TAP CHi NGHIEN CU’U Y HOC

TAC DUNG GIAM BAU CUA BAI THUOC BAI BDOC TAN GIA V|
TREN THWC NGHIEM

Ping Hong Anh'*, B Linh Quyén?
"Hoc vién Y — Duoc hoc ¢é truyén Viét Nam
2Trwong Pai hoc Y Dwoc, Pai hoc Quéc gia Ha Néi

Bai déc tan gia vi la bai thubc duwoc hinh thanh duwa trén bai thudc cb phuong Bai déc tén, duoc gia thém
bén duoc liéu gém: Dy dau xwong, Cot khi cd, La khoi, O tic cot. Pé danh gié tac dung gidm dau cia
bai thubc nay, cadc mé hinh géy dau trén dong vét thuc nghiém da duoc trién khai bao gém: mé hinh mém
néng, gdy dau quédn béng acid acetic thuc hién trén chudt nhat nhét tréng ching Swiss va mé hinh gy dau
tai t6 chirc viém trén chudt céng trdng ching Wistar. Két qua nghién ctru cho thay, Bai déc tan gia vi & cé
hai mtre lidu 36 g/kg va 72 g/kg lam gidm dang ké téng sé con quén dau bung acid acetic géy ra, tuy nhién
khéng thé hién tac dung gidm dau & mé hinh mam nong. O ¢a hai mirc liéu 21 g/kg va 42 g/kg, Bai doc tan
gia vi déu lam tdng ngudng chiu dau & ban chan bi viém. Céac sé liéu nghién ctru thuc nghiém trén da chi ra

réng, Bai déc tan gia vi c6 tac dung gidm dau ngoai bién nhung khéng cé tac dung gidm dau trung wong.

Twr khéa: Bai doc tan gia vi, Pong vat thwec nghiém, Tac dung giam dau.

I. DAT VAN DE

Dau la mét phan rng sinh ly xay ra khi moé
bi t6n thwong, nham cénh bao co thé va thuc
day cac hanh vi nhdm loai bé tac nhan gay hai.’
Mac du 1a mét co ché tw bado vé quan trong,
nhwng khi phan (rng dau tr& nén qua mdc hoac
kéo dai c6 thé gay ra hau qua nghiém trong.
Cac xung dong than kinh c6 thé lan truyén dén
vung dwéi ddi va kich hoat truc ha déi — tuyén
yén — thwong than, gay ra hang loat phan rng
thtr phat nhw stress, lo 4u, chan an, budn nén,
va trong trwdng hop ndng cé thé dan dén sbc.?
Do dé, viéc kiém soat va xt tri dau hiéu qua co
y nghia dac biét quan trong trong lam sang.

Hién nay, tuy d&a co rat nhiéu thubc giam
dau hiéu qua va dwoc str dung réng rai, nhuwng
tac dung khéng mong mudn va lo ngai vé tinh
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an toan cla chung van la tré ngai cho viéc st
dung trén Iam sang.** Bén canh do, Viét Nam la
quéc gia cé ngudn tai nguyén duoc liéu phong
phu cung kinh nghiém lau d&i trong st dung
cay thudc dé chiva bénh. Viéc nghién clru va
phat trién cac thudc giam dau c6 ngudn gbc twr
duoc liéu khéng chi gép phan ké thira y hoc cb
truyén, ma con dap (rng nhu cau tim kiém cac
liéu phap diéu tri m&i an toan va hiéu qua.

Bai déc tan gia vi la bai thuéc dwoc hinh
thanh trén bai thubc ¢ phwong Bai doc tan,
duwoec trich tr cubn Tiéu nhi duwoc chirng truc
quyét, gia thém bdn duwoc lieu gdm Day dau
xwong, Cét khi cu, La khoi, O tac cbt véi muc
dich gidm dau, chéng viém trong diéu tri mot sb
bénh ly co xwong khép, bwdc dau dung trén
trén 1am sang cho két qua kha quan.5 Mac du
c6é nhiéu dwoc liéu trong bai thubc da duoc
nghién ctru tac dung gidm dau khi diéu tri riéng
ré nhw Khwong hoat, Doc hoat, Sai hé... nhung
chwa cé nghién clru nao danh gia hiéu qua khi
két hop cac vi duoc liéu nay véi nhau.88 Do do,
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dé tao co s& khoa hoc cho viéc danh gia hiéu
qua cula bai thubc, nghién ctu nay nay duoc
thwe hién vé&i muc tiéu: Panh gia tac dung giam
dau cua bai thubc Bai déc tén gia vi trén déng
vat thurc nghiém.

