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Supplementary Table 1. Distribution of site between the four groups

	Variables
	FEP* users (N = 613)
	FEP non-users (N = 492)
	HC* users (N = 329)
	HC non-users (N = 1026)
	Statistics (χ2; p)

	Site N (%)
	
	
	
	
	(χ2 = 304.4; p ≤ .001) 

	   London
	116 (27.8)
	81 (19.4)
	36 (8.6)
	185 (44.3)
	

	   Cambridge
	23 (15.4)
	20 (13.4)
	19 (12.8)
	87 (58.4)
	

	   Amsterdam
	64 (32.8)
	30 (15.4)
	21 (10.8)
	80 (41.0)
	

	   Leiden
	61 (29.6)
	38 (18.4)
	21 (10.2)
	86 (41.7)
	

	   Madrid
	27 (35.1)
	12 (15.6)
	15 (19.5)
	23 (29.9)
	

	   Barcelona
	15 (22.7)
	15 (22.7)
	13 (19.7)
	23 (34.8)
	

	   Oviedo
	21 (28.0)
	16 (21.3)
	13 (17.3)
	25 (33.3)
	

	   Valencia
	22 (27.8)
	25 (31.6)
	7 (8.9)
	25 (31.6)
	

	   Galicia
	15 (23.8)
	11 (17.5)
	13 (20.6)
	24 (38.1)
	

	   Cuenca
	13 (24.1)
	5 (9.3)
	10 (18.5)
	26 (48.1)
	

	   Cretail
	28 (18.4)
	25 (16.4)
	21 (13.8)
	78 (51.3)
	

	   Puy de Dome
	8 (13.1)
	7 (11.5)
	14 (23.0)
	32 (52.5)
	

	   Maison-Blanche
	24 (66.7)
	12 (33.3)
	0 (0.0)
	0 (0.0)
	

	   Bologne
	35 (27.1)
	33 (25.6)
	19 (14.7)
	42 (32.6)
	

	   Palermo
	43 (27.6)
	15 (9.6)
	50 (32.1)
	48 (30.8)
	

	   Verona
	22 (39.3)
	34 (60.7)
	0 (0.0)
	0 (0.0)
	

	   Sao Paulo
	76 (15.6)
	113 (23.2)
	57 (11.7)
	242 (49.6)
	


Note: *FEP: First episode psychosis. HC: Healthy controls. 
Supplementary Table 2. Distribution of other substance use in the sample

	Other substance use N (%)
	
	Total sample
	Patients 
	Controls
	FEP users
	FEP non-users

	Inhalants
	Yes
	48 (32.2)
	35 (36.8)
	13 (24.1)
	23 (34.8)
	12 (42.9)

	
	No
	101 (67.8)
	60 (63.2)
	41 (75.9)
	43 (65.2)
	16 (57.1)

	Stimulants
	Yes
	32 (37.6)
	29 (47.5)
	3 (12.5)
	26 (49.1)
	3 (37.5)

	
	No
	53 (62.4)
	32 (52.5)
	21 (87.5)
	27 (50.9)
	5 (62.5)

	Sedatives
	Yes
	39 (45.9)
	33 (56.9)
	6 (22.2)
	26 (56.5)
	7 (58.3)

	
	No
	46 (54.1)
	25 (43.1)
	21 (77.8)
	20 (43.5)
	5 (41.7)

	Opioids
	Yes
	14 (21.9)
	11 (24.4)
	3 (15.8)
	9 (23.1)
	2 (33.3)

	
	No
	50 (78.1)
	34 (75.6)
	16 (84.2)
	30 (76.9)
	4 (66.7)

	Hallucinogens
	Yes
	78 (30.1)
	52 (37.1)
	26 (21.8)
	39 (34.8)
	13 (48.1)

	
	No
	181 (69.9)
	88 (62.9)
	93 (78.2)
	73 (65.2)
	14 (51.9)

	Ketamine
	Yes
	37 (37.4)
	24 (37.5)
	13 (37.1)
	21 (38.9)
	3 (30.0)

	
	No
	62 (62.6)
	40 (62.5)
	22 (62.9)
	33 (61.1)
	7 (70.0)

	Novel Psychoactive Substances
	Yes
	22 (29.3)
	14 (31.8)
	8 (25.8)
	11 (33.3)
	3 (27.3)

	
	No
	53 (70.7)
	30 (68.2)
	23 (74.2)
	22 (66.7)
	8 (72.7)


Note: *FEP: First episode psychosis. 
Supplementary Table 3. Binary logistic regression analyses of patients and controls, and type of tobacco and/or cannabis use covarying by age, sex, country, years of education, and alcohol use. 
	
	Predictive value of the model: 70.6%

	Variables
	B
	SE
	Wald Χ2 
	df
	Sig.
	AOR
	95% CI for AOR

	
	
	
	
	
	
	
	Lower
	Upper

	Age
	-.03
	.01
	69.1
	1
	≤.001
	.97
	.96
	.97

	Sex
	-.5
	.1
	25.6
	1
	≤.001
	.6
	.5
	.7

	Country**
	
	
	
	
	
	
	
	

	   United Kingdom
	.6
	.2
	12.7
	1
	≤.001
	1.8
	1.3
	2.4

	   Netherlands
	1.2
	.2
	47.4
	1
	≤.001
	3.3
	2.4
	4.7

	   Spain
	.7
	.2
	17.9
	1
	≤.001
	2.0
	1.4
	2.7

	   France
	.4
	.2
	5.7
	1
	.017
	1.5
	1.2
	2.2

	   Italy
	.8
	.2
	24.3
	1
	≤.001
	2.3
	1.6
	3.2

	   Brazil
	
	
	52.9
	5
	≤.001
	
	
	

	Years of education
	-.1
	.01
	81.7
	1
	≤.001
	.89
	.87
	.9

	Alcohol use
	-.8
	.1
	52.6
	1
	≤.001
	.5
	.4
	.6

	Type of tobacco/cannabis use**
	

	   Nonuse
	
	
	149.3
	3
	≤.001**
	
	
	

	   Tobacco only
	1.1
	.1
	96.4
	1
	≤.001
	3.0
	2.4
	3.7

	   Tobacco and cannabis
	1.4
	.2
	71.1
	1
	≤.001
	3.9
	2.9
	5.4

	   Cannabis only
	-.5
	.3
	3.8
	1
	.051
	.6
	.3
	1.0


Note *AOR: Adjusted Odds Ratio. ** The reference group for “sex” was male. For “country”, was Brazil. For “Type of tobacco/cannabis use”, was “Nonuse”. 
Supplementary Table 4. Logistic regression including patients and controls and heavy and non-heavy tobacco use with and without cannabis use covariate

