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TOM TAT

Muc tiéu: Nghién ciiu dugc tién hanh nhéim ddanh gid tdc dung an than cia vién nén Ich khi an than - HVY
trén dong vat thuc nghiém.

Phuiong phdp nghién citu: Sit dung 4 mé hinh: Truc quay Rotarod (Shiotsuki Hva cong sy); Do hoat dong
ky (Mill J. va cong su); Déu cong ndng cao (G.Oayiwola va cong su); Gdy co gidt bing nikethamide (Wu X.Y.
va cong stf).

Két qua: Tic dung an than ciia vién nén Ich khi an than — HVY dugc khéng dinh qua cdc béng chiing thuc
nghiém: Gidm thoi gian bdm trén truc quay Rotarod; gidm s6 ldn di chuyén theo chiéu doc, chiéu ngang trén mo
hinh hoat dong ky; tang s6 ldn luu lai nhdnh déng va nhdnh mé trén moé hinh ddu cong ndng cao; kéo dai thoi
gian khéi phdt con co gidt va thoi gian chudt chét sau khi tiém nikethamid c6 khdc biét so vdi 16 chitng sinh hoc va
thoi diém trudc khi dimg thudc thiz (p<0,05).

Két ludgn: Tic dung an thdn & miic liéu 1,44 vién/kg/ngay va 4,32 vién/kg/ngay tuong tu Diazepam Smg.

SUMMARY

Objectives: The study was conducted to assess the sedative effects of Ich khi an than — HVY tablets on
experimental animals.

Subjects and methods: Sedative effect: Use 4 models: Rotarod rotary shaft (Shiotsuki H. and et al);
Measure signed activity (Mill ]. and et al); Advanced plus sign (G. Olayiwola and et al); Causing seizures with
nikethamid (Wu X.Y. and et al).

Results: The sedative effect of the Ich khi an than - HVY is confirmed by empirical evidence: reduced cling
time on Rotarod rotary shaft; reduce the times of vertical and horizontal movements on the signed activity model;
increasing the times of closed and open branches saved on the advanced plus sign model; prolonging the onset of
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Y,

convulsions and the time mice died after nikethamid injection were different with the biological control lot and the

time before using the reagent (p<0,0S).

Conclusions: The sedative effect is similar to Diazepam Smg at a dose of 1.44 tablets/kg/day and 4.32

tablets/kg/day.

DAT VAN DE

Mit ngt khong thuc t6n (mét ngt man tinh)
la trang thdi khong thoa man vé s6 lugng va/hoac
chat lugng gidc ngn, ton tai trong thoi gian it nhat
1 thdng. Cin nguyén cua bénh khoé dugc xdc dinh
chinh xédc, diéu tri mit nga da phan la cai thién
triéu ching, giap bénh nhén hoi phuc dugc gidc
ngu sinh ly, tir d6 gop phan cai thién tinh trang
bénh. Cung véi xu huéng chung hién nay cua viéc
st dung thao dugc thién nhién trong diéu tri, ich
khi an than-HVY dugc x4y dung va bao ché ti cac
vi thuéc thudc nhém an thén, ich khi gitp an than,
tao gidc ngu sdu véi thanh phan: Pinh ling, Vong
nem, Lac tién, Ba kich, Vién tri. D€ c6 thém co s&
dua thudc vao thit nghiém lam sang, nhém nghién
ctiu tién hanh dé tai nay nhiam giai dap cau hoi: Tac
dung an than ctia vién nén Ich khi an than - HVY
dugc thé hién nhu thé ndo?

