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To evaluate the acute toxicity of An than - TN tablets made in Thai Nguyen
traditional medicine hospital in experimental animals to the guidelines of the
World Health Organization. The sedative effect was examined by advanced
cross model, activity cage model, and the able to maintain of Swiss mice on the
rotating rod of Rotarod test was assessed. The results showed that An than -
TN from a dose of 21.2625g/kg to the highest dose of 35.4375g/kg did not
show acute toxicity in mice. An Than - TN tablets at the dose of 1.44
tablets/kg/day and 4.32 tablets/kg/day did show the sedative activity on activity
cage model, the advance cross and shortened the maintaining time of Swiss
mice on Rotarod. Therefore, An than - TN tablet expressed no acute toxicity
and had the effect of treating sleep disorders in experimental animals.
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Thong tin bai viét Tom tit

Panh gia doc tinh cap caa vién nén An than —TN san xuat tai Bénh vién Y

Ngay nhdn bai: 25/5/2021

hoc ¢6 truyén Thai Nguyén trén dong vat thuc nghiém theo huéng dan cua T6

chic y té thé gioi. Panh gia tic dung an than bang mé hinh do hoat dong ky,

Ngay duyét dang: 05/7/2021

Tw khoa:

m6 hinh diu cong néng cao, danh gi4 anh huong Ién sic bam cua chudt trén
truc quay Rotarod. Két qua cho thy céc 16 chuot udng An thin — TN & lidu tir
21,2625 gam cao duoc liéu/kg dén liéu téi da 35,4375gam cao duoc lidu/kg

khong c6 biéu hién doc tinh cip. An than - TN liéu 1,44 vién/kg/ngay va 4,32

Vién nén 4n than — TN, déc
tinh cap, mé hinh do hoat
déng ky, mé hinh ddu céng

nang cao, truc quay Rotarod.

vién/kg/ngay déu thé hién tac dung an than trén md hinh do hoat dong ky, mo
hinh dau cong nang cao, lam rdt ngin thoi gian bam cua chudt nhit tring trén
truc quay Rotarod. Do d6 vién nén An than — TN khéng c6 biéu hién doc tinh
cap va c6 tac dung diéu tri tinh trang rdi loan gi4c nga trén chudt thir nghiém.

1. Pit véan dé

M4t nga 1a moét chirng bénh kha phd bién hién
nay. Tuy nhién dén nay viéc diéu tri mat nga dang
gip khong it kho khin. O cic co so y té cac thay
thubc ding phuong phap diéu tri chu yéu la: Diéu
chinh ché d6 sinh hoat, dung cac thudc an than 1a
c4c dan chat benzodiazepine, barbiturat [7]. Tuy
nhién viéc st dung cac thubc nay kéo dai va lidu
cao c6 thé dan dén nhiéu tac dung phu nhu lam ting
thoi gian ngli ga vao ban ngay hay 1¢ thudc thude
[7]. Chinh vi vdy cac nha khoa hoc dang c6 xu
hudng sir dung thude c6 ngudn gde thao duge dé

khic phyc nhing tac dung khéng mong mudn va
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tinh trang 1€ thudc thudc cua cac thude an than tay
y. Vién nén An thian — TN do Bénh vién Y hoc ¢b
truyén Thai Nguyén san xuit c6 ngudn gdc tir bai
thuéc c¢d phuong Toan tio nhin thang gia giam
dugc chuyén dang tir thudc thang sang dang bao
ché hién dai 1 vién nén. Hién nay, van d& an toan
va hiéu qua cua thudc dong y, thude tir dugc lidu
chwa dugc nghién ciru danh gia day du Bo Y té da
ban hanh céc tai liéu chuyén mon “huéng dan thir
nghiém tién 14m sang va 1am sang thudc dong vy,
thude tir duoc liéu” Nhimng vin ban nay 13 co s

phap 1y cho hoat dong thir nghiém 1am sang thudc
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dong v, thudc tr duge lidu & nude ta. Hién nay trén
con duong hién dai hoa Y hoc ¢6 truyén trong san
xuat thude tir duoc lidu viée nghién ctru cac dang
bao ché méi, tiéu chuan hoa, danh gia tinh an toan
va tic dung cla cac bai thudc 1a rit can thiét dé
cung cap nhing bang chig khoa hoc vé san pham
gdp phan vao viéc khang dinh tinh an toan va hiéu
qua cua bai thudc trong pha tién Iam sang, tir d6 co
thé diéu tri an toan va hiéu qua cho ngudi bénh.

