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TOm tat

Cao chiét xut tir than cay Day khai (goi tat 13 Cao Khai) dwgc ding dé giam dau,
khang viém... Nghién ctru ndy tién hanh thir nghiém tac dung giam dau ngoai bién cua
Cao Khai bang céch tiém axit acetic 1 % trén phic md chudt nhat trang, so sanh sé lan
va thoi gian dau quan cua cac 16 chuot mdi 5 phat trong vong 40 phat sau tiém. Dong
thoi tién hanh thir nghiém tac dung giam dau trung uwong bang cach nhung dudi chuot
vao nudc néng ¢ (52 + 0,5) °C. So sénh tiém thoi giat dudi tai cac thoi diém (60, 90,
120 va 150) phat sau khi dang thudc. Thube ddi ching trong céc thir nghiém Ia
diclofenac va morphin. Két qua thong ké cho thay, Cao Khai 400 mg/kg chua thé hién
tac dung giam dau ngoai bién va giam dau trung wong (p > 0,05). Cao Khai 800 mg/kg
thé hién tac dong giam dau ngoai bién thdng qua viéc lam giam sb lan dau quin trong
khoang thoi gian (0 + 30) phat va thoi gian dau quan (0 + 35) phut trong qué trinh khao
sat (p < 0,05). O thtr nghiém giam dau trung wong, Cao Khai 800 mg/kg thé hién tac
dong 1am tang tiém thoi cam nhan dau 150 phut (p < 0,05).
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1 it van dé

Duoc pham tir cdy Day khai (Coptosapelta flavescens
Korth.) dugc ding trong dan gian dé giam dau, tri
viém khép [1, 2]... Pa c¢6 nhiéu nghién ctu khao sat
thanh phan hda hoc [3, 4], tac dung khéang sinh [5, 6,
7] ha huyét ap [8], khang viém [3, 4, 9]... cta dugc
pham tir cdy Day khai. Nghién cau nay khao sat tac
dung giam dau cta cao chiét xuat tir than cay Day
khai (Cao Khai) gilp s dung duoc pham an toan,
hiéu qua.

2 Phuong phéap nghién ctru

2.1 Di twgng va vat liéu
- Dong vt thi nghiém chudt nhét tring giéng Swiss
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albino tir 7 dén 8 tuan tudi, gisi tinh duc, khoe manh,
khong di tat, c6 khdi lugng (20 + 25) g tir Vién Vic
xin va Sinh pham Y té Nha Trang, duoc nudi 6n dinh
5 ngay trudc khi tién hanh thir nghiém, dugc cung cp
du thirc an (cam vién) nuéc ubng trong qua trinh thir
nghiém.

- Duoc pham than DAy khai dwgc thu hoach vao
thang 03 nam 2020 tai huyén Ninh Son, Ninh Thuén,
duong kinh khoang 40 mm, duoc rira sach, cit ngan
khoang 50 mm, dun s6i 03 lan véi nudc (100 °C)
trong 48 gio mdi lan. Gop dich chiét caa 3 1an, co dic,
dé khd hoan toan trong 24 gio.

Cao Khai thanh pham c6 mau nau den, mui thom, vi
hoi déng, do am 10,43 %; khao sat so bo cho thay cé
chira mot s axit hitu co, anthraquinon, coumarin,
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flavonoid, hop chat khi, polyuronid, saponin, tinh
dau, triterpenoid va polyphenol.

- Hoa chat, thiét bi thi nghiém thuong quy.

2.2 Phuong phap

- Khdo sat tic dong giam dau ngoai bién bang
phirong phdp gdy dau quan bang axit acetic.

Chia chudt ngau nhién thanh 4 16, 8 con/Id.

L6 chirg bénh (CB) cho udng nudc cat.

L6 chiung duong (CD) cho udng diclofenac véi
licu 5 mg/kg khdi lwong chuot

L6 thir nghiém 1 (CK400) cho udng Cao Khai vai liéu
400 mg/kg khéi lugng chudt.

L6 thir nghiém 2 (CK800) cho udng Cao Khai vai licu
800 mg/kg khéi lwong chuot.

