Supplementary Figure 1 Propensity score density curves before (A) and after (B) matching for patients who used GLP-1 receptor agonists and those who did not
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Supplementary Figure 2 Propensity score density curves before (A) and after (B) matching for patients who used GLP-1 receptor agonists and those who did not (excluding SGLT2-inhibitors)
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Supplementary Table 1 Inclusion criteria for patients taking GLP-1 receptor agonists

	

	Ungrouped terms

	
	must have
	
	diagnosis
	UMLS:ICD10CM:E11
	Type 2 diabetes mellitus

	Group 1

	
	Group 1A

	
	must have
	any of
	diagnosis
	UMLS:ICD10CM:M72.6
	Necrotizing fasciitis

	
	
	
	diagnosis
	UMLS:ICD10CM:A48.0
	Gas gangrene

	
	
	
	diagnosis
	UMLS:ICD10CM:N49.3
	Fournier gangrene

	
	
	
	procedure
	UMLS:CPT:1003168
	Debridement of skin, subcutaneous tissue, muscle and fascia for necrotizing soft tissue infection

	
	
	
	procedure
	UMLS:CPT:11004
	Debridement of skin, subcutaneous tissue, muscle and fascia for necrotizing soft tissue infection; external genitalia and perineum

	
	
	
	procedure
	UMLS:CPT:11005
	Debridement of skin, subcutaneous tissue, muscle and fascia for necrotizing soft tissue infection; abdominal wall, with or without fascial closure

	
	
	
	procedure
	UMLS:CPT:11008
	Removal of prosthetic material or mesh, abdominal wall for infection (eg, for chronic or recurrent mesh infection or necrotizing soft tissue infection) (List separately in addition to code for primary procedure)

	
	
	
	procedure
	UMLS:CPT:11006
	Debridement of skin, subcutaneous tissue, muscle and fascia for necrotizing soft tissue infection; external genitalia, perineum and abdominal wall, with or without fascial closure

	
	date constraint
	The terms in this group occurred at any time

	
	event relationship
	Any instance of GLP1 occurred within 6 months on or before any instance of Group 1A

	
	Group 1B GLP1

	
	must have
	any of
	medication
	NLM:RXNORM:2601723
	tirzepatide

	
	
	
	medication
	NLM:ATC:A10BJ
	Glucagon-like peptide-1 (GLP-1) analogues

	Group 2

	
	Group 2A

	
	must have
	any of
	diagnosis
	UMLS:ICD10CM:M72.6
	Necrotizing fasciitis

	
	
	
	diagnosis
	UMLS:ICD10CM:A48.0
	Gas gangrene

	
	
	
	diagnosis
	UMLS:ICD10CM:N49.3
	Fournier gangrene

	
	
	
	procedure
	UMLS:CPT:1003168
	Debridement of skin, subcutaneous tissue, muscle and fascia for necrotizing soft tissue infection

	
	
	
	procedure
	UMLS:CPT:11004
	Debridement of skin, subcutaneous tissue, muscle and fascia for necrotizing soft tissue infection; external genitalia and perineum

	
	
	
	procedure
	UMLS:CPT:11005
	Debridement of skin, subcutaneous tissue, muscle and fascia for necrotizing soft tissue infection; abdominal wall, with or without fascial closure

	
	
	
	procedure
	UMLS:CPT:11008
	Removal of prosthetic material or mesh, abdominal wall for infection (eg, for chronic or recurrent mesh infection or necrotizing soft tissue infection) (List separately in addition to code for primary procedure)

	
	
	
	procedure
	UMLS:CPT:11006
	Debridement of skin, subcutaneous tissue, muscle and fascia for necrotizing soft tissue infection; external genitalia, perineum and abdominal wall, with or without fascial closure

	
	date constraint
	The terms in this group occurred at any time

	
	event relationship
	Any instance of event occurred within 1 year and 1 day before any instance of Group 2A

	
	Group 2B event

	
	cannot have
	
	procedure
	UMLS:CPT:27590
	Amputation, thigh, through femur, any level

	
	
	or
	procedure
	UMLS:ICD10PCS:0Y6H0Z1
	Detachment at Right Lower Leg, High, Open Approach

	
	
	or
	procedure
	UMLS:ICD10PCS:0Y6J0Z1
	Detachment at Left Lower Leg, High, Open Approach

	
	
	or
	procedure
	UMLS:ICD10PCS:0Y6C0Z1
	Detachment at Right Upper Leg, High, Open Approach

