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Background SRK-181 and anti-PD1 Combination Treatment Increases Cytotoxic CD8+
* TGFf3 drives tumor immune escape by promoting an immunosuppressive tumor

microenvironment that enables tumor survival. !
* TGFB mediates resistance to anti-PD-1/PD-(L)1 CPIs by decreasing antigen
presentation and T-cell infiltration, leading to reduced tumor cell killing. *
 Human data implicate that TGFB signaling is mainly driven by TGFB1 in most tumor

Cells Tumor Infiltration in Urothelial Carcinoma (UC)

* Paired biopsies from 2 UC patients were analyzed for CD8 content.

* Anincrease in CD8+ T-cell infiltration was observed in both biopsy pairs, overcoming
an initially excluded or desert phenotype and resulting in more infiltrated tumor.

* Shown here is the representative quantification and images from 1 UC patient.
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SRK-181 and anti-PD1 Combination Treatment Increases Cytotoxic CD8+
Cells Tumor Infiltration in Non-small cell lung cancer (NSCLC)

* Paired biopsies from 3 NSCLC patients were analyzed for CD8 content.
* Anincrease in CD8+ T-cell infiltration was observed in 2 out of 3 biopsy pairs.
 Shown here are representative quantification and images from 1 NSCLC patient.
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* Preclinical data revealed that combination of SRK-181 and anti-PD1 overcame
immune exclusion in the TME leading to an influx of effector T cells into tumors which
correlated with tumor regression and significant survival benefits.?

* A biomarker strategy to validate SRK-181’s mechanism in patients and evaluate
treatment response was based on our proof of concept for SRK-181 in preclinical
models. Here we present biomarker data evaluating SRK-181’s mechanism of action
In patients.
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SRK-181 and anti-PD1 Combination Treatment Increases Cytotoxic CD8+
Cells Tumor Infiltration in Melanoma

* Paired biopsies from 2 melanoma patients were analyzed for CD8 content.

* Anincrease in CD8+ T-cell infiltration was observed in both biopsy pairs, overcoming
an initially excluded or desert phenotype and resulting in more infiltrated tumor.

* Shown here is the representative quantification and images from 1 melanoma patient.

Primary Compartmental Analysis

* Blood for flow cytometry analysis of myeloid derived suppressor cells (MDSC) was
originally collected at baseline and pre-infusion C2D1 (cycle 2 day 1). After protocol
amendment, blood was collected every Cycle Day 1 pre-infusion and EoT.

* Biopsies were collected at baseline and post-treatment between day 21 - 45. As of

Aug 29, 2023, 8 paired biopsies of sufficient quality were collected and stained for % CD8+ T cells per compartment Tumor Nest Analysis
. . . . . . . —@—Pre —8—Post —e—Cuto
CD8. Biopsies were formalin-fixed paraffin embedded and stained using a Pre Treatment Post Treatment
. Whole Tissue 4000 3000+  Exeluded
chromogenic assay for CD8. o 5 Excluded

- :
o v Desert e |Infiltrated

e Infiltrated 2000+

* CDS8 stained sections were first analyzed in a primary compartmental analysis3 that
quantified CD8* T cells within tumor, tumor margin and stromal compartments.

* CD8+ stained sections were then analyzed using tumor nest analysis®. Tumor nests
were defined as containing at least >250 cells and 500um?. Nest were characterized
by CD8 content using the following criteria: >5% CD8+ in tumor nest (Infiltrated), <
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promote tumor growth and contribute to resistance to immunotherapy
* Preclinical studies suggest MDSC plays a critical role in tumor development 2 Summary
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