TAP CHi NGHIEN CPU Y HOC

ANH HUONG CUA VIEN HOAN TD0015 LEN MOT SO
XET NGHIEM SINH HOA MAU VA MO BENH HOC GAN, THAN
TREN CHUOT CONG TRANG

Nguyén Thi Thanh Ha', Nguyén Thi Hwong Lién?2

Pham Thi Van Anh' va Biing Thi Thu Hién"
"Trrong Pai hoc Y Ha Noi
2Céng ty cb6 phén Sao Théi Duong

Vién hoan cirng TD0015 gém céac duoc liéu cé tac dung chéng viém, gidm dau va rc ché phé hiy

sun khép, cai thién cau tric sun trong thodi héa khép. San phdm duoc phat trién huéng dén muc dich

céi thién triéu chirng cua thoai héa khép theo duong ubng. Nghién ciru dwoc tién hanh nhdm xéc

dinh dnh hudéng lén chirc ndng gan, chirc ndng thdn, mirc dé tén thuong té bao gan, mé bénh hoc gan,

thén cia vién hoan TDO0015 trén chuét céng trdng. Péng vat duoc udng nwéc va TD0015 liu 1,2 g/

kg va 3,6 g/kg trong 90 ngay lién tuc. Két qua nghién ctru cho thdy TD0015 c& 2 mirc lidu, udbng trong

90 ngay lién tuc khéng lam anh huéng dén chirc ndng gan, mirc dd tén thuong té bao gan va chirc

nédng loc cta thén, khéng dnh hudng dén mé bénh hoc gan, than. Chi sé cholesterol toan phan cé gidm

tuy nhién van ndm trong gidi han gia tri cho phép khéng géy énh huwéng dén trinh trang chung cda chuét.

T khéa: Vién hoan TD0015, doc tinh ban trweng dién, chuédt coéng trang ching Wistar.

I. DAT VAN DE

Phat trién thuéc méi c6 ngudn gdc y hoc
cb truyén da va dang la mét xu hwéng khéng
nhitng & Viét Nam ma con dwoce ap dung rong
réi trén toan thé gidi." V&i thé manh c6 ngudn
dwoc liéu doi dao, ngay cang cé nhiéu nghién
clru duwoe thue hién tai Viet Nam nham xac dinh
tac dung dwoc ly ctia cac cay, con thudc, gép
phan hd tro diéu tri bénh, d&c biét 1a cac bénh
ly man tinh vé chuyén héa, co xwong khép hay
tim mach.

Vién hoan TD0015 & san pham dwoc két
hop tr cac vi duoc liéu co tac dung chdng viém,
gidm dau, chdng pha hay sun khép nhw: Hoang
ba, Boc hoat, Bach thwoc, Phuc linh va cac vi

Téac gia lién hé: Bang Thi Thu Hién
Trirong Dai hoc Y Ha Noi

Email: thuhien@hmu.edu.vn

Ngay nhén: 22/07/2024

Ngay duoc chdp nhan: 12/08/2024

dwoc liéu khac. San pham bao ché dusi dang
vién hoan cing dwoc phat trién huéng dén
muc dich hd tro diéu tri cac bénh ly vé xwong
khép theo dworng udng, déc biét 1a thoai hoa
kh&p. Thoai hoéa khép la mdt bénh ly man tinh
rat thwong gap, gay hau qué nang né nhw gidm
va mét kha nang van dong clia ngudi bénh.45
Thoi gian diéu tri thuong kéo dai, kha nang
phat sinh cac tac dung khédng mong muén toan
than la kho tranh khéi. Vi vay, viéc xac dinh anh
hwéng lén cac chi s sinh héa mau va mé bénh
hoc gan, than (hai co quan chinh lam nhiém vy
chuyén hoéa va thai trir thudc) ctia vién hoan
TDO0015 14 rat quan trong, gép phan phat hién
céac tac dung khédng mong muén hoac déc tinh
cla san pham khi st dung trén 1am sang.

