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To explore recurrent gene mutations in PBL, we performed Whole exome
sequencing (WES) on paired tumor-normal DNA samples from one refractory case (PBLOO1l). Seven
spatially separated tumor samples resected at 3 different time points were used for WES. All
metastatic samples in a case (PBL001) showed higher frequencies of mutations (mean number = 61.2).
Notably, among the 240 mutated genes, no additional genes other than CTNNB1 were recurrently
altered, confirming the obvious impact of CTNNB1 mutations in PBL pathogenesis. Likewise, 1lp
uniparental disomy (UPD) was also detected all samples examined. Sequencing of multiple samples from

PBLOO1 revealed intra-tumor heterogeneity within primary and metastatic sites, as well as clonal
evolution with a truncal CTNNB1 mutation and 11p UPD. Importantly, a truncal CTNNB1 mutation and 11p
UPD provided further evidence that a CTNNB1 mutation was likely to be virtually necessary for
development and progression of PBL.
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