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Notes:

Paediatric regulatory details

Is trial part of an agreed paediatric
investigation plan (PIP)

No

Does article 45 of REGULATION (EC) No
1901/2006 apply to this trial?

No

Does article 46 of REGULATION (EC) No
1901/2006 apply to this trial?

No

Notes:
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Results analysis stage

Analysis stage Final

Date of interim/final analysis 29 July 2015
Is this the analysis of the primary No
completion data?

Global end of trial reached? Yes

Global end of trial date 09 June 2015
Was the trial ended prematurely? No

Notes:

General information about the trial

Main objective of the trial:

The objective of the study was to find the optimal dose of the oral soluble guanylate cyclase (sGC)
stimulator vericiguat for Phase III that can be given in addition to standard therapy for heart failure with
reduced ejection fraction (EF) (HFrEF) by characterizing the safety, tolerability, pharmacodynamic
effects, and pharmacokinetics (PK), and detecting a significant dose-response relationship in the primary
endpoint change in N-terminal pro-brain natriuretic peptide (NT-ProBNP) at 12 weeks in subjects with
worsening chronic heart failure with reduced ejection fraction (HFrEF).

Protection of trial subjects:

The conduct of this clinical study met all local legal and regulatory requirements. The study was
conducted in accordance with the ethical principles that have their origin in the Declaration of Helsinki
and the International Conference on Harmonization guideline E6: Good Clinical Practice. Before entering
the study, the informed consent form was read by and explained to all subjects and/or their legally
authorized representative. Participating subjects signed informed consent form and could withdraw from
the study at any time without any disadvantage and without having to provide a reason for this decision.
Only investigators qualified by training and experience were selected as appropriate experts to

investigate the study drug.

Background therapy: -

Evidence for comparator: -

Actual start date of recruitment

29 November 2013

Long term follow-up planned No
Independent data monitoring committee|Yes

(IDMC) involvement?

Notes:

Population of trial subjects

Subjects enrolled per country

Country: Number of subjects enrolled |Austria: 17
Country: Number of subjects enrolled Belgium: 23
Country: Number of subjects enrolled |Australia: 5
Country: Number of subjects enrolled Bulgaria: 41
Country: Number of subjects enrolled Canada: 4
Country: Number of subjects enrolled [Czech Republic: 16
Country: Number of subjects enrolled Denmark: 5
Country: Number of subjects enrolled France: 7
Country: Number of subjects enrolled Germany: 21
Country: Number of subjects enrolled |[Greece: 17
Country: Number of subjects enrolled Hungary: 24
Country: Number of subjects enrolled [Israel: 42
Country: Number of subjects enrolled Italy: 40
Country: Number of subjects enrolled [Japan: 30
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Country: Number of subjects enrolled

Netherlands: 7

Country: Number of subjects enrolled

Poland: 32

Country: Number of subjects enrolled

Singapore: 21

Country: Number of subjects enrolled

Korea, Republic of: 1

Country: Number of subjects enrolled Spain: 32
Country: Number of subjects enrolled [Sweden: 15
Country: Number of subjects enrolled Switzerland: 4
Country: Number of subjects enrolled [Taiwan: 24

Country: Number of subjects enrolled

United Kingdom: 3

Country: Number of subjects enrolled

United States: 25

Worldwide total number of subjects

456

EEA total number of subjects

300

Notes:

Subjects enrolled per age group

In utero 0
Preterm newborn - gestational age < 37|0
wk

Newborns (0-27 days) 0
Infants and toddlers (28 days-23 0
months)

Children (2-11 years) 0
Adolescents (12-17 years) 0
Adults (18-64 years) 172
From 65 to 84 years 256
85 years and over 28
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Subject disposition

Recruitment

Recruitment details:

The study was conducted at 144 centers in 24 countries between 29 November 2013 (first subject first
visit) and 09 June 2015 (last subject last visit).

Pre-assignment

Screening details:

Overall 632 subjects were enrolled, of them 176 were screen failure and 456 were randomized. One
subject did not receive study drug after randomization. Among the 455 subjects who received study
drug 348 completed the study (that is completed both the treatment and follow-up periods) and 108
subjects did not complete the study.

Period 1

Period 1 title Treatment Period

Is this the baseline period? Yes

Allocation method Randomised - controlled

Blinding used Double blind

Roles blinded Subject, Investigator, Carer, Assessor
Arms

Are arms mutually exclusive? Yes

Arm title Placebo

Arm description:

Subjects received placebo matched to vericiguat (BAY1021189) orally once daily for 12 weeks. Sham
titrations included on Days 14 and 28.

Arm type Placebo
Investigational medicinal product name |Placebo
Investigational medicinal product code |Placebo
Other name

Pharmaceutical forms Tablet
Routes of administration Oral use

Dosage and administration details:

Subjects received placebo matched to vericiguat (BAY1021189) orally once daily for 12 weeks. Sham
titrations included on Days 14 and 28.

Arm title BAY1021189 1.25 milligram (mg)

Arm description:

Subjects received vericiguat (BAY1021189) 1.25 mg orally once daily for 12 weeks. Sham titrations
included on Days 14 and 28.

Arm type Experimental
Investigational medicinal product name [Vericiguat
Investigational medicinal product code |BAY1021189
Other name

Pharmaceutical forms Tablet
Routes of administration Oral use

Dosage and administration details:

Subjects received single oral dose of Vericiguat tablet (BAY1021189) 1.25 mg once daily for 12 weeks
with sham titrations on 14 and 28 days.

Arm title BAY1021189 2.5 mg

Arm description:

Subjects received vericiguat (BAY1021189) 2.5 mg orally once daily for 12 weeks. Sham titrations
included on Days 14 and 28.

Arm type |Experimenta|
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Investigational medicinal product name |Vericiguat
Investigational medicinal product code |BAY1021189
Other name

Pharmaceutical forms Tablet
Routes of administration Oral use

Dosage and administration details:

Subjects received vericiguat (BAY1021189) 2.5 mg orally once daily for 12 weeks. Sham titrations

included on Days 14 and 28.

Arm title

BAY1021189 from 2.5 to 5 mg

Arm description:

Subjects received vericiguat (BAY1021189) for 12 weeks, starting on 2.5 mg once daily with potential
up-titration to 5 mg once daily after 14 or 28 days. Sham titration included on Day 28.

