Abstractiis Leveraging the Stabl framework for anti-PD1 response biomarker discovery in head and neck squamous cell carcinoma
using the TruTumor ex vivo platform
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Background Results
The traditional method of biomarker identification often fails to capture the complexity of the Tumor Immune Microenvironment (TIME) o o o _ Refinement of Responder Classification and Differential mechanism driving response phenotype across
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Figure 6: (A) Representative images describing Tumor infiltration of immune cells (TILS) and immune component Expression of (B) Immune component,

Figure 2: (A) Stabl framework performance metrics: AUROC, pvalue, and feature selected from multi modal and individual assay data. (B) Stable Alasso :
N (A) P P y B) (C) TILS across different clusters.

model built using multi-modal assay data achieved an AUROC of 0.68 [0.51-0.83], selecting 25 informative features out of 849 total. (C) Pie chart representing

Patient tissue samples: Fresh, surgically resected HNSCC tissue samples (n=67) were collected from consented patients along with matched NI
assay wise distribution of selected features.

blood samples.
C2 exhibits stronger early activity markers compared to C1

Histo-Culture workflow: The tumor sample was processed to generate thin explants, without enzymatic digestion retaining the native tumor Model-Weighted Clustering Identifies distinct Response-enriched cohorts
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Data was acquired using BD LSR Fortessa Flow cytometer with appropriate compensation controls and data analyzed using FlowJo software. & UMAP1 Granzyme B. Mann Whitney U-test was performed to calculate significance. (D) Bar graph representing samples response based on Tumor% and Cas-3
Figure 3: (A) Workflow for identification of response-linked cohorts and features. (B) Features were selected based on Spearman correlation with tumor
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Statistical analysis: All data analysis and graphical representations were done using GraphPad Prism (Version 9). Mann-Whitney t-test was Figure 4:Expression of model-weighted features in the treatment group across three distinct clusters for selected feature (A) Macrophage type 1 signature(M1) CER,T”VI pan-cancer Co_hort- J Transl Med 17,.357 o | _
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0 0001) Granzyme B expression. Mann Whitney unpaired U-test was performed to assess the significance.
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