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Background: 2X-121 is a novel PARP 1/2 and Tankyrase 1/2 inhibitor that has shown activity in a
prior Phase | ovarian cancer trial. This PARP inhibitor differentiates from other PARP inhibitors by
showing no myelosuppression in a phase 1 study. It is also not a substrate for P-glycoprotein and it
passes the blood brain barrier. It is hypothesized that inhibition of tankyrase affects the Wnt/beta-
catenin pathway and may enhance the effects of PARP inhibition in the cancer cell’'s DNA damage
repair response. A phase Il trial in advanced ovarian cancer is ongoing.
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Methods: Recurrent epithelial ovarian carcinoma including high-grade serous, endometrioid, clear
cell, carcinosarcoma, undifferentiated, and mixed histological subtypes (independent of BRCA1 and
HRD status and regardless of platinum status) and with >2 previous therapies including treatment
with other PARPi were eligible for screening with a companion diagnostic biomarker (2X-121 DRP®).
This test consists of 414 genes whose expression has been determined to be correlated to the in vitro
sensitivity of cell lines to 2X-121. The cutoff for DRP® positivity was defined as the median of a
reference population analyzed with the same biomarker. The biomarker was retrospectively applied
in a previous phase | study of 2X-121 and was prospectively used to enroll patients in this phase Il l’.l’gf 5
trial.
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The initial dose in the trial was 600 mg 2X-121 once daily. Here we report results of twice daily dosing Weeks in treatment

(200 mg morning and 400 mg evening).
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Preliminary results: Fifteen DRP positive
patients have been dosed so far. Six out of
thirteen RECIST evaluable participants durable clinical benefit in patients
showed clinical benefit. There were five with heavily pre-treated platinum

patients with durable stable disease greater Mirvetuximab soravtansine resistant ovarian cancer regardless

than 16 weeks and one patient with a of BRCA, HRD status or prior PARP
confirmed CR (waterfall plot, left). Two Grade 3-4 Adverse Events (N=15) treatment. These data support

patients remain in treatment after more System Organ Class n (%) further investigation of stenoparib
_op — than a year, both platinum resistant, one Blood and lymphatic system disorders EXpitXe) in  recurrent ovarian cancer

Conclusions: Stenoparib (2X-121)
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_______________________________________________________________ .. being BRCAwt and one BRCAmut (Swimmer Gastrointestinal disorders 1(6.7) patients. The Phase Il trial is
ag Bes-t O\(/:eF:a” reSPoTsE plot, top right). We saw a clinical benefit >10 1(6.7) ongoing with more patients being
0 SD>16weeks months in a primary platinum refractory Nervous system disorders 1(6.7) enrolled.
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