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Abstract Bioinformatics Analysis Suggest PAM In Vitro Sensitivity is Predicted Clinical Candidate, KPT-9274, Potently Cytotoxic to Cancer Cells and Inhibits PAK4 and Wnt/fB-catenin Signaling In Vitro
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hematological and solid malignancies in vitro while sparing normal
cells.
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» PAMs decrease PAK4 protein levels and signaling pathways of treated
cells.
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» PAMs decrease activity of Wnt/[3-catenin both in vitro and in vivo.

Figure 6: PAMs show anti-tumor activity in colon cancer. (a) Mice were inoculated on the hind flank with tumor
Figure 1: PAK4 Allosteric Modulators inhibit cancer cell growth. A novel class of PAK4 inhibitors cells. Mice began treatment when average Colo-205 tumor volume reach ~100 mm® per group (n = 10 animals/dose
display anti-tumor activity in vitro while sparing normal (NIH 3T3). Cells were assessed by MTS assay 72 group). Mice were treated either with vehicle or oral PAM (KPT-9274) twice daily (5 days/week) without major toxicity

. . . (minimal or no side effects or weight loss). (b) Tumors were collected 2 hours post-dose after 3 weeks of dosing with
hours after treatment with various structural analogs of the early lead compound, KPT-6604. The clinical oral KPT-9274. Frozen tumors were grounded up and lysed in a Tissue Lyser (Qiagen) using the T-PER buffer
candidate compound is KPT-9274.

(Pierce). (c¢) Colo-205 tumors were collected and formalin fixed 2 hours post-dose. Cellular biomarkers of PAK4 and
Wnt/B-catenin signaling were dramatically changed after treatment with oral KPT-9274. There was a reduction in
proliferation (Ki67) and an increase in apoptosis (Apoptag).

> PAMs are orally bioavailable and display anti-tumor activity In
hematological and solid xenograft mouse and rat models with
excellent tolerability.

» KPT-9274 is our clinical candidate with IND expected in 2H2015
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Figure 7: PAMs show anti-tumor activity in Prostate cancer in nude rats. Nude rats were inoculated on the hind
flank with PC3 tumors. (a) Rats began treatment when average tumor volume reach ~100 mm3 (n = 8/group). Rats
were treated either with vehicle or oral PAM (KPT-9274) at 5 and 10 mg/kg daily (5 days/week) with dose
escalations as marked. Tumor regression occurred after escalating to 50 and 75 mg/kg BIDx5 with stable disease
achieved with 10 and 50 mg/kg QDx5. (b) Tumors were collected 2 hours post-dose at the end of the study. Frozen
tumors were grounded up and lysed. (c) IHC staining of formalin fixed tumors from (b).
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