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Abstract: Ich tri Hadiphar capsules used for dementia treatment were evaluated for acute and
repeated dose toxicities in mice and rabbits, respectively. The acute toxicity results indicated that
LDsp of Ich tri Hadiphar capsules in mice according to the method of Behrens is greater than 30 g/kg
body weight. In the repeated dose toxicity study, rabbits were administrated Ich tri Hadiphar with
doses of 186.5 and 560.0 mg/kg/day for 28 days (equivalent to the dose used on humans and the
dose of 3 times more than one used on humans). Blood samples were taken on day 0, day 14, and
day 28 of the experiment for hematological and biochemical analysis. Liver and kidney samples
were taken on day 28 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 animals. Furthermore, no histopathological changes in the liver and
kidney of rabbits treated with Ich tri Hadiphar capsules were observed.
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Panh gia doc tinh cap va doc tinh liéu lap lai 28 ngay
cta vién nang Ich tri Hadiphar

Nguyén Thi Lién”, Nguyén Thj Hang?

Vién Kiém nghiém thuoc Trung wong, 48 Hai Ba Trung, Ha Néi, Viét Nam

Nhan ngay 10 thang 5 ndm 2022
Chinh stra ngay 27 thang 6 nam 2022; Chap nhan dang ngay 10 thang 3 nam 2023

Tém tit: Vién nang ich tri Hadiphar duoc danh gia doc tinh cap va doc tinh lidu lap lai trén chuot
nhét tring va tho. Két qua doc tinh cip dudng udng theo phuong phéap ciia Behrens cho thiy LDso
cua Ich tri Hadiphar 16n hon 30 g/kg. Trong thir nghiém ddc tinh lidu lap lai, tho duoc uéng ich tri
Hadiphar véi heu 186,5 va 560,0 mg/kg/ngay trong 28 ngay (twong duong voi lidu dung t6i da trén
nguoi va heu gap 3 1an lidu dung trén nguoi). Mau mau dugce 1y vao ngay 0, 14 va 28 dé kiém tra
céc chi sd sinh hoa va huyét hoc. Mau gan va than dugc lay vao ngay 28 dé lam mo bénh hoc. Két
qué thir nghiém doc tinh liéu 1ap lai cho thay ich tri Hadiphar khong gay anh hudng co ¥ nghia thong
ké dén chi sb sinh hoa, huyét hoc ciing nhu mo6 bénh hoc gan va than cua thé.

Tir khéa: Doc tinh cip, doc tinh lidu lap lai, Ich tri Hadiphar.

1. Mé& dau

Sa sut tri tu¢ 1a mot hoi chung suy gidm tri
nhd, suy nghi, hanh vi va kha nang thuc hién céac
hoat dong hang ngay. Ching sa st tri tu¢ khong
chi tac dong xau dén thé chat, tm 1y va kinh té
ctia ngudi bénh ma con ca voi nguoi cham soc
ho. Vi vay viéc nghién ctru bao ché san pham ho
trg diéu tri chung sa sit tri tu¢ tré nén rat can
thiét cho cong ddng. Vién nang ich tri Hadiphar
dugc phat trién dya trén bai thube co truyén tu
vat thang, bao gorn. thuc dia, duong quy, bach
thuoc, xuyén khung 1 bai thube duoc st dung tir
lau dé b6 huyét, hoat huyét,... két hop gia giam
thém mot sé duoc lidu quy nhu: dia long, vién
chi, thong dat, thanh nganh,... San phém su dung
cho ngudi bi suy gidm tri nhd, than kinh cang
thing, kém tap trung, nguoi bi thiéu nang tudn
hoan ndo. Nham dam bao tinh an toan cta san
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pham trudc khi st dung trén nguoi, ching toi
tién hanh danh gia doc tinh cép va doc tinh liéu
13p lai cta san phadm pham vién fch tri Hadiphar
trén dong vat thi nghiém.

