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Background Results

Small Cell Lung Cancer (SCLC) & Current Therapy:

« Key transcription factors: ASCL1, NEUROD1, YAP1, POU2F3 drive SCLC
molecular subtypes (A, N, Y, P, respectively).

 SCLC-A (40%-50%) and SCLC-N (25%-30%) constitute the main patient

Combined Onvansertib and Paclitaxel Treatment Demonstrates Robust Anti-Tumor Efficacy and Extends Effectiveness in
Both Cisplatin-Sensitive and -Resistant SCLC Patient Derived Xenograft (PDX) Models

Onvansertib-Paclitaxel Combination Inhibits PLK1 Signaling and

Disease Targets, and Induces Apoptotic Markers in PDX Models

. Prognosis: <7% five-year survival rate * The c.oml.omatlon the.rap)./ demonstrated superior eff|$acy over monotherapies in c.:ls.platm-senmtlve ancil resistant .PDX xenografts. . Onvansertib alone or with paclitaxel significantly decreased p-TCTP, confirming PLK1
e i U S ST SR ST  All mice in the combmathn groups of the tw.o cisplatin-resistant PD.X model.s exhibited tumor regression or stasis from day 10 onwards. inhibition; both treatments notably induced p-HH3 in TKO2, indicating mitotic arrest.
- P . A Py . P * These mice showed sustained tumor regression beyond treatment interruption on day 32 or 35. - Onv + Ptxl activated apoptotic markers, cleaved PARP and cleaved caspase-3.
relapsed/ r.efractory setting (<3.O/> respon.s§ rate) <. « All TKO8 mice in the combination group had complete responses (CR), with 6/8 maintaining this response by day 92 (56 days post-treatment interruption). . Onv + Ptxl significantly decreased the expression of c-Myc, an oncogene frequently
* Therapeutic advancements to improve clinical outcomes are necessary. « 60 days post-treatment interruption, all mice in the TKO2 combination group were still event-free (TV<1500mm?3); those achieving CR maintained it. overexpressed in SCLC and linked to aggressive tumor behavior and poor prognosis.
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