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TOM TAT

% Hoc vién Y Dugc hoc cé truyén Viéet Nam

Muc tiéu: Xac dinh doc tinh cip va danh gia tac dung chéng viém man cuia cao toan phan (CTP)
va phan doan ethyl acetat (PDE) chiét xuét tir qua Dtra dai trén thyc nghiém. Phuong phap: Doc
tinh cdp duogc tién hanh theo phwong phap Litchfield — Wilcoxon, x4c dinh liéu chét 50% (LD50)
banh gia tac dung chéng viém man trén mo hinh gy u hat thyc nghiém bang amiant trén chudt nhat
trang Két qua: Poc tinh cap Chua xac dinh duoc ddc tinh Cap va chua tinh duoc LDsy ctia mau
CTP va PDE trén chudt nhit tring. Chdng viém man: CTP va PDE lidu trong dwong vé6i 14,4 g dugc
liéu kho/kg duoc chiét xuit tir qua dira dai c6 tAc dung chdng viém man rd rét trén thuc nghiém.

Tir khéa: Qua dira dai, cao toan phan, phin doan ethyl acetat, dc tinh cdp, chong viém man

DAT VAN BE

Dua dai (Pandanus odoratissimus L.f.) (Tén
khac: Dtra gai, Dua gd) duoc coi 1a loai dic
hitu ¢ Viét Nam, phan bd & cac tinh mién nui
hoac trung du phia Bac, trén cac bdi am cd
cat, trong cac bui ven bién, doc bo ngoi nuae
man, ring ngap man; ciing phan bd trong dét
lién & vi d6 thap, doc theo cac sdng tir Théi
Nguyén, Hoa Binh, Quang Ninh, Nam Ha tai
Quang Nam, Pa Ning, Khanh Hoa, Binh
Thuan, Pong Nai, Kién Giang. Qua Dua dai
tr 1au da duoc st dung réng rdi trong dan
gian nhu sao udng thay tra chira dugc chung
mat mo, 1am nhe dau, tiéu dam, say ning, dai
budt. Ngoai ra, khi két hop voi mot sé thao
duoc khac dua dai con diéu tri dugc viém gan
si€u vi, xo gan, dai thao duong, bénh tri...[2].
Mic du duoc s dung tir rat lau trong dan
gian, nhung dén nay chwa c6 nghién cau nao
vé doc tinh ciing nhu tac dung vé qua Dwra dai
tai Viét Nam duoc thyuc hién. Bé dinh hudng
cho mét nghién ciru vé cac tac dung trén gan
ctiia qua Dira dai, chdng toi tién hanh nghién
ctru ndy nham muc tiéu xac dinh mac liéu an
toan va danh gia tac dung chng viém dé xay
dung md hinh nghién ciu tiép theo cho duoc
liéu nay.
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POl TUONG VA PHUONG PHAP
NGHIEN CUU

Poi twong nghién ciru

Thudc nghién ciru: Cao toan phan (CTP) va
phan doan ethyl acetat (PDE) chiét xuat tir
qua Dtra dai (Pandanus odoratissimus L.f) do
PGS.TS Nguyén Duy Thuin— Hoc vién Y
Duoc hoc CH truyénViét Nam cung Cép.

Vi CTP va PDE khong tan hoan toan trong
nuéc, nén phai pha CTP va PBE trong dau
olive cho tan hoan toan dé cho dong vat thuc
nghiém udng.

Déng vit nghién ciru: Chudt nhat tring
chung Swiss, ca 2 gidng, khoe manh, khoi
lugng 25 + 2g. Bong vat dugc nudi 5-7 ngay
truée khi nghién ctru va trong sudt thoi gian
nghién ciru bang thirc an chuén riéng cho timg
loai (do Cong ty lién doanh Guyomarc’h-VCN
va Vién Vé sinh dich t& trung wong cung cip)
tai phong thi nghiém cua B mon Dugc 1y —
Truong Pai hoc Y Ha Noi.

Dung cu mdy méc va héa chit nghién civu:
Caragenin 1%, s¢i amiant, ether mé,
methylprednisolon (Biét dugc Medrol) vién
nén 4 mg (Pfizer), can dién tir, tii sdy.
Phwong phap nghién ctru

Xdc dinh djc tinh cdp: Xac dinh LDg, clia
miu thudc thir trén chudt nhét tring bing
dudng udng theo phuong phap Litchfield —
Wilcoxon [4].
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True khi tién hanh thi nghiém, cho chudt
nhin an qua dém. Tung 16 chudt nhat trang,
mdi 16 10 con, duoc ubng mau thudc nghién
ciu theo li€u ting dan. Tim liéu cao nhat
khong gay chét chudt (0%), liéu thap nhat gay
chét chugt hoan toan (100%) va cac li€u trung
gian. Theo doi tinh trang chung cia chudt va
s0 lugng chudt chét & moi 16 trong 72 gio. Tu
d6 xay dung do thi tuyén tinh dé xac dinh
LDso cua thudc thir. Sau d6 ti€p tuc theo doi
tinh trang chung ctia chugt dén hét ngay thir 7
sau khi uéng mau nghién ciu.

