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Microsatellite Instability — Response to Immunotherapy

Caris Molecular Intelligence® tumor profiling includes Microsatellite Instability (MSI) testing via Next-Generation sequencing (NGS). MSl is
caused by failure of the DNA mismatch repair (MMR) system. High levels of MSI correlate to an increased neoantigen burden, which may
indicate the tumor is more sensitive to immunotherapy. MSI status is reported on pages one and two of the Ml Profile Report, as well as
in the NGS section in the Appendix.

MSI-High Status Across Caris Molecular Intelligence Cases
Earlier studies have associated MSI-High status with benefit to immunotherapy in metastatic colorectal cancer. Recent data, however,
show that MSl is a useful indicator for predicting response to pembrolizumab in any solid tumor type.'
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Unlock the Power of Immunotherapies

By harnessing the body’s immune system to detect and destroy tumor cells, immune checkpoint inhibitors are rapidly ushering
in a new era of precision medicine.™ Although immune checkpoint inhibitors have demonstrated durable clinical responses across
several tumor types, these therapies are costly and may present toxic side effects. 3

Understanding the relationships between TMB, MSI and PD-L1
can help oncologists make more informed immunotherapy decisions. "

o Tumor mutational burden (TMB) measures the total
number of non-synonymous somatic mutations identified per
megabase of the genome coding area. Tumors with high TMB
likely harbor neoantigens and may respond more favorably to
immunotherapies.*>’

Caris Experience data across all lineages: 33,000+

® Microsatellite instability (MSI) is caused by failure of the DNA
mismatch repair (MMR) system.> MSI-High correlates to an
increased neoantigen burden, which may indicate the tumor is
more likely to respond favorably to immunotherapies.

Caris Experience data across all lineages: 24,000+

® Programmed death ligand-1 (PD-L1) is among the most
important checkpoint proteins that mediate tumor-induced
immune suppression through T-cell downregulation.>®
PD-L1 expression may indicate a more likely response to
immunotherapies.2®"

Caris Experience data across all lineages: 64,000+
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Identify Patients More Likely to Respond to Immunotherapies through
Comprehensive Genomic Profiling PLUS (CGP+) with Caris Molecular Intelligence.
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