Arm type Experimental
Investigational medicinal product name |Vericiguat
Investigational medicinal product code |BAY1021189
Other name

Pharmaceutical forms Tablet
Routes of administration Oral use

Dosage and administration details:

Subjects received vericiguat (BAY1021189) for 12 weeks, starting on 2.5mg once daily with potential
up-titration to 5 mg once daily after 14 or 28 days. Sham titration included on Day 28.

Arm title

BAY1021189 from 2.5 to 10 mg

Arm description:

Subjects received vericiguat (BAY1021189) for 12 weeks, starting on 2.5 mg once daily with potential
up-titration to 5 mg once daily after 14 days, and up-titration to 10 mg once daily after 28 days.

Arm type Experimental
Investigational medicinal product name [Vericiguat
Investigational medicinal product code |BAY1021189
Other name

Pharmaceutical forms Tablet
Routes of administration Oral use

Dosage and administration details:

Subjects received vericiguat (BAY1021189) for 12 weeks, starting on 2.5 mg once daily with potential
up-titration to 5 mg once daily after 14 days, and up-titration to 10 mg once daily after 28 days.

Number of subjects in period 1 Placebo BAY1021183 1.25 |5,v1021189 2.5 mg
milligram (mg)

Started 92 91 91

Completed 73 70 76

Not completed 19 21 15
Adverse event, serious fatal 3 2 2
Consent withdrawn by subject 5 2 1
Physician decision - - -
Adverse event, non-fatal 7 10 9
Protocol driven decision point - 5 -
Lost to follow-up 1 - -
Non compliance with study drug 1 2 2
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Protocol deviation 2 - 1
Number of subjects in period 1 | BAY1021189 from | BAY1021189 from
2.5to 5mg 2.5to0 10 mg
Started 91 91
Completed 69 74
Not completed 22 17
Adverse event, serious fatal 1 2
Consent withdrawn by subject 7 3
Physician decision - 1
Adverse event, non-fatal 8 8
Protocol driven decision point 2 1
Lost to follow-up 1 -
Non compliance with study drug - -
Protocol deviation 3 2

Period 2

Period 2 title Follow Up period

Is this the baseline period? No

Allocation method Randomised - controlled

Blinding used Double blind

Roles blinded Subject, Investigator, Carer, Assessor
Arms

Are arms mutually exclusive? No

Arm title Placebo

Arm description:

Subjects received placebo matched to vericiguat (BAY1021189) orally once daily for 12 weeks. Sham

titrations included on Days 14 and 28.

Arm type Placebo
Investigational medicinal product name |Placebo
Investigational medicinal product code |Placebo
Other name

Pharmaceutical forms Tablet
Routes of administration Oral use

Dosage and administration details:

Subjects received placebo matched to vericiguat (BAY1021189) orally once daily for 12 weeks. Sham

titrations included on Days 14 and 28.

Arm title

BAY1021189 1.25 milligram (mg)

Arm description:

Subjects received vericiguat (BAY1021189) 1.25 mg orally once daily for 12 weeks. Sham titrations

included on Days 14 and 28.

Arm type

|Experimenta|
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Investigational medicinal product name |Vericiguat
Investigational medicinal product code |BAY1021189
Other name

Pharmaceutical forms Tablet
Routes of administration Oral use

Dosage and administration details:

Subjects received single oral dose of Vericiguat tablet (BAY1021189) 1.25 mg once daily for 12 weeks

with sham titrations on 14 and 28 days.

Arm title

BAY1021189 2.5 mg

Arm description:

Subjects received vericiguat (BAY1021189) 2.5 mg orally once daily for 12 weeks. Sham titrations

included on Days 14 and 28.

Arm type

Experimental

Investigational medicinal product name |Vericiguat
Investigational medicinal product code |BAY1021189
Other name

Pharmaceutical forms Tablet
Routes of administration Oral use

Dosage and administration details:

Subjects received vericiguat (BAY1021189) 2.5 mg orally once daily for 12 weeks. Sham titrations

included on Days 14 and 28.

Arm title

BAY1021189 from 2.5 to 5 mg

Arm description:

Subjects received vericiguat (BAY1021189) for 12 weeks, starting on 2.5 mg once daily with potential
up-titration to 5 mg once daily after 14 or 28 days. Sham titration included on Day 28.

Arm type Experimental
Investigational medicinal product name [Vericiguat
Investigational medicinal product code |BAY1021189
Other name

Pharmaceutical forms Tablet
Routes of administration Oral use

Dosage and administration details:

Subjects received vericiguat (BAY1021189) for 12 weeks, starting on 2.5mg once daily with potential
up-titration to 5 mg once daily after 14 or 28 days. Sham titration included on Day 28.

Arm title

BAY1021189 from 2.5 to 10 mg

Arm description:

Subjects received vericiguat (BAY1021189) for 12 weeks, starting on 2.5 mg once daily with potential
up-titration to 5 mg once daily after 14 days, and up-titration to 10 mg once daily after 28 days.

Arm type Experimental
Investigational medicinal product name |Vericiguat
Investigational medicinal product code |BAY1021189
Other name

Pharmaceutical forms Tablet
Routes of administration Oral use

Dosage and administration details:

Subjects received vericiguat (BAY1021189) for 12 weeks, starting on 2.5 mg once daily with potential
up-titration to 5 mg once daily after 14 days, and up-titration to 10 mg once daily after 28 days.
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Number of subjects in period 2

BAY1021189 1.25

Placebo . BAY1021189 2.5 mg
milligram (mg)
Started 87 88 88
Completed 79 79 84
Not completed 8 9 4
Adverse event, serious fatal 1 3 2
Consent withdrawn by subject 4 1 -
Logistical difficulties 1 2 -
Adverse event, non-fatal - 3 2
Non-compliance with study drug 1 - -
Lost to follow-up 1 - -

Number of subjects in period 2

BAY1021189 from

BAY1021189 from

2.5to 5mg 2.5to 10 mg
Started 87 88
Completed 76 78
Not completed 11 10
Adverse event, serious fatal 2 1
Consent withdrawn by subject 5 3
Logistical difficulties - -
Adverse event, non-fatal 3 5
Non-compliance with study drug - -
Lost to follow-up 1 1
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Baseline characteristics

Reporting groups

Reporting group title |Placebo

Reporting group description:

Subjects received placebo matched to vericiguat (BAY1021189) orally once daily for 12 weeks. Sham
titrations included on Days 14 and 28.

