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Table S1 Characteristics of injurious motor vehicle accident cases and matched controls. 
	Characteristics
	Injurious MVA

	
	Cases

(18,403)
	Controls

(183,933)

	Age, n (%)
	
	

	
	67-69 years
	5,034 (27.3)
	50,340 (27.4)

	
	70-72 years
	4,498 (24.4)
	44,980 (24.4)

	
	73-75 years
	3,491 (19.0)
	34,910 (19.0)

	
	>75 years
	5,380 (29.2)
	53,703 (29.2)

	Follow-up, mean (SD) years
	3.53 (2.6)
	3.53 (2.6)

	Male, n (%)
	15,157 (82.4)
	151,512 (82.4)

	Accidents in the 5 years prior cohort entry, n (%)
	
	

	
	Causing a fatality
	15 (0.08)
	97 (0.05)

	
	Causing severe injuries
	173 (0.9)
	1,114 (0.6)

	
	Causing light injuries
	1,249 (6.8)
	7,945 (4.3)

	
	Causing <500$ material damage
	1,182 (6.4)
	7,944 (4.3)

	
	Causing >500$ material damage
	4,514 (24.5)
	31,551 (17.1)

	Number of general practice visits*, n (%)
	
	

	0
	1,717 (9.3)
	18,922 (10.3)

	1-3
	5,736 (31.2)
	61,493 (33.4)

	4-9
	7,439 (40.4)
	72,444 (39.4)

	≥10
	3,511 (19.1)
	31,074 (16.9)

	Number of drug categories amongst cardiovascular drugs, glucose-lowering drugs, anti-infective agents and bronchodilators*, n (%)
	
	

	
	0
	6,221 (33.8)
	62,793 (34.1)

	
	1
	7,844 (42.6)
	80,941 (44.0)

	
	2
	3,398 (18.5)
	32,202 (17.5)

	
	3
	893 (4.8)
	7,582 (4.1)

	
	4
	47 (0.3)
	415 (0.2)

	Number of distinct drugs*, n (%)
	
	

	
	0-2
	4,092 (22.2)
	43,131 (23.4)

	
	3-5
	5,428 (29.5)
	57,553 (31.3)

	
	6-9
	5,230 (28.4)
	50,317 (27.4)

	
	10-13
	2,285 (12.4)
	21,465 (11.7)

	
	>13
	1,368 (7.3)
	11,467 (6.2)

	Use of central nervous system drugs †, n (%)
	
	

	
	Anticonvulsants
	243 (1.3)
	2,089 (1.1)

	
	Opioid
	102 (0.6)
	1,316 (0.7)

	
	Anti-Parkinson drugs
	110 (0.6)
	959 (0.5)

	
	Other central nervous system drugs
	113 (0.6)
	1,138 (0.6)


* During the year prior to the index date.
† Dispensed during the 90 day period prior to the index date. 

Table S2 Odds ratio of injurious motor vehicle accident associated with exposure to concurrent use of benzodiazepines and antidepressants combination. 

	Exposure
	
	
	Odds Ratio (95% CI)

	
	Cases

(n=18,403)
	Controls

(n=183,933)
	Crude
	Adjusted*

	Benzodiazepines
	
	
	
	

	Long-acting
	
	
	
	

	None
	16,958 (92.1)
	171,635 (93.3)
	1.00 (Reference)
	1.00 (Reference)

	New
	23 (0.1)
	173 (0.1)
	1.35 (0.87-2.09)
	1.24 (0.80-1.91)

	Current, not new
	416 (2.3)
	3,378 (1.8)
	1.25 (1.13-1.39)
	1.18 (1.06-1.31)

	Past only
	1,006 (5.5)
	8,747 (4.8)
	1.17 (1.09-1.25)
	1.09 (1.02-1.17)

	Short-acting
	
	
	
	

	None
	14,730 (80.0)
	149,092 (81.1)
	1.00 (Reference)
	1.00 (Reference)

	New
	34 (0.2)
	362 (0.2)
	0.96 (0.67-1.36)
	0.89 (0.62-1.27)

	Current, not new
	1,193 (6.5)
	11,006 (6.0)
	1.10 (1.04-1.18)
	1.03 (0.96-1.10)

	Past only
	2,446 (13.3)
	23,473 (12.8)
	1.06 (1.01-1.11)
	1.00 (0.95-1.05)

	Antidepressants
	
	
	
	

