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Muc tiéu: Panh gid anh hiwong ciia com tan Sinh tan chi huyét theo dwong uong
doi véi chire ndng va hinh thdi gan thin trén chudt cong trang lén cdc chi sé sinh héa
va hinh thdi mé bénh hoc cia chudt cong trang thi nghiém. Phwong phdp tién hanh:
Danh gia chirc nang gan than thong qua theo doi cac chi tiéu: AST, ALT, Bilirubin,
creatinin, ure; mo bénh hoc gan, than. Chuot céng trdng duoc uo”'ng lién tuc com tan
Sinh tan chi huyét véi mirc liéu 2,8g/kg/ngdy va 8,4g/kg/ngay trong 8 tuan lién tuc. Cdc
thoi diém déanh gid truede lic udng thuéc, sau 4 tuan va 8 tuan uong thuoc. Két qua:
Com tan Sinh tdn chi huyét cho thdy khéng cé sw khdc biét c¢6 y nghia thong ké khi so
V6i 16 chitng & cdc chi sé sinh héa méau bao gom AST, ALT, Bilirubin, creatinin, ure;
hinh thai mo bénh hoc gan, than binh thuwong.

Tir khéa: Sinh tin chi huyét, chirc nang, hinh thdi gan thin
Abstract

Objectives: To evaluate the influence of Sinh tan chi huyet on function and
morphology of liver and kidney of rat. Experimental methods: evaluating the function of
liver and kidney through the monitoring of indicators: AST, ALT, Bilirubin, creatinin,
ure, histopathology of liver and kidney. Subjects and methods: Rats were given
continuous oral administration of Sinh tan chi huyet at the doses of 2.8 g/kg and 8.4 g/kg
during 8 weeks. Rats were assessed before the experiment, after 4 weeks, and 8 weeks.
Results: The research showed that Sinh tan chi huyet at the doses of 2.8 g/kg and 8.4 g/kg
in 8 weeks had no effects on the rats’ function and morphology of liver and kidney.
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I. PAT VAN PE trong nhitng nim gan day. Bénh xuét
S6t xudt huyét Dengue (SXHD) la hién taivtrén 100 quéc gia thudc cac vung

bénh truyén nhiém cép tinh do vi rat linh tho khic nhau. [1]

Dengue (DENV) gay nén. Theo T6 chic Tai Viét Nam, SXHD duoc xép vao

Y té thé gidi (WHO), ti 1é mic bénh mot trong bon loai bénh gay dich dang

SXHD trén toan thé gidi dang ting manh lo ngai nhéat. Ty 1é mac SXHD/100.000
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dan c6 xu huodng gia ting, tur 32,5
ca/100.000 dan vao nam 2000 (tuong
duong 24.434 ca) 1én 78 ca/100.000 dan
vao nam 2011 (tuong duong 69.680 ca).
Trong nam 2013, cd nudc ghi nhan
66.000 truong hop méc sdt xuat huyét tai
40 tinh/thanh phd, trong d6 ¢ 42 ca tir
vong lién quan dén SXHD [1].

Qua thuc tidn nhiéu nim trén 1am
sang cho thiy, thuéc YHCT c6 tac dung
diéu tri SXHD & muirc do vira va nhe
(theo phan loai cua WHO ndm 2009) dat
hiéu qua tdt. Con & muc do nang hon
(SXHD co ddu hiéu canh bao hodc
SXHD ning), trén co s& phac do nén cia
y hoc hién dai, khi két hop vaéi liéu phap
ciia YHCT s& c6 tac dung giam cac bién
chirng, phuc hdi nhanh va tt hon so voi
diéu tri don thuan bang phac d6 cua y
hoc hién dai [1].

Pé co thém mot ché pham YHCT

huyét”, dugc bao ché & dang c6m tan
dung cho nghién ctru tién 14m sang, 1am
sang. Két qua nghién ctru cho thy cdm
tan Sinh tan chi huyét dung dudng udng
mure lidu 2,8 g/kg/ngay va 8,4g/kg/ngay
lién tuc trong 8 tuan khéng anh hudng
dén tinh trang chung, trong luong va cac
chi s6 huyét hoc trén chudt cong tring
[7]. Nghién ctru ndy ching toi tién hanh
danh gia anh huong cua cdm tan Sinh
tan chi huyét dén chirc nang va hinh thai
gan than cua dong vat thuc nghiém, dé
¢6 co s tién hanh cac giai doan nghién
ctru tiép theo.

