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Tom tat

Tinh hinh chung va muc tiéu nghién ciru: Theo thong ké cta bac sT Nguyén Xuan Huyén, s Nhan 15.01.2018
bénh nhan dén kham vi mat ngu chiém 10-20% & phong kham chuyén khoa than kinh. Theo Duoc duyét  10.09.2018
nghién ctru ciia Qi Fenggi va cong su trén thuc nghiém cho thiy B4 tir dudng tdm hoan c6 tac  Cong bo 20.09.2018

dung an than. Trong bai B4 tir dudng tdm hoan, vi thudc Thach xwong bd c6 tic dung cai

thién cac triéu ching phu ciia mat nga. Tuy nhién, doc tinh cua tinh dau Thach xwong bo ting

theo ham lugng B-asaron chira trong d6. Muc dich nghién ctru 1a khao sat tac dung an than

ctia cao chiét tir bai thude B4 tir dudng tim hoan khong c6 Thach xuwong bd trén thuc nghiém.

Phirong phdp nghién ciru: Doc tinh cap duong udng theo phuong phap Kaber-Behren. Khao

sat thoi gian ngu cua chudt trén md hinh an than kéo dai thoi gian nga véi Pentobarbital.

Danh gia thoi gian ra ngin sang cua chudt trén mé hinh hai ngin sang - toi. . .
Két qua: Nghién ciru doc tinh cp cho thdy lidu uéng 27,489 caolkg thé trong 13 lidu téi da  TU khoa
khong gy chét chuét thir nghiém. Cao thudc lidu 1,14g/kg chudt, lidu 2,29g/kg chuot va Ba tir dudng tam,
4,57g/kg chuot tai thdi diém 60 phut lam ting thoi gian nga khong c6 ¥ nghia théng ké so véi  an than,
16 chimg (16 uéng nuéc ct). Cao thuée lidu 2,29g/kg chudt va lidu 4,57g/kg chudt, tai thoi B-asaron

diém 60 phut, thoi gian ra ngan sang tang co y nghia thong ké so véi 16 ching.
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1 Dit van dé

O Viét Nam, theo mot théng ké cia bac sT Nguyén Xuan
Huyén s6 nguoi dén kham vi mat nga chiém 10% - 20% &
chuyén khoa than kinh [1, 2]. Theo nghién ctru cta Qi
Fengqi va cong su (Pai hoc Hic Long Giang) trén thuc
nghiém cho thiy Ba tir dudng tim hoan c6 tic dung an than
[3]. Trong bai B4 tir dudng tdm hoan, vi thudc Thach
xuong bd ¢6 tac dung cai thi€n cac tri¢u chung phu cua mat
ngt. Tuy nhién, dc tinh ciia tinh ddu Thach xwong bo ting
theo ham lugng B-asaron chira trong do. Nam 2003, Hoi
ddng cac ché phdm thudc c6 ngudn gbc duoc lidu
(Committee on Herbal Medicinal Products) thuéc Co quan
Quan li Dugc phdm Chau Au (EMEA) da g101 han ham
lu:(mg B-asaron trong thuc phdm, dd udng c6 con va cic san
phim thudc dugc lidu 1a 115mcg/ngay, tic la khoang
2mcg/kg can néng/ngéy[4][5]. Tai Viét Nam, Cuc Quan li
Dugc di c6 Cong van s 14975/QLD-PK ngay 02/10/2012.

Theo d6, tam ngimg cap sb dang ki méi, ding ki lai cac ché
phém thudc ho bd phé chira dugce liéu Thach xuwong bo;
khuyén khich cac cong ty nghién ciru thay thé Thach xuong
bd bﬁng mot vi thude khac co tac dung tuong tu vé mat y
hoc ¢6 truyén va trong thanh phan khong co p-asaron [4, 5].
Bai thudc Ba tur dudng tam hoan, cac vi thude duoc phéi
ngil theo Quan, Than, T4, Su, trong d6 Thach xuong bd c6
vai trd 1am ta (vai trd giai quyét triéu chimg phu cia bai
thudc) co tac dung khai khiéu tinh than, c¢b than, hanh khi,
khong c6 tac dung an than, dugc st dung voi lidu the‘ip
(4g/1 thang thudc) bang 6% tong khoéi lugng ciia 1 thang
thude [6]. Cau hoi nghién ciru duge dt ra 1 bai thude Ba tir
dudng tam hoan khong c6 Thach xwong bd co tac dung an
than hay khong? Dé tai nay thyuc hién nhim danh gia tinh an
toan cling nhu khao sat tac dung an thin, gdy ngi cia cao
chiét nudc bai thude trén bang cic mod hinh duge 1i thyuc
nghiém, gbp phan lam sang to tac dung duoc li, xay dung
ho so tién 14m sang va lam co sé cho cac nghién ciru 1am
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sang tiép theo. Pdng thoi dua ra mot co so khoa hoc vé do
an toan va tac dung an than ciia bai thudc Ba tr dudng tim
hoan khong c6 vi Thach xwong bo.

