BAI NGHIEN CUU

Poc tinh cap va tac dung giam dau chong viém
trén thuc nghiém cda la cdy mang cau xiém
(Annona muricata L)

ACUTE TOXICITY, ANALGESIC AND ANTI-INFLAMMATORY EFFECTS OF
SOURSOP LEAF ETHANOL EXTRACT (ANNONA MURICATA L)) IN VIVO
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TOM TAT

Phuiong phdp: nghién citu thii nghiém tdc dung gidm dau ngoai bién ciia cao chiét MCX bdng cdch tiém axit
acetic 1% trén phiic mo chudt nhdt tring; thit nghiém tdc dung gidm dau trung wong bing cdch nhiing dudi chudt
vao nudc nong (52  0,5)°C; thit nghiém tdc dung chong viém cdp bing cdch tiém carrageenan vao ban chdn
chudt gdy phus; thit nghiém tdc dung chong viém man bing cdch tiém Freund's complete adjuvant (FCA) vao ban
chan chugt gdy phu. Két qud: LDSO ciia cao chiét ethanol ld MCX la 0,705 mg/kg; két qud nghién citu cho thdy
& cd 3 muic liéu thit nghiém 35 mg/kg, 70 mg/kg va 140 mg/kg cao chiét 1d MCX c6 tdc dung chdng viém cdp,
chong viém man, cé tdc dung gidm dau trung vong va gidm dau ngoai bién trén dong vat thuc nghiém.

Tii khéa: mang cdu xiém, gidm dau, chong viém.

SUMMARY

This study tested the peripheral analgesic effect of leaf extract by injecting 1% acetic acid on the peritoneum of
white mice; tested the central analgesic effect by dipping the mice’s tail in hot water (52 + 0.5) °C; tested the acute
anti-inflammatory effect by injecting carrageenan into the paws of mice causing edema; tested the chronic an-
ti-inflammatory effect by injecting Freund's complete adjuvant (FCA) into the paws of mice causing edema. The
control drugs used in the trials were diclofenac and codeine. Result: LDS0 of the Annona muricata leaf ethanol
extract was 0.705 mg/kg; The study showed that at all 3 doses, 35 mg/kg, 70 mg/kg and 140 mg/kg Annona
muricata leaf extract had anti-inflammatory effects on acute and chronic inflammation; central and peripheral
analgesic effects on mice.

Keywords: Annona muricata L., pain relief, anti-inflammatory.
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DAT VAN DE

Ming cdu xiém (MCX), tén khoa hoc la
Annona muricata L., mét trong nhiéu chiét xuat
thuc vat da dugc kham phd nho tic dung chéng
viém va chéng ung thu ctia ching, da dugc stt dung
dé diéu tri mot s6 bénh bao gom ung thu, viém
nhiém, dai thao duong, bénh gan va dp xe. Nghién
cttu nay thyc hién trén chudt nhit tring dé dinh
gid tic dung chéng viém va gidm dau cing nhu doc
tinh cdp ctala MCX.

Bl TUONG VA PHUONG PHAP NGHIEN CUU
Chit liéu nghién ciiu

La Ld MCX x4y kho & nhiét do S0 - 60°C, xay
thanh bot tho (d6 4m < 5%). Chiét v6i dung moi
ethanol 96% theo ty1é 1:10 (dugc liéu: dung méi),
ngdm kiét trong 24 git & nhiét 46 phong (28°C),
loc thu dich chiét; c6 céch thay dich chiét & nhiét
d6 60°C tao thanh cao dic (d6 4m < 20%).

boi tuong nghién ctu la chudt nhit tring
trudng thanh dong Swiss, cAn ning méi con 18-
22g do Vién Pasteur thanh phé H6 Chi Minh cung
cdp. Nghién cttu dugc thuc hién tai B6 mén Dugc
ly, Truong dai hoc y dugc thanh phé Hé Chi Minh.
Phuong phap nghién ctiu:

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

*Panh gia tic dung chéng viém cip: trén mo
hinh gy phu chin chuét bang Carrageenin, theo
phuong phép ctia Winter va CS, 1968 [6]. Chuot
nhit tring dugc chia ngdu nhién lam 5 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 cay MCX
liéu 35 mg/kg/ngay.

<

+ L6 4 (16 tri 2): Usng cao chiét 14 cay MCX
liéu 70 mg/kg/ngay.

+ L6 S (16 tri 3): Usng cao chiét 14 cay MCX
liéu 140 mg/kg/ngay.

