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Pdc tinh cap va tac dung giam dau,
chong viém cda xao tam phan (Paramignya
trimera Oliv.) trén dong vat thuc nghiém

ACUTE TOXICITY, ANALGESIC AND ANTIFINFLAMMATORY EFFECTS OF
SOURSOP LEAF ETHANOL EXTRACT (PARAMIGNYA TRIMERA OLIV) IN VIVO
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TOM TAT

Nghién citu xdc dinh duoc cao chiét 1d cdy Xdo tam phdn c6 tdc dung chong viém cdp trén mé hinh gdy phi
chdn chugt bing carrageenan, tdc dyng chong viém man trén mo hinh gdy phit chdn chugt bang FCA 6 cdc miic
liéu 0,2¢/kg, 0,4¢/kg va 1g/kg. Cao chiét Xdo tam phdn c6 tdc dyng gidm dau trung uiong trén mé hinh nhiing
dudi tail immersion, tdc dyng gidm dau ngoai vi trén mo hinh gdy dau qudn & chudt 6 cdc miic liéu 0,2g/kg, 0,4/
kgva 1g/kg.

Tii khéa: Xdo tam phdn, chdng viém, gidm dau.

SUMMARY

The study showed that ethanol extract from leaves of Paramignya trimera Oliv. had acute anti-inflammatory
effects in carrageenan-induced paw edema in mice after carrageenan and chronic anti-inflammatory effects in
Freund's complete adjuvant (FCA )-induced paw edema in mice after FCA injection at dose of 0.2, 0.4 and 1g/
kg/bodyweight. At dose of 0.2, 0.4 and 1g/kg/bodyweight, the extract also showed analgesic effects in the central
nervous system on model Tail immersion, analgesic effects in peripheral nervous system on writhing test in mice.

Keywords: Paramignya trimera (Oliv.) Guillaum, pain relief, anti-inflammatory.

DAT VAN BE Theo d6,loai dugc liéu nay c6 nhiing tic dyng nhu:
Trong dan gian, X4o tam phan dugc biét dénla  thanh nhiét, tieu doc, mét gan; Gitp tiéu doc, tiéu
dugc liéu mang dén nhiéu tic dung cho sic khoe.  thing, tiéu viém, tiéu nhé khéi u, giam dau, khang
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BAI NGHIEN CUU

viém hiéu qua; luu thong khi huyét, gitip dn ngon
ngl khoe; gidm nhiic maéi tay chan, dau nhiic
xuong khép...

Xdo tam phéin la mot cdy thuéc méi, dugc
nghién ctiu nhiéu trong chita cic bénh vé ung thu
(2], [3], [4], [S]. Trong dan gian ciy dugc dung
chu yéu la ré, than, con 14 cua cdy chua dugc quan
tam st dung lam dugc liéu cang nhu nghién ctu
nhiéu vé thanh phan héa hoc cing nhu vé tic dung
chitabénh, dugc donghoc... Bén canh d6, chua cé
nghién ctiu nao vé ddc tinh cip cing nhu chua c6
liéu dung va tic dung cu thé nao cua 1a ciy Xao
tam phan dugc nghién ctu. Chinh vi vy ching
t6i thuc hién dé tai nay: “Nghién ctiu doc tinh cap,
tic dung gidm dau va chéng viém cua cao chiét 1a
cdy X4do tam phan (Paramignya trimera Oliv.) trén
dong vat thyc nghiém”

DOI TUONG VA PHUGNG PHAP NGHIEN CUU
Chit liéu nghién ciu

La La MCX xdy kho & nhiét do SO - 60°C,
xay thanh bot tho (46 4m < 5%). Chiét véi dung
mdi ethanol 96% theo ty 1¢ 1:10 (dugc liéu: dung
méi), ngdm kiét trong 24 gid ¢ nhiét do phong
(28°C), loc thu dich chiét; c6 cich thay dich
chiét & nhiét do 60°C tao thanh cao dic (d6 4m
<20%).

Dbéi tugng nghién ctu 1a chuét nhit tring
trudng thanh dong Swiss, cin ning méi con 18-
22g do Vién Pasteur thanh phé H6 Chi Minh
cung cap. Nghién cttu dugc thuc hién tai B mon
Dugc ly, Truong dai hoc y dugc thanh phé Ho
Chi Minh.