	
	
	or
	procedure
	UMLS:ICD10PCS:0Y6D0Z1
	Detachment at Left Upper Leg, High, Open Approach

	
	
	or
	diagnosis
	UMLS:ICD10CM:Z89.512
	Acquired absence of left leg below knee

	
	
	or
	diagnosis
	UMLS:ICD10CM:Z89.519
	Acquired absence of unspecified leg below knee

	
	
	or
	diagnosis
	UMLS:ICD10CM:Z89.612
	Acquired absence of left leg above knee

	
	
	or
	diagnosis
	UMLS:ICD10CM:Z89.611
	Acquired absence of right leg above knee

	
	
	or
	diagnosis
	UMLS:ICD10CM:I20.81
	Angina pectoris with coronary microvascular dysfunction

	
	
	or
	diagnosis
	UMLS:ICD10CM:I20.1
	Angina pectoris with documented spasm

	
	
	or
	diagnosis
	UMLS:ICD10CM:I20.89
	Other forms of angina pectoris

	
	
	or
	diagnosis
	UMLS:ICD10CM:I20.0
	Unstable angina

	
	
	or
	diagnosis
	UMLS:ICD10CM:I20.8
	Other forms of angina pectoris

	
	
	or
	diagnosis
	UMLS:ICD10CM:I20.9
	Angina pectoris, unspecified

	
	
	or
	diagnosis
	UMLS:ICD10CM:I20
	Angina pectoris

	
	
	or
	diagnosis
	UMLS:ICD10CM:I46.2
	Cardiac arrest due to underlying cardiac condition

	
	
	or
	diagnosis
	UMLS:ICD10CM:I46.8
	Cardiac arrest due to other underlying condition

	
	
	or
	diagnosis
	UMLS:ICD10CM:I46.9
	Cardiac arrest, cause unspecified

	
	
	or
	diagnosis
	UMLS:ICD10CM:I46
	Cardiac arrest

	
	
	or
	diagnosis
	UMLS:ICD10CM:I21.B
	Myocardial infarction with coronary microvascular dysfunction

	
	
	or
	diagnosis
	UMLS:ICD10CM:I21.01
	ST elevation (STEMI) myocardial infarction involving left main coronary artery

	
	
	or
	diagnosis
	UMLS:ICD10CM:I21.A9
	Other myocardial infarction type

	
	
	or
	diagnosis
	UMLS:ICD10CM:I21.21
	ST elevation (STEMI) myocardial infarction involving left circumflex coronary artery

	
	
	or
	diagnosis
	UMLS:ICD10CM:I21.11
	ST elevation (STEMI) myocardial infarction involving right coronary artery

	
	
	or
	diagnosis
	UMLS:ICD10CM:I21.02
	ST elevation (STEMI) myocardial infarction involving left anterior descending coronary artery

	
	
	or
	diagnosis
	UMLS:ICD10CM:I21.29
	ST elevation (STEMI) myocardial infarction involving other sites

	
	
	or
	diagnosis
	UMLS:ICD10CM:I21.2
	ST elevation (STEMI) myocardial infarction of other sites

	
	
	or
	diagnosis
	UMLS:ICD10CM:I21.09
	ST elevation (STEMI) myocardial infarction involving other coronary artery of anterior wall

	
	
	or
	diagnosis
	UMLS:ICD10CM:I21.19
	ST elevation (STEMI) myocardial infarction involving other coronary artery of inferior wall

	
	
	or
	diagnosis
	UMLS:ICD10CM:I21.0
	ST elevation (STEMI) myocardial infarction of anterior wall

	
	
	or
	diagnosis
	UMLS:ICD10CM:I21.1
	ST elevation (STEMI) myocardial infarction of inferior wall

	
	
	or
	diagnosis
	UMLS:ICD10CM:I21.A1
	Myocardial infarction type 2

	
	
	or
	diagnosis
	UMLS:ICD10CM:I21.A
	Other type of myocardial infarction

	
	
	or
	diagnosis
	UMLS:ICD10CM:I21.3
	ST elevation (STEMI) myocardial infarction of unspecified site

	
	
	or
	diagnosis
	UMLS:ICD10CM:I21.9
	Acute myocardial infarction, unspecified

	
	
	or
	diagnosis
	UMLS:ICD10CM:I21.4
	Non-ST elevation (NSTEMI) myocardial infarction

