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ABSTRACT

Figure 1: TPST-1120 is a first-in-class PPAR-a Antagonist that Targets Tumor and Immune Cells Figure 5. Genes differentially expressed as a function of TPST-1120 exposure Figure 7. Lipid analysis of patients receiving TPST-1120 in combination with nivolumab (Part 2)

Background

TPST-1120 is a small molecule antagonist of peroxisome-proliferator activated receptor-alpha (PPAR-a), a regulator of
fatty acid oxidation and immune suppression. TPST-1120 was well tolerated and showed signs of activity in a phase |
trial as monotherapy and in combination with nivolumab (NCT03829436). The objective response rate was 30% (3/10,
all partial responses) in subjects treated at the two highest TPST-1120 doses in combination with nivolumab and included
two subjects with renal cell carcinoma previously refractory to anti-PD1 therapy [1]. We performed ctDNA mutational
analysis at baseline and quantified lipid and gene expression changes in post-treatment whole blood to identify potential
biomarkers of response.

Methods

Mutational analysis of ctDNA was assessed using the PredicineCARE™ assay (Predicine Inc.), and lipid analysis was
performed by tandem mass spectrometry. Gene expression changes were quantified using the nCounter® PanCancer
Immune Profiling panel (NanoString Inc.) supplemented with 30 PPAR-a target genes. Putative clinical response
biomarkers were identified as those differentially expressed by patients with partial response (PR) compared to those
with progressive disease (p<0.05 by Mann-Whitney U Test). Longitudinal lipid change magnitudes were assessed by
Wilcoxon paired analysis (p<0.05).

Results

Baseline ctDNA mutational analysis revealed that patients with PR or stable disease were more likely to bear mutations
In isocitrate dehydrogenase (IDH) and phosphatase and tensin homolog (PTEN) compared to patients with progressive
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Inhibiting PPAR-a to reduce FAQ is a promising strategy to inhibit tumor growth and relieve immunosuppression.

Figure 2: TPST-1120-01 Phase | Study Design (NCT03829436)
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A) Log2 Fold Changes (Log2 FC) in gene expression levels as a function of TPST-1120 AUC0-24 on cycle 1 day 8 (C1D8, left) or cycle 3 day 1 (C3D1, right). Red
line and shaded area: linear regression and 95% CI of linear regression. B) Comparison of Log2 FC in patients enrolled in Part 1 monotherapy (blue) vs. Part 2

A) Log2 Fold Changes (Log2 FC) in baseline-normalized free fatty acid (FFA) quantities over time *p < 0.05 by Wilcoxon pair-wise analysis B) Log2 Fold Changes
(Log2 FC) in FFA, lysophosphorylcholine (LPC) or lysophosphorylethanolamine (LPE) over time in patients receiving TPST-1120 + nivolumab. Blue = PD patients,
red = PR patient.

RESULTS

disease. Patients with PR demonstrated significant elevations (p<0.05) in multiple genes including those associated bart 1: TPST-1120 Monotheraoy Doce Eccalation combination therapy (red) arms on C1D8 and C3D1. TDD: Total Daily Dose.
with lipid transport (APOE), Th17 development (RORC) and down-regulation of CD155, a TIGIT ligand. Lipid analysis ' it . safety Baseline tumor mutational burden
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combination therapy, the highest post-dose elevations in FFA, lysophosphatidylcholine and lysophosphatidylethanolamine
levels were observed in a PR patient exhibiting the longest duration of response.

receiving TPST-1120 as a single agent or in combination with nivolumab (Fig. 3 and Fig. 4, respectively)
Gene expression analysis
= Linear regression analysis revealed genes differentially expressed as a function of TPST-1120 exposure on C1D8
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Table |. Summary of Genes Associated with TPST-1120 Exposure Levels

Conclusions No standard therapy available Whole blood gene expression
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TPST-1120 treated patients with PR demonstrated fatty acid oxidation perturbations and immune gene expression /;aired Bx optionalt B Part 2: TPST-1120 Combination with a.-PD-1 Hpidomics and C3D1 (Fig. 5 and Table ) in patients receiving TPST-1120 as monotherapy or in combination with nivolumab
Dose Escalation - Increased expression levels of FCGR2A (CD32), ITGAX (CD11c), TAP1, and TNFRSF1A (CD120a)

changes as potential biomarkers of clinical benefit. Increased frequencies of responding patients bearing PI3K pathway
or IDH mutations may reveal populations likely to benefit from treatment with TPST-1120.

Exclusion:
* Immunosuppressive meds
e Autoimmune disease

“ = Linear Discriminant Analysis identified genes differentially expressed by PR vs. PD or SD patients on study day 8
FCGR2A | Fc-y Rlla, CD32 Low affinity Fc-y 0.047,0.732 | Increased | STAT1 & STAT3 binding (Fig. 6A)
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Figure 3: Baseline tumor mutation status and BOR in patients enrolled in monotherapy arm as a function transcription
of best percent change in target lesion

regulated transcription Lipidomics analysis
= Reductions in circulating FFA levels observed 4-hours after first dose of TPST-1120 (Fig. 7A)

= PR patient exhibited highest increases in circulating FFA, LPC and LPE levels on day 57 (Fig. 7B)

INTRODUCTION

Peroxisome Proliferator Activated Receptor-Alpha (PPAR-a)

= Nuclear hormone receptor that regulates transcription of fatty acid oxidation (FAQO) genes and transrepresses
proinflammatory transcription factors including NF-kB, STAT1, STAT3 and AP-1

= Numerous tumors utilize FAQO as a primary metabolic pathway, including renal cell carcinoma (RCC),

Figure 8. Model of TPST-1120 effects on PPAR-a activities
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patients enrolled in combination therapy arm on cycle 1 day 8. *p < 0.05 by Mann-Whitney U-test between PD and PR groups.

METHODS |

= |ncreased frequencies of responding patients bearing PI3K pathway or IDH mutations may reveal populations likely
Patients to benefit from treatment with TPST-1120

= TPST-1120 induced on-target changes as a function of exposure in multiple immunologic and metabolic genes and/
or pathways, including:

Figure 4. Baseline tumor mutation status and BOR in HCC, CCA and RCC patients enrolled in

= Provided informed consent prior to enroliment in trial of TPST-1120 as a single agent or with nivolumab (Fig. 2) combination therapy arm as a function of best percent change in target lesion

- TPST-1120 doses ranged from 100-600 mg BID as a single agent or 200-600 mg BID in combination with Table Il. Summary of Genes Associated with PR

nivolumab 60- - NF-kB and STAT-regulated genes
Baseline tumor mutational burden assessments x - Fatty acid biosynthesis/catabolism
= PredicineCARE™ assay (Predicine Inc.) performed on ctDNA from baseline plasma 407 = Patients with PR demonstrated gene expression changes that implicate immune activation via TPST-1120 blockade
i i i i i " _ of PPAR-a trans-suppression as potential biomarkers of clinical benefit (Fig. 8)
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