	Selective serotonin recapture inhibitors
	
	
	

	None
	17,734 (96.4)
	178,537 (97.1)
	1.00 (Reference)
	1.00 (Reference)

	New
	22 (0.1)
	217 (0.1)
	1.02 (0.66-1.58)
	0.96 (0.62-1.49)

	Current, not new
	221 (1.2)
	1,635 (0.9)
	1.37 (1.19-1.57)
	1.23 (1.06-1.42)

	Past only
	426 (2.3)
	3,544 (1.9)
	1.21 (1.10-1.34)
	1.09 (0.98-1.21)

	Tricyclic Antidepressants
	
	
	
	

	None
	17,836 (96.9)
	179,244 (97.4)
	1.00 (Reference)
	1.00 (Reference)

	New
	15 (0.08)
	101 (0.05)
	1.50 (0.87-2.58)
	1.37 (0.79-2.37)

	Current, not new
	138 (0.7)
	1,162 (0.6)
	1.20 (1.00-1.43)
	1.09 (0.91-1.31)

	Past only
	414 (2.2)
	3,426 (1.9)
	1.22 (1.10-1.35)
	1.10 (0.99-1.23)

	Other antidepressants
	
	
	
	

	None
	18,187 (98.8)
	182,153 (99.0)
	1.00 (Reference)
	1.00 (Reference)

	New
	9 (0.05)
	63 (0.03)
	1.43 (0.71-2.88)
	1.23 (0.61-2.49)

	Current, not new
	62 (0.3)
	463 (0.2)
	1.34 (1.03-1.75)
	1.18 (0.90-1.54)

	Past only
	145 (0.8)
	1,254 (0.7)
	1.16 (0.98-1.38)
	1.00 (0.84-1.19)


* Adjusted for variables in table 1.

Table S3 Odds ratios of injurious motor vehicle accidents associated with exposure to concurrent use of benzodiazepines and antidepressants combination. 

	Exposure
	
	
	Odds Ratio (95% CI)

	
	Cases

(n=18,403)
	Controls

(n=183,933)
	Crude
	Adjusted*

	Benzodiazepines (any) and antidepressants
	
	
	
	

	Neither
	13,183 (71.6)
	135,674 (73.8)
	1.00 (Reference)
	1.00 (Reference)

	Current benzodiazepine, current antidepressant†
	119 (0.6)
	838 (0.5)
	1.47 (1.21-1.78)
	1.33 (1.09-1.61)

	Current benzodiazepine, no antidepressant†
	1,345 (7.3)
	12,605 (6.8)
	1.11 (1.04-1.18)
	1.05 (0.99-1.12)

	No benzodiazepine, current antidepressant†
	190 (1.0)
	1,807 (1.0)
	1.08 (0.93-1.25)
	1.02 (0.87-1.18)

	Other combinations
	3,566 (19.4)
	33,009 (17.9)
	1.12 (1.07-1.16)
	1.06 (1.02-1.11)

	
	
	
	
	

	Long-acting benzodiazepines and antidepressants
	
	
	
	

	Neither
	15,966 (86.8)
	163,120 (88.7)
	1.00 (Reference)
	1.00 (Reference)

	Current long-acting benzodiazepines, current antidepressant†
	44 (0.2)
	283 (0.1)
	1.59 (1.16-2.19)
	1.50 (1.09-2.07)

	Current long-acting benzodiazepines, no antidepressant†
	346 (1.9)
	2,967 (1.6)
	1.19 (1.07-1.34)
	1.15 (1.03-1.29)

	No long-acting benzodiazepine, current antidepressant†
	340 (1.8)
	2,837 (1.5)
	1.22 (1.09-1.37)
	1.15 (1.02-1.29)

	Other combinations
	1,707 (9.3)
	14,726 (8.0)
	1.19 (1.12-1.25)
	1.12 (1.06-1.18)

	
	
	
	
	

	Short-acting benzodiazepines and antidepressants
	
	
	
	

	Neither
	13,995 (76.0)
	142,811 (77.6)
	1.00 (Reference)
	1.00 (Reference)

	Current short-acting benzodiazepines, current antidepressant†
	83 (0.4)
	587 (0.3)
	1.45 (1.15-1.83)
	1.26 (1.00-1.59)

	Current short-acting benzodiazepines, no antidepressant†
	1,037 (5.6)
	9,894 (5.4)
	1.08 (1.01-1.15)
	1.02 (0.95-1.09)

	No short-acting benzodiazepines, current antidepressant†
	241 (1.3)
	2,167 (1.2)
	1.13 (0.99-1.30)
	1.05 (0.91-1.20)

	Other combinations†
	3,047 (16.6)
	28,474 (15.6)
	1.10 (1.05-1.14)
	1.04 (0.99-1.08)


* Adjusted for variables in table 1.

