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TOM TAT:

Muc tiéu: Panh gia tinh an toan cua vién hoan cung “Lipid AT” trén dong vat thuc
nghiém. Phwong phap nghién ciru: Xac dinh doc tinh cap ctia thude trén chudt nhat
trang chiung Swiss bang duong uéng theo phuong phap Litchfield — Wilcoxon va doc
tinh ban truong dién tién hanh trén chudt cong trang chung Wistar. Két qua: Khong xéc
dinh dugc lidu gy chét 50% sb6 dong vat thi nghiém (LD50) ciia vién hoan Lipid AT,
mic du cho chudt ubng véi thé tich va lidu cao nhat ¢ thé 1a 37,5g vién hoan Lipid
AT/1kg thé trong chudt. Vién hoan Lipid AT khong thé hién doc tinh ban truong dién
trén chudt cong trang khi cho udng liéu 1,05g/kg thé trong (liéu c6 tac dung tuong
dwong liéu dung trén nguoi) va mot 16 udng heu 3,15g/kg thé trong chudt/ngay (cao gap
3 1an liéu 1am sang dung cho ngudi) trong 12 tuan lién tuc. T4t ca cac chi s6 theo ddi Ve
tinh trang chung, can ning, chirc ning tao mau, chtrc nang gan, chirc ning than déu ndm
trong gidi han binh thudong, moé bénh hoc gan, than khong cd su khéac biét ro rét so véi 16
ching. Két lun: Vién hoan ctng Lipid AT khéng gdy doc tinh cap cho chudt nhét tring
va khong lam thay doi chirc ning tao méu, chirc ning gan, than ctia chudt thi nghiém.

Tir khéa: Vién hoan cieng Lipid AT, djc tinh cdp, doc tinh ban trucng dién
SAFETY OF“LIPID AT” SOLID TABLETS IN EXPERIMENTAL ANIMALS

Summary:

Objectives: To evaluate the safety of “Lipid AT” solid tablets in experimental animals.
Methods: Determine the acute toxicity of the drug in white mice with Swiss strain orally
according to the method of Litchfield - Wilcoxon and semi-chronic toxicity conducted on
white rats of the Wistar strain. Results: The lethal dose of 50% of experimental animals
(LD50) of Lipid AT tablets was not determined, although the highest possible volume
and dose were given to rats, 37.5g of Lipid AT tablets/1kg (mouse body weight). Lipid
AT tablets did not show semi-permanent toxicity in white rats when given an oral dose
of 1.05g/kg body weight (a dose equivalent to the dose used in humans) and an oral dose
of 3.15g/kg (mouse body weight)per day (3 times the clinical dose for humans) for 12
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consecutive weeks. All monitoring indexes of general condition, weight, hematopoietic
function, liver function, kidney function are within normal limits, histopathology of
liver, kidney has no significant difference compared to control batch. Conclusion: Lipid
AT tablets did not cause acute toxicity to white mice and did not change hematopoietic
function, liver function, kidney function of laboratory mice.

Keywords: Lipid AT tablets, acute toxicity, semi-permanent 10Xicity.

I. DAT VAN DE

Réi loan lipid mau (RLLPM) 1a tinh trang mat cdn bang, ting hodc giam mot hodc
nhiéu thanh phan cua lipoprotein trong méau. RLLPM d3 dwgc chimg minh 1a mét yéu
td nguy co cua nhiéu bénh tim mach nhu bénh mach vanh (BMV), nhoi mau co tim, tai
bién mach mau nio vi n6 khéi dau cho qua trinh hinh thanh va phat trién ciia xo vita
dong mach (XVDM) lam long mach hep dan hodc tic hoan toan 1, 2.Bai thudc “Diéu
dam thang” c6 xuat xt tir “Té sinh phu:ong gia thém cac vi Son tra, Trach ta, Ha thu 6
d6, Pan sam, Sai hd va Puong quy, bai thude di duogc st dung dudi dang thude sic diéu
tr1 RLLPM tai Bénh vién YHCT Da Nﬁng dat hiéu qua cao. Nham cung cép thong tin
cho vi¢c danh gia, phan loai muc d§ doc cua thubc, thiét 1ap murc liéu cling nhu pham vi
an toan cua thudc, danh gia kha nang dung nap cua thudc khi dung dai ngay, 1a diéu kién
tién quyét trude khi thir nghiém 1dm sang giai doan 2, chiing toi tién hanh dénh gia tinh
an toan cua vién hoan Lipid AT trén thuc nghiém véi1 2 muc ti€u sau:

1. Xac dinh doc tinh cap ctia vién hoan Lipid AT trén thuc nghiém.

2. Xac dinh doc tinh ban trudong dién cua vién hoan Lipid AT trén thuc nghiém.

II. CHAT LIEU, POI TUONG VA PHUONG PHAP NGHIEN CUU:

2.1. THUOC NGHIEN CUU

- Thubc nghién ctru: Vién hoan Lipid AT.

