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Fig S1 Direct oral anticoagulant (DOAC) subgroup analyses of potentially clinically significant drug-drug interactions involving the DOAC subtype Estimates are derived from adjusted Cox proportional regression models with a 2-year follow-up period. Models are adjusted by sex, age, civil status, education, income and polypharmacy. The reference group are those within the DOAC subgroup without a DDI. 

Table S1.Prevalence of potentially clinically signification drug-drug interactions in the population prescribed two or more drugs and polypharmacy subgroups. 
	
	Overall n (%)
	No polypharmacy
n (%)
	Polypharmacy
n (%)
	Excessive polypharmacy n (%)

	n
	192716
	44617
	95212
	52887

	Overall drug-drug interactions
	72347 (37.5)
	3732 (8.4)
	32939 (34.6)
	35676 (67.5)

	Drug-drug interactions Cardiovascular
	65069 (33.8)
	3542 (7.9)
	30390 (31.9)
	31137 (58.9)

	Drug-drug interactions Digoxin
	11230 (5.8)
	320 (0.7)
	4994 (5.2)
	5916 (11.2)

	Drug-drug interactions Vitamin K antagonists
	5589 (2.9)
	291 (0.7)
	2493 (2.6)
	2805 (5.3)

	Drug-drug interactions Oral anticoagulants
	21313 (11.1)
	1485 (3.3)
	9291 (9.8)
	10537 (19.9)

	Drug-drug interactions Direct oral anticoagulants
	15819 (8.2)
	1194 (2.7)
	6829 (7.2)
	7796 (14.7)

	Drug-drug interactions Statin
	7934 (4.1)
	400 (0.9)
	4119 (4.3)
	3415 (6.5)

	Drug-drug interactions Antiarrhythmics
	1489 (0.8)
	108 (0.2)
	766 (0.8)
	615 (1.2)

	Drug-drug interactions Diuretics
	19301 (10.0)
	420 (0.9)
	7468 (7.8)
	11413 (21.6)

	Drug-drug interactions Calcium channel blockers
	9174 (4.8)
	586 (1.3)
	4791 (5.0)
	3797 (7.2)

	Drug-drug interactions Musculoskeletal system
	3386 (1.8)
	216 (0.5)
	1512 (1.6)
	1658 (3.1)

	Drug-drug interactions Nonsteroidal anti-inflammatory drugs
	3386 (1.8)
	216 (0.5)
	1512 (1.6)
	1658 (3.1)

	Drug-drug interactions Central nervous system
	23921 (12.4)
	582 (1.3)
	7510 (7.9)
	15829 (29.9)

	Drug-drug interactions Selective serotonin reuptake inhibitors
	12944 (6.7)
	417 (0.9)
	4567 (4.8)
	7960 (15.1)

	Drug-drug interactions Lithium
	140 (0.1)
	3 (0.0)
	51 (0.1)
	86 (0.2)

	Drug-drug interactions Monoamine oxidase inhibitors
	6 (0.0)
	1 (0.0)
	2 (0.0)
	3 (0.0)

	Drug-drug interactions Antiepileptics
	556 (0.3)
	33 (0.1)
	219 (0.2)
	304 (0.6)

	Drug-drug interactions Antiinfective drugs
	1887 (1.0)
	78 (0.2)
	710 (0.7)
	1099 (2.1)

	Drug-drug interactions Respiratory system drugs
	14 (0.0)
	0 (0.0)
	3 (0.0)
	11 (0.0)

	Anticholinergic drugs
	507 (0.3)
	5 (0.0)
	98 (0.1)
	404 (0.8)

	Individual drug-drug interaction

	Digoxin-Amiodarone
	79 (0.0)
	1 (0.0)
	40 (0.0)
	38 (0.1)

	Digoxin-Verapamil/diltiazem
	633 (0.3)
	48 (0.1)
	286 (0.3)
	299 (0.6)

	Digoxin-Propafenone
	1 (0.0)
	0 (0.0)
	0 (0.0)
	1 (0.0)

	Digoxin-Quinidine
	0
	0
	0
	0

	Digoxin-Macrolide
	60 (0.0)
	1 (0.0)
	20 (0.0)
	39 (0.1)

	Digoxin-Diuretic
	10849 (5.6)
	277 (0.6)
	4792 (5.0)
	5780 (10.9)

	Vitamin K antagonists-Fibrate
	167 (0.1)
	9 (0.0)
	75 (0.1)
	83 (0.2)

	Vitamin K antagonists-Cimetidine
	0
	0
	0
	0

	Vitamin K antagonists-Metronidazole
	168 (0.1)
	6 (0.0)
	58 (0.1)
	104 (0.2)

	Vitamin K antagonists-Amiodarone
	857 (0.4)
	83 (0.2)
	473 (0.5)
	301 (0.6)

	Vitamin K antagonists- Trimethoprim/sulfamethoxazole
	437 (0.2)
	8 (0.0)
	166 (0.2)
	263 (0.5)

	Vitamin K antagonists-Quinolone
	1123 (0.6)
	63 (0.1)
	425 (0.4)
	635 (1.2)

	Vitamin K antagonists-Macrolide
	144 (0.1)
	3 (0.0)
	57 (0.1)
	84 (0.2)

	Tamoxifen- Vitamin K antagonists
	140 (0.1)
	9 (0.0)
	63 (0.1)
	68 (0.1)

	Vitamin K antagonists-Nonsteroidal anti-inflammatory drugs
	657 (0.3)
	36 (0.1)
	293 (0.3)
	328 (0.6)

	Vitamin K antagonists-Antiplatelet
	  2281 (1.2) 
	   79 (0.2) 
	  983 (1.0) 
	 1219 (2.3) 

	Direct oral anticoagulants-Nonsteroidal anti-inflammatory drugs
	1483 (0.8)
	93 (0.2)
	670 (0.7)
	720 (1.4)

	Direct oral anticoagulants-Antiplatelet
	3023 (1.6)
	130 (0.3)
	1283 (1.3)
	1610 (3.0)

	Direct oral anticoagulants-P-glycoprotein inhibitor
	3092 (1.6)
	543 (1.2)
	1545 (1.6)
	1004 (1.9)

	Direct oral anticoagulants -Rifampicin
	25 (0.0)
	0 (0.0)
	3 (0.0)
	22 (0.0)

	Direct oral anticoagulants - Selective serotonin reuptake inhibitors
	5715 (3.0)
	268 (0.6)
	2209 (2.3)
	3238 (6.1)

	Direct oral anticoagulants -Tetracyclic antidepressant
	3960 (2.1)
	104 (0.2)
	1299 (1.4)
	2557 (4.8)

	Direct oral anticoagulants -Antiepileptics
	546 (0.3)
	33 (0.1)
	215 (0.2)
	298 (0.6)

	Direct oral anticoagulants -Antineoplastic/immunomodulating drugs
	2 (0.0)
	1 (0.0)
	1 (0.0)
	0 (0.0)

	Direct oral anticoagulants -Darunavir/cobicistat
	0
	0
	0
	0

	Direct oral anticoagulants -CYP3A4 inhibitor
	3288 (1.7)
	549 (1.2)
	1609 (1.7)
	1130 (2.1)

	Statins-Gemfibrozil
	35 (0.0)
	0 (0.0)
	15 (0.0)
	20 (0.0)

	Statins-verapamil/diltiazem
	1225 (0.6)
	76 (0.2)
	571 (0.6)
	578 (1.1)

	Statins-Amiodarone
	985 (0.5)
	33 (0.1)
	476 (0.5)
	476 (0.9)

	Statins-Macrolides
	127 (0.1)
	0 (0.0)
	40 (0.0)
	87 (0.2)

	Statins-Amlodipine
	5665 (2.9)
	292 (0.7)
	3057 (3.2)
	2316 (4.4)

	procainamide-Amiodarone
	0
	0
	0
	0

	procainamide-Trimethoprim
	0
	0
	0
	0

	Disopyramide-Macrolides
	0
	0
	0
	0

	Furosemide-Etacrynic acid
	0
	0
	0
	0

	Nonsteroidal anti-inflammatory drugs - Diuretics
	1517 (0.8)
	34 (0.1)
	539 (0.6)
	944 (1.8)

	Selective serotonin reuptake inhibitors-Diuretic
	8369 (4.3)
	113 (0.3)
	2457 (2.6)
	5799 (11.0)

	Lithium-Diuretics
	80 (0.0)
	0 (0.0)
	20 (0.0)
	60 (0.1)

	Calcium channel blocker-CYP3A4 inhibitor
	1397 (0.7)
	87 (0.2)
	690 (0.7)
	620 (1.2)

	Beta Blocker -Verapamil/Diltiazem
	1473 (0.8)
	117 (0.3)
	704 (0.7)
	652 (1.2)

	Carbamazepine-Verapamil/Diltiazem
	11 (0.0)
	0 (0.0)
	5 (0.0)
	6 (0.0)

	Phosphodiesterase inhibitor- Nitrate
	97 (0.1)
	2 (0.0)
	39 (0.0)
	56 (0.1)

	Acetylcholinesterase inhibitor -Heart rate reducing drugs
	2649 (1.4)
	150 (0.3)
	1309 (1.4)
	1190 (2.3)

	Ergotalkaloid-Macrolide
	1 (0.0)
	0 (0.0)
	0 (0.0)
	1 (0.0)

	Lithium-Angiotensin-converting enzyme/ Angiotensin receptor blockers
	96 (0.0)
	3 (0.0)
	36 (0.0)
	57 (0.1)

	≥ 2 Potassium sparing drugs
	18535 (9.6)
	825 (1.8)
	8859 (9.3)
	8851 (16.7)

	≥ 2 Potassium reducing drugs
	11256 (5.8)
	183 (0.4)
	3353 (3.5)
	7720 (14.6)

	Angiotensin-converting enzyme/ Angiotensin receptor blockers / potassium sparing drug-Potassium supplement
	5324 (2.8)
	92 (0.2)
	1800 (1.9)
	3432 (6.5)

	Nonsteroidal anti-inflammatory drugs - Angiotensin-converting enzyme/ Angiotensin receptor blockers
	1868 (1.0)
	69 (0.2)
	781 (0.8)
	1018 (1.9)

	antiplatelet- Nonsteroidal anti-inflammatory drugs
	667 (0.3)
	28 (0.1)
	260 (0.3)
	379 (0.7)

	corticosteroid- Nonsteroidal anti-inflammatory drugs
	485 (0.3)
	10 (0.0)
	124 (0.1)
	351 (0.7)

	Nonsteroidal anti-inflammatory drugs - Selective serotonin reuptake inhibitors/ Serotonin and norepinephrine reuptake inhibitors
	352 (0.2)
	7 (0.0)
	92 (0.1)
	253 (0.5)

	Lithium- Nonsteroidal anti-inflammatory drugs
	1 (0.0)
	0 (0.0)
	0 (0.0)
	1 (0.0)

	Selective serotonin reuptake inhibitors -Serotonergic drugs
	4176 (2.2)
	73 (0.2)
	1060 (1.1)
	3043 (5.8)

	Tamoxifen- Selective serotonin reuptake inhibitors
	32 (0.0)
	0 (0.0)
	13 (0.0)
	19 (0.0)

	Tamoxifen-Paroxetin/fluoxetine/buprion
	0
	0
	0
	0

	Theophylline-Fluvoxamine
	0
	0
	0
	0

	Monoamine oxidase inhibitors -Sympathomimetics
	2 (0.0)
	1 (0.0)
	0 (0.0)
	1 (0.0)

	Monoamine oxidase inhibitors -Opioids
	1 (0.0)
	0 (0.0)
	0 (0.0)
	1 (0.0)

	Monoamine oxidase inhibitors -Antidepressant
	4 (0.0)
	0 (0.0)
	2 (0.0)
	2 (0.0)

	Monoamine oxidase inhibitors -Levodopa
	0
	0
	0
	0

	Carbamazepine-Macrolides
	2 (0.0)
	0 (0.0)
	0 (0.0)
	2 (0.0)

	≥ 3 Central nervous system acting agents
	14376 (7.5)
	83 (0.2)
	2970 (3.1)
	11323 (21.4)

	CYP3A4 inhibitor-Psycholeptic drugs
	2003 (1.0)
	68 (0.2)
	763 (0.8)
	1172 (2.2)

	Fluoxetine-Tricyclic antidepressants
	6 (0.0)
	0 (0.0)
	0 (0.0)
	6 (0.0)

	≥ 2 Anticholinergic drugs
	507 (0.3)
	5 (0.0)
	98 (0.1)
	404 (0.8)

	Theophylline-Cimetidine
	0
	0
	0
	0

	Theophylline-Quinolone
	2 (0.0)
	0 (0.0)
	0 (0.0)
	2 (0.0)

	Theophylline-Macrolides
	1 (0.0)
	0 (0.0)
	0 (0.0)
	1 (0.0)

	Thiopurines-Allopurinol
	11 (0.0)
	0 (0.0)
	3 (0.0)
	8 (0.0)

	Ciclosporin-Rifampicin
	0
	0
	0
	0

	Methotrexate-Trimethoprim
	15 (0.0)
	0 (0.0)
	4 (0.0)
	11 (0.0)



Table S2. Prevalence of potentially clinically signification drug-drug interactions stratified by sex and age group.
	
