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ABSTRACT
Objectives: Study on the acute and subchronic toxicity of granules of CDN.

Research methods: Define LDs of granules of CDN in the mice by Litchfield - Wilcoxon method.
Subchronic toxicity CDN was been given orally to white rat with the daily dose of 5.25 g/kg body
weight (equivalent to the therapeutic dose in humans) and 15.75 g/kg body weight (three times the
therapeutic dose) continuously 28 day period. The measurements of the liver, kidney and blood were
followed before and after the trial.

Results: There was no mice died during 72 hours and there was no toxic signs observed in the mice
after 7 days observed. LDso can not be defined in the mice. No signs of toxicity were observed in the
hematopoietic system, liver function, or renal function with the daily dose 5.25 g/kg body weight
(equivalent to the therapeutic dose in humans) and 15.75 g/kg body weight (three times the
therapeutic dose) in white rat.

Conclusion: CDN granules showed no acute or subchronic toxicity in experimental animals.
Keywords: Acute toxicity, subchronic toxicity, expriment, CDN granules.
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TOM TAT

Muc tiéu: Nghién ctru doc tinh cdp va ban truong dién ciia cém tan CDN trén thyc nghiém.

Phuwong phap nghién ciru: Xac dinh LDso trén chudt nhit tring bang phuong phap Litchfield -
Wilcoxon. Poc tinh ban truong dién: chudt cong tring dugc cho udng com tan CDN véi liéu 5,25
g/kg thé trong/ngay (heu ¢6 tac dung diéu tri tuong duong trén nguoi) va lidu 15,75 g/kg thé
trong/ngay (liéu gap 3 1an lidu diéu tri) trong 28 ngay. Panh gia chirc ning gan, than va tao mau trudc

trong va sau nghién ctru.

Két qua: Khong c6 chudt chét trong vong 72 gid va khong c6 biéu hién ngd doc & chudt sau 7 ngay
quan sat, Chua xdc dinh dugce LDso cua cdm tan CDN ¢ muc liéu cao nhat chudt c6 thé dung nap.
Chuot cdng tring uéng cém tan CDN 28 ngay voéi lidu 5,25 g/kg thé trong/ngay (heu c6 tac dung
diéu tri twong duong trén nguoi) va lidu 15,75 g/kg thé trong/ngay (lidu gip 3 1an liéu diéu tri) khong
¢6 biéu hién doc dbi voi hé thong tao mau, chirc nang gan, than.

Két luan: Com tan CDN khong gay doc tinh cdp va ban truong dién trén dong vat thuc nghiém.

Tir khoa: Doc tinh cép, ddc tinh ban truong dién, thuc nghiém, c6m CDN.

1. PAT VAN PE

Bai thudc chita di nigu (CDN) ¢6 xudt xir tir bai thude
cd phuong “Suc tuyén hoan” duogc gia vi gﬁ)m mot sb
vi thudc nhu Tang phiéu tiéu, Ich chi nhan, O dugc,

Hoai son, Ngii vi tir, thuong duge dung trén 1am sang
dé chira chung rdi loan tiéu tién, dai dam & tré em [1],

[2], [3]... Tuy nhién, dang thude sic con cé nhig han
ché nhu phai dung khéi lwong thude nhiéu, thé tich
thudc udng 16n, chua pht hop véi nhitng bénh nhan la
tré nho. Vi vy, chiing t6i di bao ché chuyén dang thude
sdc bai thudc nay thanh dang cdm tan, thuén tién cho
sir dung. Chlng tdi tién hanh nghién ctru nay nham
danh gia doc tinh cdp va doc tinh ban truong dién cua
cdm tan CDN.

2. POI TUQNG, PHUONG PHAP NGHIEN CUU
2.1. Thudc nghién ciru

- Thanh phan bai thuéc CDN: O dugc 10g, Hoai son
12g, Ich chi nhan 12g, Tang phiéu tiéu 10g, Ngii vi ti
06g.

