PANH GIA TAC DUNG CHONG VIEM CAP CUA THUOC HOAN KHOP TREN MO
HINH THU'C NGHIEM

Hoang Thi Kim Muoi!, Pham Xuin Phong', Ping Hong Hoa?
Vién Y hoc Cé truyén Quan dgi,
’Bénh vién E
Tém tit
Muc tiéu: Panh gid tic dung chong viém ciia thuéc Hoan khop trén cdc mé hinh
viém cdp. Phwong phdp: Danh gid tic dung chong viém cap cia Hoan khép trén 3 mé
hinh: gdy phii chdn chudt bang carrageenin, gdy viém mang bung bang carrageenin +
formaldehyde, mé hinh tang tinh tham thanh mach do acid acetic. Két qud: Hoan khép
c6 tdc dung giam thé tich phit chdn chudt liéu 2,8g/kg (24,21%), liéu 5,6g/kg (39,05%).
Hoan khop lam giam sw tham nhiém ciia bach cau, liéu 2,8g/kg giam 54,54%, liéu
5,6g/kg giam 58,92% (p<0,05). Thé tich dich ri viém va ham lwong protein trong dich
ri viém ciing gidm so véi nhom chirng (p<0,05). Hoan khop liéu 2,8g/kg chwa thé hién
téc dung ik ché tinh tham thanh mach trén mé hinh gdy viém do acid acetic. Két ludn:
Hoan khép ¢6 tac dung chong viém cdp, thé hién qua tac dung lam giam phii viém, giam
s6 heong dich ri viém, giam sé heong bach cdau va ham lwong protein trong dich ri viém
S0 V6i 16 udng nirde cat.
Tir khéa: Hoan khép, chong viém cdp
Abstract

Objectives: This study is to evaluate the anti-inflammatory effects of Hoan khop
in acute inflammation models. Methods: evaluating anti-acute inflammatory effect of
Hoan khop on three animal models: The carrageenin induced hind paw oedema, the
carrageenin and formaldehyde-induced peritonitis model in rats and the acetic acid
induced vascular permeability model. Result: Hoan khop reduced the volume of hind
paw oedema in rats, dose of 2.8g/kg (31.57%) and 5.6g/kg (55.51%). Hoan khop
reduced neutrophil infiltration, dose of 2.8g/kg (54.54%) dose of 5.6g/kg (58.92%)
(p<0.05). Inflammatory exudate volume and protein content in inflammatory exudate
were also significantly reduced. Hoan khop dose of 2.8¢g/kg has not shown an inhibitory
effect on vascular permeability in the model of acetic acid-induced inflammation.
Conclusion: Hoan khop has acute anti-inflammatory effect, shown by reductions in
oedema, neutrophil infiltration, exudate volumes and also the protein content in the
inflammatory exudate compared to control group.

Keyword: Hoan khop, anti-acute inflamatory.
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I. PAT VAN DE

Viém la mot phan ung c6 loi, bao
vé co thé chdng lai cac tac nhan giy
bénh hoic ton thuong té bao. Tuy nhién,
su kéo dai cua tinh trang viém c6 thé ¢
hai va gép phan vao co ché bénh sinh ctia
mot s6 bénh. Viéc sir dung cac thudc
chéng viém Steroid va khong steroid
(NSAID) bi han ché do tac dung phu cua
thude khi dung kéo dai, do tdm 1y lo ngai
cua nguoi bénh. Chinh vi vay, ngay nay
cac nha khoa hoc da di sau nghién ctru,
tim ra cac thudc chong viém moi co
nguén géc thao duogc it tac dung phu hon
va ¢6 hiéu luc chong viém tot[1].

