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Abstract: Tioga Forte soft capsules were evaluated for acute and repeated — dose toxicities in mice and
rabbits, respectively. The acute toxicity results indicated that LD, of Tioga Forte sofi capsules in mice according
to the method of Behrens is greater than 70.7 capsules/kg body weight. In the repeated — dose toxicity study,
rabbits were administrated Tioga Forte soft capsules with the doses of 0.560 and 1.680 capsules/kg for 28
days (equivalent to human dose and 3 times human dose). Blood sample were taken on day 0, day 14 and
day 28 of experiment for hematological, biochemical exams. Liver and kidney samples were taken on day 29
for histopathological determinations. The repeated dose toxicity results revealed that there were no significant
differences in hematological and serum biochemical values between control and treatment groups. Furthermore,
no histopathological damages in the liver and kidney of rabbits treated with Tioga Forte soft capsules were
observed.
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DANH GIA DOC TiNH CAPVA POCTINH LIEU LAP LAI 28 NGAY
CUA VIEN NANG MEM TIOGA FORTE
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Tom tit: Vién nang mém Tioga Forte da dwoc danh gia doc tinh cdp tinh trén chugt va doc tinh liéu Igp
lai trén tho. Két qud déc tinh cap tinh cho thdy LD 5o Cla vien nang mém Tioga Forte o chugt theo phirong phdp
cua Behrens Ion hon 70,7 vién/kg thé trong. Trong nghién ciru djc tinh liéu lap lai, tho dwoc uong vién nang
mém T ioga Forte voi lieu 0,560 va 1,680 vien/kg trong 28 ngay (twong dong liéu ding cho nguot va liéu gdp
3 lan liéu dimg cho nguot). Mau mau dwoce ldy vao ngay 0, ngdy 14 va ngay 28 cua thir nghiém de xét nghiém
huyet hoc va sinh héa. Mau gan va than duoc lay vdo ngay 29 dé déanh gia mé bénh hoc. Két qua vé dic tinh
liéu Igp lai cho thay khong cé suw khdc biét dang ke Vé cdc chi s6 sinh hoa va huyét hoc giita nhom cdc nhom thie
va nhém chitng. Hon nita, khong quan sat thay ton thiong mé bénh hoc & gan va thin ciia thé uong vién nang
mém Tioga Forte.

Tir khéa: dic tinh cdp tinh, ddc tinh liéu ldp lai 28 ngay, vién nang mém Tioga Forte
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1. PAT VAN PE

Trong nhitng nim gan day, ty 1é ngudi mac cac bénh
ly lién quan t6i gan nhu viém gan, gan nhiém md, réi
loan chirc nang gan, ting men gan, dic biét l1a ung thu
gan co xu huc’mg gia ta“mg 16 rét. O Viét Nam ung thu
gan da chlem hang nhiéu nhat trong cac loai ung thu vai
s6 ca midc méi va tr vong hang nim deu trén duoi 24
nghin trudng hop [1]. Nguyén nhan ch yéu xuat phat tir
16i séng hién dai v6i ché d6 an nhidu chét béo, sir dung
nhiéu ruou bia, tiép xtc v6i hoa chat va ap luc tim 1y kéo
dai. Bén canh do, thoi quen sinh hoat khong diéu do, moi
truong 6 nhidm va viée tu v sir dung thude trong thoi gian
dai ciing gop phan lam suy giam chuc nang gan. Trong
bbi canh do, cac ché pham c6 ngudn gbe tir duge lidu co
tac dung thanh nhiét, giai doc, ho tro chirc ning gan ngay
cang dugc nguoi dan tin tuong va lya chon vi dugce cho la
lanh tinh, it tac dung phu. Hién nay phan 16n cac bai thudc
va ché pham van dya chu yéu trén kinh nghiém déan gian
va thye tién sir dung, thiéu cac bﬁ?mg chung khoa hoc vé
hi€u qua va mirc do an toan. Vi¢e sir dung dai han cac san
pham khong qua kiém chimg c6 thé tiém 4n nguy co gy
doc cho co thé, dic biét 1a doc tinh trén gan, than. Trong
xu thé hoi nhap va chudn héa y hoc b truyén theo cac tiéu
chuan qudc té, yéu cau danh gia diy du vé chét luong,
tinh an toan cua cac ché pham c6 ngudn gde tir dugc liéu
1a hét strc cap thiét.