Chuét dugc udng thudc thit hodc nudc cit S
ngay lién tuc trudc khi gdy viém. Ngay thd S, sau
khi uéng thudc thu 1 gid, giy viém bing cich tiém
duéi da ban chan carrageenin 1% pha trong nuéc
mudi sinh ly 0,025 ml/chuét vao gan ban chan sau
bén phai ctia chudt. Po thé tich chan chuét bing
mdy do thé tich ban chin chut Plethysmometer
vao cac thoi diém: trudc khi gy viém (V,); sau khi
gy viem 1 gio (V), 2 gi5 (V,), 4 gi5 (V,) va 6 giv
(V,), 24 gits (V,,), 48 gis (V). Tic dung tic ché
pht dugc biéu thi bing % giam muic do ting thé
tich ban chan chu6t cta 16 dung thudc nghién ciu
so voi muic do ting ctia 16 chiing sinh ly.

* Ddnh gid tdc dung chong viém man: trén mo
hinh gy viém & chan bang cich tiém FCA & ban
chan sau bén phai [4]. Chuét nhét tring dugc chia
thanh S 16:

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

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

+ L6 3 (16 tri 1): Usng cao chiét 14 cay MCX
liéu 35 mg/kg/ngay.

+ L6 4 (16 tri 2): Udng cao chiét 14 cay MCX
liéu 70 mg/kg/ngay.

+ L6 S (16 tri 3): Udng cao chiét 14 cay MCX
liéu 140 mg/kg/ngay.

Chuét dugc udng thudc thir hodc nudc cit S
ngay lién tyc trudc khi gay viém. Ngay thi S, sau khi
udng thudc thir 1 gid, gdy viém bang cach tiém dudi
da ban chén 0,02 ml/chuét FCA vao gan ban chén
sau bén phai ctia chudt. Do thé tich chin chut
bang mdy do thé tich ban chin chudt vao cac thoi
diém: Trudc khi gay viém (V,); sau khi gy viém
cach 2 ngay dén khi du 28 ngay biéu thi bing (V)),

TAP CHIY DUOC CO TRUYEN VIET NAM | 11



BAI NGHIEN CUU

(V,), (V,), (V,), (V,), tuong ting cac m&c thai gian
1a2,7, 14,21, 28 ngay. Tac dung tic ché pht dugc
biéu thi bang % giam muic 46 ting thé tich ban chan
chuét cal6 dung thudc nghién ctiu so véi muic do
ting ctia 16 chiing sinh ly.

* Ddnh gid tdc dung gidm dau trung uong:
Chuot nhit tring chia ngau nhién lam 5 16, méi 16
10 con:

+L6 1 (16 chiing): Uéng nudc cit.

+ L6 2 (16 tham chiéu): Usng Codein liéu
Smg/kg/ngay — 0,1ml/10g chudt.

+ L6 3 (16 tri 1): Usng cao chiét 14 cay MCX
liéu 35 mg/kg/ngay.

+ L6 4 (16 tri 2): Udng cao chiét 14 cay MCX
liéu 70 mg/kg/ngay.

+ L6 S (16 tri 3): Udng cao chiét 14 cay MCX
liéu 140 mg/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 d€ chuét 6n dinh. Pua dudéi chudt
tiép xtic v6i nudc ndng 6 nhiét do 52-53°C khoang
5 cm tinh tit ddu mut duodi chuét. Tinh thoi gian ti
lac nhiing du6i dén khi xuét hién phan xa vay dudi.
DPanh gia tic dung gidm dau thong qua muc ting
thai gian chiu dau cta chudt.

* Ddnh gid tdic dung gidm dau ngoai bién:
Theo phuong phép nghién cttu ctia Koster. Chuot
nhat tring chia ngdu nhién lam 516, méil6 10 con.

+ L6 1 (chung 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 cay MCX
liéu 35 mg/kg/ngay.

+ L6 4 (16 tri 2): Udng cao chiét 14 cay MCX
liéu 70 mg/kg/ngay.

+ L6 S (16 tri 3): Udng cao chiét 14 cay MCX
liéu 140 mg/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
phuc mac bang dung dich acid acetic 0,6% liéu 0,1
ml/10g thé trong. Quan st biéu hién dau quin
bung cta chudt & cac 16. Tac dung cta thudc thu
dugc danh gia thong qua tilé tic ché s6 lan gay quin
dau so v6i16 chiing.

Xu Iy s6 liéu: St dung thudt todn x* véi s6 liéu
dinh tinh; so sanh trudc sau bing thuét toan so
sanh tiing cdp paired-sample T-test, so sinh déi
chiing bang thuit todn kiém dinh gid tri trung binh
ctia hai mau doc lap Independent-sample T-test.