Dé tai nay dugc tién hanh nhdm 2 muyc tidu:

- Pdnh gid dc tinh cdp ciia Vién nén An than —
TN trén thuc nghiém

- Nghién cieu tdc dung an than ciia nén An than
— TN trén thuc nghiém

2. Péi twong va phwong phap nghién ciru

2.1. Chiit li¢u nghién civu

Vién nén An than - TN duoc san xuét boi Bénh
vién Y hoc cb truyén Thai Nguyén, thudc thir dat
tiéu chuan co so. Liéu dung du kién trén ngudi 6
vién/ngay. Cong thirc cho 1 vién nén An than — TN
650mg: Cao toan tao nhan 180mg, Cao tri mau
100mg, Cao sinh dia 170mg, Cao bach linh 120mg,
Cao cam thao 60m, Ta dugc vira du

2.2. Déi twong nghién ciru

Chudt nhit tring ching Swiss, ca 2 gidng, khoé
manh, trong luong 18 — 22 g do Vién V¢ sinh dich
t& Trung wong cung cap. Chudt dugc nudi trong
phong thi nghiém cia B moén Duge 1y - Truong
Pai hoc Y Ha No6i 5-10 ngay trude khi nghién ctru
va trong sudt thdi gian nghién ciru bang thirc an
chudn danh riéng cho chudt (do Vién V¢ sinh dich
t& Trung wong cung cp), udng nude tu do.

2.3. Dia diém, thoi gian nghién citu

Nghién ctru duge thyc hién tai BO mon Duoc 1y
— Truong Pai hoc Y Ha Noi

Thoi gian nghién cuu: Tu thang 10 nam 2020
dén thang 10 nim 2021

2.4. Mdy méc, héa chit phuc vu nghién civu

Truc quay Rotarod cua Hang Ugo-Basile (ltaly),
may do hoat dong ky Activity cage cua Hang Ugo-
Basile (Italy), mé hinh D4u cong nang cao.

2.5. Xir Iy 6 liéu

Céc s6 liéu duoc xir ly thdng ké theo thuat toén thong
ké T-test Student bing phan mém Microsoft Excel.

2.6. Phwong phdp nghién ciru

2.6.1. Pdnh gia déc tinh cdp

Panh gia doc tinh cap va xac dinh LD50 cua
vién nén An thin —TN trén chudt nhét tring theo
duong ubng theo huéng dan cua T6 chirc y té thé
gioi [1], [2], [4].

Trude khi tién hanh thi nghiém, cho chudt nhin
an qua dém.

Chuét dugc chia thanh 03 16 khac nhau, mdi 16
10 con. Cho chudt uéng vién nén An than - TN v&i
lidu ting dan trong cing mot thé tich dé xac dinh
lidu thap nhét gay chét 100% chudt va liéu cao nhat
khong gay chét chudt (gay chét 0% chudt).

Theo ddi tinh trang chung cuia chudt, qua trinh
dién bién bit dau c6 dau hiéu nhiém doc (nhu nén,
co giat, kich dong, bai tiét...) va sb luvong chudt
chét trong vong 72 gio sau khi udng thudc. Tét ca
chudt chét dugc md dé danh gia ton thuong dai thé.
Tir d6 xay dung dd thi tuyén tinh dé xac dinh LD50
ctia thudc thir.

Sau d6 tiép tuc theo ddi tinh trang ctia chudt dén
hét ngay thir 7 sau khi uéng thudc thir.

2.6.2. Panh gid tic dung an than ciia vién nén
An than — TN

*Pdnh gid anh hwong ciia An than - TN lén sire
bam cuia chudt

Chuodt nhit tring dwoc chia ngiu nhién thanh 4
16, mdi 16 10 con:

- L6 1 (n=10): (chirng sinh hoc): udng nudc cit
20 ml/kg/ngay

-L6 2 (n=10): udng diazepam liéu 2,4
mg/kg/ngay

- L6 3 (n=10): uéng An than - TN lidu 1,44
vién/kg/ngay (lidu tuong dwong liéu dy kién ding
trén 1am sang, hé sb ngoai suy 12)

- L6 4 (n=10): uéng An than - TN lidu 4,32
vién/kg/ngay (liéu gip 3 lan liéu dy kién dung trén
lam sang)

Chuét nhdt tring dwoc ngay udng nudc
cat/thudc thir vao budi sang trong 7 ngay lién tyc.
Theo ddi cac chi tiéu & 2 thoi diém: trude udng
thude thir va 1 gio sau khi udng thude thir 1an cudi
vao ngay thir 7. Tai mdi thoi diém xac dinh thoi
gian badm cua chudt trén truc quay Rotarod. Thoi
gian bam cua chudt dugc tinh tir khi dat chudt 1én
truc quay cho téi khi chudt roi khoi truc quay [3].

