TAP CHi NGHIEN CPU Y HOC

TAC DUNG GIAM PAU VA CHONG VIEM CAP
CUA VIEN NANG MEM TECAN TREN THU'C NGHIEM

Vi Viét Hang™, Pham Thj Van Anh
Trwong Pai hoc Y Ha Noi

Nghién ctru duoc thuc hién nhdm dénh gia tac dung gidm dau va chéng viém cép cla vién nang mém

Tecan (chiét xuat tir ré xa can) trén thuc nghiém. Cac mé hinh gay quédn dau béng acid acetic va mé hinh

méam néng duoc st dung dé dénh gié tac dung gidm dau cla Tecan trén chudt nhat trang ching Swiss.

Két qua nghién ctru cho théy vién nang mém Tecan liéu 1,44 vién/kg (twong duong 187,2 mg/kg) va 4,32

vién/kg (tuong duong 561,6 mg/kg) da thé hién tac dung gidm dau ngoai vi do lam gidm déng ké sé con

quén dau bung do acid acetic gay ra. Déi véi tac dung chéng viém cép, thir nghiém gay viém mang bung

bang carrageenin va formaldehyd trén chuét céng trdng ching Wistar da duoc tién hanh. Thé tich dich ri

viém va sé luong bach cdu trong dich ri viém da gidm déng ké & céc 16 ubéng Tecan liéu 0,72 vién/kg (tuong

duong 93,6 mg/kg) va 2,16 vién/kg (tuvong duong 280,8 mg/kg). Céc sé liéu nghién ctru thuc nghiém trén da

chi ra rang, vién nang mém cé tac dung gidm dau ngoai vi va tac dung chéng viém cép trén thuc nghiém.

T khéa: Vién nang mém, chéng viém, giam dau.

I. DAT VAN DE

Pau va viém la hai triéu chirng gap trong
rat nhiéu bénh ly. Theo Hiép hoi Nghién ciru
DPau Quéc té (IASP), dau la mot cdm giac kho
chiu va mét kinh nghiém xtc cam gay ra bi tén
thwong té bao thuc thé hoac tiém tang.' Viém
la phdn ng béo vé cla co thé biéu hién béi sw
thwc bao tai ché cé tac dung loai trir tac nhan
gay viém va stra chira tén thwong, ddng thoi
kém theo nhirng biéu hién bénh ly. Viém bao
gid ciing di kém theo thay déi mach mau, véi
s tham gia cla than kinh, nham dwa céac té
bao thwc bao (c6 mat trong Iong mach) t&i vi tri
dién ra phan &ng viém (& ngoai long mach).2
Nhuw vay, dau va viém déu la phan (rng bao vé
ctia co thé nham chédng lai cac tac nhan kich
thich. Tuy nhién dau va viém ciing cé thé tr&
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thanh nhitng triéu chirng bénh ly, c6 thé gay
ra tén thwong, hoai tt, roi loan chtrc nang co
quan... c6 thé & mirc dd nang né nguy hiém.
Do vay, trong mét sé trudng hop can thiét phai
st dung thuéc chdng viém va giam dau.

Hién nay, cé nhiéu thubc tay y cé tac dung
chdng viém, gidm dau c6 ngudn gbc tdng hop
hoac ban téng hop dwoc sir dung trén lam sang
véi duwong dung da dang nhw udng, dat, tiém,
béi ngoai da... Tuy nhién, cac thubc nay co thoi
gian st dung han ché, gia thanh cao va con
nhiéu tac dung khéng mong muén. Vi vay hién
nay viéc st dung cac thuéc déng y dang dan
tré thanh xu hwéng ph6 bién do vira co hiéu
qua diéu tri chdng viém, gidm dau, lai vira it tac
dung khéng mong mubdn gidp khac phuc nhugc
diém thudc tay y mang lai, dac biét trong nhirng
trwdng hop can phai st dung thubc kéo dai.

