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Background: Glucocorticoid-Induced Tumor Necrosis Factor Receptor-related protein (GITR) is a co-stimulatory

pathway that when triggered has potent effects on T-cell memory, proliferation and anti-tumor activity. Preclinical FIOW Cytometric Analyses (BIOOd) SCRNA-Seq and TC R'Seq Analyses Of Tumor BiOpSieS (BX)

models identified significant synergy between anti-GITR agonist therapy and cancer vaccines to generate stronger _ _
tumor-specific CD8 T cell responses. DPV-001 is an “off-the-shelf” multivalent autophagosome vaccine generated by in Increases in activated (HLA DR+ / CD38+) CD4 and CD8 effector memory

vitro manipulation of the autophagy pathway in human cancer cell lines. The vaccine delivers short-lived proteins T cells (Tgu) in some patients

(SLiPs) and defective ribosomal products (DRiPs) which are likely the dominant epitopes directly presented by MHC | Anti-PD-1, retifanlimab |
class | of tumor cells; but because of proteosomal degradation, are normally unavailable for cross-presentation, hence
the delivery via vaccine. We hypothesize that addition of aGITR to DPV-001 vaccine will augment expansion of reactive
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CD4 and CD8 T cells, attenuate contraction of this response, and improve the therapeutic effect of treatment, and will b1 Wk1 Wk2 Wk 4 Wk 8 | - _
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Methods: Patient recruitment began in August 2022, for this first-in-human immunotherapy-trio study of DPV-001, with © " |: . 2>
sequenced checkpoint inhibition (aPD-1 mAb; retifanlimab), with or without aGITR agonist mAb (INCAGN-1949), in < :

recurrent or metastatic HNSCC (NCT04470024). Patient population to include HPV-positive or HPV-negative, ECOG 0-2,
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with therapy continued until confirmed progression (RECIST 1.1), up to 2 years. Primary objective is safety, DLT < 33%, =9 3 51 1 5 x E‘ °o‘
with secondary efficacy objectives of ORR (PR+CR) and 2 year OS. Initial safety lead-in (n = 3+3 per arm), will be 0 o ! =1 L 3 =N 3¢ 3
followed by phase Ib expansion of one/both arms if immunologically promising, 28 patients per arm, futility if <4/15 © % 1. @ al s " . v
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