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Figure S1. Hierarchical components of the renin–angiotensin–aldosterone system
inhibitor use score.
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Description automatically generated with low confidence]
ACEi, angiotensin-converting enzyme inhibitor; ARB, angiotensin receptor blocker; ARNi, angiotensin receptor–neprilysin inhibitor; BB, beta-blocker; CV, cardiovascular; MRA, mineralocorticoid receptor antagonist.



Figure 2. Enrollments and outcomes.
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Figure S3: Cumulative Incidence for Time to First Event of Hyperkalemia of >5.5 mmol/L.
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Participants without an event are censored at the last K+ measurement date or at data cut-off, whichever comes first.
Figure S4: Cumulative Incidence for Time to Event of Reduction of MRA Dose Below
Target (50 mg of Spironolactone or Eplerenone).
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Description automatically generated with medium confidence]
Participants without an event are censored at end of study date or date where MRA target dose could not be determined or at data cut-off, whichever comes first. Participants not on MRA target dose at baseline are censored on Day 1.

Figure S5: Mean Cumulative Function for Recurrent Hyperkalemia Adverse Events.
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Description automatically generated]
Protocol requested investigators to report K+>5.0 mmol/L as an adverse event.


Figure S6: Time to the First Event of Hyperkalemia of >5.5 mmol/L, according to prespecified
Subgroups.
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1Region A (US and Canada), Region B (Mexico, Argentina, Brazil), Region C (France, Germany, Italy, Netherlands, Spain, UK, Israel, Belgium), Region D (Bulgaria, Czech Republic, Hungary, Poland, Russia, Serbia, Ukraine, Georgia).
ARNi = angiotensin receptor neprilysin inhibitor; BMI = body mass index; CI = confidence interval; CKD = chronic kidney disease; MRA = mineralocorticoid receptor agonist; NHYA = New York Heart Association.
Figure S7: Hyperkalemia outcome and components. The stratified win ratio was calculated using a non-parametric generalized pairwise comparison within hyperkalemia status strata; data are presented as the point estimate and 95% CI with a two-sided P value.
[image: Graphical user interface, text, application

Description automatically generated]

Table S1. Reasons for Screening Failure 

	Reasons – n (%) 
	Screen failures
N=447 

	Inclusion/exclusion criteria not met 
	403 (90·2) 

	Study terminated by sponsor  
	16 (3·6) 

	Withdrawal by participants 
	12 (2·7) 

	Other  
	7 (1·6) 

	Adverse events  
	5 (1·1) 

	Sponsor request  
	2 (0·4) 

	Lost to follow-up 
	1 (0·2) 

	Investigator decision 
	1 (0·2) 


 Only the last screen failure reason is summarized. Percentages are based on he number of screen failure subjects.



Table S2. Reasons for Dropout During Run-In Period 

	Reason*  
	n  

	Failed randomization criteria# 
	 

	    Current MRA dose is at least the target dose (e.g., spironolactone 50 mg/day,     
    eplerenone 50 mg/day) and has been stable for at least 1 week 
	41 

	    Current ACEi/ARB/ARNi is ≥50% of the target dose* and has been stable for at least 1 week 
	17 

	    Current patiromer dose is at least 1 packet daily 
	20 

	    Current local serum K+ level is ≥4.0–≤5.0 mmol/L 
	23 

	Study terminated by sponsor  
	71 

	Withdrawal by participants 
	49 

	Adverse event 
	36 

	Sponsor request  
	34 

	1 week after maximum 3 packets/day of patiromer, serum K+ is >5.0 mmol/L 
	21 

	Protocol violation  
	13 

	2 weeks after minimum 0 packets/day, serum K+ is <4.0 mmol/L 
	12 

	Exceeded 12 weeks of Run-In  
	3 

	Investigator decision  
	3 

	Non-compliance with study drug  
	2 

	Withdrawal of consent  
	2 

	Death  
	1 


*Participants can have more than one discontinuation reason.  
#Following the run-in period, all randomization criteria had to be met by subjects who had at least one dose during the run-in period 
 



Table S3. Baseline Characteristics at Screening in those Dropping-Out during Run-In Compared to those Randomized  

	Characteristic 
	Discontinued during run-in * 
(n=160) 
	Randomized 
 (n=878)  
	P Value  
  

	Age (yr)  
	68·8 ± 10·4  
	66·9 ± 10·0 
	0·022 

	Women - number (%)  
	48 (30·0)  
	238 (27·1) 
	0·451 

	Region - number (%)  

	 USA/Canada 
	14 (8·8) 
	63 (7·2) 
	<0·001 

	 Latin America 
	17 (10·6) 
	58 (6·6) 
	

