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ancreatic cancer is the fourth leading cause of cancer deaths in the US. Through genome wide association studies (GWAS), we

have identified multiple loci that significantly associate with risk of pancreatic cancer in individuals of European ancestry. One
of these lies in a region on chromosome 5p15.33 that harbors the TERT and CLPTMIL genes, the former encoding the catalytic
subunit of telomerase reverse transcriptase and the latter, which may play a role in apoptosis. This region has been identified in
GWAS of at least nine cancers. To investigate the complex genetic architecture of this region, we have performed imputation and
an agnostic subset based meta-analysis across 11 GWAS scans including 6 distinct cancers in over 60,000 subjects. We identified
six independent risk loci in this region, five in the TERT gene and one in the neighboring CLPTMIL gene. Between 3-5 cancers
mapped to each of the loci, with effects in both directions. Furthermore, we have investigated the CLPTMIL gene and its encoded
protein and revealed a positive effect on growth in vitro and in vivo indicating a possible role in carcinogenesis. This effect was
abrogated by deletion mutants of predicted functional domains of the protein. Through a proteomics screen we have identified
protein partners for CLPTMIL and shown that it may play a role in cytokinesis. Our results provide strong support for extensive
pleiotropy across this region of 5p15.33, at a level not previously observed in other cancer susceptibility loci and indicate that
CLPTMIL may play a role in cancer.
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