	
	No cannabis control (predictive value of the model: 70.3%)
	Freq. of cannabis (predictive value of the model: 72.3%)

	Variables
	B
	SE
	Wald Χ2 
	df
	Sig.
	AOR*
	95% CI for AOR
	B
	SE
	Wald Χ2 
	df
	Sig.
	AOR
	95% CI for AOR

	
	
	
	
	
	
	
	Lower
	Upper
	
	
	
	
	
	
	Lower
	Upper

	Age
	-.05
	.01
	43.6
	1
	≤.001
	.95
	.94
	.97
	-.04
	.01
	23.1
	1
	≤.001
	.96
	.95
	.98

	Sex
	-.6
	.2
	14.9
	1
	≤.001
	.5
	.4
	.7
	-.4
	.2
	5.3
	1
	.021**
	.7
	.5
	.9

	Country
	

	   United Kingdom
	1.1
	.3
	13.4
	1
	≤.001
	2.9
	1.6
	5.2
	1.0
	.3
	11.5
	1
	.001
	2.8
	1.5
	5.1

	   Netherlands
	1.8
	.3
	32.2
	1
	≤.001
	6.1
	3.3
	11.4
	1.7
	.3
	27.4
	1
	≤.001
	5.6
	2.9
	10.7

	   Spain
	.7
	.3
	6.5
	1
	.011
	2.0
	1.2
	3.5
	.7
	.3
	5.2
	1
	.022
	1.9
	1.1
	3.4

	   France
	.7
	.3
	5.1
	1
	.024
	2.1
	1.1
	4.0
	.7
	.3
	4.3
	1
	.038
	2.0
	1.0
	4.0

	   Italy
	.6
	.3
	5.4
	1
	.020
	1.9
	1.1
	3.3
	.8
	.3
	7.0
	1
	.008
	2.2
	1.2
	3.8

	   Brazil
	
	
	35.7
	5
	≤.001**
	
	
	
	
	
	29.3
	5
	≤.001**
	
	
	

	Years of education
	-.1
	.02
	33.3
	1
	≤.001
	.9
	.8
	.9
	-.1
	.02
	27.8
	1
	≤.001
	.9
	.8
	.9

	Alcohol use
	-.6
	.2
	11.5
	1
	.001
	.5
	.4
	.8
	-.7
	.2
	11.5
	1
	.001
	.5
	.3
	.8

	Heavy/nonheavy tob. use
	.5
	.2
	10.0
	1
	.002
	1.7
	1.2
	2.4
	.5
	.2
	8.6
	1
	.003
	1.7
	1.2
	2.4

	Cannabis frequency
	
	
	
	
	
	
	
	
	

	   Never/Occasional use
	-
	-
	-
	-
	-
	-
	-
	-
	
	
	42.5
	2
	≤.001**
	
	
	

	   More than once weekly
	-
	-
	-
	-
	-
	-
	-
	-
	.5
	.2
	4.8
	1
	.029
	1.7
	1.0
	2.6

	   Daily use
	-
	-
	-
	-
	-
	-
	-
	-
	1.3
	.2
	42.5
	1
	≤.001
	3.8
	2.5
	5.6


Note: * AOR: Adjusted Odds Ratio; ** The reference group for “sex” was male. For “country” was Brazil. For “Cannabis frequency”, the reference group was “Never/Occasional use”.

Supplementary Table 5. Binary logistic regression analyses of patients and controls, and frequency of use of the different types of tobacco and/or cannabis use covarying by age, sex, country, years of education and alcohol use.

	
	Predictive value of the model: 70.5%

	Variables
	B
	SE
	Wald Χ2 
	df
	Sig.
	AOR
	95% CI for AOR

	
	
	
	
	
	
	
	Lower
	Upper

	Age
	-.03
	.01
	68.1
	1
	≤.001
	.96
	.95
	.97

	Sex
	-.5
	.1
	25.2
	1
	≤.001
	.6
	.5
	.7

	Country**
	
	
	
	
	
	
	
	

	   United Kingdom
	.6
	.2
	13.8
	1
	≤.001
	1.8
	1.3
	2.5

	   Netherlands
	1.2
	.2
	49.8
	1
	≤.001
	3.5
	2.5
	5.0

	   Spain
	.7
	.2
	17.3
	1
	≤.001
	2.0
	1.4
	2.7

	   France
	.5
	.2
	6.5
	1
	.011
	1.6
	1.1
	2.3

	   Italy
	.8
	.2
	24.8
	1
	≤.001
	2.3
	1.7
	3.3

	   Brazil
	
	
	54.6
	5
	≤.001
	
	
	

	Years of education
	-.1
	.01
	79.3
	1
	≤.001
	.89
	.87
	.91

	Alcohol use
	-.8
	.1
	52.2
	1
	≤.001
	.5
	.4
	.6

	Frequency of use of types of tobacco and/or cannabis use**
	

	   Nonuse
	
	
	150.0
	5
	≤.001**
	
	
	

	   Heavy Tobacco only
	1.3
	.2
	57.5
	1
	≤.001
	3.5
	2.5
	4.9

	   Non-heavy Tobacco only
	1.0
	.1
	57.9
	1
	≤.001
	2.7
	2.1
	3.5

	   Cannabis only
	-.5
	.3
	3.9
	1
	.049
	.6
	.3
	1.0

	   Heavy Tobacco and cannabis
	2.0
	.3
	40.8
	1
	≤.001
	7.3
	4.0
	13.5

	   Non-Heavy Tobacco and cannabis
	1.1
	.2
	36.8
	1
	≤.001
	3.0
	2.1
	4.4


Note *AOR: Adjusted Odds Ratio. ** The reference group for “sex” was male. For “country”, was Brazil. For “Type of tobacco/cannabis use”, was “Nonuse”. 
Supplementary Table 6. ANCOVA analysis of age of onset and type of tobacco and/or cannabis use 
	Dependent variable (mean ± SD)
	NU***
	TO 
	CO 
	T&C 
	F
	p
	η2
	R2
	Post-hoc Analyses****

	Age of psychosis onset *
	31.6 ± 11.2
	29.5 ± 10.8
	23.1 ± 5.3
	24.8 ± 7.3
	10.5
	<.001
	.03
	.15
	T&C < TOa, NUb
CO < TOc, NUd

	Age of psychosis onset **
	31.6 ± 11.2
	29.5 ± 10.8
	23.1 ± 5.3
	24.8 ± 7.3
	9.0
	<.001
	.03
	.17
	T&C < TOe, NUf
CO < TOg, NUh