- Cong thirc bao ché cho 01 vién hoan/ 0,5 gam.

Bang 2.1. Cong thirc bao ché cho 01 vién hoan/ 0,5 gam

STT | Tén duwgc liu PVT Ham lugng |  Tiéu chuin dugc liu
1 Ban ha Miligam 208,33 DbVN V
2 Cam thao Miligam 86,81 DDVN V
3 Chi thuc Miligam 173,61 DDVN V
+ Dan sam Miligam 260,42 DDVN V
5 Dang sam Miligam 260,42 DbVN V
6 Dom nam tinh Miligam 208,33 Dat tiéu chuan CP 2015
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7 Duong quy Miligam 347,22 DDVN V
8 Ha thu 6 Miligam 434,03 DbVN V
9 Phuyc linh Miligam 260,42 DDVN V
10 Sai hd Miligam 260,42 DDVN V
11 Son tra Miligam 434,03 DDVN V
12 Thach xwong bd Miligam 173,61 DDVN V
13 Trach ta Miligam 260,42 DDVN V
14 Tran bi Miligam 173,61 DbVN V
15 Truc nhu Miligam 52,08 Dat tiéu chuan CP 2015

- Téc dung: fch khi hoat huyét hoéa dam, so can lo1 dom.

- Chi dinh: (;hl'mg dam thap trong cac bénh 1y: 16i loan chuyén héa lipid, vita xo dong
mach, gan nhiém md, béo phi.

- Liéu dung: Ngay 3 lan, mdi lan 5 vién ubng sau an.

- Noi san xuét: Khoa Dugc - Bénh vién Y hoc ¢ truyén thanh phé Da Nang.

- Tinh trang mau khi nhan: Mau & dang vién hoan déng trong lo 60 vién/lo/hdp, ham
lugng 0,5g/vién.

- Tiéu chuan khi kiém nghiém:

PH: 3,58 Ty trong 6 200C: 1,023 D khuce xa: 1,304

- Cam quan khi thtr thude: Vién vién hoan Lipid AT ¢6 mau nau, vi hoi ngot, mui
thom dugc ligu.

2.2, POI TUGNG NGHIEN CUU

2.2.1. Nghién ciru déc tinh cap

- Chuot nhit tring chiing Swiss do Vién Vé sinh Dich té Trung uong cung cap.

- Trong luong trung binh mbi con: 20g + 2g, khong phan biét vé gidng.

- Chudt khoe manh, dam bao cac tiéu chuan sinh ly binh thuong.

- Chudt nhin an 15 gio trude khi thi nghiém, nudc udng cung cap day du.

2.2.2. Nghién ctru déc tinh ban truong dién

Chuot cong trang chung Wistar, khée manh, cé hai giéng, c6 trong luong trung binh
180 + 20g do Ban chan nudi - Hoc vién Quan y cung cap.

Péng vat duoc nuoi trong phong thi nghiém 3 - 5 ngay trudce khi nghién ctu va trong
suot thot gian nghién ciu.
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2.3. PHUONG PHAP NGHIEN CUU
2.3.1. Nghién ctru ddc tinh cip
2.3.1.1. Phuong phdp nghién ciru

- Thir doc tinh cap va xac dinh liéu thap
nhat gy chét 50% (LD50) bang phuong
phép Litchfield — Wilcoxon theo hudng
dan cua WHO.

- Trudce khi tién hanh thi nghiém, cho
chudt nhin an qua dém. Chudt dugc chia
thanh cac 16 khac nhau, mdi 16 10 con.
Cho chudt uong Lipid AT véi li€u tang
dan trong cung mdt thé tich d€ xac dinh
liéu thap nhat gy chét 50% chudt va liéu
cao nhat khong gay chét chuot (giy chét
0% chudt).

1.3.1.2. Cdch tién hanh

* Dicu kién tht vi khi hau: Nhiét do:
250C + 20C; D6 am: 70% - 80%

* Mau tht: Vién hoan Lipid AT, duoc
nghién min hoa bang nudc cat theo céc ty
1€ khac nhau cho chudt udng..

* Tién hanh:

- Cho chu6t uéng thudc thir bang kim
cong dau tu, dua thang vao da day chuot.

- Thé tich thubc tht cho ubng la
0,25ml/10g thé trong chudt, udng 3 lan,
mdi lan cach nhau 3 gio (75ml/kg thé trong
trong 24 gio ).

- Liéu quy d6i trén thuc nghiém chinh
thic: 7,5g; 15,0g; 22,5,0g; 30,0g; 37,5¢g
thude /kg thé trong trong 24 gio.

- Theo do1 tinh trang chung cua chuot,
qué trinh dién bién bat dau c6 dau hiéu
nhiém déc (nhu non, co giat, kich dong...)
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va s lugng chudt chét trong vong 72 gio
sau khi uong thuoc.

