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DPANH GIA HOAT TiNH GAY POC TE BAO UNG THU CUA CAC CHAT

CHIET TU THAN CAY XA BEN (Ehretia asperula Zoll. & Mor)
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Nguyén Hong Chuyén?, Nguyén Thi Hang*, Pang Pinh Kim*?
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TOM TAT: Bai bao dé cap dén viéc danh gia kha ning gay doc 1én mot s6 dong té bao ung thu
cuia cao chiét va cua mot sb chat phan lap duoc tir than cay Xa den Ehretia asperula Zoll. & Mort.
Céc cao chiét phan doan cua than cay xa den déu thé hién hoat tinh véi it nhat mot dong té bao ung
thu. Cao chiét phan doan n-hexan thé hién hoat tinh vai 3 dong té bao ung thu 14 ung thu gan (Hep-
G2), ung thu vi (MCF-7) va ung thu c¢6 tir cung (HeLa) véi cac gia tri I1Cso tuong ung la 28,3
pg/ml, 14,42 pg/ml va 18,59 ug/ml. Cao chiét phan doan MeOH, cao chiét phan doan etyl axetat
va cao chiét phan doan H,0 chi c6 hoat tinh véi dong té bao MCF-7 véi c4c gié tri 1Cso lan luot 1a
16,45 ug/ml, 13,4 pg/ml va 39,78 ug/ml. Pa phan lap dwoc 6 chat sach tir than cly xa den, bao
gém daucosterol, coniferaldehyde, methyl caffeate, 9’-methoxydehydrodiconiferyl alcohol,
oresbiusin B va axit vanillic Chat methyl caffeate thé hién hoat tinh d6i véi cac dong té bao Hep-
G2, Hela va MCF-7 véi cac gia tri 1Cso twong ung 1a 2,83 pg/ml, 3,38 ug/ml va 4,4 pg/ml. Chét
oresbiusin B chi thé hién hoat tinh vai dong té bao Hep G2 véi gia tri 1Cso 12 9,89 pg/ml. Ba chat
con lai coniferaldehyde, 9'-methoxydehydrodiconiferyl alcohol va axit vanillic khéng c6 kha nang
gy doc trén cac dong té bao ung thu nay. Két qua thu nhan dwoc cho thay viéc s dung cac cao
chiét tiém niang cua xa den thu tir Hoa Binh 1am thuc pham chirc ning trong viéc phong va hd trg

diéu tri ung thu 1a kha thi va c6 trién vong.

Tirkhoa: Xa den, methyl caffeate, oresbiusin B, hoat tinh gdy doc, té bao ung thu.

MO PAU

Xa den (Ehretia asperula Zoll. & Mort) la
cay duoc ligu quy cua tinh Hoa Binh, dugc sir
dung dé diéu tri va hd tro diéu tri nhiéu bénh nhu
ung thu, gan, viém nhiém. Mic du duoc biét dén
va sir dung kha rong rai trong khoang 15 nm tro
lai dy nhung céc cong trinh nghlen ctiu vé thanh
phan hoa hoc cua Cay Xa den con rat it va chua co
h¢ thong Mot s6 cong bo khoa hoc dang chu y
ve cay xa den c6 thé ké dén 1a cong trinh nghién
cuu cia Lé Thé Trung va nnk., (2016, 2017) ve
tac dung han ché phat trién caa khéi u &c tinh
trén dong vat thuc nghi¢m cua cay xa den thu hai
tai Hoa Binh. L& Thi Huyen va nnk., (2008) da
phan lap dugc 3 hop chat tir ciy xa den thu mua
tai Hoa Binh. Tuy nhién thir nghi¢m cho thy ca
3 hop chit nay khong c6 tac dung diét té bao ung
thur phdi Lu va ung thur gan Hep-G2. Kuo & Kuo
(1997) da phan lap dwoc 4 hop chat trlterpene
méi 1a celasdin-A, celasdin-C, celasdin-B va
maytenfolone-A tir mau cdy xa den. Trong do,

