® Nghién ctru — Ky thuat

Danh gi4 doc tinh cAp va ban trwong dién
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Dit van dé

S6t rét 1a mét loai bénh phat sinh bai cac ky
sinh tring Plasmodium trong dé mudi la tac
nhan 1am lay lan va phét tn ky sinh tring sot
rét. Theo théng bao chinh thirc clia T4 chirc Y
té thé gii (WHO), bénh sét rét dang lan tran
manh & chau Phi d&n dén sy tr vong clia hang
triéu ngudi. Thubc amodiaquin 63 dugc st
dung rdng rai d& didu tri bénh st rét v dau
nhirng nam 50 clia thé ky trac 'L Hién nay,
cac nghién clu cho thdy thudc két hop hai
thanh phan amodiaquin hydroclorid/ artesunat
cho hiéu qua diéu trj bénh sot rét cao va ty 18 tai
phat thdp hon so véi vigc dung riéng cac don
thudc thanh phAn™. Thude phéi hep hai thanh
phan amodiaquin va artesunat dugc WHO wu
tién st dyng trong céng cudc phang chdng sbt
rét trén toan thé gioi®.

Trude day chiing t6i da cong bd quy trinh
tong hep hep chat amodiaquin hydroclond ti
4,7-dicloroquinolin ™, trong bai bao nay, ching
t6i théng bao vé két qua thtr doc tinh cp va doc
tinh ban tnrdng dién cda hep chét amodiaquin
hydrohlorid do ching t6i san xuét.

Nguyén
nghién cltru

lieu va phwong phap

Nguyén liéu nghién clru

+ Amodiaquin hydroclorid dugc sén xuét tai
Vién Héa sinh bidn — Vién Khoa hgc va Cong
nghé Viét Nam.

+ Déng vat thi nghiém (BVTN):

- Chudt nhét trdng giéng Swiss, trong lvgng
18-22 g. S lwgng: 200 con. Ngudn gée: Trung
tam chén nudi dong vat thi nghiém CIMAD -
Vién V@ sinh Dich & Trung vang.

- Thé khde manh, ca 2 giéng, can nang 2,0- 2,5
kg, 3 nhdm thir nghiém (1 nhém chibng va 2 nhém
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uéng thudc). méi nhém 7 con. Ngudn géc: Trung
tam G1- Vién Kiém nghiém thubc Trung vong.

Phwong phap nghién ctiru

DPéc tinh cip

Chia chugt nhét tring thanh cac 16, méi 16 20
con. Cho chudt uéng thuéc lidu tang dan gitra
cac 16, Theo ddi bidu hién cla chudt sau khi
ubng trong 24 gi¢r dAu va theo doi hoat dong
clia chudt trong thdi gian 7 ngay sau khi uéng.
Tinh liéu LDs, theo phuong phap Behrens ™.

Chuét nhét trdng dwgc nudi trong didu kién
chuéng thoang mat, dam bao vé sinh, ché do an
ubng theo nhu clu ctia chugt. Chudt dwoc nhin
&n 15 gier trwéc khi thi nghiém, nuwdre udng theo
nhu cdu. Kiém tra cén ning trséc khi thir
nghiém. Chuét dat céc yéu cdu vé& can ning
(khoang 20 g) dugc dwa vao thir nghiém. Pura
mau thir dudi dang dung dich theo dwéng uéng.
Léy thé tich mau thi theo quy dinh dwa thing
vao da day chudt béng kim cong dau tu. Dya
trén két qua tham do trong thr nghiém so b,
tién hanh thir nghiém chinh thirc trén 100 chudt,
chia thanh 5 nhém thir theo murc lidu da di tinh.

Tham do liéu ban dau

- Cach xU¥ ly va chudn bj mau thir:

Chudn bj dung dich c6 chira 50mg miu
thi/ml nwéc cit (dd A) va dung dich c6 chiva
20mg mau thir/ml nuére cét (dd B).