Dua trén 1y luan y hoc c6 truyén va
kinh nghiém thuc tién, Vién Y hoc Co
truyén Quan doi (YHCTQD) di nghién
ctru va bao ché thudc Hoan khép tir cac
thao duoc truyén théng nhu: Hy thiém,
Day dau xuong, Thuong nhi tir, Cau tich,
Ngii gia bi.... Thudc c6 tac dung khu
phong, trur thép, manh gan cbt, diéu tri
viém khop cap tinh, viém khép man tinh
dot tién trién, chita cac chimg chan tay
nhirc moi, khép sung nong, do dau..... Bé
g6p phan 1am rd tac dung chéng viém cua
thubc Hoan khop, ching toi tién hanh
nghién ciru ndy nham muc tiéu: Panh gia
tac dung chong viém cap cuia thuéc Hoan
khép trén cac mo hinh thyc nghiém.
ILCHAT LIEU, POI TUQNG,
PHUONG PHAP NGHIEN CUU

2.1. Chit liéu nghién ctru
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Thubc Hoan khép duoc bao ché
dudi dang vién hoan cung, dong goi
10g/g6i x 20 goi/hdp; san xuét tai Trung
tAm nghién ctru tng dung san xut thude
bong y/Vién YHCTQD.

Cong thie cho 10g/g6i thuée Hoan
khop:
Hy thiém Herba Siegesbeckiae 0,52g;
Daydauxuong Caulis Tinosporae sinensis
0,47g; Tang chi Ramulus Mori albae
0,49g; Thuong nhi to Fuctus Xanthii
0,49¢g;
Schefflerae heptaphyllae 0,93g; Vuong
ton dang Radix et Caulis Gneti 0,91g;
Ngai ctru Herba Artemisiae vulgaris
0,49g; Bac ha Herba Menthae 0,52g; B

cong anh Herba Lactucae indicae 0,50g;

strumarii Ngii gia bi Cortex

Thach cao Gypsum fibrosum 0,64g; Cau
tich Rhizoma Cibotii Culi 0,68g; Nguu
tit Radix Achyranthis bidentatae 0,26g; T4
duogc vura du Excipients g.s 10,00g

Trang thiét bi va hod chit

Can dién tir Sartorius TE2148S, can
dién to¢ JWL Weighing Scale (Trung
Qudc), may do thé tich phu chan chudt
Plethysmometer (Mo 7140 — hang Ugo
Basile - Italy), may xét nghiém huyét
hoc Swelab Alfa AutoSampler (Thuy
Dién), may do mat 46 quang UV Mini
1240 CE (SHIMADZU — Nhat Ban),
may ly tAm (Trung Qudc).



- Aspirin (biét dugc Aspegic goi
bot 250mg)
Synthelabo, dung dich carrageenin 1%

cua hang Sanofi -

cua hing BDH biochemical san xuét,
dung dich formaldehyd 40% cua hang

Xilong Chemical san xudt, nudc cat.
2.2. P6i twong nghién ciru

Chudt cdng trang ching Wistar,
8-10 tudn tudi, khong phan biét gidng,
trong lwong 180 + 20g, dung dé nghién
ctru trén mo6 hinh gay phu chan chudt va
gdy viém mang bung bang carragenin.
Do Ban Chéan nu6i — Hoc vién Quan y

cung cap

Chudt nhat trang chung Swiss, 8-10
tuan tudi, khéng phan biét giéng, trong
lwong 20 + 2g, ding dé nghién ctu trén
md hinh ting tinh tham thanh mach do
acid acetic. Do Vién Vé sinh Dich té
Trung wong cung cap. Chudt duoc nudi
tai Khoa Nghién ctru thyc nghiém/Vién
YHCTQD 5 ngay trudce khi nghién ctru
trong diéu kién phong thi nghiém.

2.3.
2.3.1. Ddnh gid tic dung chéong viém

Phwong phap nghién ciru

cdp trén mo hinh gdy phu chan chugt

- 40 chudt cong tring dugc chia
ngau nhién thanh 4 16, mdi 16 10 con: 16
1 (16 chtng) udng nuée cat; 16 2 udng
Aspirin liéu 150mg/kg; 16 3 udng Hoan
khop liéu 2,8g/kg (trong dwong lidu dy
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kién trén l1am sang); 16 4 udng Hoan
khép lidu 5,6g/kg (gap doi lidu 16 3).