Xa can (Belamcanda chinensis (L.) DC.
Iridaceae), hay con goi la cay ré quat, la mét
loai ¢ moc hoang khap noi & Viét Nam, c6 khi
con dwoc trong 1am canh. Than ré sdy kho cia
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xa can da dwoc st dung trong y hoc cb truyén
va dan gian Viét Nam nhw mot chat chéng viém,
chéng ho va long d&m cling nhw 1am gidm céac
vén dé kho chiu & hong.® M6t trong nhirng thanh
phén hdéa hoc chju trach nhiém chinh cho cac
hoat tinh sinh hoc ctia xa can dwoc xac dinh la
cac isoflavon, trong doé tectoridin, tectorigenin
va irigenin 1a cac hoat chét cé tac dung manh
nhat.* 'ng dung cdng nghé bao ché hién dai,
Coéng ty Cé phan Thwong mai Duoc Vat tw y té
Khai Ha da san xuét vién nang mém véi thanh
phan chinh la cao khd xa can cé chra ham
lwong Ion tectoridin va tectorigenin. Nghién
ctvu dwoc tién hanh nhdm muc tiéu danh gia
tac dung giam dau va chdng viém cép cla vién
nang mém trén thwc nghiém.

1. bOI TUONG VA PHUYONG PHAP
1. Thuéc nghién ctru

Vién nang mém TECAN duwoc san xuét béi
Cong ty C6 phan Thwong mai Duoc Vat tw y
té Khai Ha, dat TCCS. Thanh phan chinh cta
vién nang la cao khd xa can 130mg chira 60mg
tectoridin va 5mg tectorigenin.

S6 16 san xuét: 03.03.20.

Ngay san xuét: 19/03/2020.

Ngay hét han: 19/9/2021.

Liéu dung dy kién trén ngudi la 6 vién/ngay.
Thubc thér dwoc pha trong dung méi 1a nwéc
trwée khi cho dong vat thue nghiém uéng.

2. Bong vat nghién clru

Poéng vat thuwe nghiém trong nghién ctru bao
gdm chudt nhat trdng ching Swiss, va chuét
cbng trdng ching Wistar. Bong vat dwoc lya
chon & ca hai giéng, trwdng thanh, khée manh.
Pboéng vat dwgc nudi 5 ngay trwdc khi nghién
clru va trong sudt thoi gian nghién cu trong
diéu kién phong thi nghiém va&i day da thie &n
va nwéc ubng tai B6 mén Duoc ly - Trudng Dai
hoc Y Ha Noi.

TAP CHi NGHIEN CU’U Y HOC

3. Héa chat va may méc phuc vu nghién ctru

Héa chat phuc vu nghién cteu: Aspirin
100mg (dang vién bao tan trong ruét) do Cong
ty ¢ phan Traphaco san xuét; codein phosphat
do Vién Kiém nghiém thubc Trung wong cung
cép; carrageenan dang bot, sdn phdm cua
hang BHD Chemicals Ltd., Anh; kit dinh lwgng
protein cla hang Hospitex Diagnostics (ltaly);
dung dich xét nghiém mau ABX Minidil LMG
cua hang ABX - Diagnostics.

May méc phuc vu nghién ciru: May Hot
plate model - DS37 cla Ugo-Basile (ltaly);
may do phdn ng dau Dynamic Plantar
Aesthesiometer 37450 clia Ugo Basile (ltaly);
may do viém Plethysmometer No 7250 cua
hang Ugo - Basile (ltaly); may sinh héa ban tw
dong Erba cla An Do; may xét nghiém huyét
hoc cho ddng vat Boule Exigo clia hang Boule
Medical AB (Thuy Dién).

4. Phwong phap nghién ciru

Nghién ctru tac dung giam dau cua vién
nang mém Tecan

Phuwong phap mém néng

Chuét nhat trdng dwoc chia ngdu nhién
thanh 4 16, méi 16 10 con:

-L6 1 (chirng sinh hoc): udng nwéc cét liéu
0,2 mL/10g/ngay.

- L6 2: ubng codein phosphat 20 mg/kg.

- L6 3: ubng Tecan liéu 1,44 vién/kg/ngay.

- L6 4: ubng Tecan liéu 4,32 vién/kg/ngay.

