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TOM TAT
Dt vin dé: Ngob thu du (Evodia rutaecarpa, Rutaceae) la mér duwoc lidu co tiém ndng
phét trién cao do c6 nhiéu tac dung duoc Iy dang dwoc quan tam va nghién cizu trén thé gidi nhuw
khang khuan, khang viém, hé tro tiéu héa, chang nén,... Hién nay, chwa cé nhiéu nghién ciu vé
qua Ngé thir du dwoc cdng bé tai Viét Nam. Do dé, nhu cau dat ra 1a can khao sat vé dgc tinh va
tac dung diroc ly ciia qua Ngb thi du nham tao co sé cho viéc iing dung réng rai cac ché pham tir
duoc lidu Ngd thd du, phuc vu nhu cau chdam séc sirc khée ciia ngwoi dan. Muc tiéu nghién citu:
Pdnh gid déc tinh cap va tac dung khang viém cua cao chiét qua Ngb thi du trén chugt nhat
trang. Déi twong va phwong phdp nghién ciru: Qua Ngé thii du dwoc chiét bang ethanol 80%,
dich chiét con dwoc ¢é bay hoi dung méi dén khi tao thanh cao déic. Xac dinh dgc tinh cap cua
cao chiét qua Ngb thu du bang phwong phdp Behrens. Sir dung mé hinh gay viém gan ban chan
chugt bang carrageenin va do @3 phi chan chugr d@é danh gid tic dung khang viém cua cao chiét
qua Ngbd thu du. Két qud: Khéng xdc dinh dwoc gia tri LDso ciia cao chiét qua Ngd thu du khi
chugt uéng cao chiér dén lieu 5000 mg/Kg thé trong. Cao chiét qua Ngo thu du liéu 1000 mg/Kg
lam giagm d@é phu chan chugt va tac dung nay khong khac biér c6 y nghia thong ké so Vi
diclofenac liéu 10 mg/Kg. Két lugn: Cao chiét qua Ngb thu du khong thé hién dgc tinh cdp ¢ liéu
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5000 mg/Kg bang dirong udng. Cao chiét qua Ngo thu du liéu 1000 mg/Kg cho tac dung khang
viém tot trén chugt nhat trang tuong dwong diclofenac 10 mg/Kg.
Tur kKhéa: Ngo thu du, Evodia rutaecarpa, doc tinh cap, khang viém.

ABSTRACT

ACUTE TOXICITY AND ANTI-INFLAMMATORY EFFECT OF EVODIA
RUTAECARPA FRUIT EXTRACT IN MICE
Phan Thi Tuyet Nhi, Bui Y Thien Nhi, Dang Tien Dung,
Nguyen Thi Ngoc Van, Tran Hoang Yen
Can Tho University of Medicine and Pharmacy
Background: The medicinal herb Evodia rutaecarpa is being considered and studied
worldwide due to many pharmacological activities such as antibacterial, anti-inflammatory, and
antiemetic effects. However, in Vietnam, there have not been many published studies on Evodia
rutaecarpa. Therefore, there is a need to investigate the toxicity and pharmacological effects of
Evodia rutaecarpa to make the foundation for the extended application of products from Evodia
rutaecarpa and the healthcare needs of population served. Objectives: The study assessed the
acute toxicity and anti-inflammatory effects of Evodia rutaecarpa fruit extract in mice. Materials
and methods: Evodia rutaecarpa fruits were extracted with ethanol 80%, the alcoholic extract
was evaporated and concentrated until it formed a thick structure. The extract was used to
evaluate the acute toxicity of Evodia rutaecarpa fruit using Behrens method. The carrageenin-
induced paw edema inflammatory model was performed and the paw volume was measured to
assess the anti-inflammatory effect of Evodia rutaecarpa fruit ethanol extract. Results: The oral
LDso value of Evodia rutaecarpa fruit extract in mice could not be determined up to 5000 mg/Kg
body weight. At doses of 1000 mg/Kg, there were no statistically significant differences in the
degree of edema diminished in mouse legs compared to diclofenac 10 mg/Kg. Conclusion: Evodia
rutaecarpa fruit ethanol extract showed no acute toxicity in mice when being orally administered
with the dose of 5000 mg/Kg. At the doses of 1000 mg/Kg, anti-inflammatory effect of Evodia
rutaecarpa fruit extract were observed and equivalent to diclofenac 10 mg/Kg.
Keywords: Evodia rutaecarpa, acute toxicity, anti-inflammatory effect.