KET QUA NGHIEN CUU
Két qua nghién ciiu doc tinh cip

Cho chuét uéng cao 14 mang cau xiém véi ndng
d¢ dac nhét qua kim 1a 4 g/ml, thé tich cho uéng la
0,1 ml/10 g thé trong chuét. Chuét ti vong trong
1 dén 3 gio. Trong 15 — 45 phut sau khi cho udng,
chuét bit dau gidm dan hoat dong, ndm im, ho hap
nhanh hon, ¢6 triéu chiing co thit ving bung lién tuc.
Biéu hién chu6t truéc khi chét: chuét thu dong, nam
im tai chd, hai chan sau co giat. Tiép tuc tién hanh th
nghiém sokhdi, xdc dinh dugc: nong d6 t6i dakhong
gy chét chuot (LD,) 14 0,5 g/kg, ndng d¢ t6i thiéu
gy chét 100% chuét thi nghiém (LD, ) 1a 1 g/kg.
Tirkét qua thu dugc, tién hanh thir nghiém xic dinh
LD, : chuot dugc chia thanh 616, dugc cho udng cao
chiét 14 mang cau xiém véi cacliéulan luot Ia: 1; 0,75;
0,7; 0,65; 0,5S; 0,5 g/kg thé trong chudt.

Quan sat dai thé: Sau khi mé chudt quan sat
thdy cic t6 chiic gan, than, tim, phdéi, hé thong tiéu
hoa cta chuét ¢16 ching va cac 16 dung thudc déu
binh thuong, khong cé biéu hién xung huyét hay
dédu hiéu bi ton thuong.

Két qua theo doi, ddnh gid s6 chudt chét 6 moi

16 trong vong 72 gid sau udng thudc.
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Bdng 1. S6 chudt chét 6 moi 16 trong vong 72 gid' sau udng cao chiét ld mang cdu xiém

Liéu (g/kg) $6 con chét $6 chuot thi Ty lé chudt chét (%)
40 2 7 100
2,0 2 2 100
(LD, )10 2 2 100
0,75 S 8 62,5
0,7 3 7 42,86
0,65 2 S 40,0
0,55 1 S 20,0
(LD,) 0,5 0 2 0
0,25 0 2 0

Tir s6 liéu bang trén, theo cong thiic ctia Behrens — Karber, tinh duge LD ctia cao chiét ld mang cau xiém 1a
0,705 g/kg. Sau khi c6 dugic doc tinh cdp, dé tai tién hanh cdc thit nghiém theo 3 miic liéu la 70 mg/ kg, liéu
gdp doi 140 mg/kg va nita liéu 35 mg/kg.

Két qua nghién ctu tic dung chong viém cap
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Két qua nghién ciiu tic dung giam dau trung vong

Bing 4. Anh hudng cita cao chiét ld MCX t6i thoi gian ddp ting dau trong mé hinh nhiing duéi

Thoi gian dap ting dau (giy)

Lo nghién ctiu Saudungthuéc30 | Saudungthuéc60 | Sadungthuécl120 | P, inom:

phut (T1) phut (T2) phut (T3)
Chuingsinhly (1) 2,15+0,59 2,3+0,82 235+ 1,12
Tham chiéuu Codein (2) 372+131 4+124 45+0,7
Thudc thaliéu 70 mg/kg (3) 33816 3,68+1,33 4,08+ 1,94 -
Thudcthiliéu 140mg/kg (4) 397+1,5 447+ 1,83 4,89+2,15
Thuécthuliéu 35 mg/kg (S) 34+124 386+1,78 428+ 185

p (34-5) <001 p (34-5)<0,01 p(34-5)<001 | p(3452)

Puosinn it p (3-4)>00S p (3-4)>00S p (3-4)>00S >0,05

Sov6il6 chiing sinh Iy, tai tit ca cac thoi diém do, cacl6 diing cao chiét 14 MCX ciing nhur16 dung thudc
tham chiéu Diclofenac déu thé hién tac dung gidm dau, lam ting ngudng dau (p < 0,01). O tit ca cac thoi
diém do, gia tri cta ty 1¢ % tang ngudng dau 616 dung cao chiét1a MCX liéu 140 mg/kg déu cao hon so véi
216 con lai, sy khéc biét nay c6 y nghia théng ké (p < 0,05). So vé6i 16 dung Diclofenac, ngudng dau ctia
cac16 dung cao chiét 14§ MCX 140 mg/kg cao hon véi khac biét 6 y nghia thong ké (p < 0,05).