- T4t ca chudt chét duoc mo dé danh gia
ton thuong dai the. Tt d6 xay dung do thi
tuyén tinh d€ xac dinh LDS50 cua thudc thi.

- Sau 72 gic‘j, md 30% §6 chuot con séng
trong cac 16 dé danh gia ton thuong dai the.
Ti€p tuc theo doi tinh trang ctia chudt dén
hét ngay thir 7 sau khi uong thuoc.

2.3.2. Nghién ciru djc tinh ban trwong dién

2.3.2.1. Phuong phap

Nghién c@u ddc tinh ban truong dién
trén chudt cong trang Wistar theo duong

uong theo huong dan cia WHO ddi véi
thude Y hoc co truyén.

2.3.2.2. Cdch tién hanh
* Chia 16 dong vat thyc nghiém

Chu6t cong dugc chia ngdu nhién 1am 3
16, mo1 16 10 con nhu sau:

- L6 ching: udng nude cat lidu 1ml/100g
thé trong chudt.

- Lo tri 1: Udng thude lidu 1,05g/kg thé
trong twong duong li€u dung trén nguoi
(tinh theo hé€ s6 7 trén chudt cong trang).

-Lo tri 2: Uéng thudc lidu 3,15g/kg thé
trong gap 3 lan liéu dung trén nguoi (tinh
theo hé s6 7 trén chudt cong trang).

Chudt cbng tring duoc ubng nuée hodc
thude thu lién tuc trong 12 tuan lién, moi
ngdy mot 1an vao budi sang. Sau 12 tuan
ubng thude, chudt duoe ngimg udng thude,
danh gia kha nang gy ra doc tinh cia thude.

* Céc chi tiéu theo doi1 trude va trong
qua trinh nghién ctru (trude, sau 6 tudn va
sau 12 tudn udng thudc):



- Tinh trang chung, thé trong ctia chuot.

- Panh gia chuc phan tao mau thong
qua sO lwong hong cdu, hemoglobin,
hematocrit, thé tich trung binh hong cau,
$0 luong bach cau, cong thirc bach clu va
$0 luong tiéu cau.

- Panh gida chic nang gan, than
thong qua dinh luong AST, ALT, GGT,
Bilirubin, Cholesterol, Ure va Creatinin
trong huyét thanh.

Cac thong s6 theo ddi duoc kiém tra
vao trude luc udng thude, sau 6 tudn udéng
thude, va sau 12 tudn udng thudc. Xét
nghiém huyét hoc duoc tién hanh tai khoa
Nghién ctru thuc nghiém — Vién Y hoc )
truyén Quan d01, xét nghiém sinh héa dugc
tién hanh tai BO mén Sinh ly lao dong -
Hoc vién Quan Y.

- M6 bénh hoc:

+ Sau 12 tuan uéng thude, chudt duoc
mo dé€ quan sat dai the toan b cac co quan.

+Kiém tra ngiu nhién cau tric vi thé gan,
than cta 30% s chudt & mdi 16 va nhimg
chudt ¢6 ton thuong da1 thé vé gan, than.

+ Cac xét nghiém vi thé gan, than dugc
thuc hién tai BO mon Giai phﬁu bénh - Vién
103 - Hoc vién Quan Y.

Trudong hop mau gay doc, sau khi cho
chudt ubng mau thir 12 tudn ngimg cho
uéng mau thir va tiép tuc nudi chudt thém
14 ngay (cho an udng binh thuong). Tai
thoi diem sau ngimg mau tht 14 ngay
tién hanh léy mau xac dinh lai cac thong
sO huyét hoc, sinh héa nhu trén dé danh
gia kha nang hoi phuc cua dong vat thuc
nghiém.
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2.4. PIA PIEM NGHIEN CUU

Nghién ctru dc tinh cdp va ban truong
dién duoc thyuc hién tai Khoa nghién ctru thue
nghiém — Vién Y hoc ¢6 truyén Quan Dai.

Xét nghiém sinh héa duoc tién hanh
tai B0 mon Sinh ly lao dong - Hoc vién
Quan Y. Panh gia hinh thai md hoc gan,
than chuot duogc thuc hién ta1 BO mon Giai
phﬁu bénh — Vién 103 — Hoc vién Quan Y.

2.5. PHUONG PHAP XU LY SO LIEU

Cac sb liéu nghién ctru dugc xt ly theo
phuong phéap thong ké y hoc, sir dung phan
meém SPSS 18.0. So6 li€u dugc trinh bay
dudi dang £ SD. Su khac biét c6 y nghia
thong ké khi p < 0,05.
III. KET QUA

3.1. POC TINH CAP

* Két qua thuc nghiém:

Bang 3.1. Két qua thwe nghiém

Nhém | Liéu Sb Ty Ié Dau
chugt | dung chugt | chugt | hiéubat
(Lo) | (gkg thi chét | thuomg
chugt) | nghiém | (*°) khéc
1 Pbi 10 0 | Khong
chirng
2 37,5 10 0 Khong
3 30,0 10 0 Khong
4 22,5 10 0 Khoéng
5 15,0 10 0 Khoéng
6 7,5 10 0 Khong

* Liéu thwe nghiém:

- Liéu thap nhat cho chudt uéng trong
thuc nghiém trong 24 gio: 0,075g vién
hoan Lipid AT cho 10g thé trong chuot
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twong duong vé6i 7,5g vién hoan Lipid AT/1kg thé trong chudt (gap 4,6 lan liéu du kién
dung trén nguoi).