	
	
	or
	diagnosis
	UMLS:ICD10CM:I21
	Acute myocardial infarction

	
	
	or
	procedure
	UMLS:CPT:36430
	Transfusion, blood or blood components

	
	
	or
	diagnosis
	UMLS:ICD10CM:J96.00
	Acute respiratory failure, unspecified whether with hypoxia or hypercapnia

	
	
	or
	diagnosis
	UMLS:ICD10CM:J96.0
	Acute respiratory failure

	
	
	or
	diagnosis
	UMLS:ICD10CM:J80
	Acute respiratory distress syndrome

	
	
	or
	diagnosis
	UMLS:ICD10CM:R06.03
	Acute respiratory distress

	
	
	or
	diagnosis
	UMLS:ICD10CM:N17.9
	Acute kidney failure, unspecified

	
	
	or
	diagnosis
	UMLS:ICD10CM:I50.40
	Unspecified combined systolic (congestive) and diastolic (congestive) heart failure

	
	
	or
	diagnosis
	UMLS:ICD10CM:I50.41
	Acute combined systolic (congestive) and diastolic (congestive) heart failure

	
	
	or
	diagnosis
	UMLS:ICD10CM:I50.81
	Right heart failure

	
	
	or
	diagnosis
	UMLS:ICD10CM:I50.8
	Other heart failure

	
	
	or
	diagnosis
	UMLS:ICD10CM:I50.31
	Acute diastolic (congestive) heart failure

	
	
	or
	diagnosis
	UMLS:ICD10CM:I50.43
	Acute on chronic combined systolic (congestive) and diastolic (congestive) heart failure

	
	
	or
	diagnosis
	UMLS:ICD10CM:I50.42
	Chronic combined systolic (congestive) and diastolic (congestive) heart failure

	
	
	or
	diagnosis
	UMLS:ICD10CM:I50.21
	Acute systolic (congestive) heart failure

	
	
	or
	diagnosis
	UMLS:ICD10CM:I50.1
	Left ventricular failure, unspecified

	
	
	or
	diagnosis
	UMLS:ICD10CM:I50.23
	Acute on chronic systolic (congestive) heart failure

	
	
	or
	diagnosis
	UMLS:ICD10CM:I50.33
	Acute on chronic diastolic (congestive) heart failure

	
	
	or
	diagnosis
	UMLS:ICD10CM:I50.4
	Combined systolic (congestive) and diastolic (congestive) heart failure

	
	
	or
	diagnosis
	UMLS:ICD10CM:I50.30
	Unspecified diastolic (congestive) heart failure

	
	
	or
	diagnosis
	UMLS:ICD10CM:I50.20
	Unspecified systolic (congestive) heart failure

	
	
	or
	diagnosis
	UMLS:ICD10CM:I50.22
	Chronic systolic (congestive) heart failure

	
	
	or
	diagnosis
	UMLS:ICD10CM:I50.32
	Chronic diastolic (congestive) heart failure

	
	
	or
	diagnosis
	UMLS:ICD10CM:I50.2
	Systolic (congestive) heart failure

	
	
	or
	diagnosis
	UMLS:ICD10CM:I50.3
	Diastolic (congestive) heart failure

	
	
	or
	diagnosis
	UMLS:ICD10CM:I50.9
	Heart failure, unspecified

	
	
	or
	diagnosis
	UMLS:ICD10CM:I50
	Heart failure

	
	
	or
	diagnosis
	UMLS:ICD10CM:I26.04
	Fat embolism of pulmonary artery with acute cor pulmonale

	
	
	or
	diagnosis
	UMLS:ICD10CM:I26.96
	Fat embolism of pulmonary artery without acute cor pulmonale

	
	
	or
	diagnosis
	UMLS:ICD10CM:I26.03
	Cement embolism of pulmonary artery with acute cor pulmonale

	
	
	or
	diagnosis
	UMLS:ICD10CM:I26.95
	Cement embolism of pulmonary artery without acute cor pulmonale

	
	
	or
	diagnosis
	UMLS:ICD10CM:I26.01
	Septic pulmonary embolism with acute cor pulmonale

	
	
	or
	diagnosis
	UMLS:ICD10CM:I26.02
	Saddle embolus of pulmonary artery with acute cor pulmonale

	
	
	or
	diagnosis
	UMLS:ICD10CM:I26.92
	Saddle embolus of pulmonary artery without acute cor pulmonale

	
	
	or
	diagnosis
	UMLS:ICD10CM:I26.90
	Septic pulmonary embolism without acute cor pulmonale

	
	
	or
	diagnosis
	UMLS:ICD10CM:I26.94
	Multiple subsegmental thrombotic pulmonary emboli without acute cor pulmonale