Chi tiéu theo doi trudc va trong qud trinh
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nghién cuu:

Thoi gian bam trén truc quay cua chudt.

*Pdnh gid danh hwéng ciia An than - TN trén md
hinh do hoat dong ky

Chuét nhiat tring duoc chia 16 nhu thi nghiém
trén, udng nude cat/thude thir vao budi sang trong 7
ngay lién tuc. Theo ddi cac chi tiéu ¢ 2 thoi diém:
trude udng thude thir va 1 gio sau khi udng thude
thir 1an cudi vao ngay th 7 [5].

Chi tiéu theo ddi trudc va trong qua trinh
nghién cuu:

- S6 1an chuot di chuyén theo chiéu ngang.

- S4 1an chuot di chuyén theo chiéu doc.

*Pdnh gid anh hwong cia An than - TN trén mod
hinh dau céng ndng cao

Chudt nhit tring duoc chia 16 nhu thi nghiém
trén, udng nude cat/thude thir vao budi sang trong 7
ngay lién tuc. Theo ddi cac chi tiéu ¢ 2 thoi diém:
truée ubng thube thir va 1 gio sau khi udng thude

thir 1an cudi vao ngay tha 7 [6].

Chi tiéu theo doi trudc va trong qua trinh
nghién ctlru:

- S6 1an chudt vao nhanh mo, thoi gian chudt &
nhanh mo.

- S6 1an chudt vao nhanh dong, thoi gian chudt
¢ nhanh dong.

- Ty 18 né tranh nhanh mé = (% sb lan chudt
vao nhanh déng + % thoi gian chudt ¢ nhanh
dong)/2 x100%.

3. Két qua nghién ciru

3.1. Pdnh gid dic tinh cdp

Chudt nhét tring dugc udng thude thir An than
—TN tir liéu thap nhat dén lidu cao nhat. L6 chudt
da ubng dén lidu 0,25 ml/10 g, 3 lan trong 24 gid
dung dich ddm dic nhét twong duong 35,4375
gam cao dugc liéu/kg, theo ddi thay cac lidu An
than —TN khong c6 biéu hién gi, khong xuat hién
triéu ching bat thudng nao trong 72 gio sau udng
thude thir.

Biang 1: Két qua nghién ciru dc tinh cip ciia Thudc thir An thian -TN

N Liéu (gam Ty 1é chét DAu hiéu bat
L6 chuégt n Lieu (vién/kg) i
cao /kg) (%) thuwong khéac
L61 10 33,75 21,2625 0 Khong
L62 10 45,00 28,3500 0 Khong
L63 10 56,25 35,4375 0 Khong

Nhdn xét: Két qua cho thay cac 16 chudt uong
An than -TN & lidu tr 21,2625 gam cao duoc
liéu/kg dén lidu tdi da 35,4375gam cao duogc li¢u/kg
khong c6 biéu hién doc tinh cap.

3.2. Ddnh gid tic dung an than ciia vién nén
An thin — TN

3.2.1. Banh gid anh hwéng ciia An than - TN 1én
swe bam cua chudt

Bang 2. Anh hwéng cia An than - TN dén thoi gian bam ciaa chugt

Thoi gian bdm (gidy)
Lo chudt n . . - - Perwse-sau
Trwéc uong thuoc Sau 7 ngay uong thuoc

L6 1: Ching sinh hoc 10 181,50 + 52,77 183,40 + 42,41 >0,05
L6 2: Diazepam 10 180,90 £ 57,94 116,60 + 37,22 < 0,001
pso voilo 1 > 0,05 <0,01
L63 10 182,20 + 52,01 153,10 + 37,70 >0,05
psovoilo 1 > 0,05 > 0,05
p so voi 16 2 > 0,05 <0,05
L6 4 10 183,10 £51,81 127,71 + 38,65 < 0,001
psovailo 1 > 0,05 <0,05
p so voi 16 2 > 0,05 > 0,05
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Nhin xét: Két qua bang 2 cho thy sau 7 ngay
udng diazepam liu 2,4 mg/kg/ngay va An than - TN
lidu 4,32 vién/kg/ngdy, thoi gian bam ciia chudt trén
truc quay Rotarod rat ngin hon so vé6i thoi diém trude

ding thudc thir va so véi 16 ching sinh hoc, su khac

biét c6 y nghia théng ké (p < 0,01 vap<0,05). L6
chudt udng An than - TN liéu 1,44 vién/kg/ngay
¢6 xu huéng rat ngan hon so véi 16 ching sinh
hoc, tuy nhién sy khac biét khéng c6 y nghia
thdng ké (p > 0,05).

