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Prompts given for specific drugs when assessing drug dependence in the MINI Plus:

Stimulants: amphetamines, "speed", crystal meth, “crank”, "rush", Dexedrine, Ritalin, diet pills.
Cocaine: snorting, IV, freebase, crack, "speedball".

Narcotics: heroin, morphine, Dilaudid, opium, Demerol, methadone, codeine, Percodan, Darvon, OxyContin. 
Hallucinogens: LSD ("acid"), mescaline, peyote, PCP ("angel dust", "peace pill"), psilocybin, STP, "mushrooms", “ecstasy”, MDA, MDMA, or ketamine (“special K”).

Inhalants: "glue", ethyl chloride, “rush”, nitrous oxide ("laughing gas"), amyl or butyl nitrate ("poppers"). 
Marijuana: hashish ("hash"), THC, "pot", "grass", "weed", "reefer".

Tranquilizers: Quaalude, Seconal ("reds"), Valium, Xanax, Librium, Ativan, Dalmane, Halcion, barbiturates, Miltown, GHB, Roofinol, “Roofies”.

Miscellaneous: steroids, nonprescription sleep or diet pills. Any others?
Prevalence of specific anxiety disorders
	Disorder
	N

(Total =1252)
	Prevalence (%)

	Panic disorder
	146
	11.7

	Agoraphobia
	108
	8.6

	Specific phobia
	102
	8.2

	Social phobia
	41
	3.3

	Generalized anxiety disorder
	34
	2.7

	Post traumatic stress disorder
	28
	2.2

	Obsessive compulsive disorder
	24
	1.9

	Anxiety (all subtypes)
	299
	23.9


Covariates for univariate heritability analyses
Table S1: Significance of covariates included in univariate heritability estimates (non-significant values are greyed and italicized)
	Trait
	Heritability
	Covariates

	
	
	Age
	Sex
	Age*Sex
	Age2
	Age2*Sex

	Lifetime Alcohol Dependence
	0.402

p=1.10E-05
	χ2(1)=0.389 p=0.533
	χ2(1)=99.352
 p=2.11E-23
	χ2(1)=12.961
 p=3.18E-04
	χ2(1)=6.076
 p=0.014
	χ2(1)=0.256
 p=0.613

	Lifetime Drug Dependence
	0.609

p=1.87E-05
	χ2(1)=21.273 p=3.98E-06
	χ2(1)=52.876 p=3.55E-13
	χ2(1)=4.52 p=0.033
	χ2(1)=11.44

 p=7.16E-04
	χ2(1)=1.223
 p=0.269

	Lifetime Smoking
	0.554

p=4.79E-13
	χ2(1)=22.368 p=2.25E-06
	χ2(1)=50.549 p=1.16E-12
	χ2(1)=3.476 p=0.062
	χ2(1)=0.262 p=0.608
	χ2(1)= 0.016 p=0.898

	Anxiety
	0.287

p=3.96E-04
	χ2(1)=5.883 p=0.015
	χ2(1)=26.021 p=3.377E-07
	χ2(1)=1.096 p=0.295
	χ2(1)=1.793 p=0.181
	χ2(1)=0.003 p=0.957


Genome-wide results of univariate linkage

Figure S1 plots the linkage signal across all chromosomes for each of the univariate analyses undertaken. 
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Figure S1: Genome-wide results for each univariate linkage scans
Genes within genome-wide significant univariate linkage regions.
Below, Figure S2-S5 show the chromosomal locations of the maximum linkage peak for each univariate linkage scan (using the UCSC genome browser). The chromosomal locations shown include the confidence interval of LOD score – 1 surrounding the maximum linkage peak. 
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Figure S2: Plot of genes within 16p12.1-p11.2, where suggestive linkage with alcohol dependence was observed
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Figure S3: Plot of genes within 14q13.2-q21.2, where significant linkage with drug dependence was observed.
[image: image4.emf]Window Position chr4:59,384,718-78,166,177 (18,781,460 bp)
Scale 5 Mb | hg18
chra: | 65,000,000 70,000,000 75,000,000
Chromosome Bands Localized by FISH Mapping Clones
chromosome Band [ EEEERINE = /o132 4q21.1
UCSC Genes (RefSeq, GenBank, tRNAs & Comparative Genomics)
LPHNS [l