2. P6i twong va phwong phap nghién ciu
2.1. Péi twong nghién citu

Vién nang Ich tri Hadiphar do Cong ty C
ph?m Duoc Ha Tinh san xuit dat tiéu chuan co
s0. Thanh phan 1 vién nang 500 mg bao gom:
xuyén khung 55,2 mg, duong quy 88,2 mg, bach
thugc 69,0 mg, dia long 103,5 mg, dan sam 82,8
mg, thong dat 82,8 mg, vién chi 69,0 mg, cau
déng 55,2 mg, trinh ni&r 8 mg, thanh nganh 55,2
mg, ta dugc vira du. Liéu t6i da du kién dung
trén nguoi la 6 vién/nguodi/ngay.
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2.2. Thiét bi, dung cu, hoa chat

May xét nghi€m sinh hoa (Beckman Coulter
AU 680, My);

May xét nghiém huyét hoc (Sysmex XS-
10001, Nhat Ban);

May li tam lanh (Eppendorf 5804 R, Birc);

May cit vi thé Microm HM315, buc;

Kinh hién vi quang hoc gin camera két ndi
may tinh (Nikon, Nhéat Ban);

Kim cong cho udng;

Xy lanh, ging cao su, coc thuy tinh, chay
cdi st

Bo kit dinh lwong cac chi s6 huyét hoc va
sinh hoa (cuia Stromatolyser va Beckman
Coulter);

Cac hoa chét khac.

2.3. DBong vt thi nghiém

Chuot nhit tring giéng Swiss (duc va cai)
khoe manh, khoang 5 - 6 tudn tudi, trong luong
18-22 g do Vién V¢ sinh Dich té Trung wong cung
cap. Tho tring New Zealand (dyc va cai) truong
thanh khoe manh, khoang 12 tuan tudi, cin ning
1,8-2,2 kg do Vién Kiém nghiém thubc Trung
wong cung cap.

Pong vat duoc nudi trong phong kiém soat
nhiét do tir 25 °C + 3 °C, d6 am twong dbi tir
30-70 %, chu ky 12 h sang/tbi. Pong vat duoc dn
ubng theo nhu cau véi thirc an cong thirc phit hop
danh cho chudt va tho. Tt ca cac qui trinh thuc
hién trén dong vat déu duoc tuan theo huéng dan
vé chim soc va st dung dong vat thi nghi€ém cta
Vién Kiém nghiém thudc Trung uong.

2.4. Phwrong phap nghién ciru

2.4.1. Pdnh gia djc tinh cdp theo phwong
phdp ciia Behrens [1-3]

Chudt duoc nhin an 3-4 gio trude khi th
nghiém, nudc udng theo nhu cau.

Puong dung thudc: duong udng, cho chudt
udng bang cach dung bom tiém kim cong dau tu
dé dua thang thudc vao da day chuot.

Céach xtr 1y va chuén bi miu thi: ldy bot
thudc trong nang, nghién k¥, tron déu voi nudc

dé thu dwoc hdn dich thir co chua 0,5 g miu
thi/ml (hon dich thr).

Chia chudt nhit tring thanh cac 16, mdi 16 10
con. Tién hanh thur nghiém so bd xac dinh muc
do doc cia mau. Thu nghiém chinh thtrc dugc
tién hanh trén 6 nhom chudt: 1 nhom chimg va 5
nhom thir voi v6i 5 mue lidu: 10 g miu thivkg
chudt (mirc lidu 1), 15 g mau thir/kg chudt (muc
lidu 2), 20 g mau thir/kg chudt (mirc liéu 3), 25 g
méu thir/kg chudt (mirc liéu 4), 30 g mau thirkg
chudt (murc liéu 5) (muc licu 5 - lidu t6i da c6 thé
cho udng).Theo dbi biéu hién cta chudt (vé thé
trang, hanh vi, van dong, tinh trang an, uéng,
phan, nudc tiéu,...) sau khi ubng trong 24 gid
dau va theo ddi hoat ddng cia chudt trong thoi
gian 7 ngay sau khi udng.

2.4.2. Panh gia déc tinh liéu Idp lai [2, 4, 5]

Nghién ctru doc tinh liéu 1ap lai duogc tién
hanh trén 3 nhém tho gdm 1 nhém ching va 2
nhom thir, mdi nhém 7 con. Hai nhém thir duge
cho uéng mau thir véi lidu 560,0 mg/kg tho (5 ml
hon dich A/kg thd) va 186,5 mg/kg tho (5 ml hon
dich B/kg tho). Nhom ching: uéng nude. Cho
tho udng bang cach dung xi lanh bom thudc qua
dng thong (sonde) duoc ludn tir miéng vao thing
da day tho. Thoi gian ubng lién tuc 28 ngay.

Mau thr: chuén bi 2 hdn dich co néng do
khac nhau. Hon dich A (ndng d6 112,0 mg/ml):
Lay bot thudc trong 28 nang, nghién k¥, tron déu
v6i nude vira di 125 ml (hdn dich A). Hon dich
B (ndng d6 37,3 mg/ml): pha lodng 40 ml hdn
dich A véi nuée vira di 120 ml (hon dich B).

