chiét xuét va diéu ché cao khé co sir dung nhiét
do tuy nhién khéng lam anh huong dén ham
lu’ong acid ferulic trong cao. Phuong phéap phun
say tang soi the hlen Su uu Vlet hon SO Vo1
phuong phap diéu ché cao kho bang tu siy tinh
nhu quy trinh sir dung nhiét do khong qua cao, sy
lan toa nhiét dong déu glup cao khé tao thanh
trong thoi gian ngan voi do dm thap, higu suat
cao; cao kho thu duge c6 d tron chay va kha
ning chiu nén tbt, phan bd kich thudc hat phi
hop dé dap vién hodc dong nang.
5. Két ludn

sdy téng s6i cho thiy wu diém rd rét hon phuong
phép sdy tinh. Quy trinh dinh lugng acid ferulic
trong cao khé DHTV bing HPLC dugc tham
dinh va dat tinh tuong thich hé théng, tinh tuyén
tinh, d§ dac hi¢u, do ding, do ldp lai, d§ chinh
Xac trung gian theo tiéu chuan ICH. Cao kho
DHTV dugc danh gia céc chi tiéu chat lwgng nhu
tinh chat, o 4m, dinh tinh, dinh luong, phan bo
kich thudce hat, ty s6 Hausner, chi s6 Carr; két
qua phu hop st dung cho bao ché dang com, vién
nang hodc vién nén.

Loi cam on: Nghién cuu nay dwoc tai tro boi

Avicel PH102 dugc chon dé diéu ché cao kho trudng Dai hoc Lac Hong théng qua dé tai co sé ma
DHTV voi ty 1€ cao-ta dugce 2:1,5; phuong phap  sé LHU-RF-MP-22-07-05.
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TAC DUNG KHANG VIEM CUA CAO CHIET CON
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Khoa Duoc, Truong Pai hoc Quoc té Hong Bang
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Tém tit

Homalomena cochinchinensis Engl. (thién nién kién Nam B0) 1a lodi thién nién k1¢n hiém & Viét Nam va chua c6 nhiéu nghlen
ciru ve thanh phén hoa hoc curlg nhu tic dung dugc ly. Muc tiéu cia nghién ciru nay la chimg minh tac dyng khang viém cta cao
chiét ethanol 45% tir thén r& H. cochinchinensis trén thyc nghiém in vitro sir dung dong dai thyc bao RAW 264.7 va trén thyc
nghiém gay phu chan chudt boi | carrageenan. Két qua cho thay cao chiét H. cochinchinensis & day nong do tir 12,5 pg/mL dén 100
ug/mL thé hi¢n hoat tinh trc ché san sinh nitric oxid trén té bao duo‘c cam umg boi lipopolysaccharid theo cach phu thuoc vao nong
d6 voi ICs 1a 55,34 ug/mL. Cao chiét H. cochinchinensis liéu uong 680 mg/kg (twong dwong 2,5 g dugc liéwkg) cd tac dung giam
viém chén chudt trén thuc nghiém gay phi ban chén chuot bing carrageenan twong tu thude d6i chiéu celecoxib (25 mg/kg). Ket
qué vé tic dung khang viém trén thyc nghiém ctia thin ré H. cochinchinensis s& 14 tién dé cho cac nghién clru img dung tiep theo.

Tir khéa: Homalomena cochinchinensis Engl. (thién nién kién Nam Bg), Tdc dung khdng viém, Dong dai thuc bao RAW
264.7, Thue nghiém carrageenan.

Summary
Anti-Inflammatory Effects of Ethanol Extract from Homalomena cochinchinensis Rhizome

Homalomena cochinchinensis Engl. is a rare Homalomena species in Vietnam and up to now, there are very few studies
on its phytochemistry as well as bioactivities of this plant. In the present study, the anti-inflammatory effect of 45% ethanol
extract from H. cochinchinensis thizome was investigated by using lipopolysaccharide (LPS)-induced nitric oxide (NO)
production in macrophage cell line RAW 264.7 and a carrageenan-induced paw edema test in mice. The results revealed that
H. cochinchinensis extract at concentrations of 12.5 pg/mL up to 100 pg/mL suppressed LPS-induced nitric oxide production
in RAW 264.7 cells in a concentration-dependent manner with ICs, value of 55.34 pg/mL. Furthermore, the extract at an oral
dose of 680 mg/kg (equivalent to 2.5 g/kg of raw materials) attenuated mouse paw inflammation after carrageenan injection
as the same as a reference drug, celecoxib (25 mg/kg). The results of the anti-inflammatory effect of H. cochinchinensis
rhizome could be the premise basic for further applied research.

