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Study Design Coxsackievirus A21 injection up-regulates in interferon-induced genes and immune

: checkpoint molecules within the micro-environment of melanoma lesions
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*CVA21 treatment induces a Th1-gene shift, with increases in interferon-induced genes.

Pt 03-043

*CVA21 treatment notably up-regulates many immune checkpoint inhibitory molecules in injected melanoma lesions,
including CTLA-4, PD-L1, LAG-3, TIM-3 and IDO.

Levels of lesion T-cell infiltrates: Multispectral Images Obtained and
Enumerated with PerkinElmer Vectra imaging system and InForm Software

*CVA21 induced up-regulation of CD122 may potentially increase the clinical activity of anti-CTLA-4 blockade in

advanced melanoma patients.
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In general, CVA21 injection appears to facilitate more widespread increased expression of immune checkpoint
inhibitory molecules than immune checkpoint stimulatory molecules.

*Up-regulation in immune cell infiltrates and/or immune checkpoint inhibitory molecules in CVA21-treated lesions as

Pt 03-046 early as 7 days post initial viral administration may be predictive of future tumor response.
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Future Directions
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«Clinical evaluation of the activity of intralesional injection of CVA21 in combination with systemic administration of
ipilimumab in patients with unresectable melanoma is currently underway (Phase1b MITCI study: ClinicalTrials.gov
Identifier:NCT02307149). See Poster 140.

Pt 03-048
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with melanoma to the hip and pelvis

Clinical evaluation of the activity of intralesional injection of CVA21 in combination with systemic administration of
pembrolizumab in patients with unresectable melanoma is currently underway (Phase1b CAPRA study: ClinicalTrials.gov
Identifier>NCT2565992). See Poster 328.
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*CVA21 treatment may be used to reconstitute the immune cells within the tumor microenvironment of cancers that
currently respond poorly to immune checkpoint blockade (ie, melanoma liver metastases, colorectal and prostate cancers).

* Data from Pt 03-048 were excluded for analysis in this
section due to cell counts exceeding upper limits of detection.
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