- Liéu cao nhat c¢6 kha ning cho chudt udng trong thyc nghiém trong 24gid: 0,375g
vién hoan Lipid AT cho 10g thé trong chudt tuong duong vai 37,5¢ vién hoan Lipid AT
/1kg thé trong chudt (gap 22,7 lan licu du kién dung trén nguoi).

* Dién bién thwe nghi€ém:

- Sau khi uéng thudc thtt, cac nhom chudt hoat dong binh thuong.

- Céc biéu hién sinh Iy: binh thuong,

- Khong nhan théy biéu hién ng0 doc nao trén chudt thi nghiém trong thoi gian theo doi.

- Sau 72 gi0, cac nhom chudt thi nghiém déu khéng c6 chuot chét. Md 30% sb chuot
con song trong cac 16: tim, gan, than, phoi tuoi nhuén; da day, ruét hét thuoc.

- Sau 07 ngay, & cac 16 thi nghiém déu khong c6 chudt chét, cac biéu hién sinh Iy
binh thuong
3.2. POC TINH BAN TRUGNG DIEN

3.2.1. Tinh trang chung va su thay déi trong hrong ciia chudt

3.2.1.1. Tinh trang chung

Trong sudt thoi gian thi nghiém, chu¢t ¢ ca 3 16 an uéng, hoat dong binh thuong,
nhanh nhen, mat sang, 16ng muot, an uong tot, phan kho. Khong thay biéu hién gi dac
biét ¢ ca 3 16 chudt trong suodt thot gian nghién ciru.

3.2.1.2. Su thay doi trong luong chudt
Bang 3.2. Anh hwéng ciia vién hoan Lipid AT dén trong lwong chudt

Thoi gian Lo chirng (1) Lotril (2) Lo tri2 (3) p
Truocuong | 55 104480 | 175304390 | 174304450 | P2 PraPa
thuoc > 0,05
Sauétuan |00 001600 | 197,80£580 | 19460960 | PrzPraPa
uong thuoc > 0,05
p (trudc - sau) <0,01 <0,01 <0,01
Saul2wan 50000610 | 225802920 | 22320+121 | PraPiaPa
uong thuoc > 0,05
p (trudc - sau) <0,01 <0,01 <0,01
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Nhiin xét: Két qua bang 2.2 cho thay: sau 6 tuan va 12 tuan udng vién hoan Lipid AT,
trong luong chudt & ca 3 16 (16 chung va 2 16 tri) déu tang so voi trude khi uéng thude
(p<0,01). Khong c6 su khéc biét vé mirc d6 gia ting trong luong chudt giita 16 ching va
cac 16 dung thude thir tai cung thoi diém (p>0,05).

3.2.2. Anh hwéng ciaa vién hoan Lipid AT dén chirc niang tao mau

Bang 3.3. Anh hwéng cia vién hoan Lipid AT dén s luwgng hﬁng ciu trong mau
chugt cong trang

. . S6 lwong h(“)ng cau (T
Thoi gian T S ~ s p
Lochung (1) | Lotri1l(2) | Lotri2 (3)

Trwéc ubng thube 836+088 | 829+047 | 863+119 | P % lz) 1-85p2-3

Sau 6 tudn ubng thubc | 891+024 | 837+183 | 871099 | T - %—85p2-3
p (trudc - sau) > 0,05 >{).05 > 0,05

Sau 12 tuiin uéng thudc | 894+039 | 907147 | 906+070 | T e % 1-85p2-3
p (trudc - sau) >0,05 > 0,05 > 0,05

Bang 3.4. Anh hwéng cia vién hoan Lipid AT dén ham lugng huyét sic té trong

mau chudt cong trang

Ham lwong huyét sic to (g/dl)
Thoi gian - . . p
Lochung (1) | Lotri1(2) | Lotri2 (3)

Truée ubng thube 1473142 | 1414+133 | 1415+ 1,15 p1-2>; I(’) 1—(3);5p 23

Sau 6 tudn udng thudc | 1516159 | 1455221 | 1460+088 | * < I(’)l-g»sp 23
p (trudc - sau) > 0,05 > 0,05 > 0,05

Sau 12 tudn ubng thudc | 1543061 | 1505222 | 1508+1,14 p1-2>; I())l_(a);sp 23
p (trudc - sau) > 0,05 > 0,05 > 0,05