Chuét cac 16 dwoc ubng nwéc hodc thube
méi ngay 1 1an vao budi sang, véi thé tich 0,2
mL/10g/ngay trong 5 ngay lién tuc.

Do thoi gian phan (ng v&i nhiét d6 cla
chudt trwdc khi ubng thubc va sau khi ubng
thudc 1an cubi cung 1 gid. Pat chudt 1én mam
néng (hot plate) luén duy tri & nhiét d6 56°C
béng hé théng &n nhiét. Tinh thoi gian tiv IGc d&t
chudt 18n mam néng dén khi chuét liém chan
sau. Loai bé nhirng chudt phan (rng qua nhanh
(trwde 8 gidy) hodac qua chém (sau 30 gidy). So
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sanh thoi gian phan (rng voi kich thich nhiét
sau khi uéng thuéc thir.5%

Phwong phdp gady qudn dau bang acid
acetic

Chudt nhat trdng dwoc chia ngdu nhién
thanh 4 16, méi 16 10 con:

- L6 1 (chirng sinh hoc): ubng nuwéc cét lidu
0,2 mL/10g/ngay.

- L6 2: ubng aspirin 150 mg/kg.

- L6 3: ubng Tecan liéu 1,44 vién/kg/ngay.

- L6 4: ubng Tecan liéu 4,32 vién/kg/ngay.

Chuét cac 16 dwoc ubng nwédc hodc thube
méi ngay 1 1an vao budi sang, véi thé tich 0,2
mL/10g/ngay trong 5 ngay lién tuc. Ngay cubi
cuing, sau khi udng thuéc 1 gi®, tiém vao & bung
mdi chudt 0,2mL dung dich acid acetic 1%.
Dém sb con quan dau cua tirng chudt trong
méi 5 phut cho dén phut the 30 sau khi tiém
acid acetic. So sanh sé con quan dau clia cac
|6 nghién ctru. 56

Nghién citru tic dung chéng viém cap
cua vién nang mém Tecan

Chuét cbng trdng dwoc chia nglu nhién
thanh 4 16 nghién ctru nhw sau:

I. KET QUA

1. Tac dung giam dau ctia vién nang mém Tecan

-L6 1 (Mb hinh): ubng nwéc cat 0,2 mL/10g.

- L6 2 (Ching dwong): ubng aspirin liéu 200
mg/kg.

-L6 3 (Tecan lidu thap): ubng Tecan liéu
0,72 vién/kg.

- L6 4 (Tecan liéu cao): ubng Tecan liéu 2,16
vién/kg.

Chuét dwoc ubng nuéc cat hodc thubc
5 ngay lién trwéc khi gay viém. Ngay the 5,
sau khi udng thudc thtr 1 gi®, gay viém mang
bung chudt bang dung dich carrageenin 0,1g +
formaldehyd 1,5mL, pha vra da trong 100mL
nwéc mudi sinh 1y, véi thé tich tiém 1 mL/100g
vao 6 bung mdi chudt. Sau gay viém 24 gio,
m& & bung chudt hat dich ri viem, do thé tich,
dém sb lwong bach cau/mL dich ri viém va dinh
lwong protein trong dich ri viém.5”
5. Xt ly s6 liéu

Sé lieu dwoc thu thap va xi ly bang phan
mém Microsoft Excel 2010 s dung test thdng
ké Student's t-test. Sé liéu dwoc trinh bay dui
dang X * SD. Su khéc biét cé y nghia théng ké
khi p < 0,05.