- C6m tan CDN (10 g/goi) bao che va san xut tai Khoa
Dugc, Bénh vién Y hoc ¢ truyén Trung wong. Thude
dat tiéu chuan co so.

2.2. Héa chit nghién ciru

- Kit dinh lugng cac enzym va chit chuyén hda trong
mau: ALT (alanin aminotransferase), AST (aspartat

*T4&c gia lién hé

aminotransferase), bilirubin toan ph?m, albumin,
cholesterol toan phan, creatinin (hdng Hospitex
Diagnostics, Italy va hing DIALAB GmbH, Ao), dinh
lugng trén may Screen Master (hdng Hospitex
Diagnostics, Italy).

- Dung dich xét nghiém mau ABX Minidil LMG (héng
ABX - Diagnostics) dinh luong trén may Vet abcTM
Animal Blood Count (hdng Ugo-Basile, Italy).

- Céc hda chit xét nghiém va lam tiéu ban mé bénh hoc.
2.3. Dong viat nghién ctru

- Chudt nhat trang ching Swiss, ca hai giéng, khoe
manh, trong lugng 20 * 2 g/con do Vién V¢ sinh dich
té Trung ucmg cung cap.

- Chudt cong chung Wistar, léng tréng, can nang 180 +
20 g/con, do Trung tdm cung cap dong vat thi nghi¢ém
Pan Phugng, Ha Noi cung cap.

- Pong vat thyc nghiém dugc nuéi tai phong thi
nghiém, Khoa Déng y thuc nghiém 7 ngay trudce khi
nghién ctru va trong sudt thoi gian nghién ciru bang
thirc an chuan danh riéng cho tung loai dong vat (do
Vién Vé sinh dich t& Trung wong cung cip), udng nuéc
tu do.

2.4. Phuwong phap nghién ciru

2.4.1. Nghién ciru dic tinh cdp ciia cém tan CDN

- Xac dinh LDsp ctia cdm tan CDN bang dudng udng
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trén chudt nhit tring theo phwong phap Litchfield -
Wilcoxon [4].

- Trudce khi tién hanh thi nghi€m, cho chudt nhin an qua
dém.

- Tumg 16 chudt nhit tring, mdi 16 10 con cho udng
thudc thir theo liéu ting dan tir 15 ml (twong duong 43,2
g/kg thé trong) dén 75 ml (trong duong 108 g/kg thé
trong) voi lugng thuoc uong hang dinh mdi 1an 0,25
ml/10g thé trong, udng 3 14n/24 gid.

- Theo dai tinh trang chung cta chudt va s6 luong chudt
chét moi 16 trong 72 gio. Sau do ti€p tuc theo doi tinh
trang chung cua chudt trong 7 ngay sau khi uong thuée
thfry (n()l}, co giit, }(ich dong, di lai tv)éliﬂ ti€t...). Néu chuot
chét, m6 chudt dé danh gia dai thé ton thuong cua cac
co quan. Tur d6 xay dung d6 thi tuyén tinh d€ xac dinh
LDso cua thuoc thir. Xac dinh lieu chét 50% (LDso) theo
ty 1¢ chudt chét trong vong 72 gio dau [5].

2.4.2. Nghién ctvu dic tinh ban trwong dién ciia com
tan CDN

Nghién ctru doc tinh ban truong diér} clia com tan CDN
theo dudng udng trén chudt cong trang theo huoéng dan
cua To6 chie Y té Thé gidi [6], [7]

Chuot céng dugc chia lam 3 16, mdi 16 10 con.

- L6 chung: ubng nude cat 1 ml/100g thé trong/ngay.
-Lotri 1: udng cém CDN liéu 5,25 g/kg thé trong/ngay
(lidu co tac dung tuong dwong trén nguot, tinh theo hé
s0 7) [8].

- Lo tri 2: ’uéng‘ cdbm CDN liéu 15,75 g/kg thé
trong/ngay (gap 3 lan 16 tri 1).

Chu6t duoc uér‘lg nude hodc thubc thir trong 28 ngay,
moi ngdy mdt lan vao buoi sang.

