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[Abstract] Objective ~We attempted to survey the inhibit effect of fisetin with human ovarian cancer cell line
SKOV3 and the xenograft and the mechanism of the effect. Methods The ovarian cancer cell line SKOV3 treated
by fisetin were observed directly under the transmission electronmicroscope (TEM); MTT assay was used to
determine cell viability. Flow cytometry was used to analyze the apoptosis in ovarian cancer cell line SKOV3. In
addition, we established an ovarian cancer athymicnude rat model. We observed the neoplasia and progression after
fisetin treatment. The proliferation and apoptosis of athymic nude rat model were evaluated by testing Bel-2, Bax
and poly-ADP-ribose polyerase (PARP) expression through Western blot. Results  The chromatin were brought
together and the apoptotic bodies were detected in SKOV3 cells under transmission electron microscope after the
treatment by fisetin. MTT assay indicated that fisetin inhibited ovarian cancer cell proliferation in a dose-dependent
manner. The flow cytometry data demonstrated that the apoptosis might induct in SKOV3 cells after treatment by
fisetin. In athymic rude rat model, under the influence of fisetin, tumor volume and tumor mass were significantly
decreased. Western blot demonstrated that treatment with higher concentration of fisetin resulted in a significant
decrease of Bcl-2 and a significant increase of Bax. The apoptosis proteins PARP was cut apparently. Conclusion
The results provided the first insight into antitumor anti-proliferative and the induction of apoptosis efficacy of fisetin
against ovarian cancer in vitro and in vivo. All data suggested a safe promising therapeutic potential of fisetin in
ovarian cancer treatment.
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W 240 R 8 000 fEWLER .

1.2.3 MTT ZH4mip £ B m ey g atm ot M
AR A R4 1 N B0 L8 41 i dk SKOV3 F e I
fRJE s A8 1026 B 4 il 3 19 DMEM = B 55 37 36 44
20 6 1) P 0 R VA, 4 AL 200 L ) AR i o
T 96 FLAR, 4 i %5 B B AL 5 X 10° 4>, Bk 6
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lyte) IR A . 2 I T # B 20 min, ARG 7E 4 'CF U
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T IR 3% 25 23 3 (1D L I 1 5 3 il 4

1 BHETAINEREMS %K SKOV3 L. X8 000
Fig 1 TEM image changes of human ovarian cancer cell line SKOV3. X8 000

A: The normol cancer cell with the large nucleus; B, C, D: After treatment by fisetin, chromatin brought together (B), abundent nuclei

chromatin (C), dilation of rough endoplasmic reticulum (D)
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Table The human ovarian cancer cell line SKOV3 inhibitory rate after different time of treatment by fisetin of different concentration/ %
) Concentration of fisetin
Time
400 pmol/L 200 pmol/L 100 pmol/L 50 pmol/L 25 pmol/L
24 h 73.0+1.9 45.0+2.2* 34.0+4.5" 27.0£5.7* 22.0+6.3"
48 h 63.0+£1.6 51.0+£6.6* 43.04+3.7" 25.0+2.8" 18.04+4.5"
72 h 70.0+3.2 58.0+4. 4~ 33.0+5.3"% 18.042.3" 9.04+2. 1"
* P<C0.05, vs. former concentration
10 10° 10°
0.1% 0.0% 2.2% 17.2% 1.7% 21.8%
10° 10° 10°F
= 10 210 2 10
94.5% 5.3% 45.1% ol 35.5% 33.8% 4 42.6%
10° 10" 10°F
o 10" 10’ 10° 10° 0 10" 10' 10° 10° o 10" 10' 10° 10°
FITC FITC FITC
10 10° 10°
0.9% 12.4% 0.6% 13.8% 0.1% 8.6%
10 10 10°F
= 10 210 10
34.1% 52.6% 21.6% 64.0% 9.9% 81.4%
10° 10' 10"
0 10" 10’ 10 10° e 10° 10’ 10° 10 o 10" 10' 10° 10
FITC FITC FITC

2 AEREZFEZRERANMEEEE%K SKOV3 HiRXER

Fig 2 The flow cytometry results of different concentration fisetin acted on the human ovarian cancer cell line SKOV3

A Control group; B: 25 p,mol/L fisetin treatment group; C: 50 pmol/L fisetin treatment group; D: 100 pmol/L fisetin treatment group;

E: 200 pmol/L fisetin treatment group; F: 400 pmol/L fisetin treatment group. PI: Propidium iodide
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Fig 3 The volume effect of fisetin on the human ovarian cancer cell
line SKOV3 in athymic nude mice
A Control group; B: 200 mg/kg fisetin treatment group; C:
400 mg/kg fisetin treatment group. * P<C0. 05,vs. A; # P<<

0.05, vs. B
B ] B2 1) 22 S 384 O o R JEE (400 mg/kg) 3 B
T DAL bR A BR A ] B o Y BR BUAR AR L
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Fig 4 The inhibition of fisetin on the human ovarian cancer cell line SKOV3 in nude mice

A-C; Denotes the same as those in fig 3; a: Tumor shape; b: Tumor dissection; c¢: Tumor size

W BE (400 mg/kg) B2 T Fil 20 b oo 119 °F- 34 o it oy
(525424) mg. i K & (200 mg/ke) & # & T
2 Wb 96 1 K- 44 B (878 £ 37) mg. B/ TR IR 4
((1 086+42) mg.,P<C0.05], 3 H & 1 BF (400 mg/
k) B B R T A o B IR TRV E (200 mg/
k) HH ZE T W4 (P<<0.05),

2.4.3 BHE Y Bl-2.Bax £ A AL B F 0 &
moOEERWE S, HXEAML. 2% EZRIT)A
f 4 BB AR 20 40 Bel-2 1936354 I FE A L I Bax
HEAMEXA T PARP % (4 H 9000 B 87 ), 4%
il Mk B (400 mg/kg) BB R T T4 S AL B
iRTAN

BS5 HARRBEMALD Bd-2.Bax PARP EARIEIER
Fig 5 Expression of Bcl-2,Bax and PARP proteins in cancer tissues of
athymic nude rice

A-C. Denotes the same as those in fig 2
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