	
	
	or
	diagnosis
	UMLS:ICD10CM:I26.93
	Single subsegmental thrombotic pulmonary embolism without acute cor pulmonale

	
	
	or
	diagnosis
	UMLS:ICD10CM:I26.09
	Other pulmonary embolism with acute cor pulmonale

	
	
	or
	diagnosis
	UMLS:ICD10CM:I26.0
	Pulmonary embolism with acute cor pulmonale

	
	
	or
	diagnosis
	UMLS:ICD10CM:I26.99
	Other pulmonary embolism without acute cor pulmonale

	
	
	or
	diagnosis
	UMLS:ICD10CM:I26.9
	Pulmonary embolism without acute cor pulmonale

	
	
	or
	diagnosis
	UMLS:ICD10CM:I26
	Pulmonary embolism

	
	
	or
	diagnosis
	UMLS:ICD10CM:I20.2
	Refractory angina pectoris

	
	
	or
	diagnosis
	UMLS:ICD10CM:N17
	Acute kidney failure

	
	
	or
	diagnosis
	UMLS:ICD10CM:Z89.619
	Acquired absence of unspecified leg above knee

	
	
	or
	diagnosis
	UMLS:ICD10CM:Z89.61
	Acquired absence of leg above knee

	
	
	or
	diagnosis
	UMLS:ICD10CM:Z89.511
	Acquired absence of right leg below knee

	
	
	or
	diagnosis
	UMLS:ICD10CM:Z89.51
	Acquired absence of leg below knee

	
	
	or
	procedure
	UMLS:CPT:27591
	Amputation, thigh, through femur, any level; immediate fitting technique including first cast





Supplementary Table 2 Inclusion criteria for patients not taking GLP-1 receptor agonists

	Ungrouped terms

	
	must have
	
	diagnosis
	UMLS:ICD10CM:E11
	Type 2 diabetes mellitus

	Group 1

	
	Group 1A

	
	must have
	any of
	diagnosis
	UMLS:ICD10CM:M72.6
	Necrotizing fasciitis

	
	
	
	diagnosis
	UMLS:ICD10CM:A48.0
	Gas gangrene

	
	
	
	diagnosis
	UMLS:ICD10CM:N49.3
	Fournier gangrene

	
	
	
	procedure
	UMLS:CPT:1003168
	Debridement of skin, subcutaneous tissue, muscle and fascia for necrotizing soft tissue infection

	
	
	
	procedure
	UMLS:CPT:11004
	Debridement of skin, subcutaneous tissue, muscle and fascia for necrotizing soft tissue infection; external genitalia and perineum

	
	
	
	procedure
	UMLS:CPT:11005
	Debridement of skin, subcutaneous tissue, muscle and fascia for necrotizing soft tissue infection; abdominal wall, with or without fascial closure

	
	
	
	procedure
	UMLS:CPT:11008
	Removal of prosthetic material or mesh, abdominal wall for infection (eg, for chronic or recurrent mesh infection or necrotizing soft tissue infection) (List separately in addition to code for primary procedure)

	
	
	
	procedure
	UMLS:CPT:11006
	Debridement of skin, subcutaneous tissue, muscle and fascia for necrotizing soft tissue infection; external genitalia, perineum and abdominal wall, with or without fascial closure

	
	date constraint
	The terms in this group occurred at any time

	
	event relationship
	Any instance of no GLP1 occurred within 6 months on or before any instance of Group 1A

	
	Group 1B no GLP1

	
	must have
	any of
	medication
	NLM:VA:HS501
	INSULIN

	
	
	
	medication
	NLM:RXNORM:6809
	metformin

	
	
	
	medication
	NLM:ATC:A10BH
	Dipeptidyl peptidase 4 (DPP-4) inhibitors

	
	
	
	medication
	NLM:ATC:A10BB
	Sulfonylureas

	
	
	
	medication
	NLM:ATC:A10BG
	Thiazolidinediones

	
	
	
	medication
	NLM:ATC:A10BK
	Sodium-glucose co-transporter 2 (SGLT2) inhibitors

	
	cannot have
	
	medication
	NLM:RXNORM:2601723
	tirzepatide

	
	
	or
	medication
	NLM:ATC:A10BJ
	Glucagon-like peptide-1 (GLP-1) analogues

	Group 2

	
	Group 2A

	
	must have
	any of
	diagnosis
	UMLS:ICD10CM:M72.6
	Necrotizing fasciitis

	
	
	
	diagnosis
	UMLS:ICD10CM:A48.0
	Gas gangrene

	
	
	
	diagnosis
	UMLS:ICD10CM:N49.3
	Fournier gangrene

	
	
	
	procedure
	UMLS:CPT:1003168
	Debridement of skin, subcutaneous tissue, muscle and fascia for necrotizing soft tissue infection