CHAT LIEU, BOI TUONG VA PHUONG PHAP
NGHIEN CUU
Chit liéu nghién ciiu

Thuéc nghién ctiu 1a vién nén bao phim Ich khi
an than - HVY do Hoc vién Y Dugc hoc ¢6 truyén
Viét Nam san xudt v6i thanh phian méi vién: 163
mg DPinh lang, 147 mg Lac tién, 81 mg Binh voi,
167 mg Ba kich nam va 145 mg Vong nem. Liéu
dung trén ngudi: 6 vién/ngudi/ngay.
D oi tugng, phuong phap nghién ctiu
Anh huiéng cia Ich khi an thin-HVY lén siic bam
ciia chuot [S5],[6]

Chuét nhit tring dugc chia ngau nhién thanh
416, méi 16 10 con. Chudt dugc uéng nudc cit/

thudc ching duong/thudc thit trong 7 ngay lién
tuc: Lo 1(ching sinh hoc): uéng nuéc cit 20 ml/
kg/ngay, L6 2: udng diazepam liéu 2,4 mg/kg/
ngay; L6 3: usng Ich khi an than liéu 1,44 vién/kg/
ngay (liéu tuong duong liéu du kién dung trén lam
sang, hé s6 ngoai suy 12); L6 4: udng Ich khi an
than liéu 4,32 vién/kg/ngay (lieu gdp 3 lan liéu dy
kién dung trén lam sang).

Theo doéi thoi gian bam trén truc quay cua
chudt ¢ 2 thoi diém: Trudc uong thudce thu va 1
gi6 sau khi uéng thudc thirlan cudi vao ngay thi 7.
Anh huong cia Ich khi an than-HVY trén mo hinh
do hogt dongky [7]

Chuét nhit tring dugc chia 16 va uéng nudc
cdt/chiing duong/thudc thit vao budi sang trong 7
ngay lién tuc nhu mo6 hinh trén truc quay Rotarod.

Theo doi s6 lan di chuyén theo chiéu ngang,
s6 1an di chuyén theo chiéu doc cta chuét 62 thai
diém: Trudc uéng thudc thir va 1 git sau khi uéng
thudc thi lan cudi vao ngay thi 7.

Tic dung cia Ich khi an than-HVY trén mé hinh
ddu cong ndng cao (8]

Chuét nhit tring dugc chia 16 va uéng nudc
cit/chiing duong/thudc thit vao budi sing trong 7
ngay lién tyc nhu mo hinh trén truc quay Rotarod.

Theo doi s6 lan chudt vao nhinh mg, thsi
gian chuét 6 nhanh ma; S6 lan chudt vao nhanh
dong, thoi gian chudt ¢ nhanh déng; Ty 1é né tranh
nhanh mé& 62 thoi diém: trudc udng thudc thuva 1
gid sau khi udng thudc thit lan cudi vao ngay thi 7.
Tdic dung cia Ich khi an than-HVY trén mé hinh
gdy co gidt bing nikethamid [9]

Chuét nhit tring thanh 4 16, méi 16 10 con:
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L6 1 (m6 hinh): uéng nudc cit 20 ml/kg/ngay;
L6 2: uodng diazepam liéu 2,4 mg/kg/ngay; Lo 3:
udng Ich khi an than liéu 1,44 vién/ kg/ngay (lieu
tuong duong liéu du kién dung trén 1am sang, hé
s6 ngoai suy 12); L6 4: udng Ich khi an than liéu
4,32 vién/kg/ngay (lieu gdp 3 lanliéu dykién dung
trén 1am sang). Chuot nhit tring dugc udng nuéc
cdt/chiing duong/thudc thit vao budi sang trong 7
ngay lién tuc. Tai thoi diém ngay thit 7 sau khi uéng
thudc thu 1 gid, chuét dugc tiém nikethamid liéu
400 mg/kg.

Chi tiéu theo d6i sau 30 pht tiém nikethamid:
thoi gian khai phét con co giét; thoi gian chudt chét
sau khi tiém nikethamid.

Phuong phap xii 1y s6 liéu

S6 liéu sau thu thép dugc lam sach, xt Iy bang
thuat todn thong ké y sinh hoc duéi sy hé trg ctia
phan mém SPSS 20.0 ctia IBM.

