Opposite prognostic impact of single PTEN-loss and PIK3CA mutations in early high-risk breast cancer
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Supplementary Figures S1 – S3

Supplementary Figure S1: PTEN IHC classification with the multiscale Approach B. Associations of the different categories with outcome in the entire cohort show that patients with category 1+, 2+ and 3+ tumors shared similar outcomes (A and B). Thus, PTEN no-loss initially included these 3 categories. Tumors classified as 0 were completely negative with this approach and had the worst outcome.

A. [image: image1]Disease-free survival (DFS)

B. Overall survival (OS)
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Supplementary Figure S2: Management of heterogeneous intra-tumoral PTEN protein expression. 

A. PTEN heterogeneity assessed with the binary Approach A. Heterogeneous tumors behaved similar to PTEN no-loss in the first 2 years, and like PTEN loss after the 3rd year. Heterogeneous tumors were classified as PTEN no-loss with this approach. 
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B. PTEN heterogeneity assessed with the multiscale Approach B. Tumors classified as 1* (very weak positivity) behaved similar to the heterogeneous tumors with Approach A (upper panel, same page). Category 1* (47 tumors) was finally merged with PTEN no-loss. Heterogeneous tumors with the approach behaved similar to tumors completely negative for PTEN, and were classified as PTEN loss. 
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Supplementary Figure S3: Descriptives and associations of PTEN status with the multiscale Approach B. 

A. PTEN status and PTEN/PIK3CA patterns; 

B. PTEN status vs. ER/PgR and HER2 status; 

C. PTEN/PIK3CA vs. ER/PgR and HER2 status. 
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