Association of an immune gene signature with pathologic response and outcome after neoadjuvant

pembrolizumab, compared to neoadjuvant chemotherapy, in muscle-invasive bladder cancer
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The PURE-01 sjcudy (NCT02736266) evaluated the use of pembrolizumab before radical Molecular subtypes are not associated with pathological response to pembrolizumab Immune molecular subtypes are associated with favorable RFS
cystectomy (RC) in muscle-invasive bladder cancer (MIBC).
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consensus subtype | PDCD1 for the PURE-01 cohort (n=84): (A) Consensus, (B) TCGA, and (C) GSC whereas Claudin-low tumors had the best RFS outcome with pembrolizumab (no recurrences 2 Te= 2 2
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The primary endpoint of the study was pathological complete response (CR: ypTONO). Partial and GSC are indicated in the covariate tracks. A covariate for pathological € cohort, there was no association between sublype an (E) TCGA and (F) GSC. The number of events for each subtype is shown in brackets. Log-rank p-values and the
response (PR: ypTal/is/1NO) and recurrence-free survival (RFS) were secondary endpoints. All response defined as complete (ypTONO), partial (ypT,s1NO) or non-responder path0|og|ca?! response, which was consistent with the original Figure 6: RFS in Basal-type tumors across the (A) Consensus classifier, (B) TCGA and (C) number of patients at risk are indicated. *1 patient had missing RFS information in NAC cohort.
outcome data was censored at 24 months of follow-up. Univariable and multivariable logistic (2ypT2) is also provided. NAC study. GSC classifiers, split according to the median values of Immune190 signature.
regression analyses were used to evaluate the association of pre-specified clinical factors (cT-

stage, gender, age, smoking status) and immune signature scores with pathological CR. Analyses

were performed in R v3.4.1 (R Foundation, Vienna, Austria). Immune signatures are highly associated with pathological response to pembrolizumab but not to NAC
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