Gay dau bang céch tiém phic md dung dich axit
acetic 1 % pha nudc mudi sinh Ii véi liéu 0,1 mL/10 g
khéi Iuong chudt, dat mdi chudt trong mot bocal thity
tinh.

Sau khi tiém 60 phat, dém sb lan va thoi gian dau
quan & chudt (biéu hién toan than vion dai, udn cong
nguoi, mot hoic ca hai chan sau dudi ra, hop bung)
mdi 5 phat trong vong 40 phdt. So sanh sb lan dau
quan va thoi gian dau quan ¢ cuing thoi diém gitra cac
16 [13,14].

Két qua nghién ctru doc tinh cap cho thay, Cao Khai
khong gay ra doc tinh cp cho chudt thi nghiém ¢ liéu
5 000 mg/kg khdi lwong chudt, nghia 14 gia tri LDsy &
khoang cao hon 5 000 mg/kg khdi lwong chuét. Liéu
cho tac dong duogc li thuong trong khoang 1/20 tai 1/5
cua LDs [10]. Do dé, nghién ctu sir dung liéu 400

mg/kg va 800 mg/kg dé tién hanh thir nghiém khao sat
tac dung giam dau cua cao thudc.

- Khdo sdt tic dong giam dau trung wong bang
phuwong phdp nhiing dudi chugt.

Phuong phap ghi nhan tiém thoi cam nhan dau cua
chudt nhiing dudi chudt vao nudc nong da duoc cai
sin & nhiét d6 (52 + 0,5) °C . Sir dung ddng hd bam
gidy dé ghi nhan tiém thoi cua chudt, bat dau tir ldc
nhing dudi vao nudc va két thuc khi dudi quiy manh
ra khoi nuée. Po 2 1an lién tiép & mdi thoi diém va ghi
nhan tiém thoi dai hon. Dung bong gon lau kho duoi
chugt sau mdi 1an nhing. Néu sau 10 gidy chugt van
khong c6 phan tng thi can rat dudi chudt ra khoi nuéc
néng dé tranh ton thuong dudi chudt va ghi nhan tiém
thoi 12 10 gidy [13,15].

Truéc khi thuc hién thi nghiém, do tiém thoi cam
nhan dau cua chudt, ghi nhan tiém thoi tai thoi diém 0
(to). Nhitng chuét c6 tiém thoi cam nhan dau khéng
qua 5 gidy dugc chia ngau nhién thanh 4 16, méi 16 8
con.

L6 chiing bénh (CB) cho ubng nuéc cat.

L6 chimg dwong (CD)  cho udng morphin vaéi licu
5 mg/kg khdi lugng chudt [16].

L6 thir nghiém 1 (CK400) cho udng Cao Khai vai liéu
400 mg/kg khdi lwong chudt.

L6 ther nghiém 2 (CK800) cho uéng Cao Khai véi liéu
800 mg/kg khéi lugng chudt.

Ghi nhan va so sénh tiém thoi cam nhan dau gitra cac
16 tai cac thoi diém (60, 90, 120 va 150) phat sau khi
udng chat thir nghiém [10].

2.3 Xur i s6 liéu va phan tich thong ké

Bang 1 S6 lan dau quan cua céc 16 chudt ¢ thir nghiém giam dau ngoai bién (lan)

Lo thw Khodng thoi gian (phut)

nghiém 0+5 >5+10 >10+15 >15+20
CB 9,88 £2,94 23,88 + 2,46 21,75+2.21 19,00 £ 2,34
CD 3,88 +1,30 12,5*+1,54 12** + 2,00 10,88* + 2,36
CK400 7,38 +2,14 18,75 + 3,48 14,25 +2,24 11,13 +£2,26
CK&800 3,00 +1,7 11,63** + 3,19 10,63** £ 2,43 6,63** + 1,56
Lo thw Khoang thoi gian (phut)
nghiém >20+25 >25+30 >30+35 > 35 +40
CB 11,75+2,34 10,38 £ 1,96 6,13+1,19 2,63 +0,89
CD 6,5+ 1,60 4,75* £ 1,05 1,75** + 0,53 1,75+£0,59
CK400 7,75 +£1,67 7+155 525+1,19 4,38 +1,35
CK&800 5,13*+ 1,25 4,25* +1,03 3,75 +1,00 2,13+0,79

