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PD-L1 Score
Fig. 1 PO-L1 proportion scores and their relationship to objective response rates to pembrolizumab in KEYNOTE 001 and KEYNOTE 010
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PD-L1 IHC: an enrichment factor,
but not fro oncogenic driver
mutations?



PD-L1 Testing in Bladder Cancer

Bladder TCs do not express detectable levels of PD-L1 as often
as other carcinomas
PD-L1-positive ICs are more common in bladder cancer
Need to score ICs through entire sample
Antibodies can be used interchangeably on platforms
— Perform rigorous validation studies first
Results should be clearly communicated to oncologist

— Disclose clone used for testing
- Report percentage of positive TCs and positive ICs

= Oncologist will determine how results will be used to select
treatment strategy




PD-L1 expression in the tumor microenvironment

The PD-L1 (SP142) IHC Assay stain highlights a heterogeneous population of immune cells. The majority of these cells are morphologically
consistent with lymphocytes, macrophages, dendritic cells and granulocytes. Immune cell staining can be observed as aggregatesin
intratumoral or contiguous peritumoral stroma as single-cell spread among tumor cells, or in association with tumor cell staining.

Often observed as aggregates in the intra- or peritumoral stroma

Urothelial carcinoma tissue, 10x
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Fig. 1. Schematic of DNA damage recognized by the MMR pathway.
A, the MutSa (MSH2/MSHBE) heterodimer recognizes base-base
mismatches and B, small insertion-deletion loops (IDL). The MutSp
(MSH2/MSH3) heterodimer recognizes single nucleotide |IDLs and

C, longer IDLs (10-nucleotide loops). In association with the MutL
heterodimer and other associated proteins, these mismatches are
excised and repaired.



IHC Testing Schematic

(With BRAF and Hypermethylation)
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KEY: BLUE = Testing/Consultation; ©FEE1N = Results/History :
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Cytolytic T lymphocytes can recognize =
tumor-specific antigens on the surface of tumor cells .

» Tumor antigens created by oncogenesis
are released and captured by APCs such \

as dendritic cells for processing’

» Processing occurs via the HLC class |
antigen pathway? chs
Proteins are degraded by the proteasome

Next, the resultant peptides are translocated by
TAP into the ER lumen and loaded onto HLA
class | molecules ) )

The peptide—HLA class | complexes are then
released from the ER and transported via the
Golgi to the plasma membrane Sgesgl

Proteasome
» The antigenic tumor peptide is presented WANAY
to CTLs (CD8+ T cells)! \ @ — ONA > MRNA /
naogenous
P protein

Revisit Module 1
(Link to view onling)

Endoplasmic
reticulum

Peptides
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Checkpoint blockade cancer immunotherapy targets

tumour-specific mutant antigens
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Fig. 2. Estimate of the neoantigen repertoire in human cancer. Data depict the number of somatic mutations in individual tumors. Categories on the right
indicate current estimates of the likelihood of neoantigen formation in different tumor types. Adapted from (50). It is possible that the immune system in
melanoma patients picks up on only a fraction of the available neoantigen repertoire, in which case the current analysis will be an underestimate. A value of 10
somatic mutations per Mb of coding DNA corresponds to ~150 nonsynonymous mutations within expressed genes.
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Size Matters: Dissecting Key Parameters for Panel-Based Tumor
Mutational Burden (TMB) Analysis

Short title: Panel-based TMB detection
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Other platform problems:

Tumor purity.

Depth of sequencing.
Cut off.

Bioinformatics challenge.
Blueprint.

TAT.

Drop out.



TUMOR IMMUNOLOGY
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Mutations and TMB

e Resistance: Jak, STK11, B2 microglobulin.

 Mutations vs TMB (renal cell carcinoma, MCC,
melanoma...)



Conclusions:

* PDL1.
* MSI.
 TMB.