DPé tao co s& khoa hoc cho viéc xac dinh
tinh an toan cta san pham, nghién clru dwoc
thwc hién vé&i muc tiéu: Xac dinh dnh hwdng
clia vién hoan TD0015 Ién mét sb xét nghiém
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sinh héa mau va mé bénh hoc gan, than cua
chudt céng tréng.

Il. DOl TVONG VA PHUONG PHAP
1. Déi twong

Chat liéu nghién ctru

Vién hoan ctrng TD0015 gém: Hoang ba
2,26g; Sinh dia 0,7g; Tri m3u 0,31g; Bach thuwoc
0,77g; Quy ban 2,97g; Phuc linh 0,47g; D6 trong
0,47g; Cao xwong hén hop 0,7g; Pwong quy
0,34g; Bang sam 0,34g; Phong phong 0,23g;
Tang ky sinh 0,23g; Tan giao 0,23g; Nguwu tat
0,03g; Tran bi 0,22g; Xuyén khung 0,17g; Cam
thdo 0,12g; Poc hoat 0,17g; Qué chi 0,08g; Té
tan 0,08g. Cac duwoc liéu duwoc kiém dinh chat
lwong theo tiéu chuan Dwoc dién Viét Nam V
va san xuét theo tiéu chuan co sé tai cong ty
cb phan Sao Thai Duwong dwéi dang vién hoan
crng, déng goi 5 g/goi.

Liéu dung trén nguoi dw kién 1a 10g hoan/
ngay. Thudc dwoc nghién trong cdi stv, pha véi
nwéc cat trude khi cho dong vat udng.

Déng vét nghién ctru

Chudt céng trdng ching Wistar, 2 gibng,
khde manh, trong lwgng 200 + 20g do Hoc vién
Quan y cung cap. Bong vat thuc nghiém duoc
nudi 7 ngay trwéc khi nghién ctru va trong subt
thoi gian nghién ctru bang thire &n chuén, nuwéc
ubng tw do tai B& mén Dwoc ly - Trwong Dai
hoc Y Ha Noi.

2. Phwong phap

Chudt cong tréng dwoc chia thanh 3 16, mbi
16 10 con:

L& chirng: udng nuéc cat 1 ml/100g/ngay.

Lo tri 1: ubng TD0015 liéu 1,2 g/kg/ngay
(twong dwong liéu dy kién Iam sang tinh trén
chuét cdng hé sb 6).

L6 tri 2: ubng TDOO15 liéu 3,6 g/kg/ngay
(g4p 3 liéu dy kién 1am sang).

TAP CHi NGHIEN CU’U Y HOC

Chuét dwoc ubng nwéc hodc TD0015 trong
90 ngay, mdi ngay mét 1an vao budi sang. Anh
hwéng I&n chi s6 sinh héa mau, mé bénh hoc
gan, than cla vién hoan cirng TD0015 liéu 1,2 g/
kg/ngay va liéu 3,6 g/kg/ngay dung theo duéng
udng, lién tuc trong 90 ngay trén chudt cbng
trdng dwoc danh gia tai cac thoi diém truwdc
nghién ctru, sau 30 ngay, 60 ngay va 90 ngay.
Mau l4y tir tinh mach dui va dworc ly tam toc do
1000g trong 20 phat & 4°C. Phan tich chisd bang
céac kit dinh lwong cac enzym va chét chuyén
hod trong mau: ALT (alanin aminotransferase);
bilirubin

toan phan; albumin; cholesterol toan phan va

AST (aspartat aminotransferase);

creatinin clia hang DIALAB (Ao). Két qua duoc
wéc tinh bang phwong phap do mau enzym.
Cac chi sb danh gia (theo hwéng dan clta T
chire Y té thé gidi vé thube cé ngudn gbc duoc
lieu)e:

Mirc do tbn thwong té bao gan théng qua
hoat d6 AST, ALT.

Chtrc nang gan théng qua dinh lwvgng mét
s& chat chuyén hoa trong mau gdém bilirubin
toan phan, albumin va cholesterol toan phan.