- Cho chuot uéng thube lién tuc
trong 5 ngay, ngay tht 5, sau udng thudc
1 gio, gay viém bang cach tiém 0,1ml
carrageenin 1% vao gan ban chéan sau
bén phai cua chudt. Po thé tich chan
chudt (dén khép c6 chan) bang dung cu
chuyén biét vao cac thoi diém: Trude
khi gdy viém, sau khi gay viém 2 gio, 4
gio, 6 gio va 24 gio [2],[3].[4].

Xac dinh do ting thé tich chan chudt,

kha ning trc ché phan (g phu theo cong
thure:

Vf_Voxmo

0

AV% =

Trong d6: Vo 1a thé tich chan chudt
trude khi gdy viém; V. 1a thé tich chan
chudt tai thoi diém t sau khi gdy viém.

+ Tac dung chong viém cta thude dugc
danh gia bang kha nang trc ché phan

ung phu (1%): 1% =
T 0/ _A1/.0
AV . A)_ AVtA)xlOO
AV %

Trong do: AV.%: Trung binh d0
tang thé tich chan chudt & 16 chung,
AV %: Trung binh d6 ting thé tich
chan chudt ¢ 16 udng thudc.

2.3.2. Ddnh gid tic dung chong viém
cdp trén mé hinh gay viem mang bung



- 40 chudt cbng tring dugc chia
ngau nhién thanh 4 16, mdi 16 10 con:
16 1 (16 chting) ubng nude cét, 16 2
ubng Aspirin liéu 150mg/kg, 16 3
uéng Hoan khép liéu 2,8g/kg/ (twong
duong liéu du kién 1am sang), 16 4
ubng Hoan khép liéu 5,6g/kg/ngay
(gap d6i lidu dy kién trén 1am sang).

- Cho chudt udng thude lién tuc
5 ngay truoc khi gy viém. Ngay tha
5, sau khi udng thudc 1h giy viém
mang bung bang cach tiém vao
khoang mang bung 2ml/100g thé
trong chudt dung dich carrageenin
0,05g + formaldehyd 1,4 ml, nudc
mudi sinh 1y vira ¢t 100 ml. Sau 24
gid gdy viém, mo 6 bung chudt hat
toan bg dich trong khoang phtic mac.
Do thé tich va dém sb lugng bach
ciu/ml dich ri viém, dinh luong

protein trong dich ri viém [5],[6].

2.3.3. Ddnh gid tic dung chéng viém
cdp trén mé hinh irc ché tinh thim
thanh mach

- 30 chudt nhit tréng duoc chia
thanh 3 16, mdi 16 10 con: 16 1 udng
nudc mudi sinh 1y liéu 0,1ml/10g

chuot; 16 2 uéng Aspirin lidu
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200mg/kg; 16 3 ubng Hoan khop liéu
4g/kg (twong duong lidu du kién trén
lam sang).

- Cho chuot uéng thudc lién tuc
trong 14 ngay. Ngay thir 14, sau udng
thubc 10 phat, tiém tinh mach dudi
chudt dung dich xanh methylen 0,2%
liéu 0,1ml1/10g thé trong chudt. Sau 5
phut, tiém phuc mac acid acetic 0,5%
liéu 1ml/10g chudt.

- Sau khi tiém acid acetic 60
phut, mo o bung chudt, hat toan bd
dich trong khoang phlic mac. Dich
nay dugc ly tam va do mat d¢ quang
& budc song 545nm dé xac dinh nong
dd chit mau thoat ra khoi long mach

[7].[8].

2.4. Xir 1y s liéu

Cac s6 liéu thu thap duoc xu ly

theo thudt toan thdng ké y hoc siur
dung phan mém SPSS 16.0, so sanh
su khac nhau vé gia tri trung binh
gitra 2 nhom. Két qua nghién ctru ¢6
y nghia théng ké voi p <0,05.