Cac chi tiéu theo doi trudc va trong qua trinh nghién
cuu:

- Tinh trang chung, thé trong ctia tho.

- Pénh gia chirc phén tao mau thong qua sO lugng hong
cau, thé tich trung binh hong cdu, ham luong

hemoglobin, hematocrit, s6 luong bach cdu, cong thic
bach ciu va sd luong tiéu cau.

- Banh gia chirc ndng gan thong qua dinh lugng mét 50
enzym va chat chuyen héa trong mau: ALT, AST,
bilirubin toan phan, albumin va cholesterol.

- Banh gia chirc nang than thong qua dinh luong nong
dd creatinin huyet thanh.

Céc thong sb theo ddi duoc kiém tra vao trude luc udng
thudc, sau 14 ngay va sau 28 ngay uong thuoc [7].

Sau 28 ngay udng thudc thir, chudt duge md dé quan
sat dai the toan by cac co quan. Ki€m tra ngau nhién
cau trac vi thé gan, than cia 30% s chudt & moi 16.
Cac xét nghiém vi thé duoc thyuc hién tai Trung tam
Nghién ctru va Phat hién sém ung thu, Truong Pai hoc
Y Ha Noi.

2.5. Xir Iy s6 liéu

Céc sb liéu nghién ctu duge xir 1y thong ké theo
phuong phap t- student test hodc test trude - sau. S6 liéu

dugc biéu dién dudi dang X + SD. Sy khac biét ¢6 y
nghia thong ké khi p < 0,05.

3. KET QUA NGHIEN CUU

3.1. Nghién citu ddc tinh cip ciia com tan CDN theo
dwong uong trén chugt nhat trang

Chudt nhit tring dugc udng cém CDN véi lidu ting
dan tir 15 ml (tuong duong 43,2 g/kg thé trong) dén 75
ml (twong duong 108 g/kg thé trong).

- Sau khi udng thudc, tat ca chudt ¢ 16 udng liéu cao
nhat (108 g/kg thé trong chudt) déu giam hoat dong.
Sau khoang 30 phut thi tat ca chudt hoat dong binh
thuong.

Céc 16 con lai sau khi udng thude chudt van hoat dong
binh thuong.

- Sau 24 gio, chuot o tat ca cac 16 déu hoat dong binh
thuong, dao bét, diii trau, liém 16ng, phan va nudc ti€u
binh thuong.

- Sau 48 gio va 72 gid, khong co chudt chét & tit ca cac
16, chudt song khoe manh, hoat dong an udng, bai tict
binh thuong.

- Tiép tuc theo ddi trong 7-14 ngay sau khi udng thudc,
tat ca cac chudt song khong co bi€u hién gi khac
thuong.

3.2. Nghién ctru ddc tinh ban truwong dién com tan
CDN theo duong uong trén chugt cong trang

3.2.1. Anh hwéng ciia cém CDN dén tinh trang chung
va sy thay doi thé trong ciia chut cong trang

- Tinh trang chung: trong thoi gian thi nghiém, chudt ¢
ca 3 16 hoat dong binh thuong, nhanh nhen, mat sang,
long muot, &n udng tot, phan kho.

- Sy thay doi thé trong chudt thé hién trong bang 1.

Bing 1. Trong lwong chugt trude va sau uong thudc

Trong lwgng (X + SD) (g)
Thoi gian Lo chimg (n=10) (1) | Lotril(n=10)(2) | Lo tri2 (n=10) (3) p
Trudc thi nghiém (a) 201 + 12,87 197 + 6,75 197 +12,52 p12 > 0,05
Sau 14 ngay (b) 233 + 13,37 277 + 14,94 231 + 16,63 p13>0,05
Sau 28 ngay (c) 246 + 10,75 242 + 14,76 251 + 21,83 P23>0,05
p Pb-a < 0,05; pea < 0,05
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Nhdn xét: Két qua ¢ bang 1 cho thiy, sau 14 ngay va 28 ngay ubng thudc thir, trong luong chudt ¢ ca 3 16 (16
chung va 2 16 tri) déu ting so v6i trude khi nghién ctiru. Khong c6 su khac biét vé mirc do gia ting trong luong
chuot giita 16 chimg va céac 16 dung thude thir (p > 0,05).