† New users and current, not new users were grouped in current users, because of small group size. 
Table S4 Odds ratios of injurious motor vehicle accidents associated with exposure to concurrent use of long-acting benzodiazepines and antidepressants combination. 

	Exposure
	
	
	Odds Ratio (95% CI)

	
	Cases

(n=18,403)
	Controls

(n=183,933)
	Crude
	Adjusted*

	Long-acting benzodiazepines and SSRIs (any)
	
	
	
	

	Neither
	16,438 (89.3)
	167,281 (90.9)
	1.00 (Reference)
	1.00 (Reference)

	Current long-acting benzodiazepines, current SSRI†
	22 (0.1)
	125 (0.1)
	1.79 (1.14-2.82)
	1.64 (1.04-2.58)

	Current long-acting benzodiazepines, no SSRI†
	399 (2.2)
	3,266 (1.8)
	1.24 (1.12-1.38)
	1.19 (1.07-1.32)

	No long-acting benzodiazepine, current SSRI†
	178 (1.0)
	1,488 (0.8)
	1.22 (1.04-1.42)
	1.13 (0.96-1.32)

	Other combinations
	1,366 (7.4)
	11,773 (6.4)
	1.18 (1.11-1.25)
	1.10 (1.04-1.17)

	
	
	
	
	

	Long-acting benzodiazepines and TCAs (any)
	
	
	
	

	Neither
	16,521 (89.8)
	167,937 (91.3)
	1.00 (Reference)
	1.00 (Reference)

	Current long-acting benzodiazepines, current TCA†
	17 (0.1)
	128 (0.1)
	1.35 (0.81-2.24)
	1.28 (0.77-2.12)

	Current long-acting benzodiazepines, no TCA†
	386 (2.1)
	3,233 (1.8)
	1.22 (1.09-1.35)
	1.16 (1.04-1.29)

	No long-acting benzodiazepine, current TCA†
	116 (0.6)
	966 (0.5)
	1.22 (1.01-1.49)
	1.16 (0.95-1.40)

	Other combinations
	1,363 (7.4)
	11,669 (6.3)
	1.19 (1.12-1.26)
	1.11 (1.05-1.18)

	
	
	
	
	

	Long-acting benzodiazepines and other antidepressants
	
	
	
	

	Neither
	16,797 (91.3)
	170,245 (92.6)
	1.00 (Reference)
	1.00 (Reference)

	Current long-acting benzodiazepines, current other antidepressant†
	7 (0.04)
	36 (0.02)
	1.98 (0.88-4.44)
	1.61 (0.57-4.53)

	Current long-acting benzodiazepines, no other antidepressant†
	424 (2.3)
	3,447 (1.9)
	1.25 (1.13-1.38)
	1.19 (1.07-1.32)

	No long-acting benzodiazepine, current other antidepressant†
	53 (0.3)
	412 (0.2)
	1.30 (0.98-1.74)
	1.03 (0.51-2.07)

	Other combinations
	1,122 (6.1)
	9,793 (5.3)
	1.16 (1.09-1.24)
	1.10 (1.02-1.17)


* Adjusted for variables in table 1.

† New users and current, not new users were grouped in current users, because of small group size. 
Table S5 Odds ratio of motor vehicle accident (any) associated with exposure to concurrent use of benzodiazepines and antidepressants combination, extending exposure period for 30 days. 

	Exposure
	
	
	Odds Ratio (95% CI)

	
	Cases

(n=74,503)
	Controls

(n=744,663)
	Crude
	Adjusted*

	Benzodiazepines
	
	
	
	

	Long-acting
	
	
	
	

	None
	68,619 (92.1)
	693,839 (93.2)
	1.00 (Reference)
	1.00 (Reference)

	New
	100 (0.1)
	918 (0.1)
	1.10 (0.90-1.36)
	1.04 (0.85-1.28)

	Current, not new
	2,291 (3.1)
	18,516 (2.5)
	1.25 (1.20-1.31)
	1.19 (1.14-1.25)

