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Toém tat

Muc tiéu: Danh gia tac dung chong viém cap va chong viém man cta cdm tan Tién liét thanh giai
(TLTG) trén thyc nghiém. Phwong phap: Danh gia tic dung chng viém cap trén mo hinh gay viém chan
chudt cong bang carragenin va mé hinh gy viém mang bung. Péanh gia tac dung chdng viém man trén mo
hinh gy u hat thuc nghiém bang amiant trén chudt nhét trang. Két qua: Trén 2 md hinh danh gi4 tic dung
chéng viém cép, cdbm tan TLTG khong 1am thay ddi cac chi s6 nghién ctru so véi 16 ching. Trong mé
hinh danh gia tac dung chéng viém man, cdm tan TLTG liéu 4,8g/kg/ngdy va 9,6g/kg/ngdy lam giam rd
rét trong lugng khoi u hat trén chudt nhét tring so v6i 16 mo hinh (44,55% va 46,19%). Két luan: Com tan
TLTG khéng c6 tac dung chéng viém cép trén mé hinh gdy viém chan chudt cdng bing carragenin va
mo6 hinh gy viém mang bung. Com tan TLTG liéu 4,8g/kg/ngay va 9,6g/kg/ngdy co tac dung chong viém
man, lam giam c6 ¥ nghia trong lugng u hat trén chudt nhat tring (p < 0,001).

Tir khéa: com tan Tién liét thanh gidi, tdc dung chong viém cdp, tac dung chong viém man.
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“TIEN LIET THANH GIAI” ON EXPERIMENTAL ANIMAL MODELS
Nguyen Thi Phuong Quynh !, Vu Thi Ngoc Thanh %, Nguyen Thi Tan *
(1) Thai Nguyen University of Medicine and Pharmacy
(2) Ha Noi Medical University
(3) Hue University of Medicine and Pharmacy

Objective: To evaluate acute and chronic anti-inflammatory effects of granules Tien liet thanh giai
on experimental models. Methods: The acute anti-inflammatory effect on carragenin- induced rat paw
edema model and peritoneal inflammatory model and the chronic anti-inflammatory effect on amiant-
induced granuloma model were assessed. Results: In models to assess the acute anti-inflammatory effect,
granules Tien liet thanh giai didn’t change the test indicators compared to control group. In the chronic
inflammation model in mice, granules Tien liet thanh giai at doses of 4.8g/kg/day and 9.6g/kg/day
remarkably reduced granuloma weight (44.55% va 46.19%) compared to the model group. Conclusion:
Granules Tien liet thanh giai does not has not acute anti-inflammatory effect on carragenin- induced rat
paw edema model and peritoneal inflammatory model. Granules Tien liet thanh giai at doses of 4.8g/
kg/day and 9.6g/kg/day in mice has chronic anti-inflammatory effect through significantly decreasing
granuloma weight as compared with model group (p < 0.001).
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1. PAT VAN PE va gdy ra cac roi loan tiéu tién. Bénh co thé giy

Phi dai lanh tinh tuyén tién liét (PDLTTTL) 1a  ra cac bién ching trAm trong nhu bi tidu cép tinh,
mot bénh pho bién va gay nhiéu phién toai 6 nam  nhiém tring dudng niéu, so6i bang quang, tiéu mau
gidi cao tudi do tuyén tién liét ngay cang 16n din  va suy than [1],[2].
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Bai thudc “Tién liét thanh giai” (TLTG) xut
XU tir bai ¢6 phuong “Tir diéu hoan” gia thém mot
s vi thude. “Ttr diéu hoan” 1a bai thude da duogc
nhan dan ta st dung tir 1au dé diéu tri chung rdi
loan tiéu tién [3].

