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Legend to eFigures 1-3. AlzGene-style forest plots of random-effects, allele-based meta-

analyses of the lead signals in CLU (rs11136000; eFigure1), CR1 (rs6656401; eFigure 2) 

and PICALM (rs541458; eFigure 3) analyzed in this study. Meta-analyses are based on 

allelic crude ORs combined via random-effects models. Data not generated in "Current 

study" was taken from the AlzGene database (www.alzgene.org). Note that confidence 

intervals (CIs) for "This study" are different from those depicted in Table 2 of the main text 

where they were calculated as 90% CIs. The summary OR and CIs across "All studies" are 

identical to those in Table 2. # Violation from HWE in controls (P ≤ 0.05). † Data not 

provided in original publication. 

Legend to eFigure 4. Box plot of the distribution of absolute CSF Aβ42 levels across ε3/3, 

ε3/4, and ε4/4 genotypes at APOE in the combined case-control dataset from Germany. 

Horizontal lines represent median values, boxes are 25-75% ranges and whiskers extend 

to 1x the interquartile range; values outside this range are depicted as circles. As can be 

seen, CSF Aβ42 levels decrease with increasing numbers of ε4 (=risk) allelle. 

eTable 1. Demographic characteristics of the populations studied. Median fam size = 

median number of subjects per family with DNA available for association testing; SD = 

standard deviation. AAO = age at onset; AAE = age at last examination; AD = Alzheimer 

diseas; CAG = Consortium on Alzheimer’s Genetics; CSF = cerebrospinal fluid; DX = 

diagnosis; NCRAD = National Cell Repository for Alzheimer Disease; NIA = National 

Institue on Aging; NIMH = National Institute of Mental Health. While individuals with "DX 

unknown" were not included in the association analyses on AD risk, they were included in 
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tests of Mendelian transmission (family-samples) and for the quantification of CSF 

biomarker levels irrespective of affection status. 

eTable 2. Sample-specific effect sizes and random effects meta-analyses of the family-

based datasets. Sample-specific odds ratios (ORs) and 95% confidence intervals (CIs) 

were calculated via logistic regression stratified by family. CAG = Consortium on 

Alzheimer’s Genetics; Chr = chromosome; Meta-analysis = combining sample-specific 

results using random effects models; NCRAD = National Cell Repository for Alzheimer 

Disease; NIA = National Institue on Aging; NIMH = National Institute of Mental Health; 

SNP = single-nucleotide polymorphism. Note that the ORs and CIs derived from the meta-

analysis are similar, but not identical, to the corresponding values from Table 1 for which 

all family samples were pooled prior to analyses. MAF = minor allele frequency. I2 = 

measure of between-study heterogeneity which is calculated based on the Q-statistic: I2 = 

100 x ((Q-d.f.)/Q). I2 values below 25% are considered to display no significant between-

study heterogeneity. 
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