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Bcl-xp and MCL-1 constitute pertinent targets in ovarian -
carcinoma and their concomitant inhibition is sufficient to

induce apoptosis
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responsrbte for: the poor overalt sunrwal rate Crsplatln xposure of sensrtw cells ha __been' prevro sly assocaated wrth

down regutatlon of Bel- x._ expressron and apoptosrs, whereas recurrence was systematrcaily ohserved: when Bel- xL express:on g
was marntamed Bcl-x;. down- regu[atron could thus constltute an mterestmg chemosen5|t|zmg strategy We showed that a. Bcl-
x, targeted RNA mterference strategy efficiently sensitized. chemoresrstant .ovarian carcinoma cells to crsplatm, but some of
them were still able to re-proliferate. Consrdermg the p055|ble cooperation befween Bel-x and MCL-1, we investigated the
possibility to avou:l recurrence. m vrtro usmg a multr-targeted RNAj strategy directed agalnst these two antl apoptotlc protems

targeted strategres could constltute an effrcrent therapeutrc tool for the treatment of chemoremstant ovarran carcmoma, in
association with conventionat chemotherapy : : : U : ]

Ovarian cancer is the leading cause of death from gynecologi-
cal malignancies worldwide and the fifth most common cause
of cancer death in women." Early diagnosis is difficult owing
to the asymptomatic character of this disease in early stages,
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and more than 70% of these cancers are diagnosed in an
advanced stage (FIGO stages HI or IV). Patients with
advanced ovarian cancer are treated initially with optimal
debulking surgery and standard chemotherapy (platinum-
drugs usually associated to taxanes).” Despite an initial 70-
80% response rate, most patients will relapse within 1-2
years and develop resistance to chemotherapy” and the over-
all 5-year survival is less than 30%. The identification of new
drugs or novel therapeutic strategies able to (re)sensitize
ovarian carcinpma cells to existing chernotherapy thus appear
as a major challenge.

Cisplatin, a DNA-damaging agent that forms DNA
adducts, is commonly used for the treatment of advanced
ovarian cancers. It is widely accepted that these adducts lead
0 a cell cycle arrest followed by the induction of apoptotic
cell death.* However, it should be considered that in resistant
cells, a strong protection against apoptosis exist when the
DNA damages reach their maximum level, to allow the repa-
ration of these injuries and the recovery of a normal prolifer-
ation. As a result, activation of anti-apoptotic pathways seems
to be esseniial for the survival of damaged tumour cells, at
least during the few days following cisplatin exposure.

Bcl-2 protein family appears as critical for apoptosis com-
mitment, in particular via the conftrol of the mitochondrial