*p < 0,05 s0 véi 16 CB, ** p < 0,01 so véi 16 CB
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Két qua duoc xur Ii bang phan mém Microsoft Excel
va phan mém SPSS 20.0 va dugc trinh bay duéi dang
trung binh + sai s6 chuan cua gia tri trung binh (Mean
+ SEM). Dung phép kiém Mann-Whitney va phép
kiém Kruskal - Wallis dé so sanh su khac biét gitra
céc 16 thir nghiém. Sy khac biét co ¥ nghia théng ké
khi p <0,05.
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3 Két qua va thao luan

3.1 Khao sat tac dong giam dau ngoai bién trén mo
hinh gay dau quan bang axit acetic

- Két qud s6 lan dau quan & thie nghiém gidm dau
Nngogi bién

Két qua s6 lan dau quin cua cac 16 chugt thir nghiém
trén mo hinh gay dau quan bang axit acetic trong mai
5 phut dugc thé hién ¢ Bang 1 va Hinh 1

>30-35 =35-40

I

>20-25 >25-30

Khoang thoi gian khao sat (phut)

OLoCB OLoCD mLo CK400 m=mLo CK800

*p < 0,05 s0 véi 16 CB, ** p < 0,01 so véi 16 CB
Hinh 1 S4 lan dau quan cua céc 16 chugt ¢ thir nghiém giam dau ngoai bién (lan)

Tiém phic mo axit acetic da gay nén con dau quan &
chudt. Cac con dau bat dau xuat hién trong vong 5
phat sau khi tiém va kéo dai trong suét 40 phat thir
nhiém. Trong tat ca cac khoang thoi gian khao sét, sb
lan dau quin caa 16 chung duong déu giam so véi 16
ching bénh. bBac biét trong cac khoang (5 + 10, 10 +
15, 15 + 20, 25 + 30 va 30 + 35) phat, sy khac biét
nay dat ¥ nghia thong ké (p < 0,05).

S6 lan dau quan cua 16 Cao Khai 400 mg/kg so véi 16
chitng bénh trong cac khoang thoi gian khao sat khac

biét khong co ¥ nghia thong ké (p > 0,05). Vay, Cao
Khai 400 mg/kg chua thé hién duogc higu qua lam
giam s6 lan dau quan ¢ chudt trén md hinh giam dau
ngoai bién.

Trong tét ca cac khoang thoi gian khao sét, sé lan dau
quan cua 16 Cao Khai 800 mg/kg déu giam so vai 16
ching bénh. Bac biét trong 30 phut dau, su khéc biét
nay dat ¥ nghia théng ké (p < 0,05). Ti I& 1am giam s6
lan dau quan cua 16 Cao Khai 800 mg/kg so véi 16
ching bénh dugc thé hién ¢ Bang 2.

Bang 2 Ti Ié giam s6 1an dau quan cua 16 Cao Khai 800 mg/kg so véi 16 chirng bénh

Lo thir Khodng thoi gian (phut)
nghi¢m 0+5 >5+10 | >10+15 | >15+20 | >20+25 | >25+30 | >30+35 | >35+40
CK800 (%)| 69,62 51,31 51,15 65,13 56,38 59,04 38,78 19,05

Cao Khai voéi liéu 800 mg/kg ding duong ubng thé
hién tac dong giam sé lan dau quan trong tit ca cac
khoang thoi gian tir (0 + 30) phdt, ti 18 1am giam s6
lin dau trong khoang thoi gian nay dao dong tur
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(51,15 + 69,62) %. Sy khac biét khéong c6 y nghia
thong ké giira s6 lan dau cua 16 Cao Khai 800 mg/kg
S0 V&i 16 chung duong (p > 0,05).
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Nhu vy, Cao Khai 800 mg/kg lam giam sb lan dau
quan so vai 16 chiing bénh (0 + 30) phut va tac dong
nay twong duong véi thube dbi chung.

