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Methods for Cohorts with Categorical Data on Alcohol Intake and
Alcohol-Dependency Samples. Three cohorts [DeCODE, Pre-
vention of Renal and Vascular End-Stage Disease (PREVEND),
and regional study on population from Eastern Germany of
Slovanic Origin (Sorbs)] had only categorical data on alcohol
intake and were analyzed separately. Alcohol intake in each
category was estimated using either midpoint (DeCODE) or
data derived from the Northern Finland Birth Cohort 1966 study
program (NFBC1966; PREVEND and Sorbs)—alcohol intake in
NFBC1966 was categorized to mimic the distribution in each
study, and then, mean value for each category in NFBC1966 was
used. Two alcohol dependence samples were also examined: the
European Ancestry subset of the Collaborative Study on the
Genetics of Alcoholism (COGA; n = 847 alcohol-dependent
cases and n = 552 unrelated controls) and a clinical case-control
sample from DeCODE (n = 3,324 alcohol-dependent cases and
n = 34,947 population controls).
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A lz'
5 | | — y=x ’/u
10 --- y=1.0% o
0
»
f.
4
/
ERT e
[
3
oy
°
@
=4
2
=2
o
107
14
T T T
10% 10t 10°
Expected p-value
B — y=x 7 oo =
=== y=1.023%x
10"
®
E
=
3
o
-
o
2
o)
=
© 10°
1
T T T
10° 10" 10°%

Schumann et al. www.pnas.org/cgi/content/short/1017288108

Expected p-value



www.pnas.org/cgi/content/short/1017288108

e}
=
@
3

-0l

1 2 = 4 S (=] 7 = a

Chromosorne

D Women

-y

T T T T T T T T T T T T T T T T T T T TTT
1 2 = “ S5 (=] F 8 9 11 132 16 19

Chromosorme

E Men and Women

C PAG

-ugf)

T T T T T T T T T T T LN B B B B B N R |
1 2 = 4 S (=] F 8 9 11 13 16 19

Chromosorme

Fig. S2. (Continued)

Schumann et al. www.pnas.org/cgi/content/short/1017288108 40f8


www.pnas.org/cgi/content/short/1017288108

L T

z

D\

-logqf?)

RASGRF2

= aep (1 WY

oTuD

-lggff)
3
|

[=] 7 = Q

Chromosorme

Women

Myw's Snmma

-lngy(P)

T T T T
(=] v = Q

Chromosorme

Men and Women

1= i g =2 =]

Chromosorme

Fig. S2. Quantile—quantile plots and Manhattan plots (the association peaks that were taken through to the replication stage are indicated with circles on the
Manhattan plots). (A) Quantile-quantile plot of test statistics from metaanalyses of quantile transformation (includes nondrinkers). The gray area represents
the 95% confidence intervals around the null distribution of the test statistic. The dashed line shows the expected value after adjusting for genomic control. (B)
Quantile-quantile plot of test statistics from metaanalyses of log transformation (drinkers only). The gray area represents the 95% confidence intervals around
the null distribution of the test statistic. The dashed line shows the expected value after adjusting for genomic control. (C) Manhattan plots for quantile
transformation (including nondrinkers) in men (the SNPs for replication were chosen before correction of a cohort-specific error that increased significance of
a second association peak on chromosome 4). (D) Manhattan plots for quantile transformation (including nondrinkers) in women. (E) Manhattan plots for
quantile transformation (including nondrinkers) in men and women combined. (F) Manhattan plots for log transformation (drinkers only) in men. (G)
Manhattan plots for log transformation (drinkers only) in women (the SNPs for replication were chosen before correction of a cohort-specific error that in-
creased significance of a second peak on chromosome 20). (H) Manhattan plots for log transformation (drinkers only) in men and women combined.
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Fig. S3. Analyses of autism susceptibility candidate 2 gene (AUTS2). (A) Regional association plot around rs6943555 in AUTS2. SNP is plotted by chromosomal
position (National Center for Biotechnology Information build36) against association with alcohol intake in grams per day per kilogram (-logyo P value). SNP
location in the gene is shown in symbols: right triangle, intronic; left triangle, stop gained or stop lost; down triangle, intergenic; horizontal rectangle, up-
stream or downstream; vertical rectangle, 3'-UTR or 5-UTR. R? between the SNP and the top signal is color coded: blue, >0.99; red, 0.8-0.99; orange, 0.5-0.8;
pink, 0.2-0.5; yellow, 0.1-0.2; white, 0-0.1. (B) Forest plot for rs6943555 showing effect size (95% confidence interval) from quantile transformation (includes
nondrinkers). (C) Forest plot for rs6943555 showing effect size (95% confidence interval) from log transformation (drinkers only). (D) Bar chart obtained from
BioGPS depicting relative AUTS2 mRNA expression across a range of human tissues as measured by probe 212599_at on the Human Genome U133 Plus 2.0 array
(Affymetrix). AUTS2 expression values (upper axis) relate to fluorescence intensity after GC-RMA normalization; median AUTS2 expression value (lower axis)
across all tissues represents the standard.
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