Il. DOI TWONG VA PHUONG PHAP
1. Péi twong

Thuéc nghién ciru

Bai thubc Bai doc tan gia vi gdm 14 duwoc
lieu: 12g Khuwong hoat (Rhizoma et Radix
Notopterygii), 12g Bbéc hoat (Radix Angelica
pubescentis), 8g Xuyén khung (Rhizoma
Ligustici wallichii), 12g D&ng sam (Radix
Codonopsis), 12g Bach linh (Poria), 12g Tién hd
(Radix Peucedani), 12g Sai hd (Radix Bupleuri
chinensis), 8g Cat canh (Radix Platycodi
grandiflori), 8g Chi xac (Fructus Aurantii), 6g
Cam thdo (Radix et Rhizoma Glycyrrhizea),
12g Day dau xwong (Caulis Tinospora sinensis
Merr.), 12g Cét khi ct (Rhizoma Reynoutriae
Japonicae), 12g La khdi (Folium Ardisiae), 12g
O t&c cbt (Os Sepiae). Cac nguyén liéu trong
bai thuéc dwoc dung dwdi dang nguyén liéu
kho va dat tiéu chudn Dwoc dién Viét Nam V.
Bai thuéc dwoc bao ché dwéi dang thudc séc
theo phwong phap y hoc cé truyén bang may
sac thubc ban tw dong. Thudc sau khi séc sé
duwoc bao quan trong t lanh. Liéu dung dw kién
trén ngudi la 150g duwoc liéu/ngay.

Déng vt nghién ctru

Chudt nhét trang trwdng thanh ching Swiss,
ca hai giéng, khée manh, trong lwong 25 — 30g.
Chuét cdng tréng trwdng thanh ching Wistar,
cad hai giébng, khoé manh, trong lwong 250
+ 30g. Béng vat duwgc nubi 7 ngay trwdc khi
nghién clru va trong subt thdi gian nghién ctu
trong diéu kién phong thi nghiém véi day du
thirc an va nuwéc uéng tai BO mon Duwoc ly —
Trwdng Pai hoc Y Ha Néi.

Héa chat va mdy méc phuc vu nghién

clru

Phéi hop tramadol hydrochloride 37,5mg va
paracetamol 325mg (goi tat 1a PATRA), dang
vién nén, biét dwgc Paratramadol (Polpharma,
Poland). Diclofenac 50mg, biét dwoc Voltaren,
Novartis, Thd Nhi Ky. Acetic acid AR chai 500m
(Xilong, Trung Quéc). Chloral hydrate dang bét,
AR, > 99,0%, Shanghai Aladdin Biochemical
Technology Co., Ltd. Carageenan sodium salt,
BDH Chemicals Ltd Poole England. Can dién
tlr Precisa LX2200c (Thuy Sy). May Hot plate
model — DS37 cua Ugo-Basile (Italy). May do
phan &rng dau Analgesy-meter 37215 ctia Ugo
Basile (Italy).

2. Phwong phap

Panh gia tac dung giam dau véi phwong
phap mam néng (Hot — plate test)

Dwa theo phwong phap nghién cru dwoc
mo ta béi Baker va cong sy (2002).9°

Chuét nhat trdng dwoc chia ngiu nhién
thanh 5 16, méi 16 10 con.

- L6 1 (chrng sinh hoc): ubng nwéc cét.

-L6 2 (chirng dwong): ubng paratramadol
(phdi hop paracetamol + tramadol) vé&i lidu
paracetamol 216,7 mg/kg va tramadol 25 mg/
kg.

-L6 3 (chirng dwong): ubng diclofenac liéu
20 mg/kg.

-L6 4 (thudc thr): ubng Bai doc tan gia vi
lidu 72 g/kg (gép 2 Ian liéu dw kién dung trén
|&m sang).

-L6 5 (thubc thr): ubng Bai doc tan gia vi
lidu 36 g/kg (liéu dw kién dung trén lam sang,
tinh theo hé sb ngoai suy 12).

Chuét cac 16 dwoc ubng nwéc hodc thude
ther méi ngay vao budi sang trong 5 ngay lién
tuc.

Do thoi gian phan (ng véi nhiét do cua
chuét trwdc khi ubng thubc va sau khi ubng
thudc 1an cubi 1 gior. Bt chudt 1én mam noéng
(hot plate) luén duy tri & nhiét do 56°C bang
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hé théng &n nhiét, tinh thoi gian t IGc dat
chuét 18n mam néng dén khi chuét liém chan
sau. Loai bd nhirng chudt phan &rng qua nhanh
(trwoe 8 gidy) hoac qua cham (sau 30 gidy). So
sanh thoi gian phan &ng voéi kich thich nhiét
trwédc va sau khi uéng thube thir.