III. KET QUA NGHIEN CUU

3.1. Tac dung chdng viém cép trén
mo hinh giay phu chan chugt.



Bang 1. Thé tich chan chudt tai cac thoi diém nghién ctru (X £SD)

Lo chugt

Thé tich chan chudt (ml)

(n=10) Vo \%) V4 Vs V24
Lo Nugecat |, o 130 5540.14]1.81 0,151,764 0,12| 1,49 = 0,10
1ml/100g (1)
Lo 2 Aspirin 1,13+0,10(1,35+0,19[1,60 £0,16|1,59 + 0,17| 1,41 = 0,10
150 mg/kg (2)
Lo3 Hoan khop 1, 1), (1511 464013178 +0,18|1.58 + 0,10 1,45 + 0,15
2,8 g/kg (3)
Lo 4
Hoan khép 1,17 £0,15[1,51£0,17[1,66 +0,13|1,53 £ 0,14| 1,43 £ 0,11
5,6 g/kg (4)
p1-2, p13, p1{ P12<0,05 P12, P14, p2-3,p1_2’ P14, P13
<0,05 P1-2, P1-3, P14,
4, P23 P24, P13, P14, P34 <0,05
p p1-3, P2-3 p2- pP2-3 P24, P34
p3-4 P13, P24 D24, P2-3, P34
4, P34 >0,05
>0,05 >0,05 >0,05
>0,05

Nhén xét: thé tich phu chan chuot
& nhom udng Hoan khop liéu 2,8g/kg
thap hon nhom ching tai thoi diém 6h

sau gdy viém (p<0,05), lidu 5,6g thip
Biéu d6 1. Do tang thé tich phu chan chudt sau gay viém - AV%

Ty 1€ tang (%)

60
50
40
30
20
10

2h

=@=Nudc cat

D6 tang thé tich phu ban chan chudt

4h
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6h

=0= Aspirin ==@=Hoan khdp 2.8 g/kg

hon nhém chimg & thoi diém 4h, 6h sau
gay viém, va tuong duong v4i nhoém
ubng aspirin (p>0,05)

= o~

24h

Hoan khop 5.6 g/kg




Nhan xét: Do ting thé tich chan
chudt ¢ 2 16 udng Hoan khdp giam hon
nhom udng nude cit bat dau tir gio thir
4, manh nhat & gio thir 6 sau gy viém;

dén gio thtr 4, sau duy tri dén gio th 6.
Sau giy viém 24h d6 ting thé tich phu
chan chudt ¢ tat ca cac 16 twong duong

16 ubng aspirin giam manh tir gid thir 2

nhau.

Bang 2. Ty 1é giam phu chan chudt so vai chimng tai cac thoi diém nghién ciu - 1%

Lo chugt

1%

(n=10)

I

I4

Ie

I24

L6 1: nwéc cat

L6 2: Aspirin
150 mg/kg (2)

42,03

26,48

22,50

15,52

L6 3: Hoan khép
2,8 g/kg (3)

8,14

23,79

24,21

13,11

L6 4: Hoan khép
3,6 g/kg (4)

11,20

24,40

39,05

18,28

Nhan xét: Hoan khép ca 2 lidu déu
lam giam phti chan chudt. Tac dung trc ché
viém ctia Hoan khép khdp manh nhét &

thoi diém 6h sau gy viém, lidu
Bang 3. Anh hudng ctua Hoan khop t6i cac chi tiéu xét nghiém dich ri viém (X £SD)

2,8g/kg (24.21%), 5,6g/kg (47,26%).
3.2. Tac dung chong viém cép trén mo
hinh gay viém mang bung

R R Thé tich Ham luwgng S6 lwong
Lo chuot . . e . A
(n = 10) dich ri viem protein bach cau
(ml) (g/) (G
Lé 1: nude cit 1ml/100g (1) | 3,42+ 1,54 44,31 +£5,49 22,13 £13,91
R . 1,45 +0,97 39,29 + 3,37 9,76 + 3,50
L6 2: Aspirin 150 mg/kg (2) (-57,60%)* 11,33%)* (55,90
L6 3: Hoan khép 2.8 g/ke (3) 1,67 1,07 42,67 +4,16 10,06 + 3,28
’ (-51,17)* (-3,70)* (-54,54)*
L6 4: Hoan khép 5,6 g/ke (4) 1,94 + 1,45 39,44 + 1,25 9,09 + 2,58
’ (-43,27)* (-10,99)* (-58,92)*
p1-2,p1-3,P1-4 pi1-2,p14 <0,05 p1-2, P1-3, P1-4
<0,05 p1-3, P2-3, P2-4, P3-4 <0,05
P P2-3, P2-4, Ps3- >0,05 P2-3, P2-4, P3-4
4>0,05 >0,05