- Két qua thoi dau quan & thir nghiém giam dau
ngogi bién

Két qua thoi gian dau quan cua cac 16 chudt thir
nghiém trén mé hinh gdy dau quan bang axit acetic
trong mdi 5 phat duoc thé hién ¢ Bang 3 va Hinh 2.

Bang 3 Thoi gian dau quin caa cac 16 chudt ¢ thir nghiém giam dau ngoai bién

Lo thir Khodng thoi gian (pht)

nghiém 0+5 >5+10 >10+15 >15+20
CB 11,04 £ 3,12 40,92 + 6,68 33,33+5,13 25,70 £ 6,75
CD 2,90* + 0,98 12,42**+2,88 | 12,46**+2,73 11,15* + 3,06

CK400 8,70 £ 2,25 34,25 + 8,63 30,84 £ 9,16 25,74 + 8,17

CK800 2,10** + 1,58 10,22** + 3,89 8,49** + 2,62 4,60%* +1,34

Lo thir Khodng thoi gian (phut)

nghi¢m >20+25 > 25+ 30 >30+35 > 35+ 40
CB 16,65 + 5,19 12,44 + 3,02 7,51+157 2,64 £0,91
CD 5,46* £ 1,33 4,52* + 1,37 1,37** £ 0,54 1,16 +0,49

CK400 20,02 + 7,86 13,29 +6,79 8,36 £ 3,12 6,25+25

CK800 3,48** + 1,02 2,61** + 0,86 2,60* +£1,14 1,56 + 0,59

*p < 0,05 50 véi 16 CB, ** p < 0,01 so véi 16 CB
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Khoang thai gian khao sat (phtt)

OL6CB OL6CD @Lo CK400 =Lo CK800

*p < 0,05 s0 véi 16 CB, ** p < 0,01 so véi 16 CB
Hinh 2 Thoi gian dau quén caa cac 16 chuot ¢ thir nghiém giam dau ngoai bién

Sau khi tiém axit acetic, chudt xuét hién con dau quan
bat dau trong vong 5 phut sau khi tiém va kéo dai dén
hét thoi gian theo ddi. Trong toan bo cac khoang thoi
gian khao sét, thoi gian dau quén cua 16 chirng duong
déu giam so véi 16 chiang bénh. Dic biét trong céc
khoang (5 + 10, 10 + 15, 15 + 20, 20 + 25, 25 + 30 va

30 + 35) phat, su khac biét nay dat ¥ nghia thong ké
(p < 0,05).

Thoi gian dau quan caa 16 Cao Khai 400 mg/kg khac
biét khong c6 ¥ nghia théng ké so vai 16 chirng bénh
(p > 0,05). Vay, Cao Khai 400 mg/kg chua thé hién
dugc hiéu qua lam giam thoi gian dau quan & chudt
trén md hinh giam dau ngoai bién.
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Trong tat ca céc khoang thoi gian khao sét, thoi gian
dau quan cua 16 Cao Khai 800 mg/kg déu giam so véi
16 chiing bénh. Bac biét trong 35 phit dau, sy khac
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biét nay dat ¥ nghia thong k& (p < 0,05). Ti I& lam
giam thoi gian dau quan cua 16 Cao Khai 800 mg/kg
so voi 16 chimg bénh dugc thé hien ¢ Bang 4

Béng 4 Ti I¢ giam thoi gian dau quan cua 16 Cao Khai 800 mg/kg so vai 16 ching bénh

Lo thir Khodang thoi gian (phut)
nghiém 0+5 >5+10 | >10+15 | >15+20 | >20+25 | >25+30 | >30+35 | >35+40
CK®800 (%) | 80,98 75,02 74,53 82,10 79,10 79,02 65,38 40,91

Cao Khai liéu 800 mg/kg dung duong udng thé hién tac
dong giam thoi gian dau quan trong tit ca cac khoang
thoi gian (0 + 35) phdt, ti 1€ 1am giam thoi gian dau trong
khoang thoi gian nay dao dong tir (65,38 + 82,10) %. Su
khac biét khong c6 ¥ nghia théng ké giita s thoi gian
dau quan cua 16 Cao Khai 800 mg/kg so véi 16 chitng
duong (p > 0,05). Nhu vay, Cao Khai 800 mg/kg lam
giam thoi gian dau quan so véi 10 chiang bénh

(0 + 35) phit va tic dong nay tuong dwong véi thube
dbi chung.

