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HOAT TiNH BOC TE BAO CUA CAY XA DEN VA CAYBONG OI
CYTOTOXITY OF Celastrus hindsii Benth et Hook AND Lantana camara L.

Lé thi Huyén, Pham Huyén Trang, Nguyén Dinh Chung, Nguyén Vin Du |
Trieong Dai hoc Khoa hoc Ty nhién, Dai hoc Quéc gia Ha Nji

ABSTRACT

Three compounds from Celastrus hindsii Benth et Hook: 5a-clean-12-en-3p-ol (B-Amyrin)
(1); B-Amyrin-3-O-succinate (2), 6-methoxy-2 2-dimethyl-5-nitrogen-2H-chromen-7-0l (3) and
three compounds isolated from Lantana camara L.: Lantaden B (4), Icterogenin (5) and 3-
oxo-25-methylhydroxy-22p-{(Z)-2'-butenoyloxy]-olean-12-en-28-oic acid (6) have been
examined for anti-liver (the cellular line Hep-2) and anti-lung (the cellular line Lu) cancerous
activities. It was found that all of 6 tested samples did not exhibit the anti-lung cancer
whereas the three isolates from Lantana camara L. showed the anti-liver cancer with
moderate activity (IC50: ca 3.58-4.74 pg/ml) .

1. GIGI THIEU

Céc oleanan 1a mét trong s6 cac cdu tric triterpen c6 tic dung sinh hoc quan trong
nhit. Ching c¢6 mit trong nhiéu cay thudc & dang aglycon hoic ¢ dang saponin nhu &
trong cam thao (Glycyrrhiza gIabra), nhin sdm (Panax ginseng), ngiu tht (Achyranthes
bidentata),... C4c triterpenoit c6 nhiéu hoat tinh sinh hoc ddc d4o va tiém ning nhu ic ché
sy phat trién khéi u va hoat tinh cia NO; c6 téc dung khang viém, chéng ung thu, viém
loét, bao vé gan-tim mach, gidm m& mau, khang khudn va HIV. ..

Tuy nhién, nhuge diém ciia viée sit dung céc triterpenic 13 doc tinh lién quan dén sy
phan huyét v t& liét té bao. Do vay, bén canh su phén 18p tir nguyén lidu thién nhién, viée
diéu ché cac din xuit ¢6 doc tinh thip hon va tiém ning didu trj cao hon ciing dugc tién
hanh song song [1].

Céy xa den (Celastrus hindsii Benth et Hook ?) va ciy bong i (cdy hoa cirt lon,
Lantana camara L.) 14 hai cdy thudc chira cdc triterpenoit. Ciy xa den 12 thanh phén chu
yéu trong bai thudc chita bénh ung thu cta cac lvong y tinh Hoa Binh trong nhidu nim nay
[2]. Tir cay Celastrus hindsi cac nha khoa hoc Pai Loan da phén 1ap dugc céc triterpenoit,
cdc Celasdin co hoat tinh ddc té bao khang voi hepatoma (HEPA-2B), nasopharynx
carcinoma (KB) v irc ché hoat tinh sao ban & t& bao bach huyét H9 [3]. Cay bong bi 1a
mdt ciy thudc sir dung trong pham vi dan gian. L4 dugc ding dip 1én vét thuong, vét loét,
noi rn cin do c6 tinh sat tring; va dé ndu nudc xong cdm mao [4]. T ciy nay mét sb
triterpenoit di dugc phan 1ap, trong sb d6 cic Lantaden thudng gy ngd ddc ciru do ching
in 14 bong bi.

