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Phase Il: 11 Dec 2007 to 30 Oct 2008
Phase I1I: 11 Oct 2009 to 14 Aug 2012

Study Design/Methodology

The RLX.CHF.003 study was designed as a two phase study including a Phase II “Pre-RELAX-AHF” [Study Pre-RELAX-AHF] and a Phase IlI
“RELAX-AHF”.

Phase Il - Pre-RELAX-AHF
Pre-RELAX-AHF was the Phase Il portion of a multicenter, randomized, double-blind, placebo-controlled study in subjects with AHF, hypertension and mild to
moderate renal impairment. Eligible subjects were to be randomized 3:2:2:2:2 to one of the following treatment groups:

Placebo (planned n = 90)

Relaxin, 10 pg/kg/day (planned n = 60)

Relaxin, 30 pg/kg/day (planned n = 60)

Relaxin, 100 pg/kg/day (planned n = 60)

Relaxin 250 ug/kg/day (planned n = 60).

Eligible subjects were to be randomized no more than 16 hours from the time of arrival to the Emergency Department (ED) or other hospital unit . Subjects
randomized to the placebo arm were to receive standard therapy (per institutional guidelines and clinical judgment) for AHF plus placebo. Subjects randomized to
an active study drug arm were to receive standard therapy plus one of 4 doses of active study drug.

Study drug treatment was to be administered as an IV infusion for 48 hours unless at any time during dosing, the subject’s systolic blood pressure (SBP) was < 100
mmHg or decreased by > 40 mmHg from Baseline in 2 consecutive measurements 15 minutes apart, at which point study drug treatment was to be terminated.

Subject-reported dyspnea severity was to be collected using both a 7-point Likert scale describing the change in symptom severity from baseline and a 100 mm
Visual Analog Scale (VAS) describing symptom severity at each point in time. These evaluations were to be performed at baseline (VAS only), 6, 12 and 24 hours
from start of study drug infusion, then daily to Day 7 and then at Day 14. Subjects were to have clinical evaluations including: AHF symptom assessments, vitals
signs, physical examination emphasizing signs of heart failure (HF), as well as an assessment of need for further IV HF treatment and of the occurrence of
worsening heart failure (WHF) events at least daily to the earlier of Day 7 or discharge, and then at Day 14. Blood was to be collected at 6 hours for clinical
chemistry, and blood and urine specimens were to be collected at 12, 24, and 48 hours from study drug initiation for routine safety assessments and to evaluate
renal function, followed by blood evaluations daily to the earlier of Day 7 or discharge and then at Day 14. These clinical and laboratory evaluations were
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mandatory at Days 5 and 14; if the subject was discharged from the hospital prior to these visits, these evaluations were to be performed as outpatient visits. The
last protocol-directed in-person assessment was at Day 14.

All subjects were to receive phone calls at Days 30 and 60 from start of study drug infusion to assess the occurrence of adverse events (AEs) and serious adverse
events (SAEs) (Day 30 only), mortality and hospital readmission for HF or renal dysfunction. Subjects enrolled early in the study were to receive a follow-up
phone call at Day 180 to ascertain vital status and cause of death. When the last subject enrolled in the study reached the Day 60 follow up, the final Day 180
telephone contact (TC) was to be performed in all subjects not contacted prior to that time.

Safety was to be assessed by recording medical history, monitoring AEs and vital signs, and performing physical examinations and routine clinical laboratory tests
as per the protocol, as well as those felt to be clinically indicated by the investigator. Adverse events and SAEs were to be collected up to Day 30 from signing of
the informed consent form.

An administrative interim analysis of key safety and efficacy data from Pre-RELAX-AHF was planned after approximately 225 enrolled subjects had completed
their 14-day assessments. These data were used for Phase |11 planning purposes.
Phase 11l - RELAX-AHF

In RELAX-AHF, eligible patients were randomized in a 1:1 ratio to receive either IV placebo or serelaxin (30 pg/kg/day) in a double-blind manner.

Centers

In 8 countries a total of 38 centers participated in the Phase Il study: 14 sites in Russia, 4 sites in the United States (US), 8 sites in Israel, 3 sites in
Poland, 3 sites in Romania, 3 sites in Belgium, 2 sites in Hungary, and 1 site in Italy.

The Phase 111 study was conducted at 96 centers in 11 countries: 10 centers in Argentina, 4 centers in France, 7 centers in Germany, 7 centers in

Hungary, 9 centers in Israel, 6 centers in Italy, 5 centers in Netherlands, 9 centers in Poland, 8 centers in Romania, 4 centers in Spain, 27 centers in
United States of America.
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Test Product (s), Dose(s), and Mode(s) of Administration

In addition to standard therapy for acute heart failure (per institutional guidelines and clinical judgment), each randomized participant received a
single 48-hour intravenous (1V) infusion of study drug serelaxin or matching placebo in a double-blind fashion.

During Phase Il (Pre-RELAX-AHF), in addition to standard therapy, randomized participants received a single 48-hour IV infusion equivalent to 10,
30, 100 or 250 pg/kg/day serelaxin or matching placebo.

During Phase 111 (RELAX-AHF), in addition to standard therapy, randomized participants received a single 48-hour IV infusion equivalent to 30
ug/kg/day serelaxin or matching placebo.

Statistical Methods

Phase Il - Pre-RELAX-AHF

Analysis of the primary efficacy endpoint was to be conducted in the efficacy population. A secondary analysis was to be conducted in the Modified
Intent-To-Treat (MITT) population, and further analyses were to be undertaken if necessary to understand any differences between the two results.
Analyses of the key secondary efficacy endpoints were to be conducted in the Efficacy population.

Continuous data were to be summarized by the mean and the two-sided 95% confidence interval (Cl) of the mean (normal approximation), standard
deviation (SD), median, first and third quartiles, minimum and maximum. Categorical data were to be presented by absolute and relative frequencies
(n and %) along with exact two-sided 95% CI (Clopper-Pearson), as appropriate. Unless stated otherwise, two-sided p-values < 0.05 were to be
considered statistically significant and percentages were to be based on available observations.
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A global test comparing the combined placebo and 10 pg/kg/day groups with the combined 30, 100, and 250 pg/kg/day groups was to be performed.
In addition, pooled (placebo; 10 and 30 pg/kg/day; 100 and 250 pg/kg/day) and individual treatment groups were to be compared using a logistic
regression model that included the treatment effect as an explanatory variable and geographic region as a covariate. Both pooled and individual active
dose groups were to be compared with placebo at the two-sided 5% significance level, without adjustment for multiple comparisons. The p-value for
the Wald chi-square test of the overall treatment effect and each active treatment versus placebo in the logistic regression model were to be provided
and used to evaluate the effectiveness of relaxin. The estimated odds ratios for treatment effect and associated two-sided 95% confidence limits (CLs)
were also to be provided.

In an exploratory analysis of treatment effect sizes for selected efficacy endpoints, two-sided p-values of 0.05 < p < 0.20 were considered trends.
The treatment-by-center interaction was not to be evaluated because it was expected that many centers would enroll very few subjects. Centers were
to be pooled across two prospective geographic regions (Israel, North America and Western Europe, compared to Russia and Eastern Europe), and
geographic region was to be included as a covariate when evaluating the treatment effect.

For all time-to-event analyses, time (measured in days) was to be calculated as the difference between the date of randomization and the date of the
event plus one day. Subjects who did not experience the event were to be censored.

Demographics and Baseline characteristics were to be summarized using the efficacy population. Subject demographics (age, sex, ethnicity, race,
weight and height) at Baseline were to be summarized. Weight and height were to be converted to units of the metric system, kg and cm respectively.
Screening brain natriuretic peptide (BNP), NT-pro-BNP, estimated creatinine clearance, troponin and troponin T laboratory values as reported by the
investigator were to be summarized with standard descriptive statistics. The proportion of subjects with positive troponin | and/or T were to be
presented.

The number and percentages of subjects meeting all eligibility criteria at Screening were also to be provided. Medical history data were to be
descriptively summarized.

Product-limit (Kaplan-Meier) estimates of mortality rates at relevant time points (e.g., 30, 60, 90, and 180 days) were to be presented in the safety
population, along with estimates of the hazard ratio (from Cox regression) comparing active to placebo with 95% CLs.

Adverse events were to be coded using Medical Dictionary for Regulatory Activities Version 10. All reported AEs were to be summarized by system
organ class and preferred term. Disease related events were to be indicated with an asterisk. In addition, AEs will be summarized by time period of
onset: from study drug initiation to Day 7, or from Day 8 to Day 14 or Day 14 to Day 30. All study-drug-related AEs, AEs with an outcome of death,
AEs leading to discontinuation of treatment, and study-drug-related SAEs, SAEs with an outcome of death, and SAEs leading to study drug
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discontinuation were to be summarized by percentages and frequencies. Percentages were to be based on the number of subjects in the safety
population with at least one AE form completed. For the analysis by time period of onset, the percentages were to be based on the number of subjects
in the safety population with the corresponding AE form completed. Odds ratios and associated 95% Cls comparing active treatment with placebo
were to be presented for those events with 5 or more events in the combined treatment groups.

Mean laboratory values, and changes in laboratory values from Day 1, were to be presented by treatment group, and treatment groups compared using
t-tests, in the safety population. Shift tables were to be prepared for each laboratory parameter showing the number and percentage of subjects in each
treatment group with laboratory values that fell outside pre-determined ranges at each follow-up day by the classification of subjects at Day 1.
Laboratory values were to be presented for each subject in a data listing with an indication of whether the value is above or below the normal
reference range.

Phase 111 - RELAX-AHF

For Phase 111, the primary global null hypothesis was that both the mean area under the dyspnea VAS change from baseline curve (VAS AUC) from
baseline to Day 5 and the proportion of subjects with moderately to markedly better dyspnea at 6, 12, and 24 hours were the same in both treatment
groups. The Type | error rate for this global null hypothesis was controlled for the two comparisons within it at the two-sided 0.05 level using the
Hochberg approach. The VAS AUC means were compared between treatment groups using a t-test as the primary analytic method. The proportions
with moderately or markedly better dyspnea at 6, 12, and 24 hours were compared between treatment groups using a chi-square test.

Assuming a standard deviation of 2700 mm-hr for the dyspnea VAS AUC, 25% of placebo patients with moderately or markedly better dyspnea at 6,
12, and 24 hours, and a correlation of 0.25 between the two endpoints, the study had approximately 81% power to detect a mean difference on the
dyspnea VAS AUC of 468 mm-hr and/or a relative risk of 1.3 (absolute difference of 7.5%) on the proportion moderately or markedly better at the
two-sided 0.05 significance level using the Hochberg approach.

The secondary global null hypothesis was that both the mean number of days alive and out of hospital through Day 60 was the same in both treatment
groups, and the hazard for CV death or rehospitalization for HF or RF through Day 60 was the same in both groups. The Type | error rate was
controlled across the two global null hypotheses at the two-sided 0.05 level by sequential testing: the secondary global null hypothesis was tested
given rejection of the primary global null hypothesis. The Type | error rate for the secondary global hypothesis was controlled for the two
comparisons within it at the two-sided 0.05 level using the Hochberg approach. Groups were compared with respect to the number of days alive and
out of hospital using a Wilcoxon rank sum test as the primary analytic method. Treatment groups were compared with respect to the hazard ratio for
CV death or HF or RF rehospitalization using a log-rank test.
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Tests of additional efficacy analyses and safety analyses were performed without adjustment for multiple comparisons at the two-sided 0.05
significance level.

Study Population: Inclusion/Exclusion Criteria (Phase Il and 111)

Inclusion Criteria for Phase 11 - Pre-RELAX-AHF
1. Able to provide written informed consent
2. Male or female > 18 years of age, with body weight < 115 kg
3. SBP > 125 mmHg at the time of screening
4. Hospitalized for AHF. Acute heart failure was defined as including all of the following at Screening:
a. Dyspnea at rest or with minimal exertion
b. Pulmonary congestion as evidenced by interstitial edema on chest radiograph
c. Brain natriuretic peptide > 350 pg/mL or N-terminal prohormone brain natriuretic peptide (NT-pro-BNP) > 1400 pg/mL (measured at any
time between presentation [including the ED] and screening)
5. Able to be randomized within 16 hours from presentation to the hospital, including the ED
6. Received IV furosemide of at least 40 mg (or equivalent) at any time between admission to emergency services (either ambulance or hospital,
including the ED) and screening for the study
7. Impaired renal function defined as a creatinine clearance on admission between 30-75 mL/minute, calculated using the simplified Modification of
Diet in Renal Disease (SMDRD) formula.

Exclusion Criteria: for Phase Il - Pre-RELAX-AHF

1. Pregnant or breast-feeding women (women of child bearing potential had to have the results of a negative pregnancy test recorded prior to study
drug administration)

2. Administration of IV radiographic contrast agent within 72 hours prior to Screening or acute contrast-induced nephropathy at the time of Screening
3. Temperature > 38°C (oral or equivalent), sepsis, or active infection requiring IV anti-microbial treatment

4. Current (within 2 hours prior to screening) or planned (through the completion of study drug infusion) treatment with any 1V therapies, including
vasodilators (including nesiritide), positive inotropic agents and vasopressors, or mechanical support (intra-aortic balloon pump, endotracheal
intubation, mechanical ventilation, or any ventricular assist device), with the exception of IV nitrates at a dose of < 0.1 mg/kg/hour if the subject had
a SBP > 150 mmHg at Screening

5. Current (at screening) or planned ultrafiltration, hemofiltration, or dialysis

6. Diabetic nephropathy with proteinuria +2 or greater by dipstick
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7. Significant pulmonary disease (history of oral daily steroid dependency, history of dependency on bronchodilators or need for intubation in the past
for acute exacerbation, or currently receiving 1V steroids)

8. Significant stenotic valvular disease (severe aortic stenosis [aortic valve area < 1.0 or peak gradient > 50 on prior or current echocardiogram
{ECG}], severe mitral regurgitation, severe aortic regurgitation, or severe mitral stenosis)

9. Any organ transplant recipient, subject listed for transplant, or subject admitted for any transplantation

10. Major surgery within 30 days prior to Screening

11. Hematocrit < 25% or blood transfusion within 14 days prior to screening, or active, life-threatening gastrointestinal bleeding

12. Major neurologic event, including cerebrovascular events, within 60 days prior to screening

13. Clinical diagnosis of acute coronary syndrome within 45 days prior to screening (including the admission at the time of screening) as determined
by both clinical and enzymatic criteria

14. Troponin > 3 times the upper limit of normal between presentation and Screening

15. AHF due to significant arrhythmias (ventricular tachycardia, bradyarrhythmias with ventricular rate <45 beats per minute [bpm] or any second or
third degree atrioventricular block or atrial fibrillation/flutter with ventricular response of > 120 bpm)

16. Acute myocarditis or hypertrophic obstructive, restrictive, or constrictive cardiomyopathy (did not include restrictive mitral filling patterns seen
on Doppler ECG assessments of diastolic function)

17. Known hepatic impairment (total bilirubin >3 mg/dL, albumin < 2.8 mg/dL, or increased ammonia levels if performed)

18. Non-cardiac pulmonary edema, including suspected sepsis

19. Administration of an investigational drug, implantation of investigational device, participation in another trial, within 30 days prior to screening,
or previous treatment with relaxin

20. Inability to follow instructions or comply with follow-up procedures.

Inclusion Criteria for Phase 111- RELAX-AHF

Patients who fulfilled all of the following criteria at screening were eligible for the study:
1. Able to provide written informed consent
2. Male or female > 18 years of age, with body weight < 160 kg
3. Systolic blood pressure > 125 mmHg at the start and at the end of screening
4. Hospitalized for AHF. AHF was defined as including all of the following measured at any time between presentation (including the ED) and the
end of screening:
a. Dyspnea at rest or with minimal exertion
b. Pulmonary congestion on chest radiograph
c. BNP > 350 pg/mL or NT-pro-BNP > 1400 pg/mL
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5. Able to be randomized within 16 hours from presentation to the hospital, including the ED

6. Received IV furosemide of at least 40 mg (or equivalent) at any time between admission to emergency services (either ambulance or hospital,
including the ED) and the start of screening for the study

7. Impaired renal function defined as an eGFR on admission between 30 - 75 mL/min/1.73 m2, calculated using the SMDRD equation.

Exclusion Criteria for Phase 111- RELAX-AHF

Patients who met any of the following criteria were excluded from the study:

1. Pregnant or breast-feeding women (women of child bearing potential were to have the results of a negative pregnancy test recorded prior to study

drug administration)

2. Administration of intravenous radiographic contrast agent within 72 hours prior to screening or acute contrast-induced nephropathy at the time of

screening

3. Temperature > 38°C (oral or equivalent) or sepsis or active infection requiring IV antimicrobial treatment

4. Current (within 2 hours prior to screening) or planned (through the completion of study drug infusion) treatment with any IV therapies, including

vasodilators (including nesiritide), positive inotropic agents and vasopressors, or mechanical support (intra-aortic balloon pump, endotracheal

intubation, mechanical ventilation, or any ventricular assist device), with the exception of 1V furosemide (or equivalent), or of IV nitrates at a dose of

< 0.1 mg/kg/hr if the patient has a systolic BP > 150 mmHg at screening

5. Current or planned ultrafiltration, hemofiltration, or dialysis

6. Known significant pulmonary disease

7. Known significant valvular disease (including any of the following: severe aortic stenosis [Aortic valve area (AVA) < 1.0 or mean gradient > 50 on

prior or current echocardiogram], severe aortic regurgitation, or severe mitral stenosis)

8. Any organ transplant recipient, or patient currently listed for imminent transplant (i.e., did not exclude patients on an administrative transplant
waiting list), or admitted for any transplantation

9. Major surgery within 30 days

10. Hematocrit < 25% or blood transfusion in the prior 14 days or active, life-threatening Gl bleeding; or active menorrhagia or metrorrhagia

11. Major neurologic event, including cerebrovascular events, in the prior 60 days

12. Clinical diagnosis of acute coronary syndrome within 45 days prior to screening (including the present admission) as determined by both clinical

and enzymatic criteria

13. Troponin > 3 times the upper limit of normal (including "borderline/intermediate") between presentation and the end of screening

14. AHF due to significant arrhythmias (including any of the following: ventricular tachycardia, bradyarrhythmias with ventricular rate < 45 beats per

minute (bpm) or any second or third degree AV block or atrial fibrillation/flutter with ventricular response of > 120 bpm)
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15. Acute myocarditis or hypertrophic obstructive, restrictive, or constrictive cardiomyopathy (did not include restrictive mitral filling patterns seen
on Doppler echocardiographic assessments of diastolic function)

16. Known hepatic impairment

17. Non-cardiac pulmonary edema, including suspected sepsis

18. Administration of an investigational drug or implantation of investigational device, or participation in another trial, within 30 days before
screening or previous treatment with serelaxin

19. Inability to follow instructions or comply with follow-up procedures

20. Known hypersensitivity to serelaxin or similar substances or to any of the excipients
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Participant Flow

Phase I1- Pre-RELAX-AHF
Population disposition— all randomized subjects
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Phase 111- RELAX-AHF

Patient disposition —n (%) of patients (ITT analysis set)

Placebo Serelaxin Total

(N=580) (N=581) (N=1161)
Completed Day 180
Yes 505 (87.1) 530 (91.2) 1035 (89.1)
Mo 75 (12.9) 51 (8.8) 126 (10.9))
Died 63 (11.2)) 41 3{?_1} 106 (9.1)
Withdrew Consent from Follow-up '~ 9 (1.8) 9(1.5) 18 (1.6)
Lost to Follow-up 1(0.2) 1(02) 2(02)
Withdrawal of Consent at any Level 28 28 56
Withdrew from Study Drug 7(1.2) 12 (2.1) 19 ( 1.6)
Withdrew from Laboratory Samples 25 (4.3) 25 (4.3) 50 (4.3)
Withdrew from Examinations 19 (3.3) 19 (3.3) 38 (3.3)
Withdrew from Contact 10 (1.7) 12 (2.1) 22 (1.9)
Withdrew from Hospital Records 9 (1.6) 11 (1.9) 20 (1.7}

1

2
permitted by local regulations.

Patients who withdrew consent from follow-up are patients who both withdrew consent from contact and
withdrew consent for access to hospital records.

Vital status was determined for 6 of these 18 patients through public records or regular office visits as

One patient, who withdrew consent, died on Day 104 is therefore not included as withdrawn due to death in

the disposition table.
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Baseline Characteristics

Phase Il — Pre-RELAX-AHF
Subject demographics — Modified Intent to treat (MITT) population
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Phase I11- RELAX-AHF

Demographic summary by treatment group (ITT analysis set)

Placebo Serelaxin Total
(N=580) (N=581) (N=11861)

Age (years) n' 580 581 1161

Mean (SD) 72.5(10.78) 71.6(11.68) 72.0(11.24)

95% CI 716,734 706,725 714,727

Median 74 73 74

Q1, Q3 66.0, 80.0 65.0, 80.0 65.0, 80.0

Min, Max 24, 96 29, 97 24,97
Gender —n (%) Male 357 (61.6) 368 (63.3) 725 (62.4)

Female 223 (38.4) 213 (36.7) 436 (37.6)
Race —n (%) American 0 (0.0) 1 (0.2) 1 (<0.1)

Indian or

Alaska Native

Asian 2 (0.3) 2 (03) 4 (03)

Black or 23 (4.0) 29 (3.0) 52 (4.9)

African

American

Native 0 (0.0) 1(0.2) 1 (<0.1)

Hawaiian or

Pacific

Islander

White 552 (95.2) 544 (93.6) 1096 (94.4)

Multi-Racial 1(02) 1 (0.2) 2 (02

Other 2 (0.3) 3 (0.9) 5 (04)
Ethnicity Hispanics or 59 (10.2) 57 (9.8) 116 ( 10.0)

Latino

Other 521 (89.8) 523 (90.2) 1044 ( 90.0)
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o979

280

1159

Weight (kg) n'
Mean (SD) 82.8 (18.70) 81.9 (18.52) 82.3 (18.61)
95% Cl 81.2,84.3 80.4, 83.4 81.3, 83.4
Median 80.5 80.2 80.2
Ql, Q3 69.3, 93.0 70.0, 91.6 70.0, 92.3
Min, Max 40.3, 158.3 40.8, 148.1 40.3, 158.3

Height (cm) n' 570 573 1143
Mean (SD) 167.3 (9.54) 167.4 (9.51) 167.3 (9.52)
95% CI 166.5, 168.1 166.6, 168.2 166.8, 167.9
Median 168 168 168
Ql, Q3 160.0, 173.0 160.0, 174.0 160.0, 174.0
Min, Max 140.0, 198.0 132.0, 193.0 132.0, 198.0
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Outcome Measures
Primary Outcome Result(s): Phase 11- Pre-RELAX-AHE

1. Proportion of subjects with marked or moderate improvement in subject-reported dyspnea score using the Likert 7-point scale at both 12 and 24
hours following the start of study drug infusion in the absence of WHF symptoms and signs between 3 and 24 hours following the start of study

drug infusion.
Primary efficacy endpoint - MITT population
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Secondary Outcome Result(s): Phase I1- Pre-RELAX-AHF

1. Proportion of subjects with renal impairment defined as a > 25% increase in SCr from Baseline to Day 5
Renal impairment — MITT population

Placebo limecg/ kg day J0mogys b
I'| l:'l- -,

2o0meg) kgfday

W= [43

4
4
. 0o
E & =1

e

H-BE

-a ]

LI

. e

e

19.

[

Imgonfidence interval, HITTeModified Intent to Treat, Nenumbar
Hota: Farcentages ara based on N
Logistic regrassion inclodes terms for treatmant effect and geographilc reglon

Ranal ilmpalrment 15 definad as a 25% increase in serum creatining from haseling to Day &
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2. Time from study drug initiation to death due to any cause or to re-hospitalization due to HF or renal dysfunction through Day 60
(the occurrence of the first of these events was to be considered).