- Tham dé & murc liéu khdng lam chét chudt
thi nghiém:

Tién hanh tham do trén chudt, cho uéng dung
dich thi» B tvong duong véi mic lidu 350, 300,
250, 200mg méu thi¥/ kg chudt, mdi mirc liéu 10
con. Sau 24 gitr theo déi, chudt ubng dung dich
thir & mirc ligu 250 va 200mg mAu th¥ kg chudt
khang gay chét chudt thi nghiém con & muc liéu
300 va 350mg mau thir/ kg chudt cé 1/10 chudt
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chét. Vi véy lidu khong gdy chét chubt phai khdng
qua 250mg mAu thi/ kg chudl.

- Tham do murc lidu tam chét 100% chudt thi
nghiém:

- Tién hanh tham do Irén chuft, cho ubng
dung dich thu A, tuong duong vdi mic lidu
1000, 1250. 1500, 1750mg m3u thi/ kg chudt,
mé&i mure lidu 10 con, Sau 24 gi&r theo ddi, nhom
chubt & mire lidu 1000mg mAu thi/ kg chudt
gay chét 8/10 con & cac muc lidu 1250, 1500 va

1750mg mBu (hiv/ kg chudl gay chét 100% sb
chut thi nghiém. Do @6 fidu gay chét 100% sb
chudt thl nghidm phai khéng It hon 1250mg
mAu thir/ kg chudt.

Thir nghiém chinh thirc

- Cac murc lidu thr nghiém

- Dya trén két qua tham dé trong (hdr nghiém
so b, tién hanh thir nghiém chinh thirc trén 100
chudt, chia thanh 5 nhém thir theo mrc lidu nhu
sau.

Nhom chugt Lidu dong Lidu qimg S6 chuét
(m! dung djch thir/20g chuft) (mg méu thir/kg chut) thi nghlém
Murc lidu 1 0,1 ml dd ther 250 mg mAu thirkg chuft 20
Mirc ildu 2 0.2 ml dd Iher 500 mg mAu thurkg chudt 20
Murc idu 3 0,3 mi dd thir 750 mg mau thir/kg chudt 20
Mrc lidu 4 0.4 ml dd thir 1000 mg mAu thirkg chudt 20
Muc lidu 5 0,5 ml dd hr 1250 mg mAu thirkg chudt 20

- Cach xt» ly mu va chuén bj mau thi:

- Can chinh xac mét lugng mau thir, nghién
min. cho W Wy nwéc cAt dé hda tan, thém nudc
cét vira A0 @& thu dugc dung dich chira 50mg
mau thir/ mi nwdc cat (dung dich thir).

Tién hanh

Chudt dwge nhin an 15 gi¢ treédc khi thi
nghiém, nuéc ubng theo nhu cu. Kiém tra
chudt dat céc yéu clu vé can nang dugc dua
vao thir nghiém. Dra miu thir dudi dang dung
dich theo duwdng ubng. LAy thé tich mau thir
theo quy dinh dua thdng vao da day chudt béng
kim cong 6Au tu. Cac nhém thir dugc ubng
dung dich thir & cac mirc lidu khac nhau (xem
bang) sau d6 theo ddi biéu hién cia chudt sau
khi uéng trong 24 gitr 8Au va theo dbi hoat ddéng
clia BVTN trong thdi gian 7 ngay sau khi ubng &
5 murc liéu khac nhau.

Bang 1: Béng ngoai suy lidu

Dac tinh ban treong dign

Thir ddc tinh ban truéng didn trén thé gdm 1
nhém ching va 2 nhém thr, méi nhém 7 con.
Xét nghiém trwéc, trong va sau thi nghigm. Thd
dugc cho an va ubng nwéc ddy @u trong sudt
qua trinh thi nghiém. Ddc tinh ban tnrémg dién
dugc thir theo phuang phap trong tai liéu %,

Chudn bj méu thir

Lira chon mirc lidu thir nghiém

- Chiing t6i dyra trén li&u dy kién dung trén
ngudi 14 10mg amodiaquin — dang base/ kg
ngwdil ngay, nhw vy véi ngudi cé trong lrgng
trung binh 1a 50kg thi liéu 14 500mg amodiaquin
(dang base)/ingudiingdy tuong (g véi khodng
650mg amodiaquin HC! (dang mudiyngudiingay.
Bang ngoai suy lidu dudi day dé dua ra mic
1idu thir c6 y nghia, hp ly khi chuyén dbi.

