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risk factors for pancreatic cancer include 
diabetes, adiposity, smoking and family 
history. However, familial aggregation 
of pancreatic cancer is only rarely 
attributed to previously identified, highly 
penetrant mutations. Gloria m. Petersen 
and co-workers have now identified 
three common genomic regions that are 
associated with the risk of pancreatic 
cancer. these findings should help 
inform new preventive, diagnostic and/or 
therapeutic approaches to manage  
this disease, for which prognosis is  
very poor.

a genome-wide association study of 
pancreatic cancer was conducted in  
3,851 patients with the disease and 3,934 
control individuals, all of whom were 
taken from 12 prospective cohort studies 
and 8 case–control studies. 

using a logistic regression model 
for genotype trend effect, which was 
adjusted for study, age, sex, ancestry 
and five principal components of 
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population stratification, the researchers 
identified eight single nucleotide 
polymorphisms (snPs) that had highly 
significant associations with the risk of 
pancreatic cancer. two correlated snPs 
(P = 3.27 × 10–11 and P = 5.86 × 10–8) map 
to a nongenic region on chromosome 
13q22.1 that is between two genes in 
the family of kruppel-like transcription 
factors that regulate cell growth and 
transformation. this region seems to 
be specific for pancreatic cancer. Five 
snPs (P = 2.45 × 10–10, for the strongest 
signal) map to NR5A2 on chromosome 
1q32.1. this gene encodes a nuclear 
receptor that is predominantly expressed 
in the exocrine glands of the pancreas, 
liver, intestines and ovaries in adults. 
it has been shown to be involved 
in cell transformation in a mouse 
model of colorectal cancer. one snP 
(P = 3.66 × 10–7) maps to the CLPTM1L–
TERT locus on chromosome 5p15.33, 
which is associated with multiple cancers. 
Both these genes are implicated in 
carcinogenesis. this region has also been 
associated with levels of smoking-related 
Dna adducts; this finding is relevant 
to this study given the association of 
pancreatic cancer with tobacco use.

these data should help guide functional 
studies investigating the biological 
mechanisms involved in the development 
of pancreatic cancer. additional studies 
are needed to assess the clinical usefulness 
of risk stratification that combines these 
genetic markers with the epidemiologic 
risk factors that are already established for 
pancreatic cancer. 
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‘‘…three common genomic 
regions ... are associated with the 
risk of pancreatic cancer’’
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