Bang 1. Anh hwéng cla vién nang mém Tecan lén th&i gian phan trng
v&i nhiét d6 mam néng cua chudt nhat trang

Thei gian phan trng (giay)

L6 chuot n % +SD
L6 1 (Chirng sinh hoc) 10 18,49 £+ 1,51
L6 2 (Codein 20 mg/kg) 10 22,47 £ 3,99*
L6 3 (Tecan 1,44 vién/kg) 10 18,38 £ 5,37
L6 4 (Tecan 4,32 vién/kg) 10 18,28 + 5,68

*p < 0,05 so v&i 16 chieng sinh hoc (Student's t-test)

Két qua & bang 1 cho thay, codein cé tac dung kéo dai c6 y nghia théng ké thdi gian phan tng
v&i nhiét dd ctia chudt so véi 16 chirng sinh hoc (p < 0,05). Tecan & ca hai mirc liéu nghién ctvu déu
khong thé hién tac dung kéo dai dang ké thoi gian phan trng véi nhiét d6 cia chudt so véi 16 chirng

sinh hoc (p > 0,05).
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Bang 2. Anh hwéng cua vién nang mém Tecan 1én s6 con quan dau do acid acetic gay ra

S6 con quan dau (s6 con/5 phut)

L6 chuot X £sD
(n=10) 0-5 >5-10 >10-15 >15-20 >20-25 >25-30
phut phut phut phut phut phut

Lo 1 11,11 25,00 17,78 14,44 15,67 7,78
Chtrng sinh hoc +1,90 +3,64 +1,72 +1,94 +2,35 +1,09
L6 2 5,00 15,70 11,70 8,70 6,80 6,00
Aspirin 150 mg/kg +0,82%*%  +£271%* £330  +258** +140"*  +1,83*
L6 3 7,30 13,40 11,80 8,60 6,70 6,50
Tecan liéu thap +1,83%*  £284%*  +£290%*  +1,71*  +£1,95"*  +118*
Lo 4 5,40 18,00 9,80 9,60 7,50 5,40
Tecan lidu cao + 1,435 £ 420%% 1625 £ 1 51 £ 222%* 4 G

*p < 0,05; ***p < 0,001 so v&i 16 chieng sinh hoc (Student's t-test)

Két qua & bang 2 cho thay, aspirin liéu 150 liéu nghién ctru ubng trong 5 ngay lién tuc déu
mg/kg co tac dung lam gidm sé con quan dau & lam gidm rd rét sé con quan dau tai tat ca cac
tAt ca cac thoi diém nghién ciru (p < 0,05 hodc thoi diém nghién ctvu khi so sanh véi 16 chirng
p < 0,001). Vién nang mém Tecan & c& hai m&c (p < 0,001).

2. Tac dung chdéng viém cép cua vién nang mém Tecan

3

Thé tich
(mI/100g)
2,5
2
1.5
1
) I
0 T T . !
M6 hinh Aspirin Tecan 0,72 Tecan 2,16
vién/kg vién/kg

*n < 0,05; ***p < 0,001 so v&i 16 mb hinh (Student's t-test)
Biéu doé 1. Anh hwéng clia vién nang mém Tecan dén thé tich dich ri viem

Két qua & biéu dd 1 cho thay, vien nang mém Tecan liéu 2,16 vién/kg co tac dung lam gidm thé
tich dich ri viém so v&i 16 mé hinh, sy khac biét 1a cé y nghia thdng ké véi p < 0,05.
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Bang 3. Anh hwéng cua vién nang mém Tecan dén s6 lwong bach cau trong dich ri viém

S6 lwong bach cau (103/mm?)

Ham lwong protein (g/dL)

L6 nghién ciru n X +SD X +SD
Mb hinh 6 19,95 + 3,95 4,70+ 0,38
Aspirin 200 mg/kg 6 7,62 £ 1,53*** 4,15+ 047"
Tecan 0,72 vién/kg 7 7,46 + 1,90 4,31+0,38
Tecan 2,16 vién/kg 7 6,53 + 1,64*** 4,64 +0,28*

*p < 0,05; ***p < 0,001 so v&i 16 md hinh (Student's t-test)

Két qua & bang 3 cho thay, aspirin lam gidm
s6 lwong bach cau va ham luwong protein trong
dich ri viém c6 y nghia théng ké so véi 16 md
hinh (p < 0,05). Tecan & ca hai mirc li&u nghién
ctru déu lam giam dang ké sé lwong bach cau
trong dich ri viém (p < 0,05), ham lwgng protein
trong dich ri viém tuy cé xu hwéng gidm nhwng
chwa c6 sy khac biét so v&i 16 md hinh (p >
0,05).