Danh gia tac dung giam dau véi phwong
phap gady dau qudn bang acid acetic (Acetic
acid writhing test)

Theo phwong phap nghién ctru clia Koster
va cs (1959)." Chuét nhéat trdng dwoc chia
ngau nhién thanh 5 16, méi 16 10 con twong tw
nhw trong phwong phap mam néng. Chudt cac
16 dwoc ubng nwdc hodc thube thr mbi ngay
vao bubi sang trong 5 ngay lién tuc. Ngay cudi
cuing, sau khi uéng thuéc thtr 1 gi®, tiém vao
6 bung méi chudt 0,2mL dung dich acid acetic
1%. Dém sb con quan dau cla tlrng chuot
trong mdi 5 phut cho dén phut thtr 30 sau khi
tiém acid acetic.

Phwong phap danh gia tac dung giam
dau do viém (Randall-Selitto paw-pressure
test)

Dwa theo phuwong phap nghién clru cla
Randall va Selitto c6 stra d6i bdi Winter va cs
(1962).2

Chuét cdng trdng duoc chia lam 4 16, méi
16 10 con.

- L6 1 (chieng sinh hoc): ubng nwéc cét.

- L6 2 (chirng dwong): ubng diclofenac liéu
10 mg/kg."

- L6 3 (thudc thir): ubng Bai doc tan gia vi
lidu 42 g/kg (gép 2 1an lidu dw kién dung trén
[dm sang).

-L6 4 (thubc thkr): ubng Bai doc tan gia vi
lidu 21 g/kg (liéu dw kién dung trén lam sang,
tinh theo hé sé ngoai suy 7).

Chuét cac 16 dwoc ubng nwédc hodc thube
ther méi ngay vao budi sang trong 5 ngay lién
tuc.

Gay viém ban chan chuét béng cach tiém

TAP CHi NGHIEN CU’U Y HOC

0,05mL carrageenan 1% pha trong nuwéc muébi
sinh ly vao gan ban chan sau bén phai. Phan
tng dau vai kich thich co hoc dwoc xac dinh
bdng may do phan (rng dau Analgesy-Meter
(Ugo Basile model 37215, Italy). Ngwéng cadm
nhan dau dwoc do vao cac thdi diém trwdc
udng thuéc; 30, 60, 90, 120 va 180 phut sau
khi uéng thuéc lan cubi & ban chan sau bén
phai (ban chan bj viém) va ban chan sau bén
trai (ban chan khong bi viém). Kiém tra ap luc
ban chan cta Randall-Selitto cé thé phan biét
hoat déng trung tdm va ngoai bién bang cach
so sanh con dau do chén ép & ban chan bi viém
va ban chan khéng bj viém.

X ly sé liéu

Sé liéu dwoc thu thap va xi& ly bang phan
mém Microsoft Excel 2010 va SPSS 22.0. bé
s0 sanh trong nhém, paired t-test da dwoc st
dung. Bé xac dinh sy khac biét dang ké gitva
hai nhém, Student’s t-test da dwoc ap dung. Sy
khac biét co y nghia théng ké khi p < 0,05.
3. Pao dirc nghién ciru

Cac chubt trong cac 16 nghién ctru dwoc
nudi va chadm séc trong diéu kién nhw nhau
trong sudt qua trinh nghién ctru. V&i cac chudt
dwoc mé dé danh gia cac chi sé nghién ciru,
trwéc khi mé, chudt duwoc gay mé.

Ill. KET QUA

1. Panh gia tac dung giam dau trén mam
néng

Sau 5 ngay ubng dang phéi hop paracetamol
va tramadol, th&i gian phan (rng véi nhiét kéo
dai hon dang ké so véi thoi diém trwéc ubng
thudc va so véi 16 chirng sinh hoc (p < 0,05).
Diclofenac chwa thé hién hiéu qua gidm dau
trén md hinh nghién ctru nay. Bai déc tan gia
vi & ca hai méc liéu nghién cteu chwa lam thay
ddi dang ké thai gian phan tng nhiét so vai 16
chirng sinh hoc.
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Bang 1. Anh hwéng cta Bai doc tan dén thoi gian phan trng v&i nhiét

Thei gian phan (rng (giay)

(X £ SD)
L6 nghién ctru (n = 10) . -
i < ; Sau uong thuoc
Trwéc uong thuoe . ..
lan cudi 1h
Chtrng sinh hoc 18,69 + 5,02 14,55 + 4,05
Paratramadol (paracetamol 216,7 mg/kg .
15,84 + 2,88 21,09 + 5,23
+ tramadol 25 mg/kg)
Diclofenac 20 mg/kg 18,80 £ 5,31 14,30 £ 4,72
Bai ddc tan gia vi 72 g/kg 16,50 + 5,86 15,49 + 4,99
19,02 + 6,22 19,33 £ 6,97