3.2.2. Anh hwéng ciia com CDN lén chirc ning tao mdu ciia chudt

Bing 2. Chi s6 huyét hoc ciia chugt sau thi nghiém

Chi sb Thoi gian Két qua
L6 chirng (n = 10) Lo tri 1 (n = 10) Lo tri 2 (n = 10)
N N N14 (a) 11,24 £ 0,95 10,95+0,41 10,53 0,70
Hong cau (T/) N28 (b) 11,14 % 0,54 10,82 £ 0,57 6,44 + 1,65
XxSD
Pab > 0,05
N N14 (a) 13,32 £ 2,72 12,63+ 1,60 12,86 £ 2,56
%‘fgg‘“ G/ N28 (b) 13,30 + 2,43 13,53+ 2,48 14,14 + 3,08
Pab > 0,05
. N14 (a) 15,88 £ 1,07 15,31+ 0,52 15,01 £0,91
)H_(eimggmb'” (grd) N28 (b) 15,84 + 1,28 15,81 = 2,30 15,06 + 0,77
Pab > 0,05
s N14 (a) 723,4 £ 72,24 707,7 £100,88 759,9 £ 100,29
Tiéu cau (G/I)
< +SD N28 (b) 666,7 £ 76,74 699,1 £ 109,89 715,5 £ 88,25
Pab > 0,05
Hematocrit (%) N14 (a) 64,59 £ 3,65 61,79 £ 2,66 61,02 £ 4,67
% +SD N28 (b) 63,67 £ 3,06 61,00 £ 3,53 60,08 £ 4,04
Pab > 0,05
Bdng 3. Anh hwong ciia coém CDN dén cong thirc bach ciu trong mdu chugt
- Céng thire bach ciu (X = SD)
Eg"; L6 ching (n = 10) L tri 1 (n = 10) Lé tri 2 (n = 10)
Lympho (%) | Trung tinh (%) | Lympho (%) | Trung tinh (%) | Lympho (%) | Trung tinh (%)
N14 (a) | 77,46 £6,40 14,89 + 3,89 75,56 £ 6,80 16,43 + 4,42 74,92 £ 5,96 16,49 + 2,89
N28 (b) | 75,08 £ 6,18 15,93+ 3,40 72,84 £ 6,43 18,31+ 3,51 75,06 £ 5,01 16,48 + 2,98
p Pab > 0,05

Nhdn xét: Két qua & cac bang 2 va bang 3 cho thy: sau 14 ngay va 28 ngay ubng com CDN, cac xét nghiém danh
gia chue nang tao mau (so luong hdng cau, ham luong huyét sic t6, hematocrit, s6 lugng bach cau, cong thirc
bach ciu va 80 lugng tiéu cau) ¢ ca 10 tri 1 udng lidu 5,25 alkg thé trong chudt (trong duong véi lidu trén ngudi)
va 16 tri 2 udng liéu 15,75g/kg thé trong chudt (heu cao gap 3 1an 16 trj 1) trong 28 ngay lién tuc déu khong co su
khac biét co y nghia so v6i 16 ching va so sanh giita cac thoi diém trudc va sau khi udng thude thir (p > 0,05).