3.2 Khao sat tac dong giam dau trung wong trén mo
hinh nhting du6i chuot

Két qua tiém thoi giat dudi cua céc 16 chudt thir
nghiém trén mo hinh nhing dudi & cac thoi diém 0,
60, 90, 120 va 150 phut duoc thé hién & Bang 5 va
Hinh 3.

Bang 5 Tiém thoi giat dudi cua cac 16 chugt ¢ thir nghiém nhing dudi

Lé thir Thoi diém khio sat (phut)
nghiém 0 60 20 120 150
CB 1,34 +0,11 1,57 £0,18 1,95 +0,11 2,17 £0,14 1,91 +0,12
CD 1,32 £0,13 8,81** + 0,61 7,63**+0,94 | 744%**+126 | 7,10%*+142
CK400 1,32 0,11 1,73 +0,11 2,25+0,17 2,32 £0,27 2,18 +0,14
CK800 1,21+0,1 2,03+0,16 2,22 +0,14 2,18 £0,19 2,42* 0,15

*p<0,05s0 voi l6 CB, ** p <0,01s0 vai lo CB

20

ELo CK800
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Tiém thoi giat dudid cac 16 chudt (gidy)

0 90

Thoi diém khao sat (phit)

ﬂﬂoﬂ 1]

6l 1 150

OL6CB OLoCD m@Lo CK400

*p <0,05s0 vailé CB, ** p <0,01s0 voilé CB

Hinh 3 Tiém thoi giat dudi cua cac 16 chudt & thir nghiém nhung dudi
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Truéc khi udng thudc thr nghiém (thoi diém 0), cac
chudt duoc chia ngau nhién thanh 4 16, khong cé su khac
biét c6 ¥ nghia thong ké vé tiém thoi cam nhan dau giira
416 (p > 0,05).

O tit ca céac thoi diém khao séat sau khi udng thudc,
chugt ¢ 16 chirng duong c6 tiém thoi giat dudi dai hon
rd rét so véi 16 chang bénh, chiing té morphin da thé
hién tac dung giam dau & chuét (p < 0,01).

O tat ca céc thoi diém (60, 90, 120 va 150) phut sau
khi udng thudc, tiém thoi giat dudi chudt & 16 Cao
Khai 400 mg/kg va Cao Khai 800 mg/kg déu dai hon
so vai 16 chiing bénh, nhung sy khac biét chi c6 y
nghia théng ké véi 16 Cao Khai 800 mg/kg tai thoi
diém 150 pht sau khi uéng thubc (p < 0,05). Khi so
sanh tiém thoi giat dudi cua 16 Cao Khai 800 mg/kg so
véi 16 ching duong & ciing thoi diém 150 phut sau khi
udng thubc, sy khac biét co6 y nghia théng ké
(p < 0,01), cho thiy tac dong giam dau trung wong cua
Cao Khai twong ddi yéu [13] va hiéu qua khong dat
dugc bang thude ddi chiing 1a morphin (p < 0,05).

Cac nghién ctu trude day chu yéu chi nghién cau vé
tac dong khang viém, khang khuan, khang ki sinh
trung cua duoc pham tir ré cay Day khai [4 + 7], [9].
Day la nghién ciru dau tién khao sat tac dong giam
dau cua loai nay, va thuc hién trén d6i twong la cao
chiét xuét tir than cay. Viéc khong sir dung ré cay con
g6p phan bao ton dugc liéu trong ty nhién.

Cao Khai thé hién tac dong giam dau ngoai bién va
trung wong dbi voi cac md hinh thir nghiém trén chuot
nhét trang. Nghién ciru tién hanh & liéu 800 mg/kg va
400 mg/kg dé dam bao tinh an toan khi sir dung (< 1/5
lieu khdng gay chét dong vat 5 000 mg/kg). Tuy
nhién, két qua cho thiy hiéu qua giam dau ngoai bién
chi thé hién rd & lidu 800 mg/kg va hiéu qua giam dau
trung wong ¢ lidu nay khéa yéu. Con Cao Khai voi liéu

Tai liéu tham khao

400 mg/kg chwa thé hién dwoc hiéu qua giam dau
trung wong va ngoai bién.

