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(# E] HM: NREE SR T = SRR T 10 B AT 2L B nerifolin X A9 41 AE HepG2 3558 e U8 T~ B9 52, 0125 5835 HoAE
AU . 7925 MTT A8 AR [7) 5% fk VR 3 merifolin X HepG2. 2 MU B A S, 220 MU AAG I nerifolin XF HepG2 #4391
TSI . Caspase SR SR nerifolin XT HepG2 4N fiY caspase-3 B AL A2 25 5L < Nerifolin AT Hf [1] 1751 5 45 614 4 411
il HepG2 ZMAIEFE , /EFH 24 48 .72 h [ 1C,, 435 4( 2.34 £0.08 ) (0. 13 £0.01 ).(0.06 £0.01 ) pg/ml, FEZE nerifolin( 0. 1
e/ ml )FE I ] (A E K, HepG2 41 S B E 43 LB 8T £, 1 G,/ G, BHE 43 LB /P( P <0.01 ), nerifolin B HepG2 402
F S, Nerifolin /EFJ5 , HepG2 4L I JH T- 3 I T} % 22.65% , caspase-3 11 LT BEZLHH 5 FF&5( P <0.01 ). 4582 Neri-
folin W1 S HARHMAM T HepG2 A MIAYIEFH , i caspase-3 K152 T HepG2 4UMIMIA T,
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Effects of nerifolin, an isolate from seeds of Cerbera manghas L. , on prolifera-
tion and apoptosis of human hepatocellular carcinoma HepG2 cells

CHEN Ruo-hua', PU Jin', DAI Yan-yan', HUANG Cai-guo’®, LOU Guo-liang'( 1. VIP Clinical Department, Changhai
Hospital, Second Military Medical University, Shanghai 200433, China; 2. Department of Biochemistry and Molecular
Biology, College of Basic Medical Sciences, Second Military Medical University, Shanghai 200433, China )

[ Abstract ] Objective: To investigate the effects of nerifolin, an isolate from the seeds of Cerbera manghas L. , on the
proliferation and apoptosis of human hepatocellular carcinoma cell line HepG2 and the related mechanism. Methods:
Effect of nerifolin on the proliferation of HepG2 cells was examined by MTT assay, and its effects on cell cycle and apopto-
sis of HepG2 cells were assessed by flow cytometry. Effect of nerifolin on caspase-3 activation in HepG2 cells was exam-
ined by caspase detecting kit. Results: Nerifolin inhibited the proliferation of HepG2 cells in a dose- and time-dependent
manner, with the IC, values being ( 2.34 +0.08 ), (0.13 £0.01 ) and ( 0.06 £0.01 ) pg/ml after nerifolin treatment
for 24, 48, and 72 h, respectively. The proportion of HepG2 cells in S phase increased with the prolongation of nerifolin
treatment, and the proportion in G,/G, phase gradually decreased ( P <0.05 ), indicating that nerifolin blocked HepG2
cells in S phase. Early apoptosis rate of HepG2 cells increased to 22.65% , and caspase-3 activity was significantly in-
creased after nerifolin treatment ( P <0.01 ). Conclusion: Nerifolin can inhibit the proliferation of HepG2 cells by indu-
cing S phase arrest and can trigger apoptosis via caspase-3 dependent pathway.
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Fig.1 Chemical structures of nerifolin

1.3  MTT &4 M nerifolin % HepG2 @ i
EAL]

ZRESCHRL 4 ], BOW 804 K 8 HepG2 4G, 46
0. 25% JREE FBHE AL, FEINA S A 10% iR 28 1003 1)
MEM #5353, DLAFFL 1 x 10* AN2H s T 96 L5355
B, 76 37 °C 5% CO, FhFI B2 15 52 46 h 5 5%, 24
h J5 4 . Nerifolin 211 A nerifolin i H: 2 Jift £ ¥k
43519 0.05.0.1.,0.5.1.2.4.8 pg/ml, Hi% 5-FU
(25 we/ml )BT BRZEL AN 24497 114 [ 44 X6) BE 4
LRI 2 G BB AL, RN U A st T A
P& s ANE AL, S ilkE SR 24 48 .72 h JE s BALMA
MTT ##F#( 1 mg/ml )50 pl,37 CHFH 4 h G FRGH7
B BEFLANA 150 pl DMSO $%3% 10 min, {45 54 5¢
SV, BN XAE 550 nm Kb 6% FEAE( D ).
A TE (% ) =[ (P IEA Dy, - = HA
Dy )/C FAPEXTRRAH Dy, - 25 H4H Dy, ) 1 x100% o
1.4  FZX 48R nerifolin 3 HepG2 4m fiel 5] 27
AL

B AE KA HepG2 40, LL4EFL 1 x 10° 40
MIFEFPT 6 FLESFRM P, BN BE I, 57 3, 45 4
AR E X 0.1 pe/ml [ nerifolin, B F 0,12,
24 48 ho #RJE, 0. 25% JRER S A ISCHE T A 4 i,
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Fig.2 Nerifolin inhibited proliferation of HepG2 cells
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