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dan gian Bim bip, Ngii trao, Thanh tao va L& Iét.
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Panh gia tac dung khang viém cua cao BNTL
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chudt nhit tring sau 1, 2, 24 va 48 gio.
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0,2 g c6 tac dung lam giam d¢ phu chan chuét cé
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(p<0,05).
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SUMMARY
ANTI-INFLAMMATORY ACTIVITY
OF BNTL EXTRACT IN MICE

Objectives: The aim of this study was to
investigate anti-inflammatory effect of BNTL
extract from four folk medicinal herbs:
Clinacanthus nutans (Burm. f.) Lindau, Vitex
negundo L., Justicia gendarussa L., Piper lolot
L.. This initial research of BNTL extract for anti-
inflammatory activity in rat model of
carrageenan-induced paw edema was conducted
as the basis for further clinical trials to evaluate
the anti-inflammatory effects of topically applied
BNTL.

Methods: Assess the therapeutic  anti-
inflammatory activities of BNTL extract in
carrageenan-induced paw edema in mice after 1,
2, 24 and 48 hours.

Results: BNTL extract with 0.2 g dose
which was topical applied could reduce edema in
carrageenan-induced paw edema in mice after 1
hour and 48 hours.

Conclusion: This study exhibited that the
BNTL extract applied topically possesses anti-
inflammatory activity.

Keywords:  Anti-inflammatory  effects,
carrageenan, BNTL extract, Clinacanthus nutans
(Burm. f.) Lindau, Vitex negundo L., Justicia
gendarussa L., Piper lolot L.

I. DAT VAN DE

Viém 1a mot phan tng tu vé cua co thé
d6i voi cac kich thich nhu chat gay di ung
va/hoic ton thuong cac mo. Mit khac, phan
tng viém khong kiém soat dugc 1a nguyén
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nhan chinh cua mét loat cac chudi rdi loan
bao gdom di ung, réi loan chirc ning tim
mach, hoi chitng chuyén héa, ung thu va céac
bénh tu mién, tao ra ganh nang kinh té 16n
cho ca nhan va xa hoi®W. Coé nhiéu loai thudc
khac nhau dé kiém soat va ngin chin céc
phan tng viém da duoc s dung phd bién:
Steroid, thuc khang viém khong steroid va
thudc Gc ché mién dich. Pay 1a nhiing loai
thudc c6 lién quan dén nhiéu tac dung phu
khéng moéng muén va trén thuc té 1am sang,
muc tiéu cta nguoi thay thudc la dung lidu
diéu trj tdi thiéu dé dat hiéu qua cao nhat véi
it tAc dung phu nhat. Do d6, cho thiy can c6
cac yéu té chéng viém tu nhién trong diéu tri
bang thudc dé tang hiéu qua tri liéu va han
ché & mic do thip nhit céc tac dung phu
khéng mong muén®Y. Thude duoc lieu va
thudc cb truyén la ngudn quan trong trong
diéu tri viém, nhung can thiét phai chang
minh tac dung cua c&c bai thudc nay thong
qua cac phuong phap khoa hoc dé c6 y hoc
ching ctr. B6 1a 1y do thuc hién nghién cau
vé tac dung chbng viém trén chudt nhit tring
ctia cao BNTL ¢6 ngudn gdc tir bai thudc dan
gian® dugc chiét tir Bim bip (Clinacanthus
nutans (Burm. f.) Lindau), Ngi trao (Vitex
negundo L.), Thanh tdo  (Justicia
gendarussa L.) va La 16t (Piper lolot L.) (nén
goi tat 1a cao BNTL).

Il. DOI TUONG VA PHUONG PHAP NGHIEN CUU

Péi twong nghién ciru

Cao BNTL duoc chiét xuat tir hdn hop
cac duoc liéu Bim bip, Ngi trao, Thanh tao,
L& 16t vai ty l¢ 1:1:1:1®. Céac duoc liéu khod
dugc cung cap boéi Bénh vién Y hoc cb
truyén Thanh phé H6 Chi Minh dat tiéu
chuin co s¢. Cao BNTL duoc chiét xuat
bang phuong phap ngam kiét véi dung moi
con 70% theo ty 16 10:1 (dung méi: duogc

liéu), sau d6 dich chiét con duoc cd quay thu
hoi dung mdi va cd cach thuy dén dang cao
dic co do am 18,1%, do tro toan phan 8%, do
tro khong tan trong acid 0,05%, hiéu suat
chiét thu dugc 1a 11,1% (xac dinh theo
DDVN V - PL9.6, PL9.7 va PL9.8).

