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Supplementary Table 1. Assessed CYP2D6 Substrate Cohorts
	CYP2D6 Substrate
	Therapeutic Class
	Approved Indications

	Amitriptyline/ nortriptyline
	Tricyclic antidepressant
	Depression

	Aripiprazole
	Atypical antipsychotic
	Schizophrenia, acute treatment of manic and mixed episodes associated with bipolar I, adjunctive treatment of major depressive disorder, irritability associated with autistic disorder, Tourette’s disorder

	Citalopram/ escitalopram
	Selective serotonin reuptake inhibitor
	Citalopram: depression 
Escitalopram: acute and maintenance treatment of major depressive disorder, acute treatment of generalized anxiety disorder 

	Donepezil
	Acetylcholinesterase inhibitor
	Dementia of the Alzheimer’s type

	Duloxetine/ venlafaxine
	Serotonin and norepinephrine reuptake inhibitor
	Duloxetine: major depressive disorder, generalized anxiety disorder, diabetic peripheral neuropathic pain, fibromyalgia, chronic musculoskeletal pain
Venlafaxine: major depressive disorder, generalized anxiety disorder, social anxiety disorder, panic disorder 

	Hydrocodone
	Opioid
	Moderate to moderately severe pain

	Metoprolol/ carvedilol
	β-blocker
	Metoprolol: hypertension, angina pectoris, myocardial infarction, heart failure 
Carvedilol: congestive heart failure, left ventricular dysfunction following myocardial infarction, hypertension 

	Tamsulosin
	α1-adrenerigic receptor antagonist
	Benign prostatic hyperplasia

	Tolterodine
	Anticholinergic
	Overactive bladder

	Tramadol
	Opioid
	Moderate to moderately severe pain


CYP, cytochrome P450; ISA, intrinsic sympathomimetic activity.
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Supplementary Table 2. Comparison of Demographics and Baseline Characteristics for Patients With vs Without Mirabegron and CYP2D6 Substrate Codispensing (Part 1)
	Variable
	Donepezil
	Metoprolol/Carvedilol
	Duloxetine/Venlafaxine
	Citalopram/Escitalopram
	Aripiprazole

	
	Alone
N=1467
	With Mirabegron
N=1467
	SMD
	Alone
N=10,274
	With Mirabegron
N=10,274
	SMD
	Alone
N=8991
	With Mirabegron
N=8991
	SMD
	Alone
N=8813
	With Mirabegron
N=8813
	SMD
	Alone
N=1675
	With Mirabegron
N=1675
	SMD

	Codispensing, median days
	80
	75
	71
	62
	61

	Age, median (IQR)
	76.0 (15.0)
	77.0 
(14.0)
	‒0.1
	63.0 (16.0)
	63.0 
(16.0)
	0
	57.0 (13.0)
	58.0 
(14.0)
	‒0.086
	57.0 (15.0)
	58.0 
(14.0)
	‒0.077
	55.0 (14.0)
	56.0 
(15.0)
	‒0.085

	Age ≥65 y, n (%)
	1176 (80.2)
	1191 
(81.2)
	‒0.026
	4292 (41.8)
	4602 
(44.8)
	‒0.061
	1801 (20.0)
	2001 
(22.3)
	‒0.054
	1898 (21.5)
	2068 
(23.5)
	‒0.046
	235 (14.0)
	257 
(15.3)
	‒0.037

	Female, n (%)
	820 (55.9)
	820 
(55.9)
	0
	6646 (64.7)
	6646 
(64.7)
	0
	7671 (85.3)
	7671 
(85.3)
	0
	7303 (82.9)
	7303 
(82.9)
	0
	1408 (84.1)
	1408 
(84.1)
	0

	CCI, mean (SD)
	2.99 (2.39)
	3.34 
(2.46)
	‒0.143
	2.37 (2.1)
	2.76 
(2.23)
	‒0.18
	1.75 (1.85)
	2.0 
(1.97)
	‒0.13
	1.49 (1.75)
	1.69 
(1.85)
	‒0.11
	1.74 (1.96)
	1.9 
(2.03)
	‒0.078

	ECI, mean (SD)
	6.1 (3.95)
	6.67 
(4.05)
	‒0.142
	5.55 (3.56)
	6.36 
(3.71)
	‒0.222
	4.73 (3.4)
	5.36 
(3.57)
	‒0.18
	4.07 (3.26)
	4.58 
(3.39)
	‒0.153
	5.35 (3.72)
	5.74 
(3.81)
	‒0.105

	Inpatient admissions, mean (SD)
	0.4 (1.2)
	0.36 
(1.17)
	0.032
	0.34 (0.87)
	0.29 
(0.81)
	0.058
	0.23 (0.81)
	0.2 
(0.73)
	0.033
	0.2 (0.74)
	0.17 
(0.65)
	0.041
	0.31 (1.08)
	0.27 
(1.01)
	0.034

