Dual Blockade of the EP2 and EP4 PGE2 Receptors with TPST-1495
Is an Optimal Approach for Drugging the Prostaglandin Pathway

Brian Francica', Justine Lopez', Franciele Kipper4, Dingzhi Wang®, Dave Freund', Anja Holtz', Chan Whiting', Dipak Panigrahy?, Raymond Dubois®, Sam Whiting', Thomas W. Dubensky".
"Tempest Therapeutics, 7000 Shoreline Ct, South San Francisco; 2Beth Israel Deaconess Medical Center, 330 Brookline Ave, Boston, MA 02215; *Medical University of South Carolina, 171 Ashley Ave, Charleston, SC 29425

<’
=

TEMPEST

THERAPEUTICS

ABSTRACT

Ph1b EXPANSION DESIGN

FIGURE 2: TPST-14935 prevents suppression of human T Cells to a greater extent FIGURE 5: T Cell-Independent effects also play a significant role during TPST-1495
than Single EP2 or EP4 antagonism therapy

» Prostaglandin (PGE2) is produced by diverse advancing malignancies and drives
tumor progression through autocrine signaling and immune suppression

Prostaglandin E2 (PGE2) is a bioactive lipid produced by tumor cells that drives disease = Enhanced COX-2 expression and PGE2 production is a mechanism of adaptive

FIGURE 6: PIK3CA Driver Mutation Promotes Tumor Growth and PGE2 Production
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Feed-forward signaling
through EP2/EP4 receptors
enhances tumor growth
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A,B) 2.5 x 10* of LS-174T cells were injected into the cecal wall of male NSG mice at age of 8 weeks old. After 5 days, mice were randomly divided into 2
groups treated with methylcellulose or methylcellulose containing TPST-1495 (50mg/kg, BID) by gavage for 2 weeks. Then the mice were treated with
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TPST-1495 is a First-in-Class' Dual EP2/EP4 PGE2 Receptor Antagonist

FIGURE 4. TPST-1495 exhibits immunomodulatory effects and adds to checkpoint
FIGURE 1: TPST-1495 prevents suppression of human and murine monocytes at therapy
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& Q«“‘y A) Results of flow cytometry from flank-implanted CT26 tumors in BABL/c mice. Tumors were treated as group averages approached 100mmA*3 in volume 201 6’7(51 )851 24-851 41 ' dOI' 1 O 1 8632/ OnCOtarget' 1 3200

for 14 days, then sacrificed and TIL harvested. TPST-1495 was administered at 100mpk BID PO in methylcellulose.

B) CD8a Immunohistochemistry from flank-implanted CT26 tumors in BABL/c mice. Tumors were treated as group averages approached 100mmA*3 in
volume for 14 days, then fixed in formalin and imbedded in paraffin. TPST-1495 was administered at 100mpk BID PO in methylcellulose.

C) Tumor outgrowth of CT26 Tumors treated with 150mg/kg TPST-1495 BID PO. Anti-PD-1 was administered at 10mpk in PBS IP 2x weekly.

*Alterations in thromboxanes, prostacyclins and leukotrienes are associated with
cardiovascular toxicity of NSAIDs

1 If approved by FDA
2 1C50s: 17 nM for EP2, 3 nM for EP4, and 51 nM in human whole blood assay

TPST-1495 Figure 1:

A,B) TNFa ELISA results from murine (A,B) and human (C,D) whole blood assays. Whole blood was procured from CROs and treated with increasing
amounts of TPST-1495 (Dual EP2/4 inhibitor), E7046 (Single EP4 inhibitor), or PF 04418948 (Single EP2 inhibitor), followed by treatment with 10nM or
500nM PGEZ2 and 0.5ug/ml LPS (*whole blood assay”). B) IC50 and percent recovery results from whole blood assay described in (A).
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