A nationwide cohort study on new benzodiazepine users with 5-year follow-up Supplement tables
	Supplementary table 1: Defined daily dose and diazepam equivalent of each BZDR used

	ATC code
	DDD
	unit
	[bookmark: _Hlk124612536]Diazepam equivalent

	Diazepam N05BA01
	10
	mg
	10

	Oxazepam N05BA04
	50
	mg
	20

	Alprazolam N05BA12
	1
	mg
	0.5

	Zopiclone N05CF01
	7.5
	mg
	15

	Zolpidem N05CF02
	10
	mg
	20

	Temazepam N05CD07
	20
	mg
	20

	Clonazepam N03AE01a
	1
	mg
	0.5

	Chlordiazepoxide N05BA02
	30
50
	mg
mg
	25

	Lorazepam N05BA06
	2.5
	mg
	1

	Clobazam N05BA09
	20
	mg
	20

	Nitrazepam N05CD02
	5
	mg
	10

	[bookmark: _Hlk164240250]aDDD for clonazepam used in this study. Original value for epilepsy indication defined by WHO is 8 mg. 



	Supplementary table 2: Associations between previous ICD-10 substance use disorder diagnoses1 and subsequent BZDR dose

	[bookmark: _Hlk125879631]
	Low-dose 
(< 1.0 DDDs/day)
N=32301
	Medium-high-dose
(1 to 3 DDDs/day)
N=12266
	Medium-high-dose vs. low-dose
	Very-high-dose
(≥ 3.0 DDDs/day)
N=3557
	Very-high-dose vs. low-dose

	
	N
	%
	N
	%
	OR 95% CI
	N
	%
	OR 95% CI

	Alcohol
	867
	2.7
	912
	7.4
	2.91 (2.65-3.20)
	394
	11.1
	4.52 (3.99-5.12)

	Cannabis
	12
	0.0
	29
	0.2
	6.25(3.25-12.50)
	49
	1.4
	37.59 (19.97-70.73)

	Opioids
	17
	0.1
	46
	0.4
	7.15 (4.10-12.47)
	119
	3.3
	65.73 (39.50-109.40)

	Stimulants
	23
	0.1
	29
	0.2
	3.33 (1.92-5.75)
	80
	2.2
	32.29 (20.28-51.41)

	Other/poly
	66
	0.2
	128
	1.0
	5.15 (3.82-6.94)
	232
	6.5
	34.08 (25.87-44.90)

	BZDR
	20
	0.1
	53
	0.4
	7.00 (4.187-11.72)
	85
	2.4
	39.51 (24.25-64.40)

	1 Different substance abuse subgroups were explored by setting up categories for alcohol (F10), cannabis (F12), opioids (F11), stimulants (F14-F15), and other/polysubstance (F13, F16, F18, F19) use. Codes F1X.3 were excluded, as they represent the withdrawal state of certain substance use.




	[bookmark: _Hlk163282523]Supplementary table 3: Concomitant medication use

	
	Low-dose 
(< 1.0 DDDs/day)
N=32301
	Medium-high-dose
(1 to 3 DDDs/day)
N=12266
	Medium-high-dose vs. low-dose
	Very-high-dose
(≥ 3.0 DDDs/day)
N=3557
	Very-high-dose vs. low-dose

	[bookmark: _Hlk121897313]Concomitant medication use1
	N
	%
	N
	%
	OR(95%CI)
	N
	%
	OR(95%CI)

	Antipsychotics
	2,280
	7.1
	1,876
	15.3
	2.37 (2.23-3.54)
	567
	15.9
	2.50 (2.26-2.76)

	Antidepressant
	7,402
	22.9
	3,681
	30.0
	1.44 (1.38-1.51)
	1229
	34.6
	1.78 (1.65-1.91)

	Antiepileptics
	1,269
	3.9
	860
	7.0
	1.84 (1.69-2.02)
	265
	7.5
	1.97 (1.72-2.26)

	Opioids
	560
	1.7
	435
	3.5
	2.08 (1.84-2.37)
	170
	4.8
	2.85 (2.39-3.39)

	Non-opioid analgesics
	5210
	16.1
	2,232
	18.2
	1.16 (1.10-1.22)
	571
	16.1
	0.99 (0.91-1.09)

	Muscle relaxants
	1,108
	3.4
	532
	4.3
	1.28 (1.15-1.42)
	172
	4.8
	1.43 (1.21-1.69)

	1 Within 30 days prior to benzodiazepine initiation




	[bookmark: _Hlk163285530]Supplementary table 4: The timing of dose escalation.

	
	N
	%

	Time (years)
	
	

	0.5
	864
	24.29

	1
	409
	11.50

	1.5
	380
	10.68

	2
	360
	10.12

	2.5
	340
	9.56

	3
	295
	8.29

	3.5
	265
	7.45

	4
	243
	6.83

	4.5
	191
	5.37

	5
	210
	5.9