Tdc dung chéng viém man trén md hinh gay
u hat thwc nghiém bang amiant. Chuot nhat
trang duoc chia ngau nhién thanh 6 16, mdi 16
10 con.

- L6 1 (16 chung sinh hoc): Hang ngay chudt
chi uong dau olive voi cung thé tich nhom
udng thuoc

- Lé6 2 (ching duong):
methylprednisolon li€u 15 mg/kg

- L6 3 (udng CTP liéu 1): Udng CTP lidu
twong duong véi 7,2 g dugc liéu kho/kg

- L6 4 (udng CTP liéu 2): Udng CTP lidu
twong duong véi 14,4 g duogc li¢u kho/kg

- L6 5 (ubng PPE liéu 1): Ubng PBE lidu
twong duong véi 7,2 g duogc liéu kho/kg

- L6 6 (ubng PPE liéu 2): Ubng PBE lidu
tuong duong véi 14,4 g duoc liéu kho/kg

Udng

- Cac thudc chuan hodc thudc thir dwoc pha
trong nudc cat, cho chudt uong vai lugng 0,2
mi/10 g

Gay u hat thuc nghiém theo phuong phap cua
Ducrot, Julou va cong sy trén chudt nhat
tréng [5].

Amiant dwgc vién thanh hat hinh cau nho
khéi lwong 6,0 mg, tiét khuan bang nhiét do
cao (160°C/ 2 gid) trude khi cdy vao co thé
chudt nht.

Gay viém man bang cach cdy vao dudi da
gay cua chudt vién amiant dd nhing vao
carrageenin 1%. Sau khi céy amiant, chudt
duogc udng thude trong 7 ngay lién. Ngay thir
8, gdy mé chudt bang ether, boc tach khdi u
hat, sdy & nhiét do 56°C/ 18 gio.

So sénh khdi luong trung binh cta khdi u hat
(da trir khdi lugng amiant) gitra cac 16 udng
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thuéc va 16 chimg. Tac dung chéng viém
duoc biéu thi béng ti 1€ % giam khéi lugng
khéi u.

Xir Iy s6 liéu: SH licu duge nhap va xir ly
bang phuong phap va thuit toan thong ké y
sinh hoc trén phan mém SPSS 16. S6 liéu

dugc biéu dién duéi dang X+ SD. Kiém
dinh cac gié tri bang t-test Student hodc test
truge-sau (Avant — Apres). Sy khac biét co y
nghia thong ké khi p < 0,05.

KET QUA NGHIEN CUU

Poc tinh cap

Déc tinh cip ciia CTP

Chu6t nhit tring dwgc uéng mau CTP voi
liéu tang dan tr 207 gam duogc liéu/kg/24 gio
dén 1035 gam duoc liéu/kg/24 gio, v6i lugng
uéng hang dinh mdi lan 0,2 ml/10 gam cén
ning, udng 3 1an/24 gid, cac lan udng cach
nhau it nhat 2 gio.

Sau khi uéng mau thtr, chudt van dn uéng,
hoat dong va bai tiét binh thuong. Khong thay
c6 biéu hién ngod doc & chudt va khong cod
chudt nao chét trong vong 72 gio sau khi
udng mau thir. Tiép tuc theo ddi trong 7 ngay
sau uéng mau thir thay chudt van hoan toan
binh thudng, khong c6 biéu hién gi dic biét.
Déc tinh cip ciia PDE

Chudt nhét tréng duoc uéng mau PDPE véi
liéu tang dan tr 1350 gam dugc liéu/kg/24
gio dén 6750 gam duogc lidukg/24 giod, voi
luong ubng hang dinh mdi 1an 0,2 ml/10 g
can ning, udng 3 1an/24 gid, cac lan ubng
cach nhau it nhat 2 gio.