Nhin xét: Két qua & cac bang 2.3; 2.4 cho thay sau 6 tuan va 12 tuan udng vién hoan
Lipid AT, s6 lvgng hong cau, ham luong huyét sic t6 ¢ ca 16 tri 1 (udng thude lidu 1,05/
kg thé trong twong dwong lieu dung trén ngudi va 16 tri 2 (udng thube lidu 3,15g/kg thé
trong gap 3 1an liéu dung trén nguodi) déu khong cé su khac biét co y nghia so vdi 16
ching va so sanh giita cac thoi diém trudc, sau khi uéng thude thir (p > 0,05).
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Bang 3.5. Anh huéng ciia vién hoan Lipid AT dén Hematocrit trong mau chudt

cong trang

Hematocrit (%)
Thoi gian P
Lo chimg (1) | Létril(2) Lo tri 2 (3)
Trugeuong | 4 50 508 | 3868+418 | 39314454 | PzPalPa
thube > 0,05
Sau6tuanuong| 50,35 | 3303158 | 41624341 Pra; Prs Pasy
thuoc > 0,05
p (trudc - sau) > 0,05 > 0,05 > 0,05
Sau 2 tuan | 0005 | 39805780 | 42,654 3,66 Pra Pry Pos
uong thuoc > 0,05
p (trudc - sau) > 0,05 >0,05 > 0,05

Bang 3.6. Anh hudng caa vién hoan Lipid AT dén thé tich trung binh hong ciu
(MCYV) trong mau chudt cong trang

MCV (fl)
Thoi gian P
Lo chimg (1) | Létril(2) Lé tri2 3)
TruGeuong | 45904166 | 4814+243 | 4779+369 | PrzPiaPa
thuoc > 0,05
Saubtuanuong| o0, 109 | 4708567 | 483641095 Pra Pis Pas
thuoc > 0,05
p (trudc - sau) > 0,05 > 0,05 > 0,05
Saul2tudn | o, 0ge | 4672+463 | 48094226 Do Prs; Doy
uong thuoc > 0,05
p (trudc - sau) > 0,05 > 0,05 > 0,05

Nhin xét: Két qua ¢ cac bang 2.5; 2.6 cho thay sau 6 tuan va 12 tudn udng vién hoan
Lipid AT, hematocrit va thé tich trung binh hong cau ¢ ca 16 trj 1 (uéng thudc lidu 1,05g/
kg thé trong twong duong liéu dung trén ngudi) va 16 tri 2 (ubng thube lidu 3,15g/kg
thé trong gép 3 lan liéu dung trén nguoi) déu khong c6 su khac biét co v nghia so vdi 16
chtng va so sanh giita cac thoi diém trude, sau khi udng thude thir (p > 0,05).
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Bang 3.7. Anh huéng ciia vién hoan Lipid AT dén s6 lwegng bach ciu trong mau

chudt cong tring

. S6 lwgng bach ciu (G/1)
Tho1 gian - ~ - T p
Lo chung (1) Lotril (2) Lo tri2 (3)
Tewye uong 932+ 1,83 1032+277 | 1065176 | TrzPusPas
thuoc > 0,05
AL G tusn 9.60 + 1,03 10,80 2,19 1052136 | PraPusPas
uong thuoc > 0,05
p (truede - sau) > 0,05 > 0,05 > 0,05
Sau 12 tuan 9.34+ 1,09 1029+267 | 1021+1,69 Pra; Prs Pas
uong thuoc > 0,05
p (truede - sau) > 0,05 > 0,05 >0,05

Bang 3.8. Anh huéng ciia vién hoan Lipid AT dén cong thirc bach ciu trong mau

chudt cong tring

Cong thirc L6 chudt
Thoi gian bach cau p
(%) Loching (1) | Lotri1(2) | Lotri2 (3)
, Lympho | 63,12+7,50 | 61,084+6,77 | 62,05£7,52 | Pr2PisPos
Trwéc uong > 0,05
thuoc P PP
Trungtinh | 30,01+ 6,85 | 33,377,06 | 34664730 | 12l
‘ Lympho | 60,28+585 | 57,87+8.93 | 62,49+7382 | P12 P13 Pas
Sau 6 tuan > 0,05
uong thuoc P DD
Trungtinh | 31,03+5,70 | 34,2586 | 30,74+578 | Fr3 i
p (truwdc — sau) > 0,05 > 0,05 > 0,05 > 0,05
‘ Lympho | 59,71+845 | 5550841 | 5958 +8,95 | P12 Pi3Pas
Sau 12 tuan > 0,05
uong thuoc PP D
Trungtinh | 3442+4,66 | 3685781 | 32752791 | D121 Oas
p (trude — sau) > 0,05 > 0,05 > 0,05 > 0,05
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Bang 3.9. Anh hwéng ciaa vién hoan Lipid AT dén s6 lweng tiéu ciu trong mau
chu{t cong trang

