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Table 1.  Baseline characteristics by dyspnoea VAS AUC to Day 5 and randomized treatment group 
	Characteristic*
	Dyspnoea VAS AUC to Day 5

	
	< median
	≥ median

	
	Placebo
(N= 300)
	Serelaxin
(N= 280)
	Placebo
(N= 280)
	Serelaxin
(N= 301)

	Gender, Male 
	194 (64.7%)
	180 (64.3%)
	163 (58.2%)
	188 (62.5%)

	Age, years
	73.2 (11.3)
	70.6 (12.2)
	71.8 (10.2)
	72.5 (11.1)

	Geographical region 
Eastern Europe
Western Europe 
South America 
North America 
Israel
	
146 (48.7%)
60 (20.0%)
19 (6.3%)
31 (10.3%)
44 (14.7%)
	
159 (56.8%)
55 (19.6%)
11 (3.9%)
27 (9.6%)
28 (10.0%)
	
136 (48.6%)
41 (14.6%)
18 (6.4%)
24 (8.6%)
61 (21.8%)
	
121 (40.2%)
48 (15.9%)
23 (7.6%)
32 (10.6%)
77 (25.6%)

	Race, White/Caucasian
	285 (95.0%)
	263 (93.9%)
	267 (95.4%)
	281 (93.4%)

	Prior hospitalization for chronic HF in the past year
	94 (31.3%)
	109 (38.9%)
	87 (31.1%)
	107 (35.5%)

	SBP, mmHg
	140.9 (16.9)
	141.4 (16.4)
	143.4 (17.0)
	143.1 (16.0)

	HR, bpm
	81.3 (15.5)
	79.4 (16.3)
	79.4 (14.2)
	78.5 (13.7)

	LVEF, %
	37.8 (14.6)
	38.1 (14.4)
	39.4 (14.0)
	39.3 (15.2)

	Time from presentation to randomization, h 
	7.9 (4.7)
	8.4 (4.7)
	7.9 (4.6)
	7.4 (4.5)

	History of IHD
	153 (51.0%)
	146 (52.1%)
	154 (55.0%)
	150 (49.8%)

	History of CRT or ICD
	77 (25.7%)
	70 (25.0%)
	64 (22.9%)
	83 (27.6%)

	History of DM
	137 (45.7%)
	122 (43.6%)
	135 (48.2%)
	157 (52.2%)

	History of AF 
	180 (60.0%)
	159 (56.8%)
	125 (44.6%)
	138 (45.8%)

	AF at screening
	145 (48.5%)
	124 (44.3%)
	101 (36.1%)
	109 (36.3%)

	ACEI/ARB use at baseline 
	199 (66.3%)
	192 (68.6%)
	199 (71.1%)
	198 (65.8%)

	Beta blocker use at baseline 
	213 (71.0%)
	189 (67.5%)
	194 (69.3%)
	198 (65.8%)

	MRA use at baseline 
	99 (33.0%)
	98 (35.0%)
	74 (26.4%)
	94 (31.2%)

	IV nitrates at baseline
	22 (7.3%)
	18 (6.4%)
	20 (7.1%)
	21 (7.0%)

	Lymphocyte at baseline, %
	17.56 (7.85)
	18.14 (7.90)
	18.40 (8.22)
	18.57 (7.25)

	Troponin-T at baseline, ug/L
	0.038 
(0.035, 0.042)
	0.036 
(0.032, 0.039)
	0.034 
(0.031, 0.038)
	0.033 
(0.030, 0.036)

	Cystatin C at baseline, mg/L
	1.46 
(1.41, 1.51)
	1.44 
(1.40, 1.50)
	1.46 
(1.41, 1.52)
	1.46 
(1.41, 1.51)

	NT-proBNP at baseline, ng/L
	5207 
(4712, 5755)
	5296 
(4744, 5913)
	4804 
(4271, 5404)
	4976 
(4532, 5464)

	eGFR at baseline, mL/min/1.73m2
	52.7 (16.0)
	53.3 (15.5)
	52.4 (15.5)
	52.4 (15.5)