Bai doc tan gia vi 36 g/kg
*n < 0,05 so véi triréc ubng thube (Paired t-test); #p < 0,01 so véi 16 ching sinh hoc (Student’s t-test)

sau khi tiém mang bung dung dich acid acetic

2. banh gia tac dung giam dau trén mé hinh
& cac 16 nghién ciru dwoc bidu dién trong Biéu

gay dau quian bang acid acetic

Thoi gian xuét hién con quén dau dau tién ds 1.
800
**k%*
600
=
‘@
2
I 400
2
2 *888
200
0
Chirng sinh hoc PATRA Diclofenac BDT 72 g/kg BDT 36g/kg

Két qud duoc biéu thi duwéi dang gia tri trung binh + SE

PATRA: dang phéi hop paracetamol + tramadol (Paratramadol); BDT: Bai déc tan gia vi

*p < 0,05; ***p < 0,001 so voi I6 chirng sinh hoc (Student’s t-test)

&&p < 0,001 so véi dang phdi hop paracetamol va tramadol (Paratramadol) (Student’s t-test)
Biéu doé 1. Anh hwéng cuia Bai doc tan gia vi dén thoi gian khéi phat con dau quan

Quan sat Biéu dd 1 nhan thay, dang phéi tién & chudt nhét tiém mang bung acid acetic.

hop paracetamol va tramadol thé hién tac dung Diclofenac ciing thé hién hiéu qua kéo dai thoi

kéo dai thoi gian kh&i phat con quén dau dau gian kh&i phat con quan dau twong tw, mirc dé
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tac dung kém hon dang phéi hop paracetamol
va tramadol (p < 0,001). Bai déc tan gia vi &
cac mure lidu nghién ctru déu c6 xu hwéng kéo

TAP CHi NGHIEN CU’U Y HOC

dai thoi gian khéi phat con quan dau, tuy nhién
sw khac biét 14 chua c6 y nghta théng ké (p >
0,05).

Bang 2. Anh hwéng cta Bai doc tan gia vi dén sé con quan dau trong 30 phut

S6 con quan dau trong 30 phat

(x £ SD)
L6 nghién ctru (n = 10)
0-5 5-10 10 -15 15-20 20-25 25-30
phut phut phut phut phut phut
. ) 8,90 17,80 18,50 12,00 7,20 5,80
Chirng sinh hoc
+2,81 + 5,31 + 5,30 + 3,59 +1,99 +1,69
Paratramadol (paracetamol
0,00 0,57 2,14 2,29 2,57 1,86
216,7 mg/kg + tramadol 25
+0,00"* £1,61%* £227** £298** +£315"* +212***
mg/kg)
Diclofenac 20 ma/k 4,50 10,63 10,38 10,88 7,13 5,63
9xe £407*  +£521* +532% +544  +£372 233
Bai doc tan aia vi 72 a/k 5,44 14,00 10,22 9,11 5,67 5,56
| 1a Vi
Al dectan gavi e 9ikg £384* +742 +315% +551  £229  +410
3,40 13,70 13,20 9,60 6,90 4,60
Bai doc tan gia vi 36 g/kg
+1,96** +£5,06 + 8,66 +6,93 +4,01 +2,91

*p < 0,05, **p < 0,01; ***p < 0,001 so v&i 16 chieng sinh hoc (Student’s t-test)

Bang 2 va Biéu dd 2 trinh bay su thay déi s6
con quan dau theo thoi tirng khodng thoi gian 5
phut trong 30 phut. Sé liéu cho thay, dang phdi
hop paracetamol + tramadol lam gidm dang
ké s6 con quan dau so véi 16 chirng sinh hoc
& tAt ca cac thoi diém danh gia (p < 0,001).
Diclofenac ¢6 xu hwéng lam gidm sb con quan
dau so v&i 16 chirng sinh hoc & tat ca cac thoi
diém danh gia, sw khac biét cé y nghia thdng
ké dwoc quan sat thay trong 15 phut dau sau

khi titm mang bung dung dich acid acetic. Bai
doc tan gia vi & ca hai mie lidu nghién ciru thé
hién xu huwéng lam gidm sb con quén dau so
v&i 16 chirng sinh hoc, sy khac biét cé y nghia
thdng ké dwoc quan sat thay ngay tir khodng
thdi gian 5 phat dau sau khi tiém mang bung
acid acetic, va mrc gidm dang ké nay tiép tuc
duwoc duy tri dén 15 phut sau khi tiém mang
bung acid acetic & cac chudt uéng Bai doc tan
liéu 72 g/kg.
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PARTRA: dang phdi hop paracetamol + tramadol (Paratramadol); BDT: Bai déc tan gia vi
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Chtrng sinh hoc PATRA Diclofenac BDT 72 g/kg BDT 36 g/kg

Két qué duoc biéu thi dudi dang trung vi va khodng tr phén vi

PATRA: dang phbi hop paracetamol + tramadol (Paratramadol); BDT: Bai déc tan gia vi