Keywords: Homalomena cochinchinensis Engl., Anti-inflammatory effect,
Carrageenan-induced paw edema test.

Macrophage cell line RAW 264.7,
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1. Pit vin de

Muc tiéu diéu trj bénh xuong khép chu yéu la
giam sung viém va kiém soat con dau. Céc thude
khang viém nhu nhém NSAID (non-steroid anti-
mﬂammatory drugs) va corticosteroid thudng
giy nhiéu tac dung phu (loet da day, suy than)
khi dung dai ngay Béi vay, xu hudng ding cac
duge liéu trong hd trg diéu tri dang dugc quan
tim nho uu diém an toan, it taic dung khéng
mong mudn va hiéu qua da dugc minh chirng qua
kinh nghiém dén gian hogc tri thirc y hoc ban dia.

Than ré cia mdt s6 loai thién nién kién [loai
phd bién Homalomena occulta (Lour) Schott. ]
da duogc sur dung rong rdi trong cac bai thuoc dé
lam manh gan -Xuong, chéng viém, giam dau
trong diéu tri viém khép, thoai héa xwong khop &
nguoi cao tudi [1]. Homalomena cochinchinensis
Engl & K. Krause (thién nién ki¢n Nam B0, tén
goi khac: Homalomena tonkinensis Engl.) 1a loai
thién nién kién hiém & Viét Nam, chi dugc phat
hién & Nam bd (Vuon Quoc gia Bu Gia Mép, tinh
Binh Phudc; Khu bao ton thién nhién Vinh Ciru,
tinh Dong Nai; tinh Ba Ria - Viing Tau) [2],[3].
Cho dén nay, tai Viét Nam van chua c¢6 nhiéu
nghién clru v€ tac dyng dugc ly cia loai ciy nay
Phan tich thanh phan héa hoc tinh dau tir than ré
H. cochinchinensis da xac dinh sy hién dién cua
cdc sesquiterpen cd hoat tinh khing khuan [4].
Cac sesquiterpen tir thin ré H. occulta dugc
chung minh c6 tac dong khéng viém theo co ché
tc ché biéu hién cyclooxygenase (COX)-2
(twong tu cac NSAID) va trc ché sy san sinh
nitric oxid (NO), prostaglandin (PG)-E2 giy boi
lipopolysaccharid (LPS) trén dong dai thyc bao
RAW 264.7 [5]. Gan day, Linh Thuy Khanh
Nguyen va cs. (2023) da xac dinh téc dung khing
viém in vitro (ac ché san sinh NO) cua tinh dau
[6] va cao chiét n-hexan [7] tir than ré H.
cochinchinensis trén té bao RAW 264.7 bj kich
thich b LPS. Tuy nhién chua c6 céc nghién ctru
danh gid tac dung khang viém trén dong vat. Do
do, muc tiéu cua nghlen clru nay la danh gia tac
dung khang viém cua cao chiét ethanol 45% tir
than ré H. cochinchinensis trén thuc nghiém in
vitro su dung dong dai thuc bao RAW 264.7 va
trén thyc nghiém gy phu chan chudt giy boi
carrageenan nhim cung cap minh chimg khoa
hoc cho cac nghlen clru (mg dung tiép theo.

2. Doi turgng va phu‘o’ng phap nghién ciru

2.1. Poi twong nghién ciru

Thén ré& H. cochinchinensis dugc thu miu tai
Ba Ria - Viing Tau vao thang 02/2023, va dugc
Phong Tai nguyén va Phat trién Duogc liéu -

Trung tim Sam va Duoc liéu thanh phé Ho Chi
Minh (Vién Dugc liéu) dinh danh va lwu méu
(Code: BD 05/2023). Thén ré sau thu hai dugc
rira sach, xit lat, phoi kho & diéu kién thu'orng, dat
d6 am dugc liéu < 13,0% (9,73%) va dugc xay
thanh bt qua rdy s6 250. Bot duge liéu duoc
chiét ngdm kiét voi ethanol 45% theo ty 1€ 1:15
(duorc ligu: dung m01) Dich chiét dugc tiép tuc
c6 thu hoi dung moi va ¢b cach thay dé thu duoc
cao dic véi higu suat chiét 27,6% va c6 do am
11,5% (goi tit 1a cao chlet H. cochznchmens:s)

Tham khao tir lidu sir dung thién nién kién
loai Homalomena occulta trén nguoi (khong qua
10 g/ngay) va h¢ so ngoa1 suy liéu tuong duo*ng
cua chudt nhit tring va ngudi (Phu luc cua
“Huong dan thir nghiém tién ldm sang va lam
sang thudc déng y, thubc tir duoc liéu” theo
Quyet dinh 141/QD-K2PT, 27/10/2015) dé chon
lidu sir dung cho thir nghiém dugce 1y in vivo 1a
340 mg/kg va 680 mg/kg (twong duong 1,25 g va
2,5 g dugc ligu kho /kg).