Phuong phap nghién ctiu:

* Thit doc tinh cdp: theo phuong phap
Litchfield — Wilcoxon, tinh liéu LD, theo phuong
phép Behrens — Karber [2].

* Ddnh gid tdc dung chong viém cdp: trén mo

hinh gy phu chin chuét bing Carrageenin, theo
phuong phép ctia Winter va CS, 1968 [6]. Chuot
nhit tring dugc chia ngau nhién lam $ 16, méi 16
10 con:

+L6 1 (16 chiing): Udng nudc cit.

+ L6 2 (16 tham chiéu): Diclofenac sodium liéu
15 mg/kg.

+L6 3 (16 tri 1): Udng cao chiét 14 ciy Xdo tam
phan 0,2g/kg/ngay.

+L064 (16 tri 2): Udng cao chiét 14 ciy Xdo tam
phan 0,4g/kg/ngay.

+L6 5 (16 tri 3): Udng cao chiét 14 ciy Xéo tam
phan 1,0g/kg/ngay.

Chudt dugc udng thudc thit hoic nude cit
S ngay lién tuc trudc khi giy viém. Ngay thd S,
sau khi uéng thudc thi 1 gio, gay viém bing cach
tiém dudi da ban chan carrageenin 1% pha trong
nudc mudi sinh ly 0,025 ml/chudt vao gan ban
chén sau bén phai cta chuét. Do thé tich chan
chuét bang mdy do thé tich ban chan chuét
Plethysmometer vao cic thoi diém: trudce khi
gay viém (V); sau khi gy viém 1 gis (V)), 2 gi®
(V,),4gi6 (V,)va6gis (V,),24giv (V,,), 48 gis
(V,,)- Tac dung tic ché phu dugc biéu thi bang %
giam muc d6 ting thé tich ban chin chuét cua 16
dting thuéc nghién citu so véi mic d6 ting ctia 1o
chiing sinh ly.

* Ddnh gid tdc dung chéng viém man: trén mo
hinh gy viém & chan bang cich tiém FCA & ban
chan sau bén phéi [4]. Chudt nhit tring dugc chia
thanh 5 16:

+L6 1 (16 chiing): Uéng nudc cit.

+ L6 2 (16 tham chiéu): Diclofenac sodium liéu

15 mg/kg.
+L6 3 (16 tri 1): Udng cao chiét 14 ciy Xdo tam
phan 0,2g/kg/ngay.

+L64 (16 tri 2): Udng cao chiét 14 ciy Xdo tam
phan 0,4g/kg/ngay.

24 | TAP CHIY DUOC CO TRUYEN VIET NAM



+L6 S (16 tri 3): Udng cao chiét 14 ciy Xdo tam
phan 1,0g/kg/ngay.

Chuét dugc uéng thudc thir hodc nudc cit S
ngay lién tuc trudc khi gay viém. Ngay thi S, sau khi
udng thudc thir 1 gid, gdy viém bang cach tiém dudi
da ban chin 0,02 ml/chuét FCA vao gan ban chén
sau bén phai ctia chuét. Do thé tich chin chuét
bang mdy do thé tich ban chin chudt vao cic thoi
diém: Trudc khi gay viém ); sau khi gay viém cach
2 ngay dén khi du 28 ngay biéu thibingV,, V.,V ,
V., V,, tuong ting cic méc thoi gian1a 2, 7, 14, 21,
28 ngay. Téc dung tic ché phui dugic biéu thi bang %
gidm muic d6 ting thé tich ban chin chudt cua 16
dung thudc nghién cttu so v6i muic 46 ting cta 16
chiing sinh ly.

* Ddnh gid tdc dung gidm dau trung uong:
Chudt nhat tring chia ngau nhién lam § 16, méi 16
10 con:

+L6 1 (16 chiing): Udng nudc cit.

+ L6 2 (16 tham chiéu): Uéng Codein liéu
Smg/kg/ngay - 0,1ml/10g chuét.

+L063 (16 tri 1): Udng cao chiét 14 cay Xdo tam
phan 0,2g/kg/ngay.