Chuft nhit tréng Chuft céng Thé Ché Ngwoi
Chuét nhit tréing 1 0,55 0,25 0,15 0,085 v
Chubl cdng 1,82 1 0,45 0.27 015
Thd 4 2,20 1 0,60 0.34
Ché 6,67 3.67 1,67 1 0,57
Nguéri 11,76 6.47 2,94 1,67 1

- Céch xr Iy va chuén bj mau thir: Hoa tan 2000
mg mAu thiz frong nuéc cét vira di 100 mi (Dung
dich A: chira 20 mg hoat chat/ ml nudre cAt).
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+ Nhém ther 1: Dung dung dich A,
+ Nhém thir 2: (pha loang 1,5 Ian dung dich
A biing nuéc ct). LAy 40 ml dung dich A thém

TAP CHi DUOCUOC 062012 (SO 434 NX w1 <l



® Nghién clru — Ky thuét

nuée cit viva di 60 ml (Dung dich B: chira
13,3mg hoat ch&t/ ml nwdc cat).

B6 tri thi nghiém

Thd duec nubi trong didu kién thi nghiém

nhw nhau, di ché d6 dinh dudng. Thi nghiém
dugc tién hanh trén 21 thd, chia 3 nhém (1
nhém chirng va 2 nhém ther), méi nhém 7 thd
duoc bd tri thi nghiém va thir véi cac mirc lidqu
nhw & bang sau:

Nhém S6 tho thi ghiém  Thé tich cho ubng (mi/kg thd) Liéu ding (mg méu thiskg tho)
Ching 7 3.0 ml nudre/ kg thd -

Nhom thir 1 7 3.0 ml dung dich Alkg thd 60 mg/ kg thd

Nhém thir 2 7 3.0 m! dung djch B/kg thd 40 mg/ kg thd

Theo doi va dinh giad trén. So sanh két qua cla nhém thir va nhém

Theo ddi thd hang ngay vé mic a6 tiéu thy
thibc &@n, khd nang hoat 8dng. tinh trang phén,
16ng. Trudc thi nghiém, xac dinh can ning cla
thé, cac dau hiu toan than, ldy mau xét nghiém
danh gia cac chl s6 huyét hoc (sb Igng hdng
cdu, bach cdu, liéu clu, hemoglobin,
hematocrit), cac chi sé sinh héa (GOT. GPT,
creatinin, urea, protein toan phén). Theo doi can
nang clia thd hang tuln. Sau 14 va 28 ngay
ubng thudc Iy mau dé Iam cac xét nghiém nhu

@ s r 8 8a@

% chbt

Mirc [ (mg mu thid' kg chudt)
Hinh 1: D6 thj biéu dién gié trj LDeo cia
diaquin hydroclorid theo B

TAP Cl-DUGE-Reemi6iati~SO 434 NAM 52)

ching theo phuong phap théng ké. Quan sat
dai thé va vi thd mét sb 16 chire cda thd sau khi
két thic thi nghigm.

Két qua va ban Juan

Déc tinh cap

Trong thir nghiém nay, chung t6i da tim dwgc
liéu khéng gay chét chudt la 250 mg mau thivkg
chudt, lidu gay chét 100% sb chuédt thir nghiém 1a
1250 mg méu the/ kg chubt.

Tinh toan

Tinh LDsy
50— a)x
LDgp= Dy + —-
b-a

Trong d6:
Dy: Lidu g8y chét a% DVTN.
a: % DVTN chét sét duti 50% sao cho a < 50%
b. % DVTN chét st trén 50% sao cho b>50%
d: khodng céch giira cac liéu (mg)
Theo bang trén, ta co:
Dy =500mgmiuthir’kg a=18.8%
D; =750mgmiuthir’kg b =860,0%
d =Dz D= 250 mg mAu thir/ kg
(50 — 18.8) x 250

60,0188
= 689,3 mg mAu thir/ kg chudt

Tinh sal s6 chudn cta LDsy

Theo db thi, ta xac dinh liéu g8y chét 16% (LD
va 84% (LDg4), ta c6:

