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The Challenges of Genome-Wide Interaction Studies: Lessons to
Learn from the Analysis of HDL Blood Levels
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Bruce M. Psaty, L. Adrienne Cupples, Marjo-Riitta Jarvelin, Samuli Ripatti, Aaron Isaacs, Bertram Muller-Myhsok,
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Rotterdam Study | DISCOVERY
N = 2996
495508 SNPs with MAF > 0.05

Analysis with GLIDE:
84031 interaction terms with p-value < 3.03x107 (t-score > 5)

/ \ FILTERING

Rotterdam Study Il
N=1602

Rotterdam Study Il
N=1621

l

Linear regression in RS-1, RS-Il and RS-I,
followed by meta-analysis:
181 interaction terms with p-values < 1x10®

REPLICATION

CASE-CONTROL

No lipid lowering medication
- AGES (N =2490)

- ARIC (N =9315)

-CHS (N=3175)

- ERF (N = 2755)

- FHS (N =7033)

- NFBC66 (N = 5243)

Case: lipid lowering medication
Control: no lipid lowering medication

- RS-I (N;ases = 416, Nionrols = 2996)

- RS-Il (Nases = 244, Nyonirois = 1602)

- RS- (Ngases = 447, Nyonrois = 1621)

- Combined (N ases = 1107, Negnirois = 6219)

\
No significant replication

y
No significant replication
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