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Correlative Analyses of the SARCO028 Trial Reveal an
Association Between Sarcoma-Associated Immune
Infiltrate and Response to Pembrolizumab
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B cells are associated with survival and
immunotherapy response insarcoma
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* Four publicly available datasets:
« TCGA SARC, Gene Expression Omnibus accessions
GSE21050, GSE21122 and GSE30929

* Microenvironment Cell Populations-counter (MCP-counter)

method
*  Becht, Genome Biology, 2016

* 608 tumors analyzed to create 5 unique, histologi-agnostic
Sarcoma Immune Classes (SIC)
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B cells are associated with survival and
immunotherapy responseinsarcoma
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B cells are associated with survival and
immunotherapy responseinsarcoma

Presence of B cells and tertiary lymphoid structures
associated with immune high SIC E signature
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B cell signature associated with improved survival
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PEMBROSARC: Using TLS to Select Patients for ICB Treatment

Change from baseline (%)
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* All-comer cohorts (n=41)
* 6-month NPR 4.9% (95% CIl 0.6-16.5%)
* ORR2.4% (95% CI10.1-12.9)
* Median PFS 1.4 months (95% CI 1.3-2.7)

RECIST progression threshold

Attty - * Cohort of patients with intratumoral TLS (n=30)
* 6-month NPR 40% (95% CI 22.7-59.40)

* ORR30% (95% Cl 14.7-49.4)

* Median PFS 4.1 months (95% CI 1.4-12.5)

a
o o
]

Selected population

—50 A+ No
—60 - Yes

Italiano et al. Nature Medicine (2022) 28, 1199-1206.
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soft tissue sarcoma of the extremity (SU2C-SARC032):
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Association of SICE

and ICB Response in SARC032
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Grant Proposal for SOC assessment of SIC

SA1: Validate Performance of RNA-seq SIC
Determination with NanoString SIC
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Grant Proposal for SOC assessment of SIC
SA2: Develop IHC-Based Surrogate for NanoString SIC E vs non-E
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Summary:

» T-cell infiltrate alone does not predict outcome
» SIC E describes a group of STS with high B&T-cell infiltrate
» Approx 20% of all STS subtypes
« Strongly correlated with outcome

» Future soft tissue sarcoma trial design should include SIC status as consideration in
eligibility criteria
« ? Cohort stratification
« ? Strict inclusion criteria

« STRASS3

« If this will include evaluation of any immunotherapy approach, recommend stratifying by SIC
rather than histologic subtype

« Will likely enrich for DDLPS
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