LDss = 475 mg mAu thir/ kg chudt

LDga = 937,5 mg m3u thi/ kg chubt

Tinh phan phéi chuin s theo cong thirc:
937.5- 475
T e =

=231,3 mg mAu thiv/ kg chuét.
Sai s6 chudn durgc tinh theo cong thirc:
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Jk;u
EswosonV "

Trong d6:  k: hing s Behrens = 0,66
n: 86 chudl trong mai nhém
s: phan phéi chuén

Thay vao bing sb:

o6 » 2313 x 230
Es = J 0 = 30,9 mg/kg
Es = 30.9 mg miu thi/ kg chudt

Vay LDso = (689.3 £ 30.9) mg mAu thix/ kg chudl
Dya trén sé lidu thyc t8, chung 16i da tim dugc

li8u LDsg (689.3 + 30,9) mg méu thirkg chuft. Sau
khi uéng thuéc, chubt cé cac bidu hién ngd ddc nhr
sau: Chudt gidm hoat déng, ndm mét. Riéng nhém
ther 1, khéng nhan théy c6 bidu hién ngd déc. Trong
khoang 0,5 - 3 gi&r sau khi uéng dung dich thir va
trong 24 gi¢y theo déi, nhém thir 5 gy chét 100%
s8 chudt thir nghidm, cac nhém 2, 3 va 4 cd chudt
chét tang dan theo mure fidu. Trong thoi gian theo
dai tiép theo (sau khi ubng 24 gi dén 7 ngay)
khéng c6 tham chudt chét. Toan bo sé chut khéng
chét sau khi ubng 24 gi&r & cac nhém déu &n uéng,
hoat d9ng binh thudng.
K&t qua dugc ghi trong hinh 1 va bang 2.

Bang 2: Két qué thir déc tinh cép cuia amodiaquin hydroclorid

Lidu thir

S6é chuét chduséng

S8 chudt chét/séng

Miclby o mBu thivkg chuy thyre £ tich Iay % Chét
3 250 0120 0/46 0
2 500 614 6126 188
3 750 1218 1812 60.0
3 1000 16/ 3474 89,5
5 1250 2000 540 100

Tiéu thy thirc &n va uéng, quan sdt diu
hiéu ng$ déc cua chudt

Sau khi ubng dung dich thir: & mirc ligu 1
khdng nhan thay bidu hién ngd doc, chudt an
ubng hoat ddng binh thudng, & mirc lidu 2, 3, 4
va 5, chudt c6 biéu hién nim mét, gidm hoat
d6ng va mot sé chubt chét trong khoang 0,5 - 3
gidr. S8 chudt sbng sét sau khi cho ung 24 gitr &
cac nhém déu &n udng, hoat dong binh thwdng.

Péc tinh ban trudng dién

Két qua theo d6i c&n ning thd
Trong thdr gian thi nghiém, t4t ¢4 cac thd &
nhém chirng hoat déng binh thuéng, &n ubng tét,

phan khb, 16ng muot. Khong ¢ hién twgng rung
18ng hodc 16ng bj khd cirng. Riéng thd & cac nhém
thir c6 biéu hign gidm &n uéng, sit can. Theo dai
can nang thd rong qua trinh thi nghidm cho thiy,
cén nding trung binh cla thd & cac nhém thir truée
khi dua vao thi nghiém khéng cd s\¢ khac biét so
Vi 16 chi(Png (Pt mee VA Perz mwes > 0,05). Sau
28 ngay thir nghiém, thd tang can déu & nhém
chirng. riéng cac nhom thir ¢6 trong Iugng sau thi
nghiém gidm so vdi trong Iwgng trudre thi nghigm
d3c bigt 1a nhém thi nghiém 1 c6 sy giam trong
legng khac biét c6 ¥ nghia théng ké so vén treéc
thi nghiém va gidm khac biét so v&i nhom chimg.
Két qua dugre ghi trong bang 3.