KET QUA VA BAN LUAN
Anh huéng caa Ich khi an than-HVY lén siic
bam cta chudt

Bang 1. Anh huéng ciia Ich khi an than — HVY dén thoi gian bdm cila chudt

Thoi gian bam (giay)
Lo chuot I Trudc Sau 7 ngay Prrusesan
udng thudc udng thudc

Lol: Chﬁng sinh hoc 10 108,60 +29,50 121,10+ 39,32 >0,05
L6 2: Diazepam liéu 2,4 mg/kg/ngay 10 117,10 3745 78,50+ 25,26 <0,001
psovéilo 1 >0,05 <0,01
L6 3: Ich khi an than-HVY
b _ 10 112,60 + 30,09 85,40 28,04 <0,05
liéu 1,44 vien/kg/ngay
psovdilo 1 >0,05 <0,05
psovéilo2 >0,05 >0,05
Lo 4: Ich khi an than-HVY

\ 10 104,90+ 31,87 7890 +25386 <005
liéu 4,32 vién/kg/ngay
psovéilo 1 >0,05 <0,05
psovéilo2 >0,05 > 0,05

M6 hinh khung quay Rotarod ciing la mot
trong nhing tht nghiém dugc ép dung nhiéu
trong nghién ctu tic dung an thin cta thudc.
Nghién ctiu ctia Duaham va Myia nam 1956 cho
rang tdc dung gian co ctia thudc c6 thé dugc ddnh
gia thong qua kha nang bam trén truc quay. Luc
quay ctia thanh khéc nhau dugc xdc dinh bai tiing
nghién ctiu. Nhiéu thuéc chéng trdim cam cang c6
tic dung trén thit nghiém nay. Mac du khong c6

su khdc biét r6 rét gitia tic dung binh than va an
than kinh chua yéu nhung c6 hiéu qua t6t dé nghién
ctiu tic dung gian co cta cic thudc tuong tu nhu
benzodiazepin. Hon niia, m6 hinh con dugc dung
dé nghién ctiu doc tinh trén than kinh-co. Co s&
ctia phuong phap la dya trén kha nang phéi hop
than kinh-co, kha nang dinh huéng khong gian,
stic cing co, kha nang git thang bang ctia dong vét.
Thanh quay c6 thé coi nhu tic nhan kich thich lam

32 | TAP CHY DUOC CO TRUYEN VIET NAM



ting phan xa bam gi cia chuét. Thudc an than tc
ché than kinh-co, gidam kha ning git thing bing va
dinh huéng khong gian nén giam kha ning bam
ctia chudt trén thanh quay. Sy giam thoi gian bam
ctia chuét trén thanh quay so v6i nhém ching la
bang chiing cho tic dung an than cta thudc nghién
ctiu. Diéu d6 ndilén tic dung cta diazepam va cac
16 uéng vién nén Ich khi an than-HVY thé hién tic
dung an than lam cho chuét giam thoi gian bam
trén truc quay, c6 thé do lam giam sy tap trung chu
y vao bam, thoi gian bam gidm, ma d6 la do thuéc
lam thu gian an than giy nén, thé hién sy giam

Y,

phdi hop gitta than kinh va co. Sau 7 ngay udng
diazepam liéu 2,4 mg/kg/ngay va Ich khi an than-
HVY liéu 1,44 vién/kg/ngay va liéu 4,32 vién/
kg/ngay, thoi gian bdm caa chudt trén truc quay
Rotarod rut ngan so hon véi thoi diém truée ding
thudc thit va so v6i 16 chiing sinh hoc, sukhéc biét
c6 ¥ nghia théng ké (p<0,05). Tac dung ctia Ich
khi an than-HVY ca 2 mdc liéu khong c6 su khac
biét c6 y nghia théng ké so véi diazepam liéu 2,4
mg/kg/ngay (p>0,05).

Anh huéng caa Ich khi an thin-HVY trén mo
hinh do hoat dong ky

Bing 2. Anh huéng ciia Ich khi an than — HVY dén hoat dong di chuyén theo chiéu doc cia chudt

$6 lan di chuyén theo chiéu doc
Lo chuot n Tru6c Sau 7 ngay Prrvsesan
uéng thuéc uéng thuéc
L6 1: Chuing sinh hoc 10 2020+6,37 19,20+ 5,96 >0,05
L6 2: Diazepam liéu 2,4 mg/kg/ngay 10 19,60 + 6,48 890281 <0,001
psovéilo 1 >0,05 <0,001
L6 3: Ich khi an thin-HVY
b . 10 20,70+ 5,96 850+2,55 <0,001
liéu 1,44 vien/kg/ngay
psovéilo 1 >0,05 <0,001
psovailo2 >0,05 >0,05
L6 4: Ich khi an than-HVY
b _ 10 22,30+665 9,30+3,06 <0,001
liéu 4,32 vién/kg/ngay
psovdilo 1 >0,05 <0,001
psovéilo2 >0,05 >0,05