	Female
65-74 years
	Male
65-74 years
	Female
75-84 years
	Male
75-84 years
	Female
+85 years
	Male
+85 years

	n
	21212
	39891
	34438
	43122
	31968
	22085

	Overall drug-drug interactions
	7683 (36.2)
	13630 (34.2)
	14085 (40.9)
	15259 (35.4)
	14100 (44.1)
	7590 (34.4)

	Drug-drug interactions Cardiovascular system
	6803 (32.1)
	12569 (31.5)
	12643 (36.7)
	14040 (32.6)
	12267 (38.4)
	6747 (30.6)

	Drug-drug interactions Digoxin
	1126 (5.3)
	1548 (3.9)
	2578 (7.5)
	1795 (4.2)
	3129 (9.8)
	1054 (4.8)

	Drug-drug interactions Vitamin K antagonists
	479 (2.3)
	1496 (3.8)
	835 (2.4)
	1726 (4.0)
	456 (1.4)
	597 (2.7)

	Drug-drug interactions Oral anticoagulants
	2698 (12.7)
	4801 (12.0)
	4044 (11.7)
	4631 (10.7)
	3282 (10.3)
	1857 (8.4)

	Drug-drug interactions Direct oral anticoagulants
	2233 (10.5)
	3325 (8.3)
	3228 (9.4)
	2926 (6.8)
	2839 (8.9)
	1268 (5.7)

	Drug-drug interactions Statin
	813 (3.8)
	2163 (5.4)
	1308 (3.8)
	2200 (5.1)
	766 (2.4)
	684 (3.1)

	Drug-drug interactions Antiarrhythmics
	172 (0.8)
	520 (1.3)
	208 (0.6)
	425 (1.0)
	86 (0.3)
	78 (0.4)

	Drug-drug interactions Diuretics
	1877 (8.8)
	2422 (6.1)
	4204 (12.2)
	3169 (7.3)
	5555 (17.4)
	2074 (9.4)

	Drug-drug interactions Calcium channel blockers
	1094 (5.2)
	2361 (5.9)
	1692 (4.9)
	2255 (5.2)
	1040 (3.3)
	732 (3.3)

	Drug-drug interactions Musculoskeletal system
	581 (2.7)
	1061 (2.7)
	552 (1.6)
	701 (1.6)
	299 (0.9)
	192 (0.9)

	Drug-drug interactions Nonsteroidal anti-inflammatory drugs
	581 (2.7)
	1061 (2.7)
	552 (1.6)
	701 (1.6)
	299 (0.9)
	192 (0.9)

	Drug-drug interactions Central nervous system
	2767 (13.0)
	2941 (7.4)
	5287 (15.4)
	3873 (9.0)
	6449 (20.2)
	2604 (11.8)

	Drug-drug interactions Selective serotonin reuptake inhibitors
	1404 (6.6)
	1414 (3.5)
	2895 (8.4)
	2058 (4.8)
	3730 (11.7)
	1443 (6.5)

	Drug-drug interactions Lithium
	20 (0.1)
	28 (0.1)
	35 (0.1)
	34 (0.1)
	14 (0.0)
	9 (0.0)

	Drug-drug interactions Monoamine oxidase inhibitors
	1 (0.0)
	3 (0.0)
	0 (0.0)
	1 (0.0)
	1 (0.0)
	0 (0.0)

	Drug-drug interactions Antiepileptics
	73 (0.3)
	131 (0.3)
	111 (0.3)
	119 (0.3)
	71 (0.2)
	51 (0.2)

	Drug-drug interactions Antiinfective drugs
	135 (0.6)
	392 (1.0)
	304 (0.9)
	567 (1.3)
	207 (0.6)
	282 (1.3)

	Drug-drug interactions Respiratory system drugs
	4 (0.0)
	4 (0.0)
	3 (0.0)
	0 (0.0)
	0 (0.0)
	3 (0.0)

	Anticholinergic drugs
	116 (0.5)
	130 (0.3)
	84 (0.2)
	82 (0.2)
	60 (0.2)
	35 (0.2)

	Individual drug-drug interaction

	Digoxin-Amiodarone
	12 (0.1)
	36 (0.1)
	9 (0.0)
	14 (0.0)
	6 (0.0)
	2 (0.0)

	Digoxin-Verapamil/diltiazem
	77 (0.4)
	129 (0.3)
	177 (0.5)
	104 (0.2)
	109 (0.3)
	37 (0.2)

	Digoxin-Propafenone
	0 (0.0)
	1 (0.0)
	0 (0.0)
	0 (0.0)
	0 (0.0)
	0 (0.0)

	Digoxin-Quinidine
	0
	0
	0
	0
	0
	0

	Digoxin-Macrolide
	10 (0.0)
	11 (0.0)
	11 (0.0)
	15 (0.0)
	9 (0.0)
	4 (0.0)

	Digoxin-Diuretic
	1072 (5.1)
	1445 (3.6)
	2478 (7.2)
	1720 (4.0)
	3097 (9.7)
	1037 (4.7)

	Vitamin K antagonists-Fibrate
	18 (0.1)
	60 (0.2)
	20 (0.1)
	54 (0.1)
	5 (0.0)
	10 (0.0)

	Vitamin K antagonists-Cimetidine
	0
	0
	0
	0
	0
	0

	Vitamin K antagonists-Metronidazole
	17 (0.1)
	32 (0.1)
	46 (0.1)
	43 (0.1)
	16 (0.1)
	14 (0.1)

	Vitamin K antagonists-Amiodarone
	102 (0.5)
	292 (0.7)
	127 (0.4)
	238 (0.6)
	52 (0.2)
	46 (0.2)

	Vitamin K antagonists- Trimethoprim/sulfamethoxazole
	45 (0.2)
	79 (0.2)
	85 (0.2)
	104 (0.2)
	63 (0.2)
	61 (0.3)

	Vitamin K antagonists-Quinolone
	55 (0.3)
	243 (0.6)
	137 (0.4)
	382 (0.9)
	103 (0.3)
	203 (0.9)

	Vitamin K antagonists-Macrolide
	15 (0.1)
	31 (0.1)
	27 (0.1)
	40 (0.1)
	18 (0.1)
	13 (0.1)

	Tamoxifen-Vitamin K antagonists
	32 (0.2)
	5 (0.0)
	62 (0.2)
	7 (0.0)
	29 (0.1)
	5 (0.0)

	Vitamin K antagonists-Nonsteroidal anti-inflammatory drugs
	81 (0.4)
	220 (0.6)
	107 (0.3)
	164 (0.4)
	49 (0.2)
	36 (0.2)

	Vitamin K antagonists-Antiplatelet
	149 (0.7)
	659 (1.7)
	274 (0.8)
	812 (1.9)
	144 (0.5)
	243 (1.1)

	Direct oral anticoagulants-Nonsteroidal anti-inflammatory drugs
	287 (1.4)
	504 (1.3)
	252 (0.7)
	279 (0.6)
	97 (0.3)
	64 (0.3)

	Direct oral anticoagulants-Antiplatelet
	  283 (1.3) 
	  815 (2.0) 
	  449 (1.3) 
	  790 (1.8) 
	  409 (1.3) 
	  277 (1.3) 

	Direct oral anticoagulants-P-glycoprotein inhibitor
	703 (3.3)
	1044 (2.6)
	547 (1.6)
	491 (1.1)
	216 (0.7)
	91 (0.4)

	Direct oral anticoagulants-Rifampicin
	2 (0.0)
	7 (0.0)
	5 (0.0)
	7 (0.0)
	3 (0.0)
	1 (0.0)

	Direct oral anticoagulants-Selective serotonin reuptake inhibitors
	789 (3.7)
	727 (1.8)
	1391 (4.0)
	905 (2.1)
	1411 (4.4)
	492 (2.2)

	Direct oral anticoagulants-Tetracyclic antidepressant
	331 (1.6)
	444 (1.1)
	881 (2.6)
	687 (1.6)
	1137 (3.6)
	480 (2.2)

	Direct oral anticoagulants-Antiepileptics
	71 (0.3)
	130 (0.3)
	111 (0.3)
	118 (0.3)
	68 (0.2)
	48 (0.2)

	Direct oral anticoagulants-Antineoplastic/immunomodulating drugs
	0 (0.0)
	1 (0.0)
	0 (0.0)
	1 (0.0)
	0 (0.0)
	0 (0.0)

	Direct oral anticoagulants-Darunavir/cobicistat
	0
	0
	0
	0
	0
	0

	Direct oral anticoagulants-CYP3A4 inhibitor
	751 (3.5)
	1009 (2.5)
	619 (1.8)
	533 (1.2)
	265 (0.8)
	111 (0.5)

	Statins-Gemfibrozil
	4 (0.0)
	17 (0.0)
	2 (0.0)
	11 (0.0)
	0 (0.0)
	1 (0.0)

	Statins-Verapamil/diltiazem
	187 (0.9)
	300 (0.8)
	279 (0.8)
	265 (0.6)
	118 (0.4)
	76 (0.3)

	Statins-Amiodarone
	98 (0.5)
	365 (0.9)
	119 (0.3)
	311 (0.7)
	44 (0.1)
	48 (0.2)

	Statins-Macrolides
	16 (0.1)
	27 (0.1)
	25 (0.1)
	35 (0.1)
	14 (0.0)
	10 (0.0)

	Statins-Amlodipine
	516 (2.4)
	1491 (3.7)
	907 (2.6)
	1606 (3.7)
	594 (1.9)
	551 (2.5)

	procainamide-Amiodarone
	0
	0
	0
	0
	0
	0

	procainamide-Trimethoprim
	0
	0
	0
	0
	0
	0

	Disopyramide-Macrolides
	0
	0
	0
	0
	0
	0

	Furosemide-Etacrynic acid
	0
	0
	0
	0
	0
	0

	Nonsteroidal anti-inflammatory drugs - Diuretics
	230 (1.1)
	408 (1.0)
	258 (0.7)
	318 (0.7)
	194 (0.6)
	109 (0.5)

	Selective serotonin reuptake inhibitors-Diuretic
	730 (3.4)
	700 (1.8)
	1810 (5.3)
	1282 (3.0)
	2789 (8.7)
	1058 (4.8)

	Lithium-Diuretics
	7 (0.0)
	15 (0.0)
	24 (0.1)
	16 (0.0)
	11 (0.0)
	7 (0.0)

	Calcium channel blocker-CYP3A4 inhibitor
	250 (1.2)
	460 (1.2)
	273 (0.8)
	265 (0.6)
	111 (0.3)
	38 (0.2)

	Beta Blocker -Verapamil/Diltiazem
	237 (1.1)
	289 (0.7)
	362 (1.1)
	256 (0.6)
	249 (0.8)
	80 (0.4)

	Carbamazepine-Verapamil/Diltiazem
	2 (0.0)
	1 (0.0)
	1 (0.0)
	1 (0.0)
	2 (0.0)
	4 (0.0)

	Phosphodiesterase inhibitor-Nitrate
	0 (0.0)
	51 (0.1)
	0 (0.0)
	40 (0.1)
	0 (0.0)
	6 (0.0)

	Acetylcholinesterase inhibitor -Heart rate reducing drugs
	87 (0.4)
	111 (0.3)
	648 (1.9)
	610 (1.4)
	768 (2.4)
	425 (1.9)

	Ergotalkaloid-Macrolide
	1 (0.0)
	0 (0.0)
	0 (0.0)
	0 (0.0)
	0 (0.0)
	0 (0.0)

	Lithium-Angiotensin-converting enzyme/ Angiotensin receptor blockers
	18 (0.1)
	20 (0.1)
	18 (0.1)
	29 (0.1)
	7 (0.0)
	4 (0.0)

	≥ 2 Potassium-sparing drugs
	2034 (9.6)
	4698 (11.8)
	3329 (9.7)
	4439 (10.3)
	2389 (7.5)
	1646 (7.5)

	≥ 2 Potassium reducing drugs
	1072 (5.1)
	1743 (4.4)
	2331 (6.8)
	2448 (5.7)
	2294 (7.2)
	1368 (6.2)

	Angiotensin-converting enzyme/Angiotensin receptor blockers /potassium sparing drug-Potassium supplement
	526 (2.5)
	754 (1.9)
	1169 (3.4)
	903 (2.1)
	1365 (4.3)
	607 (2.7)

	Nonsteroidal anti-inflammatory drugs - Angiotensin-converting enzyme/ Angiotensin receptor blockers
	301 (1.4)
	649 (1.6)
	277 (0.8)
	390 (0.9)
	156 (0.5)
	95 (0.4)

	antiplatelet- Nonsteroidal anti-inflammatory drugs
	106 (0.5)
	187 (0.5)
	100 (0.3)
	148 (0.3)
	82 (0.3)
	44 (0.2)

	corticosteroid- Nonsteroidal anti-inflammatory drugs
	90 (0.4)
	138 (0.3)
	95 (0.3)
	101 (0.2)
	41 (0.1)
	20 (0.1)

	Nonsteroidal anti-inflammatory drugs - Selective serotonin reuptake inhibitors/ Serotonin and norepinephrine reuptake inhibitors
	86 (0.4)
	62 (0.2)
	80 (0.2)
	57 (0.1)
	51 (0.2)
	16 (0.1)

	Lithium- Nonsteroidal anti-inflammatory drugs
	1 (0.0)
	0 (0.0)
	0 (0.0)
	0 (0.0)
	0 (0.0)
	0 (0.0)

	Selective serotonin reuptake inhibitors -Serotonergic drugs
	346 (1.6)
	478 (1.2)
	927 (2.7)
	679 (1.6)
	1248 (3.9)
	498 (2.3)

	Tamoxifen- Selective serotonin reuptake inhibitors
	6 (0.0)
	0 (0.0)
	10 (0.0)
	0 (0.0)
	16 (0.1)
	0 (0.0)

	Tamoxifen-Paroxetin/fluoxetine/buprion
	0
	0
	0
	0
	0
	0

	Theophylline-Fluvoxamine
	0
	0
	0
	0
	0
	0

	Monoamine oxidase inhibitors -Sympathomimetics
	0 (0.0)
	2 (0.0)
	0 (0.0)
	0 (0.0)
	0 (0.0)
	0 (0.0)

	Monoamine oxidase inhibitors -Opioids
	0 (0.0)
	0 (0.0)
	0 (0.0)
	0 (0.0)
	1 (0.0)
	0 (0.0)

