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Introduction IGF1 may be important for colorectal cancer risk 
because of its role in cell growth and differentiation. High IGF1 
serum levels have been associated with increased risk of col-
orectal cancer. Variations in these serum levels have been asso-
ciated with a CA repeat microsatellite 1 kilobase upstream of 
the transcription start site. We sought to determine the associa-
tion of germline variation of the IGF1 gene with colorectal can-
cer predisposition by performing a large case-control study.
Methods Genescan 500 was used to differentiate alleles of 
the IGF1 microsatellite among 2143 colorectal cancer cases 
(enriched for family history) and 1715 controls from the CORGI 
(COloRectal Gene Identifi cation) study, with subsequent 100% 
confi rmation of about 5% of genotypes by direct sequencing. 
Associations of genotypes with the following clinicopathologi-
cal features were tested: sex; site of tumour; Dukes stage; age 
of onset; presence of adenomas. Using genotype data obtained 
from the Hap550 platform by colleagues1 plus the genotypes 
at the insertion/deletion, we reconstructed haplotype blocks 
around the IGF1 gene in the controls using 68 tagging SNPs.
Results All the alleles confer increased risk for colorectal 
neoplasia except ‘192’ (192 copies of CA repeat), which is a 
protective allele (allelic OR for ‘192’ =1.199; 95% CI 1.09 to 
1.32; p = 0.000152). The population attributable risk (PAR) 
for the risk ‘allele’ (ie, where ‘X’=not ‘192’) is 2.94%. The risk 
alleles occurred more frequently in more advanced Dukes’ 
stage tumours (p=0.039, χ2). Several SNPs in close linkage 

!

disequilibrium with IGF1 are also signifi cantly associated 
with colorectal neoplasia risk.
Conclusion This study demonstrates a novel association of 
IGF1 microsatellite with colorectal cancer risk. The associa-
tion is stronger with advanced stage colorectal cancers, and 
in colonic rather than rectal cancers. This microsatellite is in 
linkage disequilibrium with other signifi cant SNPs in the pro-
moter region of this gene.
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