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Abstract: An than Ba Giang capsules were evaluated for acute and repeated — dose toxicities in mice and
rabbits, respectively. The acute toxicity results indicated that LD, of An than Ba Giang in mice according to
the method of Behrens is greater than 66 capsules/kg body weight. In the repeated — dose toxicity study, rabbits
were administrated An than Ba Giang with the doses of 0.496 and 1.488 capsule/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 An than Ba Giang were observed.
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Tom tit: Vién nang An than Ba szng da dwoc danh gid doc tinh cap tinh va doc tinh liéu lap lai twong
img trén chudt va the. Két qua dgc tinh cdp tinh cho thdy LD, cua vién nang An than Ba Gidng & chugt theo
phuwong phép ciia Behrens I6n hon 66 vién/kg thé trong. Trong nghién ciru doc tinh liéu Idp lai, tho dwoc uong
vién nang An than Ba Gidng voi liéu 0,496 va 1,488 vzen/kg trong 28 ngay (twong dwong liéu ding cho ngum
va liéu gdp 3 lan liéu dimg cho ngum) Mau mdu dirge lay vao ngay 0, ngay 14 va ngay 28 cua thi nghzem d‘e
xét nghiém huyét hoc, sinh héa. Mdu gan va thdn dwoc ldy vao ngay 29 dé danh gié mé bénh hoc. Két qua vé
doc tinh liéu Idp lai cho thdy khéng cé sw khdc biét dang ké vé cac chi sé sinh héa va huyét hoc gitka nhém cdc
nhém thir va nhém chiing. Hon nita, khong quan sat thdy ton thwong mé bénh hoc & gan va than ciia thé uong
vién nang An than Ba Giang.

Tir khéa: djc tinh cdp tinh, doc tinh liéu Igp lai 28 ngay, vién nang An than Ba Giang
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1. PAT VAN PE

Duéi ap luc cta nhip sdng nhanh cuia cudc sdng hién
dai cung cac mbi quan h¢ gia dinh, xa hdi phtc tap, con
ngudi dé ton thuong sinh ra cam giac lo lang, bat an,
dan dén cac rdi loan vé tinh than va gidc ngi. Theo bao
cdo cua cac chuyén gia tai Hoi nghi khoa hoc thuong
nién 1an thtt V do Hoi Y hoc giéc ngu Viét Nam voi
chu @& “Gidc ngu vi siic khoe cong ddng”, Viét Nam
hién nay c¢6 hon 10 triéu nguoi gip phai cac van dé vé
gidc ngu. Nhing rdi loan ndy bao gdm: tir cac ching
mat ngu théng thuong, khé di vao gidc, thire gidc nhiéu
lan trong dém, cho téi chimg bénh nguy hiém nhu hoi
chimg ngung thd tic nghén khi ngu [1]. Hién trang, s6
ca mic bénh 1y rdi loan gidc ngii & Viét Nam ciing nhu
trén thé gii dang gia ting & cac Itra tudi khac nhau [1].
Tai Viét Nam, udc tinh c6 khoang 20% tré em, 15 —20%
thanh thiéu nién, 15 — 20% ngudi truong thanh va 30
— 40% nguoi gia méc rdi loan gidc ngn. Trén thé gidi,
khoang 20 — 30% tré em, 20% thanh thiéu nién, 10 —
30% ngudi truong thanh va 50% nguoi gia gip cic van
dé vé gidc ngu [1]. Réi loan gidc ngn gy ra rat nhidu tac
hai dén strc khoé lam suy nhugc co thé nghiém trong,
lam giam tri nhé, kém tap trung, lam suy giam hé mién
dich, gay ra céc tinh trang trim cam, lo 4u anh hudng
dén chat lugng cudc séng cua nguoi bénh. Cac nghién
clru gan dy con chi ra mat nga thuong di kém véi cac
bénh man tinh nhu dai thao duodng, r6i loan lipid mau
va tang huyét ap [2]. Thém vao d6, viéc thiéu nga kéo
dai lam tang tinh hung han & tré vi thanh nién [3], gay
mat tinh tdo va tdp trung vao ban ngiy lam ting nguy
co tai nan giao thong va lao dong [4]. Chinh vi thé khi
bi r6i loan gidc ngi can phai dugc diéu tri bang cac giai
phép khic nhau dé tranh gay ra cac hé luy khong tot
cho co thé. Trong cac giai phap diéu tri rbi loan gidc
ngu thi thudc an than van 1a gidi phap quan trong nham
gilip nguoi bénh giam bot cam giac lo lang, thic day su
thu gidn, dwa nguoi bénh vé gidc ngii binh thuong. Trén
thi truong hién nay c6 kha nhiéu cac san pham an than,
trong d6 cac san pham c6 ngudn gdc thao duge hay cac
san phém thube ¢b truyén duogc uvu tién lua chon hon
cac san pham tan dugc do it tac dung phu hon. Vién
nang An than Ba Gidng véi thanh phan 13 cac duoc lidu
¢6 tac dung an than dugc bao ché theo cong thirc cua
bai thudc gia truyén nhiéu thé hé. Bai thudc di dugc st
dung hiéu qua dé diéu tri mat ngu cho cac bénh nhan
tai dia phuong. Tuy nhién hién tai van chua cé dir liéu
nghién ctru vé tinh an toan cta san phim vién nang An
thin Ba Gidng. Vi vy nghién ctru duoc thuc hién nhim
cung cip dir liéu v& tinh an toan cia san pham.
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2. NGUYEN VAT LIEU VA PHUONG PHAP
NGHIEN CUU
2.1. Pbi twgng nghién ciru