2.2. Dong vt thi nghiém

Chudt nhat tring dyc chung Swiss albino, 5 -
6 tuan tudi, trong luong trung binh 22 + 2 g
Chuét va thyc phim nubi dugc cung cap bai
Vién Vic xin va Sinh pham Y té - thanh ph6 Nha
Trang. Chudt dugc nudi on dinh 1 tuan trude khi
tién hanh thir nghiém. Céc thi nghiém trén dong
vat nghién ctru dugc thyc hi¢n theo “Hudng dan
thir nghiém tién lam sang va lam sang thudc dong
Y, thude tir dugc ligu” cia BO Y té (ban hanh kém
theo quyét dinh s6 141/QP - K2PT ngay
27/10/2015).

2.3. Dong té bao va Hoa chat

Té bao dai thyc bao RAW 264.7 dugce cung
cap tir American Type Culture Collection (ATCC,
TIB-71, BSL 2). Dulbecco’s Modified Eagle
Medlum (DMEM, Gibco) va thude thir Griess
(Invitrogen) dugc cung cap bdi Thermo Fisher
Scientific (USA). Trypsin 10X (HyClone™
Trypsin  Protease) dugc mua tir Cytiva.
Lipopolysaccharid (LPS) tir Escherichia coli 0111:
B4; fetal bovin serum (FBS); penicillin-
streptomycin (10000 units); 3-(4,5-
dimethylthiazol-2-yl)-2,5-diphenyltetrazolium
bromid (MTT); dexamethason va carrageenan dugc
cung cip boi Sigma-Aldrich (USA). Celebrex®
(celecoxib 200 mg, Pfizer) dugc sir dung lam thude
dbi chiéu trong thue nghiém in vivo.

2.4. Phuong phap nghién cieu

2.4.1 Khao séat hoat tinh khang viém in vitro
cta cao chiét H. cochinchinensis trén dong té bao
RAW 264.7:
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Ddnh gia mirc dj gdy djc té bao cua cao
chiét H. cochinchinensis trén dong té bao RAW
264.7 bang phwong phip MTT

Nubi cdy t€ bao: Té bao dai thuc bio RAW
264.7 dugce nudi cay ¢ 37°C, 5% CO, trong moéi
truong DMEM ¢ bd sung FBS 10% (v/v), L-

glutamin 2 mM, penicillin-streptomycin 1% (v/v).

Céc té bao duorc loai bo khoi I6p don lop bang
trypsin 0,25%, dugc tao huyen phu lai trong méi
truong moi [8]. Te bao sir dung trong nghién ciru
& thé hé cdy chuyén thi 4.

Thir nghiém MTT: Té bao RAW 264.7 vai
mat do 5.10* té bao/gleng duogc nuéi cay ¢ 37°C,
5% CO, trong 24 gid. Thém 100 pL mdi truong

Ah,.:

TE bae duve xirly wii rrde Chir

¢6 chira cao chiét & nong do khao sat va tiép tuc u
thém 24 gio & 37°C, 5% CO,. Mdi truong nudi cit
dugc loai bo, thém 100 uL moi truong moi ¢o
chira thuée thit MTT 0,5 mg/mL Té bao tiép tuc
dugc u thém khoang 2 - 4 gi cho dén khi xuat
hién mau tim (tinh thé formazan). Loai bo moi
truong u c6 chira MTT, thém 100 pL DMSO va u
thém 15 phat. Po do hap thu ctia hon hgp & budc
song 570 nm bang may Microplate reader va giai
trir hap thu & bude soéng 630 nm [8]. Thyc hlen
song song mau chimg (khong chira cao thir) voi
quy trinh tuong ty nhu trén. Mau chimg tr{mg
khéng ¢ té bao. Phan tram té bao song (%) cia
mau thir dugce tinh theo cong thire:

— Ab

chirny trang

0h t2 bao song = (

Ty 1¢ té bao song trong mau chimng khong
duge xtr Iy mau thir duge xem 100%. Céc phép
do dugc lap lai 3 lan.