Reporting group title |BAY1021189 1.25 milligram (mg)

Reporting group description:

Subjects received vericiguat (BAY1021189) 1.25 mg orally once daily for 12 weeks. Sham titrations
included on Days 14 and 28.

Reporting group title |BAY1021189 2.5 mg

Reporting group description:

Subjects received vericiguat (BAY1021189) 2.5 mg orally once daily for 12 weeks. Sham titrations
included on Days 14 and 28.

Reporting group title |BAY1021189 from 2.5 to 5 mg

Reporting group description:

Subjects received vericiguat (BAY1021189) for 12 weeks, starting on 2.5 mg once daily with potential
up-titration to 5 mg once daily after 14 or 28 days. Sham titration included on Day 28.

Reporting group title |BAY1021189 from 2.5 to 10 mg

Reporting group description:

Subjects received vericiguat (BAY1021189) for 12 weeks, starting on 2.5 mg once daily with potential
up-titration to 5 mg once daily after 14 days, and up-titration to 10 mg once daily after 28 days.

Reporting group values Placebo BAY1021189 1.25 [BAY1021189 2.5 mg

milligram (mg)

Number of subjects 92 91 91

Age categorical
Units: Subjects

<65 38 38 30
65-75 26 19 37
> 75 28 34 24
Age continuous
Units: years
arithmetic mean 67 67.6 67.6
standard deviation +13.1 +12.9 +11.5

Gender categorical
Units: Subjects

Female 19 21 19
Male 73 70 72
Reporting group values BAY1021189 from | BAY1021189 from Total
2.5to 5 mg 2.5to 10 mg
Number of subjects 91 91 456

Age categorical
Units: Subjects

<65 38 28 172
65-75 32 34 148
> 75 21 29 136
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Age continuous

Units: years
arithmetic mean 66.7 68.9
standard deviation + 11.6 +12.4 -

Gender categorical
Units: Subjects

Female 17 14 90
Male 74 77 366
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End points

End points reporting groups

Reporting group title |PIacebo

Reporting group description:

Subjects received placebo matched to vericiguat (BAY1021189) orally once daily for 12 weeks. Sham
titrations included on Days 14 and 28.

Reporting group title [BAY1021189 1.25 milligram (mg)
Reporting group description:

Subjects received vericiguat (BAY1021189) 1.25 mg orally once daily for 12 weeks. Sham titrations
included on Days 14 and 28.

Reporting group title |BAY1021189 2.5 mg
Reporting group description:

Subjects received vericiguat (BAY1021189) 2.5 mg orally once daily for 12 weeks. Sham titrations
included on Days 14 and 28.

Reporting group title |BAY1021189 from 2.5to 5 mg
Reporting group description:

Subjects received vericiguat (BAY1021189) for 12 weeks, starting on 2.5 mg once daily with potential
up-titration to 5 mg once daily after 14 or 28 days. Sham titration included on Day 28.

Reporting group title |BAY1021189 from 2.5 to 10 mg
Reporting group description:

Subjects received vericiguat (BAY1021189) for 12 weeks, starting on 2.5 mg once daily with potential
up-titration to 5 mg once daily after 14 days, and up-titration to 10 mg once daily after 28 days.

Reporting group title |PIacebo
Reporting group description:

Subjects received placebo matched to vericiguat (BAY1021189) orally once daily for 12 weeks. Sham
titrations included on Days 14 and 28.

Reporting group title |BAY1021189 1.25 milligram (mg)
Reporting group description:

Subjects received vericiguat (BAY1021189) 1.25 mg orally once daily for 12 weeks. Sham titrations
included on Days 14 and 28.

Reporting group title [BAY1021189 2.5 mg
Reporting group description:

Subjects received vericiguat (BAY1021189) 2.5 mg orally once daily for 12 weeks. Sham titrations
included on Days 14 and 28.

Reporting group title |BAY1021189 from 2.5to 5 mg
Reporting group description:

Subjects received vericiguat (BAY1021189) for 12 weeks, starting on 2.5 mg once daily with potential
up-titration to 5 mg once daily after 14 or 28 days. Sham titration included on Day 28.

Reporting group title |BAY1021189 from 2.5 to 10 mg
Reporting group description:

Subjects received vericiguat (BAY1021189) for 12 weeks, starting on 2.5 mg once daily with potential
up-titration to 5 mg once daily after 14 days, and up-titration to 10 mg once daily after 28 days.

Subject analysis set title Full analysis set (FAS)

Subject analysis set type Full analysis

Subject analysis set description:

FAS (N=456) included all subjects randomized to treatment and was used to display baseline
characteristics and efficacy analyses.

Subject analysis set title Safety analysis set (SAF)

Subject analysis set type Safety analysis

Subject analysis set description:

SAF (N=455) included all subjects from FAS who received at least 1 dose of study drug and was used to
display baseline characteristics and safety analyses.

Subject analysis set title Per protocol set (PPS)
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Subject analysis set type

Per protocol

Subject analysis set description:

PPS (N=351) included subjects who were randomized to treatment and had a valid measurement of NT-
proBNP at baseline and at Week 12 and showed no major protocol deviations. The PPS was the primary
analysis set for the primary efficacy analysis and was used for further efficacy analyses and baseline

characteristics.

Subject analysis set title

Pooled 2.5 mg up to 10 mg

Subject analysis set type

Sub-group analysis

Subject analysis set description:

Pooled 2.5 mg up to 10 mg: (N= 213) The three highest dose arms (BAY1021189 2.5 mg, 2.5-5 mg,

and 2.5-10 mg) were pooled and used for the primary analysis of the primary endpoint.

Primary: Change From Baseline in Log-Transformed N-Terminal Pro-Brain
Natriuretic Peptide (NTproBNP) to Week 12

End point title

Change From Baseline in Log-Transformed N-Terminal Pro-

Brain Natriuretic Peptide (NTproBNP) to Week 12

End point description:

Log-Transformed N-Terminal Pro-Brain Natriuretic Peptide (NTproBNP) is a circulating plasma biomarker
of cardiovascular function and prognosis in heart failure.