37

* Ty lé vrc ché so voi 16 chung




Nhan xét: Hoan khép lidu 5,6 g/kg
1am giam 43,27% thé tich dich ri viém,
10,99% ham luong protein va 58,92% sb
lugng bach cu trong dich ri viém so véi
16 udng nudc cét (p<0,05), twong duong
v6i 16 chudt udng Aspirin 150mg/kg
(p>0,05). Hoan khép lidu 2,8/kg giam

lwong dich ri viém (51,17%), sb lwong
bach cau (54,54%) (p<0,05), ham luong
protein trong dich ri viém giam rat it
(3,7%).

3.3. Tac dung chong viém cép trén mo
hinh trc ché tinh thim thanh mach

Bang 4. Anh hudng ciia Hoan khop téi ndng d6 chat mau dich 6 bung ( X £SD)

Lo chugt

Nong do Ty 1¢ trc ché

(n=10) chit mau 50 v6i chirng (%)
Lé1: Udng nuée cat 0,2ml/10g/ ngay (1) 0,13 + 1,25 -
L6 2: Udng Aspirin 200mg/kg/ ngay (2) 0,08 £0,24 38,46%
L6 3: Uodng hoan khép 4g/kg/ ngay (3) 0,12 +0,25 7,69%

p

P12<0,05, P13>,05, P2.3<0,05

Nhan xét: Hoan khép liéu
2,8g/kg thé trong chudt nhat tring co
tac dung uc ché 7,69% lugng chét
mau thoat khéi long mach so véi 16
dbi chirmg ubng nuéc cat (P>0,05).
IV. BAN LUAN

Hoan khdp 1a mot thudc thao
dugc duge nghién ctru va bao ché dya
trén 1y luan y hoc c¢b truyén va kinh
nghiém thuc tién, c6 tac dung diéu tri
viém khép cdp tinh, viém khép man
tinh dot tién trién, chita cac ching chan
tay nhitc moi, khép sung néng, do
dau.... Dé chirng minh cho tac dung cia
Hoan khop, chung toi tién hanh nghién
ctru nay nham danh gia tac dung chdng
viém cua thudc Hoan khép trén cac mé
hinh gy viém cap tinh.
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Trén mo6 hinh gay phu chan
chudt bang carrageenin, Hoan khép &
2 muc lidu 2,8g/kg va 5,6g/kg déu lam
giam thé tich phu chan chudt, Ty 1& tc
ché phu chin chudt cua Hoan khép
tang theo liéu thtr cuia Hoan khép (biéu
dd 1, bang 2). Ty 18 tc ché phu chin
chudt ctia Hoan khép lidu 5,6g/kg cao
hon lidu 2,8g/kg & tat ca cac thoi diém
(2h, 4h, 6h, 24h sau gay viém). Tac
dung Grc ché phan tng phu chan chudt
ctia Hoan khép manh nhit & thoi diém
6h sau gy viém, phan trim @c ché phu
chan chudt ctia Hoan khép so voi
ching 1a: lidu 2,8g/kg (24,21%), lidu
5,6g/kg (39,05%) (p<0,05). Tac dung
trc ché phu chan chudt ciia Hoan khép



twong duong tic dung (e ché phu cua
aspirin lidu 150mg/kg (p>0,05).

Trong thr nghi¢ém gdy viém mang
bung do carrageeninva formaldehyd
(bang 3), Hoan khdp 1am giam thé tich
dich ri viém, sb lugng bach ciu trong
dich ri viém lidu 2.8g/kg (51,17%,
54,54%); lidu 5,6g/kg (43,27%, 58,92%)
so voi nhom ching (p<0,05). Tac dung
nay cua Hoan khdép tuong duong véi
Aspirin  lidu  150mg/kg  (57,60%,
55,90%) (p>0.05). Ham luong protein &
nhom udng Hoan khop lidu 2,8g/kg
giam rat it so véi nhom chimg (3,70%),
tuy nhién & nhom udng Hoan khép liéu
5,6g/kg ty 1€ dat dugc 1a 10,99% tuong
duong voéi nhém ubng aspirin
(11,33%). Nhu vay, két qua nay cho
thay Hoan khop cé tic dung tc ché
phan ung viém do carrageenin +
formaldehyd gay ra.