	
	
	
	procedure
	UMLS:CPT:11004
	Debridement of skin, subcutaneous tissue, muscle and fascia for necrotizing soft tissue infection; external genitalia and perineum

	
	
	
	procedure
	UMLS:CPT:11005
	Debridement of skin, subcutaneous tissue, muscle and fascia for necrotizing soft tissue infection; abdominal wall, with or without fascial closure

	
	
	
	procedure
	UMLS:CPT:11008
	Removal of prosthetic material or mesh, abdominal wall for infection (eg, for chronic or recurrent mesh infection or necrotizing soft tissue infection) (List separately in addition to code for primary procedure)

	
	
	
	procedure
	UMLS:CPT:11006
	Debridement of skin, subcutaneous tissue, muscle and fascia for necrotizing soft tissue infection; external genitalia, perineum and abdominal wall, with or without fascial closure

	
	date constraint
	The terms in this group occurred at any time

	
	event relationship
	Any instance of event occurred within 1 year and 1 day before any instance of Group 2A

	
	Group 2B event

	
	cannot have
	
	procedure
	UMLS:CPT:27590
	Amputation, thigh, through femur, any level

	
	
	or
	procedure
	UMLS:ICD10PCS:0Y6H0Z1
	Detachment at Right Lower Leg, High, Open Approach

	
	
	or
	procedure
	UMLS:ICD10PCS:0Y6J0Z1
	Detachment at Left Lower Leg, High, Open Approach

	
	
	or
	procedure
	UMLS:ICD10PCS:0Y6C0Z1
	Detachment at Right Upper Leg, High, Open Approach

	
	
	or
	procedure
	UMLS:ICD10PCS:0Y6D0Z1
	Detachment at Left Upper Leg, High, Open Approach

	
	
	or
	diagnosis
	UMLS:ICD10CM:Z89.512
	Acquired absence of left leg below knee

	
	
	or
	diagnosis
	UMLS:ICD10CM:Z89.519
	Acquired absence of unspecified leg below knee

	
	
	or
	diagnosis
	UMLS:ICD10CM:Z89.612
	Acquired absence of left leg above knee

	
	
	or
	diagnosis
	UMLS:ICD10CM:Z89.611
	Acquired absence of right leg above knee

	
	
	or
	diagnosis
	UMLS:ICD10CM:I20.81
	Angina pectoris with coronary microvascular dysfunction

	
	
	or
	diagnosis
	UMLS:ICD10CM:I20.1
	Angina pectoris with documented spasm

	
	
	or
	diagnosis
	UMLS:ICD10CM:I20.89
	Other forms of angina pectoris

	
	
	or
	diagnosis
	UMLS:ICD10CM:I20.0
	Unstable angina

	
	
	or
	diagnosis
	UMLS:ICD10CM:I20.8
	Other forms of angina pectoris

	
	
	or
	diagnosis
	UMLS:ICD10CM:I20.9
	Angina pectoris, unspecified

	
	
	or
	diagnosis
	UMLS:ICD10CM:I20
	Angina pectoris

	
	
	or
	diagnosis
	UMLS:ICD10CM:I46.2
	Cardiac arrest due to underlying cardiac condition

	
	
	or
	diagnosis
	UMLS:ICD10CM:I46.8
	Cardiac arrest due to other underlying condition

	
	
	or
	diagnosis
	UMLS:ICD10CM:I46.9
	Cardiac arrest, cause unspecified

	
	
	or
	diagnosis
	UMLS:ICD10CM:I46
	Cardiac arrest

	
	
	or
	diagnosis
	UMLS:ICD10CM:I21.B
	Myocardial infarction with coronary microvascular dysfunction

	
	
	or
	diagnosis
	UMLS:ICD10CM:I21.01
	ST elevation (STEMI) myocardial infarction involving left main coronary artery

	
	
	or
	diagnosis
	UMLS:ICD10CM:I21.A9
	Other myocardial infarction type

	
	
	or
	diagnosis
	UMLS:ICD10CM:I21.21
	ST elevation (STEMI) myocardial infarction involving left circumflex coronary artery