End point type Primary
End point timeframe:
Baseline, Week 12
End point values Placebo 1E.32A;(1n?i%|ilglr§?n BA§1321189 2@:113.251308?5
(mg) > M9 mg
Subject group type Reporting group Reporting group Reporting group Reporting group
Number of subjects analysed 69111 69121 73031 6704
Units: log-transformed picograms per
milliliter
arithmetic mean (standard deviation) _(;)82189(;): _85223(; _00737295 _82234(;
Notes:
[1] - PPS
[2] - PPS
[3] - PPS
[4] - PPS
BAY1021189
End point values from 2.5 to 10 nglig 12(.)5mn;g
mg
Subject group type Reporting group |Subject analysis set
Number of subjects analysed 73081 213
Units: log-transformed picograms per
milliliter
arithmetic mean (standard deviation) _8342;';5(;: _8‘8‘2,33()*

Notes:
[5] - PPS

Statistical analyses
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Statistical analysis title Statistical analysis 1

Statistical analysis description:

For the primary analysis, the three highest active treatment groups (BAY1021189 2.5mg, BAY1021189
2.5 to 5mg, BAY1021189 2.5 to 10mg) were pooled and compared to the assigned placebo treatment
group with a one-sided two-sample t-test at the significance level of 5 percent (%). Results are reported
including 90% confidence intervals (CI) for the difference of means.

Comparison groups Placebo v Pooled 2.5 mg up to 10 mg
Number of subjects included in analysis (282
Analysis specification Pre-specified
Analysis type other
P-value = 0.1506
Method t-test, 1-sided
Parameter estimate Mean difference (net)
Point estimate -0.122
Confidence interval

level 90 %

sides 2-sided

lower limit -0.32

upper limit 0.07
Statistical analysis title Statistical analysis 2

Statistical analysis description:

In case of a significant result in the primary analysis of the primary endpoint, pairwise comparisons to
Placebo were performed in a hierarchical manner (from BAY1021189 from 2.5 to 10mg dose arm to
BAY1021189 1.25mg dose arm). In case of non-significance of the primary analyses, these secondary
analyses were specified as exploratory only.

Comparison groups Placebo v BAY1021189 from 2.5 to 10 mg
Number of subjects included in analysis (142
Analysis specification Pre-specified
Analysis type other
P-value = 0.0483
Method t-test, 1-sided
Parameter estimate Mean difference (net)
Point estimate -0.2494
Confidence interval

level 90 %

sides 2-sided

lower limit -0.5

upper limit 0
Statistical analysis title Statistical analysis 3

Statistical analysis description:

In case of a significant result in the primary analysis of the primary endpoint, pairwise comparisons to
Placebo were performed in a hierarchical manner (from BAY1021189 from 2.5 to 10mg dose arm to
BAY1021189 1.25mg dose arm). In case of non-significance of the primary analyses, these secondary
analyses were specified as exploratory only.

Comparison groups |PIacebo v BAY1021189 from 2.5 to 5 mg
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Number of subjects included in analysis

136

Analysis specification

Pre-specified

Analysis type other
P-value = 0.3042
Method t-test, 1-sided
Parameter estimate Mean difference (net)
Point estimate -0.0731
Confidence interval

level 90 %

sides 2-sided

lower limit -0.31

upper limit 0.16

Statistical analysis title

Statistical analysis 4

Statistical analysis description:

In case of a significant result in the primary analysis of the primary endpoint, pairwise comparisons to
Placebo were performed in a hierarchical manner (from BAY1021189 from 2.5 to 10mg dose arm to
BAY1021189 1.25mg dose arm). In case of non-significance of the primary analyses, these secondary
analyses were specified as exploratory only.

Comparison groups

Placebo v BAY1021189 2.5 mg

Number of subjects included in analysis

142

Analysis specification

Pre-specified

Analysis type other
P-value = 0.3841
Method t-test, 1-sided
Parameter estimate Mean difference (net)
Point estimate -0.0396
Confidence interval

level 90 %

sides 2-sided

lower limit -0.26

upper limit 0.18

Statistical analysis title

Statistical analysis 5

Statistical analysis description:

In case of a significant result in the primary analysis of the primary endpoint, pairwise comparisons to
Placebo were performed in a hierarchical manner (from BAY1021189 from 2.5 to 10mg dose arm to
BAY1021189 1.25mg dose arm). In case of non-significance of the primary analyses, these secondary
analyses were specified as exploratory only.

Comparison groups

Placebo v BAY1021189 1.25 milligram (mg)

Number of subjects included in analysis

138

Analysis specification

Pre-specified

Analysis type other
P-value = 0.5444
Method t-test, 1-sided

Parameter estimate

Mean difference (net)

Point estimate

0.0151
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Confidence interval

level 90 %
sides 2-sided
lower limit -0.21
upper limit 0.24

Other pre-specified: Changes in Heart Function as Measured by Echocardiography,
Left Ventricular Ejection Fraction (LVEF), Left Ventricular End-Diastolic Volume
(LVEDV), and Left Ventricular End-Systolic Volume (LVESV) From Baseline to Week

12

End point title

Changes in Heart Function as Measured by Echocardiography,
Left Ventricular Ejection Fraction (LVEF), Left Ventricular End-
Diastolic Volume (LVEDV), and Left Ventricular End-Systolic

Volume (LVESV) From Baseline to Week 12

End point description:

Left Ventricular End-Diastolic Volume (LVEDV) and Left ventricular end-systolic volume (LVESV) are
measured echocardiography parameter. These are acquired during a non-invasive echocardiography
examination. The left ventricular ejection fraction work index (LVEF) is a calculated echocardiography
parameter. LVEF is derived from the directly measured parameters left ventricular end-diastolic volume
(LVEDV) and left ventricular end-systolic volume (LVESV). These 2 parameters are acquired during a
noninvasive echocardiography examination. Formula: LVEF = 100*(LVEDV - LVESV)/LVEDV. Here, n =
subjects evaluable for specified category for each arm, respectively.