Chtrc ndng than théng qua dinh lwong ndng
do creatinin huyét thanh.

Mb chuot dé danh gia dai thé cac co quan co
quan tim, phdi, gan, lach, tuy, than va hé théng
tiéu hoaMé bénh hoc: Kiém tra ngau nhién cau
tric vi thé gan, than ctia 30% sé chudt & méi 16.
Xét nghiém danh gia mé bénh hoc duwoc thuce
hién tai Trung tdm nghién ctru phat hién sém
Ung thw - Lién hiép cac Hoi khoa hoc va ky
thuat Viét Nam.

X ly s6 liéu

Céc sb lieu dwoc thu thap va xi Iy bang
phan mém Excel 2019, s& dung test kiém dinh
phi hop. Sw khac biét c6 y nghia thdng ké khi
p <0,05.
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TAP CHi NGHIEN CPU Y HOC
lll. KET QUA

1. Anh hwéng cia TD0015 dén mot s6 xét nghiém sinh héa mau

Bang 1. Anh hwéng ctia TD0015 Ién ndng dé albumin va bilirubin toan phan
trong mau chudt cong trang

Noéng dé albumin (g/dl)

Nong dd bilirubin toan phan (mmol/l)

Théigian  Léching Lo tri1 L6 tri 2 Lé chirng Lo tri 1 Lo tri 2
(n=10) (n=10) (n=10) (n=10) (n=10) (n=10)
Trwée udng
thube 3,62+0,32 3,77+0,49 3,69+028 13,39+0,47 13,59+0,31 13,69+0,35
Sau30ngay 3,59+0,33 3,50+0,36 3,58+0,27 13,45+0,54 13,55%0,41 13,59+ 0,46
Sau60ngay 3,66+0,25 3,79+0,23 3,68+0,32 1343+0,45 13,74+0,52 13,43+0,70
Sau90ngay 3,80+0,40 3,85+0,27 3,87 +0,25 13,61+0,41 13,39+0,50 13,55+0,38

¥R e p < 0,05, p<0,01, p<0,001: p so v&ild chiing
* ot p < 0,05, p < 0,01, p <0,001: p so véi trée khi ubng thube

tri 1 va 16 tri 2 déu khdng co sw khac biét cé y
nghia théng ké so véi 16 chirng va so voi thoi
diém trwde khi udng thuée (p > 0,05).

Sau 30 ngay, 60 ngay va 90 ngay ubng
TDO0015 lién tuc, nébng dd albumin va bilirubin
toan phan trong mau chudt cdng trdng & ca 16

Bang 2. Anh hwéng cia TD0015 Ién ndng do cholesterol toan phan
trong mau chuét céng trang

Nong doé cholesterol toan phan (mmol/l)

Th&i gian
L6 chirng (n = 10) Lo tri 1 (n =10) L6 tri 2 (n = 10)
Trwdc ubng thube 1,53 £ 0,26 1,56 £ 0,18 1,43 £0,19
Sau 30 ngay 1,42 + 0,23 1,41+0,23 1,44 + 0,20
Sau 60 ngay 1,57 +0,13 1,52 + 0,23 1,50 % 0,22
Sau 90 ngay 1,36 £ 0,12 1,14+ 0,22 * 1,10+ 0,13 **

¥R ¥ p <0,05, p<0,01, p<0,001: p so v&ild chiing
* ot p < 0,05, p < 0,01, p <0,001: p so véi truée khi ubng thude

thuéc ther (p > 0,05). & thoi diém sau 90 ngay
udng thuée, ca 2 16 ubng TD0015 lidu 1,2 g/kg
va 3,6 g/kg c6 ndng do cholesterol déu giam co
y nghia thdng ké so v&i 16 chirng va so véi thoi
diém trwde khi udng thube (p < 0,05).