Time to death or re-hospitalization due to HF or renal failure through Day 60 -Safety population

Placebo l0meg/Skg/day 0mog/ kg day 250mcgs kgfday Total
Nm[40] K=[4 Hm |43 Hm | 230
Death or rehospitalization 11 19.0% 3 1.5 3 T.1% : 10, 56 E .28
Faplan Haler product limit astimatas
Froba daath
or rehospitalization
Da 0.0 1 .0 1 3
[9 CI 8 3 5 i d.3 . E L 2
Da q 3.4 3 4. 1.5
[9 I 0.9 .3 =1 53 .4 .9
Day 3 11.9 3 | a. !
[3 I - 1.3 3 ] " .4 ] B
Da 1E.% 3 £ «3 4.3
3 I 0_E | 1 ] 8.2 26, | 4.4

ClImgonfidence interval, HPshgsart fallure;,; MITT=Modifiad Intent to Treat; Henunbar
Hote: Farcentages are based on N

Cox proportlon hazards model ilncludes tern for treatmant effect and 15 stratifiled by geographic reglon
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Primary Outcome Result(s): Phase 111- RELAX-AHF

1. AUC representing the change from baseline in patient-reported dyspnea measured by a 100-mm VAS through Day 5

Area under the curve (AUC, mm-hours) of change from baseline of dyspnea VAS through Day 5 (ITT analysis set)

AUC baseline/Day 0 to Day 5

. Placebo Serelaxin Total
Statistic (N=580) (N=581) (N=1161)
n 580 581 1161
Mean (SD) 2308 (3082) 2756 (2588) 2532 (2853)
95% ClI 2057, 2559 2545, 2966 2368, 2696
Median 2436 2742 2583
Q1, Q3 1097, 4086 1170, 4239 1149, 4185
Min, Max -11040, 10698 7137, 11115 -11040, 11115
Mean difference 447 7
95% ClI 120.0, 775.4
P-value [1] 0.0075
P-value [2] 0.0819

[1] P-value is based on a two-sided two sample t-test for serelaxin versus placebo comparing area under the
curve (AUC, mm-hours) of change from baseline of dyspnea VAS from baseline to Day 5.

[2] P-values are based on two-sided Wilcoxon rank sum test for serelaxin versus placebo.
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2. Moderately or markedly better patient-reported dyspnea relative to the start of study drug on the 7-point Likert scale at 6, 12
and 24 hours (at all 3 time-points).

Subjects with moderately}or markedly better dyslpnea by Likert scalg at 6, 12 an 24 hou!s post-treatment (ITT analysis set)

Subjects with moderately or markedly better dyspnea by Likert scale at 6, 12
and 24 hours [1]

Statistic :‘hlaicses?:? sﬁflsﬁ]n {N-Etfaln
- 580 581 1161

n (%) 150 (25.9) 156 (26.9) 306 (26.4)
95% Cl (%) 22.30,25.43 23.25, 30.45 23.82, 28.89
Odds ratio 1.05

95% CI 0.81, 1.37

P-value [2] 0.7024

[1] Moderately or Markedly Betier is defined as a score of +2 or +3 on the 7-point Likert scale.
[21 P-value is based on Chi-Sguare test for serelaxin versus placebo.
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Secondary Outcome Result(s): Phase 111- RELAX-AHF

1. Days alive and out of hospital through Day 60.

Days alive and out of hospital through Day 60 (ITT analysis set)

Statistic Placebo Serelaxin Total
(N=580) (N=581) (N=1181)
n' 580 581 1161
Mean (SD) AT.7 (12.11) 483 (11.59) 48.0 (11.85)
95% CI 46.7, 48.7 47.3,49.2 47.3, 487
Median 52 52 52
Q1, Q3 450, 550 46.0, 55.0 46.0, 55.0
Min, Max 0, 60.0 0, 60.0 0, 60.0
Median difference [1] 0
95% CI -1.000, 0.000
P-value [2] 0.3682

n'= number of patients with measurement
[1] Hodges-Lehmann estimator of shift.
[2] P-value is based on two-sided Wilcoxon rank sum test for serelaxin versus placebo.
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2. Cardiovascular death or re-hopsitalization due to heart failure or renal failure through Day 60

Cardiovascular death or re-hospitalization due to heart failure or renal failure through Day 60 (ITT analysis set)

Placebo Seralaxin Total
Statiatic [N=380] [H=S581) {N=1181)
Number of Events n (%) 75 (12.9) 76 (13.1) 151 [13.0
Kaplan-Meler Estimates for Probability
Diays to the First Evant (5% C
1.0 0.7 0.9
Day 5 (0.5, 2.3) 0.3, 1.8] {D.5, 1.5)
. 3.5 3.3 3.4
Day 14 (2.2,5.3) (2.1, 5.1) (2.5, 4.6)
5. 75 7.2
Day 30 [5.1.9.3) /5.6, 0.9] {5.B, E.E)
13.0 13.2 13.1
Day & (105, 16.1] (10.7, 16.3) (1.3, 15.2)
Fl_llrau'e 0.5945
Hazard Ratio (35% C1) for 1.02
Eatimates by Cox Model serelaxin ve. placebo [0.74, 1.41)

Composlte Event Componants
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Placabo Seralaxin Total
statiatic [N=580) [M=581) (H=1161)
Cardlovascular daath n (%) 37 [4.7) 19 {3.3) 46 [ 4.0)
Probabdlity
[95% CI)
4T 13 40
Bay &0 [3.2.6.8) [2.1,5.2) (3.0, 5.3)
P-value 0.2278
Hazard Ratio (35% CI) 0.70
{0.39, 1.26)
HFIRF re-hoapitallzation n (%) =0 | 8.5) E0 [ 10.3) 110 | 9.5)
Probabdlty
[95% CI)
a.0 10.6 9.3
Day &0 (6.9, 11.7) [B.3, 13.5) 8.2, 11.7)
P-value 0.3166
. 1.2
Hazard Ratio (35% CI) 033, 176)

M= numiber of patients wih maasurement
P-value |5 basad on log-rank test for serslasin versus placebo.
hazard ratiy = 1.0 favors serelaxdn

Page 23 of 112



Additional Efficacy Outcome Results: Phase 111- RELAX-AHFE

3. Change from baseline in dyspnea score by VAS at 6, 12, and 24 hours; Day 5, and Day 14

Change From Baseline in Self-Reported Dvspnea Visual Analog Scale

(VAS, mm) by Time Point

Population: Intent-to-Treat Set
Value Change From Baseline
Placebo RLX030 Total Placebo RLXO030 Total
Time DPoint Statistic (N=580) (=581} (H=1161) (H=580) (H=581) {N=11€1)
Baseline/Day ¢ n°' 578 575 1153
Mean (5D} 44.2 (19.86) 44.1 (20.12) 44.2 (19.98)
95% CI 42 .6, 45.8 42.5, 45.8 43.0, 45.3
Median 45.0 46.0 45.0
01, Q3 30.0, 57.0 0.0, 57.0 30.0, 57.0
Min, Max 0, 100.0 0, 100.0 0, 100.0
& hr/Day 0 n' 578 575 1153 5ED 581 1161
Mean (5D} 53.1 (21.36) 54.5 (20.27) 53.8 (20.83) 2.9 (16.08) 10.2 (1&.93) 9.6 (16.51)
95% CI 51.4, 54.59 52.8, 56.1 52.6, 55.0 7.6, 10.2 B.8, 11.¢ 8.6, 10.5
Median 53.0 55.0 54.0 5.0 7.0 7.0
1, Q3 40.0, 70.0 40.0, 70.0 40.0, 70.0 0, 16.0 0, 15.0 0, 15.0
Min, Max 0, 100.0 0, 100.0 0, 100.0 -75.0, 89.0 -61.0, 95.0 -75.0, 95.0
Mean 1.31%
difference
95% CI -0.581, 3.220
P-value [1] 0.173
P-walue [2] 0.423
Note: n' = number of patients with measurement
HNote: [1] P-walues are based on t-test (equal wvariances) for RLX030 wversus Placebo
[2] P-wvalues are based on two-sided Wilcoxon rank sum test for RLX030 wversus DPlacebo
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Change From Baseline in Self-Reported Dyspnea Visual Analog Scale (VAS, mm) by Time Doint
Population: Intent-to-Treat Set

Value Change From Baseline
Placebo RLID30 Total Placebo RLXOD30 Total
Time Point Statistic (N=580) (N=581) (H=11&1) (N=580} (N=581) (H=11€1)
12 hr,/Day 0 n' 578 575 1153 REO 581 1161
Mean (5D} 57.5 (22.24) 59.5 (20.28) 58.5 (21.20) 13.2 (19.72) 15.2 (18.90) 14.2 (19.33)
95% CI 5.7, 59.3 7.8, &1.1 57.2, 55.7 11.6, 14.8 13.6, 16.7 13.1, 15.3
Median &0.0 E0.0 0.0 10.0 12.0 11.0
QL, Q3 45.0, 73.0 4B.0, 75.0 46.0, T4.0 3.5, 21.0 4.0, 21.0 4.0, 21.0
Min, Max 0, 100.0 0, 100.0 0, 100.0 -95.0, 88.0 -31.0, 95.0 -95.0, 95.0
Mean 1.929
difference
95% CI -0.295, 4,153
D-value [1] 0.08%9
CD-value [2] 0.186
Note: n' = number of patients with measurement
Note: [1] P-walues are based on t-test (egqual variances) for RLX030 wversus Dlacebo

[2] P-wvalues are based on two-sided Wilcowon rank sum test for RLE0O30 wversus DPlacebo
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Change From Baseline in Self-Reported Dyvspnea Visual Analog Scale (VAS, mm) by Time Point
Dopulation: Intent-to-Treat Set

Value Change From Baseline
Placebo RLE0D30 Total Placebo RLXO30 Total
Time Point Statistic (N=580]) (N=R81) (HN=1161) (N=580) (N=581) (HN=11€1)
24 hr/Day 1 n' 578 575 1153 580 581 1161
Mean (5D) £1.4 (24.04) £4.7 (20.73) 63.0 (22.50) 17.1 {25.05) 20.3 (21.73) 18.7 (23.49)
95% CI 59.5, 63.4 £3.0, &6.4 61.7, B4.3 15.1, 19.2 1.6, 22.1 17.4, 20.1
Median &£7.5 EB.D 68.0 17.0 19.0 18.0
o1, 03 50.0, 80.0 52.0, 80.0 50.0, BO.O 7.0, 30.0 9.0, 20.0 8.0, 30.0
Min, Max 0, 100.0 0, 100.0 0, 100.0 -98.0, 90.0 -65.0, 95.0 -88.0, 95.0
Mean 3.190
difference
95% CI 0.4B5, 5.890
D-value [1] 0.021
D-value [Z2] 0.081
Hote: n' = number of patients with measurement
Note: [1] P-values are based on t-test (equal variances) for RLE03I0 versus Placebo

[2] P-values are based on two-sided Wilcowon rank sum test for RLX020 wersus Placebo
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Change From Baseline in Self-Reported Dyvspnea Visual Analog Scale (VAS, mm) by Time Point

Population: Intent-to-Treat Set

Value Change From Baseline
Placebo RLH0O30 Total Placebo RLX0D30 Total
Time Point Statistic (N=580) (H=581) (HN=11€1) (HN=580) (N=581) (N=11€£1)
Day & n' 579 575 1154 B0 581 1161
Mean (8D} 68.0 (29.60) 72.7 (24.76) 70.3 (27.3B) 23.6 (33.30) 28.2 (27.B5) 25.9 (30.77)
85% CI &5.6, 70.4 JO.&, T4.7 &8.7, T1.9 20.9, 26.4 26.0, 30.5 24 .2, 27.7
Median T7.0 BO.O 80.0 28.5 30.0 29.0
D1, Q3 &0.0, 90.0 4.0, 90.0 1.0, 90.0 12.0, 44.0 15.0, 45.0 13.0, 45.0
Min, Max 0, 100.0 0, 100.0 0, 100.0 -98.0, 95.0 -73.0, 95.0 -g98.0, 95.0
Mean 4 _5BE5
difference
95% CI 1.0581, B.120
D-value [1] 0.011
D-value [2] 0.149
Note: n' = number of patients with measurement
Note: [1] P-values are based on t-test (equal variances) for RLX030 versus Placebo

[2]
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Change From Baseline in Self-Reported Dvspnea Visual Analog Scale (VAS, mm) by Time Point

Population: Intent-to-Treat Set
Value Change From Baseline
Placebo RLX030 Total Placsbo RLX030 Total
Time Point Statistic (N=580]) (N=581}) (N=11&61) (H=580) (H=581) (H=11€1})
Day 14 n' 579 5TE 1155 580 581 1161
Mean (ED) £5 6B.8 (29.69) 67.1 (31.29) 21.0 (36.50) 24.4 (32.37) 22.7 (34.52)
9% CI &2 Ee.4, T71.3 £5.3, €8.9 18.0, 24.0 21.8, 27.1 20.7, 24.7
Median 77 79.0 78.0 27.0 28.0 28.0
o1, Q3 53 €0.0, 50.0 58.0, 90.0 8.0, 45.0 10.0, 45.2 10.0, 45.0
Min, Max 0 o, 100.0 0, 100.0 -98.0, 96.0 -B0.0, 94.0 -88.0, 96.0
Mean 3.407
difference
9% CI -0.56&, T7.379
D-walue [1] 0.0593
D-wvalue [2] 0.440
Hote: n' = number of patients with measurement
Hote: [1] P-wvalues are based on t-test (equal wvariances) for RLX030 wversus Placebo

[2]
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4. Area under the curve representing the change in dyspnea VAS from baseline to Day 14, from Day 1 to Day 5, and from Day 1
to Day 14;

Area Under the Curve (AUC, mm-hr) of Change From Baseline of Dyspnea Visual Analog Scale (VAS) by Time Point
Population: Intent-to-Treat Set

Placebo RLX0O30 Total
Statistic (N=580) (N=R81) (N=11&1]
Baseline/Day 0 - Day 14 n' 580 581 1161
Mean (3D) 7131 (10112) 8442 (8443) 7787 {(9333)
95% CI E30&, T9%E 7754, 5130 7245, 8324
Median 8150 8E29 BE439
01, Q3 3381, 13257 IB43, 13644 1545, 13454
Min, Max -32208, 31218 -21B834, 30522 -32208, 31218
Mean difference 1310.821
95% CI 238.135, 23p3.508
P-value [1] 0.017
P-value [2] 0.174
Day 1 - Day & n' B0 E81 1181
Mean (8D) 2033 (2772) 2436 (2290) 2234 (2549)
95% CI 1806, 2259 2249, 2622 2088, 23B1
Median 2226 24418 2316
01, Q3 1020, 3702 1020, 3816 1020, 3780
Min, Max -9408, EB844 -6336, 9120 -9408, 9120
Day 1 - Day & (continued) Mean difference 403.281
95% CI 110.503, &96.060
D-value [1] 0.007
D-value [2] 0.05%8
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Day 1 - Day 14 n' 580 581 1161l

Mean (8D) EBEE (D845} 8122 (8199) 7489 (9078)
95% CI 6053, T&R8 7454, 8790 E957, 8012
Median 7872 8508 Bz208
01, Q2 3252, 12882 3684, 13212 1420, 13008
Min, Max -3057&, 2593e4 -2145&6, 28980 -305876, 293c4
Mean difference 1266.407
95% CI 223,096, 2309.719
D-value [1] 0.017
P-value [2] 0.176

HNote: n' = number of patients with measurement

Note: [1] P-values are based on t-test (equal variances) for RLE03I0 wversus DPlacebo

[2] P-wvalues are based on two-sided Wilcoxon rank sum test for RLX03I0 wersus Placebo
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5. Markedly or moderately better dyspnea compared to baseline by Likert scale assessed separately at 6, 12, and 24 hours and
then at Day 5 and at Day 14;

Subjects with Moderately or Markedly Better Dyspnea by Likert Scale By Time Point
Population: Intent-to-Treat Set

Placebo RLED30 Total
Statiestic (HN=EE0D) [(N=5E1) (N=11€1)

E hr n' 573 {100} 572 (100} 1145 (100)
Markedly better (3} n (%) 50 (e.m 1 [ 9.8} 106 [ 9.3)
Moderately better (2) n (%) 130 (22.7) 149 (26.0) 273 (24.4)
Minimally better (1) n (%) 215 (37.5) 214 (37.4) 429 (37.5)
No change (0) n (%) 151 (26.4) 141 (24.7) 252 (25.5)
Minimally worse (-1) n (%) 12 { 2.3) 7 (1.2) 20 { 1.7)
Moderately worse (-2) n (%) 1 { 0.8} 1 { 0.2) 4 { 0.3)
Markedly worse (-3} n (%) 11 (1.9 4 (0.7) 15 { 1.3)
Markedly or Moderately Improvement In Dyspnea Score n (%) 180 (31.4) 205 (35.8) igs  (33.g)

Odds ratio 1.22

895% CI 0.95, 1.56

P-wvalue [1] 0.113

n' 573 572 1145

Mean (5D) 1.0 {(1.13}) 1.2 {(1.03) 1.1 (1.08)
95% CI 0.9, 1.1 1.1, 1.2 1.0, 1.1
Median 1.0 1.0 1.0

01, Q3 0, 2.0 0, 2.0 o, 2.0
Min, Max -1.0, 3.0 -3.0, 2.0 -3.0, 3.0
M=dian 0.000

differences [2]

95% CI 0.000, 0.000

P-value [3] 0.044
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Placebo RLXO30 Total
Statistic (HN=5E80) (N=581) (H=11€1)

12 hr n' 574 {100) 572 {100} 114%5 {100)
Markedly better n (%) 95 ({1£.8) 94 (16.4) 189 ({16.5)
Moderately better n (%) 161 (2B.0) 194 (33.9) 355 (31.0])
Minimally better (1) n (%) 201 (35.0) 188 (32.9) i89 {(33.9)
Mo changs n (%) 94 (1e6.4) 83 (14.5) 177 {15.4)
Minimally worse n (%) 5 { 0.9) T (1.2} 12 { 1.0)
Moderately worse (-2) n (%) 1 { 0.2) 2 { 0.3) 3 { 0.3)
Markedly worse n (%) 17 ( 2.0) 4 ( 0.7) 21 { 1.8)
Markedly or Moderately Improvement In Dyspnea Scors n (%) 256 (44 .8) 288 (&50.3) 44 (47.5)

0dds ratio 1.26

95% CI 1.00, 1.59

D-wvalue [1] 0.051

n' 574 572 114¢

Mean (5D) 1.3 (1.24) 1.5 (1.08) 1.4 {1.18)
95% CI 1.2, 1.4 1.4, 1.5 1.3, 1.5
Median 1.0 2.0 1.0

01, 03 1.0, 2.0 1.0, 2.0 1.0, 2.0
Min, Max -3.0, 2.0 -3.0, 3.0 -3.0, 3.0
Median 0.000

differences [2]

95% CI 0.000, 0.000
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Placebo RLEOQO3D Total

Statistic (H=5E0) (H=5E1) (N=11€l)

24 hr/Day 1 n' 574 {100} 573 (100} 1147 {100)
Markedly better (3} n (%) 153 (2E.T) 148 (25.8) 101 (26.2)
Moderately better (2) n (%) 209 (3g.4) 241 {42.1) 450 {39.2)
Minimally better (1) n (%) 131 (22.8) 121 (21.1) 252  (22.0)
No change (0) n (%) 45 ( 7.49) 42 { 7.3) a7 | 7.8)
Minimally worse (-1) n (%) i { 0.5) 9 [ 1.&) 1z 1.0)
Moderately worse (-2) n (%) 1 (0.2 2 (1 0.3) 3 (0.3)
Markedly worse {-3) n (%) 32 ( 5.8) 1w {1.7) 42 ( 3.7)
Markedly or Moderately Improvement In Dyspnea Scorse no (%) 362 (63.1) 389 (67.9) 751 (65.5)

Odds ratio 1.24

95% CI 0.97, 1.&58

D-wvalue [1] 0.08Be

n' 574 573 1147

Mean (SD) 1.6 (1.45) 1.8 (1.18) 1.7 (1.31)
95% CI 1.5, 1.7 1.7, 1.8 1.6, 1.7
M=dian 2.0 2.0 2.0

01, Q3 1.0, 2.0 1.0, 3.0 1.0, 2.0
Min, Max -3.p, 3.0 -3.0, 3.0 -3.0, 3.0
Median 0.000

differences [2]

95% CI 0.000, 0.000

D-wvalue [3] 0.249
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Placebo RLXO30 Total
Statistic (H=5E0) (H=5E1) (H=11€1)
Day & n' 577 {100} 574 {100} 1151 (100)

Markedly better n (%) 290 (50.3) 307 (53.5) 597 (51.9)
Moderately better n (%) 156 (27.0) 162 (28B.2) 118 (27.8)
Minimally better (1) n (%) 47 ( B8.1) 47 ( 8.2) %4 { 8.2)
No change (0) n (%) 1z { 2.1) 18 { 2.1) a0 | 2.8)
Minimally worse n (%) 2 { 0.3) 2 { 0.3) 4 { 0.3)
Moderately worse (-2) n (%) 0 1 (0.2} 1 {(=0.1)
Markedly worse n (%) 70 (1z2.1) 37 ( 6.4) 107 ( 9.3)
Markedly or Moderately Improvement In Dyspnea Scors n (%) 446  (77.3) 469 (81.7) 915 (79.5)

Odds ratio 1.31

95% CI 0.%8, 1.75

D-wvalue [1] 0.0€E4

n' 577 574 1151

Mean (5D) 1.8 (1.32) 2.1 (1.55}) 1.9 {1.75)

55% CI 1.5, 1.9 1.9, 2.2 1.8, 2.0

Median 3.0 3.0 3.0

QL, Q3 2.0, 3.0 2.0, 3.0 2.0, 3.0

Min, Max 3.0, 3.0 -3.0, 3.0 -3.0, 2.0

Median 0.000

differences [2]

95% CI 0.000, 0.000
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Placebo RLXO3D Total
Statistic (H=5E0D) (H=5E1) (N=11€1)

Day 14 n' 577 {100} 575 (100} 1152 (100)
Markedly better n (%) 297 (51.5) 296 (51.5) 593 (51.5)
Moderately better n (%) 127 (22.0) 137 (23.8) 264  (22.9)
Minimally better (1) n (%) 43 { 7.5) 41 { 7.1) g4 { 7.3)
No change (0) n (%) 12 { 2.1) 25 4.3) 37 { 3.2)
Minimally worse n (%) i { 0.5} 2 { 0.3) 5 { 0.4)
Moderately worse (-2) n (%) 1 { 0.2) & [ 1.m) 7 { 0.8)
Markedly worse n (%) 94 (1.3} &8 (11.8) 162 (14.1)
Markedly or Moderately Improvement In Dyspnea Scors no (%) 424  (73.5) 433 (75.3) g7 (74.4)

O0dds ratio 1.10

95% CI 0.84, 1.43

DP-wvalue [1] 0.479

n' 577 575 1152

Mean (5D) 1.6 (2.15) 1.7 (1.96) 1.6 (2.08)
85% CI 1.4, 1.7 1.6, 1.9 1.5, 1.8
Median 3.0 3.0 3.0

oL, Q3 1.0, 2.0 2.0, 3.0 1.0, 2.0
Min, Max -3.0, 2.0 -3.0, 3.0 -3.0, 2.0
Median 0.000

differences [2]
95% CI

P-value [3]

0.000, 0.000

0.623

Note: n'

= number of patients with measurement

[1] P-values are based on Chi-Sguare test for RLXO03I0 wersus Placebo.