IV. BAN LUAN

Trong nghién ctu nay, tac dung gidm dau
cla vién nang mém Tecan duwoc danh gia trén
cac mé hinh gay dau in vivo c¢b dién st dung
cac kich thich héa hoc (m6 hinh gay quan dau
bang acid acetic) va kich thich nhiét (mé hinh
mam néng). Bén canh do, ching t6i tién hanh
thtr nghiém gay viém mang bung chudt bang
carrageenin c6 bd sung formaldehyd dé xac
dinh hoat tinh chéng viém cép cta vién nang
mém Tecan.

Phwong phap mam néng duwgc chirng minh
la phu hop dé danh gia khd nang gidm dau
trung wong cia mot thubc thir.5 Sé lieu & bang
1 cho théy, vién nang mém Tecan & ca hai murc
lidu nghién clru déu khong thé hién tac dung
kéo thoi gian phan (rng v&i nhiét d6 cia mam
néng so v&i 16 chirng sinh hoc. Didu nay c6
nghia thuéc thir chwa thé hién tac dung giam
dau trung wong.

Trong test gay quén dau bang acid acetic,

cac chét ndi sinh kich thich vao cac nociceptor
dwoc gidi phong, va cac prostaglandin la cac
trung gian chinh gay dau. Do d6, mdé hinh
nay thudng lién quan dén viéc gidi phong cac
prostanoid, dan dén tang lvong PGE, va PGF,_
trong dich mang bung, cling nhw cac san phadm
ctia con dudng lipoxygenase. Day cé thé duoc
xem la mét mé hinh gay dau do viém. Cac thudc
¢6 hiéu qua giam dau trong mé hinh nay thuwdng
lién quan dén tac dung trc ché cyclooxygenase
(COX) ngoai vi.2 Aspirin 1a mét thubc giam dau,
chbng viém khong steroid véi co ché (rc ché
khéng chon loc COX, do vay sb con quan dau
bung & cac chudt dwoc ubng aspirin liéu 150
mg/kg déu gidm dang ké & tat ca cac thoi diém
nghién ctru so vai 16 chirng sinh hoc. Vién nang
mém Tecan & ca hai mirc liéu nghién ctru ubng
trong 5 ngay lién tuc cling c6 tac dung gidm
dau tbt trén mé hinh nay, thé hién & kha nang
lam giam rd rét sé con quan dau tai tat ca cac
thoi diém nghién ctru khi so sanh v&i 16 ching,
twong tw nhw aspirin. Két qua nghién ctu nay
goi y rang, cé thé tac dung gidm dau cua vién
nang mém Tecan cé lién quan dén hoat tinh
chdng viém, va gia thuyét nay da dwoc lam rd
hon trong cac thér nghiém vé tac dung chdng
viém cap cla vién nang mém Tecan.

Tinh trang viém c6 cac giai doan khac nhau,
giai doan dau la do tang tinh thAm thanh mach,
giai doan th hai la sw tham nhiém bach cau va
giai doan th ba la hinh thanh u hat. Banh gia
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kha nang Grc ché phan (rng viém mang bung
do carrageenan gay ra la mét trong nhirng
phwong phap thuéng dwoc ap dung dé sang
loc cac tac nhan chéng viém. Phan (ng viém
do carrageenan gay ra dwoc khéi dau béi sy
gidi phéng histamin, serotonin va céc kinin, tiép
do 1a cac prostaglandin va bradykinin.® Cac chét
trung gian héa hoc cda qua trinh viém sé lam
tang tinh thAm thanh mach, dan dén sy hinh
thanh dich ri viém trong & bung va kéo theo sw
xam nhap cla bach ciu vao dich ri viém. Quan
sat biéu d6 1 va bang 3 c6 thé nhan thay, vién
nang mém Tecan & ca hai mirc liéu nghién ctru
déu thé hién dwoc tac dung e ché qua trinh
viém do carrageenan gay ra théng qua hiéu qua
lam gidm thé tich dich ri viém va sb lwgng bach
cau trong dich ri viém. K&t qua nay hoan toan
phu hop véi gid thuyét vé co ché gidm dau cla
vién nang mém Tecan trén md hinh gay quan
dau béng tac nhan gay viém acid acetic.