+L64 (16 tri 2): Udng cao chiét 14 ciy Xéo tam
phan 0,4g/kg/ngay.

+L6 5 (16 tri 3): Udng cao chiét 14 cdy Xdo tam
phan 1,0g/kg/ngay.

Dbanh gia phan ting dau cta chudt tai thoi diém
30 phut sau khi uéng. Cho chuét vao buéng do, doi
khoang 2 phut dé chuét 6n dinh. Pua dudéi chudt
tiép xtc v6i nudc ndng 6 nhiét d6 52-53°C khoang
5 cm tinh tir ddu mut duodi chuét. Tinh thoi gian ti
lac nhiing du6i dén khi xuét hién phan xa vay dudi.
DPanh gid tic dung giam dau thong qua mic ting
thai gian chiu dau cta chudt.

* Ddnh gid tdic dung gidm dau ngoai bién:
Theo phuong phép nghién ctiu ctia Koster. Chuot

nhat tring chia ngdu nhién lam 516, méil6 10 con.

<

+ L6 1 (ching bénh): giy dau quin, khong
udng thudc.

+ L6 2 (16 tham chiéu): Diclofenac sodium liéu
20 mg/kg.

+L6 3 (16 tri 1): Udng cao chiét 14 cdy Xéo tam
phan 0,2g/kg/ngay.

+L64 (16 tri 2): Udng cao chiét 14 cay Xéo tam
phén 0,4g/kg/ngay.

+L6 S (16 tri 3): Udng cao chiét 14 ciy Xdo tam
phan 1,0g/kg/ngay.

Chuét dugc udng thudc thit hoic nudc cit
S ngay lién tuc. Ngay thi S, sau khi dung thuéc
60 phut, tién hanh giy dau quin bing cich tiém
phtc mac bang dung dich acid acetic 0,6% liéu 0,1
ml/10g thé trong. Quan sit biéu hién dau quin
bung caa chuét 6 cac 16. Tac dung cta thudc thu
dugc danh gid thong qua tilé tic ché s6 lan gay quian
dau so v6i16 chiing.

Xt Iy s6 liéu: St dung thudt todn x* v6i s6 liéu
dinh tinh; so sanh trudc sau bing thuit toan so
sanh tiing cap paired-sample T-test, so sinh doi
ching bing thuit todn kiém dinh gid trj trung
binh ctia hai mau déc lap Independent-sample
T-test.

KET QUA NGHIEN CUU
Két qua nghién ciiu doc tinh cip

Két qua nghién ciu thu dugc cho thiy chuét
nhit tring dugc udng thudc thi véi cic miic liéu
khdc nhau tir liéu thdp nhit 1a 1,5g cao dugc liéu/
kg thé trong co thé, thé tich 0,1ml/10g thé trong,
3 lan trong 24 gi6. Chudt da uéng dén liéu cao
nhdt 1a 3,5g cao dugc liéu/kg thé trong co thé;
trong nghién ctiu nay, day la liéu t6i da c6 thé dung
dugc bing dudng uéng. Khong cé chudt nao chét,
khong xudt hién triéu ching bat thuong nao trong
72 gi¢ sau udng thudc lan cudi va trong sudt 7 ngay

sau uéng thudc.
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Bdng 1. Két qud nghién citu doc tinh cdp

S6 chuot thi Liéu dung ) ! $6 chuot séng/chét sau
Lo chuot Thé tich cho udng

nghiém (gram cao dugcliéu/kg) 72 gis
Lol 10 1,5 0,1ml/10gx31€in 10/0
Lo2 10 2 0,1ml/10gx31an 10/0
L63 10 2,5 0,1ml/10gx31§n 10/0
L6 4 10 3 0,1ml/10gx31ﬁn 10/0
LoSs 10 3,5 0,1ml/10gx31§n 10/0

Khong xdc dinh dugc LD, ctia cao chiét la cay X4o tam phin theo dudng uéng trén chudt nhit tring.

Véi muic liéu cao nhit c6 thé cho chudt udng trong 24 gic 1a 3,5g cao dugc liéu/kg thé trong khong xudt
hién d¢c tinh cdp.
Tac dung chéng viém

Bing 2. Tdc dung chong viém cdp trén mo hinh gdy phii chdn chudt bang carrageenan.

