Elucidating factors of therapeutic response to immunotherapy UT Southwestern
combined with neoadjuvant radiation therapy for rectal cancer Medical Center

Eslam Elghonaimy Ph.D.%, Nina Sanford M.D.%, Adel Kardosh M.D. Ph.D.?, Syed A. Kazmi M.D.3, Javier Salgado Pogacnik M.D.#, Sitaram Chilakamarry M.D.4,
Emina Huang M.D.#, Brendan Paulman?, Cassandra Mufich!, Xiaodong Yang M.D. Ph.D.>, Robert Timmerman M.D.!, and Todd A. Aguilera M.D. Ph.D.}

IDepartment of Radiation Oncology, 3Department of Medicine, “Department of Surgery, UT Southwestern Medical Center, Dallas TX;
’Department of Medicine, Oregon Health & Sciences University, Portland OR; *Apexigen, Inc., San Carlos CA

INNATE: anti-CD40, Sotigalimab, during neoadjuvant short course radiotherapy and chemotherapy

Trial Design for Locally Advanced Rectal Cancer Elucidating Local and Systemic Responses

Background: Rectal Cancer

TME Pre and post Sotigalimab suggests adaptive immune response
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Antitumor immune responses to anti-CD40 and RT

Endpoints A patient in the Sotigalimab arm
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Antitumor effects pre and post Sotigalimab:
* One patient, 10x Genomics scRNAseq cell subset comparison

Natural killer  Compared CD45* cells, epithelial cells, and immune checkpoints in T cells

Dying Tumor cells

anti-CD40 can impact many players in the tumor microenvironment (TME) in combination with RT
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Rectal neoadjuvant approach: Excellent platform to test new RT immunotherapy combinations
Potential roles of CD40 in modulating RT responses in the TME. (A) RT and anti-CD40 . . .. : : Combination of Sotigalimab with radiation and chemotherapy enhanced immune and

Plan for thorough tissue analysis... Biopsies: single cell RNAseq with feature barcodes
and T/BCR seq. Whole exome sequencing. Bulk RNAseq. TCRseq when indicated.
Mulitplexed immunofluorescence with the CODEX system. Blood: similar opportunity will
be in conjunction with tissue analysis.

better than either alone in immune resistant tumors (given day 10 and 100ug FGK4.5 gq3days inflammatory responses in the TME and converted cold tumor to hot.

x4). After RT and anti-CD40: (B) greater macrophage (CD11b*F480*) infiltration, (C) greater
inflammatory phenotype, (D) increased DCs (CD11b'CD11c*MHCII*) in draining LN and (E)
greater activated CD8 T cells.

Tissue analysis of biopsy specimen allows greater understanding of therapeutic effects and
mechanism of action of Sotigalimab in combination with chemotherapy and radiotherapy

e Currently analyzing 14 patients pre and post RT for first large assessment.
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