: HR (95% Cl) p-value
CDA+ICOS Far 0.914 (0.849,0.984)  0.017
CD4+ICOS+PD1+-  ——e—i 0.705 (0.508,0.978)  0.036
TNFo . 1.015(1.002,1.028)  0.024
IL-1p . 1.019 (1.001, 1.037)  0.034
IL-6 —e—— 1217 (1.015, 1.458)  0.034
IL-8- [ 1.048 (1.001,1.098)  0.047
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Supplemental Figure S4. Association of changes in immune biomarkers with overall
survival. Increased changes (baseline to post-CRT values) in immune parameters were related
to OS using adjusted Cox proportional hazards models. Figure shows hazard ratios with 95%
confidence intervals (lower limit, upper limit) and associated p-values for statistically significant
associations found for immune activation markers and plasma cytokines. Expansion of the
CD4+ICOS+ and CD4+ICOS+PD-1+ subsets post-CRT are associated with clinical benefit while
increases in inflammatory cytokines TNFa, IL-1B, IL-6, and IL-8 post-CRT are associated with
increased risk of death. Nineteen PP and 5 ITT patients were included in immune phenotyping
analysis. Twenty-one PP and 5 ITT patients were included in cytokine analysis.