Theo ddi thé hang ngay vé mirc do tiéu thy
thirc an, kha ning hoat dong, tinh trang phan,
16ng. Trudc thi nghiém, xac dinh can ning cua
tho, cac dau hiéu toan than, 1dy méau xét nghiém
danh gia cac chi s huyét hoc (s6 luong hong
cAu, bach cau, tiéu cu, hemoglobin, hematocrit),
cac chi s6 sinh hoa (AST, ALT, cholesterol,
bilirubin, creatinin, urea, protein toan phan).
Theo d&i can ning cia tho hang tudn. Sau 14 va
28 ngay udng thudc, iy mau tho dé lam cac xét
nghiém néu trén. So sanh két qua ctia nhom thir
va nhom ching theo phuong phap thong ke.
Quan sat dai thé va vi thé mot sb t6 chirc (gan va
than) sau khi két thuc thi nghiém.
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2.4.3. Trinh bay va xi Iy 56 liéu

S6 liéu dugc trinh bay dudi dang gia tri trung
binh cong trir d6 1éch chuin (mean + SD) va
duge xir 1y théng ké bang phép phan tich bién 1
chiéu (one-way ANOVA) v6i hau kiém (post-
hoc) Newman-Keuls test hodc dugc xir Iy thong
ké bang tric nghiém Student str dung phan mém
Prism phién ban 8.0 (Graph Pad Software). Gia
trj p < 0,05 dugc coi 1a ¢6 ¥ nghia thong ké.

2.5. Pia diém nghién citu

Nghiép curu duoc thup hién tai khoa Dugc ly
- Vién Kiém nghiém thuoc Trung vong.

3. Két qua nghién ciru
3.1. Béc tinh cap

Thir nghiém ddc tinh cap duoc tién hanh trén
5 mure liéu thu. Két qua thyc nghiém dugc thé
hién & Bang 1.

Sau thi nghi€ém chudt & cac nhom thu déu
tang can, khoi luong chudt & mdi nhom co su
khac biét co ¥ nghia thong ké so véi trude thir
nghiém (p < 0,05, Bang 2). Khong c6 sy khac
biét vé cin ning giita nhom thir va nhom ching
& cac thoi diém theo ddi trong thir nghiém.

Bang 1. Két qua quan sat biéu hién chudt trong thir nghiém doc tinh cap vién ich tri Hadiphar

Nhom S0 Liéu mAu thir Két qua
chuot
Chirng 10 - Chuot in udng, hoat dong binh thuong.
Thir 1 10 10 g/kg Khong c6 biéu hién ngd doc, chudt an udng hoat dong binh thuong.
Thu 2 10 15 g/kg Sau khi udng hdn dich thir khodng 2 gid, tit c chudt ¢6 biéu hién toan
Tht 3 10 20 g/kg than va mo hoi, giam hoat dong, mot s6 chudt nam mét;
Tht 4 10 25 g/kg Sau 24 gio' chudt an uong va hoat dong binh thuong tro lai.
Sau khi uéng hdn dich thir khoang 2 gio, tat ca chudt c6 biéu hién toan
than vd mo hoi, giém hoat dong, nam mét; ) i
C6 2 chudt bi chét trong khoang 6-24 gio sau khi uong mau the, m6
Thir 5 10 30 g/kg quan sat dai thé nhan thay cac to chirc tim, gan, lach, than, phoi binh
th}rémg nhung da da:ly va rudt phinh to;
S6 chudt khong chét bat dau dn uong, hoat dong binh thudng sau 48 gid
udng mau thtr.
Béng 2.Khdi lugng chudt trong thir nghiém doc tinh cap vién ich tri Hadiphar
. Khéi lwong chudt (g)
Nhom | SO | Lidu miu thi s P
chuot . 2 Sau udng thuoe trude-sau
; Trudc uong thude 9
7 ngay
Chung 10 - 19,59 + 0,63 29,57 + 1,07 p<0,001
Thir 1 10 10 g/kg 19,25+ 0,83 29,35+ 1,43 p< 0,001
Thir 2 10 15 g/kg 19,19+ 0,92 28,40+ 1,51 p<0,001
Thu 3 10 20 g/kg 19,71 £ 0,67 28,02 + 2,34 p< 0,001
Thir 4 10 25 g/kg 19,84 £ 0,63 28,55+ 1,47 p< 0,001
Thu 5 10 30 g/kg 20,14 + 0,69 28,11 + 3,06 p<0,001
Panova > 0,05 > 0,05
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sang, 1ong muot, phan kho. Khong cé biéu hién
bat thuong vé thé trang, dn udng ciing nhu van
dong. Két qua theo dbi can ning dugc trinh bay
0 Bang 3.

