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Muc tiéu: Nghién ctru doc tinh cip va ban truong didn ctua cdm tan tién liét thanh giai trén thuc nghiém.
Phwong phap nghién ciru: Xac dinh LD, trén chudt nhit tring bang phuong phép Litchfield —-Wilcoxon.
Doc tinh ban truong dién: thé duge cho udng cdm tan tién liét thanh giai voi lidu 1,2g va 3,6g/kg trong luong
trong 3 thang lién tuc. 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 ¢6 biéu hién ngd doc ¢ chudt sau 7 ngay quan sat. Khong co
biéu hién doc dbi véi hé théng tao mau, chirc nang gan, than. Két lu@n: chua xéc dinh dugc LD, trén chudt
nhiét tring. Khong thiy biéu hién doc tinh ban trudng dién véi lidu 1,2g va 3,6g/kg trong luong.

Tir khoa: Doc tinh cci,p, doc tinh ban truong dién, thuc nghiém.

Abstract
ACUTE AND SUBCHRONIC TOXICITY OF GRANULES
OF TIEN LIET THANH GIAI BY EXPERIMENTAL TRIAL
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Objectives: Study on the acute and subchronic toxicity of granules of Tien liet thanh giai (TLTG).
Methods: Define LD, of granules of TLTG in the mice by Litchfield — Wilcoxon method. Subchronic
toxicity: TLTG was been given orally to rabbit with the daily dose of 1,2g and 3,6g/kg body weight for
3 successive months. The measurements of the liver, kidney and blood were followed before, during
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. There was no changes in parameters of the liver and kidney,
and hematopoietic system. Conclusion: LD, can not be defined in the mice. There was no subchronic
toxicity in rabbit with the daily dose of 1,2g and 3,6g/kg body weight.
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1. PAT VAN PE

Phi dai lanh tinh tuyén tién liét (PDLTTTL) la
mot bénh phd bién va gay nhiéu phién toai & nam
gidi cao tudi do tuyén tién liét ngay cang 16n dan
va gdy ra cac roi loan tiéu tién. Bénh co thé gay
ra cac bién chimg tram trong nhur bi tiéu cép tinh,
nhiém tring duong niéu, soi bang quang, tiéu mau
va suy than [1],[2].

- Pia chi lién hé: Nguyén Thi Tan; Email: nguyenthitan_dhyk@yahoo.com.vn

Bai thudc “Tién liét thanh giai” (TLTG) xuét
XU tir bai ¢6 phuong “Tir diéu hoan” gia thém mot
s6 vi thude. “Tr diéu hoan” 1a bai thude da dugc
nhan dan ta sir dung tir 1au dé diéu tri chimg rdi
loan tiéu tién [3].

Bai thudc “Tién liét thanh giai” dang cao long da
dugc nghién ciru so bd vé tinh an toan va tac dung
diéu tri phi dai lanh tinh tuyén tién liét trén thuc
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nghiém. Dang cdm tan TLTG d dugc dung dé diéu
tri cho mot s6 bénh nhan. Két qua bude dau cho thay
bai thuéc TLTG c6 d6 an toan cao va hiéu qua
twong ddi 6t d6i v6i bénh Iy PDLTTTL. Tuy nhién,
cac dang thude nay con ¢ nhitng han ché nhu khbi
lugng thudc nguoi bénh phai dung nhiéu, thé tich
thudc udng 16n, chua phu hop trong qua trinh sir
dung; ta dugc trong cém 13 glucose nén mot sd
bénh nhan khong sir dung dugc (bénh nhan tiéu
duong). Thém vao do, tieu chuan dugc lidu trude
day ap dung theo Dugc dién Viét Nam 3, hién nay
tiéu chuén dugce lidu da duoc nang cao theo Duogc
dién Viét Nam 4. Vi viy, cac nha Dugc hoc di
tién hanh nghién ctru va bao ché bai thudc Tién
liét thanh giai nay thanh dang cdm tan tinh ché ¢
chit luong tbt, lugng thudc udng phu hop, ngudi
bénh dé dang chip nhan sir dung trén 1am sang.
Va trudc khi dang cdm tan TLTG da dugce tinh ché
nay dugc dua vao st dung rong rai cho nguoi bénh
can nghién ctru mot cach day du vé tinh an toan va
tac dung cta thudc. Nghién ciru ndy nhim dénh gia
doc tinh cap va doc tinh ban truong dién cta cdm tan
Tién liét thanh giai.