Note: mean (SD) or geometric mean (95% CI) presented for continuous variables, n (%) for categorical variables (% based on total number of patients with a non-missing value of the endpoint).
ACEI = angiotensin converting enzyme inhibitor; AF = atrial fibrillation; ARB = angiotensin receptor blocker; AUC = area under the curve; bpm = beats per minute; CRT = cardiac resynchronization therapy; CV = cardiovascular; DM = diabetes mellitus; eGFR = estimated glomerular filtration rate; h = hours; HF = heart failure; HR = heart rate; ICD =  implantable cardioverter defibrillator; IHD = ischemic heart disease; IV = intravenous; LVEF = left ventricular ejection fraction; MRA = mineralocorticoid receptor antagonist; NT-proBNP = N-terminal prohormone B-type natriuretic peptide; SBP = systolic blood pressure; VAS = visual analogue scale .

Table 2.  Baseline characteristics by CV death or rehospitalization for heart failure or renal failure through Day 60 and randomized treatment group 
	Characteristic
	CV death or rehospitalization for heart failure or renal failure through Day 60‡

	
	Yes
	No

	
	Placebo
(N= 75)
	Serelaxin
(N= 76)
	Placebo
(N= 498)
	Serelaxin
(N= 498)

	Gender, Male 
	47 (62.7%)
	47 (61.8%)
	305 (61.2%)
	316 (63.5%)

	Age, years
	73.5 (8.9)
	72.9 (12.2)
	72.3 (11.0)
	71.5 (11.4)

	Geographical region 
Eastern Europe 
Western Europe 
South America 
North America 
Israel
	
32 (42.7%)
14 (18.7%)
4 (5.3%)
9 (12.0%)
16 (21.3%)
	
29 (38.2%)
13 (17.1%)
6 (7.9%)
11 (14.5%)
17 (22.4%)
	
247 (49.6%)
83 (16.7%)
33 (6.6%)
46 (9.2%)
89 (17.9%)
	
249 (50.0%)
86 (17.3%)
28 (5.6%)
48 (9.6%)
87 (17.5%)

	Race, White/Caucasian
	69 (92.0%)
	71 (93.4%)
	476 (95.6%)
	466 (93.6%)

	Prior hospitalization for chronic HF in the past year
	33 (44.0%)
	46 (60.5%)
	147 (29.5%)
	166 (33.3%)

	SBP, mmHg
	138.5 (15.5)
	138.4 (15.1)
	142.8 (17.2)
	143.0 (16.2)

	HR, bpm
	80.4 (14.5)
	78.6 (15.8)
	80.3 (15.0)
	78.8 (14.8)

	LVEF, %
	37.3 (16.6)
	40.5 (14.8)
	38.7 (13.9)
	38.4 (14.8)

	Time from presentation to randomization, h 
	7.5 (5.2)
	7.5 (4.3)
	7.9 (4.6)
	7.9 (4.6)

	History of IHD
	47 (62.7%)
	44 (57.9%)
	256 (51.4%)
	250 (50.2%)

	History of CRT or ICD
	31 (41.3%)
	25 (32.9%)
	108 (21.7%)
	125 (25.1%)

	History of DM
	43 (57.3%)
	45 (59.2%)
	226 (45.4%)
	231 (46.4%)

	History of AF 
	47 (62.7%)
	44 (57.9%)
	254 (51.0%)
	249 (50.0%)

	AF at screening
	39 (52.0%)
	30 (40.0%)
	204 (41.0%)
	201 (40.4%)

	ACEI/ARB use at baseline 
	42 (56.0%)
	51 (67.1%)
	352 (70.7%)
	334 (67.1%)

	Beta blocker use at baseline 
	46 (61.3%)
	49 (64.5%)
	354 (71.1%)
	334 (67.1%)

	MRA use at baseline 
	21 (28.0%)
	32 (42.1%)
	150 (30.1%)
	156 (31.3%)

	IV nitrates at baseline
	8 (10.7%)
	5 (6.6%)
	33 (6.6%)
	34 (6.8%)

	Lymphocyte at baseline, %
	15.03 (6.94)
	16.27 (6.72)
	18.50 (8.11)
	18.70 (7.64)