I. PAT VAN PE

Pugc biét dén nhu mét loai dugc lidu sir dung 1au doi trong y hoc ¢6 truyén Trung
Qudc, qua Ngd thu du (Evodia fructus) xuat hién nhiéu trong cac bai thuéc dan gian dung
dé diéu tri nhitng bénh vé duong tiéu hoa, tim mach, dai thdao duong, béo phi,... [6]. Ngay
nay, sau khi da phat hién va phan lap dugc cac hoat chat mang hoat tinh sinh hoc tac dong
lén nhitng hé thdng va céc yéu t6 lién quan dén qua trinh viém nhu dehydroevodiamin
(DeHE), evodiamin (Evo) va rutaecarpin (Rut) thi nhiéu mé hinh nghién ctiu vé kha ning
chéng oxy hoa, khang khuan va khang viém trén cao chiét qua Ngo thu du da duoc thuc
hién va cho thay duoc két qua kha quan [10].

Gan day cac nha khoa hoc da cong b vé thanh phén héa hoc trong dugc liéu Ngo
thd du & Viét Nam, trong d6 c6 mot s6 hop chat twong ddng véi thanh phan cua Ngo thu
du da duoc cong bd trén thé gidi, tuy nhién tai Viét Nam chwa co cong b rong réi nao vé
viéc nghién ciru doc tinh va cac tac dung duogc ly cua cao chiét tir qua Ngo thu du [4]. Bé
tai nay duoc thuc hién nham nghién ciru doc tinh cap va tac dung khang viém cuaa cao
chiét Ngd thd du (Evodia rutaecarpa, Rutaceae) trén chudt nhat tring lam co so cho
nhitng nghién ctru sdu hon dé co diy da co so dit liéu vé d6 an toan ciing nhu tac dung
duoc ly caa loai duoc liéu nay.
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I1. POI TUQNG VA PHUONG PHAP NGHIEN CUU

2.1. Péi twong nghién ciru va dong vat thir nghiém
- Pdi twong nghién ctru: Qua Ngb thu du thu mua & cira hang dugc pham. Mau
duoc dinh danh bang céch so sanh cac dic diém hinh théi thuc vat so véi mé ta trong
Dugc dién Viét Nam V va thuc hién phan tmg dinh tinh véi hai loai thubc thir: Mayer va
p-dimethyl aminobenzaldehyd dé xac dinh tén loai 1a Evodia rutaecarpa (Juss.) Benth [1].
- Dong vat thir nghiém: Chuot nhat tréng khoe manh, chung Swiss albino do Vién
Vic xin va Sinh pham Y té Nha Trang cung cap, gidng duc, trong lwong 20 - 25 g/con, 5 -
6 tuan tudi, duoc nuoi 6n dinh 1 tuan trudc thir nghiém. Bong vat dugc cung cap day du
thire an va nudc udng trong qua trinh thir nghiém véi chu trinh 12 gio sang tdi (7 - 19 gio),
nhiét 46 phong thi nghiém 23 + 1°C.
2.2. Thiét bj va héa chat thir nghiém
2.2.1. Hoa chat
- Ethanol - Chemsol, Viét Nam.
- Tween 80 - Delta Chemsol, An Dd.
- Diclofenac natri 50 mg (Voltaren 50) - Novartis, Thuy Si.
- Carrageenin - Sigma Aldrich, My.
2.2.2. Thiét bj
- Bép cach thuy Memmert, Duc.
- Can k¥ thuat OHAUS Voyager Pro, P =0,01g, max = 210g, Thuy Si.
- May siéu am Grant, Duc.
- May c6 quay chan khong Heidolph (Lauda alpha Ra8), Dtrc.
- May do thé tich chan chudt Plethysmometer model 7140, hang Ugo Basile, Y.
- Cic thiét bi va dung cu thong dung khéc trong phong thi nghiém.
2.3. Phuong phap nghién ciu
2.3.1. Chiét xuat cao toan phan tir qua Ngd thu du
Qua Ngb thu du khé duogc lya chon nhiing qua c6 do nit vira phai, nghién nho
bang cdi chay, qua ray 0,5 mm thu dwoc bot duoc lidu. Sau do, tién hanh chiét xuat bot
qua Ngb thu du theo quy trinh chiét da duoc téi wu hoa [5].
Duoc liéu dugc chiét véi ethanol 80% c6 hd trg siéu am. Tién hanh loai bé dung mdi bang
cach ¢ trén may cd quay thu hdi dung méi. Sau do tiép tuc dun trén bép céach thay thu
dugc cao ethanol Ngd thi du toan phan.
2.3.2. Khao sat déc tinh cap caa cao chiét qua Ngo thu du
Quy trinh thir nghiém doc tinh cp dudng uong duoc thuc hién theo Hudng dan thir
nghiém tién 1am sang va lam sang thudc dong ', thude tir duoc ligu cua BO Y té [2]. Xac dinh
giatri LDso bang phuong phap Behrens [2], [3]. Theo doi hanh vi, hoat dong, &n uong, bai tiét,
c4c biéu hién bat thuong (néu c6) cua chudt & cac 16 trong 72 gio sau khi dung cao chiét. M6
chudt dé danh gia ton thwong dai thé gan, than (néu co) khi két thic thi nghiém.
2.3.3. Khao sat tac dung khang viém cia cao chiét qua Ngb tha du
Téc dung khang viém cua cao chiét qua Ngd thi du dwoc thuc hién theo mo
hinh gay pht ban chan chudt bang carrageenin va do d6 phu chan chuot [8].
Chuét dugc chia ngau nhién vao cac 16, mdi 16 8 - 10 con:
- L6 1: ubng nudc cat (16 chang).
- L6 2: udng dung mdi pha cao chiét (16 dung méi).
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- L6 3: udng diclofenac liéu 10 mg/Kg (16 d6i chiéu).