	
	
	or
	diagnosis
	UMLS:ICD10CM:I21.11
	ST elevation (STEMI) myocardial infarction involving right coronary artery

	
	
	or
	diagnosis
	UMLS:ICD10CM:I21.02
	ST elevation (STEMI) myocardial infarction involving left anterior descending coronary artery

	
	
	or
	diagnosis
	UMLS:ICD10CM:I21.29
	ST elevation (STEMI) myocardial infarction involving other sites

	
	
	or
	diagnosis
	UMLS:ICD10CM:I21.2
	ST elevation (STEMI) myocardial infarction of other sites

	
	
	or
	diagnosis
	UMLS:ICD10CM:I21.09
	ST elevation (STEMI) myocardial infarction involving other coronary artery of anterior wall

	
	
	or
	diagnosis
	UMLS:ICD10CM:I21.19
	ST elevation (STEMI) myocardial infarction involving other coronary artery of inferior wall

	
	
	or
	diagnosis
	UMLS:ICD10CM:I21.0
	ST elevation (STEMI) myocardial infarction of anterior wall

	
	
	or
	diagnosis
	UMLS:ICD10CM:I21.1
	ST elevation (STEMI) myocardial infarction of inferior wall

	
	
	or
	diagnosis
	UMLS:ICD10CM:I21.A1
	Myocardial infarction type 2

	
	
	or
	diagnosis
	UMLS:ICD10CM:I21.A
	Other type of myocardial infarction

	
	
	or
	diagnosis
	UMLS:ICD10CM:I21.3
	ST elevation (STEMI) myocardial infarction of unspecified site

	
	
	or
	diagnosis
	UMLS:ICD10CM:I21.9
	Acute myocardial infarction, unspecified

	
	
	or
	diagnosis
	UMLS:ICD10CM:I21.4
	Non-ST elevation (NSTEMI) myocardial infarction

	
	
	or
	diagnosis
	UMLS:ICD10CM:I21
	Acute myocardial infarction

	
	
	or
	procedure
	UMLS:CPT:36430
	Transfusion, blood or blood components

	
	
	or
	diagnosis
	UMLS:ICD10CM:J96.00
	Acute respiratory failure, unspecified whether with hypoxia or hypercapnia

	
	
	or
	diagnosis
	UMLS:ICD10CM:J96.0
	Acute respiratory failure

	
	
	or
	diagnosis
	UMLS:ICD10CM:J80
	Acute respiratory distress syndrome

	
	
	or
	diagnosis
	UMLS:ICD10CM:R06.03
	Acute respiratory distress

	
	
	or
	diagnosis
	UMLS:ICD10CM:N17.9
	Acute kidney failure, unspecified

	
	
	or
	diagnosis
	UMLS:ICD10CM:I50.40
	Unspecified combined systolic (congestive) and diastolic (congestive) heart failure

	
	
	or
	diagnosis
	UMLS:ICD10CM:I50.41
	Acute combined systolic (congestive) and diastolic (congestive) heart failure

	
	
	or
	diagnosis
	UMLS:ICD10CM:I50.81
	Right heart failure

	
	
	or
	diagnosis
	UMLS:ICD10CM:I50.8
	Other heart failure

	
	
	or
	diagnosis
	UMLS:ICD10CM:I50.31
	Acute diastolic (congestive) heart failure

	
	
	or
	diagnosis
	UMLS:ICD10CM:I50.43
	Acute on chronic combined systolic (congestive) and diastolic (congestive) heart failure

	
	
	or
	diagnosis
	UMLS:ICD10CM:I50.42
	Chronic combined systolic (congestive) and diastolic (congestive) heart failure

	
	
	or
	diagnosis
	UMLS:ICD10CM:I50.21
	Acute systolic (congestive) heart failure

	
	
	or
	diagnosis
	UMLS:ICD10CM:I50.1
	Left ventricular failure, unspecified

	
	
	or
	diagnosis
	UMLS:ICD10CM:I50.23
	Acute on chronic systolic (congestive) heart failure

	
	
	or
	diagnosis
	UMLS:ICD10CM:I50.33
	Acute on chronic diastolic (congestive) heart failure

	
	
	or
	diagnosis
	UMLS:ICD10CM:I50.4
	Combined systolic (congestive) and diastolic (congestive) heart failure

	
	
	or
	diagnosis
	UMLS:ICD10CM:I50.30
	Unspecified diastolic (congestive) heart failure

	
	
	or
	diagnosis
	UMLS:ICD10CM:I50.20
	Unspecified systolic (congestive) heart failure