2 Ddi tugng — Phuong phép nghién ciru

2.1 Béi tuong nghién ciru

- Dugc li¢u nghién ctu

Duoc liéu thir: B4 tir nhan, Mach moén, Huyén sam, Thuc
dia, Cam thao, Ki tir, Puong qui, Phuc than, duoc cung cép
boi Nha Thude Tan Nam Xuong, 82 Uu Long, P.11, Q.8,
Tp.HCM.

- Thudc dbi chimg

Diazepam 1a mot chat dan xuit benzodiazepine, thuong
dugc sir dung nhu thudc an than, giam cing co va trong
diéu tri bénh diazepam duogc dung nhu thube khang co giat.
Diazepam 1a thudc an than, giai lo, gdy ngu, thuéc nhom
1,4-benzodiazepin.

Co ché tac dong: lam thuén loi cho tac dung trc ché than
kinh ctia y-aminobutyric (GABA).

Tac dung: lam giam cing thing, kich dong, lo au, an than,
gy ngu. Ngoai ra con ¢é tac dung gidn co, chdng co giat.
[7.8]

- Bong vat thuc nghiém

Chuot nhit tring duc chung Swiss albino, khoe manh, 6 — 8
tudn tudi, trong luong trung binh 25 — 32g, cung cip boi
Vién Pasteur Tp.HCM va duogc nudi on dinh it nhit mot
tuan trude khi thir nghiém.

2.2 Phuong phéap nghién ciru

Diéu ché cao: Cic cao bang phuong phap chiét nong véi
dung méi la nude.

Tiéu chuén héa cao dic

Xdc dinh @ am: Tién hanh theo phwong phap mat khdi
luwong do lam kho Phu luc 9.6 — DDVN IV.

Xdc dinh do tro toan phdn: Tién hanh theo Phu luc 12.6 —
DDVN v,

Péc tinh cdp ciia bai thuoe Ba tir dwéng tam hoan khéng cé
vi Thach xuwong bo.

Doc tinh cap duong udng la xac dinh doc tinh cap ciia mot
chit sau khi dung mot liéu don ngén han qua duong udng.
Cin clr vao cic ddu hiéu bat thuong ctia dong vat thir
nghiém dé dénh gia doc tinh cap cua chat thir nghiém.

Diéu kién thi nghiém

Thudc thir nghiém: cao dugc hoa tan trong nudc cét.

Chuén bi dong vat thi nghiém: chudt nhét tring duc gidng
Swiss albino, 6-7 tuan tudi, trong lwong 20 + 2g, duge nudi
on dinh trong khoang thoi gian mot tudn trude khi thu
nghiém, dwoc cung cdp du thic an va nudc udng. Cho
chuét nhin déi 12 gid trude khi cho udng thude.

Puong dung thudc: dudng udng (p.o.). Thé tich udng
0,2ml/10g thé trong.

S6 lan dung thudc: dung mot 1an duy nhat trong mot ngay

w/ Dai hoc Nguyén T4t Thanh
T, Palhe guy

NGUYEN TAT THANH

Tap chi Khoa hoc & Céng nghé S6 3

trong khoang thoi gian tir 8-9 gio sang.

Chi tiéu danh gia két qua: theo ddi biéu hién vé& hanh vi va
van dong ciia chudt trong vong 72 gio dau va 14 ngay sau
khi dung thubc. Ghi chép cac dién tién trong thoi gian do.
Ghi gid cho chudt udng thube, gid xuat hién céc triéu chimg
khac thuong. Ghi nhan s6 chudt chét trong timg 16. Xac
dinh LDs theo phurong phap Karber-Behrens (néu c6). Néu
khong co chudt chét thi gia tri lidu udng thir doc tinh la
Dumax. Tt LDso hodc Dyay tim ra liéu an toan voi chudt [9].
Khdo sat tac dung kéo dai thoi gian ngu véi Pentobarbital
Muc dich: Khao sat tic dung kich thich hay trc ché h¢ than
kinh trung wong cua céc cao 1 va cao 2, biéu hién béng viée
rit ngan hay kéo dai tiém thoi nga va thoi gian ngi do
pentobarbital gay ra. Cao chiét c6 tac dung hiép luc véi
pentobarbital khi tiém thoi ngl ngan di va thoi gian ngi
dugc kéo dai. Cao chiét c6 tac dung dbi khang pentobarbital
khi thoi gian ngu ngén di.