2. POI TUONG VA PHUONG PHAP
NGHIEN CUU

2.1. P6i twong nghién ciru

- Thudc nghién ctru: cdm tan Tién liét thanh
gidi tinh ché duoc san xuat tai Cong ty ¢ phan
Dugc pham Khang Minh, Tp H6 Chi Minh.

- Pong vat nghién ctiru

Chudt nhit trang (Mus musculus) ching Swiss,
c hai gidng, khoe manh, trong luong 18 - 22g do
Vién Vé sinh dich té cung cép (Nghién ctru doc
tinh cip).

Tho chung Newzealand White, ca 2 gibng,
khoe manh, trong luong 2 - 2,5 kg, do Trung tdm
dé, tho Ba Vi - Vién chin nuéi cung cip (Nghién
ctru doc tinh ban truong dién).

Pong vat thuc nghi€ém dugc nudi 3 ngay trudc
khi nghién ctru va trong subt thoi gian nghién ctru
bang thirc an chuan danh riéng cho timg loai dong
vat (do Coéng ty lién doanh Guyomarc’h-VCN
va Vién Vé sinh dich té trung wong san xut) tai
phong thi nghiém cua B6 moéon Duoc ly, Truong
Pai hoc Y Ha Noi.

2.2. Dung cu miy méc va héa chit nghién ciru

- Hoa chét phuc vu nghién ctru

Kit dinh luong cac enzym va cac chat chuyén
hoa trong mau: AST (aspartat transaminase), ALT
(alanin transaminase), bilirubin toan phén, protein,
cholesterol toan phan, creatinin ctia hang Hospitex
Diagnostics (Italy) va hing DIALAB GmbH (Ao),
dung dich xét nghiém mau ABX minidil LMG cua
hang ABX -Diagnostics.

- May moéc phuc vu nghién ctru

May Vet abcTM Animal Blood Count ctia hang
Ugo-Basile (Italy).

2.3. Phwong phap nghién ctru

Nghién ctru ddc tinh cdp cia com tan Tién
liét thanh giai theo dwong udng trén chudt
nhit tring (theo phwong phap Litchfield —
Wilcoxon)[4]

Chu6t nhit tréng trong luong 20 + 2g dugc chia
thanh timg 16, mdi 16 10 con. Cho timg 16 chudt uéng
thudc thir v6i liéu tir lidu cao nhat khong gay chét
toi liéu thap nhat gay chét 100% chudt. Chudt duoc
nhin an 12 gio trude khi udng thude, van ubng nude
dAy du. Theo ddi s chudt chét trong 72 gioy dau va
tinh trang chung cia chudt trong 7 ngay sau khi uéng
thudc thir (an uéng, hoat dong than kinh, di lai, leo
tréo, bai tiét, ...). Néu chudt chét, mé chudt dé danh
gia dai thé ton thwong ctia cic co quan.

Xéc dinh liéu chét 50% (LD,) theo ty 1¢ chudt
chét trong vong 72 gio dau.

Nghién ciru doc tinh ban trwong dién cia
¢dm tan Tién ligt thanh gidi theo dwong udng
trén thé theo hwéng din ciia WHO[5]

Tho duge chia lam 3 16, mdi 16 10 con, mdi con
nhdt riéng mot chudng.

- L6 chirng: ubng nuéc loc.

- L6 tri 1: udng cém tan TLTG liéu 1,2g/kg/ngay.

(lidu c6 tac dung twong duong lidu du kién trén
nguoi, tinh theo hé sb 3)

- L6 tri 2: ubng ¢ém tan TLTG liéu 3,6g/kg/
ngay (gap 3 1an 16 tri 1).

Thé dugc udng nudc hodc thude thir trong 3
thang lién, mdi ngay mot lan vao budi sang.

Cdc chi tiéu theo doi trudc va trong qua trinh
nghién curu:

- Tinh trang chung, thé trong cua tho.