End point type

|Other pre-specified

End point timeframe:
Baseline, Week 12

End point values Placebo 1?2ASY1rgi%|ilglrz?n BA;15021189 59;(11(2).25130895
(mg) > M9 mg
Subject group type Reporting group Reporting group Reporting group Reporting group
Number of subjects analysed 9216l 9107 91!8l 9119l
Units: % for LVEF; ml for LVEDV/LVESV
arithmetic mean (standard deviation)
- PR
Change s e ) R RS I s
Change in LVEDV (milliliter): -7.259 (= -5.525 (= -9.632 (= -17.093 (£
(n=70,65,69,63,70) 40.676) 34.75) 35.081) 53.307)
Change in LVESV (milliliter): -6.83 (£ -8.585 (% -10.935 (£ -15.485 (£

(n=70,65,69,63,71) 32.407) 27.385) 27.146) 43.191)
Notes:
[6] - Evaluable subjects in FAS
[7] - Evaluable subjects in FAS
[8] - Evaluable subjects in FAS
[9] - Evaluable subjects in FAS

BAY1021189
End point values from 2.5 to 10
mg

Subject group type

Reporting group

Number of subjects analysed

91010]

Units: % for LVEF; ml for LVEDV/LVESV

arithmetic mean (standard deviation)
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Change in LVEF (%):
(n=70,65,69,63,71)

3.682 (+ 6.19)

Change in LVEDV (milliliter): -7.324 (=
(n=70,65,69,63,70) 31.896)

Change in LVESV (milliliter): -11.017 (£
(n=70,65,69,63,71) 26.525)

Notes:
[10] - Evaluable subjects in FAS

Statistical analyses

No statistical analyses for this end point

Other pre-specified: Change From Baseline in Systolic and Diastolic Blood Pressure

to Week 12

End point title

Change From Baseline in Systolic and Diastolic Blood Pressure

to Week 12

End point description:

Blood pressure was measured after at least 10 minutes resting in a sitting position (3 measurements
taken approximately 2 minutes apart).The changes in blood pressure were recorded and the mean of
the three measurements was analyzed. Here, n = subjects evaluable for specified category for each

arm, respectively.

End point type

|Other pre-specified

End point timeframe:
Baseline, Week 12

End point values Placebo 1?2A!\5(1n?i%|ilglr8a?n BA;1§21189 f?g;lg.z;tlc?%
(mg) > M9 mg
Subject group type Reporting group Reporting group Reporting group Reporting group
Number of subjects analysed 92[11] 91112] 91113] 91[14]
Units: millimeter of mercury (mmHg)
arithmetic mean (standard deviation)
Change in SBP: (n= 73, 70, 75, 69, 74) -5.142 (= -4.033 (+ -3.733 (£ -3.043 (£
12.829) 13.3) 16.509) 15.934)
Change in DBP: (n= 73, 70, 75, 69, 74)| -4.173 (* 8.6) -0.486 (+ -2.938 (= -1.338 (=
9.298) 11.101) 9.528)
Notes:
[11] - SAF
[12] - SAF
[13] - SAF
[14] - SAF
BAY1021189
End point values from 2.5 to 10
mg

Subject group type

Reporting group

Number of subjects analysed 91[15]

Units: millimeter of mercury (mmHg)

arithmetic mean (standard deviation)

Change in SBP: (n= 73, 70, 75, 69, 74) -5.64 (£
15.509)
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Change in DBP: (n= 73, 70, 75, 69, 74)

-4.045 (+
10.604)

Notes:
[15] - SAF

Statistical analyses

No statistical analyses for this end point

Other pre-specified: Change From Baseline in Heart rate to Week 12

End point title

Change From Baseline in Heart rate to Week 12

End point description:

Heart rate was measured after 10 minutes resting in a sitting position (3 measurements taken
approximatly 2 minutes apart). The changes in heart rate were recorded and the mean of the three
measurements was analyzed. Here, n = subjects evaluable for specified category for each arm,

respectively.

End point type

Other pre-specified

End point timeframe:
Baseline, Week 12

End point values Placebo 1?2ASY1rgi%|ilglrz?n BA;15021189 59111(2).2513395
(mg) > m9 mg
Subject group type Reporting group Reporting group Reporting group Reporting group
Number of subjects analysed 92 91 91 91
Units: Beats per minute
arithmetic mean (standard deviation)
Change at Week 12 (n= 73, 70, 75, 69, -0.562 (= -0.352 (= -1.556 (+ -0.99 (=
74) 12.897) 10.153) 10.2) 11.295)
BAY1021189
End point values from 2.5 to 10
mg

Subject group type

Reporting group

Number of subjects analysed 91

Units: Beats per minute

arithmetic mean (standard deviation)

Change at Week 12 (n= 73, 70, 75, 69, 0.545 (£
74) 10.636)

Statistical analyses

No statistical analyses for this end point

Other pre-specified: Number of Subjects With Clinical Events (Heart Failure [HF]
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Hospitalization and Cardio-Vascular [CV] Mortality)

End point title

Number of Subjects With Clinical Events (Heart Failure [HF]
Hospitalization and Cardio-Vascular [CV] Mortality)

End point description:

Clinical events (heart failure and mortality) were analyzed as CV death, and HF hospitalization at

specified time points.

End point type

|Other pre-specified

End point timeframe:
Baseline until 16 weeks

End point values Placebo I?ZA;(}':\)i%Iilglrz% BA;lSO%nl189 53;12.25150895
(mg) > Mg mg
Subject group type Reporting group Reporting group Reporting group Reporting group
Number of subjects analysed 92[16] 91117] 91118] 91119]
Units: subjects
HF hospitalizations 21 18 20 10
CV death 6 5 4 2
Notes:
[16] - FAS
[17] - FAS
[18] - FAS
[19] - FAS
BAY1021189
End point values from 2.5 to 10
mg
Subject group type Reporting group
Number of subjects analysed 91[20]
Units: subjects
HF hospitalizations 9
CV death 4
Notes:
[20] - FAS

Statistical analyses

No statistical analyses for this end point

Other pre-specified: Number of Subjects With Implantable Cardioverter

Defibrillators Cardiac Resynchronization Therapy With Defibrillation (ICD/CRT-D)

Therapy

End point title

Number of Subjects With Implantable Cardioverter
Defibrillators Cardiac Resynchronization Therapy With
Defibrillation (ICD/CRT-D) Therapy

End point description:

ICD / CRT with defibrillation therapy (CRT-D) included previous appropriate interventions such as shocks
or anti-tachycardic pacing (ATP) when diagnostic of sustained ventricular tachycardias in pre defined

rapid zone.

End point type

|Other pre-specified
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End point timeframe:
Baseline upto 16 weeks

BAY1021189 BAY1021189

End point values Placebo 1.25 milligram BA;lé)%nlng from 2.5to 5
(mg) ' mg

Subject group type Reporting group Reporting group Reporting group Reporting group
Number of subjects analysed or21l 0r221 0f231 0f24]

Units: subjects

Notes:

[21] - No analysis was performed for this end point.

[22] - No analysis was performed for this end point.

[23] - No analysis was performed for this end point.

[24] - No analysis was performed for this end point.

BAY1021189
End point values from 2.5 to 10
mg
Subject group type Reporting group
Number of subjects analysed 0f23]

Units: subjects

Notes:

[25] - No analysis was performed for this end point.