Trén moé hinh giy viém mang
bung, Carrageenan + formaldehyd gay
ra tinh trang viém cép v6i biéu hién:
thoat mach huyét twong, ting tiét nudc
md, protein huyét tuong, va thAm nhiém
cta bach cau trung tinh do sy chuyén hoa
arachidonic[9]. Céac
chdng viém khéng steroid, (rc ché phan
g viém bang cach &rc ché su tong hop
cac prostaglandin do d6 lam giam luu
lvong méu, giam su thoat mach huyét
twong, giam su tham nhiém cua bach
cau da nhan dén vi tri viém. Trong thir
nghiém cua ching t6i Hoan khép liéu

cua axit thudc

2,8g/kg va 5,6g/kg déu co tac dung tc
ché phan ng viém cép, 1am giam thé
tich dich ri viém, ham lugng protein, sd
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lwong bach cau trong dich ri viém. Vi
két qua nay, co thé du doan co ché
chdng viém cua Hoan khép c6 thé lién
quan dén viéc uc ché cyclooxygenase,
1a tién @& cho nhirng nghién ctru sau
hon.

Tang tinh tham thanh mach
doéng mat vai tro quan trong trong phan
ng viém, do d6 dé danh gia
tac dung chdéng viém cip cua Hoan
khép chiing t61 da st dung mo hinh tc
ché tinh thdm thanh mach dé nghién
ctru. Két qua nghién ctru (bang 4) cho
théy ty 1€ uc ché dat dugc & chuot uéng
Aspirin liéu 200mg/kg so v&i nhém
chung 1a 38,46% (p<0,05), trong khi
d6 nhom udng Hoan khop lidu 2,8g/kg
chi dat duoc 7,69% va khong cod su
khac bi¢t so vdi nhom chung (P>0,05).
Nhu vdy v6i két qua nay, chung toi
nhén thdy Hoan khép véi licu 2,8g/kg
(twong duong lidu dy kién trén 1am
sang) chwa thé hién tac dung tc ché
tinh thAm thanh mach do acid acetic
gay ra.

Khi gdy viém bang axit axetic,
s& kich hoat giai phong cac chét trung
gian gdy viém nhu serotonin va
histamine trong dich mang bung, dan
dén gidin mach va ting tinh thim
thanh mach [10]. Trén md hinh gay
viém nay, Hoan khop chua thé hién
tac dung Gc ché tinh thim thanh
mach, diéu d6 c6 thé nghi d¢én véi lidu
2,8g/kg Hoan khép chua thé hién tac
dung nay hoic do co ché chdng viém
ctia Hoan khép khong lién quan dén
con dudng e ché sy giai phong cac



chit
histamin, serotonin.
V.KET LUAN

Qua cac két qua nghién ciru thu
duoc, chung t6i rat ra két luan

trung gian gdy viém nhu

Hoan khép c6 tac dung chdng
viém cap thé hién qua tac dung:

- Gidam phu chan chudt Hoan
khép liéu 2,8g/kg (24,21%), lidu 5,6g/kg
(39,05%) so v6i nhom ching (p<0,05)
va tuong duong aspirin lidu 150mg/kg
(p>0,05).

- Giam lugng dich ri viém, sd
lugng bach cau, ham lugng  protein
trong dich ri viém so v4i chiing: Hoan
khop lidu 2,8g/kg ty 18 trc ché dat duoc
lan lugt 1a 51,17%, 54,54% va 3,7%;
Hoan khop liéu 5,6g/kg ty 1& dat dugc 1a
43,27; 58,92% va 10,99%.

- Hoan khép liéu 2,8g/kg chua
thé hién tac dung urc ché tinh thAm thanh
mach.
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