Pong vat thi nghiém

Chuot nhét trang Swiss albino, khoé
manh, ca 2 phai, 5 — 6 tuan tudi, trong luong
trung binh 20 + 2 g, dwoc cung cap bai Vién
Pasteur TP.HCM va duoc nudi 6n dinh &
diéu kién tiéu chuan 1 tuan trudc khi tién
hanh thi nghiém.

Thudc thir nghiém va trang thiét bi

Hoa chat gdy mé hinh: Carrageenan
(Sigma-Aldrich, USA)

Thude ddi chiéu:

- Voltaren Emulgel (GSK, 16 san xuét
RD4H-A, HSD: 07/2023). Hoat chat;
Diclofenac diethylamine 1,16%.

- Salonpas gel (Histamitsu, 16 san xut
3971,HSC: 03/2026). Hoat chat: Methyl
Salicylate 15%, 1 — menthol 7%.

Trang thiét bi:

- Thiét bi do thé tich chan chudt
(Plethysmometer cua UgoBasile, Italy).

- Can phan tich 4 sé 1& (Mettler AE,
Germany), can dién tir 2 sé 1é (Tanita KD
420).

- Bang keo lua Urgo Strong Adhesive
Tape.

Pia diém nghién ciru

Phong Thi nghiém Y Duogc c¢b truyén,
Khoa Y hoc c6 truyén, Pai hoc Y Duoc
Thanh phé H6 Chi Minh

Phuong phap nghién ctiu

Dinh tinh so b cac hep chat tw nhién
trong cao BNTL

Cao BNTL dugc chiét xuat trong dung
mdi thich hop dé thyc hién cac phan tng
dinh tinh so b cac nhém hoat chét bang cac
phan tng héa hoc dic trung theo bang 1@,
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Bdng 1. Phuon

phép phan tich cac nhom hep chdt ¢ trong cao chiét

Nhom hop chat |  Thuéc thir/ Cach thuc hién Phan g dwong tinh
Tinh dau Bdc hoi téi can C6 mui thom
Alkaloid Thudc thir chung alkaloid Két tua
Coumarin Phat quang trong kiém Phat quang manh hon
Anthraquinon KOH 10% Dung dich kiém c6 mau hong toi do
Flavonoid Mg/HCI dam dic Dung dich c6 mau hong téi do
Polyphenol Thudc thir Folin-Ciocalteu Phirc mau xanh
. FeCls Xanh réu hay xanh den (polyphenol)
Tannin ; : T L 7 ;
Dung dich gelatin muoi Tua bong trang (tannin)
Saponin Lép manh V6i nuréc Tao bot
Thuoc thur Liebermann C6 vong tim ndu
Acid hiru co Bot Na,CO3 Sui bot
Két qua phan tich duoc danh gia theo cac  carrageenan (vao Iic 8 gio sang va 16 gio

muc sau: (-) khéng co, (£) khdng rd, (+) co
it, (++) c6 nhiéu, (+++) c6 rat nhiéu.

DPdnh gia tic dung khang viém trén
chugt nhat trang bang md hinh
carrageenan*6.7)

Budc 1: Chudt nhit trang duoc chia ngau
nhién thanh 4 16, mdi 16 6 con.

- L6 1: (16 bénh Iy): khong bdi thudc.

- L6 2: bdi Voltaren vao gan ban chéan
phai chuét (0,2 g)

- L6 3: bdi Salonpas gel vao gan ban
chén phai chuét (0,2 g)

- L6 4: bbi Cao BNTL vao gan ban chan
phai chuét (0,2 g)

Chuot sau khi bdi thudc dugc dan bang
keo lua urgo dé tranh hao hut luong thudc.
Bing dan duogc théo ra truéc khi tién hanh
thar nghiém.

Budc 2: Po thé tich chan phai chuét ban
dau (Vo). Sau d6 tién hanh gay viém bang
cach tiém dudi da gan ban chan phai chuot
0,025 ml carrageenan 1%.

Budc 3: Bdi thuéc ngay sau khi tiém
carrageenan. Céc 16 chuot sau khi bi thubc
tai chd s& dung bang dan dé tranh lam hao
hut lwong thudc. Chudt duoc tiép tuc boi
thudc 3 1an trong 2 ngay lién tuc sau khi tiém
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chiéu).