Vién nang An than Ba Giang do Cong ty C6 phan Duoc
pham Ba Gidng san xuat dat tiéu chuan co s¢. Thanh phan
1 vién nang bao gdm Téo nhan: 100 mg, Lac tién: 60 mg,
Hat sen: 60 mg, Long nhin: 60 mg, Y di: 40 mg, Pinh
lang: 40 mg, Tam that: 40 mg, Cam thdo: 32 mg, ta dugc
vira di 1 vién. Lidu dung: Nguoi 16n va tré em trén 12
tudi: Udng 3 — 4 vién/lan x 2 lan/ngay.

2.2. Pong vat thi nghiém

Chudt nhit tring giéng Swiss, trong luong 18 — 20 g,
30 con do Vién Vé sinh Dich t& Trung uvong cung cp. Tho
trudng thanh khoe manh, ca 2 gidng (duc va cai), can niang
1,8 — 2,0 kg, 21 con do Vién Kiém nghiém thude Trung
wong cung cap.

Dong vat duoc nudi trong phong kiém soét nhiét do tir
25°C + 3°C, d6 4m twong ddi tir 30 — 70%, chu ky 12 h
sang/tdi. Pong vat duoc dn udng theo nhu ciu véi thire an
cong thirc phu hop danh cho chudt va thd. Tét ca cac quy
trinh thyc hién trén dong vat déu dugc tuan theo huéng
dan vé cham soc va str dung dong vat thi nghiém cta Vién
Kiém nghiém thudc Trung wong.

2.3. Phwong phap nghién ctru
2.3.1. Ddnh gid djc tinh cip

Thir nghiém doc tinh cap duoc tién hanh dya theo
phuong phap Behrens [5, 6]. Cu thé nhu sau:

- Chudt dugc nhin dn 3 — 4 gio trudce khi thir nghiém,
nude udng theo nhu ciu. Kiém tra can ning trude khi thu
nghiém. Chudt dat cac yéu cau vé can nang dugc dua vao
thtr nghiém.

- Puong dung: duong udng, cho chudt uéng bang cach
ding bom tiém kim cong d4u ti dé dua thang mau thir vao
da day chudt.

- Cach xtr ly va chuén bi miu thi: Léy bot thude trong
11 vién nang An thin Ba Gidng nghién tron ky voi nude
thu duge 10 mL mau thur.