Theo huéng nghién ciru mbi quan hé giita cong dung (téc dung dugc hoc) cua thuc
vt va cac hoat chit chira trong d6, bso cdo nay dua ra mét sb két qua thir hoat tinh cua cac
chét phén 1ap tir ciy xa den va cdy bdng bi d6i v6i cac dong té bio ung thr gan va ung thu
phdi. Déy 12 hai loai ung thu ¢6 ti 1¢ cao nhét & Viét Nam hién nay.
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1I. PHUONG PHAP VA NGUYEN LIEU NGHIEN CUU

2.1 Nguyén li¢u thye vt

Ciy xa den (Celastrus hindsii Benth et Hook) dugc mua tai Hoa Binh, thing 5 ndm
2006. Cay bdng &i (Lantana camara L.) dugc ldy tai Tién Kién, Phii Tho, thang 3 nim
2007. Céc tiéu ban d3 dugc chyp anh va luu giir tai Phong thi nghiém Khoa Hoéa hoc,
trudmg DPHKHTN, PHQG Ha Nbi.

2.2 Phiéin lip va diéu ché hoat chit

Nguyén li€u thuc vit duge xir li va chiét theo qui trinh chung. Céc hoat chét dugc
phén 1ap nhd phuong phap sic ky c6t-Si0,. Ngoai ra, dén xuit B-Amyrin-3-O-sucxinat d2
duge didu ché tir B-Amyrin-mét thanh phin chinh cia cdy xa den. Céu triic ctia cic chit
thir d4 duge x4c dinh nhd cac phuong phép phé [5,6,7].

Cac chit thir hoat tinh. Sa-olean-12-en-3p-ol (B-Amyrin); $-Amyrin-3-O-sucxinat, 6-
metoxy-2,2-dimetyl-5-nitro-2H-chromen-7-ol, Lantaden B, Icterogenin va axit 3-oxo-25-
metylhidroxy-228-[(Z)-2’-butenoyloxy]-olean-12-en-28-oic.

2.3 Phurong phip thir hoat tinh giy dje t€ bao

Céc dong té bao ung thu gan (Hep—Z) va ung thur phdi (Lu) da dugce dung dé danh gia
hoat tinh gdy doc t& bao ctia cac chét phén lap.

Qui trinh chung. Dong té bao dugc bio quan trong nito long, danh thic va duy tri
trong mdi trudng dinh dudng MEME hosic DEME c6 bd sung huyét thanh bé tuoi. Khi phat
trién dén phase log té bao s& duoc ding dé khao sat véi miu thir gdm 4-10 thang ndng do
khéc nhau, trén mét phién vi lugng 96 giéng (16). Phién thir nghiém gdm té bio ung thy, mdi
trudmg nudi cly va miu thir duoc i & 37°C dudi bu khi CO, tir 48-72 gidy dé & bao tiép tuc
phat trién. Tiép theo, léy phién ra, cd dinh té bao, rira, nhudm, loai thudc nhudm thira va hoa
lai trong dung dich chuén. Qui trinh thir dugc 13p lai ba 1in. Két qua dugc ghi lai trén may
doc Elisa & budc song 495-515 nm. Nong 8 ban rc ché (IC50) dugc tinh theo chwong trinh
Table curve.

III. THAO LUAN KET QUA

Khio sit hoa hoc ciy xa den va ciy bong bi cho thdy hiu hét cac chit phan lap déu
1a cac A12 oleanen triterpenoit. Axit oleanolic va céc triterpenoit ¢6 cAu tric gan giii da
duoc chimg minh 1a nhimg chét ¢6 hoat tinh bao vé gan va chdng HIV tiém ning [8]. Tir 14
cdy xa den di phéan ldp va nhén dang dugc Sa-olean-12-en-3f-ol (B-Amyrin) (1) va 6-
metoxy-2,2-dimetyl-5-nitro-2H-chromen-7-0l (3). Thuc hi€én phan img este hdéa B-amyrin
vOi anhidrit sucxinic, c6 mét cia dimetylaminopyridin (DMAP) d& thu dugc B-amyrin-3-
O-sucxinat (2) (hs. ca 52%). Tir la cdy béng i da nhén du’c;c' Lantaden B (4), Icterogenin
(5) va axit 3-oxo0-25-metylhidroxy-223-[(Z)-2’-butenoyloxy]-olean-12-en-28-oic (6).
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(1:X=0H R1=CHsa Rz=H
(2: X=8uc. R{=CH3 R2=H
{4:X=0 R4=CO0OH R2=Sen.
(5:X=0 R4 =COOH R2=Ang.
6:X=0 R1=CO0H R2=Ang.