Bai thuc “Tién liét thanh giai” dang cao
long da duoc nghién ctru so bd vé tinh an toan
va tac dung diéu tri phi dai lanh tinh tuyén tién
liét trén thyc nghiém. Dang cém tan TLTG da
dugc dung dé diéu tri cho mot s6 bénh nhan. Két
qua budc dau cho thay bai thuéc TLTG c6 do an
toan cao va hiéu qua twong ddi tot ddi voi bénh
ly PDLTTTL. Tuy nhién, cac dang thudc nay con
¢6 nhitng han ché nhu khdi luong thude ngudi
bénh phai ding nhiéu, thé tich thudc udng 1on,
chua phu hgp trong qua trinh st dung; ta duogc
trong cém 13 glucose nén modt sé bénh nhan
khong sir dung duoc (bénh nhén tiéu duong).
Thém vao d6, tiéu chuan duoc liéu trudc day ap
dung theo Dugc dién Viét Nam 3, con hién nay
tiéu chudn dugce liéu da duoc nang cao theo Dugc
dién Viét Nam 4. Vi vay cac nha Dugc hoc da tién
hanh nghién ctru va bao ché bai thudc Tién liét
thanh giai nay thanh dang cdm tan tinh ché co
chat lugng t6t, luong thude udng phu hop, ngudi
bénh dé dang chap nhén sir dung trén 1am sang.
Va trudc khi dang c6m tan TLTG da duoc tinh ché
nay duoc dua vao stir dung rong rai cho nguoi bénh
can nghién ctru mot cach day da vé tinh an toan
va tac dung cua thude. Thuc té 1am sang cho thay,
trong giai doan diu cua bénh PPLTTTL, bénh
nhan thuong trai qua cac dot viém cép tinh do tinh
trang r dong nudc tiéu. Hon nita trong nhitng nim
gan day dd co nhiéu nghién ciru ciing cho thiy
vai trd mat thiét cua qua trinh viém man d6i véi
qua trinh tién trién va mtc d6 nghiém trong cta
bénh PPLTTTL[4], [5], [6]. Piéu nay cho thiy
vai tro can thiét cia cac thudc chdng viém trong
diéu tri PDLTTTL. Vi vy trong nghién ciru nay
ching toi tién hanh dénh gia tic dung chéng
viém cép va chéng viém man cua cém tan TLTG
dé 1am rd hon co ché tac dung cua thude trong
diéu tri PDLTTTL.
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2. POI TUQONG VA PHUONG PHAP
NGHIEN CUU

2.1. Péi twong nghién ciru

2.1.1. Thuéc nghién civu

Coém tan Tién liét thanh giai tinh ché dugc san
xudt tai Cong ty ¢ phan Duoc pham Khang Minh,
Tp HO Chi Minh.

2.1.2. Dong vit nghién ciru

Chudt nhét tring (Mus musculus) ching Swiss,
ca hai giéng, khoe manh, trong luong 18 - 22g do
Vién Vé sinh dich t& cung cip (Nghién ciru tac dung
chéng viém man).

Chudt cong tring khoé¢ manh, ca hai giéng,
trong lugng 150 - 180g (nghién clru tac dung
chéng viém cp).

bong vat thuc nghiém dugc nudi 3 ngay trudc
khi nghién ctru va trong sudt thoi gian nghién ctru
bang thirc dn chuan danh riéng cho timg loai dong
vat (do Cong ty lién doanh Guyomarc’h-VCN va
Vién Vé sinh dich t& Trung wong san xuat).

2.1.3. Dung cu mdy méc va héa chit nghién ciru

Caragenin 1%, formaldehyd, soi amiant, ether
mé, aspegic (DL - Lysin - Acetylsalicylat) goi 100mg
(Sanofi aventis), methylprednisolon (Biét duoc
Medrol) vién nén 4mg (Pfizer).

May do thé tich PlethysmometerNo 7250 cua
hang Ugo-Basile (Italy).

2.2. Phwong phap nghién ciru

2.2.1. Tdc dung chéng viém cip

2.2.1.1. Tic dung chong viém cdp trén mé hinh
@dy viém chén chudt bang caragenin

Chuét cong tring dugc chia ngiu nhién thanh 416,
mdi 16 10 con.

- L 1 (chimg sinh hoc): udng nudc cit liéu
2,0ml/100g.

- L 2 (chimg duong): udng Aspegic liéu 200 mg/kg.

- L6 3: udng cém tan TLTG liéu 2,8g/kg/ngay.