. S6 lwgng tiéu ciu (G/)
Thai gian I P n s p
Lo chung (1) Lotril (2) Lo tri2 (3)
Truceuong | 4531016643 | 39190+ 62,10 | 4072048188 | Tz PraPaa
thuoc > 0,05
Saubtuan |, o g7 14 | 40000£80,17 | 381,00+8415 | PraPiaPa
uong thuoc > 0,05
p (trudc - sau) > 0,05 > 0,05 > 0,05
Saul2tuan | 0048900 | 427407668 | 428907400 | PrzPiaPa
uong thuoc > 0,05
p (trudc - sau) > 0,05 > 0,05 > 0,05

Nhin xét: Két qua ¢ cac bang 2.7; 2.8; 2.9 cho thay sau 6 tuan va 12 tuan udng vién
hoan Lipid AT, s6 luong bach cau, cong thirc bach cau va s6 luong tiéu cau & ca 10 tri
1(ubng thudc lidu 1,05g/kg thé trong trong dwong lidu dung trén ngudi va 16 tri 2(udng
thude liéu 3,15g/kg thé trong gap 3 1an liéu dung trén ngudi) déu khong co sy khac biét
¢ y nghia so véi 16 chimg va so sanh gitta cac thoi diém trude, sau khi udng thude thir

(p > 0,05).

3.2.3. Anh hwdéng ciaa vién hoan Lipid AT dén chirc niang gan

Bang 3.10. Anh hwoéng caa vién hoan Lipid AT dén hoat do AST (GOT) trong
mau chudt cong trang

Théi eian Hoat do AST (U/N)
1
- Lo chimg (1) | Ldtril(2) Lé tri2 (3) E
Truocudng | 7557 3900 | 186,01 441,01 | 1947444192 | P2 PraPas
thudc > 0,05
Sau6tudn | o) g0 3500 | 1889243362 | 1987243821 | PraPisPas
uong thuoc > 0,05
p (trudc - sau) > 0,05 > 0,05 > 0,05
Saul2 tuan o000 4063 | 1713642808 | 1710022702 | PraPiaPas
uong thuoc > 0,05
p (trudc - sau) > 0,05 > 0,05 > 0,05
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Bang 3.11. Anh hwéng cia vién hoan Lipid AT dén hoat dd ALT (GPT) trong
mau chudt cong trang

25 Hoat do ALT (U/1)
Thoi gian ~ . ~ P
Lo chung (1) Lotril (2) Lo tri2 (3)
- A P ‘ <
Truceuong | 35,1063 | 647041030 | 61274826 122 Pra> Pas
thuoc > 0,05
3 P 'p -
S L 59.00+7,04 | 5801 +749 5721 4420 122 Pro P
uong thuoc > 0,05
p (trudc - sau) > 0,05 > 0,05 > 0,05
A P :p -
Saul2tudn ooy g8 | 610321073 | 61,01 2771 122 Prs> Pas
uong thuoc > 0,05
p (trudc - sau) > 0,05 > 0,05 > 0,05

Bang 3.12. Anh hwéng cia vién hoan Lipid AT dén hoat dd Protein toan phan
trong mau chudt cong trang

Protein toan phan (g/1)
Thati gian p
L6 chirng (1) Lotril (2) Lotri2 (3)
, A P % 5
Truocuong | 05661005 | 113104438 | 11440470 122 Prs> Pos
thuoc > 0,05
2 P 'p -
Ut 117,70 £16,79 | 117,60+ 1634 | 117,00+ 16,61 122 Pra> Pas
uong thuoc > 0,05
p (truedc - sau) > 0,05 > 0,05 > 0,05
A P :
Saul2 wan | 60004 1367 | 1141041441 | 110,50 £ 12,43 122 Prs> Pag
uong thuoc > 0,05
p (trudc - sau) > 0,05 > 0,05 > 0,05

Nhin xét: Két qua & cac bang 2.10; 2.11; 2.12 cho thay sau 6 tuan va 12 tuan udng
vién hoan Lipid AT, cdc xét nghi€ém dénh gid chirc nang gan (hoat do GOT, GPT, Protein
toan phan) trong mau chudt & ca ca 16 tri 1 (ubng thudc lidu 1,05g/kg thé trong tuong
duong liéu dung trén nguoi) va 16 tri 2 (uéng thude lidu 3,15g/kg thé trong gap 3 lan lidu
dung trén nguoi) khong c6 su khéac biét co y nghia thong ké so véi 16 chimg va so sanh
giita hai thoi diém trudc, sau khi udng thude thir (p > 0,05).
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3.2.4. Anh huéng thudc vién hoan Lipid AT dén chirc ning thin

Bang 3.13. Anh hudng ciia vién hoan Lipid AT dén ham lwgng Creatinin trong
mau chugt cong trang