hop chit celasdin-B duoc xéac dinh la c6 hoat tinh
khéng virus HIV-AIDS & céc té bao bach cau H9
véi gia tri ECs la 08 pg/mL va chat
maytenfolone-A c6 hoat tinh gay doc té bao dong
té bao ung thu gan (HEPA 2B) va ung thu biéu
moé (KB) Vvéi cac gi tri ECso lan luot 12 2,3 va
3,8 pg/mL (Kuo & Kuo, 1997). Nam 2006, cac
nha khoa hoc tai truong Pai hoc Gifu, Nhat Ban
d3 nghién ctu thanh phan hoa hoc cua cay xa
den thu hai tai Ha Noi, theo d6 8 hop chit
phenolic da dugc xac dlnh tir 14 xa den déu c6 tac
dung chong oxi hoa kha tét (Ly et al., 2006). Gan
day nhat nghién ctu cua cac nha khoa hoc tai
Thu:ong Hai cho thay than cay Xa den cb
chira céc chét diphenylpropane va macrocycllc
lactone, quinoflavan. Cac hop chat _nay co tac
dung gy doc té bao trung binh va yeu trén dong
té bao ung thu phdi, rudt két, gan va va (Hu et
al., 2014).

Céc nghién ctu trén dong gop nhiéu thong
tin quan trong dé lam rd gia tri cua cay xa den.
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Tuy nhién, can chirng minh cu ‘ghé thanh phan
hoa hoc nao la quan trong, quyét dinh dén tac
dung dugc ly chinh cua ciy nay (vi du tac dung
chita ung thu). Theo hudéng nghién ctru moi
quan h¢ gitra tac dung dugc hoc cua thyc vat va
cac hoat cnét ’chlﬁ:a trong d6, bai bao néy trinh
bay mot sO két qua thu hoat tinh cta cac chat
chiét tir than cdy xa den véi cac dong té bao ung
thu gan, ung thu ph01 ung thu cO tir cung va
ung thu va. Pay 13 bon loai ung thu c6 ti 1& cao
0 Viét Nam.

VAT LIEU VA PHUONG PHAP NGHIEN CUU

Xa den (Ehretia asperula Zoll. & Mort)
thugc ho Voi voi (Borraginaceae) duoc thu tai
xa Thuong Tién, huyén Kim B0i, tinh Hoa Binh
vao thang 9/2016. Mau xa den duoc PGS. TS.
Vi Xuan Phuong, Vién Sinh théai va Tai nguyén
sinh vat giam dinh. Céc tiéu ban da dugc chup
anh va luu gir tai phong Tiéu ban thuc vat,
Vién Sinh thai va Tai nguyén sinh vat.

Céc dong té bao ung thu duoc cung cip tir
phong Sinh hoc thuc nghiém, Vién Hoa hoc cac
Hop chét thién nhién gom: Hep-G2 (té bao ung
thu gan nguoi), Lu (t€ bao ung thu phol) Hela
(té bao ung thu tr cung) va MCF7 (té bao ung
thu va).

Phwong phap tach chiét va phan Iap chiat tir
than cay xa den

Mau sau khi thu hai duoc xur Iy loai tap Chat
thai nho rdi phoi kho trong bong ram hodc Say o
nhiét d6 50-60°C dén khi khd glon Tlep do mau
dugc xay nho thanh bot va ngam chlet véi dung
mai thich hop dé thu cao chiét tong Cao chieét
tong sau d6 dugc chiét phan doan bang cac dung
moi ¢6 d6 phan cuc khac nhau nhu n-hexan,
clorofoc hay ethyl axetat dé thu cac cao chlet
phan doan. Viéc cét loai dung mdi dugc tién
hanh & nhiét do khong qua 60°C dé dam bao
thanh phan hoé hoc khdng bi phan huy bai nhiét.

Phan lap cac chat tinh_ khiét bang cac
phuong phap sic ky két hop gom:

Sic ky I6p mong duoc thuc hign trén ban
mong trang san silica gel DC-Alufolien 60 F254
va RP-18 F254. Phat hi¢n vét chat bang den UV
¢ hai budc song 254 va 368 nm, va phun H2SO;4
10% lén ban mong roi ho néng tir tir dén khi
hién mau.

Sic ky cot pha thuong (silica gel 230-400
mesh, Merck), pha dao (RP-18, YMC ODS),
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nhya trao d6i ion (Dianion HP20) hodc hap phu
cd hat (Sephadex LH20).

Xéc dinh cau tric cac chat phan lap dugc
béng cac phuong phap phd hién dai bao gom
pho hap thy hong ngoai (IR), tir ngom (uv),
pho Cong huong tir hat nhan mot va hai chiéu
(1D va 2D-NMR), phé khéi thuong (MS) va
phd khéi phan giai cao (HR MS).