Chi tiéu danh gia: Chudt duoc coi 1a ngi khi mat phan xa
thang bang, ghi nhan thoi gian ngi dugc tinh tir lic chudt
mat phan xa thing bang dén khi phuc hdi phan xa nay [10].

Hinh 2.1 Chudt ¢ trang thai ngu khi mat phan xa théﬁg bing

Nguyén tic

Pentobarbital dugc sir dung dé gdy ngu véi lidu 50mg/kg
tiém phiic mo (thé tich tiém 0,1ml/10g chudt). Tac dong
gdy ngu cta pentobarbital thé hién ngay sau khi tiém, cu thé
1a chudt bi mit phan xa thing bang.

Tién hanh: chudt dugc chia ngiu nhién thanh 8 16 nhu sau:
L6 1 (n=10): Lo chirng udng nudc cit trong 7 ngay

oL 2 (n=10): 16 dbi chiéu, udng diazepam liéu 0,5mg/kg
chudt, 1 lidu duy nhit.

L6 3 (n=10): udng cao vdi lidu 1/5D s trong 7 ngay.

L6 4 (n=10): udng cao vai lidu 1/10D s trong 7 ngay.

L6 5 (n=10): udng cao véi lidu 1/20D sy trong 7 ngay.
Mot gid sau 1an udng cudi cing vao ngay thir 7 (thé tich
uéng 1a 0,Iml/10g chudt), tién hanh tiém phic mo
pentobarbital (i.p, 50mg/kg), quan sit ghi nhan tiém thoi
ngu va thoi gian ngu cua chudt.

Ghi lai thoi gian nga ciia chudt bang dong ho dé tinh toan
két qua.

Chi ti€u theo doi: so sanh thoi gian ngu gitra cac 16 chudt.
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- Thoi gian ngu: tinh tir lic chudt méat phan xa thing bang
cho dén khi chudt c6 lai phan xa thing bang.

M6 hinh 2 ngan sang - toi (Light — dark test)

Thiét bi thir nghiém Panlab Black and White box — Tay Ban
Nha dugc thyc hién trong mot hop nhya Perspex duoc chia
thanh 2 ngin sang (250 x 250 x 240mm, lap bong dén tring
100W) va ngan tdi (160 x 250 x 240mm, lip bong dén do
40W). Hai bong den cach san 370mm. Hai ngan thong nhau
bo1 mot ctra c6 kich thude 70 x 70 mm & bén dudi, chinh
giita hop. Thoi gian va s6 lan chudt di chuyén vao cac ngin
dugc may tinh ghi nhan thong qua phin mém chuyén dung
(PPC Win v2.0.03).

Tién hanh: Chudt dugc chia ngau nhién thanh 8 16:

L6 1 (n=10): L6 ching udng nudc cit trong 7 ngay

eL6 2 (n=10): 16 d6i chiéu, udng diazepam lidu 1mg/kg
chudt, 1 lidu duy nhat.

L6 3 (n=10): udng cao véi liéu 1/5D trong 7 ngay.

L6 4 (n=10): udng cao véi liéu 1/10Da trong 7 ngay.

L6 5 (n=10): udng cao véi liéu 1/20D 4 trong 7 ngay.
Chuét dugc cho udng 60 phut trude thir nghiém. Thé tich
uéng 14 0,1 ml/10g chuot.

Chudt duge dit ¢ cira ngin cach ving sang va toi, huéng ra
ngan sang. Sau do, chuft dugc ty do kham pha trong 5
phut. Ghi nhan lai thoi gian ¢ vung sang cua chudt. Chudt
dugc tinh 1a ra ving sang khi ca 4 chan vuot qua lan phan
cach gifra 2 vung [11].

3 Kétqua

Buong| Thuc | Mach | Cam Huyén Phuc | Cauki | Batr
qui dia | mén | thao | sim | than tr nhan
(2409) |(480g)| (2409) [(12009)| (480) |(2409)| (720g) | (960g)

(1ap lai 3 13n nudc chiét)
2. C6 cach thuy & nhiét do 80°C

CAO
(1770g)

1. Séc v6i nuée theo ti 18 1: 5 l

Hinh 3.1 Qui trinh chiét xuét cao thubc
3.1Tiéu chuan hoa cao
Cdm quan: Céc cao c6 thé chat quanh, mau den, mui thom
duoc liéu, vi ngot.
D¢ tan: dung moi hoa tan 1a nude
Bang 3.1 D§ tan trong nudc cla cao
Mau Cao 1l

S6 ml nuéc hoatan 1 gcao | 20 ml
S6 ml nuéc hoa tan 1 gcao | 15 ml
S6 ml nuéc hoa tan 1 gcao | 10 ml

Do tan Tan
Nhan xét: Cao chiét tan tot trong dung moéi nudc
D6 dm

Bing 3.2 D6 am cua cao .