	 Western Europe and Other 
	38 (23·8) 
	58 (6·6) 
	

	 Central/Eastern Europe 
	91 (56·9) 
	699 (79·6) 
	

	NYHA functional class - number (%)  

	Class I/II 
	92 (57·5) 
	446 (50·8) 
	0·122 

	Class III/IV 
	68 (42·5) 
	431 (49·1) 
	

	Body mass index (kg/m2) 
	28·14 ± 4·90 
	28·85 ± 4·74 
	0·083 

	Systolic blood pressure (mmHg) 
	126·8 ± 16·9 
	129·9 ± 13·7  
	0·026 

	Left ventricular ejection fraction (%) 
	30·8 ± 7·2  
	33·5 ± 5·8  
	<0·001 

	Median NT-proBNP (IQR), pg/mL 
	1563 (782, 3241) 
	1388 (734, 2802) 
	0·206 

	Etiology of heart failure - number (%) 

	Ischemic  
	114 (71·3) 
	627 (71·4) 
	0·967 

	Nonischemic  
	46 (28·8) 
	251 (28·6) 
	

	Cardiovascular history - number (%)  

	Atrial fibrillation 
	61 (38·1) 
	341 (38·8) 
	0·865 

	Diabetes mellitus  
	82 (51·3) 
	356 (40·5) 
	0·012 

	Hypertension  
	135 (84·4) 
	802 (91·3) 
	0·006 

	eGFR (ml/min/1.73 m2)  
	56·2 ± 20·1 
	63·0 ± 21·0 
	<0·001 

	Hyperkalemia at screening- number (%) 
	68 (42·5) 
	354 (40·3) 
	0·605 

	Normokalemia at screening - N (%) 
	90 (56·3) 
	524 (59·7) 
	0·417 

	RAAS-inhibitor use at target dose at screening - number (%) 

	ACEi 
	78 (48·8) 
	476 (54·2) 
	0·203 

	ARB 
	32 (20·0) 
	259 (29·5) 
	0·014 

	Mineralocorticoid receptor antagonists  
	117 (73·1) 
	691 (78·7) 
	0·118 


Plus-minus values are means ± SD.  The body-mass index is the weight in kilograms divided by the square of the height in meters. IQR= interquartile range, NYHA= New York Heart Association, NT-proBNP= N-terminal pro B-type natriuretic peptide, eGFR= estimated glomerular filtration rate, RAAS= renin–angiotensin–aldosterone system, ACEi= angiotensin-converting enzyme inhibitor, ARBs= Angiotensin II-receptor blocker. 
*Modified run-in phase set that included participants who received at least one dose of patiromer and excluded subjects who discontinued due to covid or due to study end on 24 Jun2021. 


Table S4. Medication use during the randomised phase. 
	
	
	Patiromer (N=439)
	Placebo (N=439)

	ACEi/ARB/ARNi ≥50% target dose, n (%)
	Week 1
	427 (97.7)
	432 (98.9)

	
	Week 18
	299 (96.8)
	293 (93.9)

	
	End of study
	397 (90.4)
	378 (86.1)

	ACEi/ARB/ARNi 100% target dose, n (%)
	Week 1
	269 (61.6)
	280 (63.9)

	
	Week 18
	197 (63.8)
	202 (64.7)

	
	End of study
	217 (49.4)
	212 (48.3)

	Spironolactone >0 mg but <12.5 mg daily or eplerenone at >0 mg but <25 mg daily, n (%)
	Week 1
	3 (0.7)
	8 (1.8)

	
	Week 18
	0 (0.0)
	1 (0.3)

	
	End of study
	0 (0.0)
	4 (0.9)

	Spironolactone 12.5 mg or greater but <25 mg daily or eplerenone 25 mg or greater but <50 mg daily, n (%)
	Week 1
	3 (0.7)
	8 (1.8)

	
	Week 18
	10 (3.2)
	9 (2.9)

	
	End of study
	18 (4.1)
	27 (6.2)

	Spironolactone 25 mg or eplerenone 50 mg, n (%)
	Week 1
	90 (20.6)
	106 (24.2)

	
	Week 18
	63 (20.4)
	73 (23.4)

	
	End of study
	119 (27.1)
	121 (27.6)

	Spironolactone >25 mg, n (%)
	Week 1
	340 (77.8)
	319 (72.8)

	
	Week 18
	230 (74.4)
	207 (66.3)

	
	End of study
	216 (49.2)
	203 (46.2)


ACEi= angiotensin-converting enzyme inhibitor, ARB= Angiotensin II-receptor blocker, ARNi= angiotensin-receptor-neprilysin-inhibitor.
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