd d u y c kidm tra 
ede chi sd vd huydt hgc eho thay cd s y 
khdc bigt khdng cd y nghTa thdng ke g iua 
nhdm chdng va 2 nhdm thd (Pc-rtrLPivo > 0,05). 

0 thdi didm giua vd sau khi t hd nghigm, 
khdng nhgn thdy s y khdc bigt cd y nghTa 
giua nhdm chdng vd 2 nhdm thf nghigm 
(Pc-T sau > 0,05). Kdt qud d u y c ghi trong 
cdc bdng 4-6. 

Bdng 4: Kef qui theo ddi chi sd huyit hoc tru&e thi nghijm 

Chi tieu 
Hong c iu (x 10"/ lit) 
B^cticauCxIo'/lit) 
Tilu cau {X 10"/lit) 

Hematocrit (%) 
Hemoglobin (g/dL) 
Lympho{x10''/iit) 

Neut(x10'/iil) 

n 
7 
7 
7 
7 
7 
7 
7 

Nhim chirng 
5.7 ± 0.5 
9.7 ±1,3 

328.7 ± 90,2 
37,0 ± 0,02 
11,7±1,0 
6,7 ±1,2 
3,0 ±1,9 

BSng 5: K4t qui theo doi ch! s6 huyet hoc 

Chi tiiu 
H6ngcau(x10"/lit) 
Baclicau(x 10^/lit) 
Tieu cau (x 10"/ lit) 

Hematocrit {%) 
Hemoglobin (g/dL) 
Lympho (x 1o'/ lit) 

Neut(x10"/iit) 

n 
7 
7 
7 
7 
7 
7 
7 

Nhom chirng 
6,0 ± 0,5 
9,7 ± 2,0 

380,4 ±33,1 
39,0 ±0,03 
12,1 ±1,0 
5,6 ±0,9 

4,1 ±1,1 

Nhdm Tl 
5,7 ± 0.6 
9,2 ±1,6 

318,0 ±33,6 
37,0 ± 0,03 
11,6±1,1 
6,8 ±2,1 
2,4 ± 0,9 

giira thi nghiim 

Nhim Tl 
5.5 ± 0,7 
8,5 ±1,6 

370,9 ± 92,9 
35,0 ± 0,04 
11,1±1,1 
4,8 ±1,2 
3,7 ±0,9 

Pc-ri Ini6c 

0,976 
0,567 
0,793 
0,795 
0,834 
0,920 
0,509 

Pc-T1 

0,244 
0,279 
0,819 
0,073 
0,143 
0,248 
0,500 

Nhim T2 
5.6 ±0,4 
8.4 ±1,2 

399,1 ±91,4 
35,0 ± 0,02 
11,0±0,4 
7,2 ±1,5 
1,14±1,1 

Nhdmn 
5,8 ± 0,6 
8,2 ±1,3 

442,0 ±116,3 
37,0 ± 0,03 
11,2 ±0,9 
5,7 ±1,4 
2,5 ±1,4 

Pc-72(TO*c 

0,572 
0,087 
0,204 
0,110 
0,100 
0,615 
0,062 

Pc-T2 

0,600 
0,158 
0,253 
0,246 
0,140 
0,885 
0,058 

Bang 6: Kit qui theo doi chi so huyet hoc sau thi nghiem 

Chl tieu 
HSng ciu (x i o " / ilt) 
Bacticau(x10°/iit) 
T f a cau (x 10°/lit) 

Hematocrit (%) 
Hemoglobin (g/dL) 
Lympho (X 10"/iit) 

Neut(x10"/iit) 

n 
7 
7 
7 
7 
7 
7 
7 

Nhom chimg 
5.9 ± 0,7 
10,0 ±2,1 

354,3 ± 88,9 
38,0 ± 0,04 
11,9±1,2 
6,6 ± 2.6 
3.5 ±1,8 

Nhom Tl 
5,9 ± 0,6 
6,7 ± 0,7 

378,7 ± 94,7 
37,0 ± 0,03 
11,6±0,6 
5,7 ±1.4 
3,0 ±1.6 

Pc-T1 sau 

0,911 
0,181 
0,648 
0,568 
0,697 
0,498 
0,656 

Nhom T2 
5,9 ±0,7 
9,2 ±1,3 

424,0 ±71,5 
38,0 ± 0,03 
11,5±0,8 
6,54 ± 2,1 
2,6 ±1,6 

Pc-T2s3u 

0,915 
0,404 
0,183 
0,670 
0,508 
0,984 
0,404 

Ket qua theo doi cac chi so sinh hda 
(thugc chuv nang gan vi thin) 

Trudc thi nghiem, sy khdc bigt cua cdc chf 
sd sinh hda giua nhdm thd va nhdm chung 
khong ed y nghTa thdng ke (Pc.Ttru*c> 0,05). Chi 

sd sinh hda eua thd d thdi didm giua thi nghiem 
vd sau thi nghiem, ket qua thu duyc cung eho 
thay khdng ed sy khac bigt ddng kd giua nhdm 
chdng vd 2 nhdm thu (Pc-Tsau > 0,05). Ket qua 
duyc ghi trong eac bdng 7-9. 