- Panh gi4 chirc phan tao mau thong qua s lu-
ong hdng cau, thé tich trung binh hdng ciu, ham
lugng hemoglobin, hematocrit, sb lugng bach clu,
cong thire bach ciu va sb luong tiéu cau.

- Panh gia chiic ndng gan thong qua dinh lugng
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mét s6 enzym va chét chuyén hoa trong mau: ALT,
AST, bilirubin toan phan, albumin va cholesterol.

- Banh gié chuc nang than thong qua dinh lugng
ndng d6 creatinin huyét thanh.

Céc thong sb theo ddi dugc kiém tra vao trude
lac udng thudc thir, sau 1 thang, 2 thang va 3 thang
udng thudc th.

- M5 bénh hoc: sau 3 thang udng thude thu,
tat ca the duoc mo dé quan sat dai thé toan bd céc
cO quan.

Kiém tra ngiu nhién cau tric vi thé gan, than
ciia 30% s6 thé & mdi 16.

2.4. Xir 1y s6 liéu: S liéu dugc nhap va xir Iy
bang phuong phap va thuat toan théng ké y sinh
hoc trén phan mém SPSS 16. S6 lidu dugc biéu
dién dudi dang X+ SD. Kiém dinh céc gié trj biang
t-test Student hodc test trude-sau (Avant — Apres).
Su khéc biét c¢6 y nghia thong ké khi p < 0,05.

3. KET QUA VA BAN LUAN

3.1. Nghién ciru ddc tinh cAp ciia c¢dm tan
Tién liét thanh giai theo dwdng udng trén chudt
nhit trfmg

Sau khi chudt uéng thudc theo lidu ting dan
tir lidu 45,0g/kg chudt dén liéu 75,0g/kg chudt,
quan sat théy chuot van khée manh, nhanh nhen,
an ubng, hoat dong binh thuong. Khong thiy co
biéu hién ngd doc & chudt va khong co chudt nao
chét trong vong 72 gio sau khi udng thudc. Tiép
tuc theo ddi trong 7 ngdy sau udng thudc, thiy
chudt van hoan toan binh thudng, khong c6 biéu
hién gi dac biét. Vi vay chua xac dinh dugc doc
tinh cip va chua tinh dugc LD50 cta cdm tan
TLTG trén chudt nhit tring theo duong udng.

3.2. Nghién ciru dc tinh ban truong dién com
tan Tién liét thanh gidi theo dwong udng trén thé

3.2.1. Tinh trang chung va sw thay déi thé
trong cua tho

- Tinh trang chung: Trong sudt 3 thang udng
c6m tan TLTG va nudc, thd & tit ca cac 16 van an
ubng tdt, ia phan kho, nhanh nhen, mit sang, 1ong
muot va hoat dong binh thudng. Khong thiy biéu
hién gi dic biét ¢ ca 3 16 tho trong subt thoi gian
nghién curu.

- Su thay ddi thé trong cua thé dugc thé hién
6 Bang 1

Bang 1. Anh huong ciia cém tan TLTG dén thé trong tho

Lo chirng Lo tril Lo trj 2 p so véi
chirng
Thoi gian Trong % tang Trong % tang Trong % tang (t-test
luong trong luong trong luong trong Student)
(kg) luong (kg) luong (kg) luong
Truwée 1,95+ 1,89 + 1,91 ~0.05
uong thuoc 0,04 0,08 +0,15 ’
Sau 1 thang | 2,32+ 2,28 £ 2,32+ 21,7+
ubng thuse | 0,09 |187E%H2 o7 | 203751 g 9,1 >0,05
p (trudc -
sau) * k% *kx *kx
Sau 2 thang 2,46 2,51 + 2,53+ 329+
ubng thude | 0,14 |202ET3 | Tgop | BEI06 1 5o, 126 | 0,05
p (trudce -
Sau) **k*%* *kx *kx
Sau 3 thang 2,63 £ 2,65+ 39,7+
ubng thude | 2> =011 | 3LTE39 1 T5 | 391291 705 15,3 >0,05
p (trudc -
Sau) **k*k **kx *kx
Ghi chu:  ***:p <0,001

Két qua 3 Bang 1 cho thiy: sau 1 thang, 2 thang
va 3 thang ubng cém tan TLTG, trong luong cua

tho & ca 316 (2 10 tri va 16 chig) déu ting 1én so
voi trude khi nghién ctu (p<0,05) nhung muc do
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gia tang trong lugng cta tho gitia 16 chung va cac
16 udng cdm tan TLTG khong c6 su khac biét co ¥
nghia (p>0,05).

