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All patients with available tumor and blood/saliva (germline) material for sequencing was used for the phase I PVSRIPO cohort. All publicly
available cohorts with information relevant to our studies were analyzed here to our knowledge.

For neoantigen depletion values associated with the GLASS cohort (values were acquired from reference 11 study authors; Fig 2d), 3
specimens harboring less than 3 total neoantigens were excluded to prevent artifacts of determining the absolute neoantigen:silent mutation
ratios with such small absolute numbers; this exclusion was consistent with data quality measures used in the study from which they were
derived (reference 11). In Fig 1c (MSKCC IMPACT study) two patients (one in <median and one in >above median) had OS values of "0" and
were excluded as they could not be plotted. Likewise in Fig 1f and g (GLASS cohort), 4 patients in <median, and 6 patients in > median TMB
strata were excluded due to post recurrence survival values of "0".

We confirmed that low TMB associates with longer survival after PD1/PDL1/ICB in two distinct cohorts and in PVSRIPO treated patients; these
are the only publicly available immunotherapy treated GBM cohorts with matched genomic features that we are aware of. We also tested the
association of TMB with inflammatory transcriptome signatures in all publicly available GBM cohorts/patients we are aware of. This included 4
distinct rGBM cohorts where these associations were all observed independently (Fig 2b extended data fig 5), pGBM from two cohorts (Fig
2a&e; extended data fig 5), as well as matched primary and recurrent GBM specimens (Fig 2e). Key genomic analyses for the PVSRIPO cohort
were analyzed redundantly by separate investigators: TMB values were calculated by 3 different computational teams at Tempus Labs, Duke
University, and New Jersey Institute of Technology with consistent results; the correlation of higher inflammatory transcriptome features in
patients with low TMB in the PVSRIPO cohort was confirmed by computational experts at both Tempus Labs and New Jersey Institute of
Technology independently.

For TMB (Fig 1 and 2) stratifications each cohort was individually stratified by the cohort respective median TMB to mitigate the influence of
different sequencing panels/methods on TMB calculation. Notably, within the Zhao et al anti-PD1 cohort (Fig 1d) two different sub-cohorts
were included that were sequenced on different panels; thus within this cohort the two sub-cohorts were first stratified by median TMB, and
then merged together as above or below the respective cohort median. For consistency, in instances where a specimen’s TMB or time to
recurrence value equaled the cohort median value (i.e. with odd specimen number in the cohort, or when multiple specimens shared the
median value- relevant to the anti-PD1/PD-L1 cohorts, Fig 1c, d), the additional numbers were included in the below median strata. Median
values/stratification values are indicated in the associated raw data supplement.

For the Duke PVSRIPO cohort, computational calculations of TMB and ssGSEA were performed blinded of clinical outcome.