Saulgio (V1) | Sau4gio (V4) Sau6¢io (V6) | Sau24gio (V24) | Sau48 gio (V48)
L6 % Giam % Giam % Giam % Giam % Giam
% Phu % Phu % Phu % Phu % Phu
phu phu phu phu phu
Lol
Chitngsishly 63 85 67 59 67
Lo2
Diclofenac S8 7,94 66 22,35 44 34,33 31 4746 21 68,66
(15mg/kg)
L63
Xdo tam phén 57 9,52 66 22,35 53 20,90 37 37,29 26 61,19
liéu 1
Lo4
Xdo tam phén 63 0,00 75 11,76 49 26,87 47 20,34 37 44,78
liéu2
Lo6S
Xdo tam phén 48 23,81 52 38,82 35 4776 28 52,54 25 62,69
liéu 3

O tit ca céc thoi diém khi so sanh % phit ban chan cic 16 véi 16 chiing sinh Iy déu cho gia tri p < 0,05
(trt16 4 & thoi diém 1 gio cho gié trip > 0,05).

Bdng 3. Téc dung chong viém man trén mo hinh gdy phui chdn chudt bing FCA.

Sau2ngay (V2) | Sau7ngay(V7) |Saul4ngiy(V14)|Sau2l ngiy(V21) | Sau28 ngay (V28)
5 % Gia % Gia % Gia % Gia % Gia
Lo %Phi | o ooPhi | o | goPhi || woPha | e6Pha |
phu phu phu phu
Lol
Chingsinhly 84,7 94,25 59,19 82,67 59,01

26 | TAP CHIY DUQC CO TRUYEN VIET NAM Rl



Lo2
Diclofenac

(15mg/kg)

5484 | 3528 | 74,15 | 21,33

3944 | 3337 | 37,72 | 5438 | 3261 | 4474

L63
Xdo tam phin
litu 1

71,0 1622 | 90,58 3,90

3502 | 4084 | 61,69 | 2538 | S231 11,37

Lo4
Xdo tam phan
liéu2

80,26 529 72,89 | 22,67

4471 | 2448 | 5771 | 30,19 | 5211 11,68

LoS
Xdo tam phan
liéu 3

6569 | 2249 | 68,56 | 2726

31,74 | 4639 | 61,89 | 2513 | 3754 | 3639

Trong mo6 hinh nghién ctiu nay & tit ca cac thoi di€ém do khi so sanh % phti chan chudt ctia cac 16 véi

16 chiing sinh sinh déu cho gid tri p < 0,01, ngoai tri cic thoi diém do 6 2 ngay 16 4, thoi diém 7 ngay 16 3

cho gia tri p > 0,05 va 6 thoi diém do sau 28 ngay 16 3,4 cho gid tri p < 0,05.

Tac dung giam dau

Béng 4. Anh hudng ciia Xdo tam phén trén mo hinh gidm dau trung uong

Thai gian dap ting dau (giay)
L6 nghién ciru Sau dung thudc 30 | Saudungthudéc 60 | Saudungthudc 120 | ~ sosinh g il vl ching
phit (D,) phit (D,) phit (D,)
Lol
Chiing sinhl§ 2,149 23 2,35
Lo2
Codein (Smg/kg) 72 399 45
Lo63
X4o tam phan liéu 1 313 ST 3,833 P, 1451 <001
Lo4
Xdo tam phan liéu 2 3176 S5 3,829
Lo65
] A 3916 4,139 4162
Xdo tam phan liéu 3