Tién hanh thir nghiém so bd trén 10 chudt xac dinh
mure liéu t&i da co thé cho ubng (66 vién/kg) khong gy
chét chuot, khong gay biéu hién doc. Thur nghiém chinh
thirc dugc tién hanh trén 2 nhém (10 chudt/nhom): nhom
chimg udng nuéc, nhom thir ubng mau thir véi lidu 66
vién/kg (lidu tdi da co thé cho udng). Lidu cho udng 0,2
mL/10 g, 3 lan/ngay, mdi lan cach nhau 2 gio (twong
dwong 60 mL/kg trong luong co thé).
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Theo ddi can ndng va céc biéu hién cua 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.

2.3.2. Ddnh gid dic tinh liéu lgp lai

Thir nghiém ddc tinh lidu lip lai duoc tién hanh dwa
theo Huéng dan thir nghiém tién 1am sang thudc Pong
Y, thude tr duoc lidu va huéng dan OECD 407 cua TH
chirc Hop tac va Phat trién Kinh t& (Organization for
Economic Cooperation and Development) [7, 8]. Cu thé
nhu sau:

Thé dugc chia ngau nhién thanh 3 nhém gdm 1 nhém
ching va 2 nhém thir, mdi nhém 7 con. Hai nhém thir 1
va thir 2 dugc cho uéng mau thir voi liéu tuong tmg 1a
0,496 vién/kg tho (twong duong véi mirc lidu ngoai suy
cho nguoi 1a 0,160 vién/kg/ngay) va 1,488 vién/kg tho
(twong duong véi muc lidu ngoai suy cho nguoi 1a 0,480
vién/kg/ngay) [9].

Mu thtr: Chuén bi 2 hdn dich ¢6 nng d6 khac nhau.
Hon dich thir 2 (ndng do 0,3 vién/mL): Ly 36 vién,
nghién, tron déu, thém nudc vira du dé thu duge 120 mL.
Hon dich thir 1 (ndng d6 0,1 vién/mL): Pha lodng 30 mL
hdn dich thir 2 véi nude dén vira dit 90 mL.

Nhém thir 1 udng hén dich thir 1. Nhom thir 2 uéng hdn
dich thir 2. Nhom chimg: udng nudc. Thé tich udng: 5 mL/
kg tho. Cho thé udng bang cach ding xi lanh bom mau thir
qua 6ng thong (sonde) duoc ludn tir miéng vao thing da
day tho. Thoi gian ubng lién tuc 28 ngay.

Theo ddi thé hang ngay vé mirc d6 tiéu thy thirc an, kha
nang hoat dong, tinh trang phan, 16ng. Trudc thi nghiém,

x4c dinh can ndng cta tho, cac déu hiéu toan than, liy 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). Theo ddi can ning cua thd hang
tudn. Sau 14 va 28 ngay uéng mau thu, iy mau tho dé
lam cac xét nghiém néu trén. So sanh két qua ciia nhom
thir va nhom ching theo phuong phép thong ké. Quan sat
dai thé va vi thé mot sb t6 chirc (gan va than) sau khi két
thuc thi nghiém.
2.3.3. Trinh bay va xir Iy 56 ligu

S 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 8.0 (Graph Pad Software). Gia tri
p < 0,05 duoc coi 1a khac biét c6 ¥ nghia thong ké.
3. KET QUA NGHIEN CUU
3.1. Pjc tinh cip

Thir nghiém doc tinh cap dugc tién hanh trén 1 mirc
liéu thir 66 vién/kg (mirc lidu téi da c6 thé cho udng). Két
qua thyc nghiém cho thiy: Sau khi uéng mau thir, khong
nhan thay ¢ biéu hién ngd doc, khong co chudt chét & cac
nhom thit trong thoi gian theo ddi 7 ngay (Bang 1). Chuot
khoe manh, nhanh nhen, mét sang, 16ng muot, an udng,
van dong binh thuong, ting can c6 y nghia thong ké so véi
trude thir nghiém (p < 0,001). Khong c¢6 su khac biét vé
cAn nang gitra nhom thtr va nhoém chimg & cac thoi diém
theo ddi trong thtr nghiém (p > 0,05).