	Monoamine oxidase inhibitors -Antidepressant
	1 (0.0)
	1 (0.0)
	0 (0.0)
	1 (0.0)
	1 (0.0)
	0 (0.0)

	Monoamine oxidase inhibitors -Levodopa
	0
	0
	0
	0
	0
	0

	Carbamazepine-Macrolides
	1 (0.0)
	0 (0.0)
	0 (0.0)
	0 (0.0)
	1 (0.0)
	0 (0.0)

	≥ 3 Central nervous system acting agents
	1564 (7.4)
	1696 (4.3)
	3185 (9.2)
	2217 (5.1)
	4121 (12.9)
	1593 (7.2)

	CYP3A4 inhibitor-Psycholeptic drugs
	378 (1.8)
	352 (0.9)
	498 (1.4)
	336 (0.8)
	313 (1.0)
	126 (0.6)

	Fluoxetine-Tricyclic antidepressants
	1 (0.0)
	1 (0.0)
	4 (0.0)
	0 (0.0)
	0 (0.0)
	0 (0.0)

	≥ 2 Anticholinergic drugs
	116 (0.5)
	130 (0.3)
	84 (0.2)
	82 (0.2)
	60 (0.2)
	35 (0.2)

	Theophylline-Cimetidine
	0
	0
	0
	0
	0
	0

	Theophylline-Quinolone
	1 (0.0)
	0 (0.0)
	0 (0.0)
	0 (0.0)
	0 (0.0)
	1 (0.0)

	Theophylline-Macrolides
	0 (0.0)
	0 (0.0)
	0 (0.0)
	0 (0.0)
	0 (0.0)
	1 (0.0)

	Thiopurines-Allopurinol
	3 (0.0)
	4 (0.0)
	3 (0.0)
	0 (0.0)
	0 (0.0)
	1 (0.0)

	Ciclosporin-Rifampicin
	0
	0
	0
	0
	0
	0

	Methotrexate-Trimethoprim
	1 (0.0)
	3 (0.0)
	4 (0.0)
	5 (0.0)
	2 (0.0)
	0 (0.0)





[bookmark: _Hlk187244433]Table S3A. Association (OR and 95%CI) between demographic factors and potentially clinically significant drug-drug interactions (DDI) with prevalence > 5% in those without polypharmacy. Estimates are derived from adjusted binary logistic regression models. OR = odds ratio, 95%CI = 95% confidence interval, CNS = central nervous system, DOAC = direct oral anticoagulants, SSRI = selective serotonin reuptake inhibitor, Q = quintile. Green = lower odds, Red = higher odds, Grey = no statistical significance
	OR [95%CI]
	Overall DDI
	Cardiovascular
	CNS
	Diuretics
	DOAC
	Digoxin
	SSRI
	≥ 2 Potassium sparing drugs
	≥ 2 Potassium reducing drugs
	≥ 3 CNS-acting drugs
	Digoxin-Diuretic
	SSRI-Diuretic

	Male
	0.98 [0.90-1.05]
	0.99 [0.92-1.07]
	0.67 [0.56-0.81]
	0.75 [0.60-0.92]
	0.78 [0.69-0.89]
	0.74 [0.58-0.95]
	0.61 [0.49-0.75]
	1.30 [1.11-1.53]
	1.13 [0.81-1.56]
	0.86 [0.54-1.38]
	0.67 [0.51-0.87]
	0.79 [0.52-1.19]

	75-84
	0.85 [0.78-0.91]
	0.84 [0.78-0.91]
	0.93 [0.77-1.13]
	1.18 [0.93-1.51]
	0.57 [0.50-0.65]
	1.22 [0.93-1.61]
	0.96 [0.76-1.21]
	0.80 [0.68-0.93]
	1.41 [0.99-2.02]
	0.68 [0.40-1.14]
	1.43 [1.05-1.95]
	1.01 [0.62-1.64]

	≥85
	0.70 [0.63-0.77]
	0.7 [0.63-0.77]
	0.93 [0.73-1.16]
	1.85 [1.43-2.41]
	0.39 [0.32-0.48]
	1.56 [1.15-2.10]
	1.16 [0.89-1.50]
	0.54 [0.43-0.67]
	1.57 [1.05-2.36]
	0.81 [0.45-1.43]
	2.04 [1.48-2.84]
	2.10 [1.30-3.44]

	Unpartnered
	1.01 [0.94-1.09]
	0.98 [0.91-1.06]
	1.19 [0.99-1.42]
	1.24 [1-1.53]
	0.84 [0.74-0.96]
	1.51 [1.19-1.93]
	1.00 [0.81-1.23]
	1.06 [0.92-1.23]
	1.22 [0.89-1.66]
	2.51 [1.56-4.15]
	1.50 [1.15-1.96]
	0.90 [0.60-1.35]

	High school
	0.99 [0.91-1.07]
	0.97 [0.90-1.06]
	0.90 [0.74-1.10]
	0.99 [0.79-1.23]
	0.98 [0.84-1.13]
	1.08 [0.83-1.39]
	0.87 [0.69-1.09]
	0.91 [0.77-1.07]
	0.98 [0.70-1.37]
	1.30 [0.77-2.22]
	1.09 [0.83-1.43]
	0.84 [0.54-1.29]

	University
	1.05 [0.95-1.15]
	1.04 [0.94-1.14]
	1.14 [0.91-1.43]
	0.93 [0.70-1.24]
	1.16 [0.99-1.36]
	1.00 [0.72-1.37]
	1.00 [0.76-1.31]
	0.96 [0.79-1.16]
	0.92 [0.59-1.40]
	1.61 [0.87-2.95]
	0.97 [0.68-1.37]
	0.93 [0.53-1.58]

	Q2
	1.00 [0.89-1.13]
	0.99 [0.88-1.12]
	0.95 [0.72-1.25]
	0.75 [0.56-1.01]
	1.07 [0.86-1.33]
	0.87 [0.61-1.24]
	0.92 [0.66-1.27]
	1.04 [0.81-1.33]
	0.74 [0.47-1.16]
	1.07 [0.51-2.28]
	0.85 [0.59-1.23]
	0.62 [0.35-1.07]

	Q3
	1.02 [0.90-1.14]
	0.98 [0.87-1.11]
	1.18 [0.90-1.54]
	0.78 [0.58-1.06]
	0.98 [0.79-1.22]
	0.85 [0.59-1.21]
	1.09 [0.79-1.50]
	1.13 [0.89-1.44]
	0.74 [0.47-1.17]
	1.14 [0.55-2.41]
	0.83 [0.56-1.21]
	0.66 [0.38-1.15]

	Q4
	1.01 [0.90-1.14]
	1.00 [0.89-1.12]
	1.00 [0.76-1.33]
	0.78 [0.57-1.06]
	1.12 [0.91-1.37]
	0.97 [0.68-1.38]
	1.10 [0.80-1.52]
	0.90 [0.71-1.15]
	0.67 [0.42-1.06]
	1.14 [0.56-2.42]
	1.00 [0.68-1.46]
	0.53 [0.28-0.96]

	Q5
	1.02 [0.90-1.14]
	1.00 [0.89-1.13]
	0.89 [0.67-1.19]
	0.55 [0.38-0.77]
	1.33 [1.09-1.63]
	0.69 [0.46-1.03]
	0.95 [0.68-1.34]
	0.98 [0.77-1.25]
	0.50 [0.29-0.83]
	0.68 [0.30-1.55]
	0.65 [0.41-1.00]
	0.41 [0.21-0.80]



Table S3B. Association (OR and 95%CI) between demographic factors and potentially clinically significant drug-drug interactions (DDI) with prevalence > 5% in those with polypharmacy. Estimates are derived from adjusted binary logistic regression models. OR = odds ratio, 95%CI = 95% confidence interval, CNS = central nervous system, DOAC = direct oral anticoagulants, SSRI = selective serotonin reuptake inhibitor, Q = quintile. Green = lower odds, Red = higher odds, Grey = no statistical significance
	OR [95%CI]
	Overall DDI
	Cardiovascular
	CNS
	Diuretics
	DOAC
	Digoxin
	SSRI
	≥ 2 Potassium sparing drugs
	≥ 2 Potassium reducing drugs
	≥ 3 CNS-acting drugs
	Digoxin-Diuretic
	SSRI-Diuretic

	Male
	0.95 [0.92-0.98]
	0.97 [0.94-0.999]
	0.66 [0.62-0.69]
	0.67 [0.64-0.71]
	0.76 [0.72-0.81]
	0.66 [0.62-0.70]
	0.61 [0.57-0.65]
	1.29 [1.23-1.36]
	1.05 [0.97-1.13]
	0.76 [0.70-0.83]
	0.66 [0.62-0.70]
	0.64 [0.58-0.70]

	75-84
	0.87 [0.85-0.90]
	0.89 [0.86-0.92]
	0.94 [0.89-1.00]
	1.06 [0.99-1.13]
	0.70 [0.66-0.75]
	1.04 [0.97-1.13]
	1.01 [0.93-1.09]
	0.78 [0.74-0.82]
	1.14 [1.04-1.24]
	0.94 [0.85-1.04]
	1.06 [0.98-1.15]
	1.22 [1.09-1.38]

	≥85
	0.78 [0.75-0.81]
	0.77 [0.74-0.80]
	1.15 [1.08-1.23]
	1.41 [1.32-1.51]
	0.55 [0.51-0.59]
	1.24 [1.14-1.34]
	1.34 [1.23-1.45]
	0.51 [0.48-0.54]
	1.15 [1.04-1.27]
	1.15 [1.04-1.28]
	1.30 [1.19-1.41]
	2.12 [1.88-2.39]

	Unpartnered
	1.04 [1.01-1.07]
	1.00 [0.97-1.03]
	1.31 [1.24-1.38]
	1.22 [1.15-1.29]
	1.02 [0.96-1.07]
	1.19 [1.12-1.27]
	1.26 [1.18-1.35]
	0.99 [0.95-1.04]
	0.92 [0.86-1.00]
	1.51 [1.39-1.64]
	1.20 [1.13-1.29]
	1.35 [1.23-1.49]

	High school
	0.95 [0.92-0.98]
	0.94 [0.91-0.97]
	0.97 [0.92-1.03]
	0.92 [0.87-0.97]
	1.02 [0.96-1.08]
	0.95 [0.89-1.01]
	0.91 [0.85-0.98]
	1.03 [0.98-1.08]
	0.87 [0.80-0.94]
	1.02 [0.94-1.11]
	0.94 [0.88-1.00]
	0.87 [0.79-0.95]

	University
	0.96 [0.92-0.996]
	0.94 [0.90-0.97]
	1.1 [1.03-1.18]
	0.88 [0.81-0.94]
	1.18 [1.10-1.26]
	0.88 [0.81-0.96]
	1.02 [0.93-1.12]
	1.00 [0.93-1.06]
	0.87 [0.78-0.96]
	1.19 [1.06-1.32]
	0.87 [0.80-0.95]
	0.85 [0.75-0.97]

	Q2
	1.01 [0.96-1.05]
	0.99 [0.95-1.04]
	1.04 [0.96-1.12]
	1.01 [0.94-1.09]
	0.99 [0.91-1.07]
	0.99 [0.91-1.08]
	1.01 [0.92-1.11]
	0.99 [0.92-1.07]
	0.92 [0.82-1.028]
	1.04 [0.93-1.17]
	0.99 [0.91-1.09]
	1.06 [0.94-1.19]

	Q3
	1.02 [0.97-1.06]
	1.01 [0.97-1.06]
	1.04 [0.96-1.12]
	0.97 [0.90-1.04]
	1.06 [0.97-1.15]
	0.91 [0.83-0.99]
	1.05 [0.95-1.15]
	0.98 [0.91-1.06]
	0.98 [0.87-1.09]
	1.03 [0.92-1.16]
	0.89 [0.81-0.98]
	1.10 [0.97-1.25]

	Q4
	0.99 [0.95-1.04]
	1.00 [0.96-1.05]
	0.94 [0.86-1.02]
	0.93 [0.86-1.01]
	1.03 [0.95-1.12]
	0.92 [0.83-1.01]
	0.97 [0.87-1.07]
	0.97 [0.90-1.05]
	1.03 [0.92-1.16]
	0.90 [0.79-1.03]
	0.90 [0.81-0.99]
	0.96 [0.84-1.11]

	Q5
	1.05 [1.001-1.10]
	1.08 [1.03-1.13]
	0.93 [0.85-1.02]
	0.89 [0.81-0.97]
	1.28 [1.18-1.40]
	0.88 [0.79-0.98]
	0.95 [0.85-1.06]
	0.99 [0.92-1.07]
	0.99 [0.88-1.12]
	0.83 [0.72-0.95]
	0.85 [0.77-0.95]
	0.87 [0.74-1.01]



Table S3C. Association (OR and 95%CI) between demographic factors and potentially clinically significant drug-drug interactions (DDI) with prevalence > 5% in those with excessive polypharmacy. Estimates are derived from adjusted binary logistic regression models. OR = odds ratio, 95%CI = 95% confidence interval, CNS = central nervous system, DOAC = direct oral anticoagulants, SSRI = selective serotonin reuptake inhibitor, Q = quintile. Green = lower odds, Red = higher odds, Grey = no statistical significance
	OR [95%CI]
	Overall DDI
	Cardiovascular
	CNS
	Diuretics
	DOAC
	Digoxin
	SSRI
	≥ 2 Potassium sparing drugs
	≥ 2 Potassium reducing drugs
	≥ 3 CNS-acting drugs
	Digoxin-Diuretic
	SSRI-Diuretic

	Male
	0.91 [0.87-0.95]
	0.97 [0.93-1.01]
	0.68 [0.65-0.71]
	0.71 [0.68-0.75]
	0.77 [0.73-0.81]
	0.66 [0.62-0.70]
	0.72 [0.68-0.76]
	1.21 [1.15-1.27]
	1.03 [0.97-1.09]
	0.71 [0.68-0.75]
	0.66 [0.62-0.70]
	0.75 [0.71-0.80]