	
	
	or
	diagnosis
	UMLS:ICD10CM:I50.22
	Chronic systolic (congestive) heart failure

	
	
	or
	diagnosis
	UMLS:ICD10CM:I50.32
	Chronic diastolic (congestive) heart failure

	
	
	or
	diagnosis
	UMLS:ICD10CM:I50.2
	Systolic (congestive) heart failure

	
	
	or
	diagnosis
	UMLS:ICD10CM:I50.3
	Diastolic (congestive) heart failure

	
	
	or
	diagnosis
	UMLS:ICD10CM:I50.9
	Heart failure, unspecified

	
	
	or
	diagnosis
	UMLS:ICD10CM:I50
	Heart failure

	
	
	or
	diagnosis
	UMLS:ICD10CM:I26.04
	Fat embolism of pulmonary artery with acute cor pulmonale

	
	
	or
	diagnosis
	UMLS:ICD10CM:I26.96
	Fat embolism of pulmonary artery without acute cor pulmonale

	
	
	or
	diagnosis
	UMLS:ICD10CM:I26.03
	Cement embolism of pulmonary artery with acute cor pulmonale

	
	
	or
	diagnosis
	UMLS:ICD10CM:I26.95
	Cement embolism of pulmonary artery without acute cor pulmonale

	
	
	or
	diagnosis
	UMLS:ICD10CM:I26.01
	Septic pulmonary embolism with acute cor pulmonale

	
	
	or
	diagnosis
	UMLS:ICD10CM:I26.02
	Saddle embolus of pulmonary artery with acute cor pulmonale

	
	
	or
	diagnosis
	UMLS:ICD10CM:I26.92
	Saddle embolus of pulmonary artery without acute cor pulmonale

	
	
	or
	diagnosis
	UMLS:ICD10CM:I26.90
	Septic pulmonary embolism without acute cor pulmonale

	
	
	or
	diagnosis
	UMLS:ICD10CM:I26.94
	Multiple subsegmental thrombotic pulmonary emboli without acute cor pulmonale

	
	
	or
	diagnosis
	UMLS:ICD10CM:I26.93
	Single subsegmental thrombotic pulmonary embolism without acute cor pulmonale

	
	
	or
	diagnosis
	UMLS:ICD10CM:I26.09
	Other pulmonary embolism with acute cor pulmonale

	
	
	or
	diagnosis
	UMLS:ICD10CM:I26.0
	Pulmonary embolism with acute cor pulmonale

	
	
	or
	diagnosis
	UMLS:ICD10CM:I26.99
	Other pulmonary embolism without acute cor pulmonale

	
	
	or
	diagnosis
	UMLS:ICD10CM:I26.9
	Pulmonary embolism without acute cor pulmonale

	
	
	or
	diagnosis
	UMLS:ICD10CM:I26
	Pulmonary embolism

	
	
	or
	diagnosis
	UMLS:ICD10CM:I20.2
	Refractory angina pectoris

	
	
	or
	diagnosis
	UMLS:ICD10CM:N17
	Acute kidney failure

	
	
	or
	diagnosis
	UMLS:ICD10CM:Z89.619
	Acquired absence of unspecified leg above knee

	
	
	or
	diagnosis
	UMLS:ICD10CM:Z89.61
	Acquired absence of leg above knee

	
	
	or
	diagnosis
	UMLS:ICD10CM:Z89.511
	Acquired absence of right leg below knee

	
	
	or
	diagnosis
	UMLS:ICD10CM:Z89.51
	Acquired absence of leg below knee

	
	
	or
	procedure
	UMLS:CPT:27591
	Amputation, thigh, through femur, any level; immediate fitting technique including first cast
















Supplementary Table 3

	Table S3 Baseline characteristics of necrotizing soft tissue infection patients with and without GLP-1 receptor agonist use (excluding SGLT2-inhibitors)
	　

	
	Before matching
	After matching

	
	GLP1-RA user
	GLP1-RA non-user
	p value
	GLP1-RA user
	GLP1-RA non-user
	SMD

	　
	n = 1,099
	n = 15,659
	　
	n = 1,097
	n = 1,097
	　

	Age at Index
	55.5 ± 11.8
	56.6± 13.3
	0.006 
	55.5 ± 11.8
	55.7 ± 12.1
	0.018 

	White
	677
	61.6%
	7728
	49.4%
	<0.001
	675
	61.5%
	688
	62.7%
	0.024 

	Not Hispanic or Latino
	746
	67.9%
	9948
	63.5%
	0.004 
	745
	67.9%
	774
	70.6%
	0.057 

