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ABSTRACT Objective: To investigate the effect and the underlying molecular mechanism of leptin on the proliferation and
apoptosis of ovarian carcinoma SKOV3 cells. Methods: After stimulation with various doses of leptin (0, 50, 100, 200 ng/mL) for 48 h,
the cell proliferation rate was analyzed by MTT colorimetry. Serum deprivation was used to induce cell apoptosis in SKOV3 cells
stimulated with leptin. Cell apoptosis was assessed by double staining with Annexin V and propidium iodide. The expression levels of
p21, cyclin D1, Bcl-2, Bax and ERK1/2 pathway were detected by western blotting. Results: Leptin promoted the cell proliferation and
dampened the apoptosis rates induced by serum deprivation in a dose-dependent manner. Furthermore, leptin treatment down-regulated
the expression levels of p21, up-regulated the cyclin D1 expression. Moreover, an obvious down-regulation of Bax protein and
up-regulation of Bcl-2 was confirmed in SKOV3 cell treated with leptin. Leptin dramatically induced the activation of ERK1/2 pathway,
and blocking this pathway with its inhibitor PD98059 strikingly attenuated leptin-induced proliferation and anti-apoptosis effect in
SKOV3 cell, concomitant with the decrease of cyclin D1 and Bcl-2 expression and increase of Bax expression. Conclusion: Leptin could
promote the SKOV3 cell proliferation and inhibit the apoptosis by the activation of ERK1/2 signaling to regulate SKOV3 cell mitosis and
expression levels of apoptosis-related protein.
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L11 gHRask  AJOBME BB 1 OP S 40 i bk SKOV3 Il 3
F[E ATCC /A F](American Type Culture. Collection),

L1.2 &% B IMIE A MTT I A 1e 2 TG BR A
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ATl P ERK1/2 F1 p-ERK1/2 f$i& I [ Cell Signaling
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Fig. 1 Effect of leptin on the proliferation of SKOV3 cells

*P<0.05 versus letin untreated group
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Fig.2 Effect of leptin on the apoptosis of SKOV3 cell induced by serum starvation
*P<0.05 versus control group; #P<0.05 versus starved group
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Fig.4 Effect of leptin on the expression levels of Bax and Bcl-2 protein in
SKOV3 cells induced by serum starvation.
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Fig.5 Effect of ERK1/2 on the Leptin regulated proliferation and apoptosis
of SKOV3 cells iF : A.western blotting 9 #TEZEX} ERK1/2 BIg0H; B.
western blotting 4347 ERK1/2 Xt cyclin D1,Bax #1 Bel-2 ik 7K F )2
W@ ; C.MTT 534 ERK1/2 33238 1% 59 SKOV3 ZEREIE5EAR4AT; D.
MTT 4347 ERK1/2 3HE & FESH SKOV3 4HA TN,
Note: A. Effect of leptin on ERK1/2 signaling using western blotting; B.
Effect of ERK1/2 on the expression of cyclin D1, Bax, Bcl-2; C. Effect of
ERK1/2 on Leptin-induced proliferation of SKOV3 cells; D. Effect of of
ERK1/2 on Leptin-induced apoptosis of SKOV3 cells.

*P<0.05 versus control group.
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