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OBJECTIVES METHODS

Ovarian cancer (OC) 1s the most lethal Dose-time response curves were obtained in A2780 treated for 24, 48, and 72 hours and 6 days with compounds given as
gynecological cancer. Debulking surgery single agent at concentrations ranging from 1uM to 1pM and with combinations of drugs administered for 48 and 72 hours
and platinum-based chemotherapy are at selected concentrations: EVE 100pM, 1pM and 10fM was combined with OSI906 100nM, 10nM and InM; OSI027 and
the cornerstone of management:; OSI906 were combined at 100nM, 10nM and 1nM. At the end of treatments, cells were lysed by sonication in NH;-Triton
however, after a partial initial response, X100 bufter for 10””. DNA was stained in Hoechst Dye and DNA content was assessed by Victor™ X4 plate reader at 460
tumors 1nvariably relapse. Therapeutic nm. Clonogenic assay was performed on A2780 cells treated for 14 days with compounds given as single agent at
approaches should account for inter- concentrations ranging from 1uM to 10fM; colonies size and cell number were evaluated under an inverted bright field
individual heterogeneity since OC microscope and photographed.
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RESULTS

EVE significantly inhibited A2780 cell proliferation 1n a dose/time dependent manner at all tested concentrations and time-points (max. inhibition 94% at 1uM after
6days; p<0.001 ) (Fig. 1). OSI027 significantly inhibited A2780 cell proliferation at the highest concentrations of 1uM and 100nM at all tested time-points (maximum
inhibition 97% at 1uM after 6days; p<0.001) (Fi1g. 2). OSI906 displayed a not-significant and slight dose dependent trend 1n the inhibition of A2780 cell proliferation
(F1g. 3). All the tested combinations of EVE+OSI027 and EVE+OSI906 significantly inhibited A2780 cell proliferation 1in a dose/time dependent manner, compared to
controls; moreover, the co-treatments showed a stronger inhibitory effect on cell proliferation, compared to single compounds, although this result did not reach the
statistical significance. However, the combination EVE 1pM+0OSI027 100nM showed a significant additive/synergistic effect, compared to single compounds, after 48

hours of treatment (F1g. 4). EVE (Fi1g. SA), OSI027 (Fig. 5B) and OSI906 (Fi1g. 5C) dose dependently inhibited A2780 cells colony formation.

CONCLUSIONS

These preliminary results suggest that the dual targeting of PIK3/AKT/mTOR and IGF1/KRAS/BRAF pathways may be a potentially effective approach to the
management of OC of clear cell/endometrioid histiotypes. Additional experiments are being performed to further characterize the interplay between these pathways in OC.
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