[2] Hodges-Lehmann estimator of shift.
[3] P-values are based on two-sided Wilcoxon rank sum test for RLX030 wversus Placsebo
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6. Time to moderately or markedly better self-assessed dyspnea on the 7-point Likert scale through Day 5;

Time to Moderately or Markedly Better Dysprniea Through Day 5
Population: Intent-to-Treat Set

Placebo RLZEO3IO Total
Statistic (=580 (=521} M=11&1}
Cumlative Proporticon With Moderately or n' S0 581 11¢£1
Markedly Better Dysphica
& hr n (%) 1ed  (28.3) 125 (33.&) I5m (30,9
12 hr n (%) 256 f44.1) 3ol f51.8) 557 (48,00
24 hr/ /Day 1 n (%) IET (62.E) 412 {70.% TS (EE.8)
48 hr/Dayr 2 n (% 431 7.2 4E59 20,7 Qoo {77.5)
Day 2 n (%) 458 (79.0) 458 (35,7 =127 e2.3
Day d n (%) 472 (al.4) 506 (37,10 972 (24,2}
Day & n (%) 475 (32.5) 514 (28,5} G032 (85,5}
Time to Moderately or Markedly Estter Dyspnea n' 520 521 1161
Through Day 5 {days)
Mean (5D 1.91 (2.102) 1.52 (1.887) 1.72 (2.000)
oo% I 1.74, 2.02 1.22, 1.82 1.60, 1.23
Median 1.00 0,50 1.00
QL, Q3 0,25, 2.00 0.25, 2.00 0,25, 2.00
Min, Max 0.25, .00 0.25, .00 0,25, .00
Median differences [1] 0,000
G95% (I O.000, 0,000

Mote: Subjeckts who do not report moderately or markedly better dyspnea by Day 5, or who die or have WHE by Day 5, are
azgigned a value of & days.

Mote: n' = rumber of patients with measurement

Mote: [1] Hodges-Lehmann estimater of shift.

MNote: [2] P-value iz based on two-2ided Wilcooxon rank sum test for RLEO2O wversusz Placebo
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7. Kaplan-Meier Estimates of Time to worsening heart failure (WHF) through Day 5 and Day 14;

Placebo RLXQ30 Total

Statistic (M=580) (N=581) (N=116&1)
Number of Events n (%) 91 (15.7) g6 (11.4) 157 (13.5)
Kaplan-Meier Estimates Probability Day & 12.2 (9.8, 15.2) £.7 (5.0, 9.1) 9.5 (7.9, 11.3)
for Time to Worsening
Heart Failure

Day 14 15.7 (13.0, 18.9) 11.4 (9.1, 14.3) 13.6 (11.7, 15.7)

D-wvalue 0.024

Eztimates by Cox Model Hazard Ratioc (95% CI) 0.70 ( 0.51, 0.9&)

{RLX030 vs Dlacebo)

Note: Subjects who died without a prior WHF event are assumed to have had worsening heart failure on the day of death.
Worsening heart failure includes both WHF events and rehospitalizations for HF.

Note: P-value is based on log-rank test for RLX03I0 wersus Placebo

Note: HR < 1.0 fawvors RLX030
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8. Total doses of 1V loop diuretics and oral loop diuretics through Day 5 or discharge if earlier;

Total Dose of 1V Loop Diuretics in Furosemide Equivalents (mg) from Day 1 through Day 5 (Intent-to-Treat Set)

Placebo RLXO030 Total
Statistic (N=R80) (N=5B1) (N=11€1)
Total Dose From Day 1 through Dav &5 n' 72 570 1142
Or Discharge if Earlier
Mean (SD) 213.0 (357.93) 161.3 (265.25) 187.2 (31£.02)
95% CI 183.6, 242.4 139.5, 183.1 168.9, 205.6
Median 100.0 80.0 20.0
D1, Q3 20.0, 240.0 0, 200.0 0, 220.0
Min, Max 0, 3300.0 0, 2100.0 0, 3300.0
Mean difference -51.705
953 CI -88.294, -15.116
D-value [1] 0.00565
P-value [2] 0.00&70

Note: Calculation of Furcsemide egquivalents (mg) for Torsemide, Bumetanide and Ethacrynic Acid are actual dose (mgl
multiplied by constant 2, 20 or 0.8, respectively.
Hote: Each time point reflects medication use within the preceding 24 hours.
Note: Daily dose following a death imputed as the lesser of twice the last recorded dose or 160 mg.
Hote: n = number of patients with measurement
Note: [1] P-wvalue is based on t-test (equal wvariances) for RLX030 wversus Placebo
[2] P-wvalue is based on two-sided Wilcoxon rank sum test for RLX030 versus Placebo
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Total Dose of Oral Loop Diuretics in Furosemide Equivalents (mg) from Day 0 through Day 5 (Intent-to-Treat Set)

Placebo RLXQ30 Total
Statistic (N=R80) (N=581) (N=11&1)
Total Dose From Day 1 through Day &5 nf 572 570 1142
Or Discharge if Earlier
Mean (ED) 182.7 (188.958) 192.7 (194.€E) 187.7 (191.79)
95% (CI 167.2, 198.3 176.7, 208.7 176.6, 198.8
Median 140.0 160.0 1&0.0
oL, Q3 40.0, 260.0 80.0, 240.0 0.0, 250.0
Min, Max o, 1E00.0 0, 2250.0 o, 2250.0
Mean difference 9.927
9% CI -12.346, 32.201
P-value [1] 0.3B204
P-value [2] 0.1444¢6

Note: Calculation of Furosemide equivalents (mg)
maltiplied by constant 2,
Each time point reflects medication use within the preceding 24 hours.

Daily dose following a death imputed as the lesser of twice the last recorded dose or 160 mg.

Hote:
Note:
Note:
Note:
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I1 =
[1]
[2]

20 or 0.8,

respectively.

number of patients with measurement
(equal wariances) for RLX030 wersus Placebo

P-wvalue is based on t-test

P-value is based on two-sided Wilcoxon rank sum test for RLE0DID versus

for Torsemide, Bumetanide and Ethacrynic Acid are

Placebo

actual dose (mg)



9. Change in body weight from randomization through Day 5 and Day 14;

Change in Body Weight (kg) From Baseline to Day 5 (Intent-to-Treat Set)

Actual Change From Baseline
Placebo RLIXD30 Total Placebo RLXO030 Total

Study Day Statistic (N=580] (N=581) (HN=11&1) (N=580) (N=581) (H=11€&1)

Dayv & n' 5&0 554 1114 560 554 1114
Mean (8D} 79.6 (1B.1) 79.1 (18.1) 79.3 (18.1) -3.0 (3.3) -2.7 (2.4) -2.9 (3.3)
95% CI 78.1, 81.1 77.6, B80.6 78.3, B80.4 -3.3, -2.7 -3.0, -2.4 -3.1, -2.7
Median 77.8 T77.2 T77.6 -2.5 -2.1 -2.2
01, Q3 E6.B, 894 £7.0, B89.1 £7.0, B9.1 -4.8, -1.0 -4.0, -1.0 4.5, -1.0
Min, Max 34.0, 150.8 19.0, 14€.4 34.0, 150.8 -22.7, 10.5 -17.7, 14.6 -22.7, 14.6
Mean 0.276
difference
9% CI -0.11&, 0.6E89
D-value [1] 0.1867
D-value [Z] 0.100

Note: n' = number of patients with measurement

HNote: [1] P-values are based on t-test (equal variances) for RLE03I0 wversus Placebo

[2] P-values are based on two-sided Wilcoxon rank sum test for RLE030 wversus Placebo
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Change in Body Weight (kg) From Baseline to Day 14 (Intent-to-Treat Set)

Actual Change From Easeline
Placebo RLX0D30 Total DPlacebo RLXO30 Total
Study Day Statistic (N=580) (N=581) (N=1161) (N=580} (N=581) (N=11€1)
Day 14 n' 536 S4B 1084 53& 548 1084
Mean (SD) 79.3 (17.8) 7B.8 (17.€) 79.0 (17.&) -3.6 (4.4) -3.0 (4.1) -3.3 (4.3)
95% CT 77.8, 80.8 77.3, B80.2 78.0, BO.1 -4.0, -3.2 1.4, -2.7 -3.6,
Median 78.0 77.0 T7.7 -2.8 -2.4 -2.6
01, Q3 £7.0, 89.0 £7.1, 88.7 £7.0, B9.0 -5.7, -1.0 -4.5, -0.B -5.0,
Min, Max 36.0, 147.5 40.0, 144.3 35.0, 147.5 -31.1, 9.1 -231.0, 1&.8 -31.1,
Mean 0.588
difference
9% CI 0.0BD, 1.095
D-value [1] 0.023
P-value [2] 0.038
Hote: n' = number of patients with measurement
Note: [1] P-wvalues are based on t-test (egual varlances) for RLE030 versus Placebo

[2] P-walues are based on two-sided Wilcowon rank sum test for RLE0Z0 wversus Placebo
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10.Length of hospital stay;

Length of Heospital Stay
Population: Intent-to-Treat Set

Placebe RLZEOZ0 Tetal

Statistia =530} M=5217 (M=11&1)
Length of Initial Hospital Stay {(days)

n' =3=1e] 501 1161
Me=an {SD) 19.5 {9.59) S.6 (9.02) 19.1 §2.24)
95% CI 9.7, 11.2 2.9, 10.4 9.5, 10.&
Madian a.0 7.0 a.0
ol, 02 E.0, 12.0 5.0, 10.0 E.0, 11.0
Min, Max 1.0, £2.0 1.0, 62.0 1.0, 62.0
HMedian differences [11] QL OO0
95% CI QL0001 000
P-vvalues [2] 0,035

MNote: Patients still in the hespital at Day 60 are cehsored at Day 60. Patients who died in-hospital are imputed as the
maximmm +1 dary.

Mote: n' = mmber of patients with measursement

Mote: [1] Hodges-Lelmann estimater of shift.

Mote: [2] P-wvalus is based on two-sided Wilcoxon rank sum test for RLEDIO wersus Placebn
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11. All cause death or re-hospitalization due to HF or RF through Day 60;

All Cauze Death or Rehospitalization due to Heart Failure or Renal Failure Through Day &0

Population: Intent-to-Treat Set

Placebo RELXO30 Total
Statistic (=580 (M=581) MM=11&61}
Mumker of Bvents n (%) T (13,30 T7OO(13.3 154 {12.2)
Kaplan-Meisr Estimates Probhakbility {95% CI) Day 5 1.0 (0.5, 2.2 .7 (0.2, 1.8% 0.9 (0.5, 1.8}
frr Time te the First
Event Day
Day 14 2.5 (2.2, 5.3) 2.5 (2.2, 5.3) 2.5 (2.5, 4.7
Day 30 &.9 (5.1, 9.3) 7.6 (5.7, 10.1% 7.3 (5.9, &8.9)
Day 60 13.4 {10.8, 1&.4) 12.4 {10.8, 1&.4) 12.4 {11.5, 15.%5)
P-wvalue 0. 955
Ezstimates by Cox Modsl Hazard Ratio (95% CI) 1.01 § 0.74, 1.32)
(RLH020 vz Placebo)
Composite Event n (%) 28 [ 5.0) 2o 0 3.4 4% [ 4.2)
Congraenents
All -czause death Probakbility (95% CID Day &0 5.0 (2.5 7.1} 2.5 (2.2, 5.1 4.2 (3.2, 5.6}
P-wvalus 0.18%
Hazard Ratio (35% CI) O.E8 {0,305, 1.21%
(RLH020 vz Placebo)
HE/RF rehospitalization n ($) 50 8.&) E0 0 (10,30 110§ 9.5}
Probability (95% CI)  Day 60 9.0 (6.9, 11.7} 10.6 (8.3, 13.5) 9.8 (8.2, 11.7)
P-wvalue 0.32317

Note:
Nete:
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12.Days alive and out of hospital through Day 30;

Days Aliwve and Out of Hospital Through Day 30
Population: Intent-to-Treat Set

Placebo RLXO30 Total
Ctatistic (=580 =521} =111
Days Alive and Cut of
Hospital Through Day 30
' 520 521 1161
Mezan {SD) 20,4 (&.23) 20.9 [&.44) 20.6 (6.64)
5% CI 1.8, 20.9 20,3, 21.4 20,2, 21.0
Median 22.0 23.0 22.0
g1, o3 17.0, 25.0 18.0, 25.0 17.0, 25.0
Min, Max 0, 20,0 0, 20,0 0, 20.0
Median differences [1] 0,00
S5E I =1, 000, 0,000
P-wvalus [2] 0.29319

Mote: n' = mnber of patients with measurement
[1] Hodges-Lehmarnn estimateor of shift.
[2] P-walue i= based on two-sided Wilcoxeon rank sum test for BLEO3IO wersus Placebo
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13.Cardiovascular death through Day 180;

Cardiovascular Death ‘lhrough Day 120
Population: Intent-to-Treat Set

Placebo RLXEO2Z0 Twtal
Statistic (M=520) (N=521) (M=11&11
Munkber of Events n %) 55§ 9.5} a5 § E.D) SO F.8)
Kaplan-Meier Estimates Prebability (95% CID Day 5 0.9 (0.4, 2.1 0.7 §0.2, 1.3) 0.8 (0.4, 1.5)
for Time Lo
Cardiovascul ar Death
rdays)
Day 14 2.1 (1.2, 2.8} 0.9 {0.4, 2.1) 1.5 (0.9, 2.4)
Day 20 2.3 (2.1, 5.1} 1.9 {1.1, 2.4) 2.6 1.8, 2.7)
Day 60 4.7 (2.2, 6.2} 2.2 {2.1, 5.1) 4.0 {3.0, 5.3)
Day 180 9.6 (7.5, 12.3) £.1 (4.4, 8.4) 7.9 (6.4, 9.6)
P-wvalue 0.028
Estimates by Coix Model Hazard Ratio {9%% CI) Q.62 § 0.41, 0,96

BLEOI0 ws Placebo)

Mote: P-wvalue iz based on log-rank test for RLEOIO wversus Placebho
Note: HR < 1.0 favers RLEOIO

R e T il
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14.Change from baseline in HF signs and symptoms (patient-reported dyspnea (VAS) Day 5 and 14)

Eubject-Reported General Well-Being by Visual Analog Bcale (VAS, mm) by Time Point
Population: Intent-to-Treat Bet

Value Change From Bag=lin=
Placebo RIXO3D Total Placebo RLEXD A0 Total
Time= Poimnt Etatistic {H=580} {H=581} iH=11E1) ({H=Ca0} [(H=E81} [(H=11&1)
Baseline/Day 0 n' 574 57& 1154
M=an (ED] 45.0 [(19.28]) 44.1 (19_E1) 44 .5 (1%_39)
9L CI 43.4, 46.E 42 .5, 4L T 43 .4, 457
M=diam 15.0 45 L 4C.D
2L, €3 ig.0, 9.0 ag.o, LK E an.o, 57.0
Min, Max a, 100.0 a, 100.0 0o, 100.0
Oay & n' 573 5T7E 11EL Can £al 1181
M=an (ED) E7.2 [28_EE) T1.B {25.07) &0 5 (27.49) 2.1 (32.79) 27.5 {27 _.8L} 24 .8 {30 .43}
Ly I Ed.8, &0 & £9 B, 73.9 £7.9, 71.1 lo c  24.9 25 2, 25%5.8 231.1, 26.8
Median 77.0 a0.0 T0.0 2E.D ap.a 2.1
21, o3 EQ.O, 0.0 £3.0, 0.0 c0.0, 99.0 10,0, 43.0 13.0, 44.0 12.0, 43.0
Min, Max o, 10030 a, 100.0 o, 100.0 -9E.0, 93_0 -81.0, QS0 -98_ 3, 95 .0
M=an §_3&5
difference
9Ly I 1.872, 8.8&7
P-value [1] 0o.003
P-value [2] 0.030
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Day 14

n.I

Me=an (ED)
9Lg CI
Median

oL, Q3
Min, Max
Me=an
difference
L% CI
P-walu= [1]
P-valuoe [2]

5749

Ed.4 [3Z2.E4)
El.7, &T7.0

T5.

4.0, 0.0

a,

a

100.0

E7& 11EE

&7.T7 {2B.Ed}) &6.0 {31.11}

&5.3, TO.1 &1.2, &67.48

Td.0 Te.0

L3.L, 0.0 EL.O, 90.0
a, 1o0.a o, 100.40

Laon
15.3 {35 _&0)
1.4, 22.2
25.5

.0, 43.0
-9B.0, 93.0

LHEl
23.4 (31.43]}
20.8, 2&£.9
25.0
10.0, 42.0
-81.0, 93.40
d._023
0.151, 7._885
0.042
0.191

1161

21.4 {33 .87}
1.4, 23.3
27.0

8.7, 43.10
-98.0, 93.0

Hote: n'" = number of patients with measure=m=nt

Hote -
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15.Subject-Reported General well-being using Likert scale (Day 5 and 14)

Subject-Reported 3eneral Well-Being by Likert Scale by Time Foint
Populaticn: Intent-to-Treat Set

Placebo RLXQZ20 Teatal
Statistic H=5807 (M=521} M=11&17
Day & n' 577 100 573 rLoo 1150 100

Markedly better (3} n (%) 265 fde. &) 2248 (50,20 557 fda .4}
Moderately better (2) n (%) 175 21,0 172 (20,0 351 (20,5}
Minimally ketter (1} n (%) 38 0 E.&) 51 (8.9} as [ 7.7
Mo change (0) n (%) 17 [ 2.9) 17 [ 2.0) 24 0 3.0)
Minimally worse (-1) n (%) 30 0.5 5 0 0.9 8 0.7
Moderately worse (-2) n (%) 0 ] 0
Markedly worses [-3) n (%) 71 (12.3) a0 0 7.0) 111 ¢ 5.7

n' 577 573 1150

Mean (S0 1.7 {1.92) 2.0 {1.5%: 1.8 (1.77)

5% Ol 1.6, 1.9 1.8, 2.1 1.7, 1.9

Medi an 2.0 2.0 2.0

ol, 02 2.0, 2.0 2.0, 2.0 2.0, 2.0

Minn, Max -3.0, 2.0 -3.0, 2.0 3.0, 2.0

Median differsnces [1] 0,000

o5% CI QL000, 0.,000

P-values [2] 0.1l032

MNote: n' = minker of patients with measurement

Mote: [1] Hodges-Lehmann estimator of shift.
MNote: [2] P-wvalues are based on two-sided Wilcoexon rank sum test for BELEOZO wersus Placebo
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Cubject-Eeperted Genseral Well-Eeing by Likert Scale by Time Point
Population: Intent-to-Treat Set

Flacebo RELXO30 Total
Statistic M=5807 (H=5217 (M=11&11)
Day 14 n' 577 (10070 575 (100 1152 (100

Markedly better (2} n (%) 272 (a47.17 274 (47,70 Sdg (d7.4d7
Moderately better (20 n (%) 145 (25.17 157 (27.37) 302 (26 .27
Minimally better (1) n %) 2 [ £.4) 43 { 7.5} az [ 7.1}
Mo change {00 n ) 18 [ 2.1 2o 2.5} g 3.3
Minimally worse (-1} n % 3 0 0.5 5 0.5 g o7
Moderately worse (-2 n % 4 [ 0.7 & 1. 10§ 0.9
Markedly worse (-2} n %) SE (l&.8) Too (12,20 lee (14 .47

' 577 575 1152

Mean (5D 1.5 §2.17 1.7 {1.587 1.6 (2.07)

o5% CI 1.2, 1.& 1.5, 1.8 1.4, 1.7

H=dian 2.0 2.0 2.0

ol, A 1.0, 2.0 1.0, 2.0 1.0, 2.0

Min, Max 3.0, 3.0 -3.0, 3.0 -0, 2.0

Median differences [1] QL 000

S5: I QL a0, DL 000

P-wvalue [2] 0,427

Note: n' = manker of patients with measuremsnt

MNote: [1] Hodges-Lehmann estimater of shift.
Mote: [2] P-valuss are based ohn two-sided Wilcoxeoh rank sum test for RLEOZO wersus Placebo
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16.Change from Baseline in Physician Assessment of Signs and Symptoms of Heart Failure — Dyspnea on Exertion (Day 5, 14 and 60)

Phy=ician Assessment of Signs and Symptoms of Heart Failure: Dyspnea on Exerticn
Populaticon: Intent-to-Treat Set

Value Changes From Baseline
Placebn RLEQ3I0 Total Placebo RL¥O30 Total
Statistic (M=52070 (M=5217 =111} (N=5200 (N=521) M=11&1)

Baseline/Day © n' 573 100 5E7 ooy 1140 (100
MNone (0 n (%) 2 (0.2 2 0.4 d (0.4
Mild (1} n (%) 27 4.7 26 [ d. &) 52 (4.6
Moderate (2 n (%) 162 (25,30 166 25.2) 33d (29,3
Severe (2 n (%) I7E (ES. 6] 3732 (5.2} 749 (E5.7)

n' 573 587 1140

Mean (ED) 2.6 (D.e0 2.6 (0.58) 2.6 (0.59)

95% (I 2.6, 2.7 2.6, 2.7 2.6, 2.6

Median 2.0 2.0 2.0

01, Q2 2.0, 3.0 2.0, 7.0 2.0, 2.0

Min, Max o, 2.0 o, 3.0 o, 2.0
MNote: n' = rmumber of patients with measuremsnt

Mote: [1] Hodges-Lehmann estimator of shift.
MNote: [2] P-wvalues are based on two-sided Wilcoxon rank sum test for RLEO2Q versus Placebo
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Phyzician Assessment of Signs and Symptoms of Heart Failure:

Population: Intent-to-Treat Set

Dysphnea on Exertion

Value Change From Baseline
Placebn RLXOZ20 Total Placebo RLX0O20 Total
Statistic (=520} M=521) M=11c1) =520 MN=521} M=11&1)
Day S n' 575 o0 576 ool 1155 F1o0)
None {0) n (%) 176 {20,470 123 {21.8) 25 {21.17
Mila {1} n (% 225 (38.9) 241 {d41.83} d66 (40,20
Moderate (2) n (%) 59 (17.1) 102 7.7 201 {17.4)
Sewere (3] n %) 7o 01360 50 2. 125 {11.2}
n' 575 576 1155 =1=1e] oal 1161
Mean {(SD) 1.1 1.0 1.0 (0,92} 1.1 fo.98) -1.5 {1.07 -1.5 {0.97) -1.5 {1.02)
S5 I 1.1, 1.2 1.0, 1.1 1.0, 1.1 -1.5, -1.4 -1.&, -1.5 -1.5, -1.4
Median 1.0 1.0 1.0 -2.0 -2.0 -2.0
oL, Q2 0, 2.0 O, 2.0 O, 2.0 -2.0, -1.0 -2.0, -1.0 -2.0, -1.0
MWin, Max 0, 2.0 O, 2.0 O, 2.0 -3.0, 2.0 =30, 1.0 =30, 2.0
Median 0.000
di fferences [1]
G95% 21 0,000, 0,000
P-vwvalus [2] 0,285
HNote: n' = mnmbker of patients with measurement

Mote: [1] Hedges-Lehmann estimateor of shift.
Mote: [2] P-wvalues are hased on two-sided Wilcoxon rank sum test for RLEOIO versus Placebo
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Physician Asszessment of Signs and Symptoms of Heart Failure: Dysprniea on Exertion
Populatinh: Intent-to-Treat Set

Value Change Freom Baseline
Placebo RLEOZ0 Tatal Placebo RLXO20 Total
Statistic M=5207 M=521} M=11&1} M=520) =581} M=11&1}
Day 14 n' 575 (1a0h 57& (100 1155 (1007
HNone (0} n (% 165 (28.5) 150 23.m 55 (30,7
Mild (1} n %) 221 25,9 212 26,83 4473 28,47
Moderate (2] n %) a5 (14.7) Gl 5.2} 178 15,27
Severe (3] n (%) 92 (1&.93) 83 (14.4) 121 {15.7)
n' 575 576 1155 580 521 1151
Mean (5D} 1.2 {1.02) 1.1 {1.02) 1.2 {1.02) -1.4 {1.14}% -1.5 {1.02) -1.4 {1.11}
o95% CI 1.1, 1.2 1.0, 1.2 1.1, 1.2 -1.5, -1.2 -1.5, -1.4 -1.5%, -1.4
HMedi an 1.0 1.0 1.0 -2.0 -2.0 -2.0
L, 032 0, 2.0 o, 2.0 O, 2.0 =2.0, =1.0 =2.0, =1.0 =2.0, =1.0
Min, Max 0, 2.0 o, 2.0 o, 2.0 -3.0, 2.0 -2.0, 1.0 -2.0, 2.0
Median 0,000

di fferences [1]
953 CI

P-value [2]