- L6 4: ubng cao chiét vai lidu lya chon (16 thir 1).

- L6 5: udng cao chiét vai liéu lya chon (16 thir 2).

Chuét duoc gay viém bang cach tiém dudi da vao gan ban chan trai 0,025 ml
dung dich carrageenin 1%. Thé tich chan chudt duoc do trén may Plethysmosmeter vao
cac thoi diém trude khi gay viém, 1 gio, 3 gio, 5 gio, 24 gio, 48 gio sau khi gay viem gan
ban chan chudt. Sau khi gay viém, thé tich chan chudt s& ting 1én. D6 chénh léch thé tich
chan chudt giira 2 lan do 1a truedc khi gay viém va sau khi gay viém & ting thoi diém duoc
xem 1a d6 phu chan chudt va dugc tinh theo cong thirc: X%= [(Vn-Vo)/Vo] *100, vGi X%
| 12 ti I& % thé tich ban chan chuot ting 1én, Vo la thé tich ban chan trudc khi gay viém
(don vi do 1/100mL) va Vi la thé tich ban chan chuét sau khi gy viém (don vi do
1/100mL).

Cao chiét Ngo thu du dugc xem ¢d tac dung khang viém khi lam giam thé tich
chan chudt bi phu khac biét c6 ¥ nghia thong ké so vai 16 chang.

2.3.4. Phan tich két qua va xir Iy sé liéu théng ké
Su khac biét d6 phu chan giita cac 16 chudt thir duoc so sanh bang phép kiém T-test véi do
tin cay 95% cua phan mém IBM SPSS Statistics 20.

1. KET QUA NGHIEN CUU
3.1. Chiét xuat cao toan phan tir qua Ngb thd du

Bot Ngo thu du dugc chiét xuat bang ethanol 80%, siéu am trong 20 phut va lap lai
3 lan, thu duoc dich chiét qua Ngo thu du. Dich chiét qua Ngo thu du duge ¢6 bay hoi va
thu hi ethanol bang mdy c¢6 quay chin khong, thu duoc cao dic qua Ngo thu du c6 mau
nau vang va mui thom dac trung.

Cao dic qua Ngo thu du khong tan trong nuéde, do d6 dé c6 duoc chat thir nghiém
thuc hién cac thi nghiém dugc 1y thi can phén tan cao vao Tween 80 va ethanol 80% voi
ty 1& phu hop dé thu duoc dang hdn dich.

3.2. Khao sat déc tinh cap caa cao chiét qua Ngo thu du

- Giai doan tham do

Do liéu bang duong udng tir lidu 500 mg/Kg dén licu 5000 mg/Kg (lidu téi da co
thé cho chudt uéng) véi budc nhay lidu 1a 500 mg/Kg, két qua khdng cé chudt chét.

- Giai doan x4c dinh: tir két qua tham do, giai doan xac dinh doc tinh cap cua cao
chiét qua Ngo thu du dugc thyc hién gom 3 16: 16 chiing (udng nudéce), 16 dung méi (udng
nuéc + ethanol 80% + Tween 80) va 16 thar udng cao chiét qua Ngd tha du lidu
5000mg/Kg.