Budc 4: Po lai thé tich chan phai chuot
sau khi tiém 1 gio, 2 gio, 24 gid, 48 gio

Budc 5: Panh gia két qua tac dung khang
viém dugc biéu dién bang % mic do giam
sung phu chan chudt trong 10 thir nghiém so
v6i 16 ching va 16 ddi chiéu boi Voltaren. Do
sung phu chan chudt biéu thi mic do viém,
dugc tinh theo cbng thuc:

X %= (Vi— Vo)/Vox100%

X: d6 phu tinh theo %

Vo: thé tich chan chuot truéc khi gay
viém.

Vi thé tich chan chudt sau khi gay viém
& thoi diém t.

Phuong phap xir ly s6 ligu

S6 lieu duoc xur ly bang Excel. Két qua
dugc trinh bay dudi dang trung binh + sai s6
chuian (M + SE). Sy khac biét giira cac 16
dugc coi 1a c6 ¥ nghia théng ké khi p<0,05.

INl. KET QUA NGHIEN CU'U

Pinh tinh so bd cac hgp chét tw nhién
trong cao BNTL

Cao BNTL sau khi thuc hién cac phan
ung hoa hoc dac trung dé xac dinh cac nhém
hop chét c6 trong cao chiét thi thu dugc két
qua dugc trinh bay trong bang 2.
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Bdng 2. Két qud dinh tinh so bé cac hep chét hivu co trong cao BNTL

Nhém hep chat |[Thuéc thie/ Céch thuc hién Két qua Két luan
Tinh dau Bdc hoi téi can C6 mui thom ++
Alkaloid Thudc thtr chung alkaloid Khong két tua -
Coumarin Phat quang trong kiém Phéat quang manh hon +++

Anthraquinon KOH 10% Dung dich !flem ,k,hof' g comad -
hong toi do
Flavonoid Mg/HCI dam dac Dung dich c6 mau hong téi do ++
Polyphenol Thudc thir Folin-Ciocalteu Phirc mau xanh +++
FeCl Xanh ré
Tannin . 3 _ wan Areu (eolyphenc_;l) N
Dung dich gelatin muoi Tua bong trang (tannin)
. Lic manh véi nudc Tao bot
Saponin X tho . A +++
Thudc thir Liebermann C0 vong tim nau
Acid hitu co Bot Na,COs Khdéng sui bot -

Ghi chu: (-): khéng cd, (+): co it, (++): cd
nhiéu, (): khong rd, (+++): c6 rat nhiéu

Sau khi tién hanh dinh tinh so b céc hop
chat hitu co ¢o trong cao BNTL thi so bd Xac
dinh dugc cac nhém hop chit nhu: Tinh dau,
saponin, coumarin, flavonoid, tannin,
polyphenol.

Panh gia tac dung khang viém trén
chugt nhiat tring bang mé hinh
carrageenan

Péanh gid trén mo hinh gay phu chan
chudt nhat tring bang carrageenan: Sau khi
tiém carrageenan, tat ca cac chuot o 16 ching
bénh 1y déu xuat hién phu ban chan tai cac
thoi diém 1, 2, 24 va 48 gio.

Bdng 3. Thé tich ban chan phdi chugr trwéc khi gay viém va sau gay viém bang
carrageenan tai cac theoi diém 1, 2, 24 va 48 gio (n=6, Mean + SD)

VO V1 V2 V24 V48
Chting bénh ly| 0,585 +0,09 | 0,960 +0,17 | 0,690 + 0,09 | 0,612+ 0,04 | 0,773 + 0,06
AV 038+0,12 | 0,11+004 | 0,06+0,11 | 0,19+0,13
p 0,0002* 0,0008* 0,11 0,008*

*: p<0,05: kh&c biét c6 y nghia thong ké so véi 16 chizng

S6 liéu thu dugc cho thiy tai cac thoi
diém 1, 2 va 48 gio, chudt o 16 chiing bénh ly
déu xuat hién phu ban chéan co y nghia thdng
ké (p < 0,05) so vai 16 chang sinh ly. Riéng
tai thoi diém 24 gid cling c6 xuét hién phi

ban chén chudt ¢ 16 gay viém nhung khong
c6 y nghia théng ke.