Vién nang mém Tioga Forte la mot ché phém v&i thanh
ph?m la cac dugc li€u co tdc dung thanh nhiét, giai doc,
tiéu viém, nhuan gan, 191 mat dugc luu hanh rong rai trén
thi truong. Lidu ding t6i da ctia thudc cho nguoi 16m 14 9
vién/ngay. Thoi gian str dung ciia thude tir 2 — 3 théang hodc
lau hon tiy thudc vao tinh trang bénh. Trong thoi gian luu
hanh, chua c6 ghi nhan béo co vé phan g bét lgi nghiém
trong lién quan t6i san pham. Tuy nhién hién tai vin chua
¢6 dir liéu nghién ctru vé tinh an toan ciia san pham vién
nang mém Tioga Forte. Vi vay nghién ctru dugc thuc hién
nham cung cap dit liéu vé tinh an toan ciia san pham.

2. NGUYEN VAT LIEU VA PHUONG PHAP
NGHIEN CUU
2.1. Pbi twgng nghién ctru

Vién nang mém Tioga Forte do cong ty ¢d phan dugc
pham Truong Tho san xuét dat tiéu chuan co s. Thanh
phan 1 vién nang mém chira 162 mg cao kho duoc ligu
bao gém: Cao dic Actiso, Sai dat, Thuong nhi tir, Kim
ngan hoa, Ha kho thao, ta dugc vira du 1 vién. Lo san
xuét: NC04, ngay san xuat: 07/11/2022. Liéu ding: Nguoi
16n: Udng 2 — 3 vién/lan x 2 — 3 lan/ngay.

2.2. Pong vat thi nghiém

Chudt nht tring gidng Swiss, trong luong 18 — 22 g,
30 con do Vién Vé sinh Dich t& Trung uong cung cp. Tho
truong thanh khoe manh, ca 2 gidng (duc va cai), can ning
1,8 — 2,2 kg, 21 con do Vién kiém nghiém Thude Trung
wong cung cap.

Pong vat dugc nuoi trong phong kiém soat nhiét do tir
25°C + 3°C, d6 am twong ddi tir 30 — 70%, chu ky 12 h
sang/tdi. Pong vat duoc dn udng theo nhu ciu vai thire an
cong thire pht hop danh cho chudt va tho. Tat ca cac quy
trinh thyc hién trén dong vat déu duoc tuan theo hudng
dan vé cham soc va str dung dong vat thi nghiém cua Vién
Kiém nghiém thudc Trung wong.

2.3. Héa chit va thiét bi nghién ctru

Hoa chit: Cac b kit xac dinh cac chi s6 huyét hoc
va sinh hda (Stromtolyser va Beckman Coulter), cac hoa
chat khéc.

Thiét bi: May xét nghiém sinh hoa Beckman Coulter
AU 680 (M§), may xét nghiém huyét hoc Sysmex XS-
10001 (Nhat Bén) méy ly tam lanh Eppendorf 5804 R
(Duc) méy cit vi thé Leica (MICI'O Blosystems Trung
Qudc), kinh hién vi quang hoc gin camera két néi may
tinh Leica (Microsystem, Trung Qudc), cin ky thuat
Mettler toledo (Thuy S¥), chay cbi nghién thudc (Trung
Quéc), dung cu cho chudt va thd uéng thudc, dung cu
phau thuat dong vat.