	75-84
	0.94 [0.89-0.98]
	0.99 [0.95-1.03]
	1.07 [1.02-1.13]
	1.1 [1.04-1.16]
	0.88 [0.83-0.93]
	1.02 [0.95-1.09]
	1.2 [1.13-1.29]
	0.78 [0.74-0.82]
	1.12 [1.05-1.19]
	1.07 [1.01-1.13]
	1.02 [0.95-1.10]
	1.39 [1.29-1.51]

	≥85
	0.94 [0.90-0.99]
	0.92 [0.88-0.97]
	1.38 [1.31-1.46]
	1.39 [1.31-1.48]
	0.80 [0.75-0.85]
	1.16 [1.07-1.25]
	1.49 [1.4-1.6]
	0.56 [0.53-0.60]
	1.13 [1.05-1.21]
	1.48 [1.39-1.57]
	1.19 [1.10-1.28]
	1.96 [1.80-2.12]

	Unpartnered
	1.10 [1.06-1.15]
	1.00 [0.96-1.04]
	1.31 [1.25-1.37]
	1.18 [1.12-1.23]
	1.11 [1.05-1.17]
	1.09 [1.02-1.16]
	1.3 [1.23-1.38]
	0.88 [0.84-0.92]
	0.93 [0.88-0.99]
	1.37 [1.30-1.44]
	1.09 [1.03-1.17]
	1.34 [1.25-1.43]

	High school
	0.98 [0.94-1.02]
	0.96 [0.92-0.999]
	1.04 [0.99-1.08]
	0.96 [0.92-1.01]
	1.04 [0.99-1.10]
	1.00 [0.94-1.06]
	0.97 [0.92-1.03]
	0.96 [0.91-1.01]
	0.95 [0.9-1.0034]
	1.08 [1.03-1.13]
	1.00 [0.94-1.06]
	0.95 [0.89-1.01]

	University
	0.95 [0.90-1.01]
	0.90 [0.85-0.95]
	1.12 [1.05-1.19]
	0.89 [0.83-0.95]
	1.15 [1.07-1.24]
	0.92 [0.85-1.01]
	0.98 [0.91-1.06]
	0.96 [0.90-1.03]
	0.88 [0.81-0.95]
	1.14 [1.07-1.22]
	0.91 [0.84-1.00]
	0.90 [0.82-0.98]

	Q2
	0.998 [0.94-1.06]
	0.98 [0.93-1.03]
	1.1 [1.04-1.17]
	1.08 [1.01-1.15]
	0.96 [0.89-1.03]
	1.06 [0.98-1.15]
	1.06 [0.99-1.144]
	0.89 [0.83-0.96]
	0.96 [0.89-1.034]
	1.11 [1.04-1.19]
	1.05 [0.96-1.14]
	1.12 [1.04-1.22]

	Q3
	0.96 [0.91-1.02]
	0.99 [0.94-1.05]
	1.00 [0.94-1.07]
	1.06 [0.99-1.13]
	0.98 [0.91-1.06]
	1.03 [0.95-1.13]
	1.05 [0.97-1.13]
	0.94 [0.88-1.01]
	0.99 [0.92-1.07]
	0.98 [0.92-1.05]
	1.03 [0.94-1.12]
	1.09 [1.00-1.18]

	Q4
	0.90 [0.85-0.96]
	0.95 [0.90-1.01]
	0.88 [0.82-0.95]
	0.95 [0.88-1.02]
	0.98 [0.90-1.06]
	1.01 [0.92-1.11]
	0.90 [0.82-0.98]
	0.96 [0.89-1.04]
	0.95 [0.87-1.03]
	0.87 [0.81-0.94]
	1.00 [0.91-1.10]
	0.90 [0.81-0.99]

	Q5
	0.99 [0.92-1.06]
	1.02 [0.96-1.09]
	0.97 [0.90-1.05]
	0.91 [0.84-0.99]
	1.20 [1.09-1.31]
	0.94 [0.85-1.05]
	0.90 [0.82-0.99]
	1.09 [1.00-1.18]
	0.98 [0.89-1.07]
	0.96 [0.88-1.05]
	0.91 [0.81-1.01]
	0.84 [0.75-0.94]



Table S3D. Association (OR and 95%CI) between demographic factors and potentially clinically significant drug-drug interactions (DDI) with prevalence > 5% in males. Estimates are derived from adjusted binary logistic regression models. OR = odds ratio, 95%CI = 95% confidence interval, CNS = central nervous system, DOAC = direct oral anticoagulants, SSRI = selective serotonin reuptake inhibitor, Q = quintile. Green = lower odds, Red = higher odds, Grey = no statistical significance
	OR [95%CI]
	Overall DDI
	Cardiovascular
	CNS
	Diuretics
	DOAC
	Digoxin
	SSRI
	≥ 2 Potassium sparing drugs
	≥ 2 Potassium reducing drugs
	≥ 3 CNS-acting drugs
	Digoxin-Diuretic
	SSRI-Diuretic

	75-84
	0.84 [0.81-0.87]
	0.86 [0.83-0.89]
	1.05 [0.997-1.11]
	1.02 [0.97-1.09]
	0.74 [0.70-0.78]
	0.91 [0.85-0.98]
	1.17 [1.09-1.26]
	0.75 [0.71-0.78]
	1.11 [1.04-1.19]
	1.03 [0.96-1.11]
	0.93 [0.87-1.01]
	1.44 [1.31-1.58]

	≥85
	0.70 [0.67-0.72]
	0.69 [0.66-0.72]
	1.30 [1.22-1.38]
	1.23 [1.15-1.31]
	0.59 [0.55-0.63]
	0.97 [0.89-1.05]
	1.48 [1.37-1.61]
	0.48 [0.46-0.52]
	1.15 [1.07-1.24]
	1.37 [1.27-1.48]
	1.01 [0.93-1.10]
	2.16 [1.96-2.40]

	Unpartnered
	1.04 [1.01-1.07]
	0.98 [0.95-1.01]
	1.37 [1.31-1.43]
	1.16 [1.10-1.22]
	1.01 [0.97-1.07]
	1.11 [1.04-1.18]
	1.31 [1.24-1.39]
	0.95 [0.91-0.99]
	0.89 [0.84-0.94]
	1.55 [1.46-1.65]
	1.11 [1.04-1.19]
	1.34 [1.25-1.45]

	High school
	0.96 [0.93-0.996]
	0.95 [0.92-0.98]
	1.02 [0.97-1.08]
	0.94 [0.89-0.99]
	1.01 [0.95-1.07]
	0.95 [0.89-1.02]
	0.96 [0.90-1.03]
	0.98 [0.93-1.03]
	0.90 [0.84-0.96]
	1.10 [1.03-1.18]
	0.94 [0.88-1.01]
	0.96 [0.88-1.05]

	University
	1.00 [0.96-1.04]
	0.96 [0.92-1.00]
	1.21 [1.13-1.29]
	0.90 [0.84-0.97]
	1.18 [1.11-1.26]
	0.85 [0.78-0.93]
	1.09 [0.997-1.18]
	0.98 [0.93-1.04]
	0.86 [0.79-0.93]
	1.27 [1.17-1.39]
	0.85 [0.78-0.94]
	0.98 [0.87-1.09]

	Q2
	1.01 [0.95-1.07]
	0.99 [0.93-1.04]
	1.06 [0.97-1.15]
	0.99 [0.91-1.09]
	0.99 [0.90-1.09]
	0.98 [0.88-1.10]
	1.00 [0.89-1.12]
	0.94 [0.87-1.02]
	0.95 [0.86-1.06]
	1.15 [1.03-1.28]
	0.98 [0.87-1.10]
	1.05 [0.92-1.20]

	Q3
	1.03 [0.98-1.09]
	1.03 [0.98-1.09]
	1.03 [0.95-1.12]
	0.99 [0.91-1.08]
	0.99 [0.90-1.09]
	0.92 [0.83-1.03]
	1.07 [0.97-1.19]
	0.98 [0.90-1.05]
	0.96 [0.87-1.06]
	1.03 [0.93-1.15]
	0.92 [0.82-1.02]
	1.09 [0.96-1.24]

	Q4
	0.97 [0.92-1.02]
	1.00 [0.95-1.05]
	0.88 [0.81-0.95]
	0.89 [0.82-0.97]
	0.97 [0.89-1.06]
	0.90 [0.81-1.00]
	0.92 [0.83-1.02]
	0.97 [0.90-1.04]
	1.02 [0.92-1.13]
	0.87 [0.79-0.97]
	0.88 [0.79-0.98]
	0.91 [0.8-1.04]

	Q5
	1.02 [0.96-1.07]
	1.05 [0.99-1.11]
	0.89 [0.81-0.96]
	0.80 [0.73-0.88]
	1.22 [1.12-1.33]
	0.80 [0.71-0.89]
	0.87 [0.78-0.97]
	1.02 [0.94-1.1]
	1.01 [0.91-1.12]
	0.88 [0.78-0.98]
	0.77 [0.68-0.86]
	0.74 [0.64-0.86]


 


Table S3E. Association (OR and 95%CI) between demographic factors and potentially clinically significant drug-drug interactions (DDI) with prevalence > 5% in females. Estimates are derived from adjusted binary logistic regression models. OR = odds ratio, 95%CI = 95% confidence interval, CNS = central nervous system, DOAC = direct oral anticoagulants, SSRI = selective serotonin reuptake inhibitor, Q = quintile. Green = lower odds, Red = higher odds, Grey = no statistical significance
	OR [95%CI]
	Overall DDI
	Cardiovascular
	CNS
	Diuretics
	DOAC
	Digoxin
	SSRI
	≥ 2 Potassium sparing drugs
	≥ 2 Potassium reducing drugs
	≥ 3 CNS-acting drugs
	Digoxin-Diuretic
	SSRI-Diuretic

	75-84
	0.97 [0.93-1.01]
	1.02 [0.98-1.06]
	0.98 [0.92-1.03]
	1.2 [1.13-1.27]
	0.79 [0.74-0.84]
	1.25 [1.16-1.35]
	1.08 [1.004-1.15]
	0.90 [0.85-0.96]
	1.16 [1.07-1.25]
	1.06 [0.98-1.14]
	1.26 [1.17-1.36]
	1.27 [1.16-1.39]

	≥85
	0.97 [0.93-1.01]
	0.98 [0.94-1.02]
	1.24 [1.17-1.32]
	1.65 [1.55-1.75]
	0.70 [0.65-0.74]
	1.55 [1.43-1.67]
	1.39 [1.30-1.49]
	0.65 [0.61-0.7]
	1.15 [1.06-1.25]
	1.46 [1.35-1.57]
	1.6 [1.48-1.73]
	1.95 [1.78-2.14]

	Unpartnered
	1.03 [0.997-1.08]
	0.99 [0.95-1.02]
	1.23 [1.16-1.29]
	1.2 [1.14-1.27]
	1.04 [0.98-1.10]
	1.13 [1.06-1.21]
	1.23 [1.16-1.31]
	0.88 [0.83-0.93]
	1.01 [0.94-1.09]
	1.26 [1.18-1.35]
	1.14 [1.07-1.22]
	1.34 [1.23-1.45]

	High school
	0.97 [0.94-1.01]
	0.97 [0.93-0.999]
	0.99 [0.95-1.04]
	0.95 [0.91-1]
	1.05 [0.996-1.11]
	1.01 [0.95-1.07]
	0.94 [0.89-0.99]
	1.02 [0.96-1.07]
	0.95 [0.89-1.01]
	1.04 [0.98-1.1]
	1 [0.95-1.06]
	0.9 [0.84-0.96]

	University
	0.94 [0.90-0.99]
	0.92 [0.88-0.97]
	1.03 [0.97-1.09]
	0.88 [0.82-0.94]
	1.14 [1.07-1.23]
	0.96 [0.88-1.04]
	0.94 [0.87-1.01]
	0.96 [0.90-1.04]
	0.90 [0.82-0.99]
	1.06 [0.98-1.14]
	0.94 [0.86-1.02]
	0.83 [0.75-0.91]

	Q2
	1.01 [0.97-1.06]
	0.99 [0.95-1.03]
	1.10 [1.04-1.17]
	1.04 [0.99-1.11]
	0.97 [0.91-1.04]
	1.02 [0.95-1.09]
	1.07 [1.002-1.14]
	0.95 [0.89-1.02]
	0.91 [0.85-0.99]
	1.12 [1.04-1.19]
	1.01 [0.94-1.08]
	1.11 [1.02-1.2]

	Q3
	0.98 [0.94-1.03]
	0.99 [0.94-1.03]
	1.04 [0.98-1.10]
	1 [0.94-1.07]
	1.04 [0.96-1.11]
	0.96 [0.89-1.04]
	1.05 [0.98-1.13]
	0.98 [0.91-1.05]
	0.98 [0.90-1.06]
	1.03 [0.95-1.11]
	0.95 [0.88-1.03]
	1.07 [0.98-1.17]

	Q4
	0.98 [0.93-1.04]
	0.98 [0.92-1.03]
	0.96 [0.90-1.04]
	0.95 [0.88-1.03]
	1.08 [0.997-1.18]
	0.99 [0.90-1.09]
	0.96 [0.87-1.05]
	1 [0.92-1.09]
	0.88 [0.79-0.97]
	0.95 [0.87-1.05]
	0.99 [0.90-1.08]
	0.89 [0.79-0.99]

	Q5
	1.04 [0.98-1.11]
	1.06 [0.996-1.12]
	1.08 [0.99-1.17]
	0.96 [0.88-1.05]
	1.30 [1.19-1.41]
	0.99 [0.89-1.09]
	1.02 [0.92-1.13]
	1.05 [0.95-1.15]
	0.87 [0.77-0.98]
	1.05 [0.95-1.16]
	0.95 [0.85-1.06]
	0.96 [0.84-1.09]