Phuong phip thir hoat tinh giy déc té bao

Té bao ung thu in vitro dwoc nudi cay theo
phuong phap cua Skehan et al., (1991). Hoat
tinh gay doc cac dong té bao ung thu duoc xéac
dinh theo phuong phdp SRB Likhiwitayawuid
et al., (1993) dang duoc tién hanh tai Vién
nghién ciru Ung thu Qudc gia cua Hoa Ky
(NCI). Phuong phap nay da dugc phong Sinh
hoc thuc nghiém thuoc Vién Hoa hoc cac Hop
chat thién nhién ap dung tir nim 1996. Phuong
phap nay duoc st dung rong réi trong sang loc
hoat tinh gay doc té bao in vitro. Phan ung dua
vao kha ning SRB gin vao protein cua té bao
da dugc ¢b dinh boi trichloroacetic acid (TCA).
SRB la chat nhuém aminoxanthene hong nhat
v6i 2 nhém sulfonic tac dung gan véi cac chat
chira amino acid co ban trong diéu kién axit nhe
va tach ra trong diéu kién kiém. Luong chat
mau tach ra tir té bao dwoc nhudm twong tng
vé6i khéi luong té bao. Phép xac dinh gom hai
budc: budc 1: Sang loc tim cac mau thir ¢ hoat
tinh; budc 2: Tim gid tri 1Cso, nong d6 wc ché
dugc tinh theo chuong trinh Table curve.

KET QUA VA THAO LUAN

Hoat tinh gay dgc trén cac dong té bao ung
thu cia cac cao chiét phan doan tir than cay
Xa den

Mau than cdy xa den duoc thai nho, phoi
khd va nghién nhé (5 kg), sau d6 duoc ngam
chiét 3 1an véi MeOH. Dich chiét sau d6 dugc
cd dac bang may cat quay dudi &p suat giam thu
dugc 3659 can chiét MeOH. Cin nay duoc hoa
vao nudc (3 L) va chiét lan luot bang n-hexan va
ethyl axetat (mdi dung méi 1 L x 3) thu dwoc cac
can n-hexan (119,3 g), etyl axetat (43,7 g) va can
nuéc tuong ung. Nhu vay, tir than cdy xa den,
ching toi da tach chiét duoc 4 cao chiét phan
doan. Céac cao chiét dugc danh gia hoat tinh gy
doc té bao trén 4 dong té bao ung thu va 1 dong
té bao thuong bang 1.



Ddnh gid hoat tinh gdy déc té bao

Bdng 1. Hoat tinh gay doc té bao cua céc cao chiét phan doan

o a Nong do Té bao song sot (%
STT| Kyhiumiu | o FepG2 | LU Hols ( )MCF-7 Vero

Ching () DMSO|  10%  |100,0%0,0| 100,0+0,0 | 100,0% 0,0 | 100,0% 0,0 | 100,0 + 0,0
Ching (+) 5 134+ 06 | 566+02 0 345+12 | 31210,

1 | Than XD-MeOH | 100 |6748+1,1] 86,33+ 20 | 3208+ 17 0 77,28+ 04
2 | Than Xb-Hexan | 100 0 | 2435+25 0 0 7253+ 0,8
3 | ThanXD-Etyl | 100 |1854% 048] 98,0706 0 0 76,36+ 1,2
4 | ThanXP-H,0 | 100 |59,92+1,3| 87,6207 | 13,8802 | 4,74+17 | 98,74+0,8

Ghi chd: DMSO 1a chimg (—), chimg (+) 14 ellipithine, Vero 14 té bao lanh

Theo tiéu chuin danh gia, mot chét duogc coi
la ¢6 kha ndng khang ung thu néu ti 1¢ t€ bao
cOn song sot phai nho hon 50%. Nhu vay, ket
qua th nghiém trong bang 2 cho théy, ca 4 cao
chiét phan doan cua than cay xa den déu co hoat
tinh gdy doc voi 2 dong t€ bao ung thu va
(MCF-7) va ung thu ¢o tir cung (HelLa). Dac
biét, cac cao chiét nay khong giy doc cho té bao
than khi xanh (Vero).

Cao chiét phan doan n-hexan (Than Xb-
Hexan) co6 hoat tinh gy doc véi ca 4 dong té
bao ung thu gan, ung thu phdi, ung thu va va

ung thu ¢6 tr cung nhung lai khong gy doc cho
té bao than khi xanh 14 t& bao lanh (Vero).