Khdo sdt khd ning irc ché san sinh nitric
oxid (NO) trén dong té bao RAW 264.7 cua cao
chiét H. cochinchinensis ) :

Té bao RAW 264.7 v6i mat do 5.10" té bao/giéng
dugc nuoi trong 24 g1(r & 37°C, 5% CO,. Sau do,
thém vao 50 pL méi trudng co chira cao chiét &
ndng d9 khao sat (hoic dexamethason 50 pg/mL,
tuong du'ong 127,4 p,M) va 50 uL LPS (4 pg/mL),
tiép tuc u trong 24 gio ¢ 37°C, 5% CO,. Nong do

.AbTe bio khéng éwroc Xt 1§ véi miu thir

NOzgp:o khéng duge s Iy vii mau thir

X 100 (%

g Abchﬁmy tf%ng) (%)

NO trong dich nui té bao dugc dinh luong bang
thuoc thir Griess. Hat 75 pL dich noi trong moi
giéng sang dia 96 gleng khac, thém 10 pL thuoc thir
Griess va 65 pL nudc cét, u trong 30 phut & nhiét do
phong. D¢ hip thu cia hdn h0'p phan g dugc do ¢
budc song 548 nm bang may M1crop1ate reader.
Nong d6 NO (uM) trong dich nudi dugc tinh dya
trén duong chuin NO (v = 267.65x - 11,986, R =
0,9962), trong d6 y 12 nong d6 NO (uM), x 1a d¢ hap
thu & bude séng 548 nm [8]. Phép do duoc lap lai 3
Jan. Phan trim e ché san sinh NO (%) cia mau thir
dugc tinh theo cong thire:

NaT‘b'an droe xlr 1y voi mia thi

% rc ché = (

2.4.2. Panh gié tic dung cia cao chiét H.
cochinchinensis trén thuc nghiém gay phu chan
chudt boi carrageenan:

Chudt dugc chia ngiu nhién thanh 4 16, moi 16
8 con nhu sau: Lo ching ubng nudc cat, 16 doi
chiéu duoc cho uong celecoxib (25 mg/kg), cac
16 thu uong cao chiét H. cochinchinensis heu 340
mg/kg va liéu 680 mg/kg Ghi nhan the tich chan
phai chuét trude khi gay viém (Vy) bang thiét bi
do thé tich chan chudt (Plethysmometer,
UgoBasal Y). Tién hanh tiém 50 pL carrageenan
1% vao vung da gan ban chén phai. Tlen hanh
cho chudt cac 16 uong nudc cét, cao chiét hoic
celecoxib theo moc thoi gian sau tiém
carrageenan 1 gio, 5 gio (ngay 1) va 1 gio trudce
khi do mirc d¢ viém ¢ ngay 2. Thé tich cho uong

Mirc d6 giam viém (%)

NOTS bac khéng dwge xir ¥ »éi miu thir

) X 100 (%)

la 0,1 mL/10 g trong lugng chudt. Dé danh gia
mirc dé viém, the tich chan chugt du’qc xac dinh
tai cac thoi diém l1a 3 gio va 24 gid sau tiém
carrageenan (V) [9].

Thé tich chan dugc do 2 lan va lay trj s6 trung
binh. P9 sung phi chin chudt biéu thi mirc do
viém dugc tinh theo cong thirc:

X (% (Vst — Vtt) -
= x

) Vit

Trong d6: X: D¢ sung phu ban chin chudt
(Muc d¢ viém), Vi: The tich chan phai sau khi
tiém carrageenan, Vy: Thé tich chan phai trudc
khi tiém carrageenan.

~ Murc d6 giam viém chin chudt ¢ cac 16 thir, 16

doi chiéu so véi 16 chirng duge tinh theo cong thire:
X chirg —X thir/ddi chiéu

X 100

Xchirng
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2.5. Danh gia két qua

S6 ligu thye nghlem thé hién bing s6 trung binh
M + sai s0 chuan cua gla tri trung binh (SEM). Xir
Iy s6 liéu bing phan mém MS Excel 2016, xt ly
thong ké dua vao phép kiém One -Way ANOVA
va hau kiém bing Student - Newman - Keuls test

TV 1§ té bio RAW 264.7 sdng (%) (A)
140
1351 12352 12437
120 11418
1
100
83,69

80

60

40

20

[}

@@

Ning dj cao chiét H. cochinchinensis (pg/mL)

0y b ® &

N

(phan mém S1gmaStat 3.5). Két qua thir nghiém dat
y nghla thong ké vai d9 tin c@y 95% khi p < 0,05 so
voi 16 chung hodc 16 ddi chiéu.