II. CHAT LIEU, POI TUQNG VA
PHUONG PHAP NGHIEN CUU

2.1. P6i twong nghién ciru

2.1.1. Thuéc va cic hod chit nghién
cwu:

* Thudc nghién ciru: Com tan Sinh tan

gop phén hd tro diéu tri SXHD, chung chi huyét 10g/goi
to1 da xay dung bai thudc “Sinh tan chi
STT Tén dwge li€u Ham lwong | Tiéu chuin dwoc liéu
1 | Cao kho Hoe hoa 3,00¢g DbVN V
2 | Cao kho Cé nho ndi 1,50g DDVN V
3 | Cao kho Trac bach diép 1,50g DbVN V
4 | Cao kho Chi xac 0,75g DbVN V
5 | Cao kho Tam that nam 1,50g TCCS
Ta duogc vira du 10,00g




Thudc duoc bao ché dugi dang
cém tan, do Trung tdm Nghién ctu
tng dung, san xudt thudc Dong
y/Vién YHCT Quan doi san xuit.

* Hod chat

Kit dinh lugng céc enzym va
chit chuyén hoa trong méau: ALT
(Alanin Amino Transferase), AST
(Aspartat ~ Amino  Transferase),
Bilirubin toan phén, Ure, Creatinin
cua hang Hospitex Diagnostics (Italy)
va hing DIALAB GmbH (Ao), dinh
luong trén mdy Screen master cua
hang Hospitex Diagnostics (Italy).

- Cac hoa chat xét nghiém va
lam tiéu ban mdé bénh hoc dat ti€u
chuan phong thi nghiém.

2.1.2. Dong vit thuc nghiém:

Chudt cong trang chung Wistar,
khoe manh, ca hai gidng, c6 trong 1-
uong trung binh 180 + 20g do Ban
chan nu6i - Hoc vién Quéin y cung
cap.

Dong vat dugc nudi trong phong
thi nghiém 5 ngay trudc khi nghién
ciru va trong sudt thoi gian nghién

cuu.
1.2. Phwong phap nghién ciru

Danh gia doc tinh ban
triwong dién ciia com tan Sinh tan chi
huyét trén chudt cong trdng theo
dwong uong theo hwémng dan ciia Bo Y

té va WHO [2.,3]..
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Chudt cong duoc chia ngau nhién lam

316, mdi 16 10 con nhu sau:

- L6 ching: Ubng nude cat lidu
1ml1/100g thé trong chudt

- L6 nghién ctru 1: Udng thudc
liéu 2,8g/kg thé trong (twong dwong
lidu dung trén nguoi tinh theo hé sb 7
trén chudt cng tring).

- L6 nghién ctru 2: Udng thudc
lidu 8,4g/kg thé trong (gip 3 1an liéu
dung trén ngudi tinh theo hé sé 7 trén
chudt cbng tring).

Chuot céng tring duoc udng
nudc hodc thude thir lién tuc trong 8
tuan lién, mdi ngay mot 1an vao budi
sang. Sau 8 tuan udng thudc, chuot
duoc nging udng thude, danh gia kha
ning gy ra doc tinh cua thudc.

Cac chi tiéu theo doi truoc va trong
qud trinh nghién ciru (truéc udng
thuée, sau 4 tuan va sau 8 tuan uéng
thuéc):

- Panh gi4 chtrc nang gan, than
thong qua dinh luwong AST, ALT,
Bilirubin toan phan, Ure va Creatinin
trong huyét thanh.

Céc thong s6 theo doi duoc kiém
tra vao trude lac udng thudc, sau 4
tudn va sau 8 tuan udng thudc. Xét
nghiém dugc tién hanh tai BO mon
Sinh 1y lao dong - Hoc vién Quén y.
Mo bénh hoc:



+ Sau 8 tuan uéng thude, chudt
duoc md dé quan sat dai thé toan bd
cac co quan.

+ Kiém tra ngau nhién cau truc
vi thé gan, than ctia 30% s chudt &
mdi 16 va nhitng chudt c6 ton thuong
dai thé vé gan, than.