Note * The covariables of this analysis were: sex, country, years of education and alcohol use ** The covariables of this analysis were: sex, site, years of education and alcohol use ***The variable “Tobacco/Cannabis subgroups” includes the following four categories: 1) nonusers (NU), 2) tobacco only users (TO), 3) cannabis only users (CO) and 4) tobacco and cannabis users (T&C). ****Bonferroni- corrected p values: a (p ≤ .001); b (p ≤ .001); c (p = .035); d (p = .002), e (p ≤ .001); f (p ≤ .001); g (p = .032); h (p = .002)
Supplementary Table 7. ANCOVA analysis of age of onset and frequency of use of the different types of tobacco and/or cannabis use 

	Dependent variable (mean ± SD)
	NU***
	HTO 
	NHTO 
	CO 
	HT&C
	NHT&C
	F
	p
	η2
	R2
	Post-hoc Analyses****

	Age of psychosis onset *
	31.6 ± 11.2
	30.7 ± 10.7
	28.5 ± 10.6
	23.1 ± 5.3
	23.7 ± 7.3
	25.1 ± 7.0
	7.0
	<.001
	.04
	.16
	NHTO < NUa
HT&C < HTOb, NHTOc, NUd

NHT&C < HTOe, NUf
CO < HTOg, NUh

	Age of psychosis onset **
	31.6 ± 11.2
	30.7 ± 10.7
	28.5 ± 10.6
	23.1 ± 5.3
	23.7 ± 7.3
	25.1 ± 7.0
	6.2
	<.001
	.03
	.18
	NHTO < NUi
HT&C < HTOj, NHTOk, NUl
NHT&C < HTOm, NUn
CO < HTOo, NUp


Note * The covariables of this analysis were: sex, country, years of education and alcohol use ** The covariables of this analysis were: sex, site, years of education and alcohol use ***The variable “Frequency of Tobacco/Cannabis subgroups” includes the following 6 categories: 1) nonusers (NU), 2) heavy tobacco only users (HTO), 3) non-heavy tobacco only users (NHTO), 4) cannabis only users (CO), 5) heavy tobacco and cannabis users (HT&C) and 6) non-heavy tobacco and cannabis users (NHT&C). ****Bonferroni- corrected p values: a (p = .009); b (p ≤ .001); c (p = .010); d (p ≤ .001), e (p ≤ .001), f (p ≤ .001), g (p = .021), h (p = .005), i (p = .007); j (p ≤ .001); k (p = .008); l (p ≤ .001), m (p ≤ .001), n (p ≤ .001), o (p = .018), p (p = .004).
Supplementary Table 8. Binary logistic regression analyses of diagnosis, and type of tobacco and/or cannabis use covarying by age, sex, country, years of education and alcohol use
	
	Predictive value of the model: 60.2%

	Variables
	B
	SE
	Wald Χ2 
	df
	Sig.
	AOR*
	95% CI for AOR

	
	
	
	
	
	
	
	Lower
	Upper

	Age
	.01
	.01
	.4
	1
	.542
	1.0
	.99
	1.0

	Sex
	-.6
	.1
	16.5
	1
	<.001
	.6
	.4
	.7

	Country**
	
	
	
	
	
	
	
	

	   United Kingdom
	.1
	.2
	.3
	1
	.592
	1.1
	.7
	1.8

	   Netherlands
	.9
	.2
	12.2
	1
	<.001
	2.4
	1.5
	3.8

	   Spain
	.5
	.2
	5.7
	1
	.017
	1.7
	1.1
	2.7

	   France
	.7
	.3
	7.1
	1
	.008
	2.0
	1.2
	3.4

	   Italy
	.2
	.2
	1.2
	1
	.280
	1.3
	.8
	2.0

	   Brazil
	
	
	20.4
	5
	.001
	
	
	

	Years of education
	-.01
	.02
	.3
	1
	.591
	.99
	.96
	1.0

	Alcohol use
	-.3
	.1
	5.6
	1
	.018
	.7
	.5
	.9

	Type of tobacco/cannabis use**
	

	   Nonuse
	
	
	11.0
	3
	.012
	
	
	

	   Tobacco only
	.2
	.1
	2.0
	1
	.158
	1.2
	.9
	1.7

	   Tobacco and cannabis
	.7
	.2
	10.4
	1
	.001
	1.9
	1.3
	2.9

	   Cannabis only
	.6
	.5
	1.6
	1
	.204
	1.8
	.7
	4.6


Note *AOR: Adjusted Odds Ratio. ** The reference group for “sex” was male. For “country” was Brazil. For “Type of tobacco/cannabis use”, the reference group was “Nonuse”. 
Supplementary Table 9. Binary logistic regression analyses of diagnosis, and frequency of tobacco and/or cannabis use covarying by age, sex, country, years of education and alcohol use.
	
	Predictive value of the model: 59.5%

	Variables
	B
	SE
	Wald Χ2 
	df
	Sig.
	AOR*
	95% CI for AOR

	
	
	
	
	
	
	
	Lower
	Upper

	Age
	.01
	.01
	.4
	1
	.549
	1.0
	.99
	1.0

	Sex
	-.6
	.1
	17.0
	1
	≤.001
	.5
	.4
	.7

	Country**
	
	
	
	
	
	
	
	

	   United Kingdom
	.2
	.2
	.5
	1
	.484
	1.2
	.7
	1.9

	   Netherlands
	.9
	.2
	14.2
	1
	≤.001
	2.6
	1.6
	4.2

	   Spain
	.6
	.2
	6.4
	1
	.011
	1.8
	1.1
	2,.8

	   France
	.7
	.3
	7.4
	1
	.007
	2.1
	1.2
	3.6

	   Italy
	.3
	.2
	1.8
	1
	.183
	1.4
	.9
	2.2

	   Brazil
	
	
	22.1
	5
	≤.001
	
	
	

	Years of education
	-.01
	.02
	.1
	1
	.699
	.99
	.96
	1.0

	Alcohol use
	-.3
	.1
	5.4
	1
	.020
	.7
	.5
	.9

	Frequency of use of types of tobacco and/or cannabis use**
	

	   Nonuse
	
	
	9.4
	5
	.093
	
	
	

	   Heavy Tobacco only
	.2
	.2
	1.4
	1
	.230
	1.3
	.8
	1.9

	   Non-heavy Tobacco only
	.2
	.2
	.9
	1
	.352
	1.2
	.8
	1.7

	   Cannabis only
	.6
	.5
	1.5
	1
	.213
	1.8
	.7
	4.6

	   Heavy Tobacco and cannabis
	.7
	.3
	5.3
	1
	.021
	2.0
	1.1
	3.7

	   Non-Heavy Tobacco and cannabis
	.5
	.2
	5.2
	1
	.022
	1.7
	1.1
	2.7


Note *AOR: Adjusted Odds Ratio. ** The reference group for “sex” was male. For “country” was Brazil. For “Type of tobacco/cannabis use”, the reference group was “Nonuse”. 
Supplementary Table 10. Logistic regression which includes patients and controls covarying by age, sex, site, years of education and alcohol use. Frequency of cannabis use was added as a covariable in Model 2.