- L6 4: udng cém tan TLTG liéu 5,6g/kg/ngay .

Chudt duoc udng nudce hodc thude trong 5 ngay
lién trude khi gdy viém. Ngay thtr 5, sau khi u6ng
thudc thir 1 gid, gdy viém bang cach tiém carragenin
1% (pha trong nudc mudi sinh 1y) 0,05 ml/chudt vao
gan ban chan sau, bén phai cua chudt.

Do thé tich chan chudt (dén khép co chan) bang
dung cu chuyén biét (Plethysmometer) vao cac thoi
diém: trudc khi gy viém, sau khi gdy viém 2 gio, 4
gio, 6 gid va 24 gio.



Két qua dugc tinh theo cong thirc cia Fontaine [7].
- bo tang thé tich chan cua ting chudt dugc tinh
theo cong thirc:

AV%=‘T° x 100

0
Trong do: V: thé tich chan chudt truée khi
gay viém.
Vi thé tich chan chudt sau khi gay viém.
- Tac dung chdng viém ctia thudc duoc danh gia
bang kha ning tic ché phan tmg phti (1%).
AV % -AV,%
AV_ %

I x 100

0

Trong do: AVC % : trung binh do tang thé tich

chan chudt ¢ 16 chung (%).

AV, %: Trung binh d tang thé tich chan chudt
0 16 uong thudc (%).

2.2.1.2. Téc dung chéng viém cdp trén mé hinh
gdy viem mang bung

Chudt cng tring duoc chia ngau nhién thanh
4 16 nhu trong thi nghiém tac dung chong viém
cAp trén md hinh gdy viém chan chudt bang
carragenin.

Chudt duoc ubng thudc thir 5 ngay lién trude
khi gdy viém. Ngay thtr 5, sau khi ung thudc thir
1 gio, gdy viém mang bung chudt bang dung dich
carrageenin 0,05g + formaldehyd 1,4 ml, pha vira du
trong 100ml nudc mudi sinh 1y, véi thé tich tiém 1
ml/100g vao o bung mdi chudt.

Sau 24 gio, mé o bung chudt ht dich ri viém, do

3. KET QUA NGHIEN CUU

thé tich, dém s6 luong bach cau/ml dich ri viém va
dinh luong protein trong dich ri viém.

2.2.2. Tdc dung chong viém man trén mo hinh
gay u hat thurc nghi¢m bang amiant

Gay u hat thuc nghiém theo phuong phap cta
Ducrot, Julou va cong su trén chudt nhét tr:fmg [8].

Amiant duoc vién thanh hat hinh cau nho trong
lugng 6,0 mg, tiét khudn béng nhiét d6 cao (160°C /2
gi®) trude khi ciy vao co thé chudt nhit.

Chudt nhat tréng duoc chia ng?lu nhién lam 4 10,
mdi 16 10 con:

- L 1 (chtng sinh hoc): uéng nude cat 1,0ml/100g

- Lé 2 (chimg duong): udng methylprednisolon
16 mg/kg/ngay

- L6 3: ubng cdm tan TLTG liéu 4,8¢/kg/ngay.

- L6 4: ubng cdm tan TLTG liéu 9,6g/kg/ngay.

Gay viém man bang cach ciy vao dudi da gdy cia
chudt vién amiant da nhiing vao carrageenin 1%. Sau
khi cdy amiant, chudt duoc ubng thudc trong 7 ngay
lién. Ngay thtr 8, gy mé chudt bang ether, boc tach
khéi u hat, siy & nhiét do 56°C/18 gio.

So sanh trong luong trung binh cua khdi u hat
(da trir trong lugng amiant) giita cac 16 udng thude
va 16 chung. Tac dung chéng viém duogc biéu thi
bang ti 1¢ % giam trong lugng khdi u.

2.3. Xir Iy s6 liéu

S6 liéu dugc nhap va xir Iy bang phuong phép va
thuat toan théng ké y sinh hoc trén phan mém SPSS
16. S6 liéu dugc biéu dién dudi dang X + SD. Kiém
dinh céc gia tri bang t-test Student hodc test trudc-sau
(Avant — Apres). Su khéc biét co y nghia thong ké khi
p <0,05.