+ Cac xét nghiém vi thé gan,
than dugc thyc hién tai BO mon Giai
phau bénh -Vién 103 - Hoc vién Quén
y.

Trudong hop mau giy doc, sau
khi cho chudt udng miu thir 8 tudn
nging cho uéng miu thir va tiép tuc
nudi chudt thém 14 ngay (cho an udng
binh thuong). Tai thoi diém sau

nglrng mau thtr 14 ngay tién hanh 14y
mau xac dinh lai cic thong sd sinh
héa nhu trén d¢é danh gia kha nang hoi
phuc cua dong vat thuc nghiém.
1.3. Xir 1y s6 liéu

Cac sb liu nghién ctru duogc
xtr 1y theo phuong phap théng ké vy
hoc, st dung phﬁn mém SPSS 18.0.
S6 liéu duoce trinh bay dudi dang X +
SD. Su khac biét c6 ¥ nghia théng ké
khi p < 0,05.
III. KET QUA NGHIEN CUU

3.1. Anh huwéng ciia com tan Sinh
tan chi huyét dén chirc ning gan

Bang 1. Anh hudng ciia cdm tan Sinh tan chi huyét dén hoat 46 AST (GOT) trong
méau chudt céng tring

Hoat do AST (U/)
Thoigian | 15 chimg (1) | Lé nghién [L6 nghién ciru 2 p
ciru 1(2) 3)
Trudc 2:D1-3: P2
. | 174,77£38,78 [179,20 £ 33,32 | 18333 236,60 | PP
uong thuoc > 0,05
Saud wan | oc 0043800 178,14 22541 | 184,46+ 36,82 | P ZPIP
uong thuoc > 0,05
p truwdc —sau > 0,05 > 0,05 > (0,05
A 4 5. D12 Do

Sautuan |\ o) o6 0a | 18063 181,22 +34,60 | P PH P
uong thuoc 18,45 > 0,05
p truwéc —sau > 0,05 > 0,05 > (0,05
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Bang 2. Anh hudng ctia cém tan Sinh tan chi huyét d¢én hoat 46 ALT (GPT) trong mau
chudt cong tring

Hoat do ALT (U/)
Thoi gian L6 ching (1) | L6 nghién |L0 nghién ctru p
ciru 1 (2) 203)
Trwéce 1 + 1-2; P1-3; P2-3
; ) 61,57 10,31 | 60,58 = 14,15 61,70 pr=Prsp
uong thuoc 11,44 > 0,05
Sau 4 tuin uf')ng p1-2; p1-3; P2-3
£ 58,00+ 11,63 | 60,72+ 13,45 | 58,44 + 8,27
thuoc > 0,05
p (trwdc - sau) > 0,05 > 0,05 > 0,05
Sau8 tudnuong | o) uos | so0ss 30 | 00SSE | PrapIp
thuoc ’ ’ ’ > 13,89 > 0,05
p (trudc - sau) > 0,05 > 0,05 > 0,05

Bang 3. Anh huong ctia com tan Sinh tin chi huyét dén hoat d6 Bilirubin toan phan
trong mau chudt cong tring

Bilirubin toan ph?m (mmol/l)
Thoi gian Lo chirng Lo nghién [L6 nghién ciru p
) ciru 1 (2) 2 (3)
. £ P1-2;p1-3; p2-3
Truocuong | )¢ 20 662 | 27564901 |28,03+ 10,38
thuoc > 0,05
A X P1-2; P1-3; P2-3
Saudtudnuong | o, oL 500 | 26974865 | 26,35 +7.00
thuoc > 0,05
p (trwdc - sau) > 0,05 > 0,05 > 0,05
X 4 P1-2;P1-3; P2-3
Sau 8 twaAnuong | ) o7 695 | 26154697 | 26,69 +7.03
thuoc > 0,05
p (truwdc - sau) > 0,05 > 0,05 > 0,05
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Nhén xét: Két qua ¢ cac bang
1;2; 3 cho théy sau 4 tudn va 8 tuan
udng cém tan Sinh tin chi huyét, cac
xét nghiém danh gia chuc nang gan
(hoat do0 GOT, GPT, Bilirubin toan
phan) trong mau chudt & ca ca 1o
nghién cttu 1 va 160 nghién cou 2

khong c6 su khac bi¢t c6 y nghia
thong ké so vai 16 chirng va so sanh
gitta hai thoi diém trude, sau khi
udng thudc thir (p > 0,05).