3.2.3. Anh hwéng ciia com CDN dén chirc ning gan, thin chugt

Bdng 4. Cdc chi so sinh héa mau cvia chugt sau thi nghiém

iy " Két qua
Chiso Thoi gian Lo chimg (N=10) | Lotril(n=10) | Lotri2(n=10)
B N14 (a) 0,79 £ 0,12 0,78 £0,15 0,75 £ 0,08
)C_(riag[“)'” (mg/di) N28 (b) 0,82+0,13 0,77+0,16 0,75 0,14
Pab > 0,05
Bilirubin toan N14 (a) 10,09 + 0,65 10,25 + 1,36 9,62 £ 0,53
phan (mmol/l) N28 (b) 9,85 + 0,45 9,77 £ 0,70 9,49 0,63
X+SD Das > 0,05
N14 (a) 187,7 + 30,78 166,7 + 27,90 188,2 + 27,98
%SiTS([L)J " N28 (b) 150,6 + 49,39 148,0 36,71 130,0 £ 18,11
Pab > 0,05
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Chi s6 Thoi oi Két qua
o1
150 slan Loching (n=10) | Lotril(m=10) | Létri2 (n=10)
N14 (a) 52,30 + 10,19 50,50 + 6,13 58,40 + 10,97
ALT (UI/l) - " " "
39D 8 (b) 49,70 + 16,53 48,90 + 7,46 51,80 + 21,04
pa-b > 0,05
N14 (a) 4,01+021 3,85+ 0,30 3,85+ 0,20
Albumin (g/dl)
s N28 (b) 3,81+ 0,33 3,79+ 0,38 3,81+ 0,34
pa-b > 0,05
Cholesterol todn N14 (a) 2,03+ 0,28 1,99 £ 0,29 2,02+ 0,29
phan (mmol/1) N28 (b) 1,97 0,15 1,94+ 0,21 2,06+ 0,21
X +SD Pab > 0105

Nhdén xét: Két qua & bang 4 cho thiy, sau 14 ngay va 28 ngay uéng com CDN, cic xét nghiém danh gia mic do
huy hoai t& bao gan (hoat d AST, ALT trong mau chudt), xét nghiém danh gia chirc ning gan (ndng do bilirubin
toan phan, albumin va cholesterol toan phan trong mau chudt), xét nghiém chirc ning than (creatinin trong mau
chudt) 6 ca 16 tri 1 udng cém CDN lidu 5,25 g/kg thé trong chudt (twong dwong liéu diéu tri) va 16 tri 2 ubng liéu
15,75 g/kg thé trong chudt (cao gap 3 lan 16 tri 1) trong 28 ngdy lién tyc, khac biét khong c6 y nghia so voi 16
chtng va so sanh giita cac thoi diém sau khi udng thude thir (p > 0,05).

3.2.4. Anh hwéng ciia com CDN trén mé bénh hoc cdc co quan ciia chugt

- Pai thé: trén tat ca cac chudt thuc nghiém (ca 16 ching va 2 16 tri), khong quan sat thay c6 thay ddi bénh Iy nao
veé mat dai thé cua cac co quan tim, phoi, gan, lach, tuy, than va h¢ thong tiéu hoa cta chudt.

- Vi thé: hinh thai vi thé gan (3 anh trén) va hinh thai vi thé than (3 anh dudi).

Lo ching (ueng nudc cét
1 ml/ 100g the trong/ngay)

Anh 1: Hmh tha1 vi the gan. chuot
(chudt sb 5) (HE x 400), té bao
gan co thodi hoa hoc nhe

L6 tri 1 (uéng cém CDN

lidu 5,25 g/kg thé trong chudt)

Anh 4: Hinh tha1 vi thé gan chuot

(chuot s6 13) sau 30 ngay ubng
thuoc thir (HE x 400), té bao gan
binh thuong

L6 tri 2 (uéng c6m CDN
lidu 15 75 g/ kg the trong chuot)

Anh 7: Hinh thai vi thé gan chudt
(chudt s6 21) sau 30 ngay udng
thudc thir (HE x 400), té bao gan
binh thuong

L6 ching (uéng nudc cét
1 mI/lOOg the trong chuot)

Anh 10 H1nh tha1 vi the than
chudt (chudt s6 5) (HE x 400), cu
than va ong théan binh thuong

L6 trj 1 (uéng cém CDN

heu 5, 25 g/ kg the trong chuot)

