eTable 1. Codes for tramadol/acetaminophen and acetaminophen used in this study
	Concept Name
	Concept Id
	Concept Code

	 Tramadol/Acetaminophen
	
	

	Acetaminophen 163 MG / Tramadol 18.8 MG Oral Tablet [CETAMADOLE SEMI]
	42940074
	OMOP4666729

	Acetaminophen 163 MG / Tramadol 18.8 MG Oral Tablet [PARAMACET SEMI]
	42940117
	OMOP4666770

	Acetaminophen 163 MG / Tramadol 18.8 MG Oral Tablet [ULTRACET SEMI]
	42940102
	OMOP4666756

	Acetaminophen 325 MG / Tramadol 37.5 MG Extended Release Oral Tablet [PARAMACET ER SEMI]
	42939846
	OMOP4666504

	Acetaminophen 325 MG / Tramadol 37.5 MG Extended Release Oral Tablet [ULTRACET ER SEMI]
	42939841
	OMOP4666500

	Acetaminophen 325 MG / Tramadol 37.5 MG Oral Tablet [CETAMADOLE]
	42939754
	OMOP4666415

	Acetaminophen 325 MG / Tramadol 37.5 MG Oral Tablet [PARAMACET]
	42939787
	OMOP4666448

	Acetaminophen 325 MG / Tramadol 37.5 MG Oral Tablet [SYNERJET]
	42939780
	OMOP4666441

	acetaminophen 325 MG / tramadol hydrochloride 37.5 MG Oral Tablet [Ultracet]
	1103360
	836397

	Acetaminophen 650 MG / Tramadol 75 MG Extended Release Oral Tablet [PARAMACET]
	42940006
	OMOP4666663

	Acetaminophen 650 MG / Tramadol 75 MG Extended Release Oral Tablet [TRAMAROL]
	42939997
	OMOP4666654

	Acetaminophen 650 MG / Tramadol 75 MG Extended Release Oral Tablet [Ultracet]
	42939994
	OMOP4666651

	Acetaminophen
	
	

	Acetaminophen 160 MG Oral Tablet [SETOPEN]
	42928273
	OMOP4655071

	acetaminophen 160 MG Oral Tablet [Tylenol]
	40241587
	1146434

	Acetaminophen 500 MG Oral Tablet [CROWN ACETAMINOPHEN]
	42928314
	OMOP4655111

	Acetaminophen 500 MG Oral Tablet [SAMIK ACETAMINOPHEN]
	42928315
	OMOP4655112

	Acetaminophen 500 MG Oral Tablet [SAMNAM ACETAMINOPHEN]
	42928316
	OMOP4655113

	Acetaminophen 650 MG Extended Release Oral Tablet [TACENOL]
	42928300
	OMOP4655097

	acetaminophen 650 MG Extended Release Oral Tablet [Tylenol]
	1128524
	646459




eTable 2. Incidence of hyponatremia according to concurrent hyponatremia-causing medications.
	
	Na<135mM
	Subjects 
(Person)
	Oberv.period
(Person-days)
	No. of 
event
	IR
per 1000 PDs
	IRR (95% CI)

	Concurrent hyponatremia causing medications*

	 No
	Crude
	
	
	
	
	

	
	TA
	12544
	131856
	857
	0.649
	1.00(Ref)

	
	AA 
	6839
	72817
	265
	0.363
	1.776(1.550, 2.042)

	
	PSM
	
	
	
	
	

	
	TA
	2436
	25641
	157
	0.612
	1.00(Ref)

	
	AA 
	2436
	25966
	88
	0.338
	1.835(1.413, 2.399)

	 Yes
	Crude
	
	
	
	
	

	
	TA
	6605
	67413
	756
	1.121
	1.00(Ref)

	
	AA 
	5011
	53194
	228
	0.428
	2.579(2.227, 2.997)

	
	PSM
	
	
	
	
	

	
	TA
	1472
	15337
	113
	0.736
	1.00(Ref)

	
	AA 
	1472
	15432
	104
	0.673
	1.058(0.808, 1.389)


Abbreviations: Oberv. period, observation period; No. of event; Number of event; IR, incidence rate; IRR, incidence rate ratio; TA, tramadol/acetaminophen; AA, acetaminophen; PSM, propensity score-match; * hyponatremia-causing medications included proton pump inhibitors, loop diuretics, thiazide, desmopressin, selective serotonin reuptake inhibitors, tricyclic antidepressants, and other antidepressants.
eTable 3. Incidence of hyponatremia according to the tramadol/acetaminophen formulation
	
	
	Subjects 
(Person)
	Oberv.period
(Person-days)
	No. of 
event
	IR
per 1000 PDs
	IRR (95% CI)

	Na<135mM
	Crude
	
	
	
	
	

	
	TA-IR
	11,448
	124,582
	70
	0.562
	1.00(Ref)

	
	TA-ER 
	9,319
	101,494
	80
	0.788
	1.403(1.018, 1.933)

	
	PSM
	
	
	
	
	

	
	TA-IR
	4,942
	51,755
	368
	7.110
	1.00(Ref)

	
	TA-ER 
	4,942
	51,416
	453
	8.810
	1.239(1.080, 1.422)

	Na<130mM
	Crude
	
	
	
	
	

	
	TA-IR
	11,448
	124,582
	12
	0.468
	1.00(Ref)

	
	TA-ER 
	9,319
	101,494
	24
	0.936
	2.001 (1.001, 4.001)

	
	PSM
	
	
	
	
	

	
	TA-IR
	4,942
	53,764
	30
	0.558
	1.00(Ref)

	
	TA-ER 
	4,942
	53,894
	34
	0.631
	1.131 (0.692, 1.847)


[bookmark: _GoBack]Abbreviations: Oberv. period, observation period; No. of event; Number of event; IR, incidence rate; IRR,  incidence rate ratio; TA-IR, tramadol/acetaminophen  immediate release; TA-ER, tramadol/acetaminophen  extended release; PSM, propensity  score-match