Lan thuc hién D6 am (%) Trung binh
Lan 1 16,5
Lan2 16,7 16,8 £ 0,21%
Lan 3 17,2
Pé tro toan phan
Béng 3.3 D¢ tro toan phan cuia cao .
Lan thyc hién | Do am (%) Trung binh
Lan 1 4,5
Lan 2 4,7 4,47 £ 0,15%
Lan 3 4,2
Thik nghiém dwoc Ii

Péc tinh cdp

Chut thir nghiém duogc cho udng cao thudc Ba tir dudng
tam hoan khong c6 Thach xwong bd véi lidu t6i da c6 thé
bom qua kim 1a 27,48g cao/kg chudt (cao kho tuyét ddi cuia
cao la 22,86g/kg chudt).

Thé tich cho chudt udng 1a 20ml/kg thé trong chudt.

Trong thoi gian 72 gid va 2 tudn quan sat, khong ghi nhan
bat ki dau hiéu bat thuong niao xay ra trén chudt thir
nghiém. TAt ca cac chudt déu an uéng va hoat dong binh
thuong, khong co chudt chét. Do dé, khong tim dugc LDs,
va xac dinh dugc Dy 18 27,48 cao/kg chudt.

Quan sdt dai thé

Sau 2 tuin theo ddi, mb chudt & tat ca cac 16 dé quan sat dai
thé cac phu tang ctia chudt.

Két qua: Tat ca cac chudt thuc nghiém khong thiy bat ki
thay d6i bénh 1i nao vé hinh thai dai thé cua cac co quan
tim, gan, than, bang quang va hé thdng tiéu hoa.

Theo “Phuong phap xac dinh doc tinh cip” cua Pd Trung
Pam liéu tac dung cua cac cao dugc liéu khong tim dugce
LDs thuong vao khoang 1/4 — 1/20D . Ttr Dppey chuing téi
quyét dinh chon lidu cho cac thir nghiém tiép theo 1a 1/5,
1/10, 1/20 Dy tinh theo cao kho tuyét dbi: Cao thude liéu
4,579/kg (1/5Dma), lidu 2,29¢/kg (1/10Dpay), liéul,l4g/kg
(1/20Dpmax)

Str dung cac liéu trén dé thyc hién thir nghiém trén cac mo
hinh an than, giai lo 4u.

Khdo sat tic dung kéo dai thoi gian ngu voi Pentobarbital
Thoi gian ngu cua cdc 16 thir nghiém

Bang 3.4 Thoi gian ngu ctia chudt (phut) ¢ cac 16 thir nghiém.

. . Liéu thir nghié
STT |Nudec cat | Diazepam ieu fhur nghicm

1,14 g/kg 2,29 g/kg | 4,57 g/kg
73,50 129,60 | 100,40 | 82,10 | 104,00
1 + + + + +
5,02 7,51 11,73 8,90 12,35

Két qua:

- Diazepam lidu 0,5mg/kg chudt, tai thoi diém 60 phut sau
khi udng, thoi gian ngu ting c6 y nghia thong ké so vai 16
chimg (16 uéng nude cit)(p<0,001).
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- Cao 1 licu 1,14g cao kho/kg chudt, tai thoi diém 60 phat
sau khi udng, thoi gian ngu ting so véi 16 chimg nhung
khong c6 y nghia théng ké (p=0,054>0,05).

- Cao 1 lidu 2,29g cao kho/kg chudt, tai thoi diém 60 phut
sau khi udng, thoi gian ngu ting so véi 16 chimg nhung
khong c6 y nghia thong ké (p=0,411>0,05).

- Cao 1 lidu 4,57g cao kho/kg chudt, tai thoi diém 60 phut
sau khi udng, thoi gian ngu ting so véi 16 chimg nhung
khong c6 y nghia théng ké (p=0,089>0,05).

- Két luan: Cac két qua trén cho thay trong thir nghiém nay,
ca 3 10 str dung cao thube voi 3 lidu 1,14; 2,29; 4,57 cao
kho/kg chudt tai thoi diém 60 phut 1am ting thoi gian nga
nhung khong ¢ ¥ nghia théng ké so vai 16 ching (16 udng
nudc cat), nhu vay cao thudc Ba tir dudng tim hoan khong
¢6 Thach xuong bd khong thé hién tac dung an than giy
ngu.