QLO00, 0,000

0,461

MNete:
MNote:
MNote:

11 1
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= rmumber of patients with measurement
[1] Hodges-Lehmann estimator of shift.
[2] P-wvalues are based on two-sided Wilcoxen rank sum test for RLEOIO srersus Placebo



Physician Aszessment of Sions and Symptoms of Heart Failure: Dysphea on Exertion
Populaticon: Intent-to-Treat Set

Value Change From Baseline
Placebn RLEO2O Total Placebo RLXO30 Tetal
Statistic (=580 (=581} M=11&17 (N=520) (M=581} M=11&10

Day €0 n 512 (oo 523 1ol 1038 FLooh
Mone (0} n (%) 1e0 121.2) 157 (20,00 217 (20,67
Mild (13} n (F) 1&7 22.80 1a7 (35,8} 354 (3d. 23
Moderate (20 n (%) T 112,67 i (12,47 140 (12,57}
Severes (3] n (%) 11& (122.6) 10% (20,8} 225 (21.7)
n' 513 523 1036 51z 523 1026
Mean (D) 1.2 1.13H 1.3 (1.1 1.2 (1.11) -1.3 1.25) -1.2 {1.17) -1.2 (1.21)
5% (T 1.2, 1.4 1.2, 1.2 1.2, 1.2 1.4, -1.2 -1.4, -1.2 1.4, -1.2
Median 1.0 1.0 1.0 -1.0 -1.0 -1.0
oL, Q2 f,o2.0 o, 2.0 0, 2.0 2.0, 0 -2.0, 0 2.0, 0
Mir, Max O, 2.0 a, 3.0 o, 2.0 -2.0, 3.0 2.0, 2.0 -2.0, 2.0
Median QL Q00
Al fferences [1]
95% CI QLo00, Q000
P-vvalues [2] 0,522
Note: n' = minksr of patients with measurement

Mote: [1] Hodges-Lehmann estimatcr of shift.
Mote: [2] P-wvaluss are based on two-sided Wilcoxon rank sum test for RLEO2O wersus Placebho
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17. Change from Baseline in Physician Assessment of Signs and Symptoms of Heart Failure: Orthopnea (Day 5, 14 and 60)

Phyzsician Assesament of Sicns and Symptoms of Heart Failure: Orthophea
Population: Intent-to-Treat Set

Value Change From Baseline
Placebo RLXOZO Tetal Placebo RLEOZO Tetal
Statistic (M=580) (M=581} M=11&1) (M=5207 (M=521} =111}
Baseline/Day O n' 572 (100 576 (100} 1154 (100
MNone (00 n %) 24 [ 4.2} 24 [ 4.2} 43 [ 4.2}
1 pillew (10 cmd n (%) 107 2.5} 105 na.2) 212 f1a.4)
i
2 pillews (20 cm) n (%) 226 (39.1) 213 (37.0 435 (33.0)
27
= 30 degrees () n (%) 221 e, 2 234 fdo, &) 455 (29,4}
n' 578 576 1154
Mean (5D 2.1 (0.25) 2.1 (0,28} 2.1 (0.85)
5% CI 2.0, 2.2 2.1, 2.2 2.1, 2.2
Median 2.0 2.0 2.0
ol, Q32 2.0, 2.0 2.0, 2.0 2.0, 2.0
Min, Max o, 2.0 o, 2.0 o, 2.0
MNote: n' = rmmber of patients with measurement

Mote: [1] Hodges-Lehmann estimator of shift.
Mote: [2] P-wvaluss are based on two-sided Wilcoxoh rank sum test for RLEOIO versus Placebo
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FPhy=sician Aszzessment of Signs and Symptoms of Heart Failure: Orthopnea
Population: Intent-to-Treat Set

Value Change From Baseline
Placebo RLXOZO Total Placebo RLEOZ0 Total
Statistic =520 M=581} M=11&17 =520 M=521) =111}
Day 5 n' 575 (100} 576 (o0} 1155 (100}

Mone {0} n (%) 327 56 .57 3324 58 .0} [y-uk 57,27

1 pillow {10 cm) n % 114 (20,00 134 22,32 250 [21. 67

Ly

2 pillows (20 cm) n (%) =1°) (1o, 0} 53 10,5 121 (10,57

ey

> 30 degress (27 n (%) 78 (13.5) 45 (7.2} 123 {10.6)
n' 575 576 1155 520 521 1151
Mean (2D} 0.8 {1.08) 0.7 {0,.95) 0.7 {1.02) -1.3 (1.1%) -1.d4 (1.059 -1.4 1.14)
5% (I 0.7, 0.9 0.6, 0.8 0.7, 0.8 -1.4, -1.2 1.5, -1.4 -1.4,
Median 0 0 0 -1.0 -1.0 -1.0
ol, 03 o, 1.0 o, 1.0 o, 1.0 2.0, -1.0 2.0, -1.0 -2.0,
Min, Max 0, 2.0 o, 3.0 O, 3.0 -3.0, 2.0 -3.0, 2.0 -3.0,
Median s 3 aTels]
Ai fferences [1]
o95% CI QL0000 Q.000
P-value [2] 0,075

MNote: n' = mnbker of patients with measurement

Mote: [1] Hodges-Lehmann estimator of shift.
Note: [2] P-wvalues are based on two-zided Wilcoxon rank sum test for FELEO20 wersus Placebo
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Phy=sician Assessment of Sicns and Symptoms of Heart Failure: Orthopnea
Population: Intent-to-Treat Set

Value Changes From Bassline
Placeho RLEO30 Total Flacsho RLXO3 O Tetal
Statistic (=580 (M=581) M=11&17 (MN=520) (=581} M=11&11
Day 14 n' 575 (100 577 (1o} 1156 r100)

MNone (0} n (%) 3232 (55,4870 235 (56 .20 548 =T

1 pillew (10 omd n (%) 110 (19,070 112 (19,87 223 (1%.3)

L

2 pillows (20 cm) n (%) 46 [ 7.9} &0 (10.47 1loe | 9.2}

23

> 20 degresz (2 n (%) 100 (17,320 = 12.7 175 15.5)
n' 575 577 1156 520 521 111
Mean (SDY 0.9 (1.15) 0.8 (1.09) 0.8 (1.12) -1.2 .27 -1.2 (1.22) -1.2 (1.24)
5% (T n.a. 1.0 0.7, 0.5 0.8 0.9 -1.2, -1.1 -1.4, -1.2 -1.2, -1.2
Median Q o o -1.0 -1.0 -1.0
oL, 02 0,20 o, 1.0 o, 1.0 -0, 0 -2.0, 0 -2.8, 0
Min, Max o, 3.0 o, 2.0 O, 3.0 3.0, 2.0 3.0, 2.0 3.0, 2.0
Median 0,00
Al fferences [1]
G95% CI QL0000 QL0000
P-wvalues [2] 0,444

Mote: n' = mnksr of patients with measurement

Mote: [1] Hodges-Lehmatmn estimater of shift.
Mote: [2] P-wvaluss are based on two-3ided Wilcoxeon rank sum test for RLEO20 wersus Placeho
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Fhysician Assessment of Signs and Symptoms of Heart Failure: Ortheopnesa
Populaticn: Intent-te-Treat Set

Value Changes From Baseline
Placebo RLXEOZ20 Total Placebo RLEOZ20 Total
Statistic M=5207% =581 M=11&17 M=5207% M=521} M=11&17
Day &0 n' 513 Reley 523 1o 1026 Rele)

Mone (00 n %) 223 (57.1} 224 =T 577 {55.7]

1 pillew (10 om) n (%) 75 (14 .87 al 1s.5) 156 (15.1)

L

2 pillews (20 cmy n (%) 30 5.8) 5 1o, 23 84 [ 2.1

23

= 30 degreesz () n (%) 115 (22.4) 104 == 21%  (21.1})
n' 512 523 103& 512 5232 103&
Mean (5D 0.9 01.23) 1.0 (1.200 0.9 (1.22) -1.2 (1.23) -1.2 (1.326) -1.2 (1.24)
S95% CI 0.2, 1.0 0.5, 1.1 0.9, 1.0 -1.2, -1.1 -1.2, -1.1 -1.2, -1.1
Median 0 0 0 -1.0 -1.0 -1.0
Ql, Q32 a, 2.0 O, 2.0 O, 2.0 -2.0, 0 -2.0, 0 -2.0, 0
Min, Max Q, 2.0 O, 2.0 ., 2.0 -2.0, 2.0 -2.0, 2.0 -2.0, 2.0
Median QL0000
Al fferences [1]
95% CI QLOoo QL 0o00
DP-walue [2] 0,248

MNote: n' = mmber of patients with measuremsnt

Mote: [1] Hodges-Lehmann estimator of shift.
Mote: [2] P-values are bhased on two-sided Wilcoxen rank sum test for RLEDQIO wersus Placebo
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18. Change from Baseline in Physician Assessment of Signs and Symptoms of Heart Failure: Edema (Day 5, 14 and 60)

Physician Assessment of Sicms and Symptoms of Heart Failure: Edema
Population: Intent-to-Treat Set

Value Changs From Baseline
Placebo RLEOZ0 Total Flacebo RLEOZ0 Total
Statistiec (=520} (=521} M=11&1) (=520 (N=521) M=11&1)

Bassline/Day O n' 577 (100} 577 (100} 1154 (100
[ n %) 112 (20,5} 126 21.8) 2d4d 21.1}
1+ (1} n % 162 (25,11 171 (29,6} 235 (29,4}
2+ (2] n (%) 1768 [30.5) 172 (20,00 3ds (30,20
X n % 115 (15,9 107 1a.5) 222 (12,20

n' = = 1154

Mean (5D} 1.5 {1.02% 1.5 {1.027% 1.5 {1.027%

55% O 1.4, 1.6 1.4, 1.5 1.4, 1.5

Median 2.0 1.0 1.0

o1, 03 1.0, 2.0 1.0, 2.0 1.0, 2.0

Min, Max 0. 3.0 0, 3.0 0, 3.0
Mote: n' = mmber of patients with measuremsnt

Mote: [1] Hodges-Lehmann estimateor of shift.
Mote: [2] P-wvaluss are based on two-sided Wilcoxon rank sum test for RLEC20 versus Placeho
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Physician Assessment of Signs and Symotoms of Heart Failure: Edema
Populaticn: Intent-te-Treat Set

Value Change From Bassline
FPlacebo RLZOZO Total Placebo RLEOZ0 Total
Statiztic (M=520) (N=521) M=11&1) (=520 M=521% M=11&1)

Day 5 n 572 (100 = (100 1155 (10070
oo n (%) 281 (E5., 9 422 (7d .23 a0s (70,00
1+ (1} n rE) 22 f1d .23 = 2.7 151 (12,9
2+ (2 n (%) 3m & 26 (4.5} £S5 [ 5.6}
EF n rE) T 13.17 dd [TLEY 120 {1o.4)
n' 572 577 1155 580 521 1161
Mean (5D} 0.7 1.0 0.5 (0,89 W =]} -8 11,210 -1.0 {1.13) -9 (1.17)
5% 01 D&, 0.8 0.4, 0.5 0.5, 0.6 -0.G, 0.7 1.1, -0.% 1.0, -0.8
Median 0 0 0 -1.0 -1.0 -1.0
oL, 03 o, 1.0 o, 1.0 o, 1.0 -2.0, 0 2.0, 0 2.0, 0
Min, Max 0,20 0,20 0,oa.0 -0, 2.0 -2.0, 2.0 2.0, 2.0
Median QL0
di fferences [1]
95% CI Q.00 0,000
P-wvalue [2] 0.0321
Note: n' = mnber of patients with measuremsnt

MNote: [1] Hedges-Lehmann estimateor of shift.
MNote: [2] P-walues are based on two-sided Wilcoxon rank sum test for RLEOIO srersus Placebo
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Physician Assessment of Signs and Symptoms of Heart Failure: Edema

Population: Intent-to-Treat Set

Value Change From Baselins
Placebo RLEQ30 Tental Placebo RLEO30 Total
Statistic (M=52070 (M=521} M=11&17 (M=520) (HN=521} M=11&17
Day 1d n' 579 o0 577 100} 1156 F1o0)
o o) n % 370 (63,9 412 (72,43 Fan (a8, 2
1+ (1} n % 26 [ = &7 11.&% 152 13.23
2+ (2 n %) 23 T d.0) 22 [ I = 45 roa.9s)
X n % 100 17.2) TO 1z.1 170 1d. 7}
n' 575 577 1156 520 521 11&1
Mean (ED) 0.7 (1.14) oLE {1.03) 0.7 (1.0 SO R R b -0.9 (1.20) -0.8 {1.321)
o5% CI 0.7, 0.8 0.5, 0.6 0.6, 0.7 -0.9, -0.6 1.0, -0.8 -0.9, -0.7
Median 0 0 0 -1.0 -1.0 -1.0
Ql, Q3 o, 1.0 o, 1.0 o, 1.0 2.0, O 2.0, O -2.0, 0
Min, Max 0, 2.0 0, 3.0 O, 2.0 3.0, 2.0 3.0, 2.0 3.0, 2.0
Median 0,000
differences [1]
953 CI QL0000 000
P-value [2] 0,070
MNote: n' = manber of patients with measurement

Motz: [1] Hedges-Lehmann estimator of shift.
Mote: [2] P-waluss are based on two-sided Wilooxeon rank sum test for RLEOIO wersus Placebo
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Physician Assessment of Sicns and Symptoms of Heart Failure: Edema
Population: Intent-te-Treat Set

Value Change From Baseline
Placebo RLEOZO Total Placebo RLXOZ20O Tetal
Stati=tic (H=5200 =521 M=11611 H=5200 fH=521) M=11&11

Day &0 I 5132 (1000 523 (1000 1026 (1000
oo norEd 310 (a0, d) 335 [ed .28} Ed 5 (G286
1+ (1} norEd T f1d .2} 52 11 .5} 132 (12,3
2+ (20 norEd 17 2.2 17 [2.3 24 [o2.30
EFR n (%) 110 {21.4% 105 (20,10 215 {20.8)
n' 513 523 1036 513 523 1036
Mean (5D} 0.9 {1.22) 0.2 {1,200 0.8 {1.217 -0LE 1.4 -7 (1427 -0.7 {1.41)
95% I 0.8, 1.0 0.7, 0.9 0.7, 0.9 -0.7, -0.5 -0.8, -0.8 -0,
Median 0 0 0 -1.0 -1.0 -1.0
oL, Q3 o, 1.0 o, 1.0 o, 1.0 2.0, 0 2.0, 0 -2.0,
Min, Max 0, 3.0 0,20 0,90 -0, 2.0 -2.0, 2.0 -3.0,
Median 0,000
di fferences [1]
95% CI QL0 0L 000
P-value [2] 0,405
MNote: n' = rmumber of patients with measurement

Mote: [1] Hodges-Lehmann estimateor of shift.
Mote: [2] P-wvalues are based oh two-sided WilcoXoh rank sum test for RLEOIO wersus Plaosbo
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19. Change from Baseline in Physician Assessment of Signs and Symptoms of Heart Failure: Rales (Day 5, 14 and 60)

Physician Assessment of Signs and Symptons of Heart Failures: Rales
Popuilation: Intent-to-Treat Set

Value Chance From Baseline
Placebo RLEQZ0 Tetal Placebe RLEQZ0 Tatal
Statistic (MN=5207 =581 M=11&17 (M=5807 N=521) M=11&17
EBaseline/Day 0O n' 572 (Lo 577 ooy 1155 rLoo)
Mo rales (0] (%) 33 (5.7 27 (4.7 0 [ 5.2)
Rales < 172 (1} n (%) 238 f41.2) 2z Ee.T 467 (40,40
Rales 172-2/3 {27 n (%) 264 45,7 264 45, ah 528 45,7
Rales > 272 ) n (%) a3 [ 7.4} 57 (9.9 o0 [ 8.7)
n' 578 577 1155
Mean (500 1.5 {0.72) 1.6 (0,72} 1.6 {0.72)
95% CI 1.5, 1.6 1.5, 1.7 1.5, 1.6
Median 2.0 2.0 2.0
01, Q3 1.0, 2.0 1.0, 2.0 1.0, 2.0
Min, Max 0, 2.0 0, 2.0 O, 2.0

Mote: n' = rmmber of patients with measurement
Mote: [1] Hodges-Lehmarn estimater of shift.
Mote: [2] P-wvaluss are based on two-szided WilcoMon rank sum test for RLEOIO wversus Placsbho
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Physician Assessment of Sions and Symptoms of Heart Failure: Rales
Population: Intent-to-Treat Set

Value Changes From Baseline
Placebo RLEOZO Total Placebo RLXO20 Tetal
Statistic (=580 (N=581) M=1161} (M=580) (N=581} M=11&11
Day S n' 575 o0 577 1o 1156 FLo0)
Mo rales [0} n (%) 431 {74 .47 453 (72.5) 224 ({7&6.5)
Rales < 1/3 (1) n (%) 72 {12.8) 82 (14.2} 11 {12.9}
Rales 1/2-2/2 (2} n (%) o] 5 0.9 5 0.4
Rales » 2/3 (3} n (%) 62 {11.2) 37 0 e.d4d 1o 1§ 9.2)
n' 579 577 115& 520 521 1161
Mean (500 0.5 (0,98} o.d4 (0.7 0.4 {0, 90] -1.1 {1.15} -1.2 10,59 -1.1 (1.07)
G95% CI 0.4, 0.8 0.3, 0.4 0.4, 0.5 -1.1, -1.0 -1.3, -1.2 -1.2, -1.1
Median 0 o 0 -1.0 -1.0 -1.0
o1, Q3 o, 1.0 o, 0 O, 0 -2.0, -1.0 -2.0, -1.0 -2.0, -1.0
Min, Max O, 3.0 o, 3.0 O, 3.0 -3.0, 3.0 -3.0, 3.0 -3.0, 2.0
Median 0,000
di fferencez [1]
G95% CI QL0000 0,000
P-values [2] 0.020
HNote: n' = mmber of patients with measurement

Note: [1] Hodges-Lehmann estimater of shift.
Note: [2] P-walues are based on two-sided Wilcoxeon rank sum test for RLEOIO wversus Placebo
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Physician Assessment of Signs and Symptoms of Heart Failure: Rales
Populaticn: Intent-to-Treat Set

Value Change From Baseline
Placebo RLEO30 Tetal Placebo RLEO30 Total
Statistic M=520} M=521} M=1161) [N=520] [N=521) MN=11&£1)
Day 14 n' 575 o0} 577 {100} 1156 {100)
Mo rales (0} n (%) 427  [75.5) 454 7a.mn asl  {77.1}
Falez = 1/2 {1} n (%) 46 [ 7.9 53 = 3] [=1= N =
Rales 1/2-2/3 (27 n (%) 2 0.3 2 fo. 4 1 0.3
Falez > 2/2 {3 n (%) Sd  {16.2) &8 {11.2) 162 {14.0)
n' 575 577 115& 520 581 1161
Mean (S0} 0.6 (1.11} 0.5 (0.98) 0.5 (1.05) -1.0 {1.2%) -1.1 {1.15} -1.1 {1.22}
5% CI 0.5, 0.7 0.4, 0.5 0.5, 0.8 -1.1, -0.9%9 -1.2, -1.1 -1.1, -1.9
Median o] 0 0 -1.0 -1.0 -1.0
Q1, Q3 0, 0 o, o, 0 -2.0, -0.5 -2.0, -1.0 -2.0, -1.0
Min, Max 0, 3.0 0, 2.0 0, 3.0 -3.0, 3.0 -3.0, 2.0 -3.0, 2.0
Median 0,000
di fferences [1]
S95% CI 0,000, 0,000
P-valus [2] 0.052
MNote: n' = rmunber of patients with measurement
Mote: [1] Hodges-Lehmann estimater of shift.
Mete: [2] P-values are based ch two-zided Wilcoxon rank sum test for BLEO20 wersus Placebho
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Phyzician Aszessment of Signs and Symptonms of Heart Failure: Rales
Populaticon: Intent-to-Treat Set

Value Change Frem Bassline
Placebo RLEOZO Tetal Placebo RLEOZ0 Total
Statistic (H=5207 M=521) =111 (M=520) N=521) M=11&1)
Day &0 n' 513 (100} 523 [100) 1036 [100)
Mo rales (0} n (%) 270 (72.17 2580 17d L E) TEQ 172,47
Ralezs =« 1/2 (1} n %) 23 [ E.d) 20 P 5.7 9] T E.LY
Falez 1/2-272 {2 n (%) 2 [oLE) 2 [ oaLE) & 0.8}
Rales = 2,72 () n %) 107 (20, 9) 1 1%.1) 207 (20,00
1! 5132 523 10326 512 5232 1036
Mean (5D} 0.7 {1.21) 0.6 {1.12) 0.7 (1.2} 0.8 1.41) -1.0 11,367 -0.9 {1.338)
95% CI .6, 0.8 2.5, 0.7 g.6, 0.7 -1.0, -0.7 -1.1, -9.9 -1.a,
Median Q Q ol -1.0 -1.2 -1.2
Q1, Q32 G, 1.0 &, 1.0 0, 1.0 -2.0, O -2.0, O -2.0,
Mir, Max 0, 1.0 o, 2.0 0, 2.0 -3.0, 2.0 -3.0, 1.0 -3.0,
Median 0.000
di fferances [1]
a5% CI QL0000 000
P-walue [2] 0,141
Note: n' = rmumber of patients with measuremsnt

Mote: [1] Hodges-Lehmann estimater of shift.
MNote: [2] P-walues are based on two-sided Wilcoxeon rank sum test for RELEO20 vwersus Placebo
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20.Physician Assessment of Signs and Symptoms of Heart Failure: Jugular venous pulse (Day 5, 14 and 60)

Phy=sician Asszessment of Signs and Symptoms of Heart Failure: Jugular wvenous pulse
Population: Intent-to-Treat Set

Value Changs From Baseline
Placebo RLEOZ0 Total Placebo RLEOZ0 Tmtal
Statistic (H=5207 (N=5217 H=11611 (H=5207 (HN=581} M=11&10
Baseline/Day O n' =14 (100} 60 1ooy 1126 (100}
< & om {0} n =) 144 (25,47 1232 22,6} 276 [2d.5)
G-10 cm {1} n %) 250 fdd . 2} 265 a7, 2} 515 (45,7}
= 10 om (2} n (%) 172 (20.4) 1la3 129.1) 335 (29.8)
n' 566 560 112¢
Mean (ED) 1.0 {0,75) 1.1 {o.72) 1.1 {o.74)
95% I 1.0, 1.1 1.0, 1.1 1.0, 1.1
Hedian 1.0 1.0 1.0
oL, 03 0, 2.0 1.0, 2.0 1.0, 2.0
Min, Max 0, 2.0 0, 2.0 0, 2.0
Note: n' = mumbsr of patients with measuremsent

MNete: [1] Hodges-Lehmann estimateor of shift.
Mote: [2] P-wvalues are based on two-sided Wilcoxon rank sum test for RLEOZO wersus Placebo
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Thyzician hssessment of Signs and Symptoms of Heart Failure: Jugular wenous pulse
Population: Intent-to-Treat Set

Value Chanaes From Baseline
Placebo RELEOZ0 Total Placebo RLEOQI0 Total
Statistic H=530% =521} Mm=11&17 H=520) =521} M=11&17
Dayr & n' 573 100) SLo floo) 1142 [100)
< & ocm () n (%) 421 {73.5) 440 {77.3 8l (75.4)
£-10 cm {1} no (%) 74 (12.9) T3 (12,9 152 {13.4)
= 10 am (2} n %) Ta 13,67 50 == 122 11.27%
n' 573 =T 1142 580 581 1151
Mean (ED) 0.4 (0,72} 0.3 {0,820 0.4 (0,670 -0, (0,94} =0T (0,220 0.7 (0,89
G5% CI 0.3, 0.5 0.2, 0.4 0.3, 0.4 -7, -0LE -8, 0.7 -7, -0LE
Hedian 0 0 0 -1.0 -1.0 -1.0
01, 03 o, 1.0 0, 0 o, 0 1.0, O 1.0, O 1.0, O
Min, Max 0, 2.0 o, 2.0 o, 2.0 -2.0, 2.0 -2.0, 2.0 -2.0, 2.0
Median Q.00
di fferences [1]
o95% CI Q.00 O, 000
P-values [2] 0,202
Note: n' = mumber of patients with measuremsent