2.4. Phuong phap nghién ciru
2.4.1. Ddnh gid dic tinh cip

Thir nghiém doc tinh cép duge tién hanh dua theo
phuong phap Behrens [2, 3]. Cu thé nhu sau:

- Chuot dugc nhin an 3 — 4 gio trude khi thir nghiém,
nude uong theo nhu cau. Kiém tra can nang trudce khi thur
nghiém. Chudt dat cac yéu cau vé can nang dugc dua vao
thur nghiém.

- Pudng dung: dudng ubng, cho chudt udng bang cach
dung bom tiém kim cong dau tu dé dua thang mau thir vao
da day chuot.

- Céach xtr Iy va chuén bi miu thir: Ding nguyén mau.

Tién hanh thir nghiém so bo trén 10 chudt xac dinh
muc lieu toi da co the cho uong (70,7 vién/kg) khong gay
chét chudt, khong gay biéu hién doc. Thir nghiém chinh
thirc dugc tién hanh trén 2 nhém (10 chudt/nhém): nhém
chimg uéng nude, nhém thir uéng mau thir véi liéu 70,7
vién/kg (licu t6i da cé thé cho uong). Liéu cho uong 0,2
mL/10 g/lan, 3 lan/ngay, mdi lan cach nhau 2 gio (twong
duong 60 mL/kg trong lugng co thé).
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Theo doi can ndng va céc biéu hién ctia chudt (hanh
vi, van dong, tinh trang an, uéng, phan, nudc tiéu...) sau
khi udng trong 24 gir dau va theo ddi hoat dong ciia chudt
trong thoi gian 7 ngay sau khi udng.

2.4.2. Ddnh gid dic tinh liéu lip lai

Thtr nghiém doc tinh lidu 1ap lai duoc tién hanh dya
theo Hudng dan thir nghiém tién 1am sang thudc Pong v,
thude tir dugce liéu va hudng dan OECD 407 ctia T6 chirc
Hop tac va Phét trién Kinh té (Organization for Economic
Cooperation and Development) [4, 5]. Cu thé nhu sau:

Tho dugc chia ngau nhién thanh 3 nhém gdm 1 nhém
chimg va 2 nhém thir, mdi nhém 7 con. Hai nhém thir 1
va thir 2 dugc cho udng mau thir véi lidu tuong tmg 1a
0,560 vién/kg tho (twong duong véi mirc lidu ngoai suy
cho nguoi 1a 0,180 vién/kg/ngay) va 1,680 vién/kg tho
(twong dwong voi mirc liéu ngoai suy cho ngudi 13 0,541
vien/kg/ngay) [6].

Mau thir: Chuan bi 2 hdn dich ¢6 nng do khac nhau.
Hon dich thir 2 (ndng d6 0,336 vién/mL): Lay 42 vién cho
vao may lam dong nhat mau, thém 60 mL nudc, xay t6i
khi nhuyén ca thudc va vo nang, thém nudc vira da 125
mL hén dich thi. Hon dich thir 1 (ndng d6 0,112 vién/
mL): Pha loang 30 mL hdn dich thir 2 v6i nude dén vira
du 90 mL.

Nhém thir 1 udng hdn dich thir 1. Nhém thir 2 udng
hén dich thir 2. Nhom ching: udng nude. Thé tich udng:
5 mL/kg tho. Cho thé ubng bang cach dung xi lanh bom
mau thir qua éng théng (sonde) duge ludn tir miéng vao
thang da day tho. Thoi gian udng lién tuc 28 ngay.

Theo ddi tho hang ngay vé& mirc d6 tiéu thu thie an, kha
nang hoat dong, tinh trang phan, 16ng. Trudc thi nghiém,

x4c dinh can ndng cua tho, cac déu hiéu toan than, 1y méau
xet nghlem danh g1a cac chi sb huyét hoc (s6 lugng hong
cau bach cau, tiéu ciu, hemoglobin, hematocrit), cac chi
s6 sinh hoa (AST, ALT, cholesterol, bilirubin, creatinin,
uré, protein toan phan, glucose). Theo ddi can ning cia
tho hang tuan. Sau 14 va 28 ngay uéng mau thir, ldy mau
tho dé 1am cac xét nghiém néu trén. So sanh két qua cua
nhom thtr va nhom chu’ng theo phuong phép thong ké.
Quan sat dai thé va vi thé mét sd t chire (gan va than) sau
khi két thtic thi nghiém.
2.4.3. Trinh bay va xir Iy 56 ligu