M6 hinh 2 ngan sang - toi (Light — dark test)

Béng 3.5 Thoi gian ra ngén sang cua chudt (gidy) ¢ 16 thu nghiém
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- Cao 1 liéu 2,29 g cao kho/kg chudt, tai thoi diém 60 phut
sau khi u6ng, thoi gian ra ngin sang ting c6 y nghia thong
ké so vo6i 16 ching (p=0,002<0,01).

- Cao 1 liéu 4,57 g cao kho/kg chudt, tai thoi diém 60 phut
sau khi u6ng, thoi gian ra ngin sang ting c6 y nghia thong
ké so vo6i 16 ching (p<0,001).

Két luan: Céc két qua trén cho thay trong thir nghiém nay,
lidu 2,29 g cao kho/kg chudt va lidu 4,57 g cao kho/kg
chudt tai thoi diém 60 phut, thoi gian ra ngin sang ting ¢
¥ nghia thong ké so v&i 16 ching (16 udng nude cat).

4 Kétluan

Khao sat mot sb tiéu chudn cia cao chiét nude bai thude vé
hinh thurc cdm quan, d6 tan trong nudc, do 4m, d0 tro toan
phan dat theo tiéu chuén cia DDVN IV

Tinh an toan cia cao chiét nudc bai thude

Poc tinh cip

Trong thir nghiém doc tinh cip, lidu cao nhat co thé bom

Jua kim d4u tu cho chudt uéng Dpax 12 27,48 g cao kho/kg

chudt (cao kho tuyét dbi cuia cao 1 1a 22,86g/kg chudt,

khoang 163,57g dugc li¢u kho).
Theo két qua thir nghiém doc tinh cdp cua cao chiét nude
bai thudc Ba tir dudng tdm hoan khong c6 Thach xuong bd

s Licu thir nghi€ém
STT |Nudc cat|Diazepam 114 gikg| 2,29 gikg | 4,57 gikg
94,11 152,33 | 117,38 | 160,40 161,00
1 + + + + +
11,14 10,08 13,45 | 13,91** 9,42*%*
**p<0,001 so voi nhom chung
Két qua:

Diazepam 1iéu 0,5 mg/kg chudt, tai thoi diém 60 phut sau
khi udng, thoi gian ra ngin sang ting ¢ ¥ nghia thong ké
so v6i 16 ching (16 udng nuéde cit) (p=0,001).

- Cao 1 lidul,14 g cao kho/kg chudt, tai thoi diém 60 phut
sau khi udng, thoi gian ra ngin sang ting so vai 16 chimg
nhung khong ¢ y nghia thong ké (p=0,199>0,05).
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¢6 thé khang dinh rang cao chiét nudc bai thude nay c6 do
an toan kha cao.

Cao thubc B4 tir dudng tim hoan khéng c6 Thach xuong bd
khong thé hién tac dung an than gy ngu trén cac liéu thu
nghiém. Cao thudc lidu 2,29 g/kg chudt va lidu 4,57 g/kg
chudt, tai thoi diém 60 phut, thdi gian ra ngin sang ting c6
¥ nghia thong ké so véi 16 chung (16 udng nudc cit) ching
t6 cao thude c6 tic dung an than giai lo au.
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Study of sedative activity of extracts of Ba tu duong tam pill without acorus gramineus
in Swiss albino mice
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Abstract

Background and Aims: According to Dr. Nguyen Xuan Huyen, the number of patients diagnosed sleep disorders accounted
for 10-20% in the neurological clinic. According to research by Qi Fengqi and his colleagues, Ba tu duong tam pill have a
sedative effect in mice. In Ba tu duong tam pill, Acorus gramineus have effect of insomnia, but the toxicity of Acorus
gramineus increases with the amount of 3-asaron contained in it. The purpose of this study was to investigate the sedative
effect of ba tu duong tam pill without acorus gramineus in swiss albino mice.

Method: Karber-Behren method was used to investigate the oral acute toxicity. The study of sleep time of mice on
Pentobarbital sleeping test. Evaluate the timing of the mouse's light compartment on light-dark test.

Results: For the dose of 27,48g/kg, no visible toxic effects were observed. Ba tu duong tam without Acorus gramineus dose
of 1,14g/kg; 2,299/kg; 4,57g/kg do not show sedative effects. . Ba tu duong tam without Acorus gramineus dose of 2,29g/kg;
4,57g/kg showed sedative anxiolytic effects.

Keywords Ba tu duong tam, Sedative, 3-asaron.
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