3. Két qua

Khi niing giy dgc té bao ciia cao chiét H.
cochinchinensis trén dong té bao RAW 264.7

T# 1é té bao RAW 264.7 sling (%) (B)

121.53
115,41

. 11592
120 108.66
1
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40
20
0
? e

NSng Aj cao chiét H. cochinchinensis (pg/mL) .f
o

°ﬂ

Hinh 1. Kha ning gy djc té bao cia cao chiét H. cochinchinensis trén dong té bao RAW 264.7
Hinh 1A: Té bao RAW 264.7 khong durgc xir Iy véi LPS. Hinh 1B: Té bao RAW 264.7 duge xir ly vai LPS. Dexamethason
50 pg/mL (twong duong 127,4 uM) dugc chon la chimg dwong. Phép do dugc Lap lai 3 1an.

Dong té bao RAW 264.7 duge xir ly voi nhirng
nong do khac nhau cia cao chiét H
cochinchinensis nhim xéc dinh mic d¢ khong gay
doc té bao cho nhung thi nghiém tlep theo. Keét qua
khao sat thé hién & Hinh 1A cho thay cao chiét H.
cochinchinensis & ndng do khao sat 500-1000
ug/mL lam giam kha ning song cua té bao RAW
264.7 nhung khéng khéc bi¢t dat y nghia thong ké
so vdi chimg. Cao chiét & cc ndng do khao st tir
12,5 ug/mL dén 100 pg/mL khong anh hudng lén
kha nang song cua té bao RAW 264.7 binh thuong
(Hinh lA) va dugc xir ly vai LPS (Hinh lB) Do do,
day nong d6 nay dugc chon dé danh gia tac dung
ctia cao chiét H. cochinchinensis trén sy san sinh
NO cua dong té bao RAW 264.7.

Kha nang iec ché sin sinh nitric oxid (NO)
trén dong té bao RAW 264.7 cua cao chiéet H.
cochinchinensis

120

8

¥ =267.65x - 11.986
R?=0.9962

0 0.1 02 03 04 05
i hip thu (= 548 nm)

3
(=}

Nong d NO (uM)
& 8

[
=}

o

Hinh 2. Buong chuin twong quan gitta nong 46 NO
va d¢ hap thu

Tién hanh dung duong chuén trong quan giita
nong do NO va do hap thu c¢6 phuong trinh y =
267,65x - 11,986 véi R* = 0,996 (Hmh 2). Dya
vao duorng chuin nay co thé suy ra nong do trc
ché san sinh NO trén té bao RAW 264.7 cua cao
chiét H. cochinchinensis.

Ham lrgng nitric oxid (uM)

80.00 7420
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70.00
60.00
4931

50.00
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Q,y

Hinh 3. Téac dyung ciia cao chiét H. cochinchinensis trén su
san sinh nitric oxid clia dong té bao RAW 264.7 dugc xir ly
vai lipopolysaccharid.

Dexamethason 50 pg/mL (twong duong 127.4 uM)
duge chon la chimg dwong. Phép do duge 1ap lai 3 lan.
*p < 0,05 so vai 16 ching.

Két qua ¢ Hinh 3 cho thiy cao chiét H.
cochinchinensis & day nong d6 khao sat tir 25
pg/mL dén 100 pg/mL thé hi¢n hoat tinh tc
ché san sinh NO trén dong té bao RAW 264.7
dugc cam tng boi LPS theo cach phu thuge
vao nong do.
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Bing 1. Ty 1 % trc ché san sinh NO cua cao chiét H. cochinchinensis trén dong té bio RAW 264.7
duge xir 1y vai lipopolysaccharid.

Nong do (ng/mL) % trc ché san sinh NO
Cao chiét H. cochinchinensis 12.5 5,05
25 33,55
50 45,45
100 65,77
Dexamethason 50 56,03

Khi so sanh & ciing nong do khao sat 50 pg/mL
cao chiét H. cochinchinensis the hién hoat tinh uc
ché san sinh NO (45,45%) yéu hon chimg du'ong
dexamethason (56,03%) (Bang 1). Nong d¢ trc che

50% (ICso) cua cao chiét H. cochinchinensis dugc

tinh tir phuong trinh hdi quy y = 27.999In(x) -
62.373 (v6i R?=0.9751) la 55,34 pg/mL.