 
Table S3F. Association (OR and 95%CI) between demographic factors and potentially clinically significant drug-drug interactions (DDI) with prevalence > 5% in those aged 65-74 years Estimates are derived from adjusted binary logistic regression models. OR = odds ratio, 95%CI = 95% confidence interval, CNS = central nervous system, DOAC = direct oral anticoagulants, SSRI = selective serotonin reuptake inhibitor, Q = quintile, logPC = logarithmic transformation of number of drug combinations. Green = lower odds, Red = higher odds, Grey = no statistical significance
	OR [95%CI]
	Overall DDI
	Cardiovascular
	CNS
	Diuretics
	DOAC
	Digoxin
	SSRI
	≥ 2 Potassium sparing drugs
	≥ 2 Potassium reducing drugs
	≥ 3 CNS-acting drugs
	Digoxin-Diuretic
	SSRI-Diuretic

	Male
	1.10 [1.05-1.14]
	1.14 [1.09-1.18]
	0.67 [0.63-0.71]
	0.83 [0.78-0.89]
	0.81 [0.76-0.86]
	0.88 [0.81-0.96]
	0.65 [0.60-0.70]
	1.45 [1.36-1.54]
	1.04 [0.95-1.14]
	0.79 [0.72-0.85]
	0.88 [0.8-0.96]
	0.69 [0.62-0.77]

	Unpartnered
	1.09 [1.04-1.13]
	1.01 [0.97-1.05]
	1.38 [1.3-1.47]
	1.2 [1.12-1.29]
	1.01 [0.96-1.08]
	1.27 [1.17-1.38]
	1.27 [1.17-1.38]
	0.99 [0.94-1.04]
	0.91 [0.84-0.99]
	1.67 [1.54-1.81]
	1.28 [1.18-1.39]
	1.28 [1.15-1.44]

	High school
	0.97 [0.93-1.01]
	0.93 [0.89-0.98]
	1.09 [1.02-1.17]
	0.94 [0.87-1.01]
	1.04 [0.97-1.11]
	0.98 [0.89-1.07]
	1 [0.91-1.09]
	0.95 [0.9-1.01]
	0.91 [0.83-0.998]
	1.19 [1.09-1.3]
	0.96 [0.88-1.06]
	0.95 [0.84-1.07]

	University
	0.95 [0.90-1.004]
	0.89 [0.85-0.94]
	1.27 [1.17-1.39]
	0.79 [0.71-0.86]
	1.20 [1.11-1.30]
	0.78 [0.7-0.88]
	1.08 [0.97-1.21]
	0.89 [0.82-0.96]
	0.84 [0.75-0.94]
	1.31 [1.17-1.47]
	0.78 [0.69-0.88]
	0.85 [0.72-0.99]

	Q2
	0.99 [0.92-1.054]
	0.96 [0.89-1.02]
	1.1 [0.99-1.2]
	0.97 [0.87-1.08]
	0.95 [0.86-1.05]
	0.92 [0.81-1.05]
	0.97 [0.86-1.1]
	0.87 [0.79-0.96]
	1.05 [0.92-1.2]
	1.27 [1.13-1.44]
	0.92 [0.8-1.05]
	1.05 [0.89-1.24]

	Q3
	0.96 [0.90-1.03]
	0.97 [0.90-1.03]
	0.96 [0.87-1.05]
	0.84 [0.75-0.93]
	0.95 [0.86-1.05]
	0.82 [0.72-0.93]
	0.93 [0.82-1.05]
	0.97 [0.89-1.06]
	1.09 [0.95-1.25]
	0.97 [0.85-1.1]
	0.81 [0.7-0.92]
	0.91 [0.77-1.08]

	Q4
	0.92 [0.86-0.98]
	0.95 [0.89-1.02]
	0.8 [0.73-0.89]
	0.86 [0.77-0.96]
	0.97 [0.88-1.07]
	0.93 [0.82-1.06]
	0.84 [0.74-0.96]
	0.93 [0.85-1.01]
	1.2 [1.05-1.37]
	0.8 [0.71-0.92]
	0.9 [0.79-1.03]
	0.76 [0.63-0.91]

	Q5
	1.00 [0.94-1.069]
	1.07 [1.003-1.14]
	0.74 [0.67-0.82]
	0.8 [0.72-0.90]
	1.20 [1.10-1.32]
	0.83 [0.73-0.94]
	0.75 [0.66-0.85]
	1.06 [0.97-1.15]
	1.12 [0.98-1.28]
	0.7 [0.61-0.8]
	0.78 [0.68-0.89]
	0.64 [0.53-0.77]



Table S3G. Association (OR and 95%CI) between demographic factors and potentially clinically significant drug-drug interactions (DDI) with prevalence > 5% in those aged 75-84 years. Estimates are derived from adjusted binary logistic regression models. OR = odds ratio, 95%CI = 95% confidence interval, CNS = central nervous system, DOAC = direct oral anticoagulants, SSRI = selective serotonin reuptake inhibitor, Q = quintile. Green = lower odds, Red = higher odds, Grey = no statistical significance
	OR [95%CI]
	Overall DDI
	Cardiovascular
	CNS
	Diuretics
	DOAC
	Digoxin
	SSRI
	≥ 2 Potassium sparing drugs
	≥ 2 Potassium reducing drugs
	≥ 3 CNS-acting drugs
	Digoxin-Diuretic
	SSRI-Diuretic

	Male
	0.96 [0.92-0.996]
	0.99 [0.95-1.02]
	0.69 [0.65-0.72]
	0.71 [0.67-0.75]
	0.77 [0.73-0.82]
	0.63 [0.59-0.68]
	0.69 [0.65-0.74]
	1.21 [1.14-1.27]
	1.03 [0.96-1.1]
	0.72 [0.67-0.77]
	0.64 [0.59-0.69]
	0.76 [0.70-0.83]

	Unpartnered
	1.05 [1.01-1.08]
	0.99 [0.96-1.03]
	1.33 [1.26-1.4]
	1.19 [1.13-1.26]
	1.04 [0.98-1.10]
	1.05 [0.98-1.13]
	1.33 [1.25-1.42]
	0.92 [0.88-0.97]
	0.96 [0.9-1.02]
	1.40 [1.31-1.50]
	1.06 [0.99-1.14]
	1.44 [1.33-1.57]

	High school
	0.99 [0.96-1.03]
	0.99 [0.95-1.02]
	1.01 [0.96-1.06]
	0.97 [0.92-1.02]
	1.08 [1.02-1.15]
	0.99 [0.93-1.07]
	0.99 [0.92-1.06]
	1 [0.95-1.06]
	0.95 [0.89-1.02]
	1.04 [0.97-1.11]
	0.99 [0.92-1.06]
	0.96 [0.88-1.04]

	University
	1.02 [0.97-1.07]
	0.99 [0.95-1.04]
	1.10 [1.03-1.18]
	0.92 [0.85-0.99]
	1.20 [1.11-1.30]
	0.91 [0.82-0.996]
	1.02 [0.93-1.11]
	1.03 [0.96-1.1]
	0.91 [0.83-1.00]
	1.15 [1.05-1.26]
	0.88 [0.8-0.97]
	0.9 [0.8-1.01]

	Q2
	0.98 [0.93-1.037]
	0.97 [0.92-1.02]
	1.01 [0.94-1.09]
	1.01 [0.93-1.09]
	0.997 [0.92-1.09]
	1.05 [0.95-1.15]
	0.99 [0.9-1.08]
	0.98 [0.91-1.06]
	0.93 [0.85-1.02]
	1 [0.91-1.1]
	1.04 [0.95-1.15]
	1.02 [0.92-1.15]

	Q3
	0.99 [0.93-1.04]
	0.99 [0.94-1.04]
	0.99 [0.92-1.07]
	1.03 [0.95-1.11]
	1.06 [0.98-1.16]
	1.04 [0.94-1.14]
	1.02 [0.93-1.12]
	1.01 [0.93-1.09]
	0.96 [0.87-1.06]
	0.93 [0.84-1.02]
	1.02 [0.93-1.13]
	1.04 [0.93-1.17]

	Q4
	0.94 [0.89-0.998]
	0.97 [0.92-1.02]
	0.89 [0.82-0.97]
	0.93 [0.86-1.02]
	1.02 [0.93-1.12]
	0.98 [0.88-1.09]
	0.93 [0.84-1.03]
	1.01 [0.93-1.1]
	0.93 [0.83-1.03]
	0.85 [0.76-0.94]
	0.96 [0.86-1.07]
	0.9 [0.79-1.03]

	Q5
	0.97 [0.91-1.033]
	0.98 [0.92-1.04]
	0.99 [0.9-1.09]
	0.85 [0.76-0.93]
	1.26 [1.14-1.40]
	0.87 [0.77-0.99]
	0.93 [0.83-1.05]
	1.02 [0.93-1.11]
	0.98 [0.87-1.1]
	0.94 [0.83-1.06]
	0.85 [0.75-0.97]
	0.81 [0.70-0.95]


 
Table S3H. Association (OR and 95%CI) between demographic factors and potentially clinically significant drug-drug interactions (DDI) with prevalence > 5% in those aged 85 years or older. Estimates are derived from adjusted binary logistic regression models. OR = odds ratio, 95%CI = 95% confidence interval, CNS = central nervous system, DOAC = direct oral anticoagulants, SSRI = selective serotonin reuptake inhibitor, Q = quintile. Green = lower odds, Red = higher odds, Grey = no statistical significance
	OR [95%CI]
	Overall DDI
	Cardiovascular
	CNS
	Diuretics
	DOAC
	Digoxin
	SSRI
	≥ 2 Potassium sparing drugs
	≥ 2 Potassium reducing drugs
	≥ 3 CNS-acting drugs
	Digoxin-Diuretic
	SSRI-Diuretic

	Male
	0.75 [0.72-0.79]
	0.79 [0.75-0.83]
	0.63 [0.60-0.67]
	0.59 [0.56-0.63]
	0.70 [0.65-0.76]
	0.54 [0.49-0.58]
	0.66 [0.61-0.71]
	1.06 [0.99-1.15]
	1.06 [0.97-1.15]
	0.65 [0.61-0.70]
	0.53 [0.49-0.58]
	0.69 [0.63-0.75]

	Unpartnered
	0.96 [0.92-1.01]
	0.91 [0.87-0.96]
	1.17 [1.09-1.25]
	1.14 [1.06-1.22]
	1.05 [0.97-1.15]
	1.09 [0.99-1.19]
	1.21 [1.11-1.31]
	0.81 [0.75-0.88]
	0.93 [0.85-1.01]
	1.18 [1.08-1.28]
	1.08 [0.99-1.19]
	1.25 [1.14-1.38]

	High school
	0.92 [0.88-0.97]
	0.93 [0.89-0.97]
	0.94 [0.88-0.99]
	0.91 [0.86-0.96]
	0.96 [0.89-1.04]
	0.96 [0.89-1.03]
	0.87 [0.82-0.94]
	1.04 [0.96-1.12]
	0.9 [0.83-0.98]
	1 [0.93-1.07]
	0.95 [0.88-1.03]
	0.86 [0.79-0.93]

	University
	0.93 [0.87-0.99]
	0.92 [0.87-0.98]
	0.99 [0.91-1.08]
	0.96 [0.88-1.05]
	1.07 [0.97-1.19]
	1.06 [0.95-1.18]
	0.93 [0.84-1.03]
	1.06 [0.95-1.18]
	0.87 [0.77-0.97]
	1.04 [0.94-1.15]
	1.05 [0.94-1.17]
	0.9 [0.8-1.01]

	Q2
	1.06 [1.001-1.12]
	1.04 [0.98-1.1]
	1.15 [1.07-1.24]
	1.11 [1.03-1.19]
	0.98 [0.89-1.08]
	1.06 [0.97-1.16]
	1.13 [1.04-1.23]
	0.94 [0.86-1.04]
	0.89 [0.80-0.98]
	1.14 [1.04-1.24]
	1.05 [0.96-1.15]
	1.17 [1.06-1.29]

	Q3
	1.06 [0.99-1.13]
	1.06 [0.999-1.13]
	1.12 [1.04-1.21]
	1.09 [1.01-1.18]
	1.02 [0.92-1.13]
	1 [0.9-1.1]
	1.16 [1.05-1.27]
	0.91 [0.82-1.01]
	0.94 [0.84-1.04]
	1.12 [1.02-1.23]
	1 [0.9-1.1]
	1.19 [1.07-1.32]

	Q4
	1.07 [0.99-1.14]
	1.05 [0.98-1.12]
	1.05 [0.96-1.14]
	0.98 [0.89-1.07]
	1.07 [0.95-1.20]
	0.98 [0.87-1.1]
	1 [0.9-1.12]
	0.97 [0.86-1.09]
	0.89 [0.78-1.002]
	1.02 [0.92-1.15]
	0.98 [0.87-1.1]
	0.99 [0.87-1.12]

	Q5
	1.10 [1.02-1.19]
	1.07 [0.99-1.15]
	1.23 [1.11-1.35]
	0.98 [0.88-1.09]
	1.25 [1.10-1.42]
	0.99 [0.87-1.13]
	1.11 [0.98-1.25]
	0.93 [0.82-1.06]
	0.84 [0.73-0.97]
	1.23 [1.09-1.39]
	0.98 [0.86-1.12]
	1.02 [0.88-1.17]


 

Table S4A Multivariate Cox regressions stratified by polypharmacy – No polypharmacy Estimates are derived from adjusted Cox proportional regression analyses conducted over a 2-year follow-up period. HR = hazard ratio, 95%CI = 95% confidence interval, CV= cardiovascular, DOAC = direct oral anticoagulants, CNS = central nervous system, SSRI = selective serotonin reuptake inhibitor, Green = lower hazard risk, Red = higher risk, Grey = no statistical significance. The reference group are those without any drug-drug interaction.
	HR 95%CI
	Mortality
	CV Mortality
	Hospitalisation
	CV hospitalisation
	Stroke
	Bleeding
	Falls