Két qua thir tac dung chdng viém cép cua
cao BNTL trén mo hinh gay phu chén chugt
bang carrageenan dwoc thé hién qua bang
dudi day:
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Bdng 4. Trung binh dé ting thé tich ban chan chugt cia cac 16 thi# nghiém sau gay
viém tgi cac thoi diém khdo st (n=6, Mean + SD)

Trung binh dd ting thé tich ban chan chuét (AV) é cac thoi
CA4c 16 thi nghiém diém sau gay viém
1 gio 2 gio 24 gio 48 gio
Ching bénh ly 0,39+0,12 0,11 +0,04 0,06 £0,11 0,19+£0,13
Tham chiéu Voltaren 0,15+ 0,16* 0,17+ 0,14 0,06 +0,19 0,03+0,13*
Tham chiéu Salonpas | 0,16 +0,13* 0,29+0,19 0,30 £ 0,22 0,19+0,23
Cao BNTL 0,216 £0,14* | 0,36 +0,17 0,32+0,16 [0,11 +£0,13*/**

*n<0,05: khac biét ¢6 ¥ nghia thong ké so véi 16 ching
**n<0,05: khac biéz c6 y nghia thong ké so véi 16 tham chiéu dung Voltaren

So véi 16 ching bénh ly:

- Tai thoi diém 1 gio sau gay viém: Lo
dung thubc Voltaren, Salonpas va cao BNTL
déu 1am giam d6 tang thé tich ban chan chuot
tai thoi diém sau gay viém 1 gid c6 y nghia
théng ké so véi 16 chung bénh 1y. Do ting
thé tich ban chan chuét sau gay viém 1 gio ¢
ca 3 16 dung thubc Voltaren, Salonpas va cao
BNTL khéc nhau khong c6 ¥ nghia thong ke.

- Tai thoi diém 2 gio va 24 gio: Ca 316
dung thubc Voltaren, Salonpas va cao BNTL
lai khéng lam giam do tang thé tich ban chan

0.3
0.2

0.1

1 gio 2 gior

Chirng bénh ly

Tham chiéu Salonpas

chudt c6 ¥ nghia théng ké so véi 16 ching
bénh ly.

- Tai thoi diém 48 gio: L6 dung thudc
Voltaren va cao BNTL c06 tac dung lam giam
d6 tang thé tich ban chan chuot so vai 16
chung bénh ly (p < 0,05), trong khi 16 dung
thudc Salonpas khéng lam giam d¢ ting thé
tich ban chan chuét sé véi 16 ching bénh ly
(p > 0,05). L& dung thudc Voltaren co do
tang thé tich ban chan chudt it hon 16 dung
cao BNTL.

24 gicy 48 gidy
Tham chiéu Voltaren

Cao BNTL

Hinh 1. Biéu do trung binh dé ting thé tich ban chan chugt
ciia céc 16 thir nghiém sau gay viém tgi cac thei diém khdo sat
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Nhu vay, Voltaren va cao BNTL co6 téc
dung lam giam thé tich ban chan chuét tai
thoi diém 1 gio va 48 gid sau gay viém,
trong khi Salonpas chi 1am giam thé tich ban
chan chuot tai thoi diém 1 gio sau gay viém
so vai 16 ching bénh ly.

IV. BAN LUAN

Dinh tinh so bd cac hop chit hiru co c6
trong cao BNTL da so bd xac dinh dugc cac
nhém hop chat nhu: Tinh dau, saponin,
coumarin, flavonoid, tannin, polyphenol. Cac
hop chat chinh c6 tac dung khang viém cua
cac dugc liéu trong cao BNTL da dugc cong
bd trong cac nghién ctru trude day®%1010), ¢y
thé trong Bim bip 1a cac flavonoid (vitexin,
orientin) va cac polyphenol (clinacosid A,
clinacosid B); Ngii trao c6 tinh dau (sabinen,
viridiflorol)  va  flavonoid  (casticin,
vitexicarpin); flavonoid (aromadendrin) cua
Thanh tdo va tinh dau (benzyl benzoat,
benzyl alcohol) trong L& 16t, day 1a cac hop
chat tan tot dung mdi con. Nhu vay, nghién
ctu st dung coén 70% la phi hop dé chiét
dugc cac thanh phan hop chéat ty nhién cé
hoat tinh khang viém trong cac dugc liéu
Bim bip, Ngii trao, Thanh tdo, L4 16t tuong
Gng V6i cac tai lieu dd cong bd trudc
day@910.1),
Trong cac mo6 hinh thuc nghiém duoc st
dung dé sang loc cac loai thudc chdng viém,
moé hinh gay phl chan sau cua chudt bing
céch tiém mot chat cd kha ning giy viém
(chat kich wng) 1a mét trong nhitng md hinh
duogc st dung phd bién nhat. Carrageenan 1
mét polysaccharid duogc sulfat héa c6 ngudn