	Past only
	3,493 (4.7)
	31,390 (4.2)
	1.13 (1.09-1.17)
	1.07 (1.03-1.11)

	Short-acting
	
	
	
	

	None
	58,630 (78.7)
	597,030 (80.2)
	1.00 (Reference)
	1.00 (Reference)

	New
	166 (0.2)
	1,699 (0.2)
	1.00 (0.86-1.18)
	0.97 (0.82-1.14)

	Current, not new
	6,768 (9.1)
	62,598 (8.4)
	1.11 (1.08-1.14)
	1.05 (1.02-1.08)

	Past only
	8,939 (12.0)
	83,336 (11.2)
	1.10 (1.07-1.13)
	1.05 (1.03-1.08)

	Antidepressants
	
	
	
	

	Selective serotonin recapture inhibitors
	
	
	
	

	None
	72,173 (96.9)
	724,276 (97.3)
	1.00 (Reference)
	1.00 (Reference)

	New
	97 (0.1)
	733 (0.1)
	1.33 (1.08-1.64)
	1.22 (0.98-1.51)

	Current, not new
	969 (1.3)
	7,916 (1.1)
	1.23 (1.15-1.32)
	1.12 (1.05-1.20)

	Past only
	1,264 (1.7)
	11,738 (1.6)
	1.08 (1.02-1.15)
	0.99 (0.93-1.05)

	Tricyclic Antidepressants
	
	
	
	

	None
	72,264 (98.0)
	724,937 (97.3)
	1.00 (Reference)
	1.00 (Reference)

	New
	49 (0.07)
	463 (0.1)
	1.06 (0.79-1.43)
	0.99 (0.74-1.33)

	Current, not new
	727 (1.0)
	6,308 (0.8)
	1.16 (1.07-1.25)
	1.06 (0.98-1.15)

	Past only
	1,463 (2.0)
	12,955 (1.7)
	1.13 (1.07-1.20)
	1.04 (0.98-1.10)

	Other antidepressants
	
	
	
	

	None
	73,705 (98.9)
	738,034 (99.1)
	1.00 (Reference)
	1.00 (Reference)

	New
	33 (0.04)
	253 (0.03)
	1.31 (0.91-1.88)
	1.19 (0.83-1.71)

	Current, not new
	282 (0.4)
	2,257 (0.3)
	1.25 (1.11-1.42)
	1.12 (0.99-1.28)

	Past only
	483 (0.6)
	4,119 (0.5)
	1.17 (1.07-1.29)
	1.05 (0.95-1.15)


* Adjusted for variables in table 1.

Table S6 Odds ratios of motor vehicle accidents (any) associated with exposure to concurrent use of benzodiazepines and antidepressants combination, extending exposure period for 30 days. 
	Exposure
	
	
	Odds Ratio (95% CI)

	
	Cases

(n=74,503)
	Controls

(n=744,663)
	Crude
	Adjusted*

	Benzodiazepines (any) and antidepressants
	
	
	
	

	Neither
	52,819 (70.9)
	544,069 (73.1)
	1.00 (Reference)
	1.00 (Reference)

	Current benzodiazepine, current antidepressant†
	654 (0.9)
	4,897 (0.7)
	1.39 (1.28-1.51)
	1.28 (1.18-1.39)

	Current benzodiazepine, no antidepressant†
	7,693 (10.3)
	70,995 (9.5)
	1.13 (1.10-1.16)
	1.08 (1.05-1.11)

	No benzodiazepine, current antidepressant†
	911 (1.2)
	8,443 (1.1)
	1.11 (1.03-1.19)
	1.05 (0.98-1.13)

	Other combinations
	12,426 (16.7)
	116,259 (15.6)
	1.11 (1.08-1.13)
	1.07 (1.04-1.09)

	
	
	
	
	

	Long-acting benzodiazepines and antidepressants
	
	
	
	

	Neither
	64,971 (87.2)
	660,856 (88.7)
	1.00 (Reference)
	1.00 (Reference)

	Current long-acting benzodiazepines, current antidepressant†
	234 (0.3)
	1,614 (0.2)
	1.48 (1.29-1.70)
	1.35 (1.18-1.56)

	Current long-acting benzodiazepines, no antidepressant†
	1,952 (2.6)
	16,307 (2.2)
	1.22 (1.16-1.28)
	1.17 (1.12-1.23)

	No long-acting benzodiazepine, current antidepressant†
	1,567 (2.1)
	13,781 (1.8)
	1.16 (1.10-1.22)
	1.09 (1.03-1.15)