3.1. Tac dung chdng viém cAp ciia com tan Tién liét thanh giai

Danh gia tac dung chdng viém cdp ctia cdm tan TLTG trén 2 mo hinh giy pht viém chan chudt va

gdy viém mang bung chudt, két qua nhu sau:

3.1.1. Téc dung chong viém cip trén mé hinh gdy phii viém chén chuét bang carragenin

Bang 1. Anh huong ctia cdm tan TLTG 1én d¢ tang thé tich chan chudt sau khi gay viém

Pj ting thé tich chin chudt (%)
Lo chugt
n Sau 2 gio Sau 4 gio Sau 6 gio Sau 24 gio
Lo 1 (Ching) 10 | 60,82 +10,94 | 59,79+8,12 |51,34+7,78| 17,75+ 6,78
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Lo 2 (Aspegic 200mg/kg/ 2534+6.86 | 3825+12.60 |41,77+8,13| 16,99+ 6,10
ngay)

p so v&i chiing 10 kel el * >0,05
1% 58,33 36,02 18,64 4,29

L& 3 (Com tan TLTG liéu 5409+876 | 57.43+8,64 |50,61+9.07| 17.57+7.31
2,8g/kg/ngay)

p so véi chiing 10 > 0,05 > 0,05 > 0,05 > 0,05

p 50 v6i 16 2 Hokk ok * > 0,05
Lo 4 (Com tan TLTG licu 515741327 | 56,77+ 11,64 |50.40+8.48| 17.46 +2.81
5,6g/kg/ngay)

p so voi chiing 10 > 0,05 > 0,05 > 0,05 > 0,05

p 50 v6i 16 2 Hokk Hox * > 0,05

Ghi cha: *:p<0,05
Két qua ¢ Bang 1 cho thay:

< 0,01 ***:p<0,001

- Aspégic liéu 200mg/kg c6 tac dung (rc ché manh phan ung phu chin chudt & cac thoi diém 2h,

4h, 6h sau khi gay viém bang carragenin (p so v6i 16 chimg < 0,05 va < 0,001).
- Thé tich chan chudt ¢ ca 2 16 udng cém tan Tién liét thanh giai lidu 2,8g/kg/ngay va 5,6g/kg/ngay
trong 5 ngay lién tuc khong co sy khac biét co ¥ nghia so véi 16 ching (p > 0,05). Nhu vy cdm tan

TLTG khong c6 tac dung chong viém cip trén mo hinh giy phil viém chan chudt bang carragenin.

3.1.2. Tdc dung chong viém cip trén mé hinh gdy viém mang bung

Bang 2. Anh hudng cua cdm tan TLTG 1én thé tich dich ri viém, sb luong bach cau

va ham lugng protein trong dich ri viém.

A A Tl.lf tich dich ? S6 lrgng bach ciu Ham luwong

Lo chugt n viem/100g thé (G rotein (mg/dl)
trong P g

L6 1 (Ching) 10 333+ 1,02 6,75+ 1,27 5,02 + 0,64
L0 2 (Aspegic 200mg/ke/ 2,44+ 0,63 4,84+ 1,82 4,47 + 0,42
ngay) 10
p so véi chiing <0,05 <0,05 <0,05
Lo 6m tan TLTG 2

03 (Com tan TLTG 2.8¢/ 3,07 £ 1,06 5,71 +0,98 4,79+ 0,88
kg/ngay)
p so vOi chiing 10 >0,05 >0,05 >0,05
p so v6i 16 2 >0,05 >0,05 >0,05
Lo 4 (Com tan TLTG 5,6¢/ 2,83+ 0,74 583+ 1,16 470+ 0,87
kg/ngay)
p so voi chiing 10 >0,05 >0,05 >0,05
psovéilo2 >0,05 >0,05 >0,05

Két qua & Bang 2 cho théy:

