
Supplementary Table S3. Definition of available endpoints across trials included in the meta-analysis.

	
	All-Cause Mortality
	CV Mortality
	MACE
	Nonfatal MI
	Nonfatal Stroke
	Worsening HF
	Major kidney disease events
	MALE

	SUSTAIN 6
	First occurrence of  death from any causes.
	First occurrence of  death from CV causes. CV death includes death resulting from an acute
MI, sudden cardiac death, death due to 
HF, death due to stroke, death due to CV
procedures, death due to CV hemorrhage, and death due to other
CV causes, including undetermined cause of death.
	First occurrence of either death from CV causes, nonfatal MI, or nonfatal stroke.
	First occurrence of nonfatal MI (The term MI should be used when there is
evidence of myocardial necrosis in a clinical setting consistent with
myocardial ischemia).
	First occurrence of nonfatal stroke (Stroke is defined as an acute episode of focal or global neurological
dysfunction caused by brain, spinal cord, or retinal vascular injury as
a result of hemorrhage or infarction).
	Hospitalization for HF.
	Four-component composite of death from renal causes, initiation of long-term renal replacement therapy
(dialysis or transplantation), onset of a persistent eGFR lower than 15 ml per minute per 1.73 m2, persistent 50% reduction in eGFR relative to baseline.
	/

	PIONEER 6
	Time from randomization to the first occurrence of  all-cause death.
	Time from randomization to the first occurrence of  CV death (including undetermined
causes of death).
	Time from randomization to the first occurrence of a major adverse
CV event, a composite of death from
CV causes, nonfatal MI,
or nonfatal stroke.
	Time from randomization to the first occurrence of  nonfatal MI (not defined).
	Time from randomization to the first occurrence of nonfatal stroke (not defined).
	HF resulting in hospitalization.
	/
	/

	STEP HFpEF
	/
	/
	/
	/
	/
	The time-to-event analysis of the first adjudicated HF event (hospitalization or urgent visit for
HF).
	/
	/

	SELECT
	Death from any cause assessed in time-to-first-event analyses.
	Death from CV causes assessed in time-to-first-event analyses.  CV death includes death resulting from an acute MI, sudden cardiac death, death
due to HF, death due to stroke, death due to CV procedures, death due to
CV hemorrhage, death due to other CV causes, and death not
attributable to one of the categories of CV death or to a non-CV cause
(undetermined cause of death).
	First occurrence of any component of a composite of death from cardiovascular causes, nonfatal MI, or nonfatal
stroke, assessed in a time-to-event analysis
	First occurrence of nonfatal MI (The term MI should be used when there is evidence of acute myocardial
necrosis in a clinical setting consistent with myocardial ischemia. 

	First occurrence of nonfatal stroke (Stroke is defined as an acute episode of focal or global neurological dysfunction caused by
brain, spinal cord, or retinal vascular injury as a result of hemorrhage or infarction).
	Hospitalization or urgent medical visit for HF assessed in time-to-first-event analyses.
	Time to first occurence of a four-component composite of death from renal causes, initiation of long-term renal replacement therapy
(dialysis or transplantation), onset of a persistent eGFR lower than 15 ml per minute per 1.73 m2, persistent 50% reduction in eGFR relative to baseline.
	/

	STEP HFpEF DM
	/
	Not defined.
	/
	/
	/
	The time-to-event analysis of the first adjudicated HF event (hospitalization or urgent visit for
HF)
	/
	/

	FLOW
	Time to occurrence of all-cause death.
	Time to occurrence of CV death.
	Time to first occurrence of a composite outcome
consisting of nonfatal MI, nonfatal stroke, or CV death
	Time to first occurrence of nonfatal MI (not defined).
	Time to first occurrence of nonfatal stroke (not defined).
	/
	Time to first occurrence of composite endpoint consisting of:
· The onset of a persistent ≥50% reduction in eGFR (CKD-EPI 2009) compared with baseline
· The onset of persistent eGFR (CKD-EPI) < 15 mL/min/1.73 m2
· The initiation of chronic renal replacement therapy (dialysis or kidney transplantation)
· Renal death
(Kidney-specific components of the primary outcome)
	Time to first occurrence of major adverse limb events, a composite outcome consisting of acute limb ischemia hospitalization or chronic limb ischemia hospitalization

	SOUL
	Time to occurrence of all-cause death.
	Time to occurrence of death from CV cause (CV death includes death resulting from an acute MI, sudden cardiac death, death due to
HF, death due to stroke, death due to CV procedures, death due to
CV hemorrhage, death due to other CV causes, and death not attributable to
one of the categories of CV death or to a non-CV cause (undetermined cause
of death).
	Time to first occurrence of  a 3-point composite of death from CV causes, nonfatal MI, or nonfatal stroke.
	Time to first occurrence of nonfatal MI (the term MI should be used when there is evidence of acute myocardial
necrosis in a clinical setting consistent with myocardial ischemia).
	Time to first occurrence of nonfatal stroke 
(stroke is defined as an acute episode of focal or global neurological dysfunction caused by brain,
spinal cord, or retinal vascular injury as a result of hemorrhage or infarction).
	Time from randomization to first occurrence of HF requiring hospitalization or
urgent HF visit.
	Time to first occurrence of a 4-point major kidney disease events composite consisting of:
· Death from kidney cause
· Onset of persistent ≥50% reduction in eGFR (CKD-EPI) compared with baseline
· Onset of persistent eGFR (CKD-EPI) <15 ml/min/1.73 m2
· Initiation of long-term kidney replacement therapy (dialysis or kidney transplantation)
	Time to first occurrence of a major adverse limb event composite of
acute limb ischemia hospitalization or chronic limb ischemia hospitalization.

	STRIDE
	Time to occurrence of all-cause death.
	/
	/
	/
	/
	/
	/
	Time to first
adjudicated major adverse limb event  composite of acute or chronic limb ischemia requiring hospitalization.



CKD-EPI, Chronic Kidney Disease Epidemiology Collaboration; CV, Cardiovascular; eGFR; estimated Glomerular Filtration Rate; HF, Heart Failure; MACE, Major Adverse Cardiovascular Events; MALE, Major Adverse Limb Events; MI, Myocardial Infarction.