Thivi ei Creatinin (umol/L)
1an
- Lo chimg () | Lotril(2) Létri2(3) L
Truceuong | oo cr 1938 | 91074735 | 91,03+832 | PaPaPa
thuoc > 0,05
SOOI 8616641 | 8619+843 | 8880+1277 | Tr2PraPus
uong thuoc > 0,05
p (trudc - sau) > 0,05 > 0,05 > 0,05
Saul2tuan | g0 933 | 90714986 | 91254956 | DraPiaPa
uong thuoc > 0,05
p (trudc - sau) > 0,05 > 0,05 > 0,05

Nhin xét: Két qua & bang 2.13 cho thay sau 6 tudn va 12 tudn udng vién hoan Lipid
AT, & ca 16 tri 1 (udng thudc lidu 1,05g/kg thé trong tuong duong liéu dung trén ngudi
va 10 tr1 2 (uong thuoc lieu 3,15g/kg theé trong gap 3 lan liéu dung trén nguoi) nong do
Creatinin toan phan trong mau chudt khong c6 su thay doi khac biét cé y nghia thong
ké so v&1 16 chiing va so sanh gitra hai thoi dieém trude, sau udng thuoc thir (p > 0,05).

3.2.5. Két qua mé bénh hoc

3.2.5.1. Dai the

Trén tat ca cac chudt thuc nghiém (ca 16 ching va 2 16 tri), khong quan sat thay co
thay d61 bénh ly nao v€ mat dai thé cua cac co quan tim, phoi, gan, lach, tuy, than va hé
thong ti€u hoé cua chudt cong.

* Hinh anh dai thé than chuot céng tréng thuc nghiém

Anh 3.1. Hinh 4nh dai thé  Anh 3.2. Hinh anh dai the
than chudt cong trang than chuot cong trang
16 do1 chirng (06) 16tr1 1 (17)

Anh 3.3. Hinh anh dai thé
than chudt cong tring
16 tri 2 (25)
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Nhin xét: Khong thay sy khac biét hinh anh dai thé than & cac chudt tai cac 16 d6i
chting uéng nude cat, 16 tri 1 va 16 tri 2 udng vién hoan Lipid AT véi liéu c6 tac dung
tuong duong trén nguoi (tinh theo hé s6 7) va lidu gap 3 lan liéu diéu trj trén nguoi. Bé
mit than nhén, bong déu, mau nau d6 dong nhat, khong thay xuat huyét, dan hoi khi an.

* Hinh anh dai thé gan chudt céng tréng thue nghiém

Anh 3.4. Hinh 4nh dai thé ~ Anh 3.5. Hinh anh dai the ~ Anh 3.6. Hinh anh dai thé
gan chudt cong tring gan chudt cng trang gan chuot cong trang
16 d61 chung (06) 16 tri 1 (17) 16 tri 2 (25)

Nhin xét: Khong thay su khac biét hinh anh dai thé gan & cac chudt tai cac 16 d6i
ching uong nudce cat, 16 tr1 1 va 16 tr1 2 uong vién hoan Lipid AT vé1 licu cé tac dung
twong duong trén nguoi (tinh theo hé so 7) va lieu gap 3 lan li¢u di€u tri trén nguoi. Bé
mat gan nhan, bong déu, mau nau dé dong nhat, khong c6 u cuc, khong xuat huyét, dan
hoi khi an.

3.2.5.2. Vithé

* Hinh thai vi thé gan

+ L6 chtng: Dudi kinh hién vi d6 phong dai 200 nhan thay, mot s té bao gan bi thoai
héa hat, mdt vai t€ bao thoai hda ro, tinh mach trung tdm va cac xoang mach nan hoa
xung huyét, khoang ctra con 1o cau truc.

Két luan: hinh anh gan binh thuong.

o

224

Anh 3.7. Hinh thai vi thé gan chudt cong (s6 05 ) 16 chimg (HE x 200)
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+ L6 tri 1: Dudi kinh hién vi d6 phong dai 200 1dn nhan thay, mot s6 té bao gan bi
thoai hoa hat, mdt vai t€ bao thoai hoa ro, tinh mach trung tdm va cac xoang mach nan
hoa xung huyét nhe, khoang cura con rd cau truc.

Két luan: hinh 4nh gan binh thuong.

Anh 3.8. Hinh thai vi thé gan chudt cong (s6 19) 16 tri 1 (HE x 200)

+ L6 tri 2: Duéi kinh hién vi d6 phong dai 200 dén 400 1an nhan thay, mot so té bao
gan bi thoai héa hat, tinh mach trung tdm va cac xoang mach nan hoa xung huyét nhe,
khoang ctra con 10 cau trac.

Két luan: hinh anh gan binh thuong.

Anh 3.9. Hinh thai vi thé gan chudt céng (s6 21) 16 tri 2 (HE x 200)

Nhén xét: Hinh anh vi thé gan 16 tr1 1 va 16 tr1 2, chua nhan thz”'ly khac biét so vo1 16
do1 chung.