Bdng 7: Kit qua theo ddi chi sd sinh hoa truuc thi nghiim 

Chi tieu 

AST (lU/llt) 
ALT (lU/lit) 

Creatlnin (^imol/lit) 

Urea (mmol/llt) 

Bilirubin TP (|jmoi/lit) 
Protein TP (g/ilt) 

n 
7 
7 

7 
7 

7 

7 

Whom chirng 
51,1 ±21,9 

111.0±36,7 
114,0 ±19,2 

7.02 ±1,7 
4,21 ± 0,3 

55,7 ± 3,9 

Nhim Tl 
60.4 ±10.7 

119,9±17,5 
120,7 ±19,1 

5,93 ±1,3 
3,93 ± 0,4 

56,3 ± 3,8 

Pc-TimMc 

0.370 
0,604 

0,555 
0,253 

0,139 
0,802 

Nhim T2 

47,3 ± 23,3 
102,3 ±37,2 
102,9 ±19,6 
5,99 ±1,2 

4,33 ± 0,7 
58,7 ± 4,8 

Pc-TSfru*: 

0,773 
0,691 
0,341 
0,545 

0,613 
0,259 
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Bang 8: K4t qui theo ddi 

Chl tiiu 

AST (lU/lit) 

ALT (lU/lll) 

Creatlnin (pmol/iit) 

Urea (mmol/llt) 

Bilirubin TP (umol/ill) 

Protein TP (g/ilt) 

n 

7 

7 

7 

7 

7 

7 

Ky tiiuat 
1 chlsd sinh hoi giO'a thi nghiim 

Nhim chirng 

43,7 ±18,7 

122,6 ±54,3 

100,0±11,7 

6,5 ±1.3 

3.810.5 

59.3 ± 4.2 

B^ng 9: K4t qui theo doi chl 56 sinh hoi sau 

Chi tiiu 

AST (iU/ill) 

ALT (iU/iil) 

Creatlnin (pmol/ilt) 

Urea (mmol/llt) 

Bilinjbin TP (pmol/iit) 

Protein TP (g/ilt) 

n 

7 

7 

7 

7 

7 

7 

Nhdm chimg 

60,1 ±40,1 

116,1 ±41,9 

100,6 ± 12,7 

7,5 ±1,6 

4,3 ±0,7 

62,0 ± 5,0 

Nhim Tl 

41,9±11,2 

111,1 ±32,6 

109,1 ±25,6 

5,6 ±0,6 

3,8 ± 0,5 

56,1 ± 4,9 

thi nghiim 
Nhim Tl 

41,5 ±10,5 

99,0 ±21.5 

110,7 ±28.8 

6,1 ± 0,9 

4,1 ±0,5 

62,7 ± 6,0 

Pen 
0,838 

0,667 

0,442 

0.154 

0.843 

0.255 

Pc-nm 
0.308 

0.413 

0,408 

0,105 

0,592 

0,834 

Nhim 72 

41.9 ±9,3 

100.3 ±16.6 

95,6 ± 17,2 

5,7 ± 0,7 

3,7 ± 0,6 

59,0 ± 5,0 

Nhim T2 

56,0 ± 29,6 

117,0 ±27,3 

109,4 ±18,7 

7,0 ±1,4 

4,2 ± 0,2 

61,3 ±4,9 

Pc-72 
0,832 

0,369 

0,611 

0,214 

0.612 

0,916 

Pc-rjMu 
0,842 

0,967 

0,356 

0,635 

0,685 

0,808 

Quan sitd^ithi 
Khdng nhgn thdy cd bidu hign khdc thudng 

vd hlnh dang bdn ngodi, mdu sdc cdc td ehde 
tim, gan, thgn, phdi, da ddy, rugt cua cac thd 
nhdm thd so vdi nhdm chdng sau thi nghigm. 

Quan sit vi thi 
Lay mdu tieu ban gan, thgn trdn 3 thd ngdu 

nhien trong tdng nhdm thi nghigm vd nhdm 
Chung, ma hda nhu sau: 

Chirng 

KN19 

KN22 

KN23 

Nhim thir 1 

KN2 

KN3 

KN5 

Nhim thir 2 

KN10 

KN13 

KN16 

Kdt qud quan sdt vi thd gan, thgn cho thdy cd 
sy tdn thuyng (xung huydt nhg hodc viem) d 
gan vd thgn ciia mgt sd it thd trong cd nhdm 
chdng vd 2 nhdm thu, cy thd: Thd ma hda KN2, 
KN3, KN16, KN19, KN22 ed gan binh thudng, 
thgn blnh thudng. Thd KN5 cd bidu hign gan bj 
hogi td, chdy mdu/ viOm mgn d mgt sd viing 
quanh khoang cda (do KST), td bdo gan ngodi 
vLing tdn thuung blnh thudng, thgn bj xung 
huydt nhe cdu thgn vd md ke viing v6, rdi rdc cd 
d vigm man viing tiiy. Thd KN10 cd gan blnh 
thudng, cd djch albumin trong dng thgn bidu 
hien ton thucng cdu thgn vd dng thgn. Thd 
KN13 bi thodi hda di toan, nhdn dong d rai rdc 
cac td bao gan, xung huydt tTnh mgch trung tdm 
va vCing cgnh tTnh mgch trung tdm. Md ke xung 
huydt va cd viem mgn thdn rai rdc. Thd KN23 cd 

gan bj xung huydt tTnh mgch trung tam vd xoang 
mgch vd thgn blnh thudng. 