S6 liéu dugc trinh bay dudi dang gia tri trung binh
cong trir d6 1éch chuan (mean + SD) va dugc xir Iy thong
ké bang phép phan tich bién 1 chiéu (one-way ANOVA)
v6i hau kiém (post-hoc) Newman-Keuls test hodc dugc
xir 1y théng ké bang tric nghiém Student sir dung phan
mém Prism phién ban 9.0 (Graph Pad Software). Gia tri p
< 0,05 duoc coi la khac biét c6 ¥ nghia thong ké.
3. KET QUA NGHIEN CUU
3.1. Pjc tinh cip

Thir nghiém dgc tinh cap dugc tién hanh trén 1 mirc
lidu thir 70,7 vién/kg (muc lidu ti da c6 thé cho udng).
Két qua thuc nghiém cho thdy: Sau khi udng méu thu,
khong nhan théy ¢6 biéu hién ngd doc, khong co chudt
chét & cac nhom thir trong thoi gian theo ddi 7 ngay
(Bang 1). Chuét khoe manh, nhanh nhen, mit sang, 16ng
muot, an uéng, van dong binh thuong, ting can co y
nghia thong ké so vdi truge thir nghiém (p < 0,001).
Khong cé su khac biét vé cin ning gitta nhom thir va
nhom ching & cac thoi diém theo dbi trong thir nghiém
(p > 0,05).

Bing 1. Két qua thir dic tinh cap ciia vién nang mém Tioga Forte

Nhom Li€u llf)llg Biéu hién Ti’ lé ché't Khoi lugng co the (g)
(=10) | 1 /kg | vienkg | Patthuong (%) Trwée TN Sau TN oo
Chimg | 60 0 Khong 0 1971046 | 30,57+088 | p<0,001
19,52+0,63 | 30,69+0,76 | p<0,001
Thir 60 70,7 Khong 0
Prc™ 0,05 Prc™ 0,05

3.2. Pjc tinh liéu Lip lai
3.2.1. Két qud theo doi cén ning tho

Trong thoi gian thir nghiém, tat ca cac tho déu hoat dong binh thuong, an uéng tot, 16ng muot. Khong co6 biéu hién
bat thuong vé the trang, &n uong cling nhu van dong. Két qua theo ddi can ning dugc trinh bay ¢ Bang 2.
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Bing 2. S6 liéu cdn nang cia tho
Két qua can ning (k
Nhém qu ang (kg)
=7 Tn{’é’c thir Sau 7 Sau 14 ngay Sau 21 Sau 28 ngay P
nghi¢gm (my) | pohy (m,) (m,) ngay(m,) (m,)
Chirng (C) 2,04 +0,12 2,15+0,12 2,28 +0,10 2,35+0,09 2,49 + 0,09
RO - ..<0,001
/0 50 VGi truGe 105,7% 112,2% 115,3% 122,3% Prrse-sau
thir nghiém
Thi 1 (T1) 2,05+0,13 2,12 +£0,09 2,21 +£0,06 2,28 £0,05 2,42 +£0,04 Prrsiesan < 0,001
0 (i s > 0,05
/"tﬁﬁ IVI"LE‘;’C 103,4% 108,2% 111,4% 118,6% | Pwwde(ri0)
ghie Psaucri-c) > 0,05
Thir 2 (T2) 2,09 +£0,07 2,22+0,11 2,31+0,12 2,41+£0,12 2,48 £0,11 <0.001
ptrlx(')c—sau 4
% so0 vOi trude o o o . Piruse(ra-cy” 0,05
thir nehiém 105,9% 110,4% 115,1% 118,8%
il psau(TZ—C)> 0’05