*p < 0,05 so v&i 16 chieng sinh hoc (Student’s t-test); ***p < 0,001 so vé&i 16 chieng sinh hoc (Mann-
Whitney U test)

Biéu d6 3. Anh hwéng cuia Bai doc tan gia vi dén téng s6 con dau quan trong 30 phut

Biéu dd 3 biéu dién tbng sb con quan dau chirtng dwong (dang phéi hop paracetamol
duwoc dém trong 30 phut & cac 16 nghién clru. + tramadol, va diclofenac) déu lam gidm cé y
Hinh anh cho thdy cac thubc gidm dau dbi nghia théng ké téng sb con quén dau so voi
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|6 chirng sinh hoc. Bai doc tan gia vi & ca hai
mtrc liéu nghién ctu ciing thé hién hiéu qua

3. banh gia tac dung giam dau do viém

TAP CHi NGHIEN CU’U Y HOC

lam giam dang ké tdng sé con quén dau so Vi
16 chirng sinh hoc, sy khac biét véi p < 0,05.

Bang 3. Anh hwéng cua Bai doc tan gia vi dén lwc chiu dau cua chan phai bi gay viém

Lwe chiu dau (gam) (.:ht'rng Diclofenac .Bai .d{)c tan .Bai fic}c tan
(X £ SD) sinh hoc 10 mg/kg gia vi 42 g/kg gia vi 21 g/kg
(n=10) (n=10) (n=10) (n=10)

Trwdc ubng thube 156,27 + 54,97 196,30 + 49,58 141,46 + 39,38 157,76 + 55,66

Sau ubng thuéc lan cubi

Sau 30 phut 134,95 +42,42 189,90 £ 51,74 138,12+ 33,82 190,29 + 83,29

Sau 60 phut 131,70 £ 47,81 206,38 + 59,24** 243,15 + 54,93*** 175,58 + 34,81*

Sau 90 phut 173,51 £ 50,39 281,02 + 27,45*** 187,70 £49,10 180,46 + 37,53

Sau 120 phut

147,35 + 35,37

193,24 + 55,88*

173,38 £ 61,94

166,57 + 63,69

Sau 180 phut

157,27 + 56,35

172,31 £ 57,02

159,44 + 50,52

156,13 + 54,87

*p < 0,05, **p < 0,01; ***p < 0,001 so v&i 16 chieng sinh hoc (Student’s t-test)

Sé liéu & Bang 3 chi ra hiéu qua gidam dau
dang ké cua diclofenac & ban chan phai bj gay
viém bang carrageenin, sy khac biét cé y nghia
thdng ké so v&i 16 ching sinh hoc (chuét chi
duoc ubng nwéc hang ngay) dwoc quan sat
thay tai cac thoi diém sau khi ubng thube 30,

60, 90, va 120 phut. Bai doc tan gia vi & ca hai
murc liéu nghién ciu déu thé hién xu huéng
lam tang ngwdng chiu dau & ban chan bj viém
so vé&i 16 dbi chirng, tac dung gidm dau thé hién
rd rét nhéat tai thoi diém 60 phut sau khi ubng
thuéc ther.

Bang 4. Anh hwéng cta Bai doc tan gia vi dén Iwc chiu dau cua chan trai khéng gay viém

. Chirng
Lwc chju dau (g) ]
(X £ SD) sinh hoc
- (n=10)

Diclofenac Bai doc tan gia Bai doc tan
10 mg/kg vi 42 g/kg gia vi 21 g/kg
(n=10) (n=10) (n=10)

Trwée udng thube

133,76 +£42,79

160,38 + 62,05

146,52 + 68,24

130,73 + 34,31

Sau udng thuéc lan cudi

Sau 30 phut

150,41 + 59,78

178,23 + 62,81

165,49 + 83,55

168,25 + 61,56

Sau 60 phut

117,62 + 42,39

123,51 + 36,92

191,25 + 65,32**

180,23 + 57,71*

Sau 90 phut

146,39 + 42,45

176,46 + 44,79

222,37 £ 74,94*

169,48 + 35,45

Sau 120 phut

133,81 + 36,95

166,64 + 53,82

164,75 + 42,51

169,11 + 55,26

Sau 180 phut

150,40 + 41,52

183,12 + 59,68

173,18 £ 52,04

168,62 + 59,20

*p < 0,05; **p < 0,01 so vai I6 chiing sinh hoc (Student’s t-test)

Sé lieu & Bang 4 chi ra tac dung gidm dau
cua Bai doc tan trén ban chan trai khong bi gay

viém bang carrageenin cla chuét céng. Hiéu
qua giam dau dang ké cla Bai doc tan gia vi
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dwoc thé hién & ca hai mic lidu tai thoi diém
sau 60 phut uéng thubc thir 1an cudi, tac dung
nay tiép tuc dwoc duy tri t&i 90 phat sau khi
udng thubc thir & 16 chudt udng Bai déc tan liéu
cao (42 g/kg).