Sau 30 ngay va 60 ngay ubng thudc lién tuc,
ndng dd cholesterol toan phan trong mau chudt
cbng trdng & ca 16 tri 1 va 16 tri 2 déu khoéng cé
sw khac biét cé y nghia so v@&i 16 chirng va so
sanh gira hai thoi diém truwdc va sau khi ubng
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TAP CHi NGHIEN CU’U Y HOC

Bang 3. Anh hwéng cua TD0015 1én hoat dd AST, ALT trong mau chudt céng trang

Hoat do AST (Ul/l) Hoat d6 ALT (Ul/)
Thoi gian Léchirng Lo tri1 Lotri2 Léchieng Lo tri1 L6 tri 2
(n=10) (n=10) (n=10) (n=10) (n=10) (n=10)
Trwéc 122,50 122,30 118,30 55,20 59,90 52,50
udng thubc + 15,10 120,12 + 13,58 +5,25 + 16,62 +8,73
. 125,80 115,00 127,90 54,00 50,20 55,80
Sau 30 ngay
+ 27,31 + 23,77 17,12 +11,78 11,21 17,27
. 121,20 121,60 119,10 55,70 58,10 58,80
Sau 60 ngay
11,47 +9,54 + 15,03 14,72 +8,09 +7,86
. 130,80 136,60 129,10 65,20 68,70 65,10
Sau 90 ngay
+ 21,04 + 34,16 +21,98 + 14,97 +9,45 + 12,91

¥ ¥ p < 0,05, p<0,01, p<0,001: p so voild chiing
v p < 0,05, p < 0,01, p<0,001: p so véi triée khi ubng thube

Hoat d6 AST, ALT trong mau chudt céng
trdng sau 30 ngay, 60 ngay va 90 ngay ubng
thudc lién tuc, ca 16 tri 1 va 16 tri 2 déu khéng

c6 su khac biét c6 y nghia thc"'mg ké so voi 16
ching va so vai thi diém trwde khi ubng thube
(p > 0,05).

Bang 4. Anh hwéng cia TD0015 Ién ndng do creatinine trong mau chuét céng trang

No6ng dé creatinin (mg/dl)

Th&i gian
L6 chirng (n = 10) Lo tri 1 (n = 10) Lo tri 2 (n =10)
Trwéc ubng thube 1,06 + 0,08 1,02 £ 0,09 1,04 £ 0,08
Sau 30 ngay 1,05 £ 0,08 1,04 + 0,11 1,03 £ 0,09
Sau 60 ngay 1,05 + 0,08 1,05 + 0,07 1,04 + 0,08
Sau 90 ngay 1,04 + 0,08 1,05 £ 0,07 1,08 + 0,08

¥R R p < 0,05, p<0,01, p<0,001: p so v&ild chiing
* ot p < 0,05, p < 0,01, p <0,001: p so véi truée khi ubng thude

Néng dd creatinin trong mau chuét cdng
trdng & ca 16 tri 1 va 16 tri 2 sau 30 ngay, 60
ngay va 90 ngay udng thudc lién tuc déu khong
c6 s khac biét so v&i 16 chirng va so véi trede
khi uéng thuéc (p > 0,05).

2. Anh hwéng ctia TD0015 dén mé bénh hoc
gan, than

Dai thé

Trén tat ca cac chudt thwc nghiém (ca 16

chirng va 2 16 tri), khdng quan sat thay cé thay
ddi bénh ly nao vé mat dai thé ctia cac co quan
tim, phdi, gan, lach, tuy, than va hé théng tiéu
hoé clia chuét cdng.

Vi thé

- Trén cAu truc vi thé gan: O'16 chirng va ca
216 tri, cAu truc gan khdng bi dao 16n. Vang tinh
mach trung tam tiéu thuy gan va vung khoang
clra khong bj xo héa, khdong xadm nhap viém,

TCNCYH 182 (9) - 2024

149



khéng tang sinh 6ng mat. Cac té bao gan binh
thwdng hodc thoai héa rat nhe. Khong co sw
khac biét vé cAu truc vi thé gan gitra 2 16 dung
thubc thir TD0015 v&i 16 chirng.