Két qua nghién ctiu tac dung giam dau ngoai bién

Bdng S. Két qud nghién citu mo hinh dau quan bung

Thoi gian xudt hién dau $6 con dau quan trong 20 phut sau tiém
L6 nghién ciu n . . ]
(giay) acid acetic
Lol 10 281+20 369+41
Chuiing sinh ly B v
Lo2 10 36713 244 +64
i ) i )
Diclofenac (20mg/kg)
Lo3 10
346+17 262+38
MCXliéu 1
Lo64 10
365+ 14 238+42
MCXliéu2
Lo6S
‘ 10 33029 341461
MCXliéu 3
Prives <001 <001
p..,>001 p,,,>00l
Paas2 p., <001 p., <001
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BAN LUAN
Vé két qua doc tinh cap

Theo bang phéan loai doc tinh cdp caa WHO
dua trén gid tri LD, thi MCX thu¢c nhém “Cédn
than”. Chuot cic biéu hién ctia chudt khi chét1a do
sy tich tu qua mic cdc acetogenins giy doc than
kinh. Nhiing biéu hién nay sé khong xuét hién hoic
chi xuét hién 6 muic d6 nhe hon khi dung 6 liéu vira
phai, nhung van dat dugc tac dung dugc ly vuot
trdi. Mot s6 acetogenin, ching han nhu annonacin
cing dugc mo ta cé doc tinh do can tré hoat dong
ctia ty thé va gidm sdn xudt ning lugng trong té bao,
lién quan kha ning chéng ting sinh, chéng viém va
loai bo ky sinh triing. O cic té bao than kinh thé van
ctia chuét, thudc bé sung lam can kiét nguon cung
cdp ATP va lam gian doan qua trinh van chuyén ti
thé dén t€ bao soma, giy ra nhiéu loan té bao trong
tau protein va dan dén mot sé dic diém tuong ty
nhu ciac bénh thodi héa than kinh.
Vé tac dung chdng viém

V6i mé hinh gdy phut chin chudt bing
carrageenin, chat gy kich thich viém (carrageenin)
c6 ban chét la Polysaccharide gan giong véi cdu tric
vo vikhudn, vivay dap ing mién dich ctia co thé chu
yéuladép tingkhong dachiéu véisythamgiachuyéu
ctia dai thuc bao, bach cau da nhan trung tinh. Biéu
hién caa qud trinh viém nay la gian mach, bach cau
xuyén mach, ting tiét cic autacoid, nhu nitric oxide,
histamine, serotonin, kinin, cdc prostaglandin..., la
nhiing chét trung gian than kinh hodc diéu hoa than
kinh. T4c dung chéng phu viém & giai doan déu (0
-2 i) dugc xem 1 tic dung tic ché cic chit trung
gian amino acid (histamin, serotonin) va hoat tinh
& giai doan sau (4 - 24 gid) dugc xem 1a tic dung tic
ché cac dan xudt ctia acid arachidonic, chu yéula cac
prostaglandin va bradykinin.

Véi mo hinh chéng viém man tinh, FCA la mét
dung dich khdng nguyén c6 chiia M. tuberculosis da

<

giam déc luc. N6 huy dong hé théng mién dich bing
cach kich thich cic chit trung gian t€ bao va ting
cudng san xudt cac globulin mién dich. Sy phat trién
ctia pht1 chan do FCA gay ra & chuét c6 thé dugc dic
trung bdi sy sung tdy rd rét & ban chan. Trong phan
Ung viém, céc prostaglandin sinh ra giy sung tdy Gban
chén sau do céc ty khéng thé dugc tao ra. Cac ta chat
nudc trong dau cta Freund gom c6 khing nguyén
trong dung dich nudc, dau khodng va mét chit nha
hoa nhu monooleate manid, ta chat nay da phan tan
dau thanh cdc giot nho bao quanh khéng nguyén vi
védy khidng nguyén dugc gidi phong rit chim ti noi
tiém vio co thé. T4 chat Freund hoan chinh (Freund’s
complete adjuvant) c6 thém Mycobarterium da
bi giét bang nhiét hoa trong nhi tuong nudc trong
dau c6 hiéu luc cao hon loai té chdt Freund khong
hoan chinh (Freund’s incomplete adjuvant) bai vi
céc thanh phan muramyl dipeptide cta vich té€ bao
Mycobarterium sé hoat hoa dai thuc bao lam ting
hoat dong thuic bao, tang biéu 16 cac phan tt MHC
16p II va cac phan ti B7 trén mang té bao, dong thoi
ting tiét cac cytokine nhu IL-1. Phén ta B7 va cic
cytokine do dai thuic bao tiét ra la dong kich thich t6
kich thich hoathod cic té bao TH. Cahoat dong trinh
dién khéng nguyén va cac tin hiéu déng kich thich t&
bao TH déu tinglén khi c6 ta chit. Phan ting viém sé
dugc kéo dai, tir d6 tao ra phan ting viém man.
Vé tic dung giam dau