3.2.2. Pdnh gid danh hwéng ciia An than - TN trén mo hinh do hoat dong ky

Bing 3. Anh hwéng ciia An than - TN dén hoat dgng di chuyén theo chiéu doc ciia chudt

So lan di chuyén theo chiéu doc

Lo chudt n ] ] _ _ Ptruse-sau
Truéc uong thuoc Sau 7 ngay uong thuoc
L6 1: Chirng sinh hoc 10 23,20+5,71 22,90 £ 5,53 >0,05
L6 2: Diazepam 10 23,60 + 6,65 15,20 £ 5,16 <0,01
psovoilo 1 >0,05 <0,01
L63 10 23,90 £ 6,12 20,30 £5,12 >0,05
psovoilo 1 >0,05 > 0,05
p so voi 16 2 > 0,05 <0,05
L6 4 10 23,40 591 16,30 +4,52 <0,01
psovoild 1 > 0,05 <0,05
p so voi 16 2 > 0,05 > 0,05

Biang 4. Anh hwéng caa

An than - TN dén hoat dong di chuyén theo chiéu ngang cia chudt

S6 lan di chuyén theo chiéu ngang

L chudt n _ ] ] ] Peruse-sau
Trwéc uong thuoc Sau 7 ngay uong thuoc

L6 1: Ching sinh hoc 10 236,90 £ 40,59 237,20 £49,11 >0,05
L6 2: Diazepam 10 236,10 £ 42,19 166,80 + 45,79 < 0,001
psovailo 1 > 0,05 <0,01
L63 10 235,80 £41,55 213,40 £ 50,43 >0,05
psovoaild 1 > 0,05 > 0,05
p so véilo 2 > 0,05 <0,05
L6 4 10 239,60 + 43,05 185,90 + 48,35 < 0,001
psovoilo 1 > 0,05 <0,05
p so voi 16 2 > 0,05 > 0,05

Nhin xét: Két qua bang 3, 4 cho thiy sau 7
ngay udng diazepam liéu 2,4 mg/kg/ngay va An
than - TN lidu 4,32 vién/kg/ngay, s6 lan di chuyén
theo chiéu ngang, s6 1an di chuyén theo chiéu doc
ctia chudt giam hon so véi thoi diém trude dung
thudc thtr va so véi 16 chung sinh hoc, sy khac biét
6 y nghia théng ké (p<0,01 va p<0,05). L6 chudt

ubng An than - TN liéu 1,44 vién/kg/ngay c6 xu
hudng giam hon so voi 16 ching sinh hoc, tuy
nhién sy khac biét khong c6 Y nghia thong ké
(p>0,05).

3.2.3. Pdnh gid tac dung ciia An than - TN trén

mo hinh dau cong nang cao
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Bang 5. Anh hwéng cia An than - TN dén s6 14n va théi gian chudt vao nhanh déng

S6 Ian chuét vao nhanh dong Thoi gian chudt vao nhanh dong (gidy)
Lo chudt N | Truécudng Sau 7 ngay Truée ] ]
thude udng thude udng thude Sau 7 ngay ubng thube

L6 1: Ching sinh hoc 10 9,90+3,00 9,70+2,95 216,30+ 14,03 218,70+ 1554
L6 2: Diazepam 10 9,70+241 3,10+0,99 217,20+ 1385 149,00 + 16,42
psovailo 1 >0,05 <0,0001 >0,05 <0,0001
L63 10 9,80+2,35 810+1,79 219,62 13,79 209,60 + 13,83
psovéilo 1 >0,05 >0,05 >0,05 >0,05
psovoilo2 >0,05 <0,05 >0,05 <0,05
Lo 4 10 9,50+2,51 3,70+1,06 216,80+ 12,03 163,60+ 15,51
psovailo 1 >0,05 <0,0001 >0,05 <0,0001
psovoilo2 >0,05 >0,05 >0,05 >0,05