Néu tiép tuc thir nghiém giam dau & muc liéu trén
800 mg/kg khéi lwong chudt, thi can tién hanh thém
céc khao sat vé doc tinh cip ¢ lidu cao hon 5 000
mg/kg dé chang minh tinh an toan cua liéu dugc lya
chon. Mat khac, hai muc lidu trong thir nghiém tuong
g lidu khoang 2 g va 4 g & ngudi (60 kg) [17]. Khi
sir dung trong thuc té, rat kho dé bénh nhan tuan thu
viéc udng trén 4 g cao/ngay. Vi vay, nén giir muc lidu
thir nghiém 1a 400 mg/kg va 800 mg/kg dé thuc hién
khao sat tac dong du phong dau & chudt nhat tring &
cac nghién cuu tiép theo (st dung thudc thoi gian dai
hon, khoang (7 + 14) ngay réi tién hanh thtr nghiém).

4 Két luan

Cao Khai véi liéu 800 mg/kg thé hién hiéu qua giam
dau ngoai bién thdng qua giam s6 lan dau quan va thoi
gian dau quan ¢ da s6 thoi diém khao sat & mé hinh gay
dau bang axit acetic. Tuy nhién Cao Khai véi liéu 400
mg/kg chua thé hién duoc hiéu qua giam dau ngoai
bién trén md hinh nay.

Cao Khai lidu 800 mg/kg thé hién hiéu qua giam dau
trung wong yéu o thoi diém 150 phdat trong thir
nghiém nhing duéi chudt. Cao Khai véi liéu 400
mg/kg chua thé hién hiéu qua giam dau trung uong
trén md hinh nay.

Vay, Cao Khai thé hién tac dong giam dau trén mo
hinh gdy dau quan bang axit acetic va mé hinh nhing
duodi chudt nhat tring.

Lol cdm on

Nghién ctru duoc tai trg boi Quy Phat trién Khoa hoc
va Cong nghé - Dai hoc Nguyén T4t Thanh, dé tai ma
$6 2020.01.93 /HD-NCKH.
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Evaluation of the analgesic effect of the extract from Coptosapelta flavescens Korth. stem
on white mice

Hoang Thi Phuong Lien'", Nguyen Thi Bach Tuyet!, Dang Dai Phuc', Nguyen Thi Mong Quynh', Nguyen Thi
Minh Xuan', Pham Tri Nhut*®, Bach Long Giang®

'Faculty of Pharmacy, Nguyen Tat Thanh University, 2NTT Hi-Tech Institude, Nguyen Tat Thanh University
3Graduate University of Sciences and Technology, Vietnam Academy of Science and Technology
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Abstract Cao Khai (The extract from Coptosapelta flavescens Korth. stem) is a traditional remedy in treatment
of pain, inflammation... In the present study, we investigated the analgesic effect of Cao Khai. Peripheral
analgesic activity test used acetic acid-induced writhing model on mice by counting the number of writhes and
the total time of writhes every 5 minutes in 40 minutes after the injection. Central antinociceptive activity was
evaluated with the tail-flick method in which the tail is immersed in hot water at (52 + 0,5) °C. The latency time
were measured at (60, 90, 120 and 150) minutes. Diclofenac and morphine were used as a control in these
experiments. Cao Khai 400 mg/kg has not shown the effect on peripheral analgesic and central analgesic (p >
0.05). Cao Khai 800 mg/kg exhibits peripheral analgesic effect by reducing the number of writhes (0 = 30) min
and the total time of writhes (0 + 35) min (p < 0.05). In the central analgesic experiment, Cao Khai 800 mg/kg
increased the latency time to 150 minutes (p < 0.05).

Keywords Acetic acid, peripheral analgesic, central analgesic, Cao Khai, Coptosapelta flavescens
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