Table S1. Demographic, diagnostic, procedural, medication, visit, and laboratory codes utilized in the definition of the cohorts.
	Category
	Code
	Description

	Index drug

	medication
	NLM:RXNORM:2601723
	tirzepatide

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

	T2D

	diagnosis
	UMLS:ICD10CM:E11
	Type 2 diabetes mellitus




Table S2. Definitions of covariates coding used in this study.
	Code
	Description

	AI
	Age at Index

	2106-3
	White

	F
	Female

	2054-5
	Black or African American

	M
	Male

	2028-9
	Asian

	E11.2
	Type 2 diabetes mellitus with kidney complications

	E11.3
	Type 2 diabetes mellitus with ophthalmic complications

	E11.4
	Type 2 diabetes mellitus with neurological complications

	E11.5
	Type 2 diabetes mellitus with circulatory complications

	E78
	Disorders of lipoprotein metabolism and other lipidemias

	N18
	Chronic kidney disease (CKD)

	F17
	Nicotine dependence

	A10A
	INSULINS AND ANALOGUES

	A10BA
	Biguanides

	A10BB
	Sulfonylureas

	A10BG
	Thiazolidinediones

	A10BK
	Sodium-glucose co-transporter 2 (SGLT2) inhibitors

	CV100
	BETA BLOCKERS/RELATED

	CV200
	CALCIUM CHANNEL BLOCKERS

	CV800
	ACE INHIBITORS

	CV805
	ANGIOTENSIN II INHIBITOR

	C10AA
	HMG CoA reductase inhibitors

	C10AB
	Fibrates

	1659152
	alirocumab

	1665684
	evolocumab

	2588243
	inclisiran

	9083
	BMI

	9037
	Hemoglobin A1c/Hemoglobin.total in Blood

	9085
	Blood Pressure, Systolic

	9002
	Cholesterol in LDL [Mass/volume] in Serum or Plasma

	8001
	Glomerular filtration rate/1.73 sq M.predicted [Volume Rate/Area] in Serum, Plasma or Blood by Creatinine-based formula (MDRD)



Table S3. Definitions of outcomes coding used in this study.
	Code
	Description

	Infection-related events

	UMLS:ICD10CM:J09-J18
	Influenza and pneumonia

	UMLS:ICD10CM:J20-J22
	Other acute lower respiratory infections

	UMLS:ICD10CM:N10
	Acute pyelonephritis

	UMLS:ICD10CM:L03
	Cellulitis and acute lymphangitis

	UMLS:ICD10CM:E11.621
	Type 2 diabetes mellitus with foot ulcer

	UMLS:ICD10CM:M72.6
	Necrotizing fasciitis

	UMLS:ICD10CM:K75.0
	Abscess of liver

	UMLS:ICD10CM:K65
	Peritonitis

	UMLS:ICD10CM:A09
	Infectious gastroenteritis and colitis, unspecified

	UMLS:ICD10CM:A41
	Other sepsis

	UMLS:ICD10CM:R65.2
	Severe sepsis

	Ventilator or shock

	UMLS:CPT:94002
	Ventilation assist and management, initiation of pressure or volume preset ventilators for assisted or controlled breathing; hospital inpatient/observation, initial day

	UMLS:CPT:94003
	Ventilation assist and management, initiation of pressure or volume preset ventilators for assisted or controlled breathing; hospital inpatient/observation, each subsequent day

	UMLS:CPT:94004
	Ventilation assist and management, initiation of pressure or volume preset ventilators for assisted or controlled breathing; nursing facility, per day

	TNX:9068
	Lactate [Moles/volume] in Serum, Plasma or Blood (at least 2.00 mmol/L (most recent occurrence))

	All-cause mortality

	Deceased
	Deceased

	UMLS:ICD10CM:R99
	Ill-defined and unknown cause of mortality

	Lung infection

	UMLS:ICD10CM:J09-J18
	Influenza and pneumonia

	UMLS:ICD10CM:J20-J22
	Other acute lower respiratory infections

	Acute pyelonephritis

	UMLS:ICD10CM:N10
	Acute pyelonephritis

	Skin infection

	UMLS:ICD10CM:L03
	Cellulitis and acute lymphangitis

	UMLS:ICD10CM:E11.621
	Type 2 diabetes mellitus with foot ulcer

	UMLS:ICD10CM:M72.6
	Necrotizing fasciitis

	GI infection

	UMLS:ICD10CM:K75.0
	Abscess of liver

	UMLS:ICD10CM:K65
	Peritonitis

	UMLS:ICD10CM:A09
	Infectious gastroenteritis and colitis, unspecified




Table S4. Negative outcome control.

	Outcome
	HR (95% CI)
	P value

	
	
	

	Hearing loss
	1.01 (0.95,1.08)
	0.774





Table S5. Sensitivity analysis with landmark analysis of the primary outcome.

	Outcome
	HR (95% CI)
	P value

	1-day to 3-months
	0.94 (0.90,0.98)
	0.001

	1-day to 6-months
	0.95 (0.92,0.98)
	0.002

	1-day to 9-months
	0.96 (0.94,0.99)
	0.010





Table S6. Sensitivity analysis restricted to patients initiating treatment from January 1, 2023 onward.

	Outcome
	HR (95% CI)
	P value

	Infection-related events
	0.97 (0.94,0.99)
	0.004





Table S7. Sensitivity analysis including patients regardless of subsequent treatment switching or addition of the comparator therapy.

	Outcome
	HR (95% CI)
	P value

	Infection-related events
	0.70 (0.85,0.93)
	<.001






Table S8. Sensitivity analysis excluding immunocompromised patients.

	Outcome
	HR (95% CI)
	P value

	Infection-related events
	0.69 (0.60,0.80)
	<.001