EPHASl{f uBAs] CsSN1s1| GC| ALB| THAPS|
BC039452|

AK0932031 UGT2A1| NPFFR2{{ IL8| uso1]
SRD5A2L2]]  CENPC1| SULT1E1| coxig| BTC|

LOC1001446021 SYT14L|  CSN2|  ANKRD17}] RCHY1]|
STAP1|  STATH| AFP| CDKL2|
AK093682| HTN3| AFM| G3BP2|

AJ617629+H  HTNA1| RASSF6| PPEF2|
GNRHR|  C4orf40|

CXCL6|  NAAA|
BC045560 | ODAM| PF4V1| CXCL9|
TMPRSS11D| Caorf7 | CXCL1|  ART3|
TMPRSS11A| CSN3| PF4| NUP54|
TMPRSS11F|  C4orf35]| PPBP| STBD1|
LOC1001300171  SMR3A|

CXCL5| DQ576800!
AK123556|  SMR3B| CXCL3| ANKRDS56|
TMPRSS11B|  PROL1|

PPBPL2] SEPT11|
YTHDC1|  MUC7| CXCL2|

TMPRSS11E|  AMTN| MTHFD2L
UGT2B17|  AMBN| LOC541467 |
UGT2B15|  ENAM| BC016361 |

TMPRSS11E| IGJ | EPGN|
UGT2B15|  UTP3| EREG|
UGT2B10| GRSF1| AREG H
UGT2A3| DCK | AK027257|
UGT2B7|  ADAMTS3H Cdorf26 |
UGT2B11| DKFZP56400823 |
AK124272| AK311578|
UGT2B28| SDAD1 |
UGT2B4| CXCL10|
SULT1B1 | CXCL11 |
CSN1S2A | SCARB2|
CSN1S2BI FAM47D |
RUFY3| FLJ25770|
MOBKL1A ||

SHROOM3
sLcaA4 il










Figure S4: Plot of genes within 4q13.1-q21.1, where suggestive linkage with smoking was observed.
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Figure S5: Plot of genes within 12q24.32-q24.33, where significant linkage with anxiety was observed. 

Comorbidity between addiction subtypes
Table S2:  Frequency of comorbidities between addiction subtypes (percentage figures describe the number of comorbid cases out of the addiction subtype described in the column heading)
	
	Percentage of cases with comorbid:

	
	Alcohol Dependence
	Drug Dependence
	Smoking

	Alcohol Dependence
(n=300)
	-
	35.3%

(n=106)
	63.0%

(n=189)

	Drug Dependence

(n=136)
	77.9%

(n=106)
	-
	69.1%

(n=94)

	Smoking

(n=435)
	43.4%

(n=189)
	21.6%

(n=94)
	-


Genome-wide results of univariate linkage

Figure S6-S8 show the linkage signal across all chromosomes for each of the bivariate analyses undertaken. 
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Figure S6: Genome-wide plot of bivariate linkage signal for alcohol dependence and anxiety, with univariate signals also shown. Significant bivariate peak on chromosome 9.
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Figure S7: Genome-wide plot of bivariate linkage signal for drug dependence and anxiety, with univariate signals also shown. Significant bivariate peak on chromosome 18.
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Figure S8: Genome-wide plot of bivariate linkage signal for smoking and anxiety, with univariate signals also shown. No significant bivariate signal found.

Genes within genome-wide significant bivariate linkage regions.
Below, Figure S9-S10 show the chromosomal locations with significant linkage signals in the genome-wide bivariate scans. The chromosomal locations shown include the confidence interval of LOD score – 1 surrounding the maximum peak. 
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Figure S9: Plot to show genes on 9q33.1-q33.2, where bivariate linkage is observed with alcohol dependence and anxiety
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Figure S10: Plot to show genes on 18p11.23-p11.22, where bivariate linkage is observed with drug dependence and anxiety
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