- Trén c&u tric vi thé than: O' 16 chirng va 2

16 tri dung TD0015, cAu than c6 hinh thai, ciu
trac trong gi¢i han binh thwdng, khéng xo héa,
khong tang sinh t& bao. Nhu mé than khong
viém, khong hoai tlr, mdé dém binh thwdng,
khoéng c6 sy xadm nhap clia cac té bao viem.

Hinh 1. Hinh anh vi thé gan (A) va vi thé than (B) cta cac 16 chuét sau 90 ngay udng thuéc
(HE x 400). 1. Té bao gan; 2. Tinh mach trung tam tiéu thuy; 3. Té bao than; 4. Céu than
(HE x 400: Nhudém Hematoxylin - Eosin, do phéng dai 400 lan)

IV. BAN LUAN

Tai Viét Nam, viéc diéu tri bang cac loai thao
dwoc ngay cang dwoc quan tadm, tuy nhién cac
théng tin vé ddc tinh cla céac loai thdo duoc
cing nhw phdi hop cac thao dwoc con rat han
ché, vi vay viéc danh gia doc tinh giup cung
cap bang chirng khoa hoc dang tin cay lam co
s& cho viéc str dung cac ché pham trén lam
sang. Trong nghién ctru, chudt dwoc cho ubng
TD0015 trong 90 ngay lién tuc d& danh gia cac
chi sb sinh héa va mé bénh hoc gan, than.

Gan c6 thé coi la co quan ctra ngd cla co
thé, c6 vai trd rat quan trong trong viéc dam
nhan nhiéu chirc nang phirc tap, dac biét la cac
qua trinh chuyén héa. Nghién ctru anh huéng
cta thubéc dén chirc nang gan l1a bat budc khi
danh giad doc tinh cha thubc thr.8” Gan cé

chirc ndng tbng hop phan I6n protein trong
huyét thanh: albumin, globulin va mét sb yéu té
déng mau. Albumin chi dwoc téng hop tai gan
nén ndéng d6 albumin trong mau sé phan anh
dwoc mdt phan chirc nang chuyén héa protein
ctia gan. Bilirubin toan phan huyét thanh gém
bilirubin gian tiép va bilirubin tryc tiép.8 Xét
nghiém dinh lwong bilirubin trong mau dé tham
do chirc ndng bai tiét va chuyén hoa mat cta
gan dé thyc hién va cho két qua chinh xac. Két
qua bang 1 cho thdy TD0015 c& 2 mirc liéu déu
khong lam anh hwéng xau dén chi sé albumin
va bilirubin toan phan trong mau chudt & cac
théi diém nghién cteu. Nhw vay, TD0015 khong
gay anh huwdng dén chirc nang chuyén héa
protein va bai tiét mat cia gan chudt céng.
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Mot trong nhirng chirc nang quan trong
khac cla gan la tbng hop va chuyén hoa lipid.
Cholesterol Ia mét phan ctia mat, dwoc gan téng
hop, ester hda va thai ra ngoai. Két qua bang
2 cho thdy néng do6 cholesterol toan phan trong
huyét thanh cla ca 2 16 tri sau 90 ngay giam c6
y nghia théng ké so v&i trwéc nghién ctvu va so
v&i 16 chirng sinh hoc cung thdi diém (p < 0,05).
Tuy nhién, ndng dd cholesterol & ca 2 16 tri van
nam trong gi¢i han binh thuwéng cho phép.°
Do nghién cru khéng thwe hién dinh lwong
cac chi sb lipoprotein thanh phan nén chwa
thé xac dinh rd bién dbi cu thé clia cac thanh
phan lipid. Can danh gia riéng anh huéng cla
TDO0015 lén cac chi sb lipid mau. Mat khac, co
mot sbé nghién clru da chirng minh tac dung ha
cholesterol mau cuta cac thanh phén dworc liéu
c6 trong TD0015 nhw: Paeoniflorin phén lap tw
dich chiét cdn cliia Bach thwoc cé tac dung ha
cholesterol, LDL-C va triglycerid so v&i nhém
ddi chirng.'®™ Céac thanh phan cé trong Nguwu
tat, Pang sam nhw saponin, polysaccharid ¢
tac dung ha lipid mau va chéng xo viva trén
thwec nghiém.'2* Hesperidin tir Tran bi cé tac
dung ha cholesterol toan phan, triglycerid, LDL
va acid béo trong mau trén chudt céng dai thao
dwdng trong cac nghién clru cla Osama va
Satoko.51