MNete: [1] Hodges-Lehmann estimateor of shift.
Mote: [2] P-wvaluss are based on twn-sided Wilcoxon rank sum test for RLEOZD wersus Placebn
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Phy=zician Assessment of Signs and Symptoms of Heart Failure: Jucular wenous pulse
Population: Intent-to-Treat Set

Value Change From Baszeline
Placebo RLEOZO Total Placebo RIEOI0 Tetal
Statistic (=520 (M=58211 M=11&11 (=520 M=5211) M=11&11)
Day 14 n' 574 F1oo) 570 100 1144 1100}
= & om [0} n (%) 415  {72.3) 424 (7d .4} g3o (72,3
&-10 cm (1) n (%) 58 (10.1) &5 (11.4) 123 {1o.8)
= 10 cm {2} n %) 10l f17.6&7 81 {14.2) 122 (15.9)
n' 574 570 1144 S0 col 111
Mean (5D 0.5 (0,.73) 0.4 (0,720 0.4 (0,.75) -0 6 (1.0L) -0 6 (0,527 -0Le (0.968)
a5y CI 0.4, 0.5 0.3, 0.5 0.4, 0.5 -0.7, -0.5 -0L7, -0L6 -0.7, -0.&
HMedian 0 ] 0 -1.0 -1.0 -1.0
Q1, Q2 a, 1.0 o, 1.0 o, 1.0 -1.0, 0 -1.0, 0 -1.0, 0
Min, Max o, 2.0 0, 2.0 0, 2.0 -2.0, 2.0 -2.0, 2.0 -2.0, 2.0
Me=dian 0.000
di fferences [1]
a95% CI QLoog, O, 000
P-values [2] 0,495
MNote: n' = mumber of patients with measuremsnt

MNote: [1] Hodges-Lehmann estimatoer of shift.
Mote: [2] P-wvalues are based on two-sided Wilcoxeon rank sum test for RLEOIO wersus Placebo
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Lk L e LT s o e

Physician Assessment of Signs and Symptons of Heart Failure: Jugular wenous pulse
Population: Intent-to-Treat Set

Value Changes From Bassline
Placebo RLXEOZ0 Total Placebo RLEOZ0 Total
Statistic (N=5307 (N=5211 M=11&110 (N=52070 (=581} M=11&11
Day &0 n' 508 (100} 515 (100} 1027 (1007}
< & am [0} n % 346 68,17 355 [eg .4} Fol 2.2
E-10 om (1) n (%) 42 [ 9.4 &l (11.2) 105 {10.&)
= 10 cm (2} n % 114 [22.4) 1032 5.8} 217 21.1)
n' Log 519 1027 5132 523 10326
Mean (SD) 0.5 (0,24} 0.5 {0,200 0.5 {0.22) -0.5 {1.07 -0, 5 (1.02) -0.5 (1.04)
5% CI 0.5, 0.6 0.4, 0.6 0.5, 0.8 —0.6, -0.4 -0.5, -0.5 0.6, -0.5
Median 0 0 0 -1.0 -1.0 -1.0
ol, 0 o, 1.0 o, 1.0 o, 1.0 1.0, O 1.0, © 1.0, ©
Min, Max 0, 2.0 o, 2.0 o, 2.0 -2.0, 2.0 2.0, 2.0 -2.0, 2.0
Median 0,000
di fferences [1]
o953 CI QL0000 O, 000
P-values [2] 0.577
MNote: n' = rmmber of patients with measurement

Mote: [1] Hodges-Lehmann estimator of shift.
Mote: [2] P-wvalues are based on two-zided Wilcoxon rank sum test for RLEOIQ wvwersus Placebo
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21.Days of the initial hospitalization from randomization spent in the intensive care unit/coronary care unit (ICU/CCU);

Days in the ICU/CCU
Pepulation: Intent-to-Treat Set

Placebo RLZEO3IO Total
Stati=tic [N=520) =521} (M=11&1)
Dayz in ICUSCCU
1! 574 574 1152
Mean (5D} 3.9 {5.98) 2.5 {7.11} 3.7 {7.04)
5%y CI 2.3, 4.4 3.0, 4.1 2.2, 4.1
Median 2.0 2.0 2.0
o1, Q32 1.0, 4.0 O, 4.0 O, 4.0
Min, Max a, 49,0 O, 45,0 O, 49,0
Median di fferences [1] O, 000
495 CI QL Qod, QL 000
P-value [2] 0,029
MNote: n' = minber of patients with measurement

[1] Hodge=-Lehmann estimator of shift.
[2] P-wvalue iz based on two-sided Wilcoxon rank sum test for BLEO20 versus Placebo
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22.All cause death through Day 30;

411 Cause Death through Day 20
Population: Intent-to-Treat Set

Placebo RLEOZO Total
Statistic [M=520} (N=521) MN=11&1)
Mumber of BEvents n (%) 1% { 2.37 12 7 2.1} 31§ 2.
KEaplan-Meisr Estimates Prokakility (95% CI) Day 1 0.0 (0.0, 0.0} 0.0 (0.0, 0.0} QL0 (0.0,
frr Time to Death {days)
Day 2 ©.2 (0.0, 1.2} 0.0 (0.0, 0.0 0.1 (0.0, O,
Day 2 0.5 {0.2, 1.6} 0.5 (0.2, 1.8) 0.5 (0.2, 1.
Day 4 0.7 (0.3, 1.8) 0.5 (0.2, 1.6} 0.6 (0.3, 1.
Day 5 0.2 {0.4, 2.1} 0.7 (0.2, 1.8) 0.8 (0.4, 1.
Day 14 2.1 (1.2, 2.&} 1.0 {0.5, 2.0 1.6 (1.0, 2.
Day 20 2.2 (2.1, 5.1) 2.1 (1.2, 2.8) 2.7 (1.3, 2.
P-value 0,202
Estimates by Cox Model Hazard Ratioc (25%% CI 0.62 [ 0.20, 1.29)

(RLXO020 was Placeba)

Note: P-valus is kased on log-rank test for BLEOIO versus Placebho
Nete: HE = 1.0 favers RLEOIO
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23.All cause death or worsening HF or re-hospitalization due to HF through Day 30;

hll-Canse Death or Worsening Heart Failure or Rehospitalization for Heart Failure through Day 20
Population: Intent-tn-Treat Set

Placebo RLEOIO Total
Statistic (=520 =521} M=11617
Munber of Events n (&) 110 {19.0) S0 (15.5) 200 (17.2)
Kaplan-Meier Estimates Probakility (95% CI) Day 1 6.2 (4.5, 2.5} 2.6 (1.6, 4.2} 4.4 (2.4, 5.7}
for Time to the First
Ewent Day
Day 2 9.1 7.1, 11.8% 3.3 (2.1, 5.1 £.2 (5.0, 7.2}
Day 2 10.5 {8.3, 132.3} 5.7 (4.1, 7.9 8.1 6.7, 9.2)
Day ¢ 11.& (9.2, 14.4)} £.2 (4.5, &8.5) 8.9 (7.4, 10.7)
Day & 12.2 {2.2, 15.2} £.7 (5.0, @.1) 9.5 (7.9, 11.3)
Day 14 15.7 {12.0, 12.9) 11.4 (9.1, 14.3) 12.6 (11.7, 15.7
Day 20 1%.0 {1&.0, 22.4) 15.6 (12.92, 12.2% 17.2 (15.2, 19.&)
P-valus 0,085
Eztimates by Cox Model Hazard Ratio (95% CI) 0.7% [ 0,60,
RLEOZ0 vz Placebo)
Oemposite Bvent n %) 12§ 2.2} 12 2.1} 21 2.7
Conponents
All -cause death Probakbility (95% CI) Day 20 2.2 (2.1, 5.1} 2.1 (1.2, 2.6} 2.7 (1.3, 2.2
P-value 0,202
Hazard Ratio (95%% CI) 0.62 ( 0.20,

RLX030 vz Placebo)

MNote: P-wvalus is based oh log-rank test for RLEOID versus Placebo
Neate: HRE = 1.0 favors RLEO3IO
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24.Cardiovascular death or re-hospitalization due to HF or RF through Day 30;

Cardicvascular Death or REehospitalization dus to Heart Failure or RBenal Failure Threough Day 30
Population: Intent-to-Treat Set

Placebo RLEOZO Trtal
Statistic [N=520) (H=521) [N=11&1})
Mumber of BErents n (%) a0 [ £.59 43 0 7.4 83 7.1
Kaplan-Heier Estimates Probability (95% CI) Day 5 1.0 (0.5, 2.3} 0.7 (0.3, 1.8 0.9 (0.5 1.8}
for Time to the First
Ewent Day
Day 14 2.5 (2.2, 5.2 2.2 (2.1, 5.1 2.4 (2.5, 4.6
Day 20 & 5.1, @.2) 7.5 (5.6, 9.9 7.2 (5.2, 8.2}
P-walus= 0.F2E
Eztimates by Cox Model Hazard Ratieoc (95% CID 1.02 (.70, 1.&66)
(RLEO20 w=s Placebho)
Compnsite Bvent n (%) 1% [ 3.3} 11 (1.9 3o 2.6}
Camponents
0V death Probakbility (95% CI'  Day 30 3.2 (2.1, 5.1} 1.9 (1.1, 2.4) 2.6 (1.8, 3.7
P-walus= .140
Hazard Ratic (95% CI) 0.5 ( 0.27, 1.21)
IRLEO20 ws Placebo)
HF/REF rehospitalizaticon n (%) 21 2.8} 33 [ 5.7 54 (4.7}
Probability (95% CIY  Day 20 2.7 (2.4, 5.7) 5.2 (4.2, 8.1) 4.8 (2.7, £.2)
P-wralus 0,058
Hazard Ratio (95% CID 1.58 ( 0.91, 2.73)

RLX020 wa Placebol

Note:
Note:
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25.Cardiovascular death or re-hospitalization due to HF or RF through 30 days following discharge from the index
hospitalization.

Cardicwvascular Death or REehespitalizaticon due to Heart Failure or Renal Failure Through 20 Days after Discharge from the
Index Hospitalization
Population: Intent-to-Treat Set

FPlacebo RELXO30 Total
Statistic (M=5207 (H=5217 M=11&1)
Munkber of Events n (%) 42 { 7.27 50 (8.8 92 (7.9
Kaplan-Meier Estimates Prokability (95% CI) Day 5 0.5 (0.4, 2.1 2.0 (1.1, 2.5} 1.4 {o.5, 2.2%
frr Time to the First
Evrent Day
Day 14 2.7 (2.4, 5.&) d.4 (2.0, &.5) 4.1 1, 5.4%
Day 20 7.4 (5.6, 9.9} 8.9 (5.8, 11.8) 8.2 (5.7, 9.9
D-wralue 0,380
Eztimates by Cox Model Hazard Ratio (95%% CI) 1.21 { .20, 1.82)
(RLE020 wa Placebo)
Composite Event n (%) 11 § 1.9} 70 1.2 12 (1.6}
Compronents
oV death Drobability {95% CI?  Day 20 1.9 {1.1, 2.5} 1.2 (0.8, 2.8} 1.6 (1.0, 2.5}
P-walus 0.343
Hazard Ratio ({9%% CI) 0,63 { 0.25, 1.64%
(RLED20 ws Placebo)
HF/RF rehospitalizaticon n (%) 31 5.2 a4d 7. ED 75 [ £.5)
Probability (95% CI7  Day 20 5.6 (3.9, 7.8) 7.9 (5.9, 10.4) £.7 (5.4, 8.3}
P-wvalus 0.115

Note: P-wvalus iz bazed on log-rank test for RLEOCZD versus Placebo
Note: HR < 1.0 favors RLEOIO
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26. Death from any cause through Day 180 (Safety population)

Placebo Serelaxin Total
(N=570) (N=568) (N=1138)
Number of n (%) 64 (11.2) 41(7.2) 105 (9.2)
Events
Kaplan-Meier  Probability (95% Cl) Day 5 0.9 (0.4,2.1) 0.7(0.3,1.9)  0.8(04, 1.5)

Estimates for
Time to Death

(days)
Day 14 {1 2,3, ?} 1(0.5,2.3) 1.6 (1.0, 2.5)
Day 30 3(2.1,5.2) 1(12,37)  27(1.9,3.9)
Day 60 {3 5 7. 3} 5(23,54)  43(33,57)
Day 180  11.3(9.0,142) 7.3(54,98) 93(7.7,11.1)

P-value 0.019
Estimatesby  Hazard Ratio (95% CI) 0.63 (0.42, 0.93)
Cox Model (serelaxin vs. placebo)

Mote: P-value is based on log-rank test for serelaxin versus placebo.
Mote: hazard ratio < 1.0 favors serelaxin
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Safety Results : PHASE I1- Pre-RELAX-AHF

Pre-RELAX-AHF: Adverse Events by System Organ Class (Safety Population)

10meg

FhagSday

3lmeg/f

kg/day

Adwverse event SCC nams H = [gl] N = [40] H = [42] N = [48 H = [230]

MedDRR preferrsd term n % I %= n ® n = n *
Subjects with at least one EE 47 TT.0% 33 BZ.5% 25 G55.5% 4 E£3.I% 25 51.0% 154 E7.0%
Total number of REs 124 91 55 1 E7 411
BLOCD AND LYMPHATIC SYSTEM 4 S . 6% 1 2.5% 1 I.4% 1 I.6% 1 2.0% B 3.5%
DISCROERS
CARDIAC DISCRLERS Il 34.4% 11 27.&5% 5 Zl.4% 7 [ & 54 I3.:5%

CLEDIAC FRILURE CONGEESTIVE® 10 1le.4% 5 1lzZ.5% 4 3.5% 7 0 1% 26 11.3%
CCOHGENITAL, FARMILIAL ANMD 1 1.6% 1 2.5% 0.0% o _0% 0 0.0% z 0.5%
GERETIC DISCRLERS
ERR END LABYRINTH DISORDOERS 1 1.6% 0 0.0% i 0.0% o _0% 0 0.0% 1 0.4%
ENDOCRINE DISCRDERS 0 0.0% 1 2.E% i 0.0% o _0% 0 0.0% 1 0.4%
EYE DISORDERS 1 1.6% 0 0.0% 1] 0.0% o _0% 0 0.0% 1 0.4%
GASTROINTESTINAL DISCRDERS 2 3.3% 7 17.5% 4 .5% 4 10.5% 3 £.1% 20 E.7%
GEHERAL DISCRLDERS AND 3 4. 5% & 15.0% 2 4. 5% 4 10.5% 3 £.1% 18 T.B%
ATMTHISTRATION SITE COMDITICKSY®

RTORILIARY DISORDERS 0 0.0% 1 Z.E% il 0.0% 1 2_E% 1 2.0% 3 1.3%
TMMUUHE SYSTEM DISORDERS 0 0.0% 0 0.0% il 0.0% 1 2_E% 0 0.0% 1 _4%
INFECTIONS AND TRFESTATIONS £ 5_5% 2 5.0% B 19.0% £ 15_5% 4 B.2% 26 11_.3%
INJURY, POISONING AND 2 3.3% 2 5.0% 1 I.4% 1 2_E% 0 0.0% B 2 6%
PROCEDURAL COMPLICATICHS
for Regulatory Activities, W=number, S0C=system organ class

based

ithin
LEs cnset after

with

ned as

the specified S50C and preferred

study drug iniciacion

TEerm
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Pre-RELAX-AHEF: Adverse events by system organ class (Safety population) (cont.)

Rdwersse swvent
MedDPA pre

3lmcg/ kgSday
H = [42]

n =

Z50meg/ kgSday Total
H = [458] H = [230]

INVESTIGRTICNS 5 B.2%

METABOLISM AND NUTRITION DISORDERS B 13.1%

JLOSFELETRAL END 1 1.6%
CCHMECTIVE TISSUE DISORDERS

HERVOUS SYSTEM DISCRLDERS 7 11.5%

=]
LEF]

CHIARTRIC DISCRDERS 4

-
o
ol

FEEHAL BEND URIMNARY DISORDERS 5

[55)
I
ok

EEPRODUCTIVE 51
BREERST DISORDERS

TEM AND 0 0.0%

M
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i
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LT Ry ]

2 5.0% ] T.1%
& 15.0% 2 4. 5%
5 12_5% 3 T.1%
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5 195.0%
5 11.5%%
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2 1.1% ] 3.5%

ra
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LEE)
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0 0% 1 2.0% 2 0.5%
2 5.3% 4 B.Z2% 18 T.58%
0 0% ¥ 0.0% 2 0.5%
7 1B_4% 11 ZZ.4% 55 %
4 10_.5% 10 Z20.4% i4 2%

C

ted Event

Hote: v population

rithin the specified

LEs with onset after
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Pre-RELAX-AHFE: Serious adverse events with outcome death (Safety population)

F=laxzin

Elacebo 10meog/ kg /day 30meg/ kg Sday 100meg / kg/day 2E0meog/ kg/day Total
Adwverss svent 500 nams N = [&l] N = [40] H = [42] H = [3B] H = [453] = [230
MedDRA preferred term n B n & n ® n & n & n k]
Subjects with at least one S5SAE e C.6% 2 5 0% 1 2.4% Z_ 6% 2 4. 1% 10 4 3%
Tocal number of SREs L= 2 2 1 2 1z
CAEDIAC DISCRLERS 3 4 5% 1 2_5% i 0.0% 0 0% 2 4.1% 6 2.6%
CARDTAC FAILURE RCUTE# 1 1.6% 0 0.0% i 0.0% o 0% 1 2.0% 2 0.5%
CREDOTAC FAILUBE CHRCOMICY 1 1.6% 0 0.0% i 0.0% 0 0% 0 0.0% 1 0.4%
CREOTAC FRILURE® 1 1.6% 0 0.0% i 0.0% 0 0% 1 2.0% 2 0.5%
VENTRICULAR FIBRTLLATION® o 0.0% 1 2_5% i 0.0% o 0% 0 0.0% 1 0.4%
INFECTICHS END INFESTATIONS 0 i 1 2_.5% 1 I.4% 0 0% 0 0.0% 2 0.5%
ENEUMONMIA o i O 0.0% 1 2. 4% o 0% 0 0.0% 1 0.4%
EYELCOHEPHRITIS 0 i 1 2_5% i 0.0% 0 0% 0 0.0% 1 0.4%
HNERWVCOUS SYSTEM DISCRDERS o i 0 0.0% 1 2.4% 0 0% 0 0.0% 1 0.4%
CEFEBRCOVRSCULAR RCCIDENT o i 0 0.0% 1 2.4% o 0% 0 0.0% 1 0.4%
EENAL BND URINARY DISCRLDERS 1 1.6% 0 0.0% i 0.0% o 0% 0 0.0% 1 0.4%
BENAL FAILURE* 1 1.6% 0 0.0% X 0.0% o 0% 0 0.0% 1 0.4%
EESPIRATCRY, THCRACIC AKD 1 1.6% 0 0.0% i 0.0% Z.6% 0 0.0% 2 3%
MEDTASTIMAL DISCRDERS
ACUTE RESPIBATCRY FRILUREY o 0.0% 0 0.0% i 0.0% 1 I.6% 0 0.0% 1 0.4%
BESPIRATORY DISTRESS® 1 1.6% 0 0.0% i 0.0% o 0% 0 0.0% 1 0.4%

MedDBRA=Medical Dictionary for Regulatory Bctivities, H=number, SRE=sericus adwverse ewvent,

* Disease-related eswvent

Note: Percen on safety population
L subject is counted only once within the specified S50C and preferred term

i dORA wersion 10.0

2 defined as BREs with onset after study drug initiation

S0C=system organ
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Pre-RELAX-AHEF: Serious adverse events (Safety population)

Subjects with at least one SRE 10 le.4% 7T 17.5% T le.T% 3

1
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n
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o
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1

Total number of 5

CARDIAC DISORDERS 5 B.Z% 3 1 2 0 2 11 4.
CREDIAC 2 3.3% 1 0 0 0 1 4 1.7%
CREDIAC 1 1.6% 0 0 0 0 0 1 0.4%

1 1.6% 0 0 0 0 0 1 0.4%
LURE® 1 1.6% 1 1 2 0 1 4 1.7%
VENTRICULARR FIBRILLATION® 0 0.0% 1 0 0 0 0 1 0.4%

GRETROINTESTINAL DISCRDERS 0 0 0.0% d 0 0 1 2.0% 1 0

COLITIS 0 0 0.0% d 0 0 1 2.0% 1 0

GENERALL DISCRDERS ARND 0 0.0% 2
ROMINISTRATICH SITE
CONDITIONS

RON-CRRDIA CHEST PAIN® 0 0.0%
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INFECTIONS AND INFESTATIONS 1 1.6% 1 2. 5 0 3 E.1% 10 4.
BRONCEITIS 0 0.0% 0 0. 1 0 1 2.0% 2 0.
CELLULITIS 0 0 0. 0 0 1 2.0% 1 0.
PHEUMONIA 1 0 0 3 0 0 0.0% 4 1
PYELCNEFERITIS 0 1 2. 0 0 0 0% 1 0.
URINAEY TRACT INFECTICON 0 0 0. 1 0 1 0% 2 0.

INJURY, POISONING END 1 1.6%
PROCEDURAL COMPLICRTIONS
FRLL 0 0.0%
HERD INJURY 1 1.6% 0
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Pre-RELAX-AHF: Serious adverse events (Safety population) (cont.)