Tdc dung khdng viém cua cao chiét H.
cochinchinensis trén thuc nghi¢m gdy viém cap
bang carrageenan

Bing 2. Mirc d phii chan chudt (%) cia céc 16 thir nghi¢m trong thye nghiém gay viém cép bing carrageenan

L6 (n=$) Liéu thir Mirc dd phii chin chudt (%)
(mg/kg) Sau 3 gity Sau 24 gidr
Chung - 102,57 + 6,66 86,01 £ 5,29
Cao chiét 340 76,67+ 5,78 64,19+ 4,94
H. cochinchinensis 680 68,07 +5,56 60,22 + 5,83
Celecoxib 25 64,62+50 59,03 +5,79

*4y < 0,01; ***p < 0,001 s0 v6i I6 chimg (phép kiém One-way ANOVA héu kiém béng phicong phdp Student-Newman-Keuls).

Két qua tur Bang 2 cho thay, d¢ phu chéan
chuot & 16 déi chiéu celecoxib & cac thoi diém
do sau tiém carrageenan c6 khac biét dat y nghia
thong ké khi so vai 16 cht’rng twong ng. D phu
chan chudt do sau 3 gio tiém carrageenan cua 16
cao chiét H. cochinchinensis dat 76,67% (heu
340 mg/kg) va 68,07% (lidu 680 mg/kg) voi
p=0,004 va p < 0,001 (twong ung). Tuong tu,

céc 16 ubng cao chiét c6 do phu chan chudt dat
64,19% (liéu 340 mg/kg) va 60,22% (liéu 680
mg/k) sau 24 gio tiém carrageenan (p=0,009;
p=0,007 so v&i ching; twong tng). Nghién clru
khong ghi nhan tac dung phu thugc lidu ciing
nhu khong c6 sy khic bi¢t vé mirc do phu chan
chuét giira cac 16 udng cao chiét véi 16 udng
celecoxib.

Bang 3. Mirc d giam viém chan chudt (%) cia céc 16 thir nghiém trong thuc nghi¢m gy viém cap bing carrageenan

Lé (n=8) Liéu thir Mirc do giam viém (%)
(mg/kg) Sau 3 gio Sau 24 gid
Cao chiet 340 25,24 25,37
H. cochinchinensis 680 33,64 29,99
Celecoxib 25 36,99 31,37

Mirc d¢ giam viém cua cao chiét H. cochinchinensis liéu 680 mg/kg dat 33,64% sau 3 giv tiém carrageenan va 29,99%
sau 24 gid tiém carrageenan, gin twong dwong vai thube dbi chiéu celecoxib (Bang 3).

4. Ban luan

Trong nghién cilu néy, cao chiét H.
cochinchinensis 1am giam san sinh NO trong cac
té bao RAW 264.7 dugc kich thich bing LPS
theo cach phu thudc vao nong 4o, véi
IC50—55 34 p.g/mL

NO duogc san sinh véi lugng 16n khi xuit hién
cac dap ung viém ¢ nhiéu loai té bao khac nhau,
nhu dai thuc bao bi hoat héa boi cac cytokin,
nguyén bao sgi hay té bao gan va cé lién quan
dén sinh bénh hoc cua cac bénh ly viém khap,
bénh git va viém phdi. Do d6 NO thuong dugc
str dung nhu 12 phén tir chi thi cia qua trinh viém

va cac chét tre ché NO c6 vai trd quan trong trong
diéu tri cac bénh 1y viém [10]. Dong té bao RAW
264.7 thuong dugc su dung 12 md hinh dé nghlen
ciru dap (ng té bao ctia dai thuc bao khi c6 tac
nhan kich thich nhu LPS, dan dén viéc san xuét
qua mirc cac chat trung gian gdy viém nhu NO,
goc ty do oxy hoat dong (reactive oxygen
species: ROS), céc cytokin nhu tumor necrosis
factor-a (TNF-a) va interleukin (IL-6, IL-1pB) [7].
LPS lam tang biéu hién iNOS (inducible nitric
oxid synthase) va tang san sinh NO trén dong té
bao RAW 264.7, dian dén phan tng viém.
Dexamethason, chimg duong dugc su dung trong
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thir nghiém nay, 1a mét chat tc ché biéu hién
cytokm trong dai thyc bao bi hoat héa va dong
thoi e ché enzym phospholipase A2 din dén e
ché tong hop PGE2 [11].