Anh 13: Hmh tha1 vi the than
chudt (chudt sb 13) sau 30 ngay
udng thude thir (HE x 400), ciu

than va 6ng than binh thuong

L6 tri 2 (udng c6m CDN
heu 15 75 g/ kg the trong chugt)

Anh 16 H1nh thai vi the than
chudt (chudt s6 21) sau 30 ngay
udng thude thir (HE x 400), cau

than va ong than binh thuong

>
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Nhdn xét: Quan sat ciu trac dai thé gan va than chudt
& ca 316 cho thy khong co su thay dbi bénh 1y vé mat
dai thé sau 28 ngay udng cdm CDN. Tiép d6 lai tién
hanh nghién ctru céu trac vi thé gan, than chudt (30%
trén tong sd dong vat thuc nghiém sau 28 ngay uong
thudc lién tuc. Két qua trén tat ca cac mau bénh pham
gan va than déu binh thudng cho thay cém CDN khong
lam anh huong dén cdu trac va chirc ning gan, than
chudt trong sudt qua trinh nghién ciru.

4. BAN LUAN

4.1. Nghién ciru ddc tinh cip ciia cém tan CDN theo
dwong udng trén chudt nhit tring

Chu6t nhit tring dugc udng cém CDN véi lidu tang
dan tir 15 ml (twong dwong 43,2 g/kg thé trong) den 75
ml (twong duong 108 g/kg thé trong). Sau khi ubng
thudc thir, khéng quan sat thay biéu hién bat thuong
nao & chudt va khong cé chudt nao chét trong vong 72
gio sau khi udng thudc. Tiép tuc theo ddi trong 7 ngay
sau udng thudc, thiy chudt van an udng, bai tiét binh
thuong, khong co biéu hién gi dac biét. Vi vay, chua
xac dinh duogc doc tinh cép va chua tinh dugc LDsp cia
cdm CDN trén chudt nhit tring theo duong udng [5],
[71.

4.2. Nghién ciru ddc tinh ban truwdong dién com tan
CDN theo dwdng udng trén chudt cong tring
Nghién ciru doc tinh ban truong dién 1a nghién ciru rat
can thiét, dbi voi tat ca céc loai thudc, nhat 1a déi véi
thudc y hoc ¢6 truyén véi thoi gian didu tri thuong kéo
dai. Pé danh gia dugc doc tinh ban trudng dién trén 1am
sang, trén thyc nghiém ciing can co thoi gian danh gia
it nhat 1a twong dwong. Trong nghién ciru nay, ching
t6i tién hanh dénh gia trong 28 ngay trén thuc nghiém,
du thoi gian twong dwong véi diéu tri trén 1am sang,
dam bao tinh chat ché cua nghién ctru [4], [7].

4.2.1. Anh hwong cia com CDN dén tinh trang chung
va sw thay doi thé trong ciia chudt cong tring

Dbi voi tinh trang chung, theo Té chirc Y té Thé gidi,
danh gia tinh trang chung thi trong lugng va cac chi s6
huyét hoc 1 nhimg xét nghiém nhat thiét phai c6 khi
danh gia doc tinh cua thudc thir. Sau khi udng thude
thir, chudt ¢6 cac biéu hién vé trang thai hanh vi clng
nhu anh huong dén cac co quan tao mau trong co thé
va chirc ning gan, than, dong nghia véi viéc thube co
doc tinh [7].

Qua két qua cho théy tinh trang chung cta chudt & tat
ca cac 16 sau 14 ngay va 28 ngay udng thudc déu binh
thuong. Trong lugng chudt & 3 16 sau 28 ngay déu tang
so vOi trude khi nghién cuu, sy gia tang trong lugng
khong c6 su khac biét giita cac 16. Diu nay cho théy,
chudt ting can déu do dang & do tudi trudong thanh.
Cém CDN khong 1am anh huéng toi tinh trang chung
va thé trong chudt.