Bang 1. Két qua thir nghiém doc tinh cap cua cao chiét qua Ngo tha du

Lo S6 chudt thi/ld (con) S6 chudt chét/16 (con)
Chung 8 0
Dung moi 8 0
Thi 8 0

Quan sat trong 72 gid sau khi cho chudt udng, & tit ca cac 16 nghién ctru khong ghi
nhan chudt chét. O 16 udng cao chiét qua Ngb thu du, nhan thiy trong 24 gio dau, chudt it
an uéng, it van dong, di phan c6 mau nhat hon so v&i 16 chung va 16 dung moi, tuy nhién
tor 24 gio dén 72 gi0 sau khi uéng cao, chuot an uéng, van dong binh thuong tré lai, bai
tiét binh thuong.

85




TAP CHi Y DUQ'C HOC CAN THO - SO 26/2020

L6 Chirng Dung moi Thir
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Hinh 1: Dai thé gan, than chudt trong thir nghiém doc tinh cap cua cao Ngd thu du
Sau 3 ngay, chudt dugc md va quan sat dai thé gan, than. Két qua cho thiy gan, than cia
tat ca cac chudt thi nghiém c6 bé mit tron lang, mau do tham, khong c6 sung huyet khong
c6 thay d6i hinh thai va khong ghi nhan bat thuong. Dai thé gan, than chudt ¢ 16 udng cao
chiét qua Ng6 thu du liéu 5000 mg/Kg va 16 dung méi khong co khac biét so voi 16 chimng.
Khao sat doc tinh cap cua cao chiét qua Ngo thu du dugc ding lai ¢ muc lidu 5000 mg/Kg
va khong xac dinh dugc LDso.

3.3. Khao sat tac dung khang viém cia cao chiét qua Ngb thu du
Tir két qua khao sat doc tinh cap, c6 thé lwya chon liéu thir tac dung duogc ly cua
cao chiét qua Ngd tha du trong khoang tir 1/20 -1/5 LDso [3]. Thir nghiém khao sat tac
dung khang viém cua cao chiét qua Ngd thd du trén chudt nhit tring dugc thyc hién véi 2
16 uéng cao chiét qua Ngd tht du liéu 500 mg/Kg va 1000 mg/Kg. Két qua do phu chan
chuot theo thoi gian cia cac 16 thir nghiém duogc trinh bay trong Hinh 2.

-x-H20

HH dung mai
~=-Diclofenac

Cao Ngo thu du 500 mg/Kg
~4-Cao Ngd thu du 1000 mg/Kg

/./

3

% Thé tich chian chudt taing 1én

Thoi gian sau khi gay viem

Hinh 2: Do phu chan chudt theo thoi gian cua cac 16 thir nghiém
- D6 phu chan chuét ¢ 16 ubng dung moi khong khac biét co ¥ nghia théng ké so
v0i 16 ching udng nude cat (p > 0,05).
- Lo udng diclofenac lidu 10 mg/Kg va 16 uong cao chiét qua Ngo thu du lidu 1000
mg/Kg c6 do phu chan chudt giam khac bi€t c6 y nghia thong ké so véi 16 chimg (p <0,05).
- L6 udng cao chiét qua Ngb thu du lidu 500 mg/Kg ¢6 lam giam phan trim thé tich
chan chudt tang 1én so v6i 16 chimg, tuy nhién khong khéc biét co nghia thong ké (p > 0,05).

IV. BAN LUAN
4.1. Khao sat doc tinh cAp ciia cao chiét qua Ngé thu du

Tur lidu doc tinh cép trén dong vat thir nghiém 1a chudt nhét tréng c6 thé tinh duoc
liéu gay ddc tinh cap trén nguoi bang hé s6 quy doéi 1a 0,085 [2], [3]. V61 muc licu toi da
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¢6 thé cho chudt udng 1a 5000 mg/Kg va khong gy chét chudt, tuong duong lidu21,25g
cao qua Ngo thu du/nguoi trong luong 50 Kg, day la luong qua 1on c6 thé udng duoc khi
sir dung trong cac bai thudc dan gian hay cac ché pham, cung voi két qua nghién ciru vé
doc tinh cip cua dich chiét ethanol 70% tir qua Ngb thii du ciia Yang XW (nam 2008), cho
thdy cao chiét qua Ngo thu du co thé khong doc hodc chi giy doc & mic liéu cao hon giGi
han thir thong thudng, nén viéc khao sat doc tinh cp cua cao chiét qua Ngo thu du duoc
thuc hién bang thir nghiém gidi han véi 16 thir udng cao chiét lidu 5000 mg/Kg cing Vi
cac 16 chung va 16 dung méi dé so sanh [11].