	Troponin-T at baseline, μg/L
	0.044 
(0.036, 0.053)
	0.043 
(0.035, 0.054)
	0.035 
(0.032, 0.038)
	0.033 
(0.030, 0.035)

	Cystatin C at baseline, mg/L
	1.61 
(1.50, 1.72)
	1.61 
(1.50, 1.72)
	1.44 
(1.40, 1.48)
	1.43 
(1.39, 1.46)

	NT-proBNP at baseline, ng/L
	5909 
(4844, 7207)
	6701 
(5655, 7941)
	4835 
(4450, 5253)
	4903 
(4533, 5302)

	eGFR at baseline, mL/min/1.73m2
	47.8 (15.5)
	49.7 (14.8)
	53.3 (15.7)
	53.3 (15.6)


Note: mean (SD) or geometric mean (95% CI) presented for continuous variables, n (%) for categorical variables (% based on total number of patients with a non-missing value of the endpoint).
‡patients with <60 days follow-up excluded from the analysis. Adjudicated events only included for CV deaths.
ACEI = angiotensin converting enzyme inhibitor; AF = atrial fibrillation; ARB = angiotensin receptor blocker; bpm = beats per minute; CRT = cardiac resynchronization therapy; CV = cardiovascular; DM = diabetes mellitus; eGFR = estimated glomerular filtration rate; h = hours; HF = heart failure; HR = heart rate; ICD =  implantable cardioverter defibrillator; IHD = ischemic heart disease; IV = intravenous; LVEF = left ventricular ejection fraction; MRA = mineralocorticoid receptor antagonist; NT-proBNP = N-terminal prohormone B-type natriuretic peptide; SBP = systolic blood pressure 


Table 3.  Baseline characteristics by CV death through Day 180 and randomized treatment group 
	Characteristic
	CV death through Day 180‡

	
	Yes
	No

	
	Placebo
(N= 54)
	Serelaxin
(N= 34)
	Placebo
(N= 508)
	Serelaxin
(N= 533)

	Gender, Male 
	32 (59.3%)
	25 (73.5%)
	314 (61.8%)
	336 (63.0%)

	Age, years
	75.3 (9.2)
	70.0 (12.4)
	72.0 (10.9)
	71.7 (11.5)

	Geographical region 
Eastern Europe 
Western Europe 
South America 
North America 
Israel
	
32 (59.3%)
7 (13.0%)
4 (7.4%)
4 (7.4%)
7 (13.0%)
	
22 (64.7%)
2 (5.9%)
3 (8.8%)
4 (11.8%)
3 (8.8%)
	
244 (48.0%)
89 (17.5%)
32 (6.3%)
50 (9.8%)
93 (18.3%)
	
255 (47.8%)
96 (18.0%)
30 (5.6%)
53 (9.9%)
99 (18.6%)

	Race, White/Caucasian
	51 (94.4%)
	32 (94.1%)
	483 (95.1%)
	499 (93.6%)

	Prior hospitalization for chronic HF in the past year
	13 (24.1%)
	19 (55.9%)
	163 (32.1%)
	189 (35.5%)

	SBP, mmHg
	139.4 (16.9)
	137.1 (12.5)
	142.6 (17.0)
	142.8 (16.3)

	HR, bpm
	84.4 (18.7)
	83.8 (14.0)
	80.0 (14.3)
	78.5 (14.9)

	LVEF, %
	37.7 (14.6)
	36.2 (16.7)
	38.6 (14.3)
	38.8 (14.7)

	Time from presentation to randomization, h 
	8.0 (4.5)
	7.7 (5.1)
	7.8 (4.7)
	7.9 (4.6)

	History of IHD
	31 (57.4%)
	17 (50.0%)
	267 (52.6%)
	273 (51.2%)

	History of CRT or ICD
	15 (27.8%)
	15 (44.1%)
	121 (23.8%)
	133 (25.0%)

	History of DM
	27 (50.0%)
	16 (47.1%)
	239 (47.0%)
	257 (48.2%)

	History of AF 
	32 (59.3%)
	20 (58.8%)
	259 (51.0%)
	270 (50.7%)

	AF at screening
	30 (55.6%)
	13 (38.2%)
	205 (40.4%)
	216 (40.6%)