Statistical analyses

No statistical analyses for this end point

Other pre-specified: Number of Subjects With Treatment-Emergent Adverse Events

End point title

Number of Subjects With Treatment-Emergent Adverse Events

End point description:

An adverse event (AE) was any untoward medical occurrence in a subject who received study drug
without regard to possibility of causal relationship. A serious adverse event (SAE) was an AE resulting in
any of the following outcomes or deemed significant for any other reason: death; initial or prolonged
inpatient hospitalization; life-threatening experience (immediate risk of dying); persistent or significant
disability/incapacity; congenital anomaly; and another medically important serious event as judged by
the investigator. AEs are considered to be treatment-emergent if they have started or worsened after
first application of study drug up to 5 days after end of treatment with study drug.

End point type

Other pre-specified

End point timeframe:

From the start of study treatment upto 5 days after the last dose of study drug

BAY1021189 BAY1021189

End point values Placebo 1.25 milligram BA\£150$T119189 from 2.5to0 5
(mg) ' mg

Subject group type Reporting group Reporting group Reporting group Reporting group
Number of subjects analysed 92 91 90 91
Units: Number of subjects 66 60 62 62
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End point values

BAY1021189
from 2.5 to 10
mg

Subject group type

Reporting group

Number of subjects analysed

91

Units: Number of subjects

56

Statistical analyses

No statistical analyses for this end point

Other pre-specified: Change in biomarkers from baseline to week 12: Osteopontin

(ng/mL)

End point title

(ng/mL)

Change in biomarkers from baseline to week 12: Osteopontin

End point description:

End point type

|Other pre-specified

End point timeframe:
Baseline, Week 12

End point values Placebo | 125 millgram| PAYLOZLLE9 | £EIDAN S
(mg) > M9 mg

Subject group type Reporting group Reporting group Reporting group Reporting group
Number of subjects analysed 73126 691271 73128 65[2°]
Units: nanogram(s)/milliliter (ng/mL)
arithmetic mean (standard deviation) 2'27.84(;; 33312245(;)': 355265;;: 8":;5';37()i
Notes:
[26] - Evaluable subjects in FAS
[27] - Evaluable subjects in FAS
[28] - Evaluable subjects in FAS
[29] - Evaluable subjects in FAS

BAY1021189
End point values from 2.5 to 10

mg

Subject group type Reporting group
Number of subjects analysed 71130]
Units: nanogram(s)/milliliter (ng/mL)
arithmetic mean (standard deviation) 332%94g
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Notes:
[30] - Evaluable subjects in FAS

Statistical analyses

No statistical analyses for this end point

Other pre-specified: Change in biomarkers from baseline to week 12: TIMP-4

(pg/mL)
End point title Change in biomarkers from baseline to week 12: TIMP-4
(pg/mL)
End point description:
TIMP-4: tissue inhibitor of matrix metalloproteinases 4
End point type |Other pre-specified
End point timeframe:
Baseline, Week 12
End point values Placebo I?ZA;(}':\)i%Iilglrz% BA;lSO%nl189 53;12.25150895
(mg) > M9 mg

Subject group type Reporting group Reporting group Reporting group Reporting group
Number of subjects analysed 73031 69132] 72133] 671341
Units: picogram(s)/millilitre (pg/mL)
arithmetic mean (standard deviation) 4%5828_83(; 1;32'96?321()* 6112‘?%6551;: 8175659587‘28:
Notes:
[31] - Evaluable subjects in FAS
[32] - Evaluable subjects in FAS
[33] - Evaluable subjects in FAS
[34] - Evaluable subjects in FAS

BAY1021189
End point values from 2.5 to 10

mg

Subject group type Reporting group
Number of subjects analysed 721331
Units: picogram(s)/millilitre (pg/mL)
arithmetic mean (standard deviation) 31%‘72'3023%;:

Notes:
[35] - Evaluable subjects in FAS

Statistical analyses

No statistical analyses for this end point

Other pre-specified: Change in biomarkers from baseline to week 12: cGMP
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(pmol/mL)

End point title Change in biomarkers from baseline to week 12: cGMP
(pmol/mL)
End point description:
cGMP: cyclic guanosine monophosphate
End point type |Other pre-specified
End point timeframe:
Baseline, Week 12
End point values Placebo 1E.32A;(1n?i%|ilglr2?n BA§1321189 2@:113.251308?5
(mg) > M9 mg

Subject group type Reporting group Reporting group Reporting group Reporting group
Number of subjects analysed 731361 691371 731381 660391
Units: picomole(s)/milliliter (pmol/mL)
arithmetic mean (standard deviation) 71%37342% 7192'37_6073SE 9122.35427% 8(1).1%339(;:
Notes:
[36] - Evaluable subjects in FAS
[37] - Evaluable subjects in FAS
[38] - Evaluable subjects in FAS
[39] - Evaluable subjects in FAS

BAY1021189
End point values from 2.5 to 10

mg

Subject group type Reporting group
Number of subjects analysed 711401
Units: picomole(s)/milliliter (pmol/mL)
arithmetic mean (standard deviation) 6132;643212(;

Notes:
[40] - Evaluable subjects in FAS

Statistical analyses

No statistical analyses for this end point

Other pre-specified: Change in biomarkers from baseline to week 12: PIIINP

(mcg/L)

End point title

Change in biomarkers from baseline to week 12: PIIINP

(mcg/L)

End point description:

PIIINP: pro-collagen III N-terminal peptide

End point type

|Other pre-specified

End point timeframe:
Baseline, Week 12
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End point values Placebo 1?2ASY1rgi%|ilglrz?n BA\£15()€]11189 59;(11(2).25130895
(mg) > M9 mg

Subject group type Reporting group Reporting group Reporting group Reporting group
Number of subjects analysed 700411 69042 72043] 670441
Units: microgram(s)/liter (mcg/L)
arithmetic mean (standard deviation) -07'.720416§i 0'3(?358()i 0'51_5)25(;: -g;;“()i
Notes:
[41] - Evaluable subjects in FAS
[42] - Evaluable subjects in FAS
[43] - Evaluable subjects in FAS
[44] - Evaluable subjects in FAS

BAY1021189
End point values from 2.5 to 10

mg

Subject group type

Reporting group

Number of subjects analysed 731431
Units: microgram(s)/liter (mcg/L)

. . - -0.321 (%
arithmetic mean (standard deviation) 4.452)