* Hinh théi vi thé than

+ Lo chtng: Dudi kinh hién vi d6 phong dai 400 lan nhan thy, cac cau than ng to,
cac cudn mach xung huyé€t nhe, long chira hong cau, khoang Bowman chira dich trong.
Biéu md éng than thoai héa hat, cac ong than chira nudc ti€u trong. M6 ké& c¢6 cac mach
mau xung huyét.

Két luan: hinh anh than binh thuong.
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Anh 3.10. Hinh thai vi thé than chuot cong (s6 02) 16 ching (HE x 400)

+ L6 thir 1: Dudi kinh hién vi d6 phong dai 400 1an nhan thay, cac cau than nd to, cac
cudn mach xung huyét nhe, 10ng chira hong cau, khoang Bowman chira dich trong. Bi€u
mo 6ng than thoai héa hat, cac ong than chira nudce ti€u trong. Mo k& c6 cdc mach méau
xung huyet.

Két luan: Hinh anh than binh thuong.

Anh 3.11. Hinh thai vi thé than chudt cong (s6 15) 16 ther 1 (HE x 400)

+ Lo thir 2: Dudi kinh hién vi 6 phong dai 400 1an nhan thay, cac cau than nd to, cac
cudn mach xung huyét nhe, l1ong chra hong cau, khoang Bowman chira dich trong. Biéu
mo ong than thoai héa hat, cac ong than chira nudce tiéu trong. M6 k& cé cac mach méau

xung huyét.
K&t luan: Hinh anh than b

'_k‘

inh thuong.

-

Anh 3.12. Hinh thai vi thé than chudt cong (s6 26) 16 tri 2 (HE x 400)
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Nhén xét: Hinh anh vi thé than 16 trj 1
va 10 tri 2, chura nhén thay khéc biét so véi
16 d6i chimg.

* Két qua nghién ciru doc tinh ban
trwong dién ctia vién hoan Lipid AT:

Trén ca hai 106 chudt, mot 16 uéng vién
hoan Lipid AT 16 tri 1 (udng thude lidu
1,05g/kg thé trong tuong duong lidu dung
trén ngudi va 16 tri 2 (udng thudc liéu 3,15g/
kg thé trong gap 3 1an liéu dung trén ngudi)
lién tyc trong 12 tuan, két qua cho thay:

- C4 hai liéu thudc thir khong 1am anh
huéng xau dén tinh trang chung, muc do
tang trong lugng cua chuot.

- Khong 1am thay do6i két qua cac xét
nghiém danh gia chirc ning tao mau (s6
lugng hong cau, ham luong huyét sic to,
hematocrit, thé tich trung binh hong cau ,
s6 luong bach cau, cong thirc bach clu va
s0 luwgng tiéu cau).

- Khong lam thay doi két qua mot so xét
nghiém danh gid chiic ning gan (hoat dd
AST, ALT, Protein toan phan).

- Khong lam thay do6i két qua xét
nghiém danh gid chtc nédng than
(Creatinin huyét thanh).

- Khéng gay ton thuong 15 rét vé mit hinh
thai khi quan sét dai thé cac co quan cua chudt.

- CAu trac vi thé gan, than cua chuot:
cé hai liéu khong anh hudng dén céu trac
vi thé gan, than cta chudt. Hinh anh vi thé
gan va than cua chudt khong co su khac
biét giira 16 chtimg va 2 16 udng vién hoan
Lipid AT trong 12 tuan lién tuc.

IV. KET LUAN
4.1. POC TINH CAP

Khéng xéac dinh duoc lidu gay chét 50%
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s0 dong vat thi nghiém (LD50) cia vién
hoan Lipid AT, mac du cho chudt uéng Vo1
thé tich va liéu cao nhat co thé 1a 37,5g
vién hoan Lipid AT/1kg thé trong chuot.

4.2.PQC TINH BAN TRUONG DIEN

Két qua nghién ctru doc tinh ban trudong dién
trén chudt cong trang thuc nghiém trong thoi
gian 12 tuan ctia vién hoan Lipid AT cho thay:

- Vién hoan Lipid AT khong thé hién doc
tinh ban trudong dién trén chudt cong tring
khi cho chudt céng trang udng liu 1,05g/
kg the trong (liéu ¢6 tac dung tuong duong
liéu dung trén ngudi) va mot 16 udng heu
3,15g/kg thé trong chudt/ngay (cao gap 3
lan liéu 1am sang dung cho nguoi) trong 12
tuan lién tuc udng thude.

- Tat ca céc chi s6 theo ddi vé tinh trang
chung, can nang, chirc nang tao mau, chire
nang gan, chitc niang thin déu nim trong
g161 han binh thuong, mé bénh hoc gan, than
khong c6 su khac biét 10 rét so véi 16 ching.
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