Elacekbo limeg/ kg/day 250mcg/ kg/fday Total

Rdwverse event 500 nams H = [£l] M = [40] H = [453] H = [230]

MedDBL preferred term n & Il & n % n ®
METABOLISM AND MUTRITICH 1 1.6% 1 2_5% d 0.0% 0 0.0% 1 2.0% 3 1.3%
DISCRDERS

HYPERGLYCRAEMIE 1 1.6% ¥ 0.0% a 0 0 0 0.0% 1 0.4%

HYPERFRALAEMTAY o 0.0 ¥ 0% a 0 0 1 2.0 1 0.4%

HYPOGLYCREMTR o 1 2_5% a 0 0 0 0 1 0. 4%

MISCULOSEELETAT, AND 0 O.0%
HMECTIVE TISSUE DISORDERS
PRIN IN EXTREMITY 0 O.0% 0 0.0%

[
[
[=
i
=
ra
ol
&
[
[
=
o
[
[s
[
L
=
(
[
o

=
[ ]
sk
5
[
[
[
of
()
[s
[
&
=
[
1=y
ol

HEEVOUS S5YSTEM DISCRDERS 1 1.6% ¥ 0.0% 3 0 0 4 1.7%
CEREBRCVASCULAR ARCCIDENT 1 1.6% ¥ 0.0% 2 0 0 3 1.3%
SYRCCPE 0 0.0% ¥ 0.0% 1 0 0 1 0._4%

EEHAL BND URINARY DISORDERS 1
BENAL FRILURE® 1
URINBREY RETENTICON 0 0.0%
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EESFPIFRTCEY, THCRRCIC RND 2 3.3% 0 0.0%
HMEDTASTINAL DISCEDERS
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ACUTE PULMOMARY CEDEMA® 0 0.0% 0 0.0% d 0 1 1 0.4%
JTE BEESPIBATORY FRILURE® 0 0.0% 0 0.0% d 0 0 1 0.4%

QER® 1 1. g% 0 0.0% d 0 0 1 0.4%
BESPTIEATORY DISTRESS® 1. &% 0 0.0% d 0 0 1 0. 4%
VASCULRE DISORDERS 0 0 0.0% 1 2 2 4. 1% 3 1.3%
EMBOLIEM 0 0 0.0% 1 2 0 0.0% 1 0.4%
HYPOTEMSIOHN® 0 0 0.0% 0 0 2 4. 1% 2 0.5%

ionary for Regulatory Bctivities, N=number, SAE=sericus adverses

based on safety population (H)
unted only once within the spec
DRA wersion 10.0

are defined as BEs with onset after study drug initiation

ified S50C and preferred term

.
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Safety Results: Phase 111- RELAX-AHE

RELAX-AHF: Incidence of adverse events by primary SOC from study drug initiation through Day 5 (Safety population)

Placebo Serelaxin Total
System Organ Class (N=570) (N=56E8) (N=1138)
n (%) n (%) n (%)
Total number of AEs 703 539 1242
Patients with at least one AE 305 (53.5) 2380 (49.3) 585 (51.4)
Blood and lymphatic system disorders 6 (1.1) 10 (1.8) 16 (1.4)
Cardiac disorders 90 (15.8) 70 (12.3) 160 (14.1)
Ear and labyrinth disorders 3(0.5) 2(0.4) 5 (0.4)
Endocrine disorders 3(0.5) 1(0.2) 4 (0.4)
Eye disorders 1(0.2) 3(0.5) 4 (0.4)
Gastrointestinal disorders 59 (10.4) 45 (7.9) 104 (9.1)
Soer?dﬁlncgsorders and administration site 39 (6.8) 32 (5.6) 71(6.2)
Hepatobiliary disorders 10 (1.8) 1(0.2) 11 (1.0}
Infections and infestations 27 (4.7} 24 (4.2) 51 (4.5)
::rglr-lnrgh ggtlii?]r;mg and procedural 0 3 (0.5) 3(0.3)
Investigations 40 (7.0} 31(5.5) 71(6.2)
Metabolism and nutrition disorders 68 (11.9) 71(12.5) 139 (12.2)
g?ilusgrccljjécrngkeletal and connective tissue 21 (3.7) 27 (4.8) 48 (4.2)
it b A 204) 1@ 503)
MNervous system disorders 45 (7.9) 30 (5.3) 75 (6.6}
Psychiatric disorders 31 (5.4) 22 (3.9) 53 (4.7)
Renal and urinary disorders 32 (5.6) 26 (4.6) 538 (5.1)
Reproductive system and breast disorders 0 2(0.4) 2(0.2)
(I;ligz;r)[ljrgrtgry, thoracic and mediastinal 59 (10.4) 31 (5.5) 90 (7.9)
Skin and subcutaneous tissue disorders 2(0.4) 7(1.2) 9 (0.8)
Wascular disorders 41(7.2) 29(5.1) 70 (6.2)

Both non-serious AEs and SAEs through Day 5 are included. Subjects are counted once per SOC.
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RELAX-AHF: Incidence of adverse events (at least 1% in any treatment group) by preferred term from study drug initiation through Day 5
(Safety population)

I

Placebo Serelaxin Total
Preferred Term (N=5T70) (N=568) (N=1138)
n (%) n (%) n (%)
Total number of AEs 703 539 1242
Patients with at least one AE 305 (53.5) 280 (49.3) 585 (51.4)
Hypokalaemia® 35 (6.1) 42 (7.4) 77 (6.8)
Cardiac failure congestive* 32 (5.8) 19(3.3) 51 (4.9)
Headache 258 (4.9) 15 (2.6) 43 (3.8)
Blood creatinine increased*® 22(3.9) 14 (2.5) 36 (3.2)
Constipation 16 (2.8) 13 (2.3) 259 (2.5)
Dyspnoea* 23(4.0) 11 (1.9) 34 (3.0)
Diarrhoea 20(3.5) 11(1.9) 31(2.7)
Chest pain* 6(1.1) 11(1.9) 17 (1.5)
Urinary tract infection 5(0.9) 11(1.9) 16 (1.4)
Hypoglycaemia 16 (2.8) 10(1.8) 26 (2.3)
Hypotension (symptomatic) 0 10 (1.8) 10 (0.9)
Renal failure® 23 (4.0) 9(1.6) 32 (2.8)
Hyperuricaemia 10 (1.8) 8(14) 16 (1.6)
Insomnia 9(1.6) 8(1.4) 17 {1.5)
Womiting 7(1.2) 8(1.4) 15 (1.3)
Dizziness 11 (1.9) 7012} 18 (1.6)
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Back pain

Anaemia

MNon-cardiac chest pain®
Pain in extremity
Hyperglycaemia
Hypertension®

Nausea

Asthenia

Hypotension® (asymptomatic)
Ventricular tachycardia®
Cardiac failure*
Confusional state
Pneumonia

Cough

3 (0.5)
2 (0.4)
6 (1.1)
6 (1.1)
3 (0.5)
18 (3.2)
11 (1.9)
10 (1.8)
9 (1.6)
10 (1.8)
9 (1.6)
8 (1.4)
6 (1.1)
10 (1.8)

7(1.2)
6(1.1)
6(1.1)
6(1.1)
6(1.1)
5 (0.9)
5 (0.9)
5 (0.9)
5 (0.9)
4(07)
4(0.7)
4(0.7)
3 (0.5)
2 (0.4)

10 (0.9)
8 (0.7)
12 (1.1)
12 (1.1)
9 (0.8)
23 (2.0)
16 (1.4)
15 (1.3)
14 (1.2)
14 (1.2)
13 (1.1)
12 (1.1)
9 (0.8)
12 (1.1)

* Disease-related event (DRE).

Both non-serious AEs and SAEs through Dav 5 are included. Subijects are counted once per preferred term.
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RELAX-AHF: Serious Adverse Events and Deaths

SAEs with an outcome of death, other SAEs and AEs leading to permanent discontinuation of study drug (Safety population)

Placebo Serelaxin Total
(N=570) (N=568) (N=1138)
n (%) n (%) n (%)
Patients with any AEs 320 (56.1) 305 (53.7) 625 (54.9)
SAE(s) with an outcome of death 15 (2.6) 10 (1.8) 25(2.2)
SAE(s) 78 (13.7) 86 (15.1) 164 (14.4)
Discontinued study drug due to AE(S) 22 (3.9) 26 (4.6) 48 (4.2)
Discontinued study drug due to SAE(s) 3(0.5) 5(0.9) 8 (0.7)
Discontinued study drug due to drug-related SAE(s) 0 1(0.2) 1 (<0.1)

Note: Incident AEs are considered those AEs with an onset date and time after the initiation of study drug.
The number of subjects with any AE includes all AEs and SAEs reported through Day 14.
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Other Relevant Findings
Pre-RELAX-AHF: Summary of hematology: Hemoglobin (g/dL) Safety population

Bzlaxin

[£4)

Flacebo
R=[&1]

l0meg/kg/day
H=[40]

M=

100meg f

kg/day
[38]

250meg/f

B=[

Total

R=[230]

Baszelines
H

o
(L5
[#L)

]
Q]
ry
[2%]
e

Mean {5D) 13.1¢ _828) 1_B7 13.04 {1.&34 13.01
Bt% CI 12.61 ; 13.58 12_51 ; 13.75 12.47 ; 13.61 12_32
Median 13.35 13_.2 13_40 13.05
Q1 ; Q3 11.65 ; 14.20 12_00 ; 14_.50 1200 ; 14.40 11_80
Min ; Max 9.8 ; 17.89 ;7 16.B 3.8 ; 15.2 ]
P-valus (wvs. Flacehao) 0. 0.874 | B3Z

2
Lo
ra =

e R

0 ; 13.%50 14. .B5 ; 13._&0 .
{ax 8.6 ; 17.2 7.2 7 15.8 3.4 ; 15.5 7.7
[ws. Placebo) 0.808 0.515 | 948
12 hours {change from baseline)
H 3z 25
Mean {5D] 0.7%59) -0.44 | —-0_3% {0.737)
55% CI -0.25 ; -0_.&7 ; -0.11
Median -0.€0
Q1 ; Q3 ] ; —-0.08 —-0.70 ; 0.00
Min ; Max 1.2 7 1.3 -1.8 ; 1.0
P-valus (ws. Placebao) 0.8z22 0.e04

24 hours
1] 51
Mean (5D 1

11.82 ; 13.02

11.30 7 14.10 11.40 ; 13.70
fax 9.7 ; 1l&.9 5.0 ; 15.3

[(vs. Placebao)

[

&0
5

12.91
12.30
13.10

o 00

oo

1z2.00
9§
1 aig

Hote: P-wvalues for comparisons wersus Placebo are from two-sided two—sample t-test.
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Pre-RELAX-AHF: Summary of hematology: Hemoglobin (g/dL) Safety population (Contd.)

Bzlaxin

Placebo 10meg/kg/day 3imeg/kgfday 100meg/kg/day 250meg/ kgSday Total
B=[&1] H=[40] H=[4Z] H=[38] B=[45] N=[230]

24 hours {change from baseline)
H 47 14 31 31 174
Mean {5D] -0.42 (D.9BE) -0.36 {0.738) [1.03% -0.31 {3.838) 0 (D.BT74
B5% CI -0.77 ; -0.08 -0.€3 ; —-0.09 0.13 -0.81 ; 00 3; -0.17
Median -0_.35 -0.30 -0.40 ¥
QL ; Q3 0.30 -1.30 ; 0.30 -0.80 ; 0.30 -0.90 ; 0.&0 0 ; 0.30
Min ; Max 1.8 -2.8 ; 1.B -2.2 ; 3.1 -1.8 ; 1.0 (85 3.1
D-valus (ws. Placeba) 0.2&2 0.378 1.572

48 hours
H 50 37 33 35 39 154
Mean {5I) 12.90 (1.%81) 12.74 (1.8B45) 12.32 {1.810) 12.75 (2.147) 12.93 (1.721) 12.75 {1.590
B5% CI 1z2.34 13.47 12.12 ; 13.35 11.€B ; 12.87 12.02 ; 13.4% 12.37 13.48 12.43 ; 13.02
Median 13.15 13_00 12 &0 13.10 12 .80 13._00
QL ; Q3 11.30 450 11.40 ; 13.60 10.&0 ; 13.70 11.20 14.00 11.70 14.20 11.30 ; 14.00
Min ; Max 3.5 1&8.7 7.5 ; 1B.D 3.5 ; 15.1 7.8 16.5 8.5 15.5 7.5 ; 1B.0D
D-valus (ws. Placeba) 0.g%0 0.182 1. T45 0.953

48 hours {(change from baseline)
H 48 34 2B 172
Mean {5D) D.03 (1.045) -0.31 {1.1gl) -0.42 {D.8548) - (0.900) (0.5991)
B5% CI -0.28 ; 0.34 -0.71 ; 0.10 -0.75 ; —-0.09 - 5 ; —0.02
Median D.10 -0_40 -0.45 -
QL ; Q3 -0.30 ; 0.50 -1.30 7 0.40 -0.85% ; 0.20 - ; 0.50 ;7 0.50
Min ; Max -2.3 ; 1.% -2.0 ; 3.3 -2.3 ;1.2 -1.5; 1.7 7 3.3
P-valus (ws. Placebo) 0.174%8 0.0&1 1.475

Day 3
N 47 3z 2B 36 177
Mean {5I] 1 13.10 {(2.102) 1.685) 12_98 (2.08¢ 13.08 {1.%39) 3 (1.919)
B5% CIL 12.35 ; 13.B& 12.38 Z2.17 ; 13.7% 12.42 ; 13.74 4 ; 13.21
Hedian 13.50 13.35 0
Q1 ; Q3 ] 0 ; 14.05 13.50 ; l4.0E 11.75 ; 14.30 70 7 14.10
Min ; Max 4 ; 19.0 15.5 ; l6.3 8.2 ;7 1&.5 7.4 7 15,0
D-valus (ws. Placebao) £ 0.932

Hote: P-wvalues for comparisons wersus Placebo are from two-sided two—sample t-test.
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Pre-RELAX-AHF: Summary of hematology: Hemoglobin (g/dL) Safety population (Contd.)

Placebo
[£1]

H=

Belaxin

10meg/kg//day
H=[40] H=[42] H=[38]

30mog/kg/fday 100meg/kg/day

Total

=[230]

Day 3 (change from baseline]
N
Mean (5D]
GS&: CI
Median
QL ; Q3
Min ; Max
DP-valus (ws. Placeba)

Day 4
H
Mean (5D)
5% CIL
Median
QL ; Q3
Min ; Max
DP-valus (ws. Placeba)

Day 4 (change from baseline]
H
Mean (50)
5% CIL
Median
QL ; Q3
Min ; Max
P-value (ws. Flacebo)

Min ; Max
D-wvalus (vs. Flacebo)

=]

[

3
3

[l

[ SR TR B ]
o

[ d

0o
e

LY

;7 13,50 1z2.

W 0T

0.4

[#)

-0.33
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30 -0.55
5 -2.1
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Hote: P-values for comparisons wersus
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Pre-RELAX-AHF: Summary of hematology: Hemoglobin (g/dL) Safety population (Contd.)

Bzlaxin

Placebo 10meg/kg/day 3imeg/kgfday 100meg/kg/day Z50meg/
B=[&1] H=[40] H=[4Z] H=[38] R=[

day

Total
H=[230]

H 8 3z 30 3e
Mean (5D] -0.19 {1.0 0.01 {1.14€8) 0.17 {1.0&gE) (0.980) -0.32 {1.0%E)
B5% CI -0.51 ; 0.12 -0.40 ; 0_43 -0.23 ; 0.56 ; 0_32 -0.89 7 0.05
Median -0.10 0.00 0.20 -0.&0
Q1 ; Q3 -1.00 ; 0.40 -0.70 ; D.60 -0.40 ; D.g0 0._50 -1.00 ; 0.45
Min ; Max -3.0 ; 2.3 -2.0 ; 3.4 -2.1 ; 2.5 z.4 ;2.8
D-valus (vs. Placeba) 0.214 0.151

Day &
N 5 1% 24 25 25
Hean (5D) 13.08 {1.85%3) 13.35 (1.61lE) 12,83 {1.742) 12.74 (2.150 12.69 {1.783)
B5% CI 12.50 ; 13.£6 12,57 7 la.13 11.83 ; 13.3¢6 11.85 ; 13.¢&3 11.3%¢ ;7 13.43
Median 13.20 13.30 12.80 12_50 13.30
QL ; Q3 11.70 ;7 13.380 12.50 7 14.70 11.35 7 12.20 11.50 ; 14_30 11.20 ;7 14.30
Min ; Max 9.9 ; 17.3 0.3 ; 15.7 5.0 ; 15.3 E.B 16.7 9.& ; 15.2
P-valus (wvs. Flaceba) 2 0_.32B 1500 1,339

Day & {change from baseline)

N 33 20

Mean (5D) 0.01 {1.034) (0.931) 0.07 {1.013) -0 [1.0% (0.5489)
B5% CI -0.35 ; 0.38 i 0.74 -0.40 ; 0.5% -0 ; 0.40 i 0.27
Median -0.20 0.00 -0.10

QL ; Q3 =0.e0 ; 7 1.00 -0.€5 ; D.80 -0.50 ; 0O.&0 7 0.55
Min ; Max -2.2 ; 7 1.7 -2.1 ; 2.3 -2.6 ; 2.2 ;1.8
D-valus (vs. Placeba) 0.843 0_T9B

Day 7

H e 20 22 19
Mean (5D) 12.77 {1.821) 12_ 64 {1.538) 12.79 (2.175 12.96 (2.21
Lt% CI 12.22 7 13.31 11.85 ; 13.43 11 _ B3 ; 13.7¢ 11.89 ; 14
Median 12.75 13.00 12_90 13.20
Q1 ; Q3 11.70 ; 13_8B0 11.65 ; 13.85 11._40 ; 10.&e0 ; 14
Min ; Maxz 9.7 ; 1l&.6 5.5 ; 15.0 5.2 ; 10.0 ; 1&
D=valus (ws. EFlacebo) 0.7E4 1962 0.7l

Hote: P-walues for comparisons wersus Placebo are from two-sided two—sample t-test.
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Pre-RELAX-AHF: Summary of hematology: Hemoglobin (g/dL) Safety population (Contd.)

Bzlaxin
Placebo 10meg/kg/day 3lmeg/kgfday 100meg/kg/day 250meg/ kgSday Total
B=[&1] H=[40] H=[42] H=[38] B=[45] N=[230]

Day 7 {(change from baseline]

N 12 1B 22

HMean (5D] 0.52 (1.123) 5 {1.108& 0L (1 1
Bo& CI -0.1% ; 1.24 -0.45 ; 0.l ;

Median 0.35 .00

QL ; Q3 -0.15 ; 1.25 -0_.50 ; 0_.70 0.%

Min ; Max -1.3 ; 2.6 -3.1 ; 2.0 2.

D-valus (vs. Placeba) 0.12¢& - T4B

Day 14

H 52 37 33 42
Mean (5D) 12 13 12.48 | 13.10
55% CI 12 12, 11.%5 ; 12.34
Median 12 13 12.40 12 &0 13.00
QL ; Q3 11.70 ; 12 11.40 ; 13.70 11.40 ; 11.80 ;
Min ; Max 9.7 ; ] 8.9 ; 15. B 8.8 ; 17.6
D-valus (vs. Placeba) 0_.25% _2T2 0.

Day 14 (change from baseline)
H 30 2 17
HMean (5D) (0.577) 0.01 {1.057) -0.28 (1.04 -0.08 {1.135
55% CI ; 13 -0.38 ; 0.41 -0.7 - 0. -0.25 ; 0.09
Median 0.1% .00 0.10
QL ;g3 i 45 -0_&0 ; ] -0.80 -0. ; 0.50 1.10 7 @.84 -0.8% ; 0.70
Min ; Max ;2.0 -2.4 ;1 -4.0 -1.89 2.3 -3.7 ; 2.4 2.0 ; 2.4
D-valus (vs. Flacebao) 0.472 D.544 1.105 1.939

Hote: P-walues for comparisons wersus Placebo are from two-sided two—sample t-test.
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Pre-RELAX-AHF: Summary of hematology: Hematocrit (%) Safety population

Belaxin
Elacebo 10mecg/kg/day 3lmcg/kg/day 100meg/kg/day 250meg/ kg/day Total
=[el] H=[40] N=[4Z] H=[38] R=[4%] q=[230]

N 56 37 34 34 21 2
Mean ({5D) 41_34 (5.204) 42 50 (5.337) 41.45 [5.12Zz2 41 B3 (5.471) 41 .24 (5.744) 41.84 (5.3359)
bo& CI 39.95 ; 42.73 £0.72 ; 44.28 35,70 ; 43.27 38,92 ; 43.74 39.43 ; 43.05 £0.%0 ; 4Z.38
Median 41 g5 42 30 47 85 41 90 4z 20 £2 .30
QL 5 g3 37.80 ; 44_k5 39.80 ; 45_EO 38.90 ; 44_80 37.60 ; 45_&0 37.30 ; 45.30 38.30 ; 45_30
Min ; Max 0.9 ; E4.5 30.4 ; &0 2% 5 ; 49.3 30.5 52.2 28.2 ; B2.2 28.2 ; eD.0
P-valus (vs. Flacebo) 0.301 0.8598 0.675 [.929

12 hours
N 51 35 36 30 39 151
Mean {5D) 39.75 (5.282) 40,50 (4.552) 35_32 (5.412) 39.93 (5.233) 0.85 (4.53E) 40_13 (5.251)
Bs& CI 38.2¢ ; 41.23 39.20 ; 4Z_80 37.45 ; 41.15 37.60 ; 42_.2% 9.38 ; 42.3z2 39.33 ; 40_E8
Median 40.00 41 .00 35.35 359.75 41_20 £0.20
Q1 ; Q3 35.50 ; 43.40 37.60 ; 44 30 3c.25 ; 43.70 36,20 ; 4£.30 &.50 ; 44.70 de.cld ; 44.10
Min ; Max 29.4 ; E1.9 30.7 ; B3.8 2e.6 ; 48.7 ] 51.% 2.4 ; 426 2e.6 ; E3.9
D=value (ws. Placeba) 0.312 0.712 0.BEBE 300

12 hours {change from baseline)
1 Z8 32 ZB 35 172
Mean {5D)] 2 (2.417) (2.547) -1.54 [2.4%5 -0.89 {2.711) T {2620
Lo& CI 2 7 —0.81 ;7 —D.BYS -2.50 ; -0_5% -1.82 ; 0.04 & 7 —1.07
Median 5 -1.40 -1.30 ]
QL Q3 55 -0.2 7 0.2 -3.50 ; 0.35% -3.50 ; 1.44 ;7 0.35
Min ; Max 6 ; 3.8 i 4.8 -5.B ; 4.1 -5.8 ; 4.2 1 ; 4.8
D=value (ws. Placeba) 0.EB8 [.202

Note: P-values for comparisons versus Placebo are from two-sided two-sample t-test.
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Pre-RELAX-AHF: Summary of hematology: Hematocrit (%) Safety population (Contd.)

Bzlaxin

Flacebho
H=[&l]

l0meg/kg/day 3imeg/ kg fday
H=[40] M=[4Z]

100meg/
[38]

M=

kg/day

Total

H=[230]

36 3B

41.28 (4.543) 35.73 {5.233)

35_5% ; 42.93 33,01 ; 41.45
21,70 41.00

. 43 .80 37.55 ; 44_ED 37.10 ; 43.40

Min ; Max 30.0 ; B3.Z2 T ;7 El.4 30.0 ; 50.0
D-valus (ws. Placebao) 0_55% 433

24 hours {(change from baseline)

H 47 34 31
Mean (5ID] -0.50 (2.£49) -1.68 (3.2459) -1.2Z5 [Z_44%8
5% CI ; 0.27 =2.7% ; -0.53 -2.15 ; -0.35
Median -2.10 -0.%0
Q1 ; Q3 =-1.90 ; 1.10 -3.%0 ; D.30 -2.&0 ; D.70
Min ; Max -7.5 ; 5.& -10.6 ; 6.7 -&.5 ; 3.0
D-valus (ws. Flacebao) 0.o082 215

43 hours
H 37 33
Mean ([5ID) 41_5% (5_501) 35.07 {
5% CI 39.78 ; 43.43 37.05 ;
Median 21.1 33.30
QL ; Q3 38_.%0 ; 44_&0 ; 43.10

a3

Mim ;
D-valus

Max

{ws.

[EX]

(=)
1w

-

=
=]
(=1

Placeba) 0.7

43 hoors (change from baseline)

N 34 2B

HMean {50) ) -0.57 {4.127) -1.45 |

B5% CI -0.50 ; 1.33 -2.01 7 0O.B7 -2.83 ;
Hedian 180 -1_05 -1.25

QL ; Q3 =1_&0 2.5 -3.10 ; 1.1 -3.30 ; 0.95
Min ; Max -7.2 £.3 -6.% ; 11.8 -%.1 ; 5.3
P-valus (ws. Flacebo) 0.225 0.01%

i
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Note: P-values for comparisons versus Placebo are from two-sided two-sample t-test.
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Pre-RELAX-AHF: Summary of hematology: Hematocrit (%) Safety population (Contd.)