So sanh cac16 dung cao chiét 14 ciy Xdo tam phin
déu cho thdy sy ting thoi gian dap ting dau t6t 16 so véi
16 chiing sinh Iy Trong d6 16 diing cao chiét 14 cay Xdo
tam phén liéu 1g/kg/ngay c6 tic dung ting thoi gian
dép ting dau trén chudt tt nhat. So v6i 16 tham chiéu
dung Codein liéu Smg/kg, 16 diing cao chiét14 cay Xdo
tam phan liéu 1,0g/kg/ngay c6 téc dung ting thdi gian
dép ting dau tuong duong so véi 16 tham chiéu & hai
thoi diém sau 30 phuit va sau 60 phut (p>0,05), con 16

duing cao chiét 4 cay Xdo tam phén liéu 0,2g/kg/ngay
va 0,4g/kg/ngay c6 tic dung ting thoi gian dép ting
dau kém hon so v6i 16 ding Codein & cc thoi diém
sau duing thudc 30 phut va 60 phut khac biét c6 y
nghia théng ké (p<0,01). Tai thoi diém 120 phut
sau dung thudc, cac16 dung cao chiét1a cay Xdo tam
phan déu c6 tic dung ting thoi gian dap ting dau
kém hon so v6i 16 dung Codein liéu Smg/kg/ngay
c6 sukhdc biét c6 y nghia thong ké (p<0,01).
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Badng S. Két qud nghién citu tdc dung gidm dau ngoai bién

L6 nghién ciitu n | Thoi gian xuit hién dau (gidy) | S6 con dau quan trong 20 phiit sau tiém acid acetic
Lol 10 281 36,9
Chungsinhly '
Lo2
10 367 244
Diclofenac (20mg/kg)
Lo3
10 340 36,3
Xéo tam phanliéu 1
Lod 10 352 25,8
X4o tam phan liéu 2 ’
Los
10 62 24,7
Xdo tam phan liéu 3 3
P <001
234,51 P 234,51 <001 123151 l> 0,05

So v6i 16 chiing sinh ly, 16 tham chiéu va céc 16
dung cao chiét 1a ciy Xdo tam phan liéu 2,3 c6 tic
dung giam s6 con dau quan trong 20 phut sau tiém
acid acetic (p < 0,01). Cao chiét 14 cdy X4o tam phan
liéu 2,3 valo thudc tham chiéu déu thé hién tic dung
gidm s6 con dau quin trén moé hinh gy dau quin
thuc nghiém so véi 16 chiing sinh ly. L6 dung cao
chiét 14 cay Xdo tam phan liéu 0,2g/kg/ngay chua
cho thdy tac dung gidm s6 con dau quin so v6ilo sinh
Iy (p>0,05). So véi 16 tham chiéu dung Diclofenac,
caclo dung cao chiétld cay Xdo tam phan c6 tic dung
gidm s6 con dau quin trong 20 phut sau tiém acid
acetic la tuong duong & cac 16 ding cao chiét 1a cay
X4o tam phan liéu 2,3 so v6i 16 dung Diclofenac, c6
st khéc biét khong c6 y nghia théng ké (p>0,05).

BAN LUAN

Két qua thyc nghiém cho thdy, so véi 16 sinh
ly, cac 16 dung cao chiét 4 cdy Xdo tam phén ca 3
lieu 0,2g/kg/ngay, 0,4g/kg/ngay va 1g/kg/ngiy
cao dugc liéu/kg/ngay déu co tic dung tc ché
phtt viém ban chén chudt 16 (p<0,05). Trong dé
16 duing cao chiét l4 cay Xdo tam phén liéu 1g/kg/
ngay c6 tic dung chong viém tot nhét so véi 2 16

con lai. So v6i 16 tham chiéu dung Diclofenac liéu
15mg/kg, ty1é % giam phu ban chan chuét cta cao
chiét 4 cay Xdo tam phéin c6 thoi diém thé hién
tac dung gidm phu t6t hon nhu ¢ mic liéu 0,2g/
kg/ngay va 1g/kg/ngay & thoi diém do 2 gio sau
gdy viém lan lugt co ty 1é % giam phu la 20,78% va
29,87%, trong khi d6 ty 1é % giam phui chan chudt
ctia 16 dung Diclofenac la 14,29%. Riéng cac 16
dung liéu cao chiét 14 cay Xdo tam phén dung liéu
1g/kg/ngay cé tic dung tic ché phti viém lam giam
sy tang thé tich phti ban chan chuét khong chi tét
nhdt trong cc 16 dung cao chiét ma con thé hién
tac dung tot hon hoac tuong duong so véi 16 dung
Diclofenac 15mg/kg/ngay (p>0,05) & hau hét cic
thoi diém sau gay viém ban chian chuét. Qua nhiing
dénh gid trén cho thdy trong nghién ctiu nay, cao
chiét 1a cdy Xdo tam phén thé hién tic dung chéng
viém cdp khd t6t trén mo hinh gdy phti viém ban
chan chuét bang carrageenin.