Bang 3: Két qué theo dbi cén ngng thd ther nghiém

Két qua cin ngng (kg)
Nhém Trwdc TN Sau1twdn Sau2tudn Sau3tudn  Sau dtuin P
(mo) (my) (m3) (my) (mdy)
Ching (C) 2192023 2,30:0,23 _ 2,37:0.20 2422019 250:0.17
Pirvte-ses=0,042
% so lrrdc TN 50% 82% 105% 142%
Thir1(T1)  2.25(0,15  188£0,13 _ 1,9420,15 1962019 1.9920.16  Puprery=0.042
% so trure TN -16.4% 438%  129% A1y o068
Per15,=0,001
ThG2(T2) 2142017 206:020 2082018 2126016 2108019 Proooan=0671 ;
% 5o truréc TN 37% 28% 09% g%  LeTame=0.698

Ghi chi: Gid rj *- * biéu hién c6 sy gidm trong lugng cba thd thir nghigm

Pe.1226=0, 002 %
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Két qua theo déi cdc chi sb huyét hoc

Trwéc khi thir nghiém, thé dugc kiém tra
c4c chi s& v& huyét hoc cho thdy co su
khac biét khéng c6 y nghia lhéng ké gibva
nhém chirng va 2 nhom thir (Pe.1 ineee > 0,05).

O thoi diém gia va sau khi thir nghiém,
khéng nhan thly sy khac biét c6 y nghia
gi*a nhém chirng va 2 nhém thi nghiém
(Pc.1 sau > 0.05). Két qud duoc ghi trong
céc bang 4-6.

Bang 4: Két qua theo dbi chi sé huyét hoc trute thi nghiém

Chi tigu n__ Nhémchimg  Nhém T1 [ Nh6m T2 Perawwec
Hong cdu (x 10'71ity 7 57405 5706 0,976 5604 0,572
Bach chu (x 10% 1it) 7 9713 9.2:16 0,567 84112 0,087
Tiéu cAu (x 10% it) 7 328,7+902 318,01 33.6 0.793 399.1+91.4 0,204
Hematocril (%) 7 37.0£ 0,02 37,0 £ 0,03 0,795 35,0 £ 0,02 0.110
[ 1 (g/dL) 7 11,7£1,0 11,62 1.1 0,834 11,004 0,100
Lympho (x 10% I) 7 6712 6.8+2,1 0,920 72415 0,515
Neut (x 10% lit) 7 3019 24109 0,509 114211 0,062
Bang 5: Két qua theo doi chi s6 huyét hoc gita thi nghiém
Chi tidu n  Nhém ching Nhém T1 Pe.rt Nhém T2 Pcrz
Hang cBu (x 10"/ lit) 7 6,005 55107 0,244 58106 0,600
Bach cAu (x 10% lit) 7 97£20 8516 0,279 8213 0,158
Tiéu ciu (x 10% lit) 7  3804%331 3709%929 0,819 44201163 0,253
Hematocrit (%) 7 39,0 0,03 35,01 0,04 0,073 37,01 0,03 0,246
[ in (g/dL) 7 121£1.0 11411 0,143 11.2£09 0,140
Lympho (x 10% irt) 7 5609 4812 0,248 5714 0,885
Neut (x 10% lit) 7 4,1£141 3709 0,500 2514 0,058
Bang 6: Kéf qua theo dbi chi s6 huyét hoc sau thi nghiém
Chi tiéu n Nhom chimg Nhém T1 Pcrisa Nhém T2 Pcr2sau
Héng cdu (x 107/ ity 7 59107 59108 091 59+07 0,915
Bach cu (x 107 lit) 7 10021 8707 0,181 92%13 0,404
Tidu chu (x 10%1it) 7 3543:889 37871947 0,648 4240+71,5 0,183
[ it (%) 7 380:0,04 37,0£0,03 0,568 38,0 0,03 0,670
Hemoglobin (g/dL) 7 11,912 11,608 0,597 11508 0,508
Lympho (x 107 lit) 7 66128 57+14 0,498 65421 0,984
Neut (x 10% lit) 7 35+18 3016 0,656 2616 0,404

Két qua theo dbl cdc chi sé sinh héa
(thuéc chire ning gan va than)

Trwdc thl nghiém, s khac biét cla cac chl
sé sinh héa gilra nhém thr va nhém ching
khéng c6 y nghta thong ké (Pe.r wee > 0,05). Chi

s6 sinh hoa coa thd & theri diém giiva thi nghiém
va sau thi nghiém, két qua thu dugc cing cho
thay khéng co sy khac bigt dang ké gira nhom
chirng va 2 nhom thiy (Pey s > 0,05). Két qua
duvgc ghi trong cac bang 7-9.