3.2. Anh hwéng thudc com tan Sinh
tan chi huyét dén chirc ning than

Bang 4. Anh huéng cia com tan Sinh tdn chi huyét ¢én ham luong Creatinin trong
mau chudt cong tring

Creatinin (unmol/L) p
Thoi gian N . N . .
Lo chung (1) Lo nghién | Lo nghién ctru
ciru 1 (2) 20
Truée P Prs
88,95+5,50 | 86,46+12,25 | 87,24 +£5,43 P23
th hié
wc nghiém - 0,05
) P12 p1-3;
Saudtuan | oo 161641 | 845141071 | 86.81+9.96 P23
thuc nghiém
> 0,05
p (trwdc - sau) > 0,05 > 0,05 > 0,05
) P12 p1-3;
Sau 8 tua
AMOWAN ) 98744733 | 86,06+1039 | 87,87+1031 | P23
thuc nghiém
> 0,05
p (truwdc - sau) > 0,05 > 0,05 > 0,05




Bang 5. Anh huéng ciia cém tan Sinh tan chi huyét dén ham lugng Ure

trong mau chudt cong trang

Ure (mmol/L)
Thoi gian Lo ching (1) | Lo nghién |Lo nghién ctru 2 P
ciru 1 (2) 3)
, 1-2; P1-3; P2-3
Trugethue | 3774104 | 3664088 | 4224112 |TOP7P
nghiém > 0,05
A P1-2; p1-3; p2-3
Sau 4 tu.z:n 4,00 + 0,62 3,75+ 0,67 4,20+ 0,81
thwe nghiém > 0,05
p (trudec - > 0,05 > 0,05 > 0,05
sau)
A 1-2; P1-3; P2-3
Sau8tuan | . 0060 | 346+ 1.18 ap4+1,12 | PP
thwe nghiém > 0,05
p (trwéc - > 0,05 > 0,05 > 0,05
sau)

Nhan xét: Két qua ¢ bang 4; 5
cho thiy sau 4 tuan va 8 tudn udng cém
tan Sinh tan chi huyét, & ca 16 nghién
ctu 1 va 16 nghién ctru 2, ndng do
Creatinin va Ure trong mau chut khong
c6 su thay d6i khac biét c6 y nghia thong

ké so voi1 16 chung va so sanh gitra hai
thoi diém trude, sau udng thude thi (p >
0,05).

3.3. Két qua mo bénh hoc
3.3.1. Pai thé gan, thian

L6 ching L6 nghién ctru 1 L6 nghién ctru 2

Hinh 1. Hinh thai dai thé than chudt cbng tring cac 16
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L6 chung

L6 nghién cuu 1

L6 nghién ctru 2

Hinh 2. Hinh thai dai thé gan chudt cong tring cac 16

Nhén xét: Hinh anh dai thé cac
tang gan, than ctua chudt ¢ cac 16 nghién
ctru 1, 16 nghién ctru 2 ¢6 mau nau do,
bé mat gan nhan, bong déu, mau nau d6
ddng nhat, khong ¢ u cuc, khong xuat
huyét, dan hoi khi 4n  va khong cé su

khac biét so voi1 hinh anh céc tang gan,
than cuia chudt ¢ 16 chung.

3.3.2. Vithé:
Hinh thdi vi thé gan

L6 ching

L6 Nghién ctru 1

L6 nghién ctru 2

Hinh 3. Hinh thai vi thé gan (HE x 200)

- L6 chimg: Dudi kinh hién vi do
phong dai 200 nhan thiy, mot s6 té bao
gan bi thodi hoa hat, mgt vai té bao
thoai héa rd, tinh mach trung tdm va
cac xoang mach nan hoa xung huyét,
khoang ctra con 1 cdu tric. Hinh anh
gan binh thuong.

- L6 Nghién ctru 1: Duéi kinh
hién vi d6 phéng dai 200 1an nhan théy,
mot sb té bao gan bi thoai hoa hat, mot
vai té bao thoai hoa 16, tinh mach trung
tam va cac xoang mach nan hoa xung
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huyét nhe, khoang ctra con 16 cu tric.
Hinh &nh gan binh thuong.