IV. BAN LUAN

Cac mo6 hinh dong vat déng vai tro quan
trong trong qua trinh danh gia hiéu qua cla cac
thudc hoac can thiép diéu tri méi. Do cam giac
dau khong thé do luvong truc tiép, viéc danh gia
tac dung gidm dau thwong dwoc thywe hién gian
tiép thdng qua cac phan (rng cla dong vat dbi
véi kich thich gay dau cu thé. O nghién nghién
ctru nay, tac dung cla Bai doc tan gia vi dwoc
danh gia qua ba mé hinh gay dau dwa trén cac
loai tac nhan khac nhau: tac nhan nhiét d6 (mé
hinh madm noéng), tac nhan héa hoc (mé hinh
gay dau quan bang acid acetic) va tac nhan co
hoc (mé hinh gay dau tai td chirc viém). Trong
d6, md hinh mam néng duwoc st dung dé danh
gia tac dung gidm dau theo co’ ché trung wong.
Con mé hinh gay dau quan bang acid acetic
va mé hinh gay dau tai té chirc viem duoc st
dung dé danh gia tac dung gidm dau theo co
ché ngoai bién, phan anh kha nang trc ché cac
dap rng viém va cam thu ngoai vi.'*1®
Tac dung giam dau trén mé hinh mam néng

Phwong phap mam néng la mot trong
nhirng phwong phap thlr nghiém lau ddi nhét
va dwoc st dung réng rai nhat trong nghién
ctru tién |am sang nhdm danh gia cam giac
dau va hiéu qua cta cac hop chét thir nghiém
trén chudt cong va chudt nhat. Thir nghiém nay
dung tac nhan la nhiét do dé gay dau, danh gia
tac dung gidm dau trén nguyén tac do thdi gian
phan &ng v&i nhiét dd & chudt nhat dé danh gia
gian tiép ngwéng dau. Thong thwong, nhiét do
52°C hoac 56°C dwoc str dung do dam bao do
nhay cla phan xa va an toan mé hoc, trong khi
murc nhiét 48°C it phd bién hon do phan (rng

thwdng cham va khéng dac hiéu. Nhiét dé cao
hon hiém duwoc st dung do nguy co cao gay
tbn thwong mo, dac biét 1a gay béng da & chi
sau dong vat thir nghiém.'® Khi kich thich bang
nhiét, tin hiéu dau dwoc dan truyén tir ngoai vi
vé tly séng, sau dé tac dong lén hé than kinh
trung wong, chudt cé phan xa liém ho&c nhac
chan sau, hanh vi nay ctia chuét phan anh phan
xa thoat khai kich thich dau.” Bé xac dinh liéu
mot hop chat thir nghiém cé d&c tinh gidm dau
hay khéng, nguwdi ta so sanh thoi gian tré phan
&ng cla dong vat & nhom diéu tri va nhém ddi
chirng. Sy kéo dai thdi gian phan (rng sau diéu
tri dwoc xem 1a bidu hién cla tac dung gidm
dau. M6 hinh dwoc tién hanh bang cach dé
chudt trén mam dwoc lam néng dén 56°C. Thoi
gian phan rng dwoc xac dinh la khoang thoi
gian tlr khi chuét dwoc dat [én bé mat dén khi
xuat hién hanh vi liém hodc nhac chan sau Ién.
Céc phép do dwoc thuc hién trwdc khi ubng
thudc va sau khi uéng thubc 1an cubi 1 gio. Dé
dam bdo an toan cho dong vat, thdi gian phan
&ng t6i da dwoc dat lam gidi han la 30 giay.'

Két qua tv Bang 1 cho thay, & 16 sir dung
Paratamadol (paracetamol + tramadol) kéo
dai thoi gian phan &ng ré rét sau khi déu tri
so v&i thoi diém trwdc khi dung thube va so
v6i 16 chirng sinh hoc (p < 0,05), khang dinh
hiéu qua gidm dau trung wong cla tramadol
théng qua hoat héa thu thé p-opioid va (rc ché
tai hap thu serotonin (5-hydroxytryptamine) va
noradrenaline (norepinephrine) ctia t& bao than
kinh."® Con véi 16 duwoc ubng diclofenac khoéng
lam kéo dai c6 y nghia thdng ké thei gian xuét
hién dap wng dau so vé&i |6 chirng sinh hoc phu
hop v&i co ché tac dong khong qua than kinh
trung wong. Bai déc tan gia vi & cad hai mic
lidu nghién ctru déu khong lam thay déi dang
ké thoi gian phan &ng nhiét so véi 16 chirng
sinh hoc, cho thay khéng c6 tac dung gidm dau
trung wong rd rang trén mo hinh nay.
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Tac dung giam dau trén mé hinh gay quan
dau bang acid acetic