- Aspegic liéu 200mg/kg c6 tac dung lam giam rd rét thé tich dich ri viém, s6 luong bach cau trong

dich ri viém va ham lugng protein trong dich ri viém so véi 16 ching (p < 0,05).
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- Com tan Tién li¢t thanh giai ca 2 lidu 2,8g/kg/
ngdy va 5,6g/kg/ngay udng trong 5 ngay lién tuc
¢6 xu huéng lam giam thé tich dich ri viém, giam
s6 lugng bach cdu va giam ham lugng protein
trong dich ri viém so v6i 16 chirng nhung su khac
biét chua ¢ ¥ nghia thong ké (p > 0,05)

3.2. Tac dung chéng viém man ciia ¢c6m tan
Tién liét thanh giai

Gay u hat thuc nghiém bang cach cdy vao dudi
da gay cta chudt vién amiant da nhung carragenin
1% theo phuong phap cua Ducrot, Julou va cong
su trén chudt nhét tréng, Kkét qua thu dugc nhu sau:

Két qua ¢ Hinh 1 cho thay:

- Cém tan Tién liét thanh giai ding duong
udng véi lidu 4,8g/kg/ngay va 9,6g/kg/ngay déu
c6 tac dung lam giam rd rét trong luong u hat thuc
nghiém trén chudt nhit tring véi ti 16 giam tuong
ung la 44,55% va 46,19% so voi nhom chung.
Nhom dung methylprednisolon cd trong luong
khéi u hat giam 59,83% so v6i nhém chimng.

- Két qua nay cho thiy com tan TLTG c6 tic
dung chdng viém man rd rét (p <0,001) va tac
dung chéng viém man giira 2 liéu 4,8g/kg/ngay
va 9,6g/kg/ngay la tuong duong nhau (p > 0,05).
Tac dung chdng viém man cia cém tan TLTG kém
hon so véi methylprednisolon lidu 16mg/kg/ngay
(p <0,001).

4. BAN LUAN

4.1. Tac dung chdng viém cip

Qua két qua nghién ctru tic dung chong viém
cép trén mo hinh gay phu viém chan chudt bang
carragenin cho thiy com tan TLTG khong lam
giam d tang thé tich chan chudt so véi 16 chimg,

chimg t6 cém tan TLTG khong c6 tac dung chdng
viém cip trén mo hinh nay.

Trén mo hinh gay tran dich mang bung: c6m tan
TLTG c6 xu huéng lam giam thé tich dich ri viém,
giam ham lugng protein va giam sb lugng bach cau
trong dich ri viém, nhung su khac biét nay cling
chua co ¥ nghia thong ké.

Nhu vay trén ca 2 mo hinh gy viém cap, voi 2
lidu cdm tan TLTG da dung déu khong thé hién tac
dung chéng viém cip.

4.2. Tac dung chdng viém man

Nghién ciru tic dung chéng viém man dugc tién
hanh theo phuong phap ctia Ducrot, Julou va cdng
su [8]. Trong md hinh giy viém man tinh nay, hat
amiant d2 dugc nhung vao dung dich carragenin
0,1%. Amiant 1a mot di vat khong co kha nang
tiéu hity trong co thé, caragenin c6 ban chat 1a mot
polysaccharid - mot yéu t6 gy viém quan trong.
Khi cdy hat amiant dd nhung dung dich carragenin
vao dudi da chudt sé tao ra phan Grng viém man tinh
manh, tir 46 co thé chudt s& huy dong cac té bao
viém dén bao quanh tac nhan gy viém. Céc té bao
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dugc huy dong dén chu yéu 1a dai thuc bao, céc té
bao lympho, bach cu da nhan trung tinh,... . Néu
hat amiant nhiing carragenin déng vai tro 1a yéu t6
khoi phat qua trinh viém thi sau d6 phan tng viém
s& duoc ting cudng boi cac chat trung gian hoa hoc
dugc tao ra trong qua trinh viém nhu céac cytokin,
cac leucotrien,...ttr 6 1am phat trién khoi u hat bao
quanh hat amiant[9].

Thubc ¢o tic dung chdng viém s& Grc ché sy
phat trién cta u hat. Biéu nay co thé xéc dinh duge
bang cach can trong luong khdi u hat.

