Supplementary Table 1: Proportion of medication classes classified as FRID, overall and study site 
	Medication class N (%)a
	Overall 
(N=2175)
	Basel (N=253)
	Zurich (N=552)
	Geneva (N=201)
	Berlin (N=350)
	Coimbra (N=301)
	Innsbruck (N=200)
	Toulouse 
(N=300)

	Diuretics
	505 (23.4)
	51 (20.2)
	103 (18.7)
	39 (19.4)
	78 (22.3)
	132 (43.9)
	48 (24.0)
	54 (18.0)

	Antidepressants
	211 (9.8)
	16 (6.3)
	34 (6.2)
	14 (7.0)
	23 (6.6)
	69 (22.9)
	14 (7.0)
	41 (13.7)

	Benzodiazepinesb
	206 (9.6)
	11 (4.4)
	29 (5.3)
	19 (9.5)
	4 (1.1)
	99 (32.9)
	8 (4.0)
	36 (12.0)

	Alpha blockers used in benign prostatic hypertrophy
	123 (5.7)
	10 (4.0)
	22 (4.0)
	8 (4.0)
	17 (4.9)
	24 (8.0)
	26 (13.0)
	16 (5.3)

	Anticholinergics
	111 (5.2)
	13 (5.1)
	21 (3.8)
	8 (4.0)
	13 (3.7)
	28 (9.3)
	6 (3.0)
	22 (7.3)

	Antihistamines
	45 (2.1)
	3 (1.2)
	12 (2.2)
	3 (1.5)
	7 (2.0)
	9 (3.0)
	5 (2.5)
	6 (2.0)

	Drugs against urinary incontinence and overactive bladder
	36 (1.7)
	5 (2.0)
	7 (1.3)
	2 (1.0)
	6 (1.7)
	6 (2.0)
	3 (1.5)
	7 (2.3)

	Opioids
	35 (1.6)
	1 (0.4)
	3 (0.5)
	2 (1.0)
	8 (2.3)
	11 (3.7)
	1 (0.5)
	9 (3.0)

	Alpha-blockers used as antihypertensives
	32 (1.5)
	4 (1.6)
	3 (0.5)
	1 (0.5)
	5 (1.4)
	13 (4.3)
	6 (3.0)
	0

	Antiepileptics
	32 (1.5)
	3 (1.2)
	3 (0.5)
	0
	3 (0.9)
	13 (4.3)
	2 (1.0)
	8 (2.7)

	Antipsychotics 
	26 (1.2)
	1 (0.4)
	4 (0.7)
	4 (2.0)
	0
	10 (3.3)
	5 (2.5)
	2 (0.7)

	Vasodilatators used in cardiac diseases
	17 (0.8)
	2 (0.8)
	3 (0.5)
	1 (0.5)
	1 (0.3)
	6 (2.0)
	2 (1.0)
	2 (0.7)

	Centrally-acting antihypertensives  
	5 (0.2)
	0
	0
	0
	2 (0.6)
	2 (0.7)
	0
	1 (0.3)


a Medications were coded according to the Anatomical Therapeutic Chemical (ATC) classification system[24] and classified as FRID based on an European consensus by the European Geriatric Medicine Society and Finish Group on Fall-Risk-Increasing Drugs[11].
b Benzodiazepines and benzodiazepine-related drugs were grouped together.



Supplementary Table 2: Effect modification by the subgroups of sex, age and prior falls in FRIDa use and multiple FRIDs useb 
	
	Subgroup variable
	P values for interaction subgroup*at least one FRID use c
	P values for interaction subgroup*two or more FRIDs use c

	Total falls 
	Sex
	0.73
	0.79

	
	Age
	0.004
	0.03

	
	Prior falls 
	0.14
	0.68

	
	
	
	

	Injurious falls 
	Sex
	0.48
	0.53

	
	Age
	0.09
	0.33

	
	Prior falls
	0.41
	0.80

	
	
	
	

	Recurrent falls
	Sex
	0.15
	0.11

	
	Age
	0.03
	0.01

	
	Prior falls
	0.84
	0.23


Abbreviation: FRID, Fall-risk increasing drug
a FRID use was defined as any FRID use at baseline, based on the European consensus by Seppala et. al.[11].
b Multiple FRIDs use: The use of 2 or more Fall risk-increasing drugs at baseline, also based on the European consensus by Seppala et. al.[11].
[bookmark: _Hlk178621794]c P values are from a negative binomial regression with total falls, injurious falls, or recurrent falls across 3 years as the outcome and FRIDs at baseline, respective subgroup, and the interaction term between FRIDs at baseline and the subgroup as predictors. Similar to the main analysis, all models were adjusted for age, sex, prior fall, BMI, study center (Berlin, Coimbra, Innsbruck, Toulouse, Basel, Geneva, and Zurich), walking aid, participants’ follow-up times, and fixed effects of treatment allocation in the DO-HEALTH trial (vitamin D3, omega-3, and home exercise program). Significant at the 0.05 probability level.