	
	Model 1: No cannabis control (predictive value of the model: 72.9%)
	Model 2: Freq. of cannabis (predictive value of the model: 71.3%)

	Variables
	B
	SE
	Wald Χ2 
	df
	Sig.
	AOR*
	95% CI for AOR
	B
	SE
	Wald Χ2 
	df
	Sig.
	AOR
	95% CI for AOR

	
	
	
	
	
	
	
	Lower
	Upper
	
	
	
	
	
	
	Lower
	Upper

	Age
	-.03
	.004
	74.7
	1
	≤.001
	.96
	.96
	.97
	-.03
	.004
	54.8
	1
	≤.001
	.97
	.96
	.98

	Sex
	-.5
	.1
	24.4
	1
	≤.001
	.6
	.5
	.7
	-.5
	.1
	13.2
	1
	≤.001
	.7
	.6
	.8

	Site**
	

	   London
	.8
	.3
	4.8
	1
	.028
	2.1
	1.1
	4.2
	.7
	.4
	4.0
	1
	.045
	2.0
	1.0
	4.1

	   Cambridge
	.4
	.4
	.9
	1
	.347
	1.4
	.7
	3.0
	.4
	.4
	.9
	1
	.335
	1.5
	.7
	3.2

	   Amsterdam
	1.3
	.4
	11.7
	1
	.001
	3.5
	1.7
	7.3
	1.2
	.4
	9.5
	1
	.002
	3.2
	1.5
	6.8

	   Leiden
	1.3
	.4
	12.7
	1
	≤.001
	3.7
	1.8
	7.5
	1.3
	.4
	11.6
	1
	.001
	3.6
	1.7
	7.4

	   Madrid
	.5
	.4
	1.4
	1
	.239
	1.6
	.7
	3.7
	.5
	.4
	1.3
	1
	.255
	1.6
	.7
	3.7

	   Barcelona
	1.0
	.4
	5.1
	1
	.024
	2.6
	1.1
	6.2
	.9
	.4
	4.1
	1
	.042
	2.4
	1.0
	5.8

	   Oviedo
	.9
	.4
	4.3
	1
	.037
	2.4
	1.0
	5.3
	.9
	.4
	4.2
	1
	.041
	2.4
	1.0
	5.5

	   Valencia
	1.4
	.4
	11.1
	1
	.001
	4.1
	1.8
	9.6
	1.4
	.4
	9.9
	1
	.002
	4.0
	1.7
	9.3

	   Galicia
	.5
	.4
	1.5
	1
	.212
	1.7
	.7
	4.1
	.4
	.4
	.9
	1
	.352
	1.5
	.6
	3.7

	   Cuenca
	
	
	98.8
	14
	≤.001
	
	
	
	
	
	87.2
	14
	≤.001
	
	
	

	   Cretail
	.4
	.4
	1.0
	1
	.311
	1.5
	.7
	3.1
	.4
	.4
	1.0
	1
	.312
	1.5
	.7
	3.1

	   Puy de Dome
	-.1
	.5
	.1
	1
	.760
	.9
	.3
	2.1
	-.2
	.5
	.1
	1
	.701
	.8
	.3
	2.1

	   Bologne
	1.4
	.4
	13.7
	1
	≤.001
	4.1
	1.9
	8.8
	1.5
	.4
	14.2
	1
	≤.001
	4.4
	2.0
	9.5

	   Palermo
	-.2
	.4
	.2
	1
	.625
	.8
	.4
	1.7
	-.9
	.4
	.05
	1
	.818
	.9
	.4
	1.9

	   Sao Paulo
	.04
	.3
	.02
	1
	.898
	1.0
	.5
	2.0
	.1
	.3
	.03
	1
	.854
	1.1
	.5
	2.1

	Years of education
	-.1
	.01
	85.9
	1
	≤.001
	.9
	.8
	.9
	-.1
	.0
	75.5
	1
	≤.001
	.9
	.9
	.9

	Alcohol use
	-.8
	.1
	48.4
	1
	≤.001
	.5
	.4
	.6
	-.8
	.1
	49.0
	1
	≤.001
	.4
	.4
	.6

	Tobacco use
	1.3
	.1
	155.9
	1
	≤.001
	3.7
	3.0
	4.5
	1.1
	.1
	88.9
	1
	≤.001
	2.9
	2.3
	3.6

	Cannabis frequency**
	
	
	
	
	
	
	
	
	

	   Never/Occasional use
	-
	-
	-
	-
	-
	-
	-
	-
	
	
	54.6
	2
	≤.001
	
	
	

	   More than once weekly
	-
	-
	-
	-
	-
	-
	-
	-
	.2
	.2
	1.8
	1
	.175
	1.3
	.9
	1.8


	   Daily use
	-
	-
	-
	-
	-
	-
	-
	-
	1.1
	.1
	54.5
	1
	≤.001
	3.1
	2.3
	4.2


Note: *AOR: Adjusted Odds Ratio; **The reference group for “site” was Cuenca. For “Cannabis frequency”. The reference group was “Never/Occasional use”. Data from Verona and Maison-Blanche was excluded because either there were no controls recruited nor available tobacco data for the group of controls

	
	Model 1: No cannabis control (predictive value of the model: 72.9%)
	Model 2: Freq. of cannabis (predictive value of the model: 71.3%)

	Variables
	B
	SE
	Wald Χ2 
	df
	Sig.
	AOR
	95% CI for AOR
	B
	SE
	Wald Χ2 
	df
	Sig.
	AOR
	95% CI for AOR

	
	
	
	
	
	
	
	Lower
	Upper
	
	
	
	
	
	
	Lower
	Upper

	Age
	-.05
	.01
	48.7
	1
	≤.001
	.95
	.93
	.96
	-.04
	.01
	28.4
	1
	≤.001
	.96
	.94
	.97

	Sex
	-.6
	.2
	12.9
	1
	≤.001
	.5
	.4
	.8
	-.4
	.2
	4.8
	1
	.029
	.7
	.5
	1.0

	Site**
	

	   London
	.9
	.5
	3.3
	1
	.069
	2.6
	.9
	7.1
	.8
	.5
	2.4
	1
	.118
	2.3
	.8
	6.6

	   Cambridge
	-.04
	.6
	.004
	1
	.949
	1.0
	.3
	3.0
	-.1
	.6
	.04
	1
	.850
	.9
	.3
	2.9