Bing 1. Két qua thir dic tinh cap ciia vién nang An than Ba Gidang

Nhém Liéu udng Bidu hién bat Ty 1€ Khdi lugng co thé (g)
N chét
(n=10) mL/kg vién/kg thuong (%) Truwée TN Sau TN Pssesan
Chimg 60 mL 0 Khéng 0 19,8+ 0,6 294+12 | p<0,001
192+0,3 30,5+£2,0 | p<0,001
Thit 60 mL 66 Khéng 0
Prc™> 0,05 Prc™ 0,05

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

Trong thoi gian thir nghiém, tat ca cac tho déu hoat dong binh thuong, an uéng tot, long muot. Khong co biéu hién
bat thuong vé the trang, &n uodng ciling nhu van dong. Két qua theo ddi can ndng dugc trinh bay ¢ Bang 2.
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Bing 2. S6 liéu cdn ning cia tho

Nhém Két qua cin ning (kg)
_7 Truéc thwwe | Sau 7 ngay | Sau 14 ngay Sau 21 Sau 28 ngay p
=7 | nghigm (my |  (m) (m.) ngay(m,) (m,)

Chirng (C) 2,03+0,11 | 2,16+0,15 | 2,26+0,18 | 2,34+0,16 | 2,43+0,20

5 Pr— - <0,001
% 50 V61 tnrGe 106,6% 111,4% 115,5% 119,8% Piruge-sau
thir nghiém
Thir 1 (T1) | 2,02+0,11 | 2,18+0,14 | 229+0,13 | 2,37+0,12 | 2,50+0,11 <0.001
ptruc’yc—sau 4
% so VOi trudc Pirusericy > 0505
107,4% 113,2% 117,1% 123,4%

thtr nghiém Psau(tic)” 0,05

Thit2(T2) | 2,00+£0,14 | 2,17+0,14 | 226+0,14 | 235+0,16 | 2,48+0,19 <0001

0 S o >0,05
7 80 61 trude 108,7% 113.1% 117.5% 12459 | Dnserz0)
thir nghiém

p trude-sau

Pyaura-cy” 0,05

Két qua Bang 2 cho thiy tho ting can & nhém chimg va hai nhom thir, co su khac biét khi so sanh véi trudc thir
nghiém trong mdi nhom (p < 0,001). Trudc thir nghiém va sau thir nghiém can ning trung binh ciia thé & cac nhom thir
khong c6 sy khéc bi€t so véi nhom chimg (p,,,.s. (1) Va P (12.0) > 0,05), (p

san (T1-) V& Psay (12.0)~ 0,05).
3.2.2. Két qud theo di cdc chi sé huyét hoc
Két qua theo ddi cac chi s6 huyét hoc dugc trinh bay & Bang 3.
Bing 3. Cdc chi s6 huyét hoc ciia thé

Nhém Chiso Hoéng ciu Bach ciu Tiéu cau Hematocrit Hemoglobin
n=7) (x10"%/L) (x10°/L) (x 10°/L) (%) (g/dL)
Truée TN 56+04 89+1,3 505,7 +118,3 38,7+2,1 11,7+ 0,8
Chirng Gitta TN 54+0,3 9,4+1,1 618,7 £ 158,8 369+ 1,5 11,2+0,5
Sau TN 58+04 99+ 1,5 4973 +127,1 37,7+3,6 11,6 £0,8
Truée TN | 5,4=+0,2% 9,3+2,7*% 612,4 +173,0* 37,1 £1,6* 11,6 +0,4*