Cao chiét H. cochinchinensis thé hién hoat
tinh e ché san sinh NO yéu hon dexamethason
khi so sanh & cung ndng d¢ khao sat 50 pg/mL,
tuy nhién ¢ nong d6 100 pg/mL lai c6 hoat tinh
manh hon. Nghién ciru cua ching t6i gh1 nhan
hoat tinh trc ché sy san sinh NO trong cac te bao
RAW 264.7 coa cao chiét con tir than ré H.
cochinchinensis yéu hon so véi cong b6 trén cao
chiét phin doan 7-hexan cua than ré (ICs0=21,08
pg/mL) [7]. Tuy nhién khi dugc so sanh véi ket
qua trc ché sy san sinh NO cua tinh dau tir than ré
H. cochinchinensis (ICsy = 170,81 pg/mL) [6],
hoat tinh cua cao chiét con trong nghién ctru nay
manh hon. Dleu ndy goi y nhitng hop chit khac
c6 thé gop phan trong hoat tinh khang viém in
vitro. Nhu’ng phan tich héa hoc (ngoal thanh phan
tinh dau) can dugc tién hanh dé xac dinh cac
nhom hop chat ¢ tac dung khang viém trong cao
chiét con tir than r& H. cochinchinensis.

Ty 1& tinh diu trong than ré H
cochinchinensis dao dong phu thudc vao ving
dia ly, thoi diém thu hoach va k¥ thuat phan tich
[6]. Phan tich thanh phin héa hoc tinh dau tir
thin ré H. cochinchinensis d3 xac dinh sy hién
di¢n cua cic sesquiterpen (linalool, terpinen-4-
ol) va monoterpen (geraniol, trans-linalool oxid,
cis-linalool oxid, a-sabinen) 1a nhitng hop chat
chinh [4],[6]. Cac sesqunterpen va monoterpen
da dugc ching minh la cic chat Wrc ché viém
manh va diéu hoa dap (g viém theo co ché wrc
ché tin hi¢u NF-kB hoic tre ché sy tong hgp NO
phu thu¢c vao iNOS [12] iINOS 1a enzym biéu
hi¢n trong dap Ung viém, gia ting bleu hi¢n
INOS sé& lam ting san pham NO trong té bao va
phong thich ra ngoai té bao gay nén dap ng
viém. Cac sesqulterpen tir than ré H. occulta da
dugc chirg minh ¢6 tic dong chong viém theo
co ché trc ché biéu hién COX-2 va trc ché sy san
sinh NO, PGE2 gy boi LPS trén dong té bao
RAW 264.7 [5]. Do d6 nhitng nghién ciru tiép
vé co che khang viém trén dong té bao RAW
264.7 cin tap trung vao danh gia tac dung cua
cac sesquiterpen dugc phén lép tir than ré A
cochinchinensis trén biéu hién gen cua iNOS,
COX-2, PGE2 hay NF-kB.

Két qua nghién ciru in vivo ghi nhén cao chiét
H. cochinchinensis & cac liéu thir 340 mg/kg va
680 mg/kg co tac duyng giam viém chan chudt

trong thyc nghiém carrageenan. Qua trinh gay
phil do carrageenan dugc biéu hién qua hai giai
doan. Giai doan diu (0-6 gid sau tiém
carrageenan) lién quan dén giai phong histamin,
serotonin va bradykinin. Giai doan hai (tir 24 gio
sau tiém carrageenan) lién quan san Xut qué
mirc PGE2 do enzym COX-2 dugc gidi phong tai
vi tri t6n thuong 1 gmr sau tiém carrageenan.
PGE?2 ting sau 2 - 3 gio va duy tri cho dén 96 gid
tiém carrageenan trén ching chugt CD1 [13].
Do d6 nghién ciru da thiét ké do miac do phu
chian chudt sau khi tiém carrageenan 3 gio va 24
gi¢. Thuc nghiém gay phi chin chudt bing
carrageenan cho dép rng t6t véi cac corticoid va
chat e ché COX. Nghién ctru da ghi nhin mic
do giam viém cla cao chiét H. cochinchinensis
licu 680 mg/kg tuwong ty nhu tic dung cua
celecoxib, mot NSAID trc ché c6 chon loc
COX-2. Murc @6 viém gy baoi carrageenan sau
khi tiém 1-6 gio dugc chirng minh ¢6 lién quan
dén viéc ting mirc do nitrit/nitrat trong dich
viém do ting phéng thich NO ngoai bao va cac
chat rc ché iNOS lam giam phu chan chudt sau
5 gi¢ tiém carrageenan [14], [15] Ket hop vai
két qua nghién clru in vitro, cé thé dé nghi viéc
tic ché san sinh NO la mét trong nhung co ché
lién quan dén tic dung khang viém cia H.
cochinchinensis trong thuc nghlem carrageenan.
Tuy nhién, nhung nghién ciru tiép theo & mire
do phén tir can dugc thyc hién dé xac dinh
nhung co ché lién quan dén tic dung khang
viém clia cao chiét H. cochinchinensis nhu phén
tich biéu hién céc enzym va cytokin chi phdi
qua trinh viém.

