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Abstract

This study aimed to better understand the differential iImmune landscape in HCC patients who responded, or didn’t respond to Anti-PD1 therapy in hopes of
identifying key agents in driving Immune response. For this, a spatial transcriptomics analysis was adopted, and key results were chosen for demonstration.
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Hepatocellular carcinoma (HCC) is a major public health burden, and the most :'5’:.:, e . E
common primary liver cancer in adults around the world. A therapy for HCC s k-
patients Is anti-PD1. However, In recent years, the efficacy of ant-PD1
therapy on HCC has observed varying results.
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In this two by two case study, anti-PD1 therapy responding [R] and non-
responding [NR] HCC patient studies were evaluated using spatial
transcriptomics analytics. This study aims to identify changes in the immune
microenvironment, and find key agents in the immune system that confer
better response to anti-PD1 treatment.
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Sample information:

4 liver cancer biopsy samples from the Fudan University Shanghai Cancer
Center*

- 2 responders to anti-PD1 immunotherapy

- 2 non-responders to anti-PD1 immunotherapy
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around the tumor boundary in the immunotherapy non-responder patients.
g, Immunosuppressive signaling pathways were more enriched in those regions,
e and the cancerous tissues appeared to be more proliferative.

% it % W WM A In our results, the macrophage and monocyte populations seemed to cluster

An aspect of further study Is the influence of the Wnt-f catenin pathway In
anti-PD1 resistance. From the differential expression of Wnt-f catenin
signaling and NOTUM In non-responders, one stemming hypothesis is that
Increased activity of Wnt-f catenin could be a method to bypass the ICI
therapy and reduce its efficacy. Another aspect this can impact is cancer
metabolism and its relationship with T-cell receptor signaling, which were
among some of the top enriched marker genes expressed In the
Immunosuppressive regions.

This study Is largely preliminary, with a small dataset and limited tests
conducted on the samples. For further studies, In vitro and in vivo models
realizing the above mentioned microenvironmental conditions will be useful to
llustrate the complex immune response in the HCC tissues.
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