	   Amsterdam
	1.5
	.5
	7.0
	1
	.008
	4.3
	1.5
	12.8
	1.2
	.6
	4.7
	1
	.030
	3.5
	1.1
	10.8

	   Leiden
	1.4
	.5
	6.4
	1
	.011
	4.0
	1.4
	11.7
	1.4
	.6
	5.6
	1
	.017
	3.9
	1.3
	12.0

	   Madrid
	.3
	.6
	.3
	1
	.557
	1.4
	.4
	4.6
	.2
	.6
	.1
	1
	.695
	1.3
	.4
	4.3

	   Barcelona
	.1
	.6
	.04
	1
	.833
	1.1
	.3
	4.0
	.1
	.7
	.01
	1
	.906
	1.1
	.3
	4.0

	   Oviedo
	.6
	.6
	1.0
	1
	.328
	1.8
	.5
	6.0
	.5
	.6
	.7
	1
	.395
	1.7
	.5
	6.1

	   Valencia
	.9
	.7
	1.4
	1
	.238
	2.4
	.6
	10.1
	.7
	.8
	.8
	1
	.361
	2.0
	.4
	9.0

	   Galicia
	-.03
	.6
	.002
	1
	.967
	1.0
	.3
	3.3
	-.2
	.6
	.1
	1
	.782
	.8
	.2
	3.0

	   Cuenca
	
	
	60.8
	14
	≤.001
	
	
	
	
	
	49.8
	14
	≤.001
	
	
	

	   Cretail
	.4
	.6
	.5
	1
	.497
	1.5
	.5
	4.5
	.2
	.6
	.1
	1
	.708
	1.2
	.4
	4.0

	   Puy de Dome
	-.7
	.7
	1.1
	1
	.304
	.5
	.1
	1.9
	-.5
	.7
	.6
	1
	.445
	.6
	.1
	2.3

	   Bologne
	.8
	.6
	2.0
	1
	.160
	2.2
	.7
	6.8
	.9
	.6
	2.3
	1
	.130
	2.4
	.8
	7.8

	   Palermo
	-.5
	.5
	.9
	1
	.353
	.6
	.2
	1.7
	-.4
	.5
	.5
	1
	.465
	.7
	.2
	1.9

	   Sao Paulo
	-.4
	.5
	.7
	1
	.396
	.6
	.2
	1.8
	-.5
	.5
	.8
	1
	.373
	.6
	.2
	1.8

	Years of education
	-.1
	.02
	33.3
	1
	≤.001
	.9
	.8
	.9
	-.1
	.02
	28.6
	1
	≤.001
	.9
	.8
	.9

	Alcohol use
	-.6
	.2
	9.2
	1
	.002
	.5
	.4
	.8
	-.6
	.2
	9.6
	1
	.002
	.5
	.4
	.8

	Heavy/nonheavy tob. use
	.6
	.2
	9.4
	1
	.002
	1.7
	1.2
	2.5
	.5
	.2
	7.7
	1
	.005
	1.7
	1.2
	2.4

	Cannabis frequency**
	
	
	
	
	
	
	
	
	

	   Never/Occasional use
	-
	-
	-
	-
	-
	-
	-
	-
	
	
	40.1
	2
	≤.001
	
	
	

	   More than once weekly
	-
	-
	-
	-
	-
	-
	-
	-
	.5
	.2
	4.2
	1
	.040
	1.6
	1.0
	2.6

	   Daily use
	-
	-
	-
	-
	-
	-
	-
	-
	1.3
	.2
	40.0
	1
	≤.001
	3.7
	2.5
	5.6


Supplementary Table 11. Logistic regression which includes heavy and non-heavy tobacco-user patients and controls covarying by age, sex, site, years of education and alcohol use. Frequency of cannabis use was added as a covariable in Model 2.
Note: *AOR: Adjusted Odds Ratio; **The reference group for “site” was Cuenca. For “Cannabis frequency”. The reference group was “Never/Occasional use”. *Data from Verona and Maison-Blanche was excluded because either there were no controls recruited nor available tobacco data for the group of controls.
Supplementary Table 12. Linear regressions analysing the association between tobacco use and age of onset of psychosis in the FEP sample and covarying by sex, site, years of education and alcohol use. Frequency of cannabis use was added as a covariable in Model 2.

	Comparison groups
	Model 1. Linear regression*
	Model 2. Linear regression**

	
	B
	SE
	t
	Sig.
	95% CI
	B
	SE
	t
	Sig.
	95% CI

	
	
	
	
	
	Lower
	Upper
	
	
	
	
	Lower
	Upper

	i) FEPUa vs. FEPNUb
	-2.5
	.7
	-3.6
	≤.001
	-3.8
	-1.1
	.3
	.8
	.4
	.701
	-1.2
	1.8

	ii) FEPU heavy vs. FEPU non-heavy users
	.7
	.9
	.8
	.424
	-1.1
	2.5
	.4
	.9
	.4
	.681
	-1.4
	2.1


Note: Results are based on a linear regression model in the subsample of FEP including i) tobacco use (yes/no) and the covariates, and ii) tobacco heavy vs non-heavy use and the covariates.  aFEPU: Tobacco-user first-episode psychosis patients; bFEPNU: Tobacco-nonuser first-episode psychosis patients. *Confounding variables were sex, country, years of education, and alcohol use; **Confounding variables were frequency of cannabis use, sex, country, years of education, and alcohol use
Supplementary Table 13. Binary logistic regression analyses assessing the association of tobacco use with diagnosis (schizophrenia vs. other psychosis) in the FEP sample covarying by age, sex, site, years of education and alcohol use. Frequency of cannabis use was added as a covariable in Model 2.