	Male
	677
	61.6%
	10311
	65.8%
	0.004 
	675
	61.5%
	662
	60.3%
	0.024 

	Body mass index
	36.4 ± 9.80
	32.7 ± 9.27
	<0.001
	36.3 ± 9.81
	35.5 ± 9.39
	0.083 

	Hypertensive diseases
	835
	76.0%
	7762
	49.6%
	<0.001
	833
	75.9%
	870
	79.3%
	0.081 

	Ischemic heart diseases
	234
	21.3%
	2094
	13.4%
	<0.001
	232
	21.1%
	246
	22.4%
	0.031 

	Heart failure
	61
	5.6%
	568
	3.6%
	0.001 
	61
	5.6%
	61
	5.6%
	<0.001

	COPD
	108
	9.8%
	1022
	6.5%
	<0.001
	108
	9.8%
	108
	9.8%
	<0.001

	Atrial fibrillation and flutter
	77
	7.0%
	739
	4.7%
	0.001 
	76
	6.9%
	77
	7.0%
	0.004 

	Chronic kidney disease
	217
	19.7%
	2282
	14.6%
	<0.001
	216
	19.7%
	183
	16.7%
	0.078 

	Diseases of liver
	203
	18.5%
	1450
	9.3%
	<0.001
	202
	18.4%
	181
	16.5%
	0.050 

	Tobacco use
	226
	20.6%
	1774
	11.3%
	<0.001
	224
	20.4%
	223
	20.3%
	0.002 

	Alcohol use
	48
	4.4%
	633
	4.0%
	0.598 
	48
	4.4%
	53
	4.8%
	0.022 

	Cerebrovascular diseases
	120
	10.9%
	1377
	8.8%
	0.017 
	120
	10.9%
	122
	11.1%
	0.006 

	Sepsis
	225
	20.5%
	2326
	14.9%
	<0.001
	225
	20.5%
	237
	21.6%
	0.027 

	Corticosteroid usage
	705
	64.1%
	6132
	39.2%
	<0.001
	703
	64.1%
	727
	66.3%
	0.046 

	Hemoglobin A1c
	9.03 ± 2.48
	9.11 ± 2.78
	0.396 
	9.04 ± 2.49
	9.06 ± 2.47
	0.011 

	Numbers are presented as mean ± standard deviation; COPD: Chronic Obstruction Pulmonary Disease; GLP1-RA: glucagon-like peptide-1 receptor agonist; SMD: standard mean difference



 Supplementary Table 4 

	[bookmark: _GoBack]Table S4 Odds ratios/Hazard ratios of outcomes by GLP-1RA use in necrotizing soft tissue infection (SGLT-2i users excluded)

	
	
	User
	Non-user
	
	
	

	　
	　
	Outcome (n)
	%
	Outcome (n)
	%
	Odds ratio/Hazard ratio
	95% CI

	Mortality
	Three months
	23
	2.1 
	45
	4.1 
	0.51 
	0.31 
	0.85 

	
	Six months
	31
	2.8 
	55
	5.0 
	0.56 
	0.36 
	0.88 

	Acute kidney injury
	Three months
	86
	7.8 
	91
	8.3 
	0.94 
	0.69 
	1.28 

	
	Six months
	109
	9.9 
	113
	10.3 
	0.96 
	0.73 
	1.27 

	MACE
	Three months
	136
	12.4 
	179
	16.3 
	0.73 
	0.57 
	0.92 

	
	Six months
	170
	15.5 
	206
	18.8 
	0.79 
	0.63 
	0.99 

	ARDS
	Three months
	18
	1.6 
	44
	4.0 
	0.40 
	0.23 
	0.70 

	
	Six months
	25
	2.3 
	54
	4.9 
	0.45 
	0.28 
	0.73 

	Blood transfusion
	Three months
	27
	2.5 
	34
	3.1 
	0.79 
	0.47 
	1.32 

	
	Six months
	34
	3.1 
	36
	3.3 
	0.94 
	0.59 
	1.52 

	Amputation
	Three months
	61
	5.6 
	105
	9.6 
	0.56 
	0.40 
	0.77 

	　
	Six months
	65
	5.9 
	120
	10.9 
	0.51 
	0.37 
	0.70 

	CI: confidence interval; GLP1-RA: glucagon-like peptide-1 receptor agonist; MACE: major adverse cardiac events; ARDS: acute respiratory distress syndrome
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