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Obesity is a significant contributor to hypertension and subsequent 
cardio-renal diseases risk, therefore the investigation of genetic 
background that predisposes individuals to obesity is important for 
prevention of downstream cardio-renal disease.  Circulating Peptide 
YY (PYY) is known for its appetite and energy expenditure regulating 

properties; linkage and 
association studies have also 
suggested the PYY gene 
contributes to susceptibility for 
obesity, abdominal fat, and Type 
2 diabetes.  To explore whether 
common SNPs at the human PYY 
gene influence plasma PYY, 
body weight and other cardio-
renal disease risk factors, we 
systematically resequenced PYY 
gene, and genotyped 3 potentially 
functional common SNPs in a 

twin study sample to determine individual SNP and haplotype 
associations. We also experimentally validated the marker-on-trait 
associations using in cella PYY 3’-UTR/reporter analysis in rat PC12 
chromaffin cell line.  We have demonstrated that plasma PYY is highly 
heritable, and provided evidence of pleiotropy for plasma PYY with 
body mass index (BMI).  In addition to PYY and BMI, PYY 3’-UTR 
SNP also significantly associates with total cholesterol, ApoB, and 
leptin.  In summary, PYY genetic variation confers susceptibility not 
only to obesity, but may also contribute to development of metabolic 
syndrome and increase risk for subsequent cardio-renal disease. 