gc tir mot sb loai tao. Tiém carrageenan vao
gan ban chan sau cua chudt s& xuat hién rat
nhanh hién tuong tang tinh tham thanh mach,
hinh thanh dich ri viém va bach cau thoat
mach, chu yéu I bach cau trung tinh, vao md
viem. Trong subt qua trinh viém do
carrageenan gay ra, co su giai phong lan luot
cac chét trung gian héa hoc cua qué trinh
viém, nhu histamin, 5-hydroxytryptamin,
bradykinin, va cudi cung la céc
prostaglandin. Cac bach cau trung tinh di
chuyén vao md viém s& giai phong vao
khoang gian bao cac gbc tu do oxygen gay
doc (nhu 0%, H202 va OH"), cac gbc oxygen
nay sé€ phan &ng vdi nito oxit hinh thanh cac
géc tu do phan tmg (nhu ONOO™, NO?™ va
NO%) lam ting cuong va khuéch dai phan
tng viém®. M6 hinh nay dé ap dung va kha
nhay trong duoc ly thuc nghiém dé budc dau
danh gia vé kha niang chdng viém cua mot
thudc, két qua budc dau nay s& cho phép
danh gia so bd ciing nhu md ra hudng nghién
ctru trén mo hinh tiép theo. Két qua danh gia
md hinh cho thay chan chuét ¢ 16 bénh Iy bi
tang thé tich, phl to tai thoi diém 1, 2 va 48
gio sau gay viém bang carrageenan va khac
biét co y nghia thong ké so véi thé tich chan
chudt ban dau trude khi gay viém (p<0,05).
So vai 16 chirng bénh ly, cac 16 dung cao
BNTL, 16 dung thudc tham chiéu Voltaren va
16 dung thudc tham chiéu Salonpas déu cho
thdy c6 tac dung khang viém tai thoi diém 1
gio sau gay viém. Tac dung khang viém
dugc danh gia thong qua mirc d6 wc ché ting
thé tich ph viém. Téac dung 1am giam do phi
chan chuot gitra cac 16 tham chiéu dung
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Voltaren va Salonpas véi 16 dung cao BNTL
khong c6 su khac biét c6 ¥ nghia thdng ké (p
> 0,05) tai thoi diém 1 gio sau gay viém,
churng to cao BNTL c6 tac dung khang viém
nhanh, thé hién ngay sau 1 gio trén chan
chuét bj gay viém. Thoi diém 2 gio va 24 gio
sau gay viém, ca Voltaren, Salonpas va cao
BNTL déu khong thé hién tac dung khéng
viém. Tai thoi diém 48 gio sau gay viém,
Voltaren va cao BNTL lai thé hién tac dung
khang viém. Nhu da néi ¢ trén, mo hinh gay
phu chan chudt bang carrageenan duoc ding
dé khao sét hoat tinh \rc ché cua thudc chéng
lai cac autacoid. Cac autacoid, nhu nitric
oxide, histamin, serotonin, Kinin, Ccéac
prostaglandin... 14 nhiing chét trung gian than
kinh hodc diéu hoa than kinh, dong vai tro
trong mot s6 qua trinh bénh 1y viém dau, di
tng. Téac dung chdng phd viém ¢ giai doan
dau (0 — 2 gio) dugc xem la tac dung uc ché
cac chat trung gian amino acid va hoat tinh ¢
giai doan sau duoc xem I3 tac dung Gc ché
cac dan xuat cua acid arachidonic, chu yéu la
cac prostaglandin®. Cao BNTL lam giam
phi ¢6 ¥ nghia thong ké tai thoi diém 1 gio
va 48 gio sau gay viém, chung to cao BNTL
c6 tac dung tc ché d6i vé6i nhiéu loai chét
trung gian autacoid.

V. KET LUAN

Cao BNTL (Bim bip, Ngi trao, Thanh
t4o, L4 16t) dung tai chd vai lidu 0,2 g ¢ tac
dung khang viém cap sau 1 gid va 48 gio gay
viém trén chudt nhit trang bi gay viém bang
carrageenan.
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Dé tai moi chi bude dau khao sét hoat
tinh khang viém cap caa cao BNTL, mét cao
duoc diéu ché tir 4 duoc lidu duoc phdi hop
theo bai thuéc dan gian véi ¢ mau nghién
ctu nho. Bé dinh hudng phat trién san pham
c6 hoat tinh khang viém tir duoc liéu, can co
nhitng nghién cau tiép theo trén cao BNTL
véi ¢ mau 16n hon.

VI. LO1 CAM ON

Pé tai nghién ciru duoc tai trg mot phan
boi Pai hoc Y Dugc Thanh phé Hb Chi
Minh.
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