4.2.2 Anh hwong ciia com CDN lén chivc ning tao
mdu cua chujt

Céc chi so trong xét nghiém t€ bao mau ngoai vi ¢o6 gia
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tri 16m trong vi¢c danh gid chirc nang tao mau. Cac
thudc khi c6 dc tinh thuong anh huong t6i tuy xuong
va cac té bao mam cua tuy xuong vi cac té bao ndy phan
chia nhanh va d& bi ton thuong do tac dong doc tinh cia
thudc, dic biét 1a cac té bao bach cau [8].

Sau 14 ngdy va 28 ngdy ubng cdm CDN, cac xét
nghiém danh gia chic nang tao mau (s6 luong hong
cau, ham luong huyét sac t6, hematocrit, sO luong bach
cdu, cong thirc bach cau va sb lugng tiéu ciu) & ca 16
tri 1 va 16 tri 2 déu khong c6 su khac biét c6 ¥ nghia so
v6i 16 chimg va so voi trude khi ding thude thir (p >
0,05).

4.2.3. Anh hwong ciia com CDN lén chirc ning gan,
thdn ciia chugt

Gan 1a co quan c6 vai trd rat quan trong trong co thé,
dam nhén nhiéu chuc nang phirc tap, déc biét 1a cac qua
trinh chuyén hoa, nén khi dua thudc vao co thé co thé
gdy doc v6i gan, 1am anh huong dén chirc ning gan.
Chtrc ndng gan danh gia qua dinh lugng AST va ALT,
qua chirc ning chuyén héa protein (dinh lwong albumin
mau), chuyén hod lipid (dinh lugng cholesterol). Ngoai
ra xét nghiém bilirubin trong mau dé tham do chirc
nang bai tiét va chuyén héa mat cta gan [8].

Khi dua thude vao co thé, phan 16n thude duge dao thai
qua thén, thudc c6 thé gay doc, lam tdn thuong than, tr
d6 anh hudng dén chirc nang than. Panh gia chirc ning
than sau khi ding thudc, thuong ding xét nghiém dinh
lugng creatinin mau [8].

Sau 14 ngay va 28 ngay udng cdm CDN, tt ca cac xét
nghiém déanh gié chirc nang gan va chiic nang than ¢ ca
16 tri 1 va 16 tri 2 déu khong c6 su khac biét co y nghia
s0 v6i 16 chimg va so véi trude khi ding thude thir (p
> 0,05). Piéu d6 chimg t6 chudt udng com CDN lidu
5,25 g/kg thé trong/ngay va litu 15,75 g/kg thé
trong/ngay sau 28 ngay lién tuc khong anh hudng toi
chire ning gan va muc loc ciu than.

4.2.4. Anh huwéng ciia cém CDN trén mé bénh hoc
cdc co quan cua chujt

V& mit dai thé, tat ca chudt thuc nghiém (16 chung va
2 16 tri) déu khong quan sat thiy co thay ddi bénh ly
nao vé mat dai thé cua céc co quan tim, phéi, gan, lach,
tuy, than va hé thng tiéu hoa cua chudt sau 28 ngay
ubng thudc.

Hinh thai vi thé gan va than chudt: Trén cau triic vi thé
gan, mot sb t& bao gan thay hinh anh thoai hoa mirc do
nhe, tuy nhién khong c6 su khac biét vé cau triic vi thé
gan chudt giita 2 16 dung thudc thir so voi 16 chimg.
Trén cAu tric vi thé than: ¢ ca 3 16, hinh anh cAu tric vi
thé cau than va dng than binh thudng, khong co su khac
biét vé cAu trac vi thé than chudt giira 2 16 dung thude
thir so voi 16 chiang.

5. KET LUAN

- Chua xac dinh duogc doc tinh cép va chua tinh duoc
LDso cua com tan CDN trén chudt nhat trang theo
duong uodng.
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- Coém tan CDN lidu 5,25 g/kg thé trong/ngay (tuong
duong lidu didu tri) va lidu 15,75 g/kg thé trong/ngay
(gap 3 lidu dicu tri) déu khong gay doc tinh ban truong
dién trén chudt cong tring sau 28 ngay udng thudc lién

tuc.
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