3.2. Déc tinh liéu lap lai

3.2.1. Két qud theo déi cdn ndng tho

Trong thoi gian thir nghiém, tat ca cac tho
déu hoat dong binh thuong, an udng tot, mat

Béng 3. S6 liéu can ning ciia tho

Nhom Khoi lugng tho (kg)
(n=7) Trudéc TN Ngay 7 Ngay 14 Ngay 21 Ngay 28 P
Chimg 1,02+0,08 | 204007 | 219+006 | 2,34+ 0,06 | 2.42+0,09
0 50 v6i trute thiy 106,3% 113,9% 122,0% 126,30 | Pusesu< 0,001
nghiém ! ! ! !
Thir 1
. 1,88+0,07 | 1,08+0,18 | 210+022 | 224+027 | 2,39+0,.24
(heu 186,5 mg/kg) pt sesan < 0.001
0 ;. I3 B TuoocC- ]
70 50 v6i trute thiy 105,3% 111,2% 118,9% 126,8%
nghiém
Thir 2
. 1,80+0,06 | 1,09+0,15 | 208+017 | 223+0,22 | 2,35+0.25
(liéu 560,0 mg/kg) Diugesau < 0,001
0 ;. I3 B ruoc- ]
% s0 Ivlg;lg‘rfc thi 105,7% 110,3% 118,2% 124.2%
DANOVA >0,05 > 0,05 >0.05 >0.05 >0.05

Ghi chu: TN la thtr nghiém.

Két qua Bang 3 cho thiy tho ting cin & nhém
ching va hai nhéom thir, c6 sy khac biét khi so
sanh véi trudc thir nghiém trong mdi nhom
(p < 0,05). Trudc thir nghiém, trong thir nghiém
va sau thir nghiém can nang trung binh cia tho ¢

cac nhom thur khong co6 sy khac biét so véi nhém
chung (p > 0,05).

3.2.2. Két qud theo déi cdc chi s6 huyét hoc

Két qua theo ddi cac chi s6 huyét hoc dugc
trinh bay ¢ Bang 4.

Béng 4. Cac chi s huyét hoc cua tho

Nhoém (n=7) Chim Thu 1 (liéu 186,5 | Thur 2 (lieu 560,0
Chi s6 e mg/kg) mg/kg) Panova
Héng chu Trudc TN 56+05 56+0,2 5604 > 0,05
(x10%/ lit) Sau 14 ngay 57%0,3 55%0,.2 56+0,2 > 0,05
Sau 28 ngay 6,0+0,3 58+0,3 59+04 > 0,05
Bach ciu Trudc TN 56+05 56+0,2 5604 > 0,05
(x'log/ lit Sau 14 ngay 77+14 7,1+£0,9 6,7+0,4 > 0,05
Sau 28 ngay 6,5+2,0 75+2,1 8,1+0,9 > 0,05
Tiéu chu Trudc TN 426,4 + 93,6 342,4 £ 80,0 400,9 +134,1 > 0,05
(x 10% lit) Sau 14 ngay 451,4 £59,2 438,0 £ 116,3 3944+ 77,3 > 0,05
Sau 28 ngay 470,7 £ 107,8 457,7 £ 116,2 545,1 + 94,5 > 0,05
Hematocrit Trudc TN 113+£10 11,3+1,0 11,3+0,7 > 0,05
(%) Sau 14 ngay 39,9+0,8 386+21 38,9+15 > 0,05
Sau 28 ngay 413+15 411+13 39,7+1,7 > 0,05
Hemoglobin Trudc TN 11,3+1,0 11,3+1,0 11,3+0,7 > 0,05
(g/dl) Sau 14 nngly 121+0,3 11,9+0,5 119+04 > 0,05
Sau 28 ngay 128+0,4 129+0,7 12,3+0,5 > 0,05

Ghi chu: TN Ia thir nghié¢m.
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3.2.3. Két qua theo doi cdc chi sé sinh héa

Két qua Bang 4 cho thay chi s6 huyét hoc L
(lién quan dén chirc nang gan va than)

trudc, gitra va sau thi nghiém khong c6 su khac
biét gitta nhom chimg va 2 nhom thir (p > 0,05). Két qua theo ddi cc chi sé sinh héa lién quan
deén chirc ndng gan va than dugc thé hién ¢ Bang 5.