Két qua Bang 2 cho thiy tho ting can & nhém chimg va hai nhom thit, c¢6 sur khac biét khi so sanh véi trudc thir
nghiém trong mdi nhom (p < 0,001). Trudc thir nghiém va sau thir nghiém cin ning trung binh ctia thd & cac nhom thir

khong ¢6 sy khéc biét so voi nhom chimg (p,,,,. (11-0) Va P (12.0) > 0,05), (pg,, (110 Va Py (12.0)~ 0,05).
3.2.2. Két qud theo déi cdc chi sé huyét hoc
Két qué theo ddi cac chi s6 huyét hoc dugc trinh bay & Bang 3.
Bing 3. Céc chi s6 huyét hoc ciia tho
Chisé| | , i
Nhi Hong cau Bach cau Tiéu cau Hematocrit Hemoglobin
om
(x10"/L) (x10°/L) (x 10°/L) (%) (g/dL)
(n=7)
Truwée TN 6,0+0,7 8,4+1,6 441,4+£559 39,7+4.,6 12,5+1,2
Chirng Giita TN 6,0+0,4 8,4+21 4779 +389 38,8 +2.6 12,4+0,9
Sau TN 59+0,5 92+22 4384 +52,7 37,9+22 12,9+0,8
Truwéec TN 5,9+£0,3% 8,6 +1,4% 390,4 + 65,7* 38,5+ 2,3% 12,3 +0,8%
Thir 1 Giita TN 5,7+0,3* 8,0+ 1,5*% 440,4 + 90,6* 37,0 £ 1,7* 11,8 £0,6*
Sau TN 5,9+04* 8,1+1,5% 407,7 + 85,7* 38,1 £2.4%* 12,6 £ 0,8%
Truwéec TN 6,1 £1,1* 8,1 £2,3% 470,7 £ 113,4%* 39,4 +2,5% 12,5+ 0,8*%
Thir 2 Gitta TN 5,9+£0,3* 7.4 £1,6% 445,6 £ 85,5% 39,9 +1,9% 12,7+ 0,7*
Sau TN 5,7+0,4% 8,8 +1,6% 4979 + 78,3* 39,1 £2,0* 13,0 £0,7*%

2 nhém thir (P > 0,05, P

C-T trude

C-T giira

Ghi chi: * p . > 0,05; TN: thi nghiém

Két qua Bang 3 cho thiy chi sb huyét hoc trude, giita va sau thi nghiém khong co sy khéac biét giita nhom chimg va

>0,05,P

C-T sau = O’OS)‘

3.2.3. Két qud theo di cdc chi sé sinh héa (lién quan dén chikc ning gan va thin)

Két qua theo ddi cac chi s6 sinh héa lién quan dén chirc nang gan va than dugc thé hién & Bang 4.
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Bing 4. Céc chi s6 sinh héa (lién quan dén chirc nang gan, thdn) cia tho
Chi so o . .
Nhém AST ALT tﬁ::;ﬁg; tol;rn";eﬁgn Cholesterol |  Uré Creatinin
U/L U/L mmol/L mmol/L mol/L
Truée TN | 65,4+21,0 | 77,0+ 18,8 2,1+0,8 56,2 +1,5 29+0,8 48+1,0 | 94,6 +13,3
Churn
& Giita TN 37,9+13,6 | 689+17,1 1,6 £0,2 | 58,5+3,3 24+0,6 45+1,2 | 96,9+ 12,1
Sau TN | 541+150 | 79,0+ 169 | 1,506 | 57,8+3,0 | 22+03 | 6,0£09 | 91,9+ 11,0
Truwoce TN | 53,4+ 17,7* | 86,3 £21,6% | 1,6 £0,6* | 56,7+ 1,5%| 2,4+09* | 45+12*% |94,6+11,8*
Thir 1 Gita TN | 36,3+11,3*% | 75,6 £15,8% | 1,4+0,3* |545+2,5%| 2,2+0,6% | 45+1,1* | 96,0 + 8,0*
Sau TN 56,1 £17,0% | 89,5+7,5* | 1,8+ 0,4* | 56,1 +£2,1*| 1,9+0,5% | 52+0,9*% | 85,7 +9,4*
Truwoe TN | 59,8 +17,2* | 78,3 £23,6% | 1,6 £0,3* [55,5+1,2%| 2,8+ 1,0* | 44+0,7* | 92,1 +£13,2*
Thir2 Giita TN | 48,8 £10,9*% | 77,3+ 19,6* | 1,6 £0,2* |57,7+3,5%| 24+0,8% | 5,0+0,5% | 953+ 11,4%
Sau TN | 47,3+ 14,0% | 82,5+ 18,6% | 1,2+04* | 556+2,6%| 2,1 £0,5% | 53+ 1,1% | 87,1 £ 12,3*