Nhuw vay, tir cac két qua nghién ctru vé tac
dung gidm dau va chéng viém cép cla vién
nang mém Tecan cé thé dwa ra nhan dinh rang,
vién nang mém Tecan v&i thanh phan la cao
khé xa can c6 chira cac isoflavon tectoridin
va tectorigenin da thé hién tac dung giam dau
ngoai vi, va tac dung nay cé lién quan nhiéu
dén kha nang chéng viém cla thudc thte. Nhiéu
nghién ctru cho thay isoflavon chiét xuat t xa
can c6 hoat tinh chéng viém trén ca in vitro va
in vivo. Hyaluronidase la mét enzym phan giai
protein, dac biét la phan hdy acid hyaluronic
ngoai bao. Ngay tr nam 1968, Ezaki S da chi
ra réng tectoridin va tectorigenin tir xa can thé
hién hoat tinh chéng viém tét bang cach &c
ché ré rét hoat tinh cla hyaluronidase trén in
vitro va in vivo, va tac dung chéng viém cla
nhirng hoat chat nay manh hon thubc chéng
viém khoéng steroid phenylbutazon.™® Gan day
hon, cac nha nghién ctru Nhat Ban bao cao
réng, mot trong nhirng co’ ché chdng viém cua

TAP CHi NGHIEN CU’U Y HOC

than ré xa can la sy (rc ché san xuét PGE, bdi
tectorigenin va tectoridin, trong dé tectorigenin
c6 tac dung manh hon tectoridin, do sw gidm
biéu hién cia COX-2 trong cac té bao viém.
Nghién ctvu sau hon vé& méi quan hé cu truc-
hoat tinh cta cac isoflavon khac nhau trong viéc
trc ché san xuét PGE,, cac nha khoa hoc phat
hién ra rang 6-methoxyl héa va 5-hydroxyl hoa
lam tang hiéu lyc e ché PGE,."" Mot co' ché
chdng viém khac cla xa can da duoc cac nha
nghién ctru chi ra. Nitric oxid (NO) dwoc tao ra
b&i nitric oxide synthase cam tng (iNOS) ciing
la chat trung gian gay viém. Nhiéu bao céo cho
thay tectorigenin c6 tac dung trc ché phu thudc
vao liéu dbi véi sy biéu hién cta iINOS, sy san
xuat NO, si bai tiét interleukin-1B, sw biéu hién
clia COX-2 va san xuét PGE,, v&i co ché duoc
xac dinh |a e ché sy hoat héa ctia yéu t6 nhan
kappa-B (NF-kB).213

V. KET LUAN

Vién nang mém Tecan v&i thanh phan la
cao khd xa can cé chtra cac isoflavon tectoridin
va tectorigenin da thé hién tac dung giam dau
ngoai vi va tac dung chbng viém cap trén thyc
nghiém.
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Summary
ANTI-INFLAMMATORY AND ANALGESIC ACTIVITIES OF
TECAN CAPSULES IN EXPERIMENTAL ANIMAL MODELS

This study was done to investigate the analgesic and acute anti-inflammatory effects of Tecan
capsules. The capsules were evaluated for analgesic activity using hot plate and acetic acid-induced
writhing methods in Swiss mice. The pre-treatment with Tecan (1.44 capsules/kg and 4.32 capsules/
kg doses) was able to inhibit the number of abdominal writhes in the animals, but this treatment did not
affectthe behaviorof animalsinthe hot plate test. Forthe acute anti-inflammatory activity, carrageenan-
induced peritonitis model was used in Wistar rats. A reduction in inflammatory exudate volume and cell
migration was seen with all test doses (0.72 and 2.16 capsules/kg) evaluated. The results of this study
suggestedthat Tecan capsuleshave acute anti-inflammatory and peripheral antinociceptive properties.

Keywords: Tecan capsules, anti-inflammatory, analgesic.
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