HO : |!
CH3O
NO2

3

R3 =CHs R4 = CHg

R3=CH3 R4=CHz  Sue=0°C-(CH,),-COOH
R3 = CH3 R4 =CH3 Sen = O°C-CH=C(CHj3);
R3=CH3  R4=CHaOH Apg=0°C-C(CH;)=CH-CH

R3=CHp0H Rgq=CHa

Nghién ciru ndy nhdm tim hiéu hoat tinh cia cic chit phan lap, ¢6 ham lwong kha
trong 2 cdy quan tim, ddng th&i qua d6 dénh gi kha ning ‘mg dung cia hai ciy thudc nay.
Hoat tinh gdy doc cac dong té bdo ung thu gan va ung thu phdi da dugc khao sét theo
phuong phéap ciia Vién nghién ctru Ung thu Québc gia M§ (NCI) va d3 dugc thyc hién tai
Phong thir nghiém hoat tinh sinh hoc, Vién Héa hoc Céc hop chit Thién nhién.

Theo tiéu chudn dénh gia, mot chit dugc coi 12 ¢6 kha ning khang ung thu néu ti 12
té bao con sdng sét phai nho hon 50%. Nhur vay, két qua thir nghiém (xem bang) cho thy:

(1)- ca 6 chit déu khong c6 hoat tinh dbi voi dong u thir phdi.

(2)- ca ba chét phin lp tir ciy bong bi, Lantaden B (4), Icterogenin (5) va axit 3-
ox0-25-metylthidroxy-228-{(Z)- 2’-butenoyloxy]-olea.n-12 en-28-oic (6) déu thé hién hoat
tinh khang ung thu gan nguoi (Hep-2).

0,
ﬁﬁr N Ky hiéu mAu thir Déng t& bao & % séng sét
Hep-2 Lu

1 DMSO 100,0 £ 0,0 100,00 £ 0,0
2 Chat dbi chirng 2,0 +0,0 45 +0,02
3 Chét 1 66,99 £ 0,5 996 *1,99
4 Chat 2 78,87 + 1,04 99,8,0 0,09
5 Chéat 3 73,68 + 1,06 100,0 +0,0
6 Chéat 4 419 +0,7 881 204
7 Chat 5 48,8 +0,3 69,3 10,19
8 Chét 6 384 +14 76,4 +05

Céc chit (1-3) d dugc khao sat tiép dé tim gia tri ndng dd wc ché t6i thidu (1C50).
Két qué cho thiy céc chét nay ddu c6 hoat tinh khang dong ung thu ngudi & mitc vira phai

(xem bang dudi diy).

N~ a F
S6 ther tw Ky hiéu mau thir Déng té baoc & gid trj IC50 (ug/ml)
Hep-2 Lu
1 Chét d6i chirng 0,3 +0,0 0,002
2 Chét 4 4,17 +0,0 >5
3 Chét 5 4,74+ 0,0 >5
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Két qua thir nghiém c6 thé goi y ring sy c6 mit ctia nhém cacboxy (-COOH) & vi tri
17 c6 mdt méi lién quan ndo d6 ddi voi hoat tinh gy ddc té bao, trong khi d6 nhom
hidroxy (-OH) & vi trf 3 lai it c6 dnh hwéng hon.

L&i cAm on. Céng trinh nay dugc thuc hién theo dé tai nghién cvru ddc biét cua Dai
hoc Quéc gia Ha Noi, QG-06-07. Cdc tdc gid cdm on Ban Khoa hoc va Céng nghé,
DHOG da uing hd va cung cdp kinh phi.
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