Ghi chii: * p 7> 0,05; TN: thir nghiém

Két qua Bang 4 cho thay chi sé sinh hoa ciia tho trude, giita va sau thi nghiém khong co su khéc biét giita nhom
chimg va 2 nhom thtt (P 1 s > 0,05, Py gitia > 0,05, Pt s> 0,05).
3.2.4. Két qua theo doi chi sé glucose trong huyét twong

Két qua theo ddi chi sé glucose trong huyét trong tho cua cic nhom thir nghiém dugc trinh bay & Bang 5.

Bing 5. Két qua theo déi chi sé glucose trong huyét twong ciia tho

Chi s6 al (mmol/L)
ucose (mmo
Nhém (n = 7) Per
Trwée TN 55+1,1 -
Chirng Giita TN 5,0+1,1 -
Sau TN 6,6+ 0,9 -
Truoc TN 6,2+ 1,0 > 0,05
Thir 1 Giita TN 5,6+1,0 > 0,05
Sau TN 6,5+0,9 > 0,05
Truoec TN 5,5+0,6 > 0,05
Thir 2 Giita TN 52+1,1 > 0,05
Sau TN 6,3+0,6 > 0,05

Ghi chu: TN: thir nghiém
Két qua Bang 5 cho thiy chi s6 glucose trong huyét twong trudc, giita va sau thi nghiém déu khong co su khac biét
gitra nhom chimg va 2 nhém thir (pe 1 s > 0,05, P p gita > 0:05, Pe 7 oy > 0,05).

3.2.5. Quan sdt dai thé

Két qua quan sat dai thé cac co quan ndi tang clia tat ca cac tho thir nghiém cho thay: Khong c6 biéu hién bat thudng
ve hinh dang bén ngoai, mau sac cua cac to chiic tim, gan, than, phoi, da day, rudt cua cac thd nhom thir so véi nhom
chiing sau thi nghiém (Bang 6).
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Bing 6. Hinh anh mé quan sat dai thé

Nhom Chung Nhém thur 1 Nhom thu 2

3.2.6. Quan sdt vi thé

Két qua quan sat vi thé cho thiy cac tho thir nghiém déu c6 gan va than khong bi ton thuong, hinh anh ciu tric trong
gi6i han binh thudng. Khong cé céac tridu chimg bat thuong lién quan dén mau thir. Cu thé: Trén cic manh cat ciia md
gan cho thay c4u tric gan khong bi d4o 19n, nhan rd cac tiéu thity véi tinh mach trung tam va cac khoang cira. Tai cac
khoang cira khong thay tang sinh xo, khong thiy ting sinh ng mat va ciing khong thay xam nhap viém. Cac té bao gan
¢6 hinh thai binh thuong, khong thiy hoai tir té bao gan (Bang 7 va Bang 8). Trén cac manh cat tir mo than cho thiy cac
cau than, dng than co hinh thai binh thudng. Trong cac cAu than nhan 16 khoang Bowman, khong thay ting sinh té bao
cudn mao mach cu than, mang day cudn mao mach cAu than khong dé"ly. Cac 6ng than c6 cdu tric, hinh thai trong gidi
han binh thudng, mé dém khong thay xam nhap viém, khong xo hoa. Cac té bao 6ng than khong ling dong glycogen,
khong thoai hoa, khong hoai tir (Bang 7 va Bang 8).