Cao chiét phan doan etyl axetat (Than
XD-Etyl) c¢6 hoat tinh gdy doc v6i 3 dong té bao
ung thu gan, ung thu va va ung thu ¢d tir cung
nhung lai khong gy doc cho té bao than khi
xanh (Vero).

Nhu vy, cac cao chiét phan doan cua than
cay xa den co6 hoat tinh giy doc t& bao ung thu.
Két qua ndng do wc ché ti thidu (ICso) duoc
trinh bay ¢ bang 2.

Bdng 2. Nong do e ché 50% té bao (1Cso) cua céc cao chiét phan doan

cpia % Gid tri ICso (ng/ml)
STT Ki hicu mau Hep-G2 LU-1 HeLa MCF-7 Vero
Chiing (+) 0,29 0,32 0,28 0,31 2,05

1 Than XD-MeOH i ] 71,13 16,45 >100
2 Than XD-Hexan 28,3 89,82 18,59 14,42 >100
3 Than XDP-Etyl 55,69 3 75,17 134 >100
4 Than XP-H,0 - - 62,41 39,78 >100

Két qua bang 2 cho thiy, cac cao chiét phan
doan déu thé hién hoat tinh véi it nhat mot dong
té bao ung thu. Dac bi€t cao chiét phén doan n-
hexan thé hién hoat tinh voi 3 dong té bao ung
thu 13 ung thu gan (Hep-G2), ung thu va (MCF-
7) va ung thu ¢d tr cung (HelLa) véi cac gia tri
ICs twong ung la 28,3 pg/ml, 14,42 pg/ml va
18,59 pg/ml. Cao chiét phan doan MeOH, cao
chiét phan doan ethyl axetat va cao chlet phén
doan H20 chi ¢6 hoat tinh voi dong té bao ung
thu vii (MCF-7) véi cac gla tri ICso tuong Umg 12
16,45 ug/ml, 13,4 pg/ml va 39,78 pg/ml. Két qua
nghlen cliu nay phu hop véi nghién cuu trude
day clia mot SO tac gia, cho thiy cao chlet phan
doan ciia xa den R6 co hoat tinh tic ché t& bao
ung thu va (MCF-7) véi gia tri ICs la
19,62 pg/ml (DS Thi Thao va nnk., 2008). Pham
Thanh Loan (2018), ciing cho thay cao chiét xa

den thu ¢ Tan Lac, Hoa Binh va cao xa den duoc
di thuc, trong & Viét tri, Phii Tho déu co hoat tinh
gay doc té€ bao ung thu gan (Hep-G2) vdi cac gia
tri 1Cso tuong tng la 26,48 ug/ml 31,34 pg/mi
(Pham Thanh Loan, 2018). Két qua nay chung té
cao chiét phén doan cta xa den c6 hoat tinh tc
ché dong té bao ung thu gan manh hon so véi
Théng ba 14 Pinus kesiya, vai ICso =
52,00 pg/ml, Thuy tung. Catimbium spectrum,
vai I1Cso= 55,70 png/ml (Machana et al., 2011).

Hoat tinh gy doc trén cac dong té bao ung
thu cia cac hgp chat phan Iap tir than cay xa
den Hoa Binh

Sau khi thu dugc cic cao chiét phan doan,
tién hanh phan lap phan cin chiét EtOAc su

dung sic ky cot pha dao YMC-RP 18, dung mi
MeOH: nudc (1:3, v:v) thu dugc 3 phan doan
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ky hiéu 1a E1, E2, E3. Phan doan E1 duoc tiép
tuc phan tach trén cot sac ky silica gel, sir dung
dung moi ria giai CHCls:MeOH:nuéc (5:1:0,1,
v:viv) thu dugc hop chat ET1 (3 mg). Phan
doan E2 dugc tién hanh sic ky cét silica gel vai
dung modi rira giai la EtOAc:MeOH:nudc
(10:1:0,2, v:viv) thu dugc hai phan doan nho
E2.1 va E2.2, tién hanh sac ky trén cot silica gel
pha dao YMC-RP 18 hai phan doan nay véi hé
dung moi ria gidi la axeton:nu6c (1:2, viv) va
MeOH:nuéc (1:1, v:v) thu dugc hop chat ET2
(5 mg), ET3 (4,6 mg) va ET4 (5 mg). Tiep tuc
tien hanh sac ky trén cot silica gel, dung moéi

CHCl3:MeOH:nué6c (4:1:0,1, viviv) thu duoc
hai hop chat ET5 (6 mg) va ET6 (12 mg).