T cac két qua nghién ctru trén, c6 thé cho
rang TD0015 ca 2 liéu khéng c6 anh hwéng
x4u dén chirc nang gan. Tuy nhién, d& danh
gia anh hwéng ctia TD0015 Ién cac chi sb lipid
mau, can thiét phai c6 mét nghién ctu riéng
ré danh gia tac dung diéu chinh ri loan lipid
mau va chdng xo vira ctia TD0015 trén thuc
nghiém.

Pé danh gia m&c d6 tén thwong té bao
gan, nguoi ta thwong dinh lwong néng doé cac
enzym c6 ngudn gdc tai gan trong huyét thanh.
S tang néng dd cac enzym gan lién véi doc
tinh clia thuéc do sy hiy hoai t& bao gan. ALT

TAP CHi NGHIEN CU’U Y HOC

l& enzym c6 nhiéu nhat & gan, khu trd trong bao
twong cua té bao nhu mé gan va dac trwng cho
té bao gan. Khac v&i ALT, AST khong dac hiéu
hoan toan cho gan, chi yéu & trong ty thé, chi
1/3 khu trd & bao twong cla té bao. Trong tén
thwong gan, hoat do ALT ludn tang cao hon
AST.2,8,17

Giai phau dai thé va vi thé cac co quan la chi
sb bat budc khi danh gia doc tinh ban truwéng
dién theo hwong dan ctia WHO.® Trén tat ca
cac chudt thwe nghiém (ca 16 chirng va 2 16 tri),
khoéng quan sat thay cé thay ddi bénh ly nao
vé cAu tric dai thé ctia cac co quan cla chudt.
Danh gia trén vi thé co gia tri hon cac xét nghiém
sinh héa vi tén thwong xuét hién sém, déc hiéu
va rd rang ngay ca cac chi sb enzym gan chua
thay ddi (do chirc ndng con bu trir dwoc). Gan
chudt & tat ca cac 16 khodng c6 ton thuong vé
mat dai thé cling nhw vi thé. Két qua nay phu
hop v&i xét nghiém danh gia chirc nang gan
va mirc dd hay hoai t& bao gan, tir d6 cho thay
TD0015 ca 2 liéu khéng gay hay hoai té bao
gan va khong 1am bién dbi cau truc vi thé gan
trong 90 ngay udng thubc lién tuc. Peng Cao
va cong s chi ra réng: polysaccharid cé trong
BPuwong qui cé tac dung giam sw thoai hoa cla
t& bao gan va sb lwong khoéng bao & chudt co
ton thwong gan do paracetamol, lam gidm rd rét
tinh trang tén thwong gan théng qua viéc tang
ndng d6 GSH va trc ché qua trinh apoptosis &
gan. Trong 6ng nghiém, polysaccharid lam tang
dang ké ty 1& sdng sét cla té bao gan nguyén
phat do cai thién qua trinh peroxy hoéa lipid va
stress oxy hoa, cung véi viéc (rc ché qua trinh
apoptosis.'®