	Comparison groups
	Model 1. Binary logistic regression**
	
	Model 2. Binary logistic regression ***

	
	B
	SE
	Wald Χ2 
	df
	Sig.
	AOR*
	95% CI for AOR
	B
	SE
	Wald Χ2 
	df
	Sig.
	AOR
	95% CI for AOR

	
	
	
	
	
	
	
	Lower
	Upper
	
	
	
	
	
	
	Lower
	Upper

	FEPUa vs. FEPNUb
	.3
	.1
	3.9
	1
	.047
	1.3
	1.0
	1.8
	.1
	.2
	.3
	1
	.557
	1.1
	.8
	1.5

	FEPU heavy vs. FEPU non-heavy users
	.2
	.2
	1.3
	1
	.251
	1.3
	.8
	1.9
	.2
	.2
	1.0
	1
	.304
	1.2
	.8
	1.9


Note: Results are based on a logistic regression model in the subsample of FEP including i) tobacco use (yes/no) and the covariates, and ii) tobacco heavy vs non-heavy use and the covariates. *AOR: Adjusted Odds Ratio **Confounding variables were sex, country, years of education, and alcohol use; ***Confounding variables were frequency of cannabis use, sex, country, years of education, and alcohol use
Supplementary Table 14. Binary logistic regression analyses of diagnosis (schizophrenia vs other psychosis), and type of tobacco and/or cannabis use covarying by age, sex, site, years of education and alcohol use
	
	Predictive value of the model: 61.3%

	Variables
	B
	SE
	Wald Χ2 
	df
	Sig.
	AOR
	95% CI for AOR

	
	
	
	
	
	
	
	Lower
	Upper

	Age
	.01
	.01
	.7
	1
	.388
	1.0
	.99
	1.0

	Sex
	-.6
	.1
	16.2
	1
	≤.001
	.6
	.4
	.7

	Site**
	
	
	
	
	
	
	
	

	   London
	-1.7
	.7
	6.7
	1
	.010
	.2
	.05
	.7

	   Cambridge
	-1.8
	.7
	6.3
	1
	.012
	.2
	.04
	.7

	   Amsterdam
	-.9
	.7
	1.8
	1
	.185
	.4
	.1
	1.5

	   Leiden
	-1.1
	.7
	2.7
	1
	.097
	.3
	.1
	1.2

	   Madrid
	-2.2
	.7
	9.0
	1
	.003
	.1
	.02
	.5

	   Barcelona
	-1.8
	.8
	5.7
	1
	.017
	.2
	.04
	.7

	   Oviedo
	-1.3
	.7
	3.2
	1
	.073
	.3
	.1
	1.1

	   Valencia
	-1.0
	.7
	1.9
	1
	.170
	.4
	.1
	1.5

	   Galicia
	-.8
	.8
	.9
	1
	.349
	.5
	.1
	2.3

	   Cuenca
	
	
	40.9
	16
	.001
	
	
	

	   Cretail
	-1.6
	.7
	5.0
	1
	.025
	.2
	.05
	.8

	   Puy de Dome
	-1.5
	.8
	3.0
	1
	.082
	.2
	.04
	1.2

	   Bologne
	-1.7
	.7
	6.1
	1
	.013
	.2
	.05
	.7

	   Palermo
	-1.5
	.7
	4.6
	1
	.032
	.2
	.06
	.9

	   Sao Paulo
	-1.8
	.7
	7.9
	1
	.005
	.2
	.04
	.6

	Years of education
	-.01
	.02
	.1
	1
	.767
	1.0
	.95
	1.0

	Alcohol use
	-.3
	.1
	3.8
	1
	.050
	.7
	.5
	1.0

	Type of tobacco/cannabis use**
	

	   Nonuse
	
	
	10.5
	3
	.015**
	
	
	

	   Tobacco only
	.2
	.2
	1.7
	1
	.190
	1.2
	.9
	1.7

	   Tobacco and cannabis
	.7
	.2
	10.0
	1
	.002
	1.9
	1.3
	2.9

	   Cannabis only
	.6
	.5
	1.4
	1
	.231
	1.8
	.7
	4.6


Note *AOR: Adjusted Odds Ratio. ** The reference group for “sex” was male. For “site” was Cuenca. For “Type of tobacco/cannabis use”, the reference group was “Nonuse”. *Data from Verona and Maison-Blanche was excluded because either there were no controls recruited nor available tobacco data for the group of controls
Supplementary Table 15. Binary logistic regression analyses of diagnosis (schizophrenia vs other psychosis), and frequency of tobacco and/or cannabis use covarying by age, sex, site, years of education and alcohol use.
	
	Predictive value of the model: 60.6%

	Variables
	B
	SE
	Wald Χ2 
	df
	Sig.
	AOR
	95% CI for AOR

	
	
	
	
	
	
	
	Lower
	Upper

	Age
	.01
	.01
	.8
	1
	.384
	1.0
	.99
	1.0

	Sex
	-.6
	.1
	16.2
	1
	≤.001
	.5
	.4
	.7

	Site**
	
	
	
	
	
	
	
	

	   London
	-1.7
	.7
	6.6
	1
	.010
	.2
	.05
	.7

	   Cambridge
	-1.8
	.7
	6.2
	1
	.013
	.2
	.04
	.7

	   Amsterdam
	-.8
	.7
	1.4
	1
	.241
	.4
	.1
	1.7

	   Leiden
	-1.1
	.7
	2.7
	1
	.101
	.3
	.1
	1.2

	   Madrid
	-2.1
	.7
	8.4
	1
	.004
	.1
	.03
	.5

	   Barcelona
	-1.8
	.8
	5.5
	1
	.018
	.2
	.04
	.7

	   Oviedo
	-1.3
	.7
	3.2
	1
	.072
	.3
	.1
	1.1

	   Valencia
	-1.0
	.7
	2.0
	1
	.152
	.3
	.1
	1.5

	   Galicia
	-.7
	.8
	.8
	1
	.358
	.5
	.1
	2.3

	   Cuenca
	
	
	40.6
	16
	.001
	
	
	

	   Cretail
	-1.5
	.7
	4.8
	1
	.029
	.2
	.05
	.8

	   Puy de Dome
	-1.4
	.8
	3.0
	1
	.084
	.2
	.04
	1.2

	   Bologne
	-1.7
	.7
	5.9
	1
	.015
	.2
	.05
	.7

	   Palermo
	-1.5
	.7
	4.5
	1
	.034
	.2
	.06
	.9

	   Sao Paulo
	-1.9
	.7
	8.3
	1
	.004
	.1
	.04
	.5

	Years of education
	-.01
	.02
	.05
	1
	.825
	1.0
	.96
	1.0

	Alcohol use
	-.3
	.1
	3.7
	1
	.053
	.7
	.5
	1.0

	Frequency of use of types of tobacco and/or cannabis use**
	

	   Nonuse
	
	
	9.2
	5
	.100
	
	
	

	   Heavy Tobacco only
	.3
	.2
	1.5
	1
	.227
	1.3
	.8
	2.0

	   Non-heavy Tobacco only
	.1
	.2
	.6
	1
	.427
	1.2
	.8
	1.7

	   Cannabis only
	.6
	.5
	1.4
	1
	.234
	1.8
	.7
	4.6

	   Heavy Tobacco and cannabis
	.7
	.3
	5.3
	1
	.021
	2.1
	1.1
	3.8

	   Non-Heavy Tobacco and cannabis
	.5
	.2
	4.9
	1
	.027
	1.7
	1.1
	2.7


Note *AOR: Adjusted Odds Ratio. ** The reference group for “sex” was male. For “site” was Cuenca. For “Type of tobacco/cannabis use”, the reference group was “Nonuse”. *Data from Verona and Maison-Blanche was excluded because either there were no controls recruited nor available tobacco data for the group of controls.
Supplementary Table 16. Logistic regression including patients and controls covarying by age, sex, country, years of education, alcohol and other substance use. Frequency of cannabis use was added as a covariable in Model 2. 
	