Béng 5. Cac chi sb sinh hoa (lién quan dén chirc nang gan, than) cia tho

Nhém (n =7) i Thir 1 (lidu 186,5 | Thir 2 (lidu 560,0

Chiso ung mg/kg) mg/kg) Panova

AST Trude TN 72,3+£22,1 63,4 £ 29,0 62,0+ 16,9 > 0,05
(Ullit) Sau 14 ng§y 545+155 56,9 £ 24,6 66,3+ 8,6 > 0,05
Sau 28 ngay 40,5+17,2 50,3+17,8 425+15/4 > 0,05

ALT Trude TN 91,4+16,5 79,4 £23,1 90,2+7,4 > 0,05
(Ullit) Sau 14 ngrfly 85,8+ 10,9 795+145 97,3+159 > 0,05
Sau 28 ngay 78,7+£21,1 81,9+185 92,3+19,1 > 0,05

Bilirubin toan Trude TN 15+£0,2 15+£0,3 1,7+£0,3 > 0,05
phﬁn Sau 14 ngay 15+£0,7 2009 2009 > 0,05
(umol/lit) Sau 28 ngay 15+£0,2 1,4+0,2 15+0,2 > 0,05
Protein toan Truéc TN 54,3+£49 52,1+3.1 54,3+5/1 > 0,05
phﬁn Sau 14 ngay 56,2 £ 3,0 54,3+£20 56,3+2,8 > 0,05
(g/lit) Sau 28 ngay 55,6 £25 55,3+£29 56,5+4,2 > 0,05
Cholesterol Trude TN 2005 1,8+04 2205 > 0,05
(mmol/l) Sau 14 ngrfly 26x05 2608 2705 > 0,05
Sau 28 ngay 16+0,6 21+10 1,8+0,7 > 0,05

Urea Trude TN 48+04 46+0,8 49+0,9 > 0,05
(mmol/lit) Sau 14 ng{fly 47+05 42+05 41+0,7 > 0,05
Sau 28 ngay 6,2+0,8 53+0,9 59+1,3 > 0,05

Creatinin Trudce TN 82,8 +6,2 82,5+8,0 85,7 £10,5 > 0,05
(umol/lit) Sau 14 ng{fly 101,5+111 92,9+12,6 100,8 + 16,6 > 0,05
Sau 28 ngay 96,9+ 11,6 91,3+£119 101,8 + 14,3 > 0,05

Ghi chu: TN 1a thtr nghiém.

Két qua Bang 5 cho thay chi s sinh hoa ciia
tho trudc, gitta va sau thi nghiém khong c6 sy
khac biét gitta nhom chiing va 2 nhém thi

3.2.4. Két qua theo déi chi sé glusose trong

huyét twong

Két qua theo ddi chi sb glucose trong huyét

(p>0,05). , :
tuong tho cua cac nhém thir nghiém dugc trinh
bay ¢ Bang 6.
Bang 6. Két qua theo dbi chi s6 glucose trong huyét twrong cua tho
Nhém (n = 7) Chimg Thir 1 (lidu Thir 2 (lidu DAvova
186,5 mg/kg) 560,0 mg/kg)
Chi s
Glucose Trudc TN 78+10 7,2+10 7,6+0,7 > 0,05
(mmol/lit) Sau 14 ngay 6,9+04 6,5+0,6 7,1+0,3 > 0,05
Sau 28 ngay 71+10 6,6 +15 75+0,8 > 0,05

Ghi chu: TN Ia thir nghié¢m.
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Két qua Béang 6 cho thy chi s glucose trong khong c6 su khac biét gitra nhém chimg va 2
huyét twong trudc, gitra va sau thi nghiém deéu nhom thir (p > 0,05).

Bang 7. Hinh anh vi thé gan va than
(Hinh anh nhu¢m HE, B$ phong dai 400 lan)

STT | Nhom Hinh anh m6 gan Hinh anh mé than
1 Chung
&9 » ot v -' ;,
.4 ’f.( ) !, . - v ,,,_"-
M5 gan binh thudng, khong thdy Mo than binP thuong, khong thay
tén thuong. ton thuong.
Thu 1
(liéu
2 186,5
mg/kg)
3 Ny ) o
y 3 % ” R A AT XA
M6 gan binh thuong, khong thiy Mo than binh thuong, khong thiy
ton thuong. ton thuong.
I e
Thu 2
(lieu
3 560,0
g/kg)
Mb gan binh thuong, khong thiy M than binh thuong, khong thy
ton thuong. ton thuong.
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Béng 8. Hinh dnh vi thé gan va than
(Hinh anh nhu¢m PAS, B¢ phong dai 400 lan)

