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Supplemental Fig. 1. Averaged methylation rate (%) grouped by drinking class for all CpGs in male and female
rhesus macaques. a The methylation rate was significantly higher in the HD/VHD (N = 15) compared to control (N
= 13) and LD (N = 9) macaques (F(2, 34) = 9.860, p = 0.0004, Tukey post-hoc, **p < 0.01). b Lack of correlation
between average methylation rate and CAG repeat sum (p = 0.3563)
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Supplemental Fig. 2. Sequence homology of MR-ex 1 (exon 1/intron 1) across human, macaque and mouse.
The start and stop of the differentially methylated region spanning 646 base pairs is shown by green and red
arrows, respectively. Conserved CpGs within MR-ex1 are shown in bold, red font. CpGs unique to a species
are underlined. Nucleotides that are not conserved across species are shown in italic. * and *’ are CpGs that
are significantly different in HD/VHD monkeys and CIE-exposed drinking mice, respectively.
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Supplemental Fig. 3. Overlap of the macaque homologous methylation region within MR-ex1 on the human
Roadmap 25 chromatin states. The MR-ex1 region on the human genome (hg19) is located at chr1:
154,841,507-154,842,152. According to the Roadmap Epigenomic project, the orange color in the 25
chromatin states represents “promoter upstream transcription start site”. Note that the nucleus accumbens in
not included in the Epigenomics Roadmap database.
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Supplemental Fig. 4. Predicted transcription factors that bind to the human MR-ex1 (TRANSFAC). CpGs
enclosed in a red box are conserved in human, monkey and mouse; those CpGs unique to human are enclosed in
a grey box, and those conserved in human and monkey are enclosed in a green box. *’ and “*’ are CpGs that are
significantly different in HD monkeys and CIE-exposed drinking mice, respectively. TRANSFAC conditions were as
follows: nerve_system_specific matrices, matrix similarity cut-off: 0.9 and core similarity cut-off: 0.95.
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Supplemental Fig. 5. Titration curves to correct for PCR bias during amplification of the methylation
region under study. Three different amplicons were used to amplify the complete region 1 (a), 2 (¢) and 3
(e). PCR-bias was corrected using the hyperbolic function (HB, b, d and f).