Ket lu|in 
Trong thu nghigm ndy, da tim duyc lieu 

khdng gdy chdt chuOt Id 250 mg amodiaquin 
hydnDclorid (mdu thu) / kg ehuOt, lidu gay chet 
100% sd chugt thd nghigm Id 1250 mg mdu thd/ 
kg chuOt. Dya tren sd ligu thyc td, da tim duyc 
lidu gdy chdt 50% chuOt nhat trdng qua dudng 
udng Id LDso (689,3 ± 30,9) mg mau thd/kg 
chuOt. Theo phan logi dOc ttnh ciia OECD, 
nhdng chdt cd gid tri dgc tinh cdp LD50 trong 
khodng 300 - 2000 mg/kg thd tn?ng, duyc coi Id 
chdt cd dOc tinh vua. DOc tinh cap cua mdu thd 
xdc djnh cd gid trj LD50 = (689,3 ± 30,9) mg mdu 
thd/kg chuOt ndn cd the ndi mau thLF 
amodiaquin hydroelond ed tinh dgc vda. 

Sau khi cho thd udng dung djch mdu thCp 
trong nudc lien tyc trong 28 ngdy vdi mdc lieu 
60 mg mdu thd/ kg thd/ ngay vd 40 mg mau 
thu/kg thd/ ngdy, kdt qud thu duyc cho thay 
khOng cd sy khde nhau vd chi sinh hda vd 
huydt hgc giua nhdm chdng vd 2 nhdm thd d 
cdc thdi didm xet nghigm. Can nang cua thd thi 
nghigm trong edc nhdm thd so vdi nhdm chdng 
dgc bigt Id nhdm thd 1 cd sy giam khac bigt cd 
y nghTa thdng ke. Khdng nhgn thay sy bat 
thudng vd hlnh dgng ben ngodi, mau sdc cQa 
edc td chdc tim, gan, thgn, phdi vd he tieu hda 
gida cac tho nhdm chdng vd cac nhom thd sau 
thf nghigm. Ket qud quan sat vi thd cho thdy cd 
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sy ton thucng (xung huyet nhg hogc viem) d 
gan vd thgn eCia 1 sd it thd trong ca nhdm 
chdng va 2 nhdm thu. 

Ldi cam e n : Cong trlnh ndy duyc thyc hign 
trong khuon khd de lai cdp Nha nudc thugc 
Chuong trinh nghien cdu khoa hgc cdng nghg 
trgng didm qudc gia phdt tridn cdng nghigp hod 
duyc ddn nam 2020. ma sd CNHD.DT.023/10-11. 

Summary 
As amodiaquine we// sen/es as one of main 

drugs in the new global strategy of combination 
therapies for malaria control, following our previous 
study on synthesis of amodiaquine from 4,7-
dichloroquinoline, in this study amodiaquine 
hydrocioride was experimentally evaluated for 
acute and subchronic oral toxicity in mice and 
rabbits. The LD50 of amodiaquine in mice was 
(689.3 + 30.9) mg/kg body weight in single dose 
administration. In 28 days' subchronic study in 
rabbits, amodiaquine were administrated at doses 
of 40mg and 60 mg/kg/day for 28 days on end. 
After such 28 days' course, blood and tissue 
samples were taken for hematological, biochemical 
and histopathological evaluation. All the 
hematological, biochemical parameters and 
histophatiiologicai signs showed nonsignificant 
difference between the treament and control 
groups; but mild liver congestion, mild hepatis, and 
mild nephritis were seen in a few individuals. 
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Nghien cihi tac dung chong viem, giam dau 
cua bon bai thuoc tu qua chuoi hot 

va cu ray tren thuc nghiem 

Dat van de 
Bgnh gdt Id bgnh rdi logn chuydn hda acid 

uric lam tang acid uric mdu, lang dgng tinh the 
natri urat trong cdc td ehde dde bigt la mdng 
hoat djch khdp gay nen nhung dyt viem khdp 
cdp, gdy dau du dgi. VI vgy muc tieu dieu trj 

Dao Thi Vui, Dao Thi Himg 
Truang Bai hoc Duac Hd Noi 

bgnh giit Id vda lam giam duyc acid uric mdu 
vda lam giam duyc eac trieu chung viem, dau. 

Cdc bai thudc trong thdnh phan cd cu ray vd 
qua chudi hot tu lau da duyc nhan dan sd dyng 
ad didu tri bgnh gut (thdng phong). Tuy nhidn cho 
tdi nay chua cd dd tai nao danh gia higu qud eua 
cac bai thudc ndy tren thyc nghigm cung nhu trdn 
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