3.2.2. Anh hwéng ciia cém tan Tién liét thanh
gidi lén chirc nang tao mdu ciia tho

Sau 1 thang, 2 thang va 3 thang udng cém tan
TLTG, tit ca cac xét nghiém danh gia chirc ning
tao mau (s6 luong hong cau, ham luong huyét sic
td, hematocrit, thé tich trung binh héng cau, sb
lwong bach cau, cong thirc bach cau va sd luong
tiéu cau) & ca 16 tri 1 va 16 tri 2 déu khong c6 su
khac biét c6 ¥ nghia so véi 16 chiing va so véi
trude khi dung thude thir (p > 0,05).

3.2.3. Anh hwong ciia com tan Tién ligt thanh
gidi lén chirc nang gan, thin ciia tho

Sau 1 thang, 2 thang va 3 thang udng cém
tan TLTG, tit ca cac xét nghiém danh gia chirc
nang gan (bao gém hoat @0 AST, ALT, néng do
albumin, cholesterol va bilirubin toan phan trong
mau), chtrc nang than (ndng do creatinin trong méau)
dcalotri 1 valo tri 2 déu khong co su khac biét co
y nghia so véi 16 chirng va so véi trudce khi dung
thude thir (p > 0,05).

3.2.4. Anh hwéng ciia cém tan Tién liét thanh
gidi trén mo bénh hoc cdc co quan cua tho

Vé mat dai thé cdc co quan

Trén tat ca cac tho thyc nghiém (16 chimg va
216 tri ) khong quan sat thdy c6 thay d6i bénh 1y
nao vé mat dai thé cua cac co quan tim, phéi, gan,
lach, tuy, than va h¢ théng ti€u hoa cua thé sau 3
thang udng thudc.

Hinh thdi vi thé gan va théan tho

- Trén chu trac vi thé gan, mot sb t& bao gan
thdy hinh anh thoai héa mutc do nhe va vira. Tuy

nhién khong c6 si khac biét vé cau triic vi thé gan
tho gitra 2 16 dung thudc thir so véi 16 ching.

- Trén céu tric vi thé than:

O 16 ching, 2/3 mau bénh pham thay hinh anh
cAu trac vi thé cau than va éng than binh thuong
va 1/3 mau bénh pham thay hinh anh thoai hoa nhe
clia cac té bao 6ng lwon gan, bao tuong ciia mot sd
té bao dng lwon gan c6 cac hdc sang nho, hinh anh
ciu than binh thuong.

O 2 16 udng cdm tan Tién liét thanh giai, 1/3
mau bénh pham thay hinh anh cdu trac vi thé cau
than va éng than binh thuong va 2/3 mau bénh
pham thay hinh anh thoai hoa nhe ciia cac té bao
ong luon gan, bao twong ctia mot sb té bao dng
[uon gﬁn 6 cac héc sang nhd, hinh anh cau than
binh thudng.

4. KET LUAN

4.1. V& doc tinh cip

Véi liéu 75g/kg chudt (gap 15,6 lan liéu c6 tac
dung tuong duong lidu diéu tri), cdm tan TLTG
chua gy doc tinh cdp cho chudt nhét tring, chua
xé4c dinh duoc lidu gay chét 50% (LD,,) trén chudt
nhat trang theo dudng udng.

4.2. V& djc tinh ban truong dién

Ubng cém tan TLTG véi 2 lidu 1,2g/kg/ngay
(lidu c6 tac dung twong duong licu diéu tri) va lidu
cao gap 3 1an (3,6g/kg/ngay) lién tuc trong 3 thang
khong 1am anh huéng xau dén tinh trang chung va
mirc do gia ting trong luong cua tho, khong thiy
biéu hién doc d6i véi hé théng tao mau, khong anh
huong dén cac chi sb danh gia chirc nang gan, than
va chua khing dinh dugc t6n thuong cau tric trén
gan va than cua tho.
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