Cau tric hda hoc cua cac hop chat dugc xac
dinh bang cac phuong phdp phan tich pho hién
dai, cu thé 1a cac phuong phap phd 1D-NMR va
2D-NMR.

Hop chat ET1 phan lap dugce dudi dang tinh
thé hinh kim mau tring, tan tét trong cac dung
moi hitu co co do phan cuc kém va trung binh.
Kiém tra trén sac ky 16p mong cho thdy vét chat
ET1 trung khép véi hop chét daucosterol, mot
hop chit rat phd bién trong thuc vat (Moridi,
2017).

Bdng 3. Céu trdc héa hoc cua cac hop chét phan I4p tir than cly xa den Hoa Binh

TT| Ky hiéu Tén chat Cau trlic hod hoc
1 ET1 Daucosterol
H;CO
2 ET2 Coniferaldehyde } = H
HO
O
HO NN -
3 ET3 Methyl caffeate 0
HO
OH
4 ET4 9’-Methoxydehydrodiconiferyl alcohol
5 ETS Oresbiusin B
1
6 2
6 ET6 axit vanillic 3
5
7 OCH;
OH

Hop chat ET2 dugc phén lap dudi dang chat
ran mau tring. Pho khéi lugng phun mu dién tir
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'H-NMR tai viing truong trung binh thap xuat
hién tin hi¢u cua 3 proton vong thom tuong tac
kiéu ABX tai 8y 7,28 (1H, d, J = 1,5 Hz, H-2),
6,88 (1H, d, J = 8,0 Hz, H-5) va 7,20 (1H, dd, J
=1,5, 8,0 Hz, H-6), vatin hiéu cta 2 proton noi
do6i dang trans tai 6y 7,62 (1H, d, J = 16,0 Hz,
H-7) va 6,69 (1H, dd, J = 8,0, 16,0 Hz, H-8).
Ngoai ra tin hi¢u dac trung cua mot nhom
methoxy tai 64 3,92 va nhom -CHO tai &4 9,60
(1H, d, J = 8,0 Hz, H-9) ciing dugc ghi nhan.
Phé *C NMR va phd DEPT cua 2 cho biét su
c6 mat cua 10 tin hi¢u trong d6 c6 3 nguyén tir
carbon bac 4 tai 6c 125,1 (C-1), 149,5 (C-3) va
127,8 (C-4), 6 nhom metin va mot nhém
methoxy (-OCH) tai dc 56,5. Tai ving truong
thap xuat hién tin hiéu caa nhém andehit tai 8¢
196,1 (C-9). Két hop gitra su phan tich céc dir
ligu pho va so sanh vai tai ligu tham khao cho
phép két luan hgp chat ET2 la coniferaldehyde
(Sy 1999).

Hop chat ET3 duoc phan lap dusi dang bot
mau trang. Phén tich dir ligu pho *H-NMR cho
thay su c6 mat cua hé tuong tic spin ABX cua
vong thom [6n 7,05 (d, J = 2,0 Hz), 6,95 (dd,
J=2,0; 8,0 Hz), 6,80 (d, J = 8,0 Hz)] va mot ndi
ddi c6 cau hinh trans tai 84 7,56 (d, J = 16,0 Hz)
va 6,27 (d, J = 16,0 Hz). Pho carbon C-NMR
cho tin hiéu cua 1 nhdm methyl carboxylate tai
169.7 va 51.9.Tw nhitng phan tich trén két hop
s0 sanh vai tai liéu tham khao, cau tric cua ET3
dugce xac dinh la methyl caffeate (Zheng 2012).

Hop chét ET4 thu dugc dudi dang dau
khong mau. Phé khéi lwong phun mu dién tu
xuat hién tin hiéu tai m/z 385 [M+H*]* phép du
doan ET4 c¢6 khéi lwong phan tar 384. Pho H
NMR tai ving truong trung binh xuét hién tin
hiéu cua 5 proton vong thom trong do c6 3 tin
hiéu proton vong thom twong tac kiéu ABX tai
8n 6,96 (1H, d, J = 2,0, H-2), 6,79 (1H, d, J =
8,0 Hz, H-5) va 6,85 (1H, dd, J = 2,0, 8,0 Hz,
H-6), 2 tin hiéu proton vong thom khac tai on
6,97 (1H, s, H-2") va 6,99 (1H, s, H-6). Bén
canh d6 phd proton con cho thay su xuat hign
tin hiéu cia 3 nhom methoxy (-OCHs) tuong
ung tai &4 3,82, 3,88, 3,37 (mdi pic 3H, s,
OCHs-3, 3, 9'). Hai tin hiéu proton ndi déi dang
trans tai on 6,59 (1H, d, J = 15,5 Hz, H-7") va
6,18 (1H, dt, J = 15,5, 6,0 Hz, H-8). Hai tin hiéu
nhom metin tai 64 5,55 (1H, d, J = 6,5 Hz, H-7)
va 3,51 (1H, m, H-8) va 2 tin hiéu proton cua 2
nhom metilen tai 84 3,85 (2H, m, H-9) va 4,08