	DDI
	1.01 [0.91-1.12]
	1.12 [0.96-1.29]
	1.09 [1.04-1.15]
	1.10 [1.02-1.20]
	0.95 [0.76-1.18]
	0.97 [0.75-1.25]
	1.09 [0.96-1.24]

	CV
	0.95 [0.85-1.06]
	1.05 [0.90-1.23]
	1.08 [1.02-1.14]
	1.10 [1.01-1.19]
	0.90 [0.71-1.13]
	0.98 [0.75-1.28]
	1.08 [0.94-1.23]

	CNS
	1.33 [1.07-1.65]
	1.25 [0.90-1.74]
	1.19 [1.06-1.35]
	0.89 [0.72-1.11]
	1.10 [0.67-1.80]
	0.63 [0.28-1.42]
	1.45 [1.11-1.90]

	Diuretics
	1.16 [0.91-1.47]
	1.09 [0.76-1.55]
	1.12 [0.97-1.28]
	0.91 [0.72-1.16]
	0.86 [0.48-1.56]
	0.25 [0.06-1.00]
	1.41 [1.07-1.86]

	DOAC
	0.66 [0.52-0.85]
	0.50 [0.32-0.77]
	1.13 [1.03-1.24]
	1.25 [1.09-1.43]
	0.60 [0.36-0.999]
	0.73 [0.42-1.26]
	0.99 [0.76-1.28]

	Digoxin
	1.12 [0.84-1.48]
	1.10 [0.73-1.66]
	0.97 [0.82-1.15]
	0.80 [0.59-1.07]
	0.95 [0.49-1.83]
	0.33 [0.08-1.34]
	0.93 [0.63-1.38]

	SSRI
	1.10 [0.84-1.44]
	0.97 [0.64-1.48]
	1.08 [0.93-1.25]
	0.74 [0.56-0.98]
	0.91 [0.49-1.70]
	0.57 [0.21-1.52]
	1.38 [1.01-1.88]

	≥ 2 Potassium sparing
	0.90 [0.71-1.13]
	1.19 [0.88-1.61]
	0.97 [0.87-1.09]
	1.09 [0.92-1.28]
	0.67 [0.39-1.16]
	1.11 [0.68-1.82]
	0.84 [0.61-1.14]

	≥ 2 Potassium reducing
	1.52 [1.09-2.12]
	2.03 [1.33-3.09]
	1.33 [1.09-1.63]
	1.35 [0.99-1.84]
	1.57 [0.78-3.14]
	0.59 [0.15-2.35]
	0.94 [0.55-1.63]

	≥ 3 CNS-acting drugs
	2.84 [1.88-4.27]
	2.97 [1.64-5.36]
	1.46 [1.08-1.97]
	0.90 [0.50-1.62]
	1.61 [0.52-5.00]
	0.80 [0.11-5.70]
	2.04 [1.10-3.79]

	Digoxin-diuretic
	1.07 [0.80-1.44]
	1.06 [0.69-1.64]
	0.98 [0.82-1.17]
	0.77 [0.56-1.06]
	0.81 [0.38-1.69]
	0.19 [0.03-1.33]
	1.00 [0.67-1.48]

	SSRI-diuretic
	1.42 [0.93-2.15]
	1.21 [0.63-2.32]
	1.40 [1.09-1.79]
	1.16 [0.77-1.77]
	1.19 [0.45-3.18]
	0.49 [0.07-3.46]
	2.21 [1.42-3.43]



Table S4B Multivariate Cox regressions stratified by polypharmacy – Polypharmacy Estimates are derived from adjusted Cox proportional regression analyses conducted over a 2-year follow-up period. HR = hazard ratio, 95%CI = 95% confidence interval, CV= cardiovascular, DOAC = direct oral anticoagulants, CNS = central nervous system, SSRI = selective serotonin reuptake inhibitor, Green = lower hazard risk, Red = higher risk, Grey = no statistical significance. The reference group are those without any drug-drug interaction. 
	HR 95%CI
	Mortality
	CV Mortality
	Hospitalisation
	CV hospitalisation
	Stroke
	Bleeding
	Falls

	DDI
	1.13 [1.10-1.17]
	1.21 [1.16-1.27]
	1.04 [1.02-1.06]
	1.12 [1.09-1.15]
	1.01 [0.94-1.10]
	0.95 [0.86-1.04]
	1.02 [0.97-1.07]

	CV
	1.09 [1.05-1.12]
	1.19 [1.14-1.25]
	1.03 [1.01-1.05]
	1.14 [1.10-1.17]
	0.99 [0.92-1.08]
	0.95 [0.87-1.05]
	0.99 [0.95-1.04]

	CNS
	1.50 [1.43-1.58]
	1.50 [1.40-1.60]
	1.13 [1.09-1.17]
	0.98 [0.92-1.04]
	1.26 [1.11-1.44]
	0.99 [0.83-1.17]
	1.36 [1.27-1.46]

	Diuretics
	1.35 [1.29-1.42]
	1.53 [1.43-1.64]
	1.05 [1.02-1.09]
	1.14 [1.08-1.20]
	1.24 [1.09-1.41]
	1.12 [0.96-1.32]
	1.10 [1.02-1.19]

	DOAC
	0.998 [0.94-1.07]
	1.06 [0.96-1.16]
	1.04 [1.004-1.08]
	1.08 [1.02-1.14]
	1.05 [0.90-1.22]
	0.85 [0.70-1.03]
	1.07 [0.98-1.16]

	Digoxin
	1.19 [1.12-1.27]
	1.37 [1.26-1.49]
	0.99 [0.95-1.03]
	1.14 [1.07-1.21]
	1.05 [0.90-1.24]
	1.05 [0.86-1.28]
	0.98 [0.89-1.08]

	SSRI
	1.47 [1.39-1.56]
	1.56 [1.44-1.70]
	1.09 [1.05-1.14]
	0.98 [0.92-1.06]
	1.38 [1.19-1.60]
	1.02 [0.83-1.26]
	1.37 [1.26-1.49]

	≥ 2 Potassium sparing
	0.97 [0.91-1.03]
	1.25 [1.16-1.35]
	1.02 [0.99-1.05]
	1.25 [1.19-1.31]
	0.89 [0.77-1.02]
	0.83 [0.71-0.98]
	0.82 [0.76-0.90]

	≥ 2 Potassium reducing
	1.33 [1.24-1.43]
	1.31 [1.18-1.46]
	1.23 [1.18-1.29]
	1.29 [1.20-1.39]
	1.01 [0.82-1.23]
	0.89 [0.69-1.14]
	1.00 [0.89-1.13]

	≥ 3 CNS-acting drugs
	1.76 [1.65-1.89]
	1.54 [1.39-1.71]
	1.22 [1.16-1.28]
	0.91 [0.83-0.99]
	1.28 [1.05-1.55]
	0.97 [0.74-1.27]
	1.42 [1.28-1.57]

	Digoxin-diuretic
	1.20 [1.13-1.28]
	1.39 [1.28-1.51]
	1.00 [0.96-1.04]
	1.14 [1.07-1.22]
	1.09 [0.93-1.28]
	1.05 [0.86-1.28]
	0.99 [0.90-1.09]

	SSRI-diuretic
	1.70 [1.59-1.83]
	1.85 [1.68-2.04]
	1.14 [1.08-1.20]
	1.11 [1.02-1.22]
	1.39 [1.14-1.69]
	1.23 [0.95-1.60]
	1.41 [1.26-1.57]











Table S4C Multivariate Cox regressions stratified by polypharmacy – Excessive Polypharmacy Estimates are derived from adjusted Cox proportional regression analyses conducted over a 2-year follow-up period. HR = hazard ratio, 95%CI = 95% confidence interval, CV= cardiovascular, DOAC = direct oral anticoagulants, CNS = central nervous system, SSRI = selective serotonin reuptake inhibitor, Green = lower hazard risk, Red = higher risk, Grey = no statistical significance. The reference group are those without any drug-drug interaction. 
	HR 95%CI
	Mortality
	CV Mortality
	Hospitalisation
	CV hospitalisation
	Stroke
	Bleeding
	Falls

	DDI
	1.29 [1.25-1.34]
	1.38 [1.32-1.45]
	1.11 [1.08-1.13]
	1.13 [1.09-1.18]
	1.08 [0.97-1.19]
	0.97 [0.86-1.10]
	1.11 [1.05-1.17]

	CV
	1.26 [1.21-1.30]
	1.38 [1.31-1.45]
	1.10 [1.08-1.13]
	1.17 [1.12-1.21]
	1.07 [0.96-1.18]
	0.96 [0.85-1.09]
	1.07 [1.01-1.13]

	CNS
	1.57 [1.51-1.63]
	1.66 [1.57-1.75]
	1.16 [1.13-1.20]
	1.02 [0.98-1.07]
	1.18 [1.05-1.33]
	1.02 [0.88-1.18]
	1.33 [1.25-1.42]

	Diuretics
	1.43 [1.37-1.49]
	1.59 [1.50-1.69]
	1.08 [1.05-1.12]
	1.13 [1.08-1.18]
	1.17 [1.03-1.33]
	0.95 [0.81-1.12]
	1.10 [1.03-1.18]

	DOAC
	1.17 [1.12-1.23]
	1.33 [1.24-1.43]
	1.05 [1.01-1.08]
	1.05 [0.99-1.10]
	1.02 [0.88-1.19]
	0.95 [0.79-1.14]
	1.07 [0.99-1.16]

	Digoxin
	1.26 [1.20-1.33]
	1.44 [1.34-1.55]
	1.04 [1.01-1.08]
	1.20 [1.14-1.27]
	1.11 [0.95-1.30]
	1.04 [0.85-1.27]
	0.97 [0.89-1.06]

	SSRI
	1.53 [1.46-1.60]
	1.65 [1.54-1.76]
	1.10 [1.06-1.14]
	0.99 [0.93-1.04]
	1.22 [1.06-1.41]
	1.00 [0.83-1.21]
	1.32 [1.23-1.43]

	≥ 2 Potassium sparing
	1.09 [1.04-1.15]
	1.34 [1.25-1.44]
	1.10 [1.07-1.14]
	1.38 [1.31-1.45]
	0.95 [0.82-1.10]
	0.93 [0.78-1.10]
	0.96 [0.88-1.04]

	≥ 2 Potassium reducing
	1.60 [1.53-1.68]
	1.64 [1.53-1.75]
	1.35 [1.31-1.39]
	1.34 [1.27-1.41]
	1.13 [0.98-1.31]
	0.98 [0.82-1.18]
	1.18 [1.09-1.28]

	≥ 3 CNS-acting drugs
	1.68 [1.62-1.75]
	1.73 [1.63-1.84]
	1.20 [1.17-1.24]
	1.01 [0.96-1.06]
	1.16 [1.02-1.32]
	0.97 [0.82-1.14]
	1.39 [1.30-1.48]

	Digoxin-diuretic
	1.28 [1.22-1.35]
	1.46 [1.35-1.57]
	1.05 [1.01-1.09]
	1.21 [1.14-1.28]
	1.11 [0.95-1.30]
	1.01 [0.83-1.24]
	0.98 [0.89-1.07]

	SSRI-diuretic
	1.65 [1.57-1.73]
	1.80 [1.68-1.92]
	1.15 [1.11-1.19]
	1.08 [1.01-1.15]
	1.27 [1.08-1.48]
	0.92 [0.74-1.15]
	1.31 [1.21-1.42]



Table S4D Multivariate Cox regressions stratified by sex – Male Estimates are derived from adjusted Cox proportional regression analyses conducted over a 2-year follow-up period. HR = hazard ratio, 95%CI = 95% confidence interval, CV= cardiovascular, DOAC = direct oral anticoagulants, CNS = central nervous system, SSRI = selective serotonin reuptake inhibitor, Green = lower hazard risk, Red = higher risk, Grey = no statistical significance. The reference group are those without any drug-drug interaction. 
	HR 95%CI
	Mortality
	CV Mortality
	Hospitalisation
	CV hospitalisation
	Stroke
	Bleeding
	Falls

	DDI
	1.16 [1.13-1.20]
	1.29 [1.23-1.34]
	1.08 [1.06-1.10]
	1.16 [1.12-1.19]
	1.01 [0.93-1.10]
	0.93 [0.86-1.01]
	1.06 [1.01-1.11]

	CV
	1.13 [1.09-1.16]
	1.27 [1.21-1.33]
	1.07 [1.05-1.09]
	1.18 [1.15-1.22]
	0.99 [0.91-1.09]
	0.93 [0.85-1.01]
	1.03 [0.98-1.09]

	CNS
	1.55 [1.49-1.62]
	1.63 [1.53-1.73]
	1.18 [1.15-1.22]
	0.99 [0.94-1.04]
	1.27 [1.11-1.44]
	0.95 [0.82-1.09]
	1.48 [1.37-1.59]

	Diuretics
	1.39 [1.33-1.46]
	1.63 [1.53-1.74]
	1.08 [1.04-1.11]
	1.15 [1.10-1.21]
	1.13 [0.98-1.30]
	0.97 [0.84-1.13]
	1.15 [1.06-1.25]

	DOAC
	1.03 [0.97-1.09]
	1.16 [1.07-1.26]
	1.03 [1.0004-1.07]
	1.07 [1.02-1.13]
	1.02 [0.88-1.19]
	0.84 [0.72-0.99]
	1.07 [0.98-1.17]

	Digoxin
	1.25 [1.18-1.33]
	1.49 [1.37-1.62]
	1.02 [0.98-1.06]
	1.19 [1.12-1.27]
	0.88 [0.72-1.07]
	0.99 [0.82-1.19]
	0.95 [0.85-1.07]