	Outpatient visits, mean (SD)
	17.9 (16.9)
	18.8 
(17.9)
	‒0.055
	15.2 (14.0)
	16.8 
(14.5)
	‒0.114
	17.0 (15.11)
	18.09
(15.51)
	‒0.071
	13.99 (13.91)
	15.19 
(14.24)
	‒0.085
	20.33 (17.33)
	21.37 
(17.51)
	‒0.06

	ED admissions, mean (SD)
	0.69 (1.8)
	0.7 
(1.8)
	0.006
	0.6 
(1.1)
	0.6 
(1.2)
	0.004
	0.48 (1.29)
	0.49
(1.29)
	‒0.002
	0.4 (1.07)
	0.39 
(1.12)
	0.004
	0.74 (2.4)
	0.72 
(2.36)
	0.008


CCI, Charlson comorbidity index; CYP, cytochrome P450; ECI, Elixhauser comorbidity index; ED, emergency department; SMD, standardized mean difference.

Supplementary Table 2 (Cont’d). Comparison of Demographics and Baseline Characteristics for Patients With vs Without Mirabegron and CYP2D6 Substrate Codispensing (Part 2)
	Variable
	Amitriptyline/Nortriptyline
	Tamsulosin
	Tolterodine
	Tramadol
	Hydrocodone

	
	Alone
N=4068
	With Mirabegron
N=4068
	SMD
	Alone
N=8029
	With Mirabegron
N=8029
	SMD
	Alone
N=4662
	With Mirabegron
N=4662
	SMD
	Alone
N=10,200
	With Mirabegron
N=10,020
	SMD
	Alone
N=17,998
	With Mirabegron
N=17,998
	SMD

	Codispensing, median days
	45
	45
	36
	15
	9

	Age, median (IQR)
	55.0 (16.0)
	56.0 
(16.0)
	–0.077
	62.0 (14.0)
	62.0 
(15.0)
	0
	59.0 (15.0)
	59.0 
(14.0)
	0
	59.0 (13.0)
	59.0 
(13.0)
	0
	59.0 (13.0)
	59.0 
(13.0)
	0

	Age ≥65 y, n (%)
	678 (16.7)
	723 
(17.8)
	–0.029
	2893 (36.0)
	3087 
(38.4)
	–0.05
	1236 (26.5)
	1293 
(27.7)
	–0.028
	2757 (27.0)
	2784 
(27.3)
	–0.006
	4332 (24.1)
	4382 
(24.3)
	–0.006

	Female, n (%)
	3466 (85.2)
	3466 
(85.2)
	0
	1344 (16.7)
	1344 
(16.7)
	0

	3730 (80.0)
	3730 
(80.0)
	0
	8130 (79.7)
	8130 
(79.7)
	0
	13,884 (77.1)
	13,884 
(77.1)
	0

	CCI, mean (SD)
	1.59 (1.83)
	1.7 
(1.9)
	–0.061
	1.88 (1.98)
	2.1 
(2.09)
	–0.107
	1.48 (1.81)
	1.6 
(1.88)
	–0.064
	1.88 (1.89)
	1.91 
(1.9)
	–0.017
	1.74 (1.81)
	1.78 
(1.84)
	–0.022

	ECI, mean (SD)
	4.22 (3.49)
	4.52 
(3.6)
	–0.084
	4.29 (3.5)
	4.75 
(3.65)
	–0.127
	3.87 (3.3)
	4.13 
(3.38)
	–0.077
	4.77 (3.44)
	4.85 
(3.45)
	–0.022
	4.46 (3.33)
	4.55 
(3.37)
	–0.028

	Inpatient admissions, mean (SD)
	0.19 (0.89)
	0.18 
(0.83)
	0.015
	0.23 (0.75)
	0.21 
(0.7)
	0.029
	0.18 (0.83)
	0.15 
(0.77)
	0.035
	0.23 (0.69)
	0.22 
(0.68)
	0.006
	0.2 (0.63)
	0.19 
(0.61)
	0.012

	Outpatient visits, mean (SD)
	16.94 (15.0)
	17.68 
(15.26)
	–0.049
	14.16 (14.66)
	15.65 
(14.94)
	–0.101
	13.47 (13.68)
	13.98 
(13.77)
	–0.037
	17.54 (14.74)
	17.76 
(14.77)
	–0.015
	16.4 (13.89)
	16.66 
(13.93)
	–0.018

	ED admissions, mean (SD)
	0.58 (1.99)
	0.59 
(1.98)
	–0.003
	0.44 (1.12)
	0.46 
(1.17)
	–0.017
	0.35 (1.34)
	0.35 
(1.41)
	0.003
	0.52 (1.33)
	0.52 
(1.32)
	0
	0.46 (1.14)
	0.46 
(1.14)
	–0.004


CCI, Charlson comorbidity index; CYP, cytochrome P450; ECI, Elixhauser comorbidity index; ED, emergency department; SMD, standardized mean difference.