Thir 1 Giita TN 5,5+0,4* 9,6 +1,0* 547,7 £ 135,3* 37,6 + 1,4* 11,3+ 0,3*

Sau TN 5,6 £0,3* 94+ 1,18% | 5524+ 118,4* 37,6 = 1,4* 11,8 +£0,6*

Trude TN 5,5+0,6* 92+2,1% 573,0 +£ 141,68 38,1 +4,0* 11,6 £ 0,9*

Thir 2 Giita TN 54+0,3* 8,5+1,0* 597,0 £ 124,2* 37,3+ 1,9* 11,3+0,4*

Sau TN 54+0,7* 9,0+1,5% 576,1 £ 73,4% 36,8 £ 1,2% 11,3+0,7*
Ghi chii: *p . > 0,05; TN: thir nghiém
Két qua Bang 3 cho thay chi s6 huyét hoc trude, giita va sau thi nghiém khong co su khac biét giita nhom chimg va
2 nhom thir (P > 0,05, P > 0,05, P 1 > 0,05).

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

C-T trude C-T giira

Két qua theo ddi cac chi s6 sinh héa lién quan dén chirc ning 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 5o Bilirubin
Nhém AST ALT toan phan Albumin | Cholesterol Uré Creatinin
(U/L) (U/L) P (g/L) (mmol/L) |(mmol/L) (pmol/L)
(mmol/L)
(n=7)
Truée TN| 303+10,5 | 55,4+17.8 1,1+0,1 | 36,8+2,5 20+0,5 | 43+0,7| 86,9+17,4
Ching | Gita TN | 33,7+8,7 679+224 | 1,1+£0,1 | 389+0,7 2,4+03 47+0,7 | 91,8+10,8
Sau TN | 53,8+11,9 | 71,6 14,7 1,3+0,4 | 38,5+23 1,5+0,5 50+0,7 | 943+12,6
Truwoec TN | 36,6 £ 12,7* | 68,4+ 19,2*%| 1,2+0,1* |38,2+2,2*%| 2,1+0,5*% |4,1+0,6%| 90,4+8,9*
Thi 1 | Gidga TN | 35,0+ 10,2* | 70,5+ 14,0%| 1,1 +£0,1* |38,2+1,0%| 2,1+04* [42+0,6*| 975+82*
Sau TN | 64,7 +17,7* |829+119%| 1,0+£0,3* |39,2+1,5%| 1,3+0,3* |4,4+0,5%| 94,3 +4,6*
Truoc TN| 259+6,7* |643+29,1*%| 1,2+0,2*% |38,3+3,2*%| 1,9+04* |4,8+0,9*%| 89,0+ 13,4%*
Th 2 | Gidta TN | 41,7+ 13,3*% | 74,1 £16,0* | 1,2+0,3* |38,6+0,9*| 2,6 +04* |44+0,7*| 100,5+ 14,4*
Sau TN | 60,1 £12,9*% [64,6£15,1*%| 1,4+0,4* [38,9+1,8*%| 1,5+0,4* [43=+0,6%| 98,1 £14,9*

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

Két qua Bang 4 cho thiy chi s6 sinh hoa cua tho trude, giita va sau thi nghiém khong c6 su khéc biét giita nhom
chimg va 2 nhom thtt (P 1 s > 0,05, Pep gitia > 0,05, pe1 s> 0,05).

3.2.4. Két qud theo déi chi so glusose trong huyét tuong

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

Bing 5. Két qua theo doi chi sé glucose trong huyét tiwong ciia tho

Chi 0
) Glucose
Nhom (mmol/L) Per
(n=7)