(2H, dd, J = 1,0, 6,5 Hz, H-9"). Ph6 3C NMR va
pho DEPT cho ta xac dinh duoc hop chat ET4
c6 21 nguyén tir carbon trong d6 chura 2 nhom
metilen, 9 nhém metin, 7 nguyén ti carbon bac
bén va 3 nhém methoxy tuong (ng tai dc 56,4,
56,7 va 57,9 (OCHs-3, 3’, 9"). Tur cac dir kién
phd trén va so sanh voi tai liéu tham khao
cho phép két luan hop chit ET4 Ia
9’-methoxydehydrodiconiferyl alcohol (lizuka
2001).

Hop chat ET5 duoc phan lap dudi dang bot
mau vang Sam Trén pho 'H NMR cua ET5
cling gidng chat 3 da thu nhan sy ¢6 mat cua 6
proton thom cua hai hé twong tac spin ABX tai
on [6.74 (d, J = 2,5Hz, H-5"), 6,60 (dd, J = 2,0;
8,0 Hz, H-9", 6,72 (d, J = 8,0 Hz (H-8)] va
[7,21 (d, J = 2,0 Hz, H-5), 6,83 (d, J = 8,0 Hz,
H-8), 7,10 (dd, J = 2,0; 8,0 Hz, H-9)], hai
olefinic proton cua néi doi véi cau hinh trans,
mot oxymethine proton oy 5,23 (dd, J =5,0; 7,5
Hz) va hai proton cua nhdm methylen 64 3,07
(m). Tuy nhién, sy c6 mat cua hai nhom
methoxy tai on 3,72 va 3,92 cua ET5 da xac
dinh day 1a mot dan xuat cua acid rosmarinic c6
tén 1a oresbiusin B (Huang, 1996).

Hop chat ET6 thu dugc dudi dang bot mau
trang Trén phé H-NMR cua hop chat ET6 ¢6
cac tin hiéu dic trung cua cac proton hé spin
ABX vong thom tai o+ 6,86 (1H, d, J = 8,5 Hz),
7,57 (1H, d, J = 2,0 Hz) va 7,58 (1H, dd, J =
2,0, 8,5 Hz). Bén canh d6 con xuat hién 1 tin
hi¢u dac trung cho proton trong nhém -OCHs;
tai do d1ch chuyén & 3,91 (3H, s). Trén pho 3C-
NMR xuat hién tin hiéu cua 8 nguyén tir carbon,
két hop v&i phd DEPT ta nhan thay ¢6 1 nhém
metyl 3 nhom metin va 4 carbon bac 4. Ngoai
ra, con xuat hién tin hiéu dic trung ctia mot
carbon vong thom chira nhém thé OH tai &
152,7 ppm, tin hi¢u dac trung cua nhom C = O
axit (170,0 ppm) va mot tin hi¢u dac trung
cua nguyén ta carbon trong nhom -OCH;
(56,4 ppm) Dua vao dir ki¢n pho trén va so
sanh véi cac sb liu da cong bd, hop chit ET6
duoc xac dinh la axit vanillic (Momtaz, 2010).

Nhu vay, 6 hop chat da dugc phan lap va
xac dinh cau trdc gém daucosterol (ET1),
coniferaldehyde (ET2), methyl caffeate (ET3),
9’- methoxydehydrodiconiferyl alcohol (ET4),
oresbiusin B (ET5), axit vanillic (ET6).

Trong 6 chat sach trén c6 daucosterol (ET1)
1a chét pho bién khong c6 hoat tinh gdy doc trén
cac dong té bao ung thu (Moridi et al., 2017).
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Vi véy, chi ldy 5 chét con lai dénh gia kha nang

gdy doc té bao ung thu véi 4 dong té bao ung  bang 4 va 5.