5. Két lugn

Cao chiet ethanol 45% tir than ré H.
cochinchinensis & cac nong do khao sat tir 12,5
pg/mL dén 100 pg/mL lam giam san sinh nitric
oxid trong céc té bao RAW 264.7 dugc kich thich
bang LPS theo cich phu thugc vao nong do, vai
ICso 1a 5534 pg/mL. Cao chiét H
cochinchinensis & céc liéu thir 340 mg/kg va 680
mg/kg c6 tac dung giam viém chin chudt trong
thyc nghiém carrageenan, dat tuong duong voi
thude d6i chiéu & lidu 680 mg/kg.

Loi cdm on: Nhom nghaen cuu xin chdn thanh
cam on Truweong Dai hoc Quoc té Hong Bang dd hé tro
kinh phi thuc hi¢n véi md sé dé tai GVTC16.06. Céc
tdc gia ciing xin cam on su hé tro tir cde nghién curu
vién cua Trung tdm Sam va Dugc liéu thanh pho Ho
Chi Minh trong viéc ldy mau, dinh danh duwoc liéu va
cuing thuc hién cdc thir nghiém trén té bao RAW 264.7.
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‘ ~ Tém tit :

Nghién ctru nay nhim déanh gia tac dung ha huyet dp cia cic cao chiét tir 14 xa ké (drtocarpus altilis) trén mo hinh chudt
bi ting huyét ap ket hop bai cortison va NaCl. Chuét duge tiém hydrocortison lieu 2,5 mg/kg va uong NaCl 1% thay nudc
udng trong 28 ngay. Viéc cho udng tiép tuc trong 7 ngy ket hop véi diéu tri bing cdc cao chiét 14 xa ké hodc captopril. Két
qué cho thay viéc dieu trj v&i cao khé chiét biang ethanol (0,343 g/kg va 0,686 g/kg) lam giam huyét dp tdm thu, huyet 4p tim
trrong, huyét ap trung binh va khdi lugng tim, thén cia chudt bi ting huyét dp, ket qua twong ty nhu captopril licu 18,75
mg/kg. Bén canh d6, viéc diéu trj voi céc cao khd chiét bang nudc (0,420 gkg va 0,840 g/kg) ciing thé hién tac dung & cac
chi tiéu trén nhung khong lam giam gia tri huyét ap tdm truong trén chudt.

Tir khéa: Teing huyét ap, Hydrocortison, La xa ké.

Summary
Effects of Leaf Extracts of Artocarpus altilis in Hypertensive Mouse Model

This study aimed to evaluate the antihypertensive effect of leaf extracts of Artocarpus altilis on cortisone-salt induced
hypertensive mice. Male mice received hydrocortisone (2.5 mg/kg) every 28 days and 1% NaCl in drinking water, continuous
administration for 7 days and treatment with Artocarpus altilis leave extracts or captopril. The results showed that treatment
with alcoholic extracts (0.343 g/kg; 0.686 g/kg) of Artocarpus altilis leaves significantly reduced blood pressure (systolic,
diastolic, and mean blood pressure), heart weight, and kidney weight in hypertensive mice, such effects were similar to
captopril (18.75 mg/kg). Besides, treatment with water extracts (0.420 g/kg; 0.840 g/kg) showed similar effects on the above

parameters but did not decrease diastolic blood pressure.
Keywords: Hypertension, Hydrocortisone, Artocarpus altilis leave.

1. Djt van dé ) mot bénh phé bién va phic tap dong thoi lam
Tang huyét ap duge diic trung boi huyét d&p  ting nguy co mic céc bénh tim mach, than va cac
tang cao lién tuc & dong mach. Tang huyet 4p 1a  van dé y té khac. Trén toan cau, khoang 26% dan
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