Trong 24 gid dau, quan sat thay chudt ¢ 16 thir giam an udng so véi 16 chimg va 16
dung moi, nguyén nhén c6 thé do luong 16n chat thir 1am day da day chudt va qua trinh
cho ubng bang kim diu tu nhidu lan trong ngay gdy ra kich thich khé chiu noi hau hong
lam chudt chan an. Ngoai ra, & 16 uéng cao chiét thi nhan thay chudt di phan c6 mau nhat
hon chudt & 16 ching, do phan chudt 13 san pham cia qua trinh tiéu héa luong 16n hdn
dich cao chiét qua Ngo thi du nén mau bi anh hudng bai hdn dich nay.

Sau 72 gio theo di, véi lidu tdi da chudt c6 thé dung nap duoc 1a 5000 mg/Kg, khong ghi

nhéan duoc cac biéu hién bat thuong ¢ 16 chudt thir nghiém, khong c6 chudt chét va khong

¢ cac dic diém bat thudng trén gan than chudt so véi 16 ching. Do dé, theo hudéng din

ctia BO Y té thi thir nghiém doc tinh cip duoc ding lai va khong xac dinh duge LDso [2].
4.2. Khao sat tac dung khang viém cia cao chiét qua Ngb thu du

Sau khi khao sat tac dung khang viém cua cao chiét qua Ngb thu du trén chudt nhit
trang theo mo hinh gdy viém bang carrageenin va quan sat trong 48 gio, két qua cho thay
thé tich chan chudt ¢ cac 16 ting 1én cao nhét sau 3 gio gdy viém rdi giam dan.

Do phu chan chudt ¢ 16 uéng dung mdi pha cao chiét khong khac biét co ¥ nghia
thong ké so véi 16 ching (p > 0,05). Didu nay chimg t6 cac thanh phan trong dung moi
khong anh huong dén két qua thir nghiém.

Do phi chan chudt & 16 udng cao chiét qua Ngd tht du liéu 1000 mg/Kg giam khéc
biét c6 y nghia thong ké vai 16 chung uéng nude cat véi p < 0,05 va khac biét khdng cé y
nghia théng ké vai 16 ung diclofenac 10 mg/Kg. Két qua nay cho thay cao chiét Ngé thu
du lidu 1000 mg/Kg da thé hién tac dung khang viém tét tuong dwong diclofenac 10
mg/Kg 12 mot chat véi tac dung khang viém da duoc ching minh.

O 16 udng cao chiét qua Ngb thu du liéu 500 mg/Kg, phan tram thé tich chan chuot
tang 1én khong khac biét co y nghia thdng ké so véi 16 chimng va 16 udng diclofenac (p >
0,05). Két qua nay cho thay cao chiét qua Ngo thu du da thé hién kha ning khang viém va
lam giam sy sung phu chan chudt bi viém do carrageenin gay ra, tuy nhién tac dung khang
viém nay thé hién kém hon so véi liéu 1000 mg/Kg, chua di manh dé cé y nghia thong ké
va dugc ghi nhan.

Dic biét, & thoi diém 3 gio sau gdy viém khi chan chudt sung phu to nhit thi 16
ubng cao chiét qua Ngb thu du lidu 1000 mg/Kg c6 thé tich chan chudt nho khac biét ¢6 ¥
nghia thdng ké so véi 16 ching va twong duong véi 16 ubng diclofenac 10 mg/Kg. Pay sé&
1a co s mo ra thém hudng nghién ctru méi vé kha ning khang viém cép cia ciia chiét ngd
thu du lidu 1000 mg/Kg.

Két qua trén cua nghién ctru di cho thdy cé sy twong dong véi nghién ctru Han-
Chieh Ko (2007) khi dich chiét ethanol ctia qua Ngo thu du c6 tic dung khang viém, va
nghién ciru ctia Daniel B Yarosh (2006) cho thiy hon hop sinh hoc Ngé thu du 1% c6 tac
dung khang viém manh trén da nguoi [7], [9].
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V. KET LUAN

Vé doc tinh cp cua cao chiét qua Ngb thu du: Véi lidu tdi da dong vat thir nghiém

c6 thé dung nap dugc 1a 5000 mg/Kg, chua nhén thdy cao chiét qua Ngo thu du thé hién
doc tinh cap ¢ muc liéu thtr nghi¢m.

Vé tac dung khang viém cia cao chiét qua Ngo thu du: Cao chiét qua Ngb thu du

liéu 1000 mg/Kg cho téc dung khang viém tét trén chudt nhét tréng va twong duong kha
nang khang viém cua diclofenac lieu 10 mg/Kg.
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