	Other combinations
	5,779 (7.8)
	52,105 (7.0)
	1.13 (1.10-1.16)
	1.07 (1.04-1.10)

	
	
	
	
	

	Short-acting benzodiazepines and antidepressants
	
	
	
	

	Neither
	64,971 (87.2)
	660,856 (88.7)
	1.00 (Reference)
	1.00 (Reference)

	Current short-acting benzodiazepines, current antidepressant†
	467 (0.6)
	3,568 (0.5)
	1.33 (1.21-1.47)
	1.22 (1.10-1.34)

	Current short-acting benzodiazepines, no antidepressant†
	697 (0.9)
	5,665 (0.8)
	1.25 (1.16-1.36)
	1.11 (1.01-1.22)

	No short-acting benzodiazepines, current antidepressant†
	1,147 (1.5)
	10,292 (1.4)
	1.13 (1.06-1.20)
	1.06 (1.00-1.13)

	Other combinations
	7,221 (9.7)
	64,282 (8.6)
	1.14 (1.11-1.17)
	1.05 (1.01-1.10)


* Adjusted for variables in table 1.

† New users and current, not new users were grouped in current users, because of small group size. 
Table S7 Odds ratios of motor vehicle accidents (any) associated with exposure to concurrent use of long-acting benzodiazepines and antidepressants combination, extending exposure period for 30 days. 

	Exposure
	
	
	Odds Ratio (95% CI)

	
	Cases

(74,503)
	Controls

(744,663)
	Crude
	Adjusted*

	Long-acting benzodiazepines and SSRIs (any)
	
	
	
	

	Neither
	66,824 (89.7)
	677,643 (91.0)
	1.00 (Reference)
	1.00 (Reference)

	Current long-acting benzodiazepines, current SSRI†
	101 (0.1)
	708 (0.1)
	1.45 (1.18-1.79)
	1.30 (1.05-1.60)

	Current long-acting benzodiazepines, no SSRI†
	2,197 (2.9)
	17,997 (2.4)
	1.24 (1.18-1.30)
	1.19 (1.13-1.24)

	No long-acting benzodiazepine, current SSRI†
	805 (1.1)
	6,898 (0.9)
	1.18 (1.10-1.27)
	1.10 (1.02-1.19)

	Other combinations
	4,576 (6.1)
	41,417 (5.6)
	1.12 (1.09-1.16)
	1.06 (1.03-1.09)

	
	
	
	
	

	Long-acting benzodiazepines and TCAs (any)
	
	
	
	

	Neither
	66,937 (89.8)
	678,609 (91.1)
	1.00 (Reference)
	1.00 (Reference)

	Current long-acting benzodiazepines, current TCA†
	105 (0.1)
	742 (0.1)
	1.44 (1.17-1.77)
	1.33 (1.09-1.64)

	Current long-acting benzodiazepines, no TCA†
	2,139 (2.9)
	17,639 (2.4)
	1.23 (1.18-1.29)
	1.18 (1.12-1.23)

	No long-acting benzodiazepine, current TCA†
	576 (0.8)
	5,173 (0.7)
	1.13 (1.04-1.23)
	1.07 (0.98-1.16)

	Other combinations
	4,746 (6.4)
	42,500 (5.7)
	1.13 (1.10-1.17)
	1.07 (1.04-1.11)

	
	
	
	
	

	Long-acting benzodiazepines and other antidepressants
	
	
	
	

	Neither
	68,032 (91.3)
	688,741 (92.5)
	1.00 (Reference)
	1.00 (Reference)

	Current long-acting benzodiazepines, current other antidepressant†
	39 (0.05)
	226 (0.03)
	1.76 (1.25-2.47)
	1.57 (1.11-2.21)

	Current long-acting benzodiazepines, no other antidepressant†
	2,310 (3.1)
	18,887 (2.5)
	1.24 (1.19-1.30)
	1.18 (1.13-1.24)

	No long-acting benzodiazepine, current other antidepressant†
	231 (0.3)
	1,940 (0.2)
	1.20 (1.05-1.38)
	1.10 (0.96-1.27)

	Other combinations
	3,891 (5.2)
	34,869 (4.7)
	1.13 (1.09-1.17)
	1.07 (1.03-1.11)


* Adjusted for variables in table 1.

† New users and current, not new users were grouped in current users, because of small group size. 
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