Truwoc TN 6,2+0,5 -

Chirng Giita TN 59+0,5 -

Sau TN 6,7+ 0,8 -
Truoc TN 6,5+0,5 > 0,05
Thir 1 Giita TN 5,9+0,3 > 0,05
Sau TN 6,5+ 1,0 > 0,05
Truoc TN 6,6 £0,5 > 0,05
Thir 2 Giita TN 6,4+0,4 > 0,05
Sau TN 6,3+0,4 > 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 chung va 2 nhom thtr (P 1 60 > 0,05, Pep gitia > 0,05, Pe s> 0,05).
3.2.5. Quan sdt dai thé
Két qua quan sat dai thé cac co quan ndi tang cua tat ca cac tho thir nghiém cho thiy: Khong c6 biéu hién bét thuong

vé hinh dang bén ngoai, mau sdc cua cac t chuc tim, gan, than, phéi, da day, rudt cta cac thdé nhoém thir so véi nhém
chimg sau thi nghiém (Bang 6).
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Bing 6. Hinh anh mé quan sat dai thé

Nhom Chirng

Nhém thir 1

Nhém thir 2

Hinh anh dai thé cic co quan

| Sa el
. ] - B

i,

trdi qua phdi)

3.2.6. Quan st vi thé

Két qua quan sat vi thé cho thay cac tho thir nghiém
déu co gan va than khong bi ton thuong, hinh anh cdu
trac trong gidi han binh thuong. Khong cd cac tri¢u
chimg bét thuong lién quan dén miu thir. Cuy thé: Trén
cac manh cét cia mo gan cho thay cu truc gan khong bi
d4o 10n, nhén rd céc tiéu thuy véi tinh mach trung tam
va cac khoang ctra. Tai cac khoang ctra khong thiy ting
sinh xo0, khong thiy ting sinh dng mat va ciing khong
thiy xam nhap viém. Cac té bao gan c6 hinh thai binh

thudng, khong thay hoai tir té bao gan (Bang 7 va Bang
8). Trén cac manh cét tir mo than cho théy cac cau than,
ong than c6 hinh thai binh thudng. Trong cac cau than
nhan 16 khoang Bowman, khong thiy ting sinh té bao
cudn mao mach ciu than, mang day cudén mao mach
cau than khong day. Céac 6ng than c6 ciu tric, hinh thai
trong gi6i han binh thuong, mé dém khong thiy xam
nhap viém, khong xo héa. Céc té bao ong than khong
lang dong glycogen, khong thoai hoa, khong hoai tir
(Bang 7 va Bang 8).

Bing 7. Hinh anh gidi phdu mé bénh hoc gan va than
(Hinh anh nhuom HE, Dé phong dai 400 lan)

STT Hinh dnh mé gan

Hinh dnh mé thian

1 Chtng

f?ﬁw

M() gan binh thlr(‘mg,r khéng tﬁéy ton thub'ng
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Thu 1
2 (li€u
thap)
3 Thir 2
(lieu cao)
Mo gan bmh thuong, khong thiy tn thuong Mo than binh thuorng, khéng thay ton thuorng
Bing 8. Hinh anh gidi phau mé bénh hoc gan va thgn
(Hinh anh nhuom PAS, B¢ phong dai 400 lan)
STT | Nhém Hinh dnh mé gan Hinh dnh mé thén
1 Chung
Mo than bmh thuong, khong théy ton thuong
Thu 1
2 (li€u
thap)
3 Thir 2
(liéu cao) .
bt , g 2l g e @
M5 gan binh thudng, khong thay ton thuong | Mo than binh thudng, khong thay ton thuong
4. KET LUAN ghp 33,5 1an so véi liéu dung ti da 8 vién/nguoi/ngay).

Tir cac két qua thuc nghiém c6 thé thiy vién nang An
than Ba Giang cua Cong ty C6 phan Duoc phim Ba Gidng
khong gay biéu hién doc tinh cap trén chudt nhit tring khi
da dung toi muc liéu i da c6 thé cho udng (66 vién mau
thir/kg chudt, twong img véi liéu 268 vién/ngudi/ngay, cao

Vién nang An than Ba Gidng ciing khong anh hudng c6
hai dén thé trang, cac chi s sinh hoa, cac chi s6 huyét hoc,
md hoc gan va than ciia tho khi ding v6i mire lidu trong
duong va mirc liéu gap ba lan liéu dung tdi da trén nguoi
lién tyc trong 28 ngay.
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