	SSRI
	1.50 [1.42-1.58]
	1.67 [1.55-1.80]
	1.13 [1.08-1.17]
	0.99 [0.93-1.06]
	1.44 [1.23-1.68]
	0.91 [0.76-1.09]
	1.50 [1.37-1.64]

	≥ 2 Potassium sparing
	1.00 [0.95-1.05]
	1.30 [1.22-1.39]
	1.06 [1.03-1.09]
	1.35 [1.29-1.41]
	0.87 [0.76-1.003]
	0.91 [0.79-1.03]
	0.92 [0.85-1.003]

	≥ 2 Potassium reducing
	1.49 [1.42-1.57]
	1.48 [1.37-1.60]
	1.28 [1.24-1.33]
	1.35 [1.28-1.43]
	1.06 [0.89-1.26]
	0.95 [0.80-1.12]
	1.04 [0.94-1.15]

	≥ 3 CNS-acting drugs
	1.69 [1.61-1.78]
	1.69 [1.57-1.83]
	1.23 [1.18-1.27]
	0.95 [0.89-1.01]
	1.23 [1.04-1.45]
	0.90 [0.76-1.08]
	1.47 [1.35-1.61]

	Digoxin-diuretic
	1.27 [1.19-1.35]
	1.51 [1.39-1.64]
	1.02 [0.98-1.07]
	1.20 [1.12-1.28]
	0.88 [0.72-1.08]
	0.99 [0.82-1.19]
	0.96 [0.86-1.08]

	SSRI-diuretic
	1.65 [1.56-1.76]
	1.89 [1.74-2.06]
	1.17 [1.12-1.23]
	1.13 [1.05-1.22]
	1.42 [1.17-1.72]
	0.89 [0.71-1.11]
	1.49 [1.34-1.66]



Table S4E Multivariate Cox regressions stratified by sex – Female Estimates are derived from adjusted Cox proportional regression analyses conducted over a 2-year follow-up period. HR = hazard ratio, 95%CI = 95% confidence interval, CV= cardiovascular, DOAC = direct oral anticoagulants, CNS = central nervous system, SSRI = selective serotonin reuptake inhibitor, Green = lower hazard risk, Red = higher risk, Grey = no statistical significance. The reference group are those without any drug-drug interaction. 
	HR 95%CI
	Mortality
	CV Mortality
	Hospitalisation
	CV hospitalisation
	Stroke
	Bleeding
	Falls

	DDI
	1.23 [1.19-1.27]
	1.27 [1.21-1.33]
	1.06 [1.04-1.08]
	1.09 [1.05-1.12]
	1.04 [0.96-1.13]
	1.03 [0.91-1.17]
	1.06 [1.01-1.11]

	CV
	1.20 [1.16-1.24]
	1.26 [1.20-1.32]
	1.06 [1.04-1.08]
	1.11 [1.07-1.15]
	1.03 [0.95-1.12]
	1.04 [0.91-1.18]
	1.03 [0.98-1.08]

	CNS
	1.50 [1.44-1.56]
	1.53 [1.45-1.61]
	1.11 [1.08-1.14]
	0.99 [0.94-1.03]
	1.15 [1.03-1.28]
	1.07 [0.91-1.27]
	1.26 [1.19-1.34]

	Diuretics
	1.34 [1.29-1.40]
	1.44 [1.36-1.52]
	1.04 [1.01-1.07]
	1.09 [1.04-1.14]
	1.19 [1.06-1.32]
	1.06 [0.88-1.26]
	1.06 [0.998-1.13]

	DOAC
	1.11 [1.05-1.17]
	1.19 [1.11-1.28]
	1.04 [1.01-1.08]
	1.06 [1.002-1.11]
	0.98 [0.85-1.12]
	1.002 [0.82-1.23]
	1.04 [0.97-1.12]

	Digoxin
	1.19 [1.13-1.25]
	1.30 [1.22-1.40]
	1.00 [0.97-1.04]
	1.14 [1.08-1.20]
	1.15 [1.01-1.32]
	1.09 [0.89-1.35]
	0.97 [0.90-1.04]

	SSRI
	1.43 [1.37-1.50]
	1.48 [1.39-1.58]
	1.05 [1.01-1.08]
	0.94 [0.89-0.998]
	1.15 [1.01-1.31]
	1.11 [0.91-1.36]
	1.23 [1.15-1.32]

	≥ 2 Potassium sparing
	1.07 [1.01-1.13]
	1.25 [1.16-1.34]
	1.07 [1.03-1.10]
	1.28 [1.22-1.35]
	0.94 [0.81-1.08]
	0.89 [0.72-1.11]
	0.88 [0.81-0.95]

	≥ 2 Potassium reducing
	1.52 [1.44-1.60]
	1.55 [1.44-1.67]
	1.35 [1.30-1.40]
	1.31 [1.24-1.39]
	1.10 [0.95-1.29]
	0.96 [0.74-1.23]
	1.16 [1.07-1.26]

	≥ 3 CNS-acting drugs
	1.66 [1.59-1.73]
	1.63 [1.53-1.74]
	1.16 [1.12-1.19]
	0.97 [0.92-1.02]
	1.12 [0.99-1.28]
	1.04 [0.84-1.28]
	1.34 [1.25-1.43]

	Digoxin-diuretic
	1.20 [1.14-1.26]
	1.31 [1.22-1.40]
	1.01 [0.97-1.04]
	1.14 [1.08-1.20]
	1.17 [1.03-1.34]
	1.06 [0.85-1.31]
	0.97 [0.90-1.05]

	SSRI-diuretic
	1.55 [1.48-1.63]
	1.64 [1.53-1.76]
	1.09 [1.05-1.13]
	1.03 [0.96-1.09]
	1.19 [1.03-1.38]
	1.15 [0.90-1.45]
	1.23 [1.14-1.33]



Table S4F Multivariate Cox regressions stratified by Age group – 65-74 Estimates are derived from adjusted Cox proportional regression analyses conducted over a 2-year follow-up period. HR = hazard ratio, 95%CI = 95% confidence interval, CV= cardiovascular, DOAC = direct oral anticoagulants, CNS = central nervous system, SSRI = selective serotonin reuptake inhibitor, Green = lower hazard risk, Red = higher risk, Grey = no statistical significance. The reference group are those without any drug-drug interaction. 
	HR 95%CI
	Mortality
	CV Mortality
	Hospitalisation
	CV hospitalisation
	Stroke
	Bleeding
	Falls

	DDI
	1.10 [1.03-1.18]
	1.40 [1.26-1.56]
	1.10 [1.07-1.13]
	1.22 [1.17-1.28]
	1.02 [0.88-1.17]
	1.03 [0.88-1.20]
	1.14 [1.04-1.25]

	CV
	1.08 [1.01-1.15]
	1.33 [1.19-1.48]
	1.08 [1.05-1.11]
	1.24 [1.19-1.30]
	0.98 [0.84-1.13]
	1.04 [0.89-1.21]
	1.08 [0.98-1.19]

	CNS
	1.55 [1.43-1.69]
	1.85 [1.61-2.13]
	1.31 [1.26-1.37]
	1.20 [1.12-1.28]
	1.46 [1.20-1.78]
	1.03 [0.81-1.31]
	1.71 [1.51-1.93]

	Diuretics
	1.39 [1.27-1.53]
	1.98 [1.71-2.29]
	1.10 [1.05-1.15]
	1.25 [1.17-1.35]
	1.26 [1.003-1.58]
	1.09 [0.85-1.41]
	1.29 [1.11-1.48]

	DOAC
	0.86 [0.77-0.96]
	1.12 [0.95-1.33]
	1.11 [1.06-1.15]
	1.31 [1.23-1.40]
	1.03 [0.83-1.28]
	0.91 [0.71-1.17]
	1.03 [0.89-1.19]

	Digoxin
	1.40 [1.25-1.57]
	2.04 [1.72-2.41]
	1.04 [0.99-1.11]
	1.22 [1.12-1.34]
	1.05 [0.78-1.40]
	1.13 [0.83-1.54]
	1.08 [0.90-1.30]

	SSRI
	1.35 [1.20-1.51]
	1.82 [1.53-2.17]
	1.17 [1.11-1.23]
	1.18 [1.08-1.28]
	1.50 [1.17-1.92]
	0.93 [0.67-1.30]
	1.68 [1.45-1.96]

	≥ 2 Potassium sparing
	0.99 [0.90-1.09]
	1.50 [1.31-1.73]
	1.03 [0.99-1.07]
	1.32 [1.24-1.40]
	0.88 [0.71-1.09]
	0.98 [0.79-1.22]
	1.68 [1.45-1.96]

	≥ 2 Potassium reducing
	1.57 [1.42-1.75]
	1.60 [1.34-1.92]
	1.34 [1.27-1.41]
	1.44 [1.32-1.56]
	1.47 [1.14-1.90]
	0.83 [0.60-1.17]
	1.17 [0.98-1.39]

	≥ 3 CNS-acting drugs
	1.62 [1.47-1.78]
	2.14 [1.83-2.50]
	1.45 [1.38-1.53]
	1.21 [1.11-1.32]
	1.47 [1.15-1.88]
	1.06 [0.79-1.42]
	1.85 [1.61-2.14]

	Digoxin-diuretic
	1.44 [1.29-1.62]
	2.09 [1.76-2.48]
	1.06 [0.998-1.12]
	1.23 [1.12-1.35]
	1.06 [0.79-1.43]
	1.10 [0.80-1.51]
	1.13 [0.93-1.35]

	SSRI-diuretic
	1.61 [1.41-1.84]
	2.44 [2.00-2.96]
	1.24 [1.15-1.33]
	1.44 [1.29-1.60]
	1.73 [1.26-2.36]
	1.03 [0.67-1.57]
	1.81 [1.50-2.19]



Table S4G Multivariate Cox regressions stratified by Age group – 75-84 Estimates are derived from adjusted Cox proportional regression analyses conducted over a 2-year follow-up period. HR = hazard ratio, 95%CI = 95% confidence interval, CV= cardiovascular, DOAC = direct oral anticoagulants, CNS = central nervous system, SSRI = selective serotonin reuptake inhibitor, Green = lower hazard risk, Red = higher risk, Grey = no statistical significance. The reference group are those without any drug-drug interaction. 
	HR 95%CI
	Mortality
	CV Mortality
	Hospitalisation
	CV hospitalisation
	Stroke
	Bleeding
	Falls

	DDI
	1.22 [1.17-1.27]
	1.40 [1.32-1.49]
	1.09 [1.07-1.11]
	1.14 [1.10-1.18]
	1.04 [0.94-1.14]
	0.92 [0.83-1.03]
	1.13 [1.07-1.19]

	CV
	1.22 [1.18-1.27]
	1.33 [1.26-1.42]
	1.08 [1.05-1.10]
	1.16 [1.12-1.20]
	1.01 [0.92-1.12]
	0.92 [0.82-1.02]
	1.08 [1.02-1.14]

	CNS
	1.68 [1.60-1.77]
	1.81 [1.67-1.95]
	1.21 [1.18-1.25]
	1.01 [0.96-1.07]
	1.17 [1.03-1.34]
	0.98 [0.83-1.16]
	1.61 [1.49-1.72]

	Diuretics
	1.49 [1.41-1.57]
	1.77 [1.63-1.91]
	1.08 [1.04-1.12]
	1.14 [1.08-1.20]
	1.16 [1.01-1.34]
	0.96 [0.81-1.14]
	1.18 [1.08-1.28]

	DOAC
	1.16 [1.09-1.24]
	1.32 [1.20-1.45]
	1.05 [1.01-1.09]
	1.02 [0.96-1.08]
	0.96 [0.81-1.13]
	0.86 [0.71-1.04]
	1.16 [1.06-1.26]

	Digoxin
	1.28 [1.19-1.37]
	1.54 [1.39-1.70]
	1.00 [0.96-1.05]
	1.20 [1.12-1.28]
	1.07 [0.90-1.28]
	1.00 [0.81-1.23]
	0.99 [0.89-1.10]

	SSRI
	1.65 [1.55-1.75]
	1.85 [1.69-2.03]
	1.14 [1.10-1.19]
	0.97 [0.90-1.03]
	1.24 [1.05-1.46]
	1.02 [0.83-1.25]
	1.56 [1.43-1.70]

	≥ 2 Potassium sparing
	1.09 [1.02-1.15]
	1.40 [1.28-1.52]
	1.08 [1.04-1.11]
	1.34 [1.28-1.41]
	0.90 [0.77-1.04]
	0.86 [0.73-1.01]
	1.56 [1.43-1.70]

	≥ 2 Potassium reducing
	1.65 [1.55-1.75]
	1.67 [1.51-1.83]
	1.33 [1.28-1.38]
	1.32 [1.25-1.41]
	0.96 [0.79-1.15]
	0.99 [0.81-1.22]
	1.18 [1.06-1.30]

	≥ 3 CNS-acting drugs
	1.70 [1.60-1.80]
	1.94 [1.77-2.12]
	1.30 [1.25-1.35]
	1.00 [0.94-1.07]
	1.24 [1.05-1.46]
	0.91 [0.74-1.13]
	1.72 [1.58-1.87]

	Digoxin-diuretic
	1.30 [1.21-1.39]
	1.57 [1.42-1.74]
	1.01 [0.97-1.05]
	1.21 [1.13-1.29]
	1.10 [0.92-1.32]
	1.01 [0.81-1.25]
	1.00 [0.90-1.11]

	SSRI-diuretic
	1.84 [1.72-1.97]
	2.11 [1.90-2.34]
	1.21 [1.15-1.27]
	1.08 [0.999-1.17]
	1.25 [1.02-1.53]
	0.92 [0.82-1.02]
	1.55 [1.39-1.73]