Bdng 6. Anh huong cua An than - TN dén sé lan va thoi gian chugt vao nhanh mo

S6 I4n chudt vao nhanh mé Thoi gian chudt vao nhanh mé (s)
L0 chuft n Trubc ubng Sau 7 ngay s < Sau 7 ngay udng

thudc udng thude Truge uong thude thudc
L6 1: Chimg sinh hoc 10 4,60+1,26 480+1,14 72,50+ 14,19 70,30+ 12,51
L6 2: Diazepam 10 430+1,16 7,30+£1,89 72,90+ 13,54 141,70+ 18,30
psovdilo 1 >0,05 <001 >0,05 <0,0001
L63 10 450+143 4,90+1,85 70,70+ 1333 78,90+ 10,46
psovéilol >0,05 >0,05 >0,05 >0,05
psovéilo2 >0,05 <005 >0,05 <0,05
Lo 4 10 440+1,35 7,10+1,60 72,40+ 14,72 126,30+ 18,40
psovdilo 1 >0,05 <001 >0,05 <0,0001
psovdilo2 >0,05 >0,05 >0,05 >0,05

Nhdn xét: Ké qua bang 5, 6 cho thiy sau 7
ngay ubng diazepam lidu 2,4 mg/kg/ngay va An
than - TN lidu 4,32 vién/kg/ngay sb 1an va thoi gian
chudt vao nhanh dong giam hon, sb 1an va thoi gian
chudt vao nhanh mé ting hon tir d6 dan toi ty 1& né
tranh nhanh mé cua chuft giam hon so véi thoi
diém trude dung thude thir va so véi 16 chimg sinh
hoc, su khac biét c¢6 y nghia thong ké (p<0,0001).
L6 udng An than - TN liéu 1,44 vién/kg/ngay ciing
¢6 xu huéng thay d6i nhu 16 udng An than - TN
lidu 4,32 vién/kg/ngay tuy nhién sy khac biét khong
c6 y nghia théng ké (p>0,05).

4. Thao luan

4.1. Vé dpc tinh cip

Vién nén An than - TN ¢ lidu 35,4375gam cao
duoc lieu/kg (lidu gip 39,1 1an lidu trén ngudi)
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nhung khong c6 dgc tinh cap trén chudt nhat. Chudt
van an uéng, hoat dong va bai tiét binh thuong,
khong c6 biéu hién ngd doc ¢ chudt va khong co
chudt nao chét trong vong 72 gio va sudt 2 tudn tiép
theo sau khi ubng thubc [1], [4]. Chua x4c dinh
dugc LD50 trén chudt nhit tréng cua Vién nén An
than - TN trén duong udng.

4.2. Vé tic dung an thin ciia vién nén An than
-TN

V6i muc tidu nghién ctru tac dung an than giai
lo 4u, ching t6i da tién hanh thir nghiém trén mo
hinh chir thap nang cao, day la mo6 hinh kha don
gian va dugc 4p dung trong nhiéu nghién ciru trong
nudc va ngoai nudc véi thude dbi chibu 1a
Diazepam [1], [2]. Dé c6 thém co s& chimng minh
tdc dung an thin giai lo 4au, ching toi tiép tuc thu
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nghiém trén m6 hinh do hoat dong ky va danh gia sirc
bam ctia chudt théng qua truc quay Rotarod [3], [5].
Co s6 cua thir nghiém nay 1a dua trén kha nang phdi
hop than kinh-co, kha ning dinh huéng khong gian,
stic cang co, kha ning giir thing bang cua dong vét.
Thudc an than e ché than kinh trung vong, lam giam
phdi hop than kinh-co, giam kha ning giir thang bang
va dinh huéng khong gian nén giam kha nang deo
bam trén thanh quay ctia chudt [6].

An than - TN liéu 4,32 vién/kg/ngay lam rat
ngén thoi gian bam cia chudt nhét tring trén truc
quay Rotarod va giam hoat dong di chuyén cua
chudt trén mo hinh do hoat déng ky. Trén mé hinh
dau cong nang cao, An than TN lam giam rd rét s6
lan va thoi gian chudt vao nhanh dong, ting s lan
va thoi gian chudt vao nhanh m¢ va lam giam ty 1¢
né tranh nhanh mé ctia chudt so véi thoi diém trude
duing thude thir va so vdi 16 chimg sinh hoc, sy khac
biét c6 ¥ nghia théng ké. An thin - TN liéu 1,44
vién/kg/ngay ¢ cac moé hinh ciing c¢6 xu hudng thay
d6i twong ty nhur lidu 4,32 vién/kg/ngay, tuy nhién su
khéc biét khong c6 ¥ nghia thong ké.

5. Két luan

Vé dpc tinh cdp: Vién nén An than — TN liéu
35,4375 gam cao duoc lieuw/kg (gap 39,1 lan licu
trén nguoi) khong gdy doc tinh cip.

Vé tic dung an than: Vién nén An than - TN
lidu 4,32 vién/kg/ngdy c6 tac dung an than. lidu

1,44 vién/kg/ngay c6 xu huéng tac dung an than
nhung chua rd rét.
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