	No cannabis control (predictive value of the model: 75.6%)
	Freq. of cannabis (predictive value of the model: 77.3%)

	Variables
	B
	SE
	Wald Χ2 
	df
	Sig.
	AOR*
	95% CI for AOR
	B
	SE
	Wald Χ2 
	df
	Sig.
	AOR
	95% CI for AOR

	
	
	
	
	
	
	
	Lower
	Upper
	
	
	
	
	
	
	Lower
	Upper

	Age
	-.05
	.01
	17.9
	1
	≤.001
	.9
	.9
	1.0
	-.05
	.01
	16.0
	1
	≤.001
	.95
	.93
	.97

	Sex
	-.02
	.2
	.01
	1
	.939
	1.0
	.6
	1.7
	.1
	.3
	.2
	1
	.659
	1.1
	.7
	1.9

	Country
	

	   United Kingdom
	-.3
	.4
	.5
	1
	.457
	.8
	.5
	1.5
	-.2
	.4
	.4
	1
	.549
	.8
	.4
	1.7

	   Netherlands
	.4
	.4
	1.1
	1
	.286
	1.5
	.7
	3.3
	.3
	.4
	.7
	1
	.399
	1.4
	.6
	3.1

	   Spain
	.5
	.4
	1.4
	1
	.238
	1.6
	.7
	3.5
	.4
	.4
	.9
	1
	.329
	1.5
	.7
	3.3

	   France
	.2
	.6
	.1
	1
	.786
	1.2
	.4
	3.9
	.1
	.6
	.03
	1
	.855
	1.1
	.3
	3.8

	   Italy
	.4
	.5
	.6
	1
	.438
	1.5
	.5
	4.0
	.3
	.5
	.3
	1
	.598
	1.3
	.5
	3.6

	   Brazil
	
	
	6.9
	5
	.225
	
	
	
	
	
	4.4
	5
	.498
	
	
	

	Years of education
	-.1
	.03
	7.8
	1
	.005
	.9
	.9
	1.0
	-.1
	.03
	6.8
	1
	.009
	.9
	.9
	1.0

	Alcohol use
	-.8
	.3
	5.9
	1
	.015
	.5
	.2
	.9
	-.7
	.3
	5.0
	1
	.026
	.5
	.3
	.9

	Other substance use
	.8
	.2
	9.4
	1
	.002
	2.1
	1.3
	3.5
	.9
	.2
	11.4
	1
	.001
	2.4
	1.4
	3.9

	Tobacco use
	1.7
	.2
	51.5
	1
	≤.001
	5.7
	3.5
	9.1
	1.7
	.2
	43.9
	1
	≤.001
	5.4
	3.3
	8.9

	Cannabis frequency
	
	
	
	
	
	
	
	
	

	   Never/Occasional use
	-
	-
	-
	-
	-
	-
	-
	-
	
	
	5.9
	2
	.052
	
	
	

	   More than once weekly
	-
	-
	-
	-
	-
	-
	-
	-
	-.2
	.3
	.4
	1
	.526
	.8
	.4
	1.6

	   Daily use
	-
	-
	-
	-
	-
	-
	-
	-
	.5
	.3
	3.3
	1
	.069
	1.7
	1.0
	2.9


Note: * AOR: Adjusted Odds Ratio; ** The reference group for “sex” was male. For “country” was Brazil. For “Cannabis frequency”, the reference group was “Never/Occasional use”.

Supplementary Table 17. Linear regression models assessing the association between tobacco use and age of onset of psychosis in the FEP sample and covarying by sex, country, years of education, alcohol use, and other substance use. Frequency of cannabis use was added as a covariable in Model 2.
	Comparison groups
	Model 1. Linear regression*
	Model 2. Linear regression**

	
	B
	SE
	t
	Sig.
	95% CI
	B
	SE
	t
	Sig.
	95% CI

	
	
	
	
	
	Lower
	Upper
	
	
	
	
	Lower
	Upper

	FEPUa vs. FEPNUb
	-.1
	1.2
	-.1
	.940
	-2.4
	2.2
	.8
	1.2
	.6
	.524
	-1.6
	3.1

	FEPU heavy vs. FEPU non-heavy users
	.9
	1.1
	.8
	.416
	-1.3
	3.1
	.8
	1.1
	.7
	.468
	-1.4
	3.0


Note: Results are based on a logistic regression model in the subsample of FEP including i) tobacco use (yes/no) and the covariates, and ii) tobacco heavy vs non-heavy use and the covariates aFEPU: Tobacco-user first-episode psychosis patients; bFEPNU: Tobacco-nonuser first-episode psychosis patients. *Confounding variables were sex, country, years of education, alcohol use and other substance use; **Confounding variables were frequency of cannabis use, sex, country, years of education, alcohol use and other substance use.
Supplementary Table 18. ANCOVA analysis of age of onset and type of tobacco and/or cannabis use controlling by sex, country, years of education, alcohol use, and other substance use.
	Dependent variable (mean ± SD)
	NU*
	
	TO 
	CO 
	T&C 
	F
	p
	η2
	R2

	Age of psychosis onset 
	31.6 ± 11.2
	
	29.5 ± 10.8
	23.1 ± 5.3
	24.8 ± 7.3
	2.2
	.091**
	.03
	.10


Note *The variable “Tobacco/Cannabis subgroups” includes the following four categories: 1) nonusers (NU), 2)tobacco only users (TO), 3) cannabis only users (CO) and 4) tobacco and cannabis users (T&C). ** No post-hoc analyses were conducted due to the absence of significance in the main effect
Supplementary Table 19. ANCOVA analysis of age of onset and frequency of use of the different types of tobacco and/or cannabis use controlling by sex, country, years of education, alcohol use, and other substance use. 
	Dependent variable (mean ± SD)
	NU*
	HTO 
	NHTO 
	CO 
	HT&C
	NHT&C
	F
	p
	η2
	R2

	Age of psychosis onset 
	31.6 ± 11.2
	30.7 ± 10.7
	28.5 ± 10.6
	23.1 ± 5.3
	23.7 ± 7.3
	25.1 ± 7.0
	2.3
	.043**
	.05
	.11


Note *The variable “Frequency of Tobacco/Cannabis subgroups” includes the following 6 categories: 1) nonusers (NU), 2) heavy tobacco only users (HTO), 3) non-heavy tobacco only users, 4) cannabis only users (CO), 5) heavy tobacco and cannabis users (HT&C) and 6) non-heavy tobacco and cannabis users (NHT&C). **All of the Bonferroni pairwise comparisons between the subgroups were not significant.
Supplementary Table 20. Binary logistic regression analyses of diagnosis (schizophrenia vs other psychosis) covarying by age, sex, country, years of education, alcohol use, and other substance use. Frequency of cannabis use was added as a covariable in Model 2.