Bang 7: Két qud theo dbi chl sé sinh hod trudce thi nghiém

Chi tiéu n___ Nhém chirmng Nhém T1 Poriwwse  NW6M T2 Porimwse
AST (1URit) 7 51,1£21.9 60.4 £ 10,7 0.370 473233 0,773
ALT (U/it) 7 111,0 £ 36,7 119,9£ 175 0,604  102,3:37.2 0,691
Creatinin (umolit) 7 1140 £ 19,2 120,7 £ 19,1 0555  1029:196 0341
Urea (mmol/it) 7 7,02£1,7 59313 0.253 599112 0,545
Bilirubln TP (pmolifit) 7 42103 393104 0,139 433107 0,613
Protein TP (g/lit) 7 55,7 +3,9 56,338 0,802 58,7+4.8 0,259
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Bang 8: Két qué theo d6i chi s6 sinh hoa gitva thi nghiém

Chi tiéu n  Nhém chimg Nhom T1 Peri Nhém T2 Pcrz

AST (1U7It) 7 437£187 19:112 0.838 219193 0,832

ALT (1U7lit) 7 1226543 111,12 326 0,667 1003¢ 166 0,369
Creatinin (umol/lt)y 7 1000 11,7 109,1£ 25,6 0,442 956+ 17.2 0,611

" Urea (mmolfit) 7 65¢13 56106 0,154 5707 0214
"~ Bilirubin TP (umollit) 7 38205 38105 0,843 37106 0612
Protein TP (g/lil) 7 593142 56.1£4.3 0,255 59,01 5,0 0,916

Bang 9: Két qué theo doi chi s sinh hoa sau thi nghiém

Chi tibu n  Nhém chimg Nhém T1 Portem Nh6m T2 Periaw

" AST (UAi) 7 601401 415£105 0.308 56,0 £ 29.6 0,842
T ALT (Ui 7 11611419 99.0 £ 21.5 0.413 170273 0967
Creatinin (ymol/it) 7 100,6 £ 12.7 110,7 £ 28.8 0,408 1094187 0,358
Urea (mmol/iit) 7 75216 6109 0,105 70£14 0,635
Bilirubin TP (pmot/it) 7 43:0,7 41105 0,592 42102 0,685
Protein TP (gfil) 7 62,0250 62,7160 0,834 613149 0,808

Quan sét dai thé

Khéng nhan thay cé bidu hién khac thudng
vé& hinh dang bén ngoai. mau sic cac & chirc
tim, gan, than, phdi, da day, rudt cba cac thd
nhom thir so véi nhém chieng sau Lhi nghiém.

Quan sét vi thé

L4y m3u tiéu ban gan, than trén 3 thd nglu
nhién trong tlrng nhém thi nghiém va nhém
chirng, ma héa nhu sau:

Chimng Nhém thir 1 Nhém thir 2
KN19 KN2 KN10
KN22 KN3 KN13
KN23 KN5 KN16

K&t qua quan sat vi thé gan, than cho thdy c6
sy t8n thuong (xung huyét nhe hodic viém) &
gan va than clia mt sé it thd trong cd nhém
chirng va 2 nhém thte, cy thé: Thé ma hda KN2,
KN3, KN16, KN19, KN22 cé gan binh thutng,
than binh thrrdng. Thé KN5 ¢6 biéu hién gan b}
hoai tr, chdy mau/ viém man & mét sé ving
quanh khoang cira (do KST). té bao gan ngoai
vang ton theong binh thudng, than bj xung
huyét nhe cAu than va mé ké ving vé, rai rac c6
& viem man ving tly. Thé KN10 c6 gan blnh
thuérng, ¢b dich albumin trong éng than biéu
hién tdn thuong chu than va 6ng than. Thé
KN13 bj thoai hoa &i toan, nhan déng & rai rac
c4c té bao gan, xung huyét tinh mach trung tam
va vung canh tinh mach trung tam. Mé ké xung
huyét va cd viém man than rai rac. Thé KN23 o6

30

gan bj xung huyét tinh mach trung 1am va xoang
mach va than binh thuéng.