- L6 Nghién ctru 2: Duéi kinh
hién vi d6 phong dai 200 dén 400 lan
nhan théy, mot s6 té bao gan bi thoai
hoéa hat, tinh mach trung tdm va céc
xoang mach nan hoa xung huyét nhe,
khoang ctra con 16 cau tric. Hinh anh
gan binh thuong.

Nhén xét: Hinh anh vi thé gan 16
nghién ctru 1 va 16 nghién ctru 2, chua
nhan thay khéc biét so v6i 16 d6i chtng.



Hinh thdi vi thé thin

Vi thé than chuot 16
ching

Vi thé than chuot 16
nghién cuu 1

Vi thé than chuot 16
nghién curu 2

Hinh 2. Hinh thai vi thé than (HE x 400)

- L6 chitng: Duéi kinh hién vi
d6 phong dai 400 1an nhén thdy, cac
cu than né to, cac cudn mach xung
huyét nhe, long chita hong cau,
khoang Bowman chta dich trong.
Biéu mé 6ng than thoai hoa hat, cac
6ng than chira nudc tiéu trong. Mo k&
c6 cac mach mau xung huyét. Hinh
anh than binh thuong.

- L6 thir 1: Duéi kinh hién vi 6
phong dai 400 1an nhan thay, cic ciu
than nd to, cac cudn mach xung
huyét nhe, long chira hong cau,
khoang Bowman chtra dich trong.
Biéu mo 6ng than thoai hoa hat, cac
6ng than chtra nudc tiéu trong. Mo ké
cb cac mach mau xung huyét. Hinh
anh than binh thuong

- L6 thir 2: Duéi kinh hién vi 6
phong dai 400 1an nhan thay, cic ciu
than né to, cic cudn mach xung
huyét nhe, long chita hong cau,
khoang Bowman chtra dich trong.
Biéu mé 6ng than thoai hoa hat, cac
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6ng than chira nudc tiéu trong. Mo k&
¢6 cac mach mau xung huyét. Hinh
anh than binh thuong.

Nhdn xét: Hinh anh vi thé than 16
nghién ctru 1 va 16 nghién ctu 2, chua
nhan thiy khac biét so v6i 16 dbi ching.

IV. BAN LUAN
4.1. Anh huéng ciia cdm tan Sinh tin
chi huyét dén chire niing gan

Trong co thé, gan 1a co quan dam
nhiém nhiéu chirc nang quan trong, mot
sb loai thudc khi dua vao co thé co thé
giy doc cho gan, anh huong dén chirc
nang cua gan [4].

- ALT (alanin amino transferase)
va AST (aspartat amino transferase) la
hai enzym c6 nhiéu trong bao tuwong, ty
thé ctia té bao gan. Khi ton thuong té bao
gan giai phong ra enzym vao trong huyét
thanh, do vay ma néng do ALT, AST
tang cao. [6]

- Két qua nghién ctru ¢ bang 1, 2
cho thay: sau 4 tuan va 8 tudn udng cém



tan Sinh tan chi huyét, hoat d6 ALT,
AST trong mau chudt céng & ca 16
nghién cuu 1va 16 nghién ctu 2 khong
¢6 su khac biét co ¥ nghia thong ké so
v6i 16 chiing va so sanh gitta hai thoi
diém trude va sau khi udng thube thir
(p > 0,05). Nhu vay, cdm tan Sinh tan
chi huyét khong gy ton thuong té bao
gan cua chuot.

* Té bao gan tao ra mat, bai tiét mat
dé tham gia vao qua trinh tiéu hoa thirc
an. Nong do bilirubin trong méau phan
anh chuc nang bai tiét va chuyén hoa
mat cua gan. Cholesterol 1a mot thanh
phﬁn cua mat, dugc gan té)ng hop ester
hoa va thai ra ngoai.

- Sau 4 tuan va 8 tuan udng cém
tan Sinh tan chi huyét, ndng do bilirubin
va cholesterol trong mau chudt ¢ ca 16
nghién ctru 1 va 16 nghién ctru 2, khong
¢6 su khac biét c6 ¥ nghia thong ké so
voi 16 ching va so sdnh gilta hai thoi
diém trudc va sau khi udng thube thir
(p > 0,05). Nhu vAy com tan Sinh tan chi
huyét khong 1am anh hudéng dén chirc
ning bai tiét va chuyén hoa mat, lipid
cua gan chuot.