Nghién cru nay dwoc thwc hién theo
phuwong phap Koster dung tdc nhén gay dau
la héa chét (acid acetic), day 1a phwong phap
duoc nhiéu nha nghién clru thwec nghiém st
dung dé danh gia tac dung gidm dau tai chd,
theo co ché tac dung ngoai bién. Acid acetic
khi dwgc tiém vao mang bung cla chudt sé
kich thich truc tiép 1én soi cdm giac C va dan
dén phan tng viém véi sw gidi phdng cac chat
trung gian gdy dau nhw bradykinin, serotonin,
histamin va céac prostaglandin...’®?° Trong khi
cac thubc gidm dau trung wong nhu opioid cé
kha nang trc ché ca hai pha, con thubc tac dong
ngoai bién (thubc gidm viém steroid va khéng
steroid) chi (rc ché lén pha sau.2' Mac du, mo
hinh nay khéng d&c hiéu vé co ché nhung c6 do
nhay cao, don gian, dé tién hanh va gitp phat
hién hiéu qua cla cac thubc gidm dau tac dung
yéu nén van duoc st dung mot cach phd bién
dé danh gia tac dung gidm dau cla thudc.?

Két qua cho thay, Bai doc tan gia vi voi ca
2 lidu tuy chwa lam kéo dai thdi gian khéi phat
quén dau c6 y nghia théng ké nhwng lam gidm
tbng sb con quan dau trong 30 phut, sb con
qudn dau bat dau gidm ngay tlr khoang thoi
gian 5 phat dau sau khi tiém mang bung acid
acetic, va mirc gidm dang ké nay tiép tuc duoc
duy tri dén 15 phut sau khi tiém mang bung acid
acetic & 16 Bai doc tan gia vi liéu cao (p < 0,05).
Phwong phap danh gia tac dung giam dau
do viém (Randall-Selitto paw-pressure test)

Phwong phap nay dwa trén nguyén ly réng
phan &ng viém lam tang dé nhay cam v&i cam
giac dau va do nhay nay dé bj thay ddi béi thude
gidm dau. Trong md hinh nay, carrageenan
doéng vai trd 1a tdc nhan gay viém, dan dén tinh
trang tang cadm giac dau khi c6 tac déng co
hoc. Qua trinh viém gay tén thwong mé, kich
thich gidi phéng cac chat trung gian gay viém

TAP CHi NGHIEN CU’U Y HOC

lam gidm nguwdng phan ng dau do kich thich
dau tan cung than kinh cdm giac va lam tang
nhay cdm cla cac receptor nhan cdm cam giac
v&i cac tdc nhan gay dau. Nguwdng gidm dau
thdp nay dé dang tang Ién bang thubc gidm dau
opioid va phi opioid. Nhém nghién clru st dung
chudt cbng tréng trong thir nghiém nay béi thuc
té trong qua trinh thuwc hién can phai dung mot
lwc manh dé cb dinh chuét, trong khi chudt nhét
hiém khi chiu dwoc x& ly nay.2® Trong phuong
phép nay, ap dung lwc tang tuyén tinh vao bé
mat mu ban chan chuédt cho dén khi quan sat
thdy phan xa co lai cta chi sau. Kiém tra ap
lwc ban chan cla thi nghiém nay c6 thé phan
biét hoat ddng trung tdm va ngoai bién bang
céach so sanh con dau do chén ép & ban chan
bi viém va ban chan khong bj viém. Con dau
gay ra do dé Ién ban chan bj viém la do sy gidi
phéng chét trung gian gay dau & ngoai bién,
nhwng con dau do dé I1én ban chan sau khéng
bi viém la do trung tdm va dwoc cho la do sy
kich thich trwc tiép cla cac soi hwong tam thu
thé dau.2* Két qua chi ra, Bai doc tan gia vi &
ca hai liéu nghién clru déu lam tang nguéng
chiu dau & ca chan viém va khong viém so voi
16 ching sinh hoc, cho thay bai thubc cé thé
tac dung gidm dau theo ca hai co ché trung
wong va ngoai bién. Trong khi do, diclofenac la
thudc chirng dwong cé co ché tac dung giam
dau ngoai bién chi lam tang ngwdng chju dau &
chan bi viém, ma khéng c6 tac dung trén chan
khéng viém. Mét diéu dang cha y & day la méc
du Bai doc tan gia vi khéng thé hién tac dung
gidm dau trén mé hinh mam néng vén nhay véi
céac thubc gidm dau trung wong nhuwng lai thé
hién tac dung trén mé hinh Randall-Selitto, s
mau thuan nay cé thé giai thich nhw sau. M6
hinh mam néng cé tinh dic hiéu cao dé danh
gia cac thudc cé tac dung gidm dau trwng wong
manh nhw cac opioid tac ddéng tryc tiép Ién hé
than kinh trung wong. Do cwdng dé kich thich
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cao va nguwdng phan &ng ré rét, mé hinh nay
thwong khéng phat hién dwoc cac tac déng
trung wong yéu hoac gian tiép. Trong khi do,
md hinh Randall-Selitto, m&c du chd yéu dung
dé danh gia tac dung ngoai bién, lai c6 thé
phan anh ca tac déng trung wong théng qua
do ap lwc & chan khoéng viém. Cuwdng doé kich
thich trong mé hinh nay dwoc tang dan va co
ngwdng phat hién linh hoat, do d6 cé thé ghi
nhan cac tac dong trung wong nhe hoac khéng
dac hiéu ma mé hinh mam noéng cé thé bd sot.