Sau khi uéng mau tht, chudt van dn uéng,
hoat dong va bai tiét binh thuong. Khong thay
c6 biéu hién ngd doc & chudt va khong cod
chugt nao chét trong vong 72 gid sau khi
udng mau thir. Tiép tuc theo ddi trong 7 ngay
sau uoéng mau thir thdy chudt van hoan toan
binh thuong, khong cé bicéu hién gi dic biét.
Tac dung chéng viém man

Trén mo6 hinh giy viém man thyc nghiém
bang cdy amiant, xac dinh khéi lwong khéi u
hat cta cac 16 chung va cac 16 udng thuoc, ket
qua thu dugc nhu sau:
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Bang 1. Khai luong trung binh u hat thuc nghiém

Khoi lwgng u hat (mg) Ti 1¢ giam khoi lwgng

R A o
Lo nghién ciru n (X + SE) u hat (%)
L6 1 (chiing sinh hoc) 10 20£6,51
L6 2 (prednisolon 5,0 mg/kg) 10 13,3+£4,32 33,5
L6 3 (CTP lidu 1) 10 16,3+ 5,12 18,5
L6 4 (CTP lidu 2) 10 15,0+ 2,73 245
L6 5 (PPE liéu 1) 10 15,7 + 4,32 215
L6 6 (PDE liéu 2) 10 15,2 + 2,62 24
pl-2 < 0,05 p2-3>0,05
pl-3>0,05 p2-4 > 0,05
D p1-4< 0,05 p2-5 > 0,05 pg:g Z 8’82
pl5 >0,05 p2-6>005 P ’
pl-6< 0,01

Két qua & bang 1 cho thiy:

- Khéi lugng u hat ¢ 2 16 udng thudc thir 1a
CTP va PBE liéu 2 va 16 udng prednisolon
déu giam rd rét so vai 16 ching sinh hoc (p <
0,05). Hai 16 uéng CTP va PPE lidu 1 mic du
c6 giam khéi luong u hat so véi 16 ching
nhung chua c6 y nghia thong ké.

- Khong c6 sy khac biét 1o rét vé khoi luong u
hat giita cac 16 uéng thudc thir va prednisolon.
BAN LUAN

Bin ludin vé déc tinh cip

Theo hudng dan cia WHO, tét cac cac thude
¢6 ngudn gdc tir duge liéu hay héa chit déu
phai danh gia doc tinh cap va ban truong didn
trén suc vat trudc khi dua vao thir nghiém
trén nguoi [10]. Hon nita, qua Dua dai tai
Viét Nam mdc du da dugc sur dung tur rat 1au
trong dan gian dé lam thudc chita bénh nhung
dén nay van chua c6 cong bd vé doc tinh cua
dugc li¢u nay trén thuc nghiém. Chinh vi vay,
viéc xac dinh doc tinh ce”ip va lidu chét 50%
dé danh gia mirc d6 doc va c6 co sé chon lidu
thir tic dung cho cac budc nghién ciru tiép
theo. Theo kinh nghiém dén gian, dé chira cac
bénh vé gan, qua dia dai ding voi licu
khoang 30 g qua phoi kho/ngiy sic nudc
ubng, trong dwong 0,6 g duoc liéu/ kg/ ngay
(tinh trung binh nguoi ndng 50 kg). Ngoai suy
lidu c6 hiéu qua tuong duong gilta nguoi va
chudt nhét tring c6 hé sb 1a 12, vy lidu ding
& chudt dé co tac dung twong duong trén
nguoila 7,2 g dugc liéu/ kg/ ngay.

- Cho chudt nhit tring udng miu CTP theo
lidu tang dan tir 207g dugc lidwkg/24 gid
(gdp 28,75 lan liéu cé tdc dung twong dwong
trén nguwoi) dén lidu cao nhédt co thé dugc
(ndng do va thé tich tdi da cho phép) 1a 1035
g duoc lidu/kg/24 gio (gdp 143,75 lan liéu c6
tac dung twong dwong trénm nguwoi) nhung
khong thidy ddu hiéu bat thuong nao trén
chuot va khong cé chudt nao chét.

- Cho chudt nhat trang udng mau PDE theo
lidu ting dan tir 1350 g duoc lidukg/24 gio
(gdp 187,5 lan liéu cé tdc dung twong dwong
trén nguoi) dén lidu cao nhdt co thé dugc
(ndng do va thé tich tdi da cho phép) 1a 6750
g duogc lidwkg/24 gid (gdp 937,5 lan liéu c6
tac dung tuwong dwong trén nguwoi) nhung
khong thiy diu hiéu bat thuong nao trén
chuot va khong ¢ chudt nao chét.

Vi vdy, chua xac dinh dugc doc tinh cép va
chua tinh dugc LDsy cua miu CTP va PBE
trén chudt nhét tring theo duong udng. Theo
huéng din ciia T chirc Y té thé gioi Dira dai
la duoc li€u an toan [10].