4.2. Anh huwéng ciia com tan Sinh tan
chi huyét dén chirc ning than

Thén 13 co quan bai tiét cia co thé,
nhu mo thin d& bi ton thuong boi céc chat
ndi va ngoai sinh. Mot s6 thude co thé
gy doc véi than, mudn biét thude d6 co
ddc voi than hay khong, thuong dung xét
nghiém dinh lugng creatinin va ure mau
[5]. Khi than bi ton thuong thi ndng do
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creatinin tdng som. Mat khac chi tiéu
creatinin dang tin cdy va quan trong hon
ure. Hién nay thuong xét nghiém
creatinin dé danh gia va theo ddi chirc
nang than [6].

- Sau 4 tuan va 8 tuan udng sinh
tan chi huyét, & ca L6 Nghién ciru 1 va
L6 Nghién ctru 2, néng do creatinin
trong mau chudt khong c6 sy thay doi,
su khéc biét khong c6 ¥ nghia thong ké
so v6i 16 ching va so sanh gitra hai thoi
diém truéc va sau khi ubng thudc thir
(p > 0,05). Nhu vay com tan Sinh tan
chi huyét khong anh huong dén chirc
nang than.

Cac két qua nghién ctru trén phu
hop véi két qua nghién ctru anh hudng
ctia com tan Sinh tan chi huyét 1én tinh
trang chung va céc chi s huyét hoc cua
chudt cbng trang. [7]

4.3. Anh hwéng ciia com tan Sinh tan
chi huyét 1én ciu tric dai thé va vi thé

Hinh anh dai thé gan, than cua
chuot thi nghiém khong phét hién thay
¢6 su thay doi vé bénh 1y va su khac biét
so v&i hinh anh cac tang gan, than cua
chuot ¢ 16 chung.

Chu trac vi thé gan, than cua
chudt: ca hai liéu khong anh huong dén
cAu tric vi thé gan, than cua chu6t. Hinh
anh vi thé gan va than cta chuot khong
c6 su khac biét gitta 16 chung va 2 16
ubng cdm tan Sinh tan chi huyét trong 8
tuan lién tuc.

V.KET LUAN



T két qua thu duogc trén thuc
nghiém cua cac 16 chudt udng cém tan
Sinh tan chi huyét & cac mirc lidu 2,8g/kg
va 8,4g/kg lién tuc trong 8 tudn cho thay:

- Khong 1am thay doi céac chi tiéu
sinh héa mau bao gém hoat do ALT,
AST, bilirubin huyét trong.

- Khéng gay ton thuong md bénh
hoc gan, than chudt.

Nhu vay, cém tan Sinh tan chi
huyét & cac mirc lidu dung va thoi gian st
dung trong nghién ctru thyc nghiém trén
chudt cdng trang co tinh an toan cao.
TAI LIEU THAM KHAO
1. B Y té (2011). Huéng din chan
doan, diéu tri st xuat huyét Dengue.

2. World Health Organization (2000).
Working group on the safety and efficacy
of herbal medicine. Report of regional

office for the Western Pacific of the
World Health Organization.

59

3. Cuc Khoa hoc va dao tao/Bj Y té
(2015). “Huéng dan thir nghiém tién
lam sang va 1am sang thudc dong vy,
thuéc tr duoc lieu”, Quyét dinh
141/Q0D-K2PT ngay 27/10/2015.

4. D6 Trung Pam (2014). Phuong phap
xdc dinh doc tinh cia thuée, NXB y hoc,
Ha Noi.

5. Wallace Hayes (2001). Principles
and Methods of Toxicology, Raven
Press.

6. Nguyén Thé Khanh, Pham Tir
Dwong (2001). Xeét nghiém suw dung
trong lam sang. NXB Y hoc.

7. Tran Céng Truwong, Nguyén Vin
Cuong, Nguyén Trung Diing, Pham
Thi Phwong (2021). “Nghién ctru anh
huong cta cém tan Sinh tan chi huyét
1én tinh trang chung va cac chi s huyét
hoc trén dong vat thuc nghiém”, Tap chi
Y duge hoc, s6 25 (7/2021), tr. 169-173.