Nhw vay, buwéc dau nghién clru tac dung
gidm dau cla Bai doc tan gia vi cho thay, Bai
doc tan gia vi khong thé hién tac dung giam dau
trén mdé hinh madm noéng (Hot plate) nhwng lai
thé hién tac dung gidm dau trén cac mé hinh gay
quan dau béng acid acetic va mé hinh Randall-
Selitto. Ma d&c diém chung cGia 2 md hinh nay
déu lien quan dén cac chét trung gian gay viém.
Chung téi nhan dinh rang, Bai doc tan gia vi
gidm dau theo co ché ngoai bién théng qua kha
nang (rc ché cac chét trung gian gay viém. Ma
kha nang nay dén tir sy phdi hop hop ly ctia cac
dworc vi thanh phan. Nhan dinh nay phu hop véi
két qua nghién ctu tac dung chéng viém cua
Bai doc tan gia vi da dwoc cong bd trwde do
va twong déng véi cac két qua nghién clru clia
tac gid khac.® Khwong hoat théng qua chiét
xuét methanol véi liéu lwong 3 g/kg thé hién
tac dung gidm dau khi trc ché sw quan quai &
ty 1& tc ché 1a 87% trén mé hinh gay dau quan
bang acid acetic.® Péc hoat théng qua chiét
xuét methanol, chloroform, ethyl acetate lam
gidm con dau mét cach hiéu qua trén mé hinh
gay dau quan bang acid acetic, lam gidm tinh
trang pht né trén mé hinh gay phu chan chuét.”
Sai hd c6 tac dung gidm dau dang ké trong mo
hinh liém chan gay ra b&i formalin (Formalin-
induced paw licking) (p < 0,01) va trén md hinh
gay dung dap tay séng cb (Cervical spinal cord
contusion) théng qua con dwdng L-arginine—

NO-cGMP-KATP ciling nhw twong tac véi cac
thu thé opioid, PPA, va cannabinoid dé& thuc
hién hoat déng giam dau.® Cét khi c théng qua
chiét xu4t alcohol cé thé trc ché tinh trang viém
va lam gidm dau, lién quan dén viéc Grc ché
duwéng dan tin hieu MAPK/ERK & tdy séng.2

V. KET LUAN

Bai doc tan gia vi & ca hai muec liéu 36 g/
kg va 72 g/kg lam gidm dang ké& téng sb con
quan & md hinh gay dau bang acid acetic (p <
0,05), tuy nhién khong thé hién tac dung gidm
dau & md hinh mam néng. O’ ca hai muc liéu
21 g/kg va 42 g/kg, Bai doc tan gia vi déu lam
tang ngwdng chiju dau & ban chan bi viém trén
mé hinh gay dau tai té chirc viém (p < 0,05; p <
0,001). Nhw vay, Bai doc tan gia vi co tac dung
gidm dau ngoai bién nhwng khéng cé tac dung
giam dau trung wong.
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Summary

ANALGESIC EFFECT OF HERBAL REMEDY MODIFIED BAIDUSAN
IN EXPERIMENTAL ANIMALS

Modified BaiDuSan is developed based on the traditional formula BaiDuSan, with the addition
of four medicinal herbs: Caulis Tinospora sinensis Merr., Rhizoma Reynoutriae japonicae,
Folium Ardisiae, Os Sepiae. To evaluate its analgesic effect, several experimental pain models
were employed, including the hot plate test and the acetic acid-induced writhing test in Swiss
mice, and the Randall-Selitto test in Wistar rats with induced inflammatory pain. The results
showed that at both doses of 36 g/kg and 72 g/kg, Modified BaiDuSan significantly reduced
the total number of abdominal writhes induced by acetic acid, but did not show analgesic
activity in the hot plate model. At doses of 21 g/kg and 42 g/kg, Modified BaiDuSan significantly
increased the pain threshold in inflamed paws. These findings suggest that the Modified
BaiDuSan exerts peripheral analgesic effects but does not affect central pain mechanisms.

Keywords: Modified BaiDuSan, experimental animals, analgesic effect.
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