Chéng viém man tinh

M6 hinh gdy viém man tinh st dung céac
khéng nguyén phu thudc tuyén trc (nhu khang
nguyén |a cac amiant, protein, virus). Khi cay
amiant Ia mot vat la khéng tiéu dong vai tro la
khang nguyén phu thudc tuyén tc vao dudi da
gay cua chuot sé khoi dong qua trinh dap tng
mién dich qua trung gian té bao 1a phuong
thac mién dich thr hai bén canh dap ung
mién dich dich thé nhim loai trir khang
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nguyén la, do cac lympho bao T phu trach [6],
[7], carragenin c6 ban chat 1a polysaccharid,
6 kha nang kich thich qua trinh viém [3], [9].
Céy amiant dd nhung carragenin vao dudi da
chudt s€ kich thich qua trinh viém manh hon
chi cy amiant don thuan. Khi d6 co thé chudt
s& phan ng viém bang cach tap trung nhiéu
té bao, tao ra md bao ludi, nguyén bao sgi bao
guanh vat la, tao nén hinh anh u hat caa mé
hinh viém gan thuc nghiém [6], [8].
Prednisolon la thuéc chéng viém steroid kinh
dién, tac dung cha yéu chéng viém man tinh
do wc ché dap tng mién dich chu yéu qua
trung gian té bao do cac lympho bao T dam
nhan nén dwoc dung lam thudc chimg dwong
trén md hinh gay viém man tinh [6], [8].
Trong nghién cutu nay, methylprednisolon
duong udng duoc lya chon lam thudc chuan
dé so sanh vi methylprdnisolon 1a thuéc
chéng viém manh thuong dugc dung trén
nguoi [1].

Thuéc nghién ctu c6 tac dung chéng viém
man s& (¢ ché su tao thanh u hat, 1am giam
khéi lwong u hat tao thanh so véi nhém chiing
khéng dung thudc. Théng qua viéc so sanh
khéi lwong u hat giita cac 16 udng thudc thir va
thuc déi ching, 6 thé danh gia duoc thude
c6 tac dung chng viém man hay khong.

Két qua & bang 1 cho thay hai 16 uéng CTP
lidu 2 va PDE liéu 2 déu c6 tac dung tc ché
su tao thanh u hat sau khi gay viém r6 rét so
véi 16 chirng sinh hoc (p < 0,05) va tuong
duong so voi 16 udng prednisolon, véi ti Ié
giam khéi luong u hat twong ung & 16 udng
CTP lidu 2 1a 24,5% va PDE liéu 2 1a 24%, &
16 uéng prednisolon 1a 33,5%.

Khéng c6 su khac biét c6 y nghia théng ké
gitta khdi lwong u hat cua cac 16 udng thudc
thir so véi nhau va so véi 16 ubng prednisolon
(p > 0,05).

Két qua nghién cuu cho CTP liéu twong
duong véi 14,4g duoc liéu kho/kg va PPDE
liéu twong dwong véi 14,4g duoc liéu khd/kg
dugc chiét xuat tir qua dira dai ¢ tac dung
chéng viém man ré rét tuong duong voi
methylprednisolon trén thuc nghiém.
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KET LUAN

- V& doc tinh cap: Chua xac dinh dugc doc
tinh cip va chua tinh dwoc LD50 ctia miu
CTP va PDE trén chudt nhét trang theo duong
udng. Theo huéng dan cua To chuc Y té thé
gioi Dua dai la dugc liéu an toan.

- V¢ tac dung chong viém man: CTP lidu
tuong duong voi 14,4 g duoc liéu khd/kg va
PDE liéu tuong dwong vé6i 14,4 g duoc ligu
kho/kg duoc chiét xuat tir qua dira dai c6 tac
dung chéng viém man rd rét trén thuc nghiém.
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ABSTRACT
STUDY OF ACUTE TOXICITY AND CHRONIC ANTI - INFLAMMATORY
EFFECTS OF PANDANUS FRUITS IN EXPERIMENTS

Hoang Thai Hoa Cuong®’, Vu Thi Ngoc Thanh?, Nguyen Duy Thuan®
YUniversity of Medicine and Pharmacy - TNU, 2Hanoi Medical University
3Viethnam University of Traditional Medicine

Obijectives: To estimate acute toxicology and evaluate chronic anti — inflammatory of of total
extract (TE) and ethyl acetate extractect (EAE) of Pandanus odoratissimus L.f. fruits in
experiments. Method: Acute toxicology was conducted based on method of Litchfield — Wilcoxon
to calculate LDso. Chronic anti-inflammatory effect was assessed through amiant- induced
granuloma model in mice. Results: Acute toxicology: No acute toxicology was detected and LDsg
was not able to be calculated of TE and EAE in mice. Chronic anti — inflammatory: TE and EAE
extracted from Pandanus odoratissimus L.f. fruits with equivalent doses of 14.4 grs/kg have
chronic anti-inflammatory effects in experiments.

Keywords: Pandanus fruit, TE, EAE, Acute toxicology, Chronic anti — inflammatory
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