[bookmark: _Hlk228805687]Table S7. Associations of comorbidity burden, polypharmacy and their combinations with depressive symptoms (including antidepressant users)
	
	Model 1
	Model 2
	Model 3

	Variables
	OR (95%CI)
	P
	OR (95%CI)
	P
	OR (95%CI)
	P

	CCI
	1.34 (1.28, 1.40)
	<0.001
	1.44 (1.37, 1.51)
	<0.001
	1.27 (1.19, 1.35)
	<0.001

	Comorbidity burden
	
	
	
	
	
	

	Low burden
	Reference
	
	Reference
	
	Reference
	

	High burden
	2.02 (1.75, 2.33)
	<0.001
	2.44 (2.11, 2.82)
	<0.001
	1.82 (1.57, 2.12)
	<0.001

	Number of medications
	1.20 (1.17, 1.22)
	<0.001
	1.24 (1.21, 1.27)
	<0.001
	1.14 (1.10, 1.17)
	<0.001

	Polypharmacy status
	
	
	
	
	
	

	Non-polypharmacy
	Reference
	
	Reference
	
	Reference
	

	Polypharmacy
	3.38 (2.86, 3.99)
	<0.001
	4.40 (3.66, 5.28)
	<0.001
	2.24 (1.81, 2.77)
	<0.001

	Comorbidity burden–polypharmacy
	
	
	
	
	
	

	Low CB / Non-PP
	Reference
	
	Reference
	
	Reference
	

	Low CB / PP
	3.82 (3.14, 4.65)
	<0.001
	4.92 (4.02, 6.03)
	<0.001
	2.57 (2.05, 3.22)
	<0.001

	High CB / Non-PP
	1.82 (1.44, 2.29)
	<0.001
	2.29 (1.81, 2.89)
	<0.001
	2.09 (1.66, 2.62)
	<0.001

	High CB / PP
	4.00 (3.26, 4.90)
	<0.001
	6.02 (4.84, 7.49)
	<0.001
	2.97 (2.33, 3.80)
	<0.001


Model 1: Unadjusted.
Model 2: Adjusted for age, sex, and race.
Model 3: Adjusted for variables in Model 2 plus income-to-poverty ratio, marital status, education level, health insurance, smoking status, drinking status, body mass index, physical activity, hypertension and antidepressant use.
Abbreviations: CCI, Charlson Comorbidity Index; CB, comorbidity burden; PP, polypharmacy; OR, odds ratio; CI, confidence interval.
