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Jak2-Stat5 signaling sustains PC cell viability and is critical for PC tumor
growth. Also, Stat5 activation in PC at the time of diagnosis predicts early
PC recurrence. Our investigation of the molecular targets downstream of
Jak2-Stat5 signaling show that the AR gene as a critical target, and the Jak2
-Stat5 pathway suppression represents an effective strategy to deplete
diverse AR and AR-V species and thereby control of PCRPC growth.

Figure: The efficacy of Jak2 inhibitors PAC and
FED compared to RUXO or MOME in suppressing
A) Wt-Jak2 induced activation of Stat5 in a cell-
based assay, B) AR protein and mRNA (not shown)
levels and C) viability of PC cells.

Problem Solved

We have demonstrated that the next-generation Type I Jak2 inhibitors, Appllcatlon

Pacritinib (PAC) and Fedratinib (FED) (among others), target wild-type A new class of androgen receptor
Jak2 in cell-based assays and suppress AR mRNA and protein levels in antagonists for rosta%e cancerr) thera
PC. Importantly, Wt-Jak2 targeting Jak2-inhibitors induce robust death of & p Py
PC cells, in PC xenograft tumors and clinical patient-derived PCs ex vivo

in explant cultures. In contrast, the first-generation Jak2-inhibitor, Rux-

olitinib (RUXO), which failed in clinical trials in PC, displayed no sup-

pression of WtJak2-Stat5-AR axis in PC or PC cell viability.

Key Advantages Stage of Development:
Phase 11 trial

e Represents a significant market opportunity

Intellectual Property Status:
PCT Application filed
July 2020

e Depletion of Androgen Receptor (AR) levels in PC provides a
therapy option for hormone-sensitive and hormone-resistant
prostate cancer.
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