Pelaxin
Placebo 10meg/kg/day Jimeg /g day 100megf kg/day 250meg/ kg
H=[&1] H=[40] M=14Z] N=[38] H=14%

fday Total
1 H=[230]

Day 3

H 27 32 34 2B 3e T
Hean (5D] 41.77 (5.15€) 22.¢8 (6.090) 3532 (4.597) 41.56 (8.263) 41.28 (5.€40) 3
Lcg CI 40.26 ; 43.289 40.43 ; 44 .87 37.72 ; 40.92 35.13 ; 43.%5% 39.35 ; 43.1% 0
Hedian 42 .70 42 3% EL 41 .05 42 _25 0
Q1 ; Q23 37.60 ; 45_30 37.55 ; 45.80 35 ; 43.00 3B.25 ; 45_&0 38_10 ; 45.1% 0
Min ; Max 32.1 ; 52.3 2.0 ; BZ.5 2.4 ; 47.g 28.7 ; 52.4 25.5 ; 50.0 -5
D-value (vs. Flacebao) 0._430 0.030 0_B72 0_.865

Day 3 {change from baseline)
H 43 30 26 25 29 153
Hean (5D] 0.41 {3.423) -0.25 (4.1B3) -1.03 (3.371) D.36 ([2.828) -0.34 {3.578) -0.12 {3.567
LoE CI -0.85 ; 1.46 -1.81 ; 1.32 -2.40 ; 0.33 -0.73 ; 1.44 -1.8e ; 1.17 -0.g% ; 0.45
Hedian o.oo -0.25% -1.20 -0.30 -1.410 —-0.&0
Q1 ; Q23 -2.70 ; 2_80 -2.70 ; 2_.00 -2.70 ; 1.20 =-1.70 ; 1._80 -2.50 ; 2.00 -2.50 ; 2.00
Min ; Max -5.5 ; B.5 -7.7 ; 13.2 -8.9 ; 5.1 -3.5 ; 6.5 -8.3 ; T.& -8.% ; 13.2
D—yralue {ws. Placeba) 0.4€€ 0.0593 0.545 0.3585

lay 4
H EL] 26 31 26 )
Hean (5D) 42 35 (5.280) 42 .03 (5.137) 40_.69 (5.154) 39_B0 (6.5T7%) 40_33 (5.5%06)
Lcg CI 40 .72 43_%5 39.%6 ; 4411 3g_80 ; 42 .58 37.14 £2 .43 3B_27 ; 42.39
Hedian 47 .90 42 2% 41_&0 35.50 41 _80
Q1 ; Q23 3B_Z20 45.15 38.70 ; 46.00 35.00 ; 43.40 3410 ; 43.¢80 34_70 ; 45.20
Min ; Max 32.2 ; 56.8 31.83 ; 53.3 31.7 ; 49.7 281 545 28.8 ; 50.6
D-valus (ws. Flacebao) 0_.80% 0.180 0.07%9 0.117

Jay 4 {change from baseline)
H 24 25 27 140
Hean (5D) [3.803) 0.1% {3.459&G) 0.6l {3.185) [3.355) -0.20 {3.758) 0.27 (3.51E)
Lcg CI ; 2.18 -1.2% ; 1.6k -0.70 ; 1.93 ; 065 -1.69 ; 1.28 -0.32 ; 0D.BE
Hedian 0. &0 0.30 0_40 0._40
QL ; Q3 3.35 -2.55 ; Z.BOD -1.20 ; 2.70 a -3_.40 ; 3.40 -2.25 ; 2.75
Min ; Max 10.2 -6.5% ; 6.1 5.6 ; 7.8 7 -T.g ; 5.4 -7.6 ; 10.2
D-valus |(vs. Flacebo) 0_3&3 0.e3¢ 1,181

Note: P-values for comparisons versus Placebo are from two-sided two-sample t-test.
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Pre-RELAX-AHF: Summary of hematology: Hematocrit (%) Safety population (Contd.)

Belaxin

Flacebo
H=[&l]

l0meg/ kgfday
H=[40]

30meg/kg/day 100mcg/ kg/day
H=[42] H=[38]

250meg/ kg/day
H=[45%]

To
H=

tal

Day &
N 50 33 33
Mean (5D) 41_28 (&.104) 42 .48 (6.083) 41.77 (e.€le
85% CI 33.55 ; 43.02 40.31 ; 44 .82 35,42 ; 24011
Median 40.90 42.10 41.80
Q1 ; ;44,80 38 .80 ; 46.50 36.90 ;
i 3 1 0.4 ;

30.7 7 €1.0
Placeba) 0.

[EE FEI

[ws.

e
o
L |
LR R

Hedian -0 -0.90
Q1 ; Q3 -2 ; 2.50 il 3.20
Min ; Max - ; B.g 6.6 9

Placeba) 0.

Day ©

H 5 25

Hean (5D 41.45 (4.743) 3 £.278) 1.02 (8.370

LtE CI 35,82 ; 43.08 40 ; 42.04 3B.15 ; 43.%51
Hedian 40_80 42 39.40

Q1 ; Q3 37_60 ; 45_10 L ; 43.70 35 .50 47.3

Min ; Max 33.4 ; &2 L ; 49.9 30.3 55.3

P—valus ({wvs. Placebo) 0.2 1. TBL

H 20 23

Hean (5D 3.302) 0.17 {3.304) 0.17 (4.077)
LtE CI ; 1.3z -1.37 ; 1.72 -1.59% ; 1.%3
Hedian 0.45 -0.50

Q1 ; Q3 ;7 2.80 -2.35 ; 2_75 -1.60 ; 1._8C
Min ; Max -7.0 ; 5.0 -&.2 ; 5.9 -6.Z2 ; 3.9
D=valus (ws. EPlacebo) 0.978 .9B3

ra
oo
a

(X}
(&)

-2.83 ; 0.10

-0.95

-3.75 ; 1.10
-9.6 ; 8.9
1291

40.70 (5.257
38.53 ; 42.8
4190

37.90 ; 44

[
oo
(=)

[
)

20
-0.10 {3.1253)
-1.6& ; 1.37
-0.30
-2.20 ;

-

n.792

40.37 (5.326

] 37.11

-0.43
0.10

- N
r M.
I
ro&

Note: P-values for comparisons versus Placebo are from two-sided two-sample t-test.
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Pre-RELAX-AHF: Summary of hematology: Hematocrit (%) Safety population (Contd.)

Pelaxin
Flacebo 10meg/kg/day 3imog/kg/day 100meg/kg/day 250meg/kg/
H=[&l] N=[40] H=[42] H=[38] H=[4%

fday Total
1 H=[230]

=1 el

40.
39.
41.
36

{5_085)

; 42,50

(=]

Ll ks

(== B

[ i B

(== CUREN o
1
=
[
¥

ol

.
LEx]
[}
L=

()

[T LR I B RIS b

;44,70 . 34,60 ; 4e.¢6 ;ode.
Min ; Max 23 H-1r 28.4 ; 48.0 31.0 7 55.3 ;7 B5.3
P-valus [(ws. Flaceba) 0.54 0.532

Day 7 {change from baseline]

N 34 18 s 13 59
Mean ({5D) 0.17 (3.7%86) 0.19 {3.4&3 ).0B (3.8%1) -0.29 0.36 (3.929)
55% CI -1.15 ; 1.50 ; 1.92 -l.64 ; 1.381 -3.358 -0.42 ; 1.15
Median 0.15 0.20 n.oo 0.40
QL ; Q3 -2.50 ; 2.70 ; 2.00 -Z_50 150 -4.70 ; 3.30 -2.10 ; 2.70
Min ; Max -7.3 7 5.4 i 6.5 -B.6 ; 7.2 -7 g.5 -5.1 ; 9.4

(SRR

'
anl
[=5]
[=E]
a
[

ue {vws. Placebo]

N 52 3 33 £z
HMean (5D) 40.87 (4.%€6) 5 (4.B459) 41.97 | 41.67 (5.873)
BsE: CI 39.28 ; 42.05 T ; 4451 359.66 39.84 ; 43.50
Median 40._45 0 40.90 42 50
Q1 ; Q3 37.25 ; 43.55 O ; 45.40 3B.30 28 50 38.80 ; 45_BO
Hin ; Max 32.8 7 53.6 .5 7 57.2 30.2 ; B3.2 28.0 ;7 52.1
D-valus (vs. Placebao) 0.05¢ 1300 1. 369

Day 14 (change from baseline]

N 29 3z

Mean (5I) (3.000) (3.375) -0.86 (4.851 ) -0.453

BsE: CI 1.41 ; 0.33 ;i 1.ZB -2.70 ; D_99 -1.85

Hedian 0.15 -0.40 0.7 -0.55

Q1 ; Q3 -2.40 ; 1.&0 ; Z2.40 -4.10 ; 2._.80 -1.50 3.30 -3.20 ; Z.80
Min ; Max -7.0 ; €.3 i B.2 -10.4 ; 7.1 -6.B ; 8.2 -10.2 ; 7.3
D-valus (vs. Placebao) 0.T725 0_0B7T 1.939

Note: P-values for comparisons versus Placebo are from two-sided two-sample t-test.
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Pre-RELAX-AHF: Summary of hematology: RBC (x10712/L) Safety population

Placebo
H=[&l]

Bzlaxin

10meg/kg/

H=[40]

day
H=[42]

3imeg/ kg day
=] ¥

H=[38]

100meg/f kg/day

250mcg/f
H=[

! Total
1 H=[230]

Easeline
H
Hean (5D)
boE CIL
Hedian
QL ; Q3
Hin ; Max
D-valus
12 hours
H
Hean (5D)
boE CI
Hedian
QL ; Q3
Hin ; Max
D-valus

12 hours
H
Hean (5D)
Bs% CI
Hedian
QL ; Q3
Min ; Max
D-valus

24 hours
H
Hean (5D)
Lt% CI
Hedian
QL ;- Q3
Hin ; Max
D-valus

(ws.

(ws.

V5.

Placebao)

Placebao)

{change from baseline]

Placebao)

[vs. Placebao)

[IET T,

o

(U,

o

EL
0.182 (0.2
0.226 ; -0
0.135
0D.320 ; 0
-0.80 ; ©
4_279% (0
4 138 ; 4
4_220
3.830 ; 4.
3.1% § 5.

(S

[l S e )

;4.

LS L B )
(LA B

3
L3 i

[E TSN

L=

=1 I3
I
[y}

L

= LN L0 N
[LLN
'

(2]

(==Yl
[}
[E TSN

(0.4757)

R

=

LI

466 1.

(RN S B IS

L = L i

1
fr
in
i
o
[
1 k3
1
o

LA}

()

ok

w o
L

(LRI

LN

=
e

ra

L=}

T
[EERNE L]

35 36
137) 4.325% (0.5370) 4.148 {D.eg82
340 4.140 ; 4.509 3.523 ; 4.
4_270 4. 220
.540 3.85%0 ; 4.670 3.740 ; 4.
.47 3.53 ; 6.02 2.82 ; 5.
0.2&3 0.705
3z 29
539) -0.15& (0.2837) -0.128 (0.
.078 -0.247 ; -0.0c4 -0.223 ; -
-0.170 -0.180
010 -0.280 ; -0.035 -0.330 ;
33 -0.71 7 0.3% -0.58 ;
0.350 0.&57
3E 3B
5108) 1.34€ (D.47B2 4.155 {0
423 4.184 ; 4.508 3.585
4,328 4_265
710 3.5%0 ; 4.670 3.680
1 0e
1

4
4.375 (0.
4178 ; 4
4_345
3.500 ; 4

3.23 ; 58
1.744

30
4.155% (0.
3.5825 ; 4

4_020

[T

[T  S

WL
fOn o3 3l
T

(NI
ra =11

(=1

Lol

[y ]
(e}
=

4
4_08g
4_230
3.880
2.34

o

[

4 522 4_300
4_350
; 4.800 4000 ;
;7 5.62 2.74 ;
151
(0.5278) 4.222

453

-
[N =
oy

s

172
127 0

025 -0.1e4 ; -
-0.135
; 0150 -0.255 ; O
; 0.43 -0.80 ;

s
L
L)
[ B
LS BN S B S
A L

in
wn
L
[TEg = I i o o Y}

e b oL

(15
m
[ ]

(0.2467)

0490

Gl

-

.43

(0.55E0)
-350

4. 640

[ai]

.37

Note: P-values for comparisons versus Placebo are from two-sided two-sample t-test.
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Pre-RELAX-AHF: Summary of hematology: RBC (x107°12/L) Safety population (Contd.)

Belaxin
Placebo 10meg/kg/day 3lmeg/kg/day 100meg/kg/day 250meg/kgfd
B=[&l] N=[40] N=[42] N=[38] H=[45%

24 hours {change from baseline)

] 47 14 31 174

Mean (5D) -0_.0e5 (0.2&05) -0.145 {D.3230) 1. 2£23) -0.092 {D.2%B0) -0.0%& (0.2BE4)
BS% CI 0 0.012 -0 8 ; -0.033 ; —-0.024 -0.202 ; 0.017 -0.13% ; -D.05
Median 0 -0.130 -0.110 -0.0%0

Q1 ; Q3 -0.300 ; 0.140 -0_.3&0 ; 0.090 H -0.330 ; -0.300 ; 0.110
Min ; Max -0.73 ; 0.¢&0 -1.13 ; D.58 H -0.59 ; -1.13 195
D-valus (ws. Placeba) 0.214% I_g&?

43 hours

H 50 37 33 35 33 154

Mean (5D) 4_329 (0.€00%) 4_354 {(0._5400 4.143 (D.g457) -ZBOD (0.&037T) 4_301 (D.50%0) 4233 (0.5781
BS% CI 4 158 4 500 4.174 ; 4.534 3.514 ; 4.372 ¥ 4 138 ; 4.4%F 4. 206 ; 4_370
Median 4. 305 4. 330 4.220 4_2390 £ 250

Q1 ; Q3 3.950 4_T:0 3.9%0 ; 4.740 3.630 ; 4.540 3.940 ; 4,830 3.900 ; 4.710
Min ; Max 3.13 ; 5.3¢ 3.4% ; 6.00 2.85 ; 5.e3 3.13 ; £.34 2.85% ; 6.00
DP-valus (ws. Flacebao) 0.844 0.183 0.T710 1_815

43 hours {change from baseline]

34 2B 3l 33
(0.3453) -0.088 (D._374E) -0.135 {D.2835 -0.031 (0.293&) -0.080 (D0.2531)
0.132 -0.218 ; 0.043 =0.245 ; -0.025 =0_.13% ; 0.077 =0 6 0.045
-0.120 -0.125 -0_0B0D -0.100
: 0 ] -0.3&0 ; 0.140 -0.305 ; 0.025 -0_Z50 ; 0.230 -0.270 0.030
VN -0.e4 7 1.08& -0.76 ; 0.4¢ -0.54 ; D.&4 -0.58 ; 0.56
{vs. Placebo) 0.158 0.040 0_.43B 0.240

£7 32 34 2B 177
Mean {5D] 4_351 4_.480 (0.6300) 4.144 [0.5271) 4_345 (0_5780) 0_5%815) 2 315 1 _BEE4)
5% CI 4_202 ; 4.253 ; 4.707 3.553 ; 4.335 4 121 ; 4_5&% 4,478 1 235 ; 4.40
Median 4_3c0 £.415% 4_180 4_310 4_320
Q1 ; Q3 3.940 ; 4_&70 4185 ; 4_625 3.740 ; 4.450 3.970 ; 4.810 ; 4_&00 3.%30 ; 4.850
Min ; Max 3.1 ; 5.32 3.51 ; 6.32 3.02 ; 5.45 3.25 ; 5_&0 ; L5_52 2.70 ; 6.32
P-valus (wvs. Flacebo) 0.315% 0.0B3 0.961

Note: P-values for comparisons versus Placebo are from two-sided two-sample t-test.
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Pre-RELAX-AHF: Summary of hematology:

RBC (x10712/L) Safety population (Contd.)

Placebo
H=[&l]

Belaxin

250meg/ kg/day

H=[4%]

3lmeg/kg/day 100meg/kg/day
M=[4Z] H=1[38]

10meg/kg/day
H=[40]

Total
H=[230

Min ; Maxz

D-valus

{vs.

[ws.

. Placebao)

from baseline)

Blacebo)

Blacebao)

0.024
=0.08z2
-0.080

-0.180

-

[TET S,

[

2 b=
[T SN RS R v I Y

=

(=]

(=1

L=}
[T SR SR B I o

(4]

O

L=y ]

el

(== |
[}

[l

[y

Tl
Q.70

[ i =

o

1§
=]

L= B

Lo

£

£

3 G

(NS |

i

s

(S Y

T

T

(=]

1

25 25 25
-0.074 {0_3353 ) _021 (0.2853) =0.059 (0.3314)
-0.210 ; 0.061 -0.078 0.141 -0.204 ; 0.0BE
-0.100 ) 050 -0.070
-0.240 ; 0.020 -0.130 ; 0.14 -0.360 ;7 0.210
-0.e6 ; D_79 -0.39 0.&2 -0.72 ; O.66
0.250 ) 925 0.342
34
0.5428 212 (0.55%51)
; 4.504 003 7 4.421

o Gd

(== =

; 5. 2.92 ;
0.0&e8
Z4 27

24 25

0.004 {D._3508) 0.067 (0.3132 =0.0&0 (0.3118) =0.037 {2.3730)
-0.144 ; 0.152 -0.062 ; D.13¢ -0.181 ; 0.072 -0.184 ; 0.111
-0.035 0.040 -0 -0.030
-0.225 7 0.275 -0.120 ; 0_130 -0.265 ; 0.05 -0.370 ; ©.300

-0.€8 ; D.65 -03.47 ; 0.78 -0_.6B 0.78 -0.6 0.57

0.25( 0.608 095 J.1as

3B 43
0.5738) 4.316 | 4.241 (0.5483)
; 4.660 4125 ; 4.073 ; 4.405%
4.355 4. 210
7 4770 3.330 ; 4._s580 B20 4_8710 3.800 ; 4.890
;7 6.0B 3.1Z ; 5.&65 3.25 ; 5.4¢ 2.35 ; 5.27
B3E 0.BLS ) 575

.=
lp
4321 ¢
4.232 ;
4330
3.940 ;
A ona .
2.32 ¢

-0.034 ;

U M

[y

N
-1
(]
[

0.3792)
0.053

0.235
2.08

(0.5750)

4405

4_T710

Note: P-values for comparisons versus Placebo are from two-sided two-sample t-test.
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Pre-RELAX-AHF: Summary of hematology: RBC (x10712/L) Safety population (Contd.)

PBelaxin
2lacebo 10megdkg/day Ilmeg/bgSday 100meg kg fday 25 0meg/kg/day Total
K=[€1] B=[40] M=[4Z] N=[38] R=[4%] R=[230]

Day &% {change from baseline]
H

Hean {5D] (0.3605) -0.0 1 -0 0._3812) ) . 3E5T7
55% CIL ; 0.0586 -0.1 ; 0.121 - 8 ; 0.171 ; 0,013 ; 0.0Z3

Median

1o oL
i P
n
o
o

“Awn M G
=
=
I
(=]
Ie

s O O

[T I T O |
0 3OO

5

Q1 ; Q3 ;7 0.170 -0. ; D.185 - D ; 0.210 ; 0.115 ; 0.180
Min ; Max ;7 0.84 - ; D.EBB .54 ; 0.7 L ; 0.8B ; D.BEB
D-valus (ws. Placeba) 0.g8l1 212 1_5Z8

Day &
] 35 25 128
Mean (5D 4_373 (0.45:59) (0.&85&1) 4_280 (0.5529) 4£_354 (0._.5E3EB0D
5% CIL 4_ 216 ; 4.529 ;& E0E 4_052 ; 4.509 4_260 ; 4_44B
Median 4_310 4_420 4_3E0
Q1 ; Q3 4_ 120 ; 4.700 H 3.970 ; 4.&50 3.965 ; 4.770
Min ; Max 3.48 ; 5.33 H 2.90 ; 5.10 2.%0 ; B.EL
D-value (ws. Placeba) 1483

Day & {change from baseline]

] 20 113
Mean (5D) 3431) [0.3534) -0.029 (0.3409) 0.024 (0.334€)
5% CIL i 0.143 ; 0.182 -0.18% ; 0.131 -0.03% ; 0O._0B&
Median -0.035 0.020
Q1 ; Q3 i 0,270 ; 0.220 -0.2g0 ; O -0.210 7 0.230
Min ; Max ; 0,62 ; 0.74 -0.76 ; O -0.7& ; 0.75
P-value (ws. Flacebo) 1_623

Day 7
N 3e 19
Mean (5D 4_318 (0.5187) (0. ) 4_3g0 (0.T&24) ). EL0E
5% CI 4123 ; 4.454 Poe 3.993 ; 4.727 ; 4.508
Median 4_375 4 _led
01 ; Q3 3.850 ; 4.€50 ; 5.100 3.740 ; 4.%70 3.%20 ; 4.BLD
Min ; Max 3.10 7 5.1%9 ; 5.38 3.1% ; 5.84 3.10 7 5.E7

-
oo
-
I

D-wvalus (wvs. Placebo)

Note: P-values for comparisons versus Placebo are from two-sided two-sample t-test.
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Pre-RELAX-AHF: Summary of hematology: RBC (x10712/L) Safety population (Contd.)

Bzlaxin
Placebo 10meg/kg/day 3imeg/kgfday 100meg f kg/day 250meg/ kg
H=[£1] H=[40] M=[4Z] M=138] H=[4%

fday Total
1 H=[230]

-

Day 7 {(change from baseline]

H 1B 22 13 L
(0.35%67) 0.032 {0.3832) 0 (0.374%) -0_044 (0.5174) 0.237 (0._4048)
; E7 -0_158 ; 0.223 ; 0.1%& -0.357 ; 0.2E9 -0.043 ; 0.118
; 340 -0.110 ; 0.270 0.28 -0_340 ; 0.260 -0.210 ; D.310
H TB -1.05 ; D.&2 0.&4 -0.78 ; 0_.8¢ -1.0% ; O_B&
Placebo) V507 0.659
Day 14
H 52 33 37 £z 197
4_315 (2.4647) 4533 (0.5979) 9 {0.g027 (0.8125) 4_375 | 4_368 (0.5760
4. 185 ; 4.444 £.321 ; 4.74% ;o4.470 4_g07 4_180 4,287 ; 4,448
4_275 4 510 4_500 4340
4_020 ; 4.570 ; 4_BED ; 4720 480 4_010 4_g50 4000 ; 4.720
3.23 ; L.66 ; 6.05 ; 5.50 5_:4 2.9 L_EE 2.%3 ; 6.05
{(ws. Placebo) 1597

43
=0.038 (0.32&0)

7 0.057

-0.230 ; 0.155
65

-0.77 ;

{wvs. Placebo) 0.5138 059

Note: P-values for comparisons versus Placebo are from two-sided two-sample t-test.
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RELAX-AHF: Hematology Test Results: Hemoglobin (g/dL) - Actual and Change From Baseline Population: Safety

Rcoctual Change From Baseline
Study Placebo RLXD30 Total Placebo RLXO30 Total
Day Statistic (N=5T70) {(N=5&8) (N=11328) {(N=570} (N=5&8) (H=11348)
Day 0 n' 543 541 10e4
Mean (SD) 12.8 (1.81} 12.8 (1.91) 12.8 (1.86)
95% CI 12.&6, 12.9 12.7, 13.0 1z2.7, 12.9
Median 12.7 12.8 12.8
01, Q3 11.5, 13.9 11.4, 14.3 11.4, 14.1
Min, Max 7.7, 18.8 E.&, 18.3 E.&, 1B.B
Day 1 n' 531 524 1085 510 507 1017
Mean (SD) 12.7 (1.91}) 1z.& (1.9€) 12.7 (1.94) o (0.82) -0.2 (0.87) -0.1 {(0.85)
95% CI 12.&6, 12.9 12.4, 12.8B 12.6, 12.8B -0.1, 0.1 -0.3, -0.2 -0.2, -0.1
Median 1z2.8 12.&6 12.7 0 -0.3 -0.1
21, Q3 11.4, 14.0 11.1, 14.0 11.3, 14.0 -0.5, 0.5 -0.8, 0.2 -0.6, 0.4
Min, Max BE.1, 18.8 7.2, 18.8B 7.2, 1B.B -4.7, &.0 -4 .6, &.0 -4.7, 6.0
Mean -0.2456
difference
95% CI -0.34597, -0.1414
D-value [1] 001
D-value [2] =.001
Day 2 n' 523 514 1037 504 494 298
Mean (SD) 12.0 (1.93) 12.7 (1.97}) 12.8 (1.95) 0.2 (0.94) -0.1 (D.9&) 0 (0.96)
95% CI 1z2.8, 13.1 12.5, 12.9 12.7, 13.0 0.1, 0.2 -0.2, -0.1 -0.1, 0.1
Median 13.0 1z2.8 12.9 0.1 -0.2 o]
01, Q32 11.6, 14.3 11.2, 14.0 11.4, 14.2 -0.4, 0.7 -0.8, 0.4 -0.6, D.&
Min, Max 7.6, 18.0 7.6, 19.4 7.6, 195.4 -5.1, 4.1 -3.0, 4.3 -5.1, 4.3
Mean -0.2977

difference

95% CI
P-value [1]
D-value [2]

.1801

[1] P-value 1= based on two-sided two sample t-test for RLE0Z0 versus Placebo.
[2] P-value is based on Wilcoxon rank sum test for RLX030 wersus Placebo.
' = number of patients with measurement

Hote: n
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RELAX-AHF: Hematology Test Results: Hemoglobin (g/dL) - Actual and Change From Baseline Population: Safety (Contd.)