Notes:
[45] - Evaluable subjects in FAS

Statistical analyses

No statistical analyses for this end point

Other pre-specified: Change in biomarkers from baseline to week 12: GDF-15

(pg/mL)

End point title

(pg/mL)

Change in biomarkers from baseline to week 12: GDF-15

End point description:

GDF-15: growth differentiation factor 15

End point type

|Other pre-specified

End point timeframe:
Baseline, Week 12

BAY1021189 BAY1021189
End point values Placebo 1.25 milligram BA§150i119189 from 2.5to 5
(mg) ' mg

Subject group type Reporting group Reporting group Reporting group Reporting group
Number of subjects analysed 731461 691471 730481 660491
Units: pg/mL

. . - 429.432 (x 496.456 (x 285.472 (£ 468.369 (*
arithmetic mean (standard deviation) 3212.229) | 3132.738) | 2837.237) 1786.062)

Notes:

[46] - Evaluable subjects in FAS
[47] - Evaluable subjects in FAS
[48] - Evaluable subjects in FAS
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[49] - Evaluable subjects in FAS

End point values

BAY1021189
from 2.5 to 10
mg

Subject group type

Reporting group

Number of subjects analysed 711501
Units: pg/mL

. . I 244.63 (%
arithmetic mean (standard deviation) 2906.763)

Notes:
[50] - Evaluable subjects in FAS

Statistical analyses

No statistical analyses for this end point

Other pre-specified: Change in biomarkers from baseline to week 12: ST2 (pg/mL)

End point title

|Change in biomarkers from baseline to week 12: ST2 (pg/mL)

End point description:
ST2: suppression of tumorigenicity 2

End point type

|Other pre-specified

End point timeframe:
Baseline, Week 12

End point values Placebo 1E.32A;(1n?i%|ilglr§?n BA§1321189 2@:113.251308?5
(mg) > M9 mg
Subject group type Reporting group Reporting group Reporting group Reporting group
Number of subjects analysed 73151 691521 721531 67154
Units: pg/mL
arithmetic mean (standard deviation) | S5+ | 1623869 (& [ 121777 (& | 6933941 (&
Notes:
[51] - Evaluable subjects in FAS
[52] - Evaluable subjects in FAS
[53] - Evaluable subjects in FAS
[54] - Evaluable subjects in FAS
BAY1021189
End point values from 2.5 to 10
mg
Subject group type Reporting group
Number of subjects analysed 72155]
Units: pg/mL
arithmetic mean (standard deviation) 32?;5%?37()i
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Notes:
[55] - Evaluable subjects in FAS

Statistical analyses

No statistical analyses for this end point

Other pre-specified: Change in biomarkers from baseline to week 12: Gal-3 (ug/mL)

End point title

|Change in biomarkers from baseline to week 12: Gal-3 (pug/mL)

End point description:
Gal-3: Galectin-3

End point type

|Other pre-specified

End point timeframe:
Baseline, Week 12

End point values Placebo 1E.32A;(1n?i%|ilglr§?n BA§1321189 2@:113.251308?5
(mg) > M9 mg

Subject group type Reporting group Reporting group Reporting group Reporting group
Number of subjects analysed 721561 681571 731581 641591
Units: mcg/L
arithmetic mean (standard deviation) 01'38%218: 062.388()i _03;_278279§i 0.064 (£ 5.64)
Notes:
[56] - Evaluable subjects in FAS
[57] - Evaluable subjects in FAS
[58] - Evaluable subjects in FAS
[59] - Evaluable subjects in FAS

BAY1021189
End point values from 2.5 to 10

mg

Subject group type Reporting group
Number of subjects analysed 71160]
Units: mcg/L
arithmetic mean (standard deviation) -2221(;:

Notes:
[60] - Evaluable subjects in FAS

Statistical analyses

No statistical analyses for this end point
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Adverse events

Adverse events information

Timeframe for reporting adverse events:

Treatment-emergent AEs were collected after first application of study medication up to 5 calendar days
after end of treatment with study medication.

Assessment type

Non-systematic

Dictionary used

Dictionary name MedDRA
Dictionary version 18.0
Reporting groups

Reporting group title |Placebo

Reporting group description:

Subjects received placebo matched to vericiguat (BAY1021189) orally once daily for 12 weeks. Sham

titrations included on Days 14 and 28.

Reporting group title

|BAY1021189 1.25 milligram (mg)

Reporting group description:

Subjects received vericiguat (BAY1021189) 1.25 mg orally once daily for 12 weeks. Sham titrations

included on Days 14 and 28.

Reporting group title

[BAY1021189 2.5 mg

Reporting group description:

Subjects received vericiguat (BAY1021189) 2.5 mg orally once daily for 12 weeks. Sham titrations

included on Days 14 and 28.

Reporting group title

|BAY1021189 from 2.5to 5 mg

Reporting group description:

Subjects received vericiguat (BAY1021189) for 12 weeks, starting on 2.5mg once daily with potential
up-titration to 5 mg once daily after 14 or 28 days. Sham titration included on Day 28.

Reporting group title

[BAY1021189 from 2.5 to 10 mg

Reporting group description:

Subjects received vericiguat (BAY1021189) for 12 weeks, starting on 2.5mg once daily with potential
up-titration to 5 mg once daily after 14 days, and up-titration to 10 mg once daily after 28 days.

Serious adverse events

Placebo

BAY1021189 1.25
milligram (mg)

BAY1021189 2.5 mg

Total subjects affected by serious
adverse events

subjects affected / exposed
number of deaths (all causes)

number of deaths resulting from
adverse events

30/ 92 (32.61%)
6

26 / 91 (28.57%)
6

26 / 90 (28.89%)
5

Neoplasms benign, malignant and
unspecified (incl cysts and polyps)
Gastric cancer
subjects affected / exposed
occurrences causally related to
treatment / all
deaths causally related to
treatment / all

Intra-abdominal haemangioma

0/ 92 (0.00%)
0/0

0/0

0/ 91 (0.00%)
0/0

0/0

0/ 90 (0.00%)
0/0

0/0
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subjects affected / exposed

occurrences causally related to
treatment / all
deaths causally related to
treatment / all

Non-small cell lung cancer
subjects affected / exposed
occurrences causally related to
treatment / all

deaths causally related to
treatment / all

0/ 92 (0.00%)
0/0

0/0

0/ 92 (0.00%)
0/0

0/0

0/ 91 (0.00%)
0/0

0/0

0/ 91 (0.00%)
0/0

0/0

1/90 (1.11%)
0/1

0/0

0/ 90 (0.00%)
0/0

0/0

Vascular disorders

Hypertension
subjects affected / exposed
occurrences causally related to
treatment / all
deaths causally related to
treatment / all