Trén moé hinh viém man giy pht chén chuét
béng chét b6 trg (FCA) ctia Freund giy ra khao
satlién tuc trong 28 ngay. Thuéc bé trg hoan chinh
ctia Freund chita mycobacteria dugc st dung dé
cing ¢6 phan ting mién dich bang cich thu hut
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dai thuc bao va cic t& bao khic dén vi tri tiém. Cac
khang nguyén & dang nhi tuong nudc trong dau
kich thich dép tng khéng thé cao va kéo dai, ¢
thé 1a do sy giai phong khang nguyén cham. FCA
1a chat c6 thé tang cudng gidi phong cac cytokine
tién viem (IL-1beta, IL-6 va TNF-alpha) trong
cic giai doan cép tinh, ban cdp tinh va man tinh
khi gay viém ngoai vi. Két qua thyc nghiém cho
thdy: cao chiét 1a cdy Xdo tam phan ca 3 liéu 0,2g/
kg/ngay, 0,4g/kg/ngay va 1g/kg/ngay cao dugc
liéu/kg/ngay déu c6 tic dung tic ché phu viém ban
chan chuét so v6il6 sinh Iy ¢ hau hét cic thoi diém
dugc do trong nghién cttu va thé hién c6 tic dung
t6t nhdt & cac thoi diém 14, 21 ngay sau giy viém
biang FCA (p<0,01). Tic dung chéng viém ctia cic
16 dung thudc cao chiét 14 cdy Xdo tam phén trén
chudt do sy tic ché sy giai phong cic cytokine tién
viém (IL-1beta, IL-6 vd TNF-alpha) qua céc giai
doan cdp tinh, ban cdp tinh va man tinh sau khi
tiém b6 thé FCA vao ban chin chuét. Qua d6 lam
giam ty ¢ phu viém ban chan chudt & cic 16 dung
cao chiét Id cay Xdo tam phén trong nghién ctu.
So v6i16 tham chiéu dung Diclofenac liéu 15mg/
kg, tic dung tic ché ty 1¢ phti viém ban chin chuét
ctia cic 16 dung cao chiét I4 ciy Xdo tam phén cé
phén kém hon tuy nhién 16 diing cao chiét 14 cay

<

X4o tam phan & miic liéu 1g/kg/ngay cé tic dung
tc ché phu viém ban chan chuét tuong duong so
v6i Diclofenac 15mg/kg/ngay (p>0,05). Va tit
nhién so sanh gitta cdc 16 dung cao chiétla cay Xdo
tam phan, 16 dung liéu 1g/kg/ngay c6 tic dung tic
ché phu viém lam gidm sy ting thé tich phu ban
chan chuét t6t nhit so véihailo dungliéu 1,2. Qua
nhting phén tich trén cho thdy cao chiétla cay Xdo
tam phan c6 tdc dung chéng viém man lam giam ty
1& pht1 viém ban chén chudt trong m6 hinh nghién
ctiu thyc nghiém téc dung chdéng viém man bang
gdy phui chin chuét baing FCA.

KET LUAN

- Cao chiét 14 ciy Xdo tam phan liéu 0,2g/kg/
ngay, 0,4g/kg/ngay va 1,0g/kg/ngay c6 tic dung
chong viém cdp trén mo hinh giy phu chan chuét
bang carrageenan, c6 tic dung chéng viém man
trén mo hinh gay phu chan chuét bang FCA.

- Cao chiét 14 ciy Xdo tam phan liéu 0,2g/kg/
ngay, 0,4g/kg/ngay va 1g/kg/ngay cé tic dung
gidm dau trung wong trén mo hinh tail immersion.

- O m6 hinh giy dau quin, cao chiét 14 cay Xdo
tam phan liéu 0,2g/kg/ngay, 0,4g/kg/ngay va 1g/
kg/ngay c6 tic dung gidm dau ngoai bién, lam kéo
dai thoi thei gian xudt hién dau.
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