Bctual Change From Baseline
Study Placebo RLX0D30 Total Placebo RLX0D30 Total
Day Statistic (N=570) (H=5&8) (W=1138) (H=570} (N=5&8} (H=1138)
Day 3 n' 477 463 940 460 445 909
Mean (SD) 12.0 (1.88) 12.7 (2.0€) 12.8 (1.98) 0.2 (1.00) -0.1 (1.15) 0 (1.08)
98% CI 1z2.8, 13.1 12.5, 12.9 1z2.7, 13.0 0.1, 0.3 -0.2, 0 0o, 0.1
Median 13.0 12.7 12.9 0.2 -0.1 0
01, Q3 11.&6, 14.2 11.2, 14.1 11.4, 14.2 -0.4, 0.8 -0.8, 0.5 -0.6, 0.7
Min, Max 7.5, 18.2 4.2, 19.5 4.2, 19.5 -5.3, 3.9 -8.6, 6.3 -B.6, 6.3
Mean -0.2799
difference
95% (CI -0.4198, -0.1400
P-value [1] <.001
P-value [2] <.001
Day 4 n' 422 403 825 40¢ 391 797
Mean (8D) 12.9 (1.83) 12.8 (2.03) 12.9 (1.93) 0.1 (1.05) 0 (1.18) 0.1 (1.12)
95% CI 12.7, 13.1 12.&, 13.0 12.8, 13.0 0, 0.2 -0.1, 0.1 0o, 0.2
Median 12.9 13.0 12.9 0.1 0 0
o1, Q2 11.6, 14.3 11.4, 14.3 11.5, 14.3 -0.5, 0.8 -0.7, 0.7 -0.6, 0.7
Min, Max 7.6, 18.2 7.7, 18.6 7.6, 18.6 -5.8, 4.2 -3.3, 7.7 -5.B, 7.7
Mean -0.1011
difference
95% CI -0.2561, 0.0535
P-value [1] 0.201
P-value [2] 0.017

[1] P-wvalue is based on two-sided two sample t-test for RLE03I0 wversus Placebo.
[2] P-value is based on Wilcoxon rank sum test for RLX030 wersus Placebo.

Hote: n'
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RELAX-AHF: Hematology Test Results: Hemoglobin (g/dL) - Actual and Change From Baseline Population: Safety (Contd.)

Rcoctual Change From Baseline
Study Placebo RLXD30 Total Placebo RLXO30 Total
Day Statistic (N=5T70) (M=5&8) (N=11328) {(M=570) (N=5&8) (N=1138)
Day 5 n' 511 5la 1025 492 493 985
Mean (8D) 13.0 (1.90) 12.9 (1.98) 12.9 (1.94) 0.1 (1.05) 0.1 {(1.15) 0.1 (1.10)
98% CI 1z2.8, 13.1 12.7, 13.0 1z2.8, 13.0 0.1, 0.2 0, 0.2 o, 0.2
Median 13.0 12.9 132.0 0.1 -0.1 0
01, Q3 11.6, 14.2 11.5, 14.3 11.5, 14.3 -0.5, 0.8 -0.7, 0.8 -0.6, 0.8
Min, Max B.3, 18.7 B.0, 19.¢ B.O0, 19.& -5.8, 3.9 -3.1, &.7 -5.B, 6.7
Mean -0.0733
difference
95% CI -0.2106, 0.0&40
P-value [1] 0.295
P-value [2] 0.037
Day 14 n' 493 514 1007 473 404 Q&7
Mean (SD) 12.0 (1.83) 12.9 (1.9€) 12.9 (1.90) 0.2 (1.23) 0.1 (1.29) 0.1 (1.2&)
95% CI 12.8, 13.1 12,7, 13.1 12.8, 13.0 0.1, 0.3 0, 0.2 0.1, 0.2
Median 12.9 12.9 12.9 0.2 0.1 0.2
21, Q3 11.7, 14.2 11.5, 14.13 11.5, 14.32 -0.&6, 0.9 -0.6, OD.B -0.&6, 0.5
Min, Max B.a, 18.9 £.0, 17.4 £.0, 18.9 -4.9, 4.9 -8.0, &.6 -8.0, 6.8
Mean -0.1025
difference
95% CI -0.2616, 0.0565
P-value [1] 0.206
P-value [2] 0.309

[1] P-value is based on two-sided two sample t-test for RLE03I0 versus Placebo.
[2] P-value is based on Wilcoxon rank sum test for RLX030 wersus Placebo.

Note: n'
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RELAX-AHF: Hematology Test Results: Hemoglobin (g/dL) - Actual and Change From Baseline Population: Safety (Contd.)

Rcoctual Change From Baseline
Study Placebo RLXD30 Total Placebo RLXO30 Total
Day Statistic {(N=570) {(N=5&8) (N=11328) {(N=570} (N=5&8) (H=11348)
Day &0 n' 457 464 931 444 441 B85
Mean (SD) 12.7 (1.82) 12.7 (1.77) 12.7 (1.70) -0.1 (1.39) -0.2 (1.35) -0.1 (1.37)
95% CI 12.6, 12.9 12.6, 12.9 12.6, 12.8 -0.2, 0 -0.32, 0 -0.2, 0
Median 12.6 12.8 12.7 0 -0.1 -0.1
01, Q3 11.&, 13.8 11.4, 13.9 11.5, 13.9 -0.9, 0.9 -0.9, 0.6 -0.9, 0.7
Min, Max 7.9, 17.1 7.9, 17.3 7.9, 17.3 -5.7, 4.7 -7.7, 5.0 -7.7, 5.0
Mean -0.0721
difference
95% CI -0.2531, 0.1089%9
P-value [1] 0.435
P-value [2] 0.3&4

[1] DP-value is based on two-sided two sample t-test for RLE03I0 versus DPlacebo.

[2] P-value is based on Wilcoxon rank sum test for RLX030 wersus Placebo.

Note: n'
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RELAX-AHF: Hematology Test Results: HCT (RATIO) - Actual and Change From Baseline Population: Safety

Actual Change From Baseline
Study Placebo RLX030 Total Placebo RLXO30 Total
Day Statistic (N=570) (M=5&8) (N=1138) (N=570} (N=5&8) (N=11238)
Day 0 n' 543 541 l0e4
Mean (SD) 0.413 (0.0557) 0.414 (0.0583) 0.414 (0.0870)
98% CI 0.408, 0.418 0.409, 0.4189 0.410, 0.417
Median 0.412 0.415 0.413
o1, Q3 0.372, 0.450 0.377, 0.452 0.3274, 0.4%51
Min, Max 0D.244, 0.604 0.183, 0.581 0.183, 0.&604
Day 1 n' 31 524 1055 510 507 1017
Mean (30) 0.412 {0.0609) 0.407 (0.0807) 0.409 (0.0&0B) -0.001 {(0.03223) -0.00% (0.0313) -0.005 (0.0320)
95% CI 0.407, 0.417 0.402, 0.412 0.40&6, 0.413 -0.004, 0.001 -0.011, -0.00& -0.007, -0.003
Median 0.411 0.40& 0.409 -0.003 -0.008 -0.00%
01, Q3 0.372, 0.450 0.365, 0.442 0D.368, 0.44¢ -0.019, 0.0l1ls& -0.028, 0.009 -0.023, 0.014
Min, Max 0D.248, 0.689 0.233, 0.621 0D.233, 0.&89 -0.171, 0.255 -0.147, 0.19& -0.171, 0.255
Mean -0.00740
difference
95% CI -0.0113, -0.00348
D-value [1] <.001
DP-value [2] <.001
Day 2 n' 523 5El4 10327 504 404 9948
Mean (SD) 0.420 (0.0c08) 0.410 (0.0&09) 0.415 (0.0&10) 0.006 (0.03EE) -0.00& (0.035B) 0 (0.03g€)
95% CI 0.415, 0.425 0.405, 0.415 0.412, 0.419 0o.002, 0.009 -0.009, -0.002 -0.002, 0.002
Median 0.420 0.411 0.41¢€ 0.005 -0.00& 0
01, Q3 0.380, 0.4&0 0D.366, 0.449 0.370, 0.455 -0.01e, 0.027 -0.030, 0.018 -0.023, 0.023
Min, Max 0.256, 0.643 0.251, 0.611 0.251, 0.&43 -0.1B0, 0.136 -0.113, 0.151 -0.180, 0.151
Mean -0.0111
difference
95% CI -0.015&, -0.00&&0
D-value [1] <.001
D-value [2] <.001

[1] P-value is based on two-sided two sample t-test for RLE02Z0 wversus DPlacebo.

[2] P-wvalue is based on Wilcoxon rank sum test for RLXO030 wersus Placebo.

Hote: n'
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RELAX-AHF: Hematology Test Results: HCT (RATIO) - Actual and Change From Baseline Population: Safety (Contd.)

Bctual Change From Baseline

Study Placebo RLX0D30 Total Placebo RLX0D30 Total

Daw Statistic (N=570) (H=5&8) (N=11328) {(H=570) (H=5&8) (N=11328)

Day 2 n' 477 453 940 4&0 445 909
Mean (SD) 0.420 (0.0584}) 0.410 (0.0&4E) 0.415 (D.0&1E) 0.007 (0.0381) -0.004 (0.041B) 0.002 (0.0403)
98% CI 0.415, 0.426 0.404, 0.416 0.411, 0.419 0o.004, 0.011 -0.008, 0 -0.001, 0.004
Median 0.422 0.40& 0.414 0.007 -0.00& 0.001
01, Q3 0.381, 0.457 0.368, 0.451 0.375, 0.454 -0.017, 0.030 -0.029, 0.018 -0.023, 0.026
Min, Max 0.254, 0.5%6 0.140, 0.634 0.140, 0.&£34 -0.1B81, 0.143 -0.262, 0.213 -0.262, 0.213
Mean -0.011¢
difference
98% CI -0.0168, -0.00&39
P-value [1] <.001
P-value [2] <.001

Day 4 n' 422 403 825 40¢ 391 797
Mean (5D) 0.418 (0.057&8) 0.414 (0.0633) 0.41& (0.0&04) 0.004 (0.037B) 0 {(0.042E6) 0.002 (0.0402)
95% CI 0.412, 0.423 0.407, 0.420 0.412, 0.420 0.001, 0.008 -0.004, 0.004 0, 0.005
Median 0.415 0.410 0.413 0.002 -0.003 0
o1, Q2 0.376, 0.458 0.369, 0.455 0.3272, 0.456 -0.018, 0.030 -0.026, 0.024 -0.021, 0.028
Min, Max 0.256, 0.559 0.230, 0.553 0.230, 0.559 -0.201, 0.150 -0.128, 0.273 -0.201, 0.273
Mean -0.00427
difference
95% CI -0.009B&, 0.00132
P-value [1] 0.134
P-value [2] 0.035

[1] P-value is based on two-sided two sample t-test for RLE02Z0 wversus DPlacebo.
[2] DP-value is based on Wilcoxon rank sum test for RLX030 wersus Placebo.
= number of patients with mesasurement

HNote:

bl I
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RELAX-AHF: Hematology Test Results: HCT (RATIO) - Actual and Change From Baseline Population: Safety (Contd.)

Bctual Change From Baseline

Study Placebo RLX0D30 Total Placebo RLX0D30 Total

Daw Statistic (N=570) (H=5&8) (N=1128) {(H=570) (H=5&8) (N=11328)

Day 5 n' 511 514 1025 492 493 985
Mzan (SD) 0.417 (0D.0&03) 0.413 (0.0599) 0D.415 (0.0&01) 0.003 (0.0375) -0.001 (0.0392) 0.001 (0.03g4)
95% CI 0.412, 0.423 0.408, 0.418 0.412, 0.419 0o, 0.007 -0.004, 0.003 -0.001, 0.004
Median 0.416 0.414 0.414 0.003 -0.004 0
01, Q3 0.374, 0.456 0.373, 0.453 0.373, 0.455 -0.020, 0.026 -0.027, 0.023 -0.023, 0.024
Min, Max 0.262, 0.637 0.249, 0.&18 0.249, 0.&£37 -0.20&6, 0.142 -0.102, 0.206 -0.206, 0.206&
Mean -0.00412
difference
95% CI -0.00891, 0.000&77
P-value [1] 0.082
P-value [2] 0.011

Day 14 n' 493 514 1007 473 494 9&7
Mean (SD) 0.417 {0.0578) 0D.412 {(0.0&00) 0.415 (0.0589) n.004 (0.0411) -0.002 (0.0433) 0.001 (0.0423)
98% CI 0.412, 0.422 0.407, 0.417 0.411, 0.418 o, 0.007 -0.005%, 0.002 -Q.002, 0.004
Median 0.414 0D.410 0.412 0D.0032 L] 0.002
01, Q3 0.374, 0.455 0.370, 0.453 0.272, 0.453 -0.022, 0.030 -0.026, 0.021 -0.024, 0.026
Min, Max 0.279, 0.&18 0.179, 0.587 0.179, 0.&18 -0.172, 0.138 -0.273, 0.207 -0.273, 0.207
Mean -0.00530
difference
98% CI -0.010&, 0.000028
P-value [1] 0.051
P-value [2] 0.054

[1] P-value is based on two-sided two sample t-test for RLE03I0 wversus Placebo.
[2] P-value is based on Wilcoxon rank sum test for RLX030 wersus Placebo.

Hote:

n I
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RELAX-AHF: Hematology Test Results: HCT (RATIO) - Actual and Change From Baseline Population: Safety (Contd.)

Bctual Change From Baseline
Study Placebo RLX0D30 Total Placebo RLX0D30 Total
Day Statistic (N=570) (H=5&8) (N=11328) {(H=570) (H=5&8) (N=11328)
Day &0 n' 457 454 931 444 447 B85
Mean (SD) 0.408 {0.0505) 0.407 {0.0540) 0.407 (0.08522) -0.007 (0.0459) -0.011 {(0.0452) -0.00% (0.0458&)
95% CI 0.403, 0.413 0.402, 0.412 0.404, 0.411 -0.011, -0.003 -0.015, -0.007 -0.012, -0.00&
Median 0.408 0.404 0.40€& -0.00& -0.011 -0.008
01, Q3 0.373, 0.442 0.370, 0.444 0.371, 0.443 -0.036, 0.025 -0.037, 0.01le -0.03&, 0.020
Min, Max 0.264, 0.5&4 0.257, 0.574 0.257, 0.574 -0.1B8, 0.145 -0.208, 0.159 -0.208, 0.159
Mean -0.00379
difference
95% (CI -0.009B0, 0.00223
P-value [1] 0.217
D-value [2] 0.087

[1] P-value is based on two-sided two sample t-test for RLE02Z0 wversus DPlacebo.
[2] DP-value is based on Wilcoxon rank sum test for RLX030 wersus Placebo.
HNote: n' = number of patients with measurement
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RELAX-AHF: Hematology Test Results: RBC (x10712/L) - Actual and Change From Baseline Population: Safety

ARctual Change From Baseline
Study Placebo RLXO3O Total Placebo RLI0O30 Total
Day Statistic (N=570) (H=5&8) (N=1138) (N=5T70) (N=5&8) (H=1138)
Day 0 n' 543 541 10B4
Mean (SD) 4.38 (0.646) 4.40 (0.625) 4.39 (0.635)
95% CI 4.33, 4.44 4.35, 4.45 4_35, 4 .43
Median 4_37 4.40 4.40
o1, Q2 1.94, 4.75 1.99, 4.80 1.97, 4.77
Min, Max 2.57, T7.18 1.78, &.11 1.78, 7.18
Day 1 n' 531 524 1055 510 507 1017
Mean (5D) 4.37 (0.671) .33 {0.841) .35 {0.E5&) -0.01 {0.235) -0.08 {(0.300) -0.04 {(0.300)
95% CI 4.32, 4.43 .27, 4.38 .31, 4.35 -0.03, 0.02 -0.11, -0.06 -0.0&6, -0.03
Median 4_35 .30 .32 -0.01 -0.08 -0.04
o1, Q2 3 LT .93, 4.75 .93, .76 17, -0.26, 0.07 -0.22,
Min, Max 2 .93 11, &.44 11, .93 .59, -1.23, 2.20 -1.59,
Mean -0.0797
difference
95% CI -0.1163, -0.0431
P-value [1] <.001
P-value [2] <.001
Day 2 n' 523 514 1037 504 494 998
Mean (SD) 4.45 (0D.663) 4.36 (0D.641) 4.40 (0.657) 0.05 {(0.334) -0.05 (0.342) 0 (0.342)
95% CI 4.39, 4.51 4,30, 4.41 4.36, 4.44 0.02, 0.08 -¢.08, -0.02 -0.02, 0.02
Median 4.41 4,32 4.37 0.0& -0.07 0
01, Q3 4.02, 4.B¢ 1.92, 4.78 1.99, 4.B2 -0.14, 0.24 -0.28, 0.15 -0.21, 0.21
Min, Max 2.55, 6.74 2.43, T.25 2.43, T.25 -1.72, 1.33 -1.00, 1.98 -1.72, 1.98
Mean -0.1055
difference
95% CI -0.1475, -0.0E835
P-value[1] <.001
P-value [2] <.001

[1] P-value is based on two-sided two sample t-test for RLE03I0 wversus Placebo.
[2] P-value is based on Wilcoxon rank sum test for RLX030 versus Placebo.
Note: n' = number of patients with measurement
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RELAX-AHF: Hematology Test Results: RBC (x10712/L) - Actual and Change From Baseline Population: Safety (Contd.)

ARctual Change From Baseline

Study Placebo RLXO3O Total Placebo RLI0O30 Total

Day Statistic (N=570) (H=5&8) (N=1138) (N=5T70) (N=5&8) (H=1138)

Day 2 n' 477 453 940 4c0 445 909
Mean (SD) 4.44 (0.651) 4.37 (0.68B6) 4.40 (0.689) 0.06 (0.249) -0.02 {(0.239) 0.02 (0.377)
95% CI 4.38, 4.49 4.31, 4.43 4.36, 4.45 0.032, 0.10 -0.07, 0.01 -0.01, 0.04
Median 4,43 4.34 4.38 0.05 -0.056 0.02
01, Q3 4,02, 4.8B2 1.965, 4.83 4.00, 4.B2 -0.15, 0.28 -0.27, 0.19 -0.21, 0.24
Min, Max 2.42, &.65 1.28, T.B2 1.28, 7.B2 -1.77, 1.32 -2.54, 2.31 -2.54, 2.31
Mean -0.0959
difference
98% CI -0.144¢6¢, -0.0472
P-value [1] <.001
P-value [2] <.001

Day 4 n' 422 403 825 406 391 797
Mean (SD) 4.41 (D.e42) 4.40 (0.6B&) 4.41 (0.683) 0D.05 {(0.3861) 0.01 (0.416) 0.03 (0.389)
98% CI 4,35, 4.47 4.34, 4.47 4,36, 4.45 0.01, 0.08 -0.04, 0.05 a, 0.05
Median 4 .35 4.37 4,38 D.04 -0.02 i}
01, Q3 4,03, 4.B]1 1.96, 4.85 1.98, 4.B3 -0.1&, 0.29 -0.27, 0.24 -0.22, 0.26
Min, Max 2.89, &.55 2.09, 7.33 2.09, 7.33 -1.99, 1.37 -1.01, 2.88 -1.99, 2.88
Mean -0.040¢6
difference
95% CI -0.0%948, 0.0135
P-value[1] 0.141
P-value [2] 0.019

[1] P-value is based on two-sided two sample t-test for RLE03I0 wversus Placebo.
[2] P-value is based on Wilcoxon rank sum test for RLX030 versus Placebo.
Note: n' = number of patients with measurement
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RELAX-AHF: Hematology Test Results: RBC (x10712/L) - Actual and Change From Baseline Population: Safety (Contd.)

ARctual Change From Baseline

Study Placebo RLXO3O Total Placebo RLI0O30 Total

Daxy Statistic (N=570) (H=5&8) (N=1138) (N=5T70) (N=5&8) (H=1138)

Day 5 n' 511 514 1025 492 493 985
Mean (£D) 4.44 (D.EED) 4.42 (0.€E69) 4.43 (0.6864) 0D.05 (0.3c8) 0.02 (0.402) 0.03 (0.385)
98% CI 4.38, 4.50 4 36, 4.48 4.39, 4.47 0.0z, 0.08 -0.02, 0.05 0.01, 0.06
Median 4.44 4.44 4.44 0.03 -0.01 0.01
01, Q3 1.59, 4.B4 1.599, 4.83 1.99, 4.B4 -0.18, 0.27 -0.25, 0.25 -0.21, 0.26
Min, Max 2.48, &.7¢& 2.15, 7.53 2.15, 7.53 -2.03, 1.43 -0.97, 2.49 -2.03, 2.49
Mean -0.029¢6
difference
95% CI -0.0778, 0.0185
P-value [1] 0.228
P-value [2] 0.033

Day 14 n' 453 514 1007 473 494 Q&7
Mean (£D) 4.47 (0.645) 4.44 (0.654) 4.45 (0.650) 0D.09 (0.423) 0.04 (0.449) 0.0&6 (0.437)
95% CI 4,42, 4.53 4.38, 4.49 4,41, 4.49 0.0, 0.13 0, 0.08 0.04, 0.09
Median 4._45 4.432 4.44 0.09 0.0& 0.07
01, Q3 4.01, 4.89 1.599, 4,85 4.00, 4.8B7 -0.19, 0.34 -0.22, 0.29 -0.21, 0.33
Min, Max 3.07, 6.72 2.04, T7.00 2.04, 7.00 -1.71, 1.45 -2.85, 2.44 -2.B5, 2.44
Mean -0.0457
difference
98% CI -0.1008, 0.00941
P-value [1] 0.104
P-value [2] 0.121

[1] P-value is based on two-sided two sample t-test for BELE03I0 versus Placebo.
[2] P-value is based on Wilcoxon rank sum test for RLX030 versus Placebo.
Note: n' = number of patients with measurement
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RELAX-AHF: Hematology Test Results: RBC (x10712/L) - Actual and Change From Baseline Population: Safety (Contd.)

ARoctual Change From Basseline
Study Placebo RLXO3IO Total Placebo RLEO30 Total
Day Statistic (N=570) (N=5&8) (N=1138) (N=570) (N=5&8) (N=1138)
Day €0 n' 4587 4564 9311 444 441 Bas5
Mean (SD) 4.40 (0.804) 4.40 (0.814) 4.40 (0.80%) 0 (0.471) -0.02 (0.474) -0.01 (D.473)
95% CI 4_35, 4.4¢6 4.34, 4.45 4.36, 4.44 -0.04, 0.05% -0.07, 0.02 -0.04, D.02
Median 4.36 4.35 4.36 0.02 -0.01 0.01
01, Q2 4.02, 4.80 31.99, 4.76 4.00, 4.78 -0.27, 0.21 -0.30, 0.24 -0.29, 0.28
Min, Max 2.75, £.37 2.0, &.532 2.60, &6.53 -1.94, 1.34 -2.29, 1.81 -2.29, 1.81
Mean -0.0314
difference
95% CI -0.0%938, 0.0310
D-valus[1] 0.324
D-value [2] 0.207

[1] P-value is based on two-sided two sample t-test for RLE03I0 wversus Placebo.
[2] P-value is based on Wilcoxon rank sum test for RLX030 versus Placebo.
Note: n' = number of patients with measurement
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