Bdng 4. Hoat tinh gy doc té bao cua cc chat phan 1ap tir cAy xa den Hoa Binh

thu trén. Két qua thyc nghiém dugc trinh bay ¢

S s Nong do Té bao séng sot (%

T Kihiu miu | e T LU Hols. 2 MCF-7 Vero
Ching (<) DMSO | 10% 100 100 100 100 100
Chung (+) 5 1,14+0,3| 4,06+0,2 157+0,7 0,52+0,6 25,3+0,4

1 ET2 10 100 96,1+0,5 90,8+ 1,6 935+1,2 99,6 +0,8
2 ET3 10 28,64+19 8632+22 33,36 £ 1,5 23,29+2,0 82,5+0,2
3 ET4 10 996+05| 995+1,3 829+18 97,3+0,7 94,2+ 1,6
4 ET5 10 48,63 + 1,4/ 99,28+ 0,4 69,79+ 1,7 70,29+ 0,1 93,7+0,4
5 ET6 10 93,1+1,7| 88,0+15 66,7+0,1 925+1,1 90,8+0,5

Bdng 5. Nong d6 e ché 50% té bao (1Cso) cuia cac chét phan lap duoc

X Giatri ICso /ml
T KH mau Hep-G2 LU-1 HeLa(ug : MCF-7 Vero
Chang (+) 0,30 0,35 0,26 0,27 1,84
1 ET3 (Methyl caffeate) 2,83 - 3,38 4,40 >10
2 ET5 (Oreshiusin B) 9,89 - - - >10

Két qua trinh bay trong bang 4 cho thiy,
chat methyl caffeate (ET3) c6 hoat tinh gdy doc
v6i 3 dong té bao ung thu thir nghiém 1a Hep-
G2, LU-1 va HeLa nhung lai khong gay ddc cho
té bao lanh (Vero). Chat oresbiusin B (ET5) co
hoat tinh giy doc voi t& bao Hep-G2, 3
chait con lai  coniferaldehyde  (ET2),
9’- methoxydehydrodiconiferyl alcohol (ET4)
va axit vanillic (ET6) khong thé hién hoat tinh
giy doc voi cac dong té bao ung thu trén.

Tir két qua nghién ciru nay, cac chit ET3 va
ET5 duoc thir nghiém tiép dé tim gia tri ndng
do e ché t6i thiéu (ICso) v6i két qua trinh bay &
bang 5.

Chat methyl caffeate (ET3) thé hién hoat
tinh véi cac t€ bao Hep -G2, HelLa va MCF-7
voi gia tri 1Cs twong ung la 2,83 pg/ml, 3,38
ug/ml va 4,4 ng/ml. Chat oresbiusin B (ET5)
chi thé hién hoat tinh v6i dong té
bao Hep G2 voi gia tri ICso la 9,89 pg/ml.
Ba chat coniferaldehyde (ET2),
9 methoxydehydrodiconiferyl alcohol (ET4) va
axit vanillic (ET6) khong c6 kha nang gay doc
dbi véi cac dong t€¢ bao ung thu thu nghlem
Dang luu y 1a ca ba hop chat ET2, ET4 va ET6
deu khong c6 nhom methyl ester trong khi 2
chat ET3 va ET5 chira nhdm methy! ester va c6
kha nang gay doc té bao ung thu. Piu nay gorl
v dén gia thiét kha ning khang ung thu cula
methyl caffeate va oresbiusin B c6 thé phu
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thudc vao nhom methyl ester nay. Nghién ciru
cua Fiuza et al. (2004) ciing da chi ra chét
methyl caffeate khing te bao ung thu ¢ tir cung
(HeLa). Mot so nghlen ctru ctia Takahashi et al.
(2010) cho thay, ngoai hoat tinh trén, methyl
caffeate con c6 kha niang Gc ché nhe cac
enzyme sucrase va maltase, voi cac gia tri ICso
twong trng 1a 1,5 mM va 2 mM (Takahashi et
al., 2010). Nghién ctru cua Fabrice et al. (2013)
cling cho thay kha nang khang té bao ung thu va
(MCF-7) cua chat methyl caffeate voi gla tri
ICso ~1 uM (Fabrice et al., 2013) Két qua nay
gcn m¢& cho nhitng nghién ctru tiép theo dbi voi
cac hop chit nay.

