Table 1: Inclusion and exclusion criteria of key HFpEF trials.
	Trials
	Study Drug
	Inclusion Criteria
	Exclusion Criteria (see Supplementary Appendix- S1)

	
	
	Ejection Fraction
	HF Admission
	Diastolic Dysfunction
	Natriuretic Peptide
	CM
	RREF
	DCM
	Valve
	PHT
	Age (Years)
	CKD

	DIG- Ancillary [1991] 
	Digoxin
	>45%
	
	
	
	X
	
	
	
	X
	<21
	Cr >265 umol/L

	CHARM-Preserved [1999]
	Candesartan
	>40%
	Yes
	
	
	
	
	
	
	
	<18
	Cr ≥265 umol/L

	PEP-CHF [2000] 
	Perindopril
	>40%*
	Yes
	Yes
	
	
	
	
	X
	
	<70
	Cr >200 umol/L

	I-PRESERVE [2002] 
	Irbesartan
	≥45%
	Yes#
	Yes#
	
	X
	
	
	X
	X
	<60
	Cr >221 umol/L

	J-DHF [2004] 
	Carvedilol
	>40%
	
	
	
	
	
	
	X
	X
	<20
	Cr >265 umol/L

	TOPCAT [2006] 
	Spironolactone
	≥45%
	Yes#
	
	NT-proBNP ≥ 360 pg/ml#
	X
	
	
	X
	X
	<50
	eGFR <30 mL/min/1.73m2

	PARAGON-HF [Recruiting]
	Valsartan/

sacubitril
	≥45%
	Yes#
	Yes
	NT-proBNP >300pg/ml  or in AF >900 pg/ml #
	X
	X
	X
	X
	X
	<55
	eGFR <30 mL/min/1.73m2


* Ejection fraction estimated by wall motion index. # An either/or criteria, e.g. TOPCAT required either heart failure hospitalization within the previous year OR an elevated NT-proBNP in the 60 days prior to enrolment. AF-atrial fibrillation; CKD-chronic kidney disease; CM-cardiomyopathy; Cr-creatinine; DCM-dilated cardiomyopathy; eGFR-estimated glomerular filtration rate; HF-heart failure; NT-proBNP- N-terminal of the prohormone brain natriuretic peptide; PHT-pulmonary hypertension not related to left heart disease (see Table 2); RREF- recovered heart failure with reduced ejection fraction; Valve-haemodynamically significant cardiac valve disease. [Year]- start date of each trial