TT Nhém Hinh anh m6 gan Hinh dnh m6 than
1 Chiing
thay ton thuong.
, W All"ir’v(:wo r
4 Y.
Thur 1
(licu
2 186,5 J
mg/kg) ; 4 ST 4 Yy A
g Y N e S 520NV
Mo gan binh thuong, khong thiy M thén binh thuong, khong thiy
ton thuong. ton thuong.
Thur 2
3 (liéu .
560,0 Yook -
mg/kg)
Mb gan binh thuong, khong thiy M than binh thuong, khong thiy
ton thuong. ton thuong.
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3.2.5. Két qud quan sdt dai thé

Két qua quan sat dai thé cac co quan ndi tang
clia tit ca cac tho thir nghiém cho thay: khdng c6
biéu hién khac thuong vé hinh dang bén ngoai,
mau sic cua cac to chuc tim, gan, than, phéi, da
day, rudt cua cac thdo nhom thir so véi nhom
chung sau thi nghiém.

3.2.6. Két quad quan sdt vi thé

Két qua quan sat vi thé cho thay cac tho thur
nghiém déu c6 gan va than khong bi t6n thuong,
hinh énh cdu tricc trong gioi han binh thuong.
Khéng co cac triéu chung bat thuong lién quan
dén mau thu. Cu thé: trén cac manh cat ciia mo
gan cho thiy ciu truc gan khong bi dao 16n, nhan
1d céc tiéu thily voi tinh mach trung tim va céac
khoang ctra. Tai cac khoang ctra khong thiy ting
sinh x0, khong thdy ting sinh 6ng mat va cting
khong thay xam nhap viém. Cac té bao gan co
hinh thai binh thuong, khong thay hoai tur té bao
gan (Bang 7 Va 8). Trén cac manh cét tir mo than
cho thay céc cau than, ong than c6 hinh thai binh
thuong. Trong cac cau thdn nhan ro khoang
Bowman, khong thiy ting sinh té bao cuén mao
mach cau than, mang day cudén mao mach cau
than khong day. Cac 6ng than c6 ciu tric, hinh
thai trong gidi han binh thudng, moé dém khong
thiy xam nhap viém, khong xo hoa. Cac té bao
dng than khong ling dong glycogen, khong thoai
hoa, khong hoai tir (Bang 7 va 8).

4. Két luan

Két qua thu duoc trong nghién ctru nay cho
thdy mau thir vién nang Ich tri Hadiphar cua
Cong ty Co phan Dugc Ha Tinh c6 lidu khong
gy doc tinh quan sat dugc 1a 10 g mau thir/kg
chudt (20 vién méu thirkg chudt), lidu c6 biéu
hién doc nhung khéng giy chét dong vat thi
nghiém ttr 15,0-25,0 g mau thivkg chudt (30-50
vién mau thirkg chudt); liéu gay chét 50 % dong
vat thi nghiém (LDso) 16n hon 30,0 g mau thir/kg
chudt (60 vién mau thir/kg chuot). Biéu hién doc
quan sat duoc 1 chudt va md hoi toan than, giam

hoat dong, nam mét va chét 20 % & muic licu toi
da co thé cho udng (30,0 g mau thirkg). Theo
phan loai doc tinh cia GHS [6], mau thir vién
nang lch tri Hadiphar c6 doc tinh thap dudi
nguong phan loai.

Khi cho thé ubng mau thir voi 2 mirc lidu 1a
186,5 mg mau thirkg thé/ngay (twong ung véi
mirc lidu t6i da diung cho nguoi 1la 6
vién/nguoi/ngdy) va muc liu 560,0 mg mau
thir/kg tho/ngay (cao gp 3 1an so voi lidu tdi da
dung cho nguoi), trong 28 ngay khong nhan thay
¢6 anh hudng c6 ¥ nghia dén thé trang, cac chi
s6 sinh hoa, cac chi s6 huyét hoc, cu trac dai thé
cac co quan ndi tang (tim, gan, than, phéi va hé
tiéu hoa) va vi thé gan, than cua tho.

Céc két qua thuc nghiém ban dau cho thiy
vién nang ich tri Hadiphar c6 doc tinh cp thap
trén chudt nhit trang va khong anh huong c6 hai
v6i tho khi dung thude lién tuc trong 28 ngay.
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