Két qua gy u hat thyc nghiém (Hinh 3.1) theo
phuong phap ctia Ducrot, Julou va cdng su cho
thay cdm tan TLTG liéu 4,8g/kg/ngay va 9,6g/
kg/ngay udng lién tyc trong 7 ngay déu cé tac
dung tc ché su phat trién u hat, 1am giam rd
rét trong luwong u hat (da siy kho) (45,9% va
47,3%) so voi 16 chung (p<0,05). Tuy nhién
tac dung nay kém hon so v&i methylprednisolon
16mg/kg/ngay.

Két qua ciling cho thay tic dung 1am giam trong
luong u hat gitra lidu 4,8g/kg/ngay va 9,6g/kg/
ngay khong cé su khac biét (p > 0,05).

Mot sé tai liéu nghién ctru cho thdy trong c6m
tan TLTG ¢6 mot sb vi thude co tac dung trc ché
hoat dong ctia mot sb chat trung gian hoa hoc gay
viém:

- Pan sam: trong thanh phan cta Pan sam da
chiét xuit dugc cac tanshinone - nhitng chit co tac
dung diéu tri khdi u dong thoi co tac dung tic ché
tong hop interleukin 12 va interferon gamma [10].

- Bach hoa xa thiét thao: trong thanh phan
cta vi thude nay da chiét dugc acid oleanolic va
acid ursolic. P4 c6 nhiéu nghién ciru chimg minh
tac dung chéng viém cua 2 acid nay, dac biét acid
ursolic 14 chat c6 kha ning trc ché manh sy sinh san
cta t& bao lympho T, dong thoi con cé tac dung tic
ché su bai tiét cua interleukin 1P, interleukin 6 va
TNF o (tumor necrosis factor). Pay la cac cytokin
doéng vai tro quan trong trong qua trinh viém [11],

[12],[13].

- Nguu tat: mot s nghién ctru ciing cho thiy vi
thudc nay co6 tac dung chng viém rat tot. Ngudi ta
cling da chiét xuat duoc thanh phan acid oleanolic
trong vi thudc nay. Acid oleanolic 1a chat da dwoc
ching minh c6 tac dung chéng viém tot [12], [14],
[15], [16].

- Hoang ba: trong thanh phan cta Hoang bé co
chtra berberin - mot chét vira c6 tic dung khang
sinh vira ¢ tac dung chéng viém do berberin trc
ché sy tong hop céac cytokin (interleukin 6 va
interleukin 8) [17].

- Tac dung chéng viém ciia Hong hoa da duogc
nhic dén trong tai liéu cia WHO (2007) [18].

Pay 1a co so khoa hoc dé giai thich tac dung
chéng viém man ctia cdm tan TLTG. Nho d6 da
gop phén giai thich tac dung han ché mirc d6 phi
dai TTL trong nghién ctu nay noi riéng va co
sO' cua viéc su dung bai thubc TLTG trong diéu tri
PDLTTTL.

5. KET LUAN

5.1. Tac dung chdng viém cap

- Cém tan TLTG liéu 2,8g/kg/ngdy va 5,6g/
kg/ngay khong c6 tac dung chéng viém cap trén
mé hinh gdy phu viém chan chudt cong bing
carragenin.

- Trén md hinh gay tran dich mang bung: cém
tan TLTG c6 xu huéng lam giam thé tich dich ri
viém, giam ham lugng protein va giam sb luong
bach cau trong dich ri viém, nhung sy khac biét
nay ciing chua c6 y nghia thong ké.

5.2. Tac dung chdng viém man

Cbm tan TLTG ca 2 lidu 4,8g/kg/ngay va 9,6g/
kg/ngay déu lam giam co y nghia trong luong u
hat trén chudt nhit tring (p < 0,001). Ty 1& giam
trong luong khoi u hat tuong tmg 1a 44,55% va
46,19%. Murc d6 giam trong lugng u hat gitra lidu
4,8g/kg/ngay va 9,6g/kg/ngay khong cod su khac
biét c6 y nghia.
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