KET LUAN

T ket qua nghién ctru danh gia hoat tinh
gdy doc té bao ung thu cua cac chat phan lap tur
than cay xa den, Ehretia asperula Zoll. & Mor,
c6 thé két luan cac cao chiét phan doan cua than
cay xa den déu thé hién hoat tinh Voi it nhat mot
dong té bao ung thu. Cao chlet phan doan
n-hexan thé hién c6 hoat tinh ddi véi cac dong
té bao ung thu gan (Hep-G2), ung thu va (MCF-
7) va ung thu co tir cung (Hela) véi cac gia tri
ICso twong ung la 28,3 pg/ml, 14,42 pg/ml va
18,59 ug/ml. Cao chiét tong MeOH, cao chiét
phan doan etyl axetat va cao chlet phan doan
H,0 chi c6 hoat tinh véi dong té bao  ung thu v
(MCF-7) véi cac gia tri I1Cs lan luot la
16,45 pg/ml, 13,4 pug/ml va 39,78 ug/ml.



Ddnh gid hoat tinh gdy déc té bao

Tur cao Chiét, phén doan ethyl axetat da phan

lap duoc 6 chat sach, bao gom daucosterol,
coniferaldehyde, methyl caffeate, 9'-
methoxydehydrodiconjferyl alcohol, oresbiusin
B va axit vanillic. Chat methyl caffeate the hi¢n
hoat tinh véi cac té bao ung thu gan (Hep- GZ)
ung thu co tir cung (HeLa) va ung thu vu
(MCF-7) véi céac gla tri 1Cso twong ng la 2,83
ug/ml, 3,38 ug/ml va 4,4 pg/ml Chat oresbiusin
B chi thé hién hoat tinh véi dong té bao ung thu
gan (Hep G2) vei gia tri ICso la 9,89 pg/ml.
Ba chat con lai coniferaldehyde, 9'-
methoxydehydrodiconiferyl alcohol va axit
vanillic khong c6 kha nang gay doc t¢ bao ung
thu. Ket qua nhan dugc cho thay kha ning sir
dung cac cao chiét tiém nang cua than cay xa
den ¢ Hoa Binh lam thuc pham chirc nang trong
viéc phong va hd trg diéu tri ung thu 1a kha thi
va c0 trién vong.
Loi cdm on: COng trinh duoc thuc hi¢n trong
khudn khé nhiém vy “Nghién ciu thanh phan
hda hoc, danh gia hoat tinh sinh hoc cua mét so
hop chit chinh phan lap dugc tir cay xa den tai
tinh Hoa Binh. Tht nghiém tao ché pham lam
thuc pham chirc ning tir cac cao chiét tiém
ning”do S Khoa hoc va Cong ngh¢ tinh Hoa
Binh tai tro va Chuong trinh hd trg NCVCC,
ma s6 NVCC30.01/18-18 do Vién Han 1am
KH&CN Viét Nam tai tro.
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EVALUATING CYTOTOXIC EFFECT OF THE EXTRACTED COMPOUNDS
FROM Ehretia asperula Zoll. & Mor STEM ON SEVERAL CANCER CELL LINES
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Nguyen Hong Chuyen?, Nguyen Thi Hang, Dang Dinh Kim?!*
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SUMMARY

This paper reports the cytotoxic effect on several cancer cell lines of the stem extracts and of some
isolated compounds from Ehretia asperula. All the extracts exhibited cytotoxic effects on at least one cancer
cell line. The n-hexane extract showed potent cytotoxic activity on Hep-G2, MCF-7 and HeLa cell lines with
ICsp values of 28.3 ug/ml, 14.42 ug/ml and 18.59 pg/ml, respectively, while the methanolic, ethyl acetate and
water extracts exhibited toxicity towards MCF-7 cells with 1Cso values of 16.45 pg/ml, 13.4 pg/ml and
39.78 pug/ml, respectively.

06 compounds have been isolated from the ethyl acetate fraction of Ehretia asperula stem. Methyl
caffeate has a strong cytotoxicity against Hep-G2, HeLa and MCF-7 cancer cell lines with 1Cso values of
2.83 ug/ml, 3.38 ug/ml and 4.4 pg/ml, respectively. Oresbiusin B was active against Hep-G2 with 1Cso value
of 9.89 pg/ml. The other compounds including coniferaldehyde, 9'-methoxydehydrodiconiferyl alcohol and
vanillic acid did not have any cytotoxic effect on the tested cancer cell lines. So, the obtained results have
suggested possibility of using the potential Ehretia asperula extracts as health food for preventing and curing
cancer diseases.

Keywords: Ehretia asperula, methyl caffeate, oresbiusin B, Cancer cell lines.
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