Supplementary Table 3. Association between FRIDa use and multiple FRIDs useb at baseline and number of total falls, injurious falls and recurrent falls over the 3 years of follow-up, overall and with adjustment for age, sex, prior fall, BMI, study center (Austria, France, Germany, Portugal, Switzerland), walking aid, participants’ follow-up times, and number of comorbidities 

	
	Model comparing participants with no FRID to participants with at least one FRID
	Model comparing participants with zero or one FRID to participants with two or more FRIDs

	[bookmark: _Hlk128474971]

	No FRID use
(n= 1249)
	At least one FRID use
(n= 908)
	Zero or one FRID (n= 1806)
	Two or more FRIDs use (n= 351)

	Total fallsc
	
	
	
	

	No. of total falls
	1806
	1526
	2660
	673

	Median number of total falls (IQR)
	1.0 (0, 20)
	1.0 (0, 2.0)
	1.0 (0, 2.0)
	1.0 (0, 3.0)

	IRd per person-year (95% CI)
	0.52 (0.48, 0.56)
	0.62 (0.57, 0.68)
	0.53 (0.50, 0.56)
	0.73 (0.64, 0.83)

	Adjusted IRe per person-year (95% CI)
	0.49 (0.46, 0.53)
	0.54 (0.49, 0.58)
	0.50 (0.47, 0.53)
	0.58 (0.51, 0.67)

	Adjusted IRRe (95% CI)
	1.09 (0.96, 1.22)
	1.17 (1.01, 1.36)

	P valuee
	0.17
	0.04

	Injurious fallsf
	
	
	
	

	No. of injurious falls
	1183
	958
	1705
	436

	Median number of injurious falls (IQR)
	1.0 (0, 1.0)
	1.0 (0, 2.0)
	1.0 (0,1.0)
	(0, 2.0)

	IRd per person-year (95% CI)
	0.34 (0.31, 0.36)
	0.39 (0.36, 0.42)
	0.34 (0.32, 0.36)
	0.47 (0.41, 0.53)

	Adjusted IRe per person-year (95% CI)
	0.32 (0.29, 0.34)
	0.35 (0.32, 0.39)
	0.32 (0.30, 0.34)
	0.41 (0.36, 0.47)

	Adjusted IRRe (95% CI)
	1.11 (0.98, 1.26)
	1.29 (1.11, 1.50)

	P valuee
	0.09
	0.001

	Recurrent fallsg
	
	
	
	

	No. of recurrent falls
	1464
	1302
	2172
	594

	Median number of recurrent falls (IQR)
	3.0 (2.0, 4.0)
	3.0 (2.0, 5.0)
	3.0 (2.0, 4.0)
	3.0 (2.0, 5.0)

	IRd per person-year (95% CI)
	1.20 (1.13, 1.28)
	1.37 (1.28, 1.47)
	1.23 (1.17, 1.30)
	1.46 (1.32, 1.61)

	Adjusted IRe per person-year (95% CI)
	1.20 (1.12, 1.28)
	1.32 (1.23, 1.42)
	1.22 (1.16, 1.29)
	1.38 (1.24, 1.54)

	Adjusted IRRe (95% CI)
	1.10 (1.00, 1.22)
	1.13 (1.00, 1.28)

	P valuee
	0.06
	0.05


Abbreviations: CI, confidence intervals; FRID, Fall- risk increasing drug; IQR, interquartile range; IR, incidence rate; IRR, incidence rate ratio; No, absolute number.
a FRID-use was defined as any FRID use at baseline, based on the European consensus by Seppala et. al.[11].
b Multiple FRIDs use was defined as the use of 2 or more FRIDs at baseline, also based on the European consensus by Seppala et. al.[11].
c The number of total falls included high- and low-trauma falls, as well as injurious falls experienced over each participant’s time in the study over 3 years. A fall was defined as unintentionally coming to rest at a lower level or on the ground (excluding falling against furniture or walls).
d Estimates are from negative binomial regression models adjusted for participant’s follow-up times, but not for covariates.
e Estimates are from negative binomial regression models controlled for the confounders described in the title.
f Injurious falls encompassed falls resulting in wounds, significant bruising, or fractures.
g The number of recurrent falls was the number of total falls among participants who experienced two or more falls over the 3-year follow-up. Participants with one or no falls were not included in analysis for recurrent fall. For example, if a participant fell twice and another fell five times during the 3-year follow-up, the number of recurrent falls were counted as two and five, respectively.

