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3. Timeline: Data analysis to start immediately. The manuscript will be completed in 3
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4. Rationale:
This is an addendum to the ARIC Manuscript Proposal #2084 [DNA Sequence Variation and the
Human Metabolome in African Americans from the Atherosclerosis Risk in Communities
(ARIC) Study].
Serum bromotryptophan was not measured in ARIC African American. Later in the European
American samples, serum bromotryptophan was measured as an unnamed metabolite (X21739).



Recently, in the German Chronic Kidney Disease (GCKD) study, two genome-wide significant 
loci were detected for urine bromotryptophan. We are interested to evaluate whether these two 
loci were associated with serum bromotryptophan in European Americans in the ARIC study.  
 
5. Main Hypothesis/Study Questions: Genetic loci associated with urine bromotryptophan 
levels in GCKD will be associated with serum bromotryptophan levels in European Americans 
in ARIC. 
 
6. Design and analysis (study design, inclusion/exclusion, outcome and other variables of 
interest with specific reference to the time of their collection, summary of data analysis, 
and any anticipated methodologic limitations or challenges if present). 
 
Design: cohort study 
 
Phenotype: serum bromotryptophan 
 
Genetic data: 1000G imputed dosage 
 
Inclusion: European Americans with serum bromotryptophan measured. 
 
Other variables: age, sex, center, and genetic principal components to control for population 
stratification. 
 
Analysis: linear regression with natural log transformed serum bromotryptophan levels as 
outcome and 1000G imputed dosage as exposure. 
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12a. Manuscript preparation is expected to be completed in one to three years.  If a 
manuscript is not submitted for ARIC review at the end of the 3-years from the date of the 
approval, the manuscript proposal will expire. 
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