Table S4H Multivariate Cox regressions stratified by Age group – ≥ 85 Estimates are derived from adjusted Cox proportional regression analyses conducted over a 2-year follow-up period. HR = hazard ratio, 95%CI = 95% confidence interval, CV= cardiovascular, DOAC = direct oral anticoagulants, CNS = central nervous system, SSRI = selective serotonin reuptake inhibitor, Green = lower hazard risk, Red = higher risk, Grey = no statistical significance. The reference group are those without any drug-drug interaction. 
	HR 95%CI
	Mortality
	CV Mortality
	Hospitalisation
	CV hospitalisation
	Stroke
	Bleeding
	Falls

	DDI
	1.15 [1.12-1.19]
	1.20 [1.15-1.25]
	1.02 [0.99-1.04]
	1.03 [0.99-1.07]
	1.02 [0.93-1.12]
	0.97 [0.86-1.09]
	0.98 [0.94-1.03]

	CV
	1.14 [1.10-1.17]
	1.17 [1.13-1.22]
	1.03 [1.002-1.05]
	1.06 [1.02-1.10]
	1.03 [0.93-1.13]
	0.96 [0.85-1.09]
	0.97 [0.93-1.02]

	CNS
	1.43 [1.38-1.49]
	1.44 [1.37-1.52]
	0.98 [0.95-1.02]
	0.86 [0.81-0.91]
	1.12 [0.99-1.26]
	0.98 [0.82-1.16]
	1.09 [1.02-1.16]

	Diuretics
	1.29 [1.24-1.35]
	1.37 [1.30-1.45]
	1.01 [0.98-1.05]
	1.03 [0.98-1.09]
	1.15 [1.01-1.30]
	1.00 [0.84-1.20]
	1.00 [0.93-1.07]

	DOAC
	1.07 [1.02-1.13]
	1.12 [1.05-1.21]
	0.96 [0.92-1.01]
	0.90 [0.84-0.97]
	1.01 [0.86-1.18]
	0.93 [0.74-1.16]
	0.97 [0.89-1.06]

	Digoxin
	1.13 [1.08-1.19]
	1.22 [1.14-1.31]
	0.99 [0.95-1.03]
	1.09 [1.02-1.16]
	1.05 [0.90-1.23]
	1.00 [0.80-1.25]
	0.91 [0.84-0.997]

	SSRI
	1.39 [1.33-1.46]
	1.42 [1.33-1.51]
	0.98 [0.95-1.02]
	0.87 [0.81-0.93]
	1.19 [1.03-1.37]
	0.98 [0.79-1.21]
	1.10 [1.02-1.19]

	≥ 2 Potassium sparing
	0.97 [0.92-1.03]
	1.14 [1.06-1.22]
	1.06 [1.02-1.11]
	1.29 [1.21-1.37]
	0.90 [0.76-1.07]
	0.87 [0.70-1.08]
	1.10 [1.02-1.19]

	≥ 2 Potassium reducing
	1.39 [1.32-1.46]
	1.44 [1.34-1.54]
	1.28 [1.22-1.34]
	1.27 [1.18-1.36]
	1.06 [0.89-1.27]
	0.94 [0.74-1.20]
	1.04 [0.95-1.14]

	≥ 3 CNS-acting drugs
	1.46 [1.40-1.53]
	1.49 [1.41-1.59]
	0.98 [0.94-1.02]
	0.81 [0.75-0.86]
	1.01 [0.87-1.18]
	0.93 [0.74-1.16]
	1.08 [0.999-1.17]

	Digoxin-diuretic
	1.13 [1.08-1.19]
	1.23 [1.15-1.31]
	0.99 [0.95-1.03]
	1.09 [1.02-1.16]
	1.06 [0.90-1.24]
	0.97 [0.77-1.21]
	0.91 [0.84-0.997]

	SSRI-diuretic
	1.51 [1.43-1.58]
	1.56 [1.46-1.67]
	1.03 [0.98-1.08]
	0.94 [0.87-1.02]
	1.21 [1.02-1.42]
	1.02 [0.80-1.30]
	1.13 [1.03-1.23]



[bookmark: _Hlk188225499]Table S5. Association between potentially clinically significant drug-drug interactions (DDI) and adverse clinical outcomes. Estimates are derived from univariate Cox proportional regression analyses conducted over a 2-year follow-up period. CV= cardiovascular, DOAC = direct oral anticoagulants, CNS = central nervous system, SSRI = selective serotonin reuptake inhibitor, Green = lower hazard risk, Red = higher risk, Grey = no statistical significance. The reference group are those without any drug-drug interaction.
	HR 95%CI
	Mortality
	CV Mortality
	Hospitalisation
	CV hospitalisation
	Stroke
	Bleeding
	Falls

	DDI
	1.69 [1.65-1.72]
	1.8 [1.75-1.85]
	1.38 [1.36-1.39]
	1.37 [1.35-1.4]
	1.18 [1.12-1.24]
	1.06 [0.996-1.13]
	1.34 [1.3-1.38]

	CV
	1.61 [1.57-1.64]
	1.75 [1.7-1.8]
	1.35 [1.34-1.37]
	1.39 [1.36-1.42]
	1.15 [1.09-1.22]
	1.06 [0.99-1.13]
	1.28 [1.24-1.32]

	CNS
	2.51 [2.44-2.57]
	2.63 [2.54-2.73]
	1.63 [1.6-1.66]
	1.33 [1.29-1.38]
	1.5 [1.39-1.62]
	1.09 [0.99-1.2]
	1.95 [1.87-2.03]

	Diuretics
	2.28 [2.21-2.34]
	2.59 [2.49-2.69]
	1.49 [1.46-1.52]
	1.47 [1.43-1.52]
	1.5 [1.39-1.63]
	1.11 [0.998-1.23]
	1.63 [1.56-1.71]

	DOAC
	1.39 [1.34-1.44]
	1.51 [1.44-1.59]
	1.29 [1.26-1.32]
	1.26 [1.22-1.31]
	1.08 [0.98-1.19]
	0.92 [0.81-1.03]
	1.25 [1.18-1.32]

	Digoxin
	1.91 [1.84-1.99]
	2.21 [2.1-2.33]
	1.37 [1.34-1.41]
	1.48 [1.42-1.54]
	1.34 [1.21-1.49]
	1.1 [0.96-1.26]
	1.4 [1.31-1.48]

	SSRI
	2.47 [2.39-2.55]
	2.69 [2.57-2.82]
	1.53 [1.5-1.57]
	1.28 [1.23-1.34]
	1.61 [1.47-1.77]
	1.09 [0.96-1.24]
	1.98 [1.88-2.08]

	≥ 2 Potassium sparing
	1.28 [1.23-1.32]
	1.54 [1.47-1.61]
	1.31 [1.28-1.34]
	1.55 [1.51-1.6]
	0.95 [0.86-1.04]
	0.99 [0.89-1.11]
	1 [0.95-1.06]

	≥ 2 Potassium reducing
	2.42 [2.34-2.51]
	2.44 [2.32-2.57]
	1.86 [1.82-1.91]
	1.76 [1.7-1.83]
	1.33 [1.19-1.48]
	1.11 [0.97-1.27]
	1.54 [1.45-1.63]

	≥ 3 CNS-acting drugs
	2.98 [2.89-3.07]
	3.02 [2.9-3.15]
	1.82 [1.78-1.86]
	1.37 [1.32-1.43]
	1.53 [1.4-1.68]
	1.07 [0.95-1.22]
	2.14 [2.04-2.25]

	Digoxin-diuretic
	1.96 [1.88-2.03]
	2.27 [2.16-2.39]
	1.39 [1.35-1.43]
	1.5 [1.44-1.56]
	1.37 [1.23-1.52]
	1.09 [0.95-1.25]
	1.43 [1.34-1.52]

	SSRI-diuretic
	3.04 [2.93-3.16]
	3.42 [3.25-3.59]
	1.71 [1.66-1.76]
	1.5 [1.43-1.57]
	1.76 [1.58-1.97]
	1.15 [0.98-1.34]
	2.18 [2.05-2.32]



Table S6. Number of event, person years and incidence rate (IR) for potentially clinically significant drug-drug interactions (DDI) for all adverse clinical outcomes. CV = cardiovascular, CNS = central nervous system, DOAC = direct oral anticoagulants, SSRI = selective serotonin reuptake inhibitor, Green = lower hazard risk, Red = higher risk, Grey = no statistical significance.
	
	Mortality
	CV Mortality
	Hospitalisation
	CV hospitalisation
	Stroke
	Bleeding
	Falls

	
	Event
	Person years
	IR
	Event
	Person years
	IR
	Event
	Person years
	IR
	Event
	Person years
	IR
	Event
	Person years
	IR
	Event
	Person years
	IR
	Event
	Person years
	IR

	Total population
	37881.00
	344926.67
	0.1098
	18325.00
	344926.67
	0.0531
	99688.00
	245776.07
	0.4056
	39099.00
	310211.95
	0.1260
	5558.00
	341323.27
	0.0163
	4001.00
	342028.54
	0.0117
	17072.00
	331487.75
	0.0515

	No DDI
	19639.00
	220404.85
	0.0891
	9230.00
	220404.85
	0.0419
	58421.00
	162272.07
	0.3600
	22367.00
	200309.18
	0.1117
	3344.00
	218168.08
	0.0153
	2517.00
	218565.94
	0.0115
	9855.00
	212616.43
	0.0464

	A DDI
	18242.00
	124521.82
	0.1465
	9095.00
	124521.82
	0.0730
	41267.00
	83504.00
	0.4942
	16732.00
	109902.77
	0.1522
	2214.00
	123155.19
	0.0180
	1484.00
	123462.59
	0.0120
	7217.00
	118871.32
	0.0607

	Cardiovascular
	15729.00
	112904.29
	0.1393
	8001.00
	112904.29
	0.0709
	36945.00
	76186.23
	0.4849
	15348.00
	99457.04
	0.1543
	1961.00
	111700.83
	0.0176
	1342.00
	111945.17
	0.0120
	6266.00
	108039.27
	0.0580

	DOAC
	3359.00
	27933.03
	0.1203
	1712.00
	27933.03
	0.0613
	8716.00
	18868.10
	0.4619
	3444.00
	24666.84
	0.1396
	453.00
	27630.82
	0.0164
	287.00
	27707.64
	0.0104
	1511.00
	26686.68
	0.0566

	Diuretics
	6261.00
	31627.30
	0.1980
	3327.00
	31627.30
	0.1052
	11328.00
	20954.01
	0.5406
	4581.00
	27895.41
	0.1642
	718.00
	31226.23
	0.0230
	394.00
	31341.10
	0.0126
	2221.00
	29932.64
	0.0742

	Digoxin
	3172.00
	19085.22
	0.1662
	1716.00
	19085.22
	0.0899
	6408.00
	13009.47
	0.4926
	2766.00
	16807.67
	0.1646
	386.00
	18859.43
	0.0205
	236.00
	18913.05
	0.0125
	1155.00
	18237.43
	0.0633

	CNS
	8323.00
	38169.71
	0.2181
	4090.00
	38169.71
	0.1072
	14383.00
	24136.26
	0.5959
	5057.00
	33950.06
	0.1490
	865.00
	37673.26
	0.0230
	468.00
	37831.33
	0.0124
	3154.00
	35612.18
	0.0886

	SSRI
	4463.00
	20778.66
	0.2148
	2275.00
	20778.66
	0.1095
	7585.00
	13578.63
	0.5586
	2665.00
	18608.79
	0.1432
	505.00
	20518.38
	0.0246
	254.00
	20596.13
	0.0123
	1744.00
	19379.69
	0.0900

	≥ 2 Potassium sparing drugs
	3674.00
	33131.43
	0.1109
	2066.00
	33131.43
	0.0624
	10465.00
	22397.21
	0.4672
	4935.00
	28686.31
	0.1720
	474.00
	32816.67
	0.0144
	368.00
	32861.47
	0.0112
	1448.00
	31978.62
	0.0453

	≥ 2 Potassium reducing drugs
	3804.00
	18068.31
	0.2105
	1793.00
	18068.31
	0.0992
	7431.00
	10867.07
	0.6838
	3054.00
	15504.66
	0.1970
	362.00
	17855.16
	0.0203
	226.00
	17909.74
	0.0126
	1201.00
	17190.38
	0.0699

	Digoxin-diuretic
	3122.00
	18373.36
	0.1699
	1695.00
	18373.36
	0.0923
	6232.00
	12487.11
	0.4991
	2690.00
	16168.16
	0.1664
	380.00
	18150.90
	0.0209
	225.00
	18208.87
	0.0124
	1135.00
	17538.67
	0.0647

	SSRI-diuretic
	3390.00
	12787.41
	0.2651
	1779.00
	12787.41
	0.1391
	5102.00
	8118.04
	0.6285
	1903.00
	11289.02
	0.1686
	341.00
	12615.22
	0.0270
	165.00
	12672.61
	0.0130
	1179.00
	11881.39
	0.0992

	≥ 3 CNS-acting drugs
	5700.00
	21969.74
	0.2594
	2704.00
	21969.74
	0.1231
	8922.00
	13278.85
	0.6719
	2999.00
	19503.82
	0.1538
	509.00
	21679.23
	0.0235
	266.00
	21784.78
	0.0122
	1985.00
	20358.60
	0.0975



Table S7. Two-year population attributable fraction for DDI-DOAC exposure on clinical outcomes, estimated from adjusted Cox proportional hazards models. 
CV = cardiovascular, CI = confidence interval, DDI = drug-drug interactions, DOAC = direct oral anticoagulants 
	Adverse clinical outcomes 
	Population attributable fraction % [95% CI]

	Overall mortality
	0.45% [0.19 ; 0.72]

	CV mortality
	1.26% [0.84 ; 1.68]

	Overall hospitalisation
	0.18% [0.07 ; 0.30]

	CV hospitalisation
	0.45% [0.17 ; 0.72]

	Stroke
	-0.04% [-0.83 ; 0.75]

	Bleeding
	-0.83% [-1.72 ; 0.05]

	Falls
	0.37% [-0.07 ; 0.82]
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