Than |a co quan bai tiét cla co thé. Nhu
mé than rat dé bj tdn thwong béi cac chat noi
sinh va ngoai sinh.%8 Banh gia chirc nang than
khi dung thubc, thweng dung xét nghiém dinh
lwong creatinin mau. Creatinin 1a chat chuyén
hoa dwoc bai tiét qua than nh& qua trinh loc tai
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cau than va khong duoc tai hap thu & dng than.
Creatinin la thanh phan én dinh trong mau, hau
nhw khéng phu thudc vao ché dé &n hodc nhirng
thay déi sinh ly, chi phu thudc vao kha ning dao
thai ctia than. Vi vay, dinh lwgng creatinin mau
la chi sb dang tin cay hon dé& danh gia chirc
n&ng loc clia cau than. Két qua bang 4 cho thay
chirc néng loc ctia cau than khéng bi gidam hay
thay déi khac biét sau khi uéng TD0015 lién tuc
trong 90 ngay. Két qua dai thé va vi thé than
chuét trong gidi han binh thwdng, cho thay
TD0015 khéng lam &nh huéng dén chirc ndng
va cAu truc cla than chudt.

T cac két qua nghién ctru trén cé thé dua
ra nhan dinh rang, TD0015 liéu 1,2g dworc liéu/
kg/ngay va 3,6g duoc liéu/kg/ngay ubng lién
tuc trong 90 ngay khéng gay tén thwong clu
tric gan, khong lam thay déi mét sb chirc néng
gan (chuyén hoéa protein, lipid, bai tiét mat),
khéng anh huéng xau téi chirc ndng loc cla
cau than. Nhw vay, c6 thé xép TD0015 vao
nhém céc thube khéng cé doc tinh khi st dung
lidu I&p lai dai ngay (90 ngay).

V. KET LUAN

TD0015 liéu 1,2g dwoc liéu/kg/ngay va 3,6g
duoc lieu/kg/ngay udng trong 90 ngay lién tuc
khoéng lam anh hwéng dén chirc ndng gan,
murc dd tén thwong té bao gan va chirc ndng
loc cta than, khéng anh hwéng dén mé bénh
hoc gan, than. Chi sb cholesterol toan phan c6
gidm tuy nhién van ndm trong gi¢i han gia tri
cho phép khong gay anh hwéng dén trinh trang
chung cla chuét.

TAI LIEU THAM KHAO

1. Salm S, Rutz J, van den Akker M, et al.
Current state of research on the clinical benefits
of herbal medicines for non-life-threatening
ailments. Front Pharmacol. 2023;14:1234701.
doi:10.3389/fphar.2023.1234701

2. Ozer J, Ratner M, Shaw M, et al.
The current state of serum biomarkers of

hepatotoxicity. Toxicology. 2008;245(3):194-
205. doi:10.1016/j.tox.2007.11.021

3. Lindler BN, Long KE, Taylor NA, et al.
Use of Herbal Medications for Treatment
of Osteoarthritis and Rheumatoid Arthritis.
Medicines (Basel). 2020;7(11):67. doi:10.3390/
medicines7110067

4. Ho-Pham LT, Lai TQ, Mai LD, et al.
Prevalence of radiographic osteoarthritis of the
knee and its relationship to self-reported pain.
PLoS One. 2014;9(4):€94563. doi:10.1371/
journal.pone.0094563

5. Pham Hru Thién, Nguy&n Tuédn Anh,
Nguy&n Hai Nién. Nghién ctu d&c diém hinh
anh thoai héa khép gbi & ngudi cao tudi trén
cong hwéng tr 1.5 Tesla. Tap chi Y hoc Viét
Nam. 2023;1:121-124.

6. WHO. guidelines for
methodologies on research and evaluation of
traditional medicine. 2000:28-29.

7. B0 Y Té. Hwéng dan thir nghiém tién 1am
sang va lam sang thudc déng y, thudc tir dwoc
liéu. Ban hanh kém theo Quyét dinh s6 141/
Qb-K2DT ngay 27/10/2015 do Cuc trwdng Cuc
Khoa hoc céng nghé va bao tao ky. 2015.

8. Nguyén Pat Anh, Nguyén Thi Hwong.
Cac xét nghiém thuong quy ap dung trong thuc
hanh Iam sang. 3rd ed. Ha Noi: Nha xuét ban
Y hoc; 2013.

