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Biomarkers associated with blockade of prostaglandin E2 signaling by TPST-1495:
a novel, dual-antagonist of E-Prostanoid receptors 2 and 4
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RESULTS

Pharmacokinetics Biomarkers
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1000 © endometrial cancer and lung metastasis, with 5 prior therapies in the metastatic setting?

* Treatment with TPST-1495 + pembrolizumab:
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- 2-fold increases in tumor-infiltrating

Figure 3. Relationship between dose and AUC at steady state. )
g P Y CD8+ T cells in an on-treatment

Pharmacodynamics biopsy (Figure 7)
- Increase in granzyme B* CD8* T cells ol
Reversal of PGE2-Induced Immune Suppression with TPST-1495 from 1% to 4% after treatment

Figure 6. CT scans (lower left lobe) of endometrial

(data not shown) patient 63 at baseline and after 4 cycles

* Whole blood samples collected prior to and 2- or 4-hours following TPST-1495 were incubated with LPS

+ PGE2 overnight before measuring TNF-a secretion r ~
CD8 CD68
e Patients receiving TPST-1495 at 25 or 50 mg exhibited statistically higher median TNF-a recovery from A Granzyme B ~_CD163
PGE2-mediated suppression than those receiving 15 mg (P < 0.05 by Wilcoxon’s pair-wise analysis) o
(Figure 4)
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Figure 4. Reversal of PGE2-induced immune suppression with TPST-1495
Bars represent median % TNF-o recovery. Data from patients treated with TPST-1495 as monotherapy
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Elevated PGEM Following TPST-1495 Dosing
Figure 7. IHC staining of COX-2*, CD8*/granzyme B*, and CD68*/CD163" cells in paired biopsies from an endometrial

* Patients treated with TPST-1495 at the 25 or 50 mg doses demonstrated significant elevations in cancer patient at screening and on treatment. (A) Images from paired biopsies stained for COX2 (DAB:

o : . - . brown)/hematoxylin (blue); CD3 (HIGHDEF® yellow chromogen)/CD8 (HIGHDEF® blue chromogen)/granzyme B
basel.lne normallnzed urinary PGEM (ng/mg creatinine) aboye those receiving 15 mg on d.ay 2(P<0.05 (Vulcan Fast red chromogen); CD163 (red)/CD68 (DAB: brown)/ hematoxylin (blue). (B) Quantitative image analysis
by Wilcoxon’s paired test), with trends of dose-dependent increases on days 8 and 22 (Figure 5)
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CONCLUSIONS & FUTURE DIRECTIONS
Day 2 Day 8 Day 22

20
l * | e TPST-1495 is a novel inhibitor of PGE2 signaling that specifically antagonizes the tumor-promoting
, * l ) I and immune-suppressing EP2 and EP4 receptors
* In this first-in-human Phase 1 study conducted in patients with treatment-refractory solid tumors,
—— ! TPST-1495 demonstrated linear PK and both immune-specific and PGE2-specific pharmacodynamic
° ° activity consistent with blockade of PGE2 signaling through EP2 and EP4 receptors

* COX-2 expression was >10% in baseline biopsies of 2 patients who experienced best responses of
SD, suggesting that baseline COX-2 levels may be a predictive biomarker of response in patients

* Currently, the combination of TPST-1495 and pembrolizumab is being assessed in endometrial
cancer patients, a malignancy reported to express comparatively high levels of EP2, EP4, and COX-2

* Opportunities are being explored in familial adenomatous polyposis, a high-risk pre-cancer
condition

PGEM median fold-change over baseline
o

* Future analyses will include paired biopsies collected from a subset of patients providing consent
for biomarker evaluation
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