Hoat dong tu nhién caa chuét dugc ty dong
ghi lai bing thiét bi dic biét nhd cac bo phin
cam Ung nhay cam véi bat ky thay d6i hoat dong
nao cua dong vt thi nghiém. Co s cia mo hinh
dya vao tic dung tdc ché than kinh trung uwong
cta thudc lam giam hoat dong ty nhién nhu di
chuyén, ding lén, thim do... ctia dong vat thi

nghiém. Két qua trén mo hinh Hoat dong ky cho
thdy, chuét & 16 uéng diazepam va cac 16 uéng
vién nén Ich khi an than-HVY thé hién tic dung
gidi lo au 6 hai nhém nay thong qua giam s6 lan
chudt di chuyén theo chiéu doc c6 y nghia théng
ké so v6ilo chiing sinh hoc sau uéng thudéc 7 ngay
(véi p< 0,001).
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Biéng 3. Anh hudng cita Ich khi an thdn — HVY dén hoat déng di chuyén theo chiéu ngang ciia chuét

$6 lan di chuyén theo chiéu ngang
Lo chugt n Trudc Sau 7 ngay Prrusesan
uéng thuéc uéng thuéc
Lol: Chling sinh hoc 10 236,80 + 59,50 243,10 £ 54,32 >0,05
L6 2: Diazepam liéu 2,4 mg/kg/ngay 10 245,80 + 59,88 174,40 £43,19 <0,001
psovéilo 1 >0,05 <001
Lo 3: Ich khi an than-HVY
b _ 10 259,40+ 5847 160,20+ 51,66 <0,001
liéu 1,44 vién/kg/ngay
psovéilo 1 >0,05 <0,01
psovéilo2 >0,05 > 0,05
L6 4: [chkhi an than-HVY
- , 10 26890+ 4743 169,60+ 46,21 <001
liéu 4,32 vién/kg/ngay
psovéilo 1 >0,05 <0,01
psovoilo2 >0,05 >0,05

Nghién ctiu cho thdy chuét 616 uong diazepam
va cc 16 uéng vién nén Ich khi an than-HVY thé
hién tic dung gidi lo du ¢ hai nhém nay théng qua
gidm s6 lan chudt di chuyén theo chiéu ngang cé y
nghia thdng ké so v6i 16 chiing sinh hoc sau uéng
thudc 7 ngay (véi p< 0,01). Pay [a mé hinh do sdc
bam cuta chudt dugc thyc hién theo phuong phap
ctia Robert M.J. Deacon. Ngoai mo6 hinh trén, c6
thé stt dung thuic nghiém bang m6 hinh mat phing
nghiéng (Inclined plane) vd mé hinh 6ng khoi
(Chimney test). Sau khi uéng thuéc 1 gio va 3 gio,
chuét dugc do stic bam trén mdy. Tac dung thu
gian an than cta thudc lam cho stic bam caa chudt
bi gidm, dugc thé hién trén méy do.

Tac dung ctia Ich khian than-HVY trén mé hinh
diu cong ning cao

Két qua nghién ctiu cho thdy, trén mé hinh
ddu cdng ning cao, chudt 16 uéng diazepam liéu
2,4mg/kg/24hva ciclo uéng fch khi an than-HVY