M6 hinh géy dau quén trén chuét nhitla moé hinh
dugc dung dé dénh gja tic dung giam dau ngoai vi
ctia cic thude. Mic du mo hinh nay thiéu tinh dic
hiéu nhung né van dugc stt dung mét cach phé bién
do tinh don gian ctia né dé sang loc, dénh gja tic
dung gidm dau ctia thudc. So véilé ching sinh ly, cic
16 dting Cao chiét 14 mang cau xiém va 16 dung thusc
tham chiéu Diclofenac c6 thdi gian xudt hién daulén
hon va s6 con dau quén trong 20 phut sau tiém acid
acetic ithon c6 ynghia théngké (p < 0,05). Cao chiét
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14 mang cau xiém va thuéc tham chiéu Diclofenac
déu thé hién tic dung gidm dau trén moé hinh giy
dau quan thuc nghiém, lam thoi gian xudt hién dau
muén hon va sé con dau quin gidm hon so véi 16
chiing sinh Iy. So v6i 16 tham chiéu duing Diclofenac,
cac16 ding Cao chiét 1a mang cau xiém c6 thoi gian
xudt hién dau va s6 con dau quan trong 20 phut sau
tiém acid acetic la tuong duong, khong cé su khac
biét c6 y nghia théng ké (p > 0,05). Véi cac muic liéu
dung trong nghién ctiu, Cao chiét 14 mang cdu xiém
6 tic dung gidm dau trén moé hinh giy dau quin
tuong duong véi Diclofenac liéu 20mg/kg cin ning.
Acid acetic la nguyén nhan gian tiép gay gidi phong
bradykinin, serotonin, histamin va cic prostaglandin,
chinh nhiing chat nay giy ra dap ting dau quin [50].
Tac dyng gidam dau quan c6 thé do sy tic ché sy tong
hop ctia mot s6 chat trung gian gay viém nhu TNF -
o, IL - 1B, IL - 6, va PGE2. Nhu véy, trén mo hinh gay
dau quén bang acid acetic d€ danh gia tic dung giam
dau ngoai vi, Cao chiét 14 mang cu xiém thé hién téc
dung kha t6t qua d6 danh gid tac dung giam dau.
Trén mo6 hinh nhing dudi, thoi gian dép ting
dau caa chudt 6 cic 16 nghién ciiu dai hon va c6 su
khéc biét c6 y nghia thong ké. Thai gian dap ting
dau cua chuét 616 dung Codeine kéo dai hon so
v6i nhom diung MCX liéu 35 mg/kg va 70 mg/kg;
trong khi nhém ding MCX liéu 140 mg/kg lai c6
thoi gian dép ting dau kéo dai hon so véinhém ding
Codeine. Tuy nhién sy chénh léch gitia cic nhém
lai khong cé y nghia théng ké (p > 0,05). Nhu vy
ta thdy dugc nhém chuot ding MCX liéu 140 mg/
kg dat hiéu qua t6i uu trong co ché giam dau. Nhu
véy, theo mo hinh nay cudng d¢ kich thich gay ra
cam gidc dau la dting nhiét tac dong vao dudi va bo
phan nhén cam gidc dau gém cdc loai thu cam thé
nhan kich thich nhiét. Khi kich thich biang nhiét, c6
sy dan truyén tif ngoai vi vé tay song, tii tiy séng
kich thich Ién nao, chudt c6 phan xa liém chén sau.

Cao chiét Id MCX c6 tac dung tic ché phan xa dan
truyén than kinh ti ngoai vi vé nao. Vi véy, cao chiét
1a MCX c6 thé ¢6 tac dung tic ché trung tam nhan
cam dau theo kiéu Codeine hoic ting ngudng nhin

cam dau tai cdc bé phin nhan cam giam dau.

KET LUAN

- LD, cta cao chiét ethanol la MCX 1a 0,705
mg/kg;

- O céc 3 mtc liéu thit nghiém 35 mg/kg, 70
mg/kg va 140 mg/kg cao chiét1a MCX c6 tic dung
chéng viém cdp va viém man, c6 téc dung gidm dau
trung uong va ngoai bién trén dong vat thyc nghiém.

- Tac dung chong viém va giam dau ctia muic liéu
140 mg/kg c6 xu hudng t6t hon 2 miic liéu con lai,
téc dung nay tuong duong véi nhom chiing duong.
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