9. Harini M, Astirin OP. Blood cholesterol
levels of hypercholesterolemic rat (Rattus
norvegicus) after VCO treatment. Nusantara
Biosci. 2009;1(2). doi:10.13057/nusbiosci/n01
0201

10. Yang HO, Ko WK, Kim JY, et al.
Paeoniflorin: an antihyperlipidemic agent from
Paeonia lactiflora. Fitoterapia. 2004;75(1):45-
49. doi:10.1016/j.fitote.2003.08.016

11. Zhi W, Liu Y, Wang X, et al. Recent
advances of traditional Chinese medicine
for the prevention and
atherosclerosis. Journal of Ethnopharmacology.

General

treatment  of

152

TCNCYH 182 (9) - 2024



2023;301:115749. doi:10.1016/j.jep.2022.1157
49

12. D6 Tat Loi. Nhitng cay thubc va vi
thuéc Viét Nam. Ha Noi: Nha xuét ban Y hoc

13. Chen XP, Li W, Xiao XF, et al.
Phytochemical and pharmacological studies
on Radix Angelica sinensis. Chinese Journal
of Natural Medicines. 2013;11(6):577-587.
doi:10.1016/S1875-5364(13)60067-9

14. Dong Wook Lim,Yun Tai Kim. Anti-
osteoporotic effects of Angelica sinensis (Oliv.)
Diels extract on ovariectomized rats and its
oral toxicity in rats. Nutrients. 2015;6(10):4362-
4372. doi:10.3390/nu6104362.

15. Mahmoud AM, Ashour MB, Abdel-
Moneim A, et al. Hesperidin and naringin
attenuate hyperglycemia-mediated oxidative
stress and proinflammatory cytokine production
in high fat fed/streptozotocin-induced type
2 diabetic rats. Journal of Diabetes and its
Complications. 2012;26(6):483-490. doi:10.101
6/j.jdiacomp.2012.06.001

TAP CHi NGHIEN CU’U Y HOC

16. Khorasanian AS, Fateh ST, Gholami F,
et al. The effects of hesperidin supplementation
on cardiovascular risk factors in adults: a
systematic review and dose-response meta-
analysis. Frontiers in Nutrition. 2023;10. doi:10.
3389/fnut.2023.1177708

17. Ramaiah SK. Preclinical Safety
Assessment:  Current Gaps, Challenges,
and Approaches in Identifying Translatable
Biomarkers of Drug-Induced Liver Injury. Clinics
in Laboratory Medicine. 2011;31(1):161-172.
doi:10.1016/j.cll.2010.10.004

18. Xia JY, Fan YL, Jia DY, et al. Protective
effect of Angelica sinensis polysaccharide
against liver injury induced by D-galactose in
aging mice and its mechanisms. Zhonghua
Gan Zang Bing Za Zhi. 2016;24(3):214-219.
doi:10.3760/cma.j.issn.1007-3418.2016.03.011

19. Z Gardner, M McGuffin. American
Herbal Products Association’s Botanical Safety
Handbook, Second Edition. second. Taylor &
Francis; 2013.

Summary

EFFECTS OF TD0015 PILLS ON BLOOD BIOCHEMISTRY VALUES
AND HISTOLOGY OF LIVER AND KIDNEY IN WISTAR RATS

TD0015 pills contain medicinal herbs recognized for their anti-inflammatory, pain-
relieving, and inhibitory effects on joint cartilage destruction, enhancing cartilage structure in
osteoarthritis. This product was developed for the oral treatment of osteoarthritis symptoms.
The study aimed to investigate the impact of TD0015 pills on liver and kidney function, as
well as liver and kidney histopathology in rats. The animals received either water or TD0015
pills at 1.2 g/kg and 3.6 g/kg for 90 consecutive days. The results indicated that both doses
of TD0015 administered over 90 consecutive days showed no harmful effect on liver function
(including protein metabolism and bile secretion), AST and ALT enzyme levels, kidney
function (creatinine levels), or liver and kidney histopathology in rats. Total cholesterol levels
decreased within the allowable value limit without affecting the general condition of the mice.

Keywords: TD0015 pills, sub-chronic toxicity, Wistar rats.
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