	Comparison groups
	Model 1. Binary logistic regression**
	
	Model 2. Binary logistic regression ***

	
	B
	SE
	Wald Χ2 
	df
	Sig.
	AOR*
	95% CI for AOR
	B
	SE
	Wald Χ2 
	df
	Sig.
	AOR
	95% CI for AOR

	
	
	
	
	
	
	
	Lower
	Upper
	
	
	
	
	
	
	Lower
	Upper

	FEPUa vs. FEPNUb
	.2
	.3
	.4
	1
	.550
	1.2
	.6
	2.3
	.1
	.3
	.1
	1
	.743
	1.1
	.6
	2.2

	FEPU heavy vs. FEPU non-heavy users
	.06
	.3
	.02
	1
	.874
	1.0
	.5
	2.0
	.02
	.3
	.01
	1
	.941
	1.0
	.5
	2.0


Note: Results are based on a logistic regression model in the subsample of FEP including i) tobacco use (yes/no) and the covariates, and ii) tobacco heavy vs non-heavy use and the covariates *AOR: Adjusted Odds Ratio **Confounding variables were sex, country, years of education, other substance use and alcohol use; ***Confounding variables were frequency of cannabis use, sex, country, years of education, other substance use and alcohol use
Supplementary Table 21. Binary logistic regression analyses of diagnosis (schizophrenia vs other psychosis) in the FEP sample and type of tobacco and/or cannabis use covarying by age, sex, country, years of education, alcohol use, and other substance use.
	
	Predictive value of the model: 61.3%

	Variables
	B
	SE
	Wald Χ2 
	df
	Sig.
	AOR*
	95% CI for AOR

	
	
	
	
	
	
	
	Lower
	Upper

	Age
	.01
	.02
	.2
	1
	.614
	1.0
	.97
	1.0

	Sex
	-.8
	.3
	7.2
	1
	.007
	.4
	.2
	.8

	Country**
	
	
	
	
	
	
	
	

	   United Kingdom
	.4
	.4
	1.0
	1
	.312
	1.5
	.7
	3.6

	   Netherlands
	1.1
	.4
	6.1
	1
	.014
	3.0
	1.2
	7.3

	   Spain
	.3
	.4
	.7
	1
	.413
	1.4
	.6
	3.3

	   France
	1.7
	.7
	5.4
	1
	.020
	5.4
	1.3
	22.4

	   Italy
	-.1
	.5
	.04
	1
	.850
	.9
	.3
	2.4

	   Brazil
	
	
	12.4
	5
	.029
	
	
	

	Years of education
	-.04
	.04
	1.1
	1
	.293
	.96
	.89
	1.0

	Alcohol use
	-.4
	.3
	1.6
	1
	.200
	.6
	.3
	1.3

	Other substance use
	-.03
	.3
	.01
	1
	.919
	1.0
	.6
	1.7

	Type of tobacco/cannabis use**
	

	   Nonuse
	
	
	1.0
	3
	.793
	
	
	

	   Tobacco only
	.1
	.4
	.1
	1
	.789
	1.1
	.5
	2.3

	   Tobacco and cannabis
	.3
	.4
	.8
	1
	.372
	1.4
	.7
	3.0

	   Cannabis only
	.1
	.8
	.1
	1
	.925
	1.1
	.2
	4.8


Note *AOR: Adjusted Odds Ratio. ** The reference group for “sex” was male. For “site” was Cuenca. For “Type of tobacco/cannabis use”, the reference group was “Nonuse”. *Data from Verona and Maison-Blanche was excluded because either there were no controls recruited nor available tobacco data for the group of controls
Supplementary Table 22. Binary logistic regression analyses of diagnosis (schizophrenia vs other psychosis) in the FEP sample and frequency of use of the different types of tobacco and/or cannabis use covarying by age, sex, country, years of education, other substance use and alcohol use
	
	Predictive value of the model: 60.6%

	Variables
	B
	SE
	Wald Χ2 
	df
	Sig.
	AOR*
	95% CI for AOR

	
	
	
	
	
	
	
	Lower
	Upper

	Age
	.01
	.01
	.5
	1
	.489
	1.0
	.97
	1.0

	Sex
	-.8
	.3
	6.3
	1
	.012
	.5
	.3
	.8

	Country**
	
	
	
	
	
	
	
	

	   United Kingdom
	.5
	.5
	1.1
	1
	.290
	1.6
	.7
	4.0

	   Netherlands
	1.3
	.5
	7.2
	1
	.007
	3.6
	1.4
	9.0

	   Spain
	.4
	.4
	1.0
	1
	.307
	1.6
	.7
	3.7

	   France
	1.8
	.7
	5.5
	1
	.019
	5.9
	1.3
	25.7

	   Italy
	-.1
	.5
	≤.001
	1
	.996
	1.0
	.4
	2.7

	   Brazil
	
	
	12.9
	5
	.025
	
	
	

	Years of education
	-.03
	.04
	.8
	1
	.366
	.97
	.90
	1.0

	Alcohol use
	-.3
	.4
	.8
	1
	.365
	.7
	.4
	1.5

	Other substance use
	.03
	.3
	.01
	1
	.912
	1.0
	.6
	1.8

	Frequency of use of types of tobacco and/or cannabis use**
	

	   Nonuse
	
	
	1.1
	5
	.954
	
	
	

	   Heavy Tobacco only
	-.1
	.4
	≤.001
	1
	.992
	1.0
	.4
	2.4

	   Non-heavy Tobacco only
	.1
	.4
	≤.001
	1
	.997
	1.0
	.4
	2.3

	   Cannabis only
	.1
	.8
	.02
	1
	.895
	1.1
	.2
	5.0

	   Heavy Tobacco and cannabis
	.4
	.5
	.6
	1
	.434
	1.5
	.6
	3.8

	   Non-Heavy Tobacco and cannabis
	.2
	.4
	.3
	1
	.596
	1.3
	.5
	2.9


Note *AOR: Adjusted Odds Ratio. ** The reference group for “sex” was male. For “site” was Cuenca. For “Type of tobacco/cannabis use”, the reference group was “Nonuse”. *Data from Verona and Maison-Blanche was excluded because either there were no controls recruited nor available tobacco data for the group of controls
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