ca 2 lidu (1,44 vien/kg/24h va 4,32 vién/kg/24h)
déu thé hién tac dung giai lo 4u so véi 6 chiing sinh
hoc mot cach ro rét. Két qua dugc thé hién: Giam
s6 lan vao nhanh doéng, rat ngin thoi gian luu lai
nhanh déng; Tang thoi gian luu lai nhdnh ma, tang
s6 lan vao nhdnh m&; Gidm ty 1¢ né tranh nhanh
ma. Sy khdc biét c6 y nghia thong ké véi 16 ching
sinh hoc (p<0,05). Thr nghiém déu cong ning
cao la phuong phap thuc hién tén nhiéu thoi gian,
tuy nhién la thi nghiém dang tin cdy va dugc dung
rong rai khi danh gia tdc dung giai lo 4u. Hién nay,
c6 nhiéu cai tién ctia phuong phép nay nhu moé
hinh ch@ T nang cao. Tuy nhién, thi nghiém nay
bi anh huéng bsi mot s6 yéu t6 nhu do tudi, gisi
ctia dong vat thuc nghiém, thoi gian thir nghiém va
dnh sang. Nhu vay c6 thé noi, khi chudt uéng vién
nén Ich khi an than-HVY viéc tang luu lai & nhanh
mo& vé thoi gian va s6 1an n6i lén tic dung gidi lo au,

gidm sg sét ctia vién nén Ich khi an than-HVY déi
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vé6i chudt. Theo Silvaf va Frussa-Filho, m6 hinh dau
cong nang cao c6 thé danh gid dugc ca tic dung
trén trinh& va tic dung gidilo du. Thi nghiém dénh
gid tri nhé qua thoi gian trong nhanh déng va danh

Y,

gid tic dung an than qua phan trim thoi gian chudt
¢ nhanh mé.

Tac dung chdng co giat cia ciia Ich khi an than
-HVY

Bing 4. Anh hudng cia Ich khi an than — HVY dén thoi gian khéi phdt con co gidt va thoi gian chudt chét sau

khi tiém nikethamid
Thoi gian khéi phat con co gidgt | Thoi gian chuét chét sau khi tiém
Lo chuot n
(phut) nikethamid (phut)
L6 1: Méhinh 10 137036 831+241
L6 2: Diazepam
) 10 2,08+0,55 1491 +3,67
liéu 2,4 mg/kg/ngay
psovéilo 1 <0,01 <0,001
L6 3: Ich khi an thin-HVY
b . 10 1,48+ 0,47 9,01+2,92
liéu 1,44 vien/kg/ngay
psovéilo 1 >0,05 >0,05
L6 4: Ich khi an thin-HVY
- _ 10 1,84+ 041 11,41£3,58
liéu 4,32 vién/kg/ngay
psovéilo 1 <0,05 <0,05

Két qua nghién ctu cho thdy chudt sau khi
udng Ich khi an than-HVY liéu 1,44 vién/ kg/ngay
c6 xu hudng kéo dai thoi gian khéi phat con co giat
va thoi gian chuét chét sau khi tiém nikethamid so
v6i 16 mo hinh nhung sy khéc biét chua c6 y nghia
thng ké véi p>0,05. Ich khi an thin-HVY liéu 4,32
vién/kg/ngdy co6 tic dung kéo dai thoi gian khéi
phat con co giat va thoi gian chuot chét sau khi
tiém nikethamid c6 y nghia théng ké so véi 16 mo
hinh (p<0,05).

Nhu viy, & liéu gip 3 liéu lam sang, Ich khi an
than-HVY c6 téc dung kéo dai thoi gian khoi phét
con co gidt trén chudt thuc nghiém.

KET LUAN

Vién nén Ich khi an than-HVY muc liéu lam

sang thé hién tdc dung gidilo au an thén tai cac thoi
diém sau 7 ngay uéng thudc, thong qua:

- Tang s6 lan, thoi gian luu lai nhanh ma, giam
ty 1é né tranh nhanh m¢& va rat ngdn thoi gian luu
lai nhanh déng.

- Gidm s6 lan chudt di chuyén theo chiéu ngang
va chiéu doc.

- Gidm thoi gian bam va giam siic bam cua
chuét nhit tring trén tryc quay Rotarod va trén
mdy do stc bam. Tic dung gita 2 liéu tuong
duong nhau. O liéu gip 3 liéu lam sang, Ich khi
an than - HVY c6 tdc dung kéo dai thai gian khoi
phét con co giat va thai gian gay chét trén chuot
mo hinh.

Téc dung ctia vién nén Ich khi an than-HVY va
tdc dung cta Diazepam tuong tu nhau.
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