Két luan

Trong thir nghiém ndy, da tim duec lidu
khéng gay chét chudt 14 250 mg amodiaquin
hydroclorid (m&u thir) / kg chudt, lidu gay chét
100% sb chudt thir nghiém 13 1250 mg mau thir/
kg chuft. Dya trén s ligu thyc té, da lim dugc
liBu gay chét 50% chudl nhét tring qua dudng
ubng 1a LDso (689.3 + 30.9) mg méu thikg
chudt. Theo phan loai dbc tinh cua OECD,
nhitng chAt co gid ti doc tinh chp LDs, trong
khodng 300 - 2000 mg/kg 1hé trong. dirgre coi 14
chat cé dbc tinh vira. DBc tinh cAp cia mau thir
X4c Ginh 6 gia trj LDs = (689,3  30,9) mg méu
thikg chubt nén o6 thé néi mau thir
amodiaquin hydroclorid cé tinh déc vira.

Sau khi cho thd uéng dung dich mau thir
trong nuéc lién tyc trong 28 ngay véi murc lidu
60 mg mAu thi/ kg thd/ ngay va 40 mg mau
thir/kg thd/ ngdy, két qua thu dugc cho théy
khéng o6 sy khac nhau v& chi sinh hoa va
huyét hoc gitra nhém chung va 2 nhém thir &
céc thoi diém xét nghiém. Can n3ing clia tho thi
nghiém trong cac nhém thir so véi nhém ching
@3c biét 13 nhom thir 1 ¢6 sur giam khac biét ¢
y nghia théng ké. Khéng nhan thdy st bét
thuéng v& hinh dang bén ngoai, mau séc cla
céc td chirc tim, gan, than, phdi va hé tisu hoa
gitra cac thd nhém chirng va cac nhém thir sau
thi nghiém. K&t qua quan sat vi thd cho thdy cb
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sy 1dn throng (xung huyét nhe hodc viem) &
gan va than cia 1 sé it thd trong ca nhom
chrng va 2 nhom thir.

Loi cam on: Cong trinh nay duwec thie hién
trong khudn khd d& tai cdp Nha nuoc thugc
Chwong trinh nghién ciru khoa hoc cong nghé
trong diém qudc gia phat tién cong nghiép hoa
dugc dén nam 2020, ma s6 CNHD.DT.023/10-11.

Summary

As amodiaquine well serves as one of main
drugs in the new global strategy of combination
therapies for malana conlrol, following our previous
study on synthesis of amodiaquine from 4,7-
dichloroquinoline, in this study amodiaquine
hy ide was experi y luated for
acute and subchronic oral toxicity in mice and
rabbits. The LDs, of amodiaquine in mice was
(689.3 + 30.9) mg/kg body weight in single dose
administration. In 28 days’ subchronic study in
rabbits, laquine were ini at doses
of 40mg and 60 mg/kg/day for 28 days on end.
Affer such 28 days' course, blood and tissue
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Nghién ciru tac dung chong viém, gidm dau
ciia bon bai thuoc tir qua chuoi hjt
va cd ray trén thwe nghiém

Pat van dé

Bénh git 1a bénh réi loan chuyén héa acid
uric lam ting acid uric méu, ling dong tinh thé
natri urat trong cac td chirc dac biét 14 mang
hoat dich khép gay nén nhing dot viém khép
chp, gay dau di¥ ddi. Vi vay myc tidu didu tri
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Dao Thi Vui, Dao Thi Hung
Truong Pai hoc Duge Ha Nji

bénh gt 13 vira 1am gidm duoc acid uric mau
vira lam gidm duoc cac triéu chirng viém, dau.
Céc bai thubc trong thanh phan c¢6 ci ray va
qua chudi hét tr lau da dugc nhan dan str dung
@& didu tri bénh gut (théng phong). Tuy nhién cho
t6i nay chura c6 dé tai ndo danh gia hiéu qua cla
c4c bai thudc nay trén thire nghiém ciing nhr trén
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