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Diabetic ketoacidosis, acute pancreatitis, and thyroid cancer were examined post hoc on a later extraction, using cohorts constructed under the eligibility protocol described in the Methods. These cohorts are not the same patient set as the primary analysis.

S4A. Tirzepatide vs. GLP-1 RAs
	[bookmark: s5a.-tirzepatide-vs.-glp-1-ras]Outcome
	Tirzepatide, n/N (%)
	GLP-1 RA, n/N (%)
	HR (95% CI)
	P value
	E-value

	Diabetic ketoacidosis
	NE
	NE
	NE
	NE
	NE

	Acute pancreatitis
	NE
	NE
	NE
	NE
	NE

	Thyroid cancer
	NE
	NE
	NE
	NE
	NE


[bookmark: s5b.-tirzepatide-vs.-sglt2-inhibitors]
S4B. Tirzepatide vs. SGLT2 inhibitors
	Outcome
	Tirzepatide, n/N (%)
	SGLT2 inhibitor, n/N (%)
	HR (95% CI)
	P value
	E-value

	Diabetic ketoacidosis
	NE
	NE
	NE
	NE
	NE

	Acute pancreatitis
	NE
	NE
	NE
	NE
	NE

	Thyroid cancer
	NE
	NE
	NE
	NE
	NE


[bookmark: s5c.-glp-1-ras-vs.-sglt2-inhibitors]
S4C. GLP-1 RAs vs. SGLT2 inhibitors
	Outcome
	GLP-1 RA, n/N (%)
	SGLT2 inhibitor, n/N (%)
	HR (95% CI)
	P value
	E-value

	Diabetic ketoacidosis
	34/4,910 (0.7)
	29/4,910 (0.6)
	1.23 (0.75–2.01)
	0.404
	1.76

	Acute pancreatitis
	20/4,910 (0.40)
	29/4,910 (0.60)
	0.69 (0.38–1.25)
	0.218
	2.26

	Thyroid cancer
	NE
	NE
	NE
	NE
	NE


Outcome definitions. Acute pancreatitis, ICD-10-CM K85; diabetic ketoacidosis, ICD-10-CM E11.1 and E13.1; malignant neoplasm of the thyroid gland, ICD-10-CM C73.
NE denotes not estimable: fewer than 10 patients met the outcome definition in at least one cohort, and the platform suppressed the detailed result. Fewer than 10 events in cohorts of 821 to 1,059 patients bounds the incidence of each outcome below approximately 1.2%.
Abbreviations: CI, confidence interval; GLP-1 RA, glucagon-like peptide-1 receptor agonist; HR, hazard ratio; NE, not estimable; SGLT2, sodium–glucose cotransporter 2.