	ACEI/ARB use at baseline 
	32 (59.3%)
	24 (70.6%)
	357 (70.3%)
	359 (67.4%)

	Beta blocker use at baseline 
	32 (59.3%)
	26 (76.5%)
	357 (70.3%)
	353 (66.2%)

	MRA use at baseline 
	18 (33.3%)
	16 (47.1%)
	151 (29.7%)
	169 (31.7%)

	IV nitrates at baseline
	7 (13.0%)
	3 (8.8%)
	34 (6.7%)
	34 (6.4%)

	Lymphocyte at baseline, %
	13.47 (6.19)
	16.98 (6.53)
	18.54 (8.00)
	18.52 (7.63)

	Troponin-T at baseline, μg/L
	0.067 
(0.053, 0.086)
	0.052 
(0.035, 0.075)
	0.034 
(0.032, 0.037)
	0.033 
(0.031, 0.035)

	Cystatin C at baseline, mg/L
	1.71 
(1.59, 1.85)
	1.52 
(1.38, 1.69)
	1.44 
(1.40, 1.47)
	1.44 
(1.41, 1.48)

	NT-proBNP at baseline, ng/L
	8887 
(7149, 11047)
	7260 
(5482, 9614)
	4660 
(4297, 5054)
	5016 
(4654, 5405)

	eGFR at baseline, mL/min/1.73m2
	44.4 (15.6)
	50.8 (14.6)
	53.5 (15.4)
	53.1 (15.6)


Note: mean (SD) or geometric mean (95% CI) presented for continuous variables, n (%) for categorical variables (% based on total number of patients with a non-missing value of the endpoint).
‡patients with <173 days follow-up excluded from the analysis. Adjudicated only events included.
ACEI = angiotensin converting enzyme inhibitor; AF = atrial fibrillation; ARB = angiotensin receptor blocker; bpm = beats per minute; CRT = cardiac resynchronization therapy; CV = cardiovascular; DM = diabetes mellitus; eGFR = estimated glomerular filtration rate; h = hours; HF = heart failure; HR = heart rate; ICD =  implantable cardioverter defibrillator; IHD = ischemic heart disease; IV = intravenous; LVEF = left ventricular ejection fraction; MRA = mineralocorticoid receptor antagonist; NT-proBNP = N-terminal prohormone B-type natriuretic peptide; SBP = systolic blood pressure 


Supplementary Figure legends
Figure 1. 
Forrest plots of subgroup analysis for moderate or marked improvements in dyspnoea (Likert scale) at 6, 12 and 24 hours. 
Footnote: P =Post-hoc subgroup analysis, M =Modification of categories for pre-specified subgrouping variable. 
Abbreviations: ACEI = angiotensin converting enzyme inhibitor; AF = atrial fibrillation; ARB = angiotensin receptor blocker; bpm = beats per minute; CRT = cardiac resynchronization therapy; DM = diabetes mellitus; eGFR = estimated glomerular filtration rate; h = hours; hosp. = hospitalization; ICD =  implantable cardioverter defibrillator; IHD = ischemic heart disease; IV = intravenous; LVEF = Left ventricular ejection fraction; NT-proBNP = N-terminal prohormone B-type natriuretic peptide; MRA = mineralocorticoid receptor antagonist; present. = presentation; rand. = randomization; SBP = systolic blood pressure. 
 
Figure 2.
Forrest plots of subgroup analysis for all-cause mortality through Day 180. 
Footnote: All these analyses were post-hoc. 
Abbreviations: ACEI = angiotensin converting enzyme inhibitor; AF = atrial fibrillation; ARB = angiotensin receptor blocker; bpm = beats per minute; CRT = cardiac resynchronization therapy; DM = diabetes mellitus; eGFR = estimated glomerular filtration rate; h = hours; hosp. = hospitalization; ICD =  implantable cardioverter defibrillator; IHD = ischemic heart disease; IV = intravenous; K-M = Kaplan-Meier; LVEF = Left ventricular ejection fraction; NT-proBNP = N-terminal prohormone B-type natriuretic peptide; MRA = mineralocorticoid receptor antagonist; present. = presentation; rand. = randomization; SBP = systolic blood pressure 