Bing 7. Hinh anh gidi phau mé bénh hoc gan va than (Hinh danh nhuém HE, P phong dai 400 lan)

STT | Nhém Hinh dnh mé gan Hinh dnh mé thian

1 Chung

Thur 1
2 (licu

thap)
3 Thir 2

(licu cao)
Mo gan binh thuong, khong thay ton thuong | M6 than binh thuong, khong thay ton thuong
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Bing 8. Hinh anh gidi phau mé bénh hoc gan va than (Hinh anh nhuém PAS, P phéng dai 400 lan)

STT | Nhom Hinh dnh mé gan Hinh dnh mé thin

1 Chimg

Thir 1
2 (liéu

thép)
3 Thir 2

(licu cao)
Mo gan binh thudng, khong thay ton thuong | M6 than binh thudng, khong thiy ton thuong

Trong cong thirc bao ché cua vién nang mém Tioga Forte c6 Thuong nhi tir 1a duoc li¢u c6 doc, cac dugc liu khac
déu it hodc khong doc [7]. Do d6 viée danh gia tinh an toan ciia san pham trén thuc nghiém 1a can thiét va phi hop. Cac
két qua doc tinh thu duoc trong nghién ciru nay phu hop véi dir liéu khoa hoc di cong b vé doc tinh cua cac dugc lidu
¢6 trong ché pham nhu Atiso, Kim ngén hoa, Sai dit va Ha kho thao 1a rat thdp [7]. M6t s6 nghién ciru thuc nghiém
ciing cho thiy Atiso, Kim ngén hoa va Sai dat la nhimg duoc liéu it doc. Cao long Atiso dung lién tuc trong 28 ngay
v6i cac mue liéu 0,2 va 1,0 g/kg/ngay khong gay anh hudong dén thé trang, chi s6 huyét hoc, sinh hoa, ciu tric gan than
ctia chudt [8]. Dich chiét ethanol ctia Kim ngan hoa véi liéu 5000 mg/kg khong gy doc tinh cap va vai liéu 1000 mg/
kg khong gay doc tinh ban cép sau 14 ngay theo ddi trén chudt [9]. Sai dat ciing 1a mot dugc ligu it doc, cac dich chiét
Sai fiét ¢6 LDy, 16n hon 2000 mg/kg [10]. sztc du Thuorng‘nhi tula ’duqc’ liéu c6 doc tuy nhién khi phdi Yéo céng‘thl'rc
thude Tioga forte, dgc tinh da dugc giam thiéu véi muc liéu cho udng toi da 70,7 vién/kg chudt (cao gap 31,9 lan so
v6i lidu ding t6i da trén nguoi) khong gy biéu hién ngd doc cép. Két qua thir nghiém doc tinh ban truong dién trong
28 ngay véi liéu twong duong va lidu gap 3 lan lidu dung trén nguoi ciing cho thiy thube khong gay tac dong c6 hai
trén dong vat thi nghiém.

4. KET LUAN

Tir cac két qua thuc nghiém c6 thé thiy vién nang mém Tioga Forte ctia cng ty c6 phan duoc pham Trudng Tho
khong gay biéu hién doc tinh cap trén chudt nhét tréng khi da dung t6i mirc lidu t6i da c6 thé cho udng (70,7 vién /kg
chuot tuong tmg véi lidu 287 vién/ngudi/ngay, cao gap 31,9 lan so véi heu ding t6i da 9 Vlen/nguol/ngay) Vién nang
mém Tioga Forte ciing khong anh huong ¢6 hai dén thé trang, cac ch1 s6 sinh hoa, cac chi sé huyét hoc, mé hoc gan

va than cta tho khi ding v6i mic liéu twong duong va mirc liéu gép ba 1an lidu dung i da trén nguoi lién tuc trong
28 ngay.
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