Hypotension
subjects affected / exposed
occurrences causally related to
treatment / all
deaths causally related to
treatment / all

Deep vein thrombosis
subjects affected / exposed
occurrences causally related to
treatment / all

deaths causally related to
treatment / all

1/92 (1.09%)
0/1

0/0

0/ 92 (0.00%)
0/0

0/0

0/ 92 (0.00%)
0/0

0/0

0/ 91 (0.00%)
0/0

0/0

0/ 91 (0.00%)
0/0

0/0

1/ 91 (1.10%)
0/1

0/0

0/ 90 (0.00%)
0/0

0/0

0/ 90 (0.00%)
0/0

0/0

0/ 90 (0.00%)
0/0

0/0

Surgical and medical procedures
Catheter placement
subjects affected / exposed
occurrences causally related to
treatment / all

deaths causally related to
treatment / all

1/92 (1.09%)
0/1

0/0

0/ 91 (0.00%)
0/0

0/0

0/ 90 (0.00%)
0/0

0/0

General disorders and administration
site conditions

Chest pain
subjects affected / exposed
occurrences causally related to
treatment / all
deaths causally related to
treatment / all

Death
subjects affected / exposed
occurrences causally related to
treatment / all

deaths causally related to
treatment / all

0/ 92 (0.00%)
0/0

0/0

0/ 92 (0.00%)
0/0

0/0

1/91 (1.10%)
0/1

0/0

0/ 91 (0.00%)
0/0

0/0

0/ 90 (0.00%)
0/0

0/0

1/90 (1.11%)
0/1

0/1
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Multi-organ failure
subjects affected / exposed
occurrences causally related to
treatment / all
deaths causally related to
treatment / all

Oedema peripheral
subjects affected / exposed

occurrences causally related to
treatment / all

deaths causally related to
treatment / all

Sudden death
subjects affected / exposed
occurrences causally related to
treatment / all
deaths causally related to
treatment / all

General physical health deterioration
subjects affected / exposed

occurrences causally related to
treatment / all
deaths causally related to
treatment / all

Device dislocation
subjects affected / exposed
occurrences causally related to
treatment / all

deaths causally related to
treatment / all

0/ 92 (0.00%)
0/0

0/0

0/ 92 (0.00%)
0/0

0/0

1/92 (1.09%)
0/1

0/1

0/ 92 (0.00%)
0/0

0/0

0/ 92 (0.00%)
0/0

0/0

0/ 91 (0.00%)
0/0

0/0

1/91 (1.10%)
0/1

0/0

0/ 91 (0.00%)
0/0

0/0

0/ 91 (0.00%)
0/0

0/0

0/ 91 (0.00%)
0/0

0/0

0/ 90 (0.00%)
0/0

0/0

0/ 90 (0.00%)
0/0

0/0

0/ 90 (0.00%)
0/0

0/0

0/ 90 (0.00%)
0/0

0/0

0/ 90 (0.00%)
0/0

0/0

Respiratory, thoracic and mediastinal
disorders

Acute pulmonary oedema
subjects affected / exposed
occurrences causally related to
treatment / all
deaths causally related to
treatment / all

Acute respiratory failure
subjects affected / exposed
occurrences causally related to
treatment / all
deaths causally related to
treatment / all

Chronic obstructive pulmonary

disease
subjects affected / exposed
occurrences causally related to
treatment / all

deaths causally related to
treatment / all

0/ 92 (0.00%)
0/0

0/0

0/ 92 (0.00%)
0/0

0/0

0/ 92 (0.00%)
0/0

0/0

1/91 (1.10%)
0/1

0/0

0/ 91 (0.00%)
0/0

0/0

1/91 (1.10%)
0/1

0/0

0/ 90 (0.00%)
0/0

0/0

0/ 90 (0.00%)
0/0

0/0

1/90 (1.11%)
0/1

0/1
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Dyspnoea
subjects affected / exposed
occurrences causally related to
treatment / all
deaths causally related to
treatment / all

Pneumonia aspiration
subjects affected / exposed
occurrences causally related to
treatment / all
deaths causally related to
treatment / all

Pulmonary congestion
subjects affected / exposed
occurrences causally related to
treatment / all
deaths causally related to
treatment / all

Pulmonary oedema
subjects affected / exposed
occurrences causally related to
treatment / all

deaths causally related to
treatment / all

0/ 92 (0.00%)
0/0

0/0

0/ 92 (0.00%)
0/0

0/0

0/ 92 (0.00%)
0/0

0/0

0/ 92 (0.00%)
0/0

0/0

1/ 91 (1.10%)
0/1

0/0

1/91 (1.10%)
0/1

0/0

0/ 91 (0.00%)
0/0

0/0

0/ 91 (0.00%)
0/0

0/0

0/ 90 (0.00%)
0/0

0/0

0/ 90 (0.00%)
0/0

0/0

0/ 90 (0.00%)
0/0

0/0

0/ 90 (0.00%)
0/0

0/0

Investigations
Transplant evaluation
subjects affected / exposed
occurrences causally related to
treatment / all

deaths causally related to
treatment / all

0/ 92 (0.00%)
0/0

0/0

1/91 (1.10%)
0/1

0/0

0/ 90 (0.00%)
0/0

0/0

Injury, poisoning and procedural
complications

Fall
subjects affected / exposed
occurrences causally related to
treatment / all
deaths causally related to
treatment / all

Hip fracture
subjects affected / exposed
occurrences causally related to
treatment / all
deaths causally related to
treatment / all

Contusion
subjects affected / exposed
occurrences causally related to
treatment / all

deaths causally related to
treatment / all

2/ 92 (2.17%)
0/2

0/0

0/ 92 (0.00%)
0/0

0/0

1/92 (1.09%)
0/1

0/0

2/ 91 (2.20%)
1/2

0/0

0/ 91 (0.00%)
0/0

0/0

0/ 91 (0.00%)
0/0

0/0

0/ 90 (0.00%)
0/0

0/0

0/ 90 (0.00%)
0/0

0/0

0/ 90 (0.00%)
0/0

0/0
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Incision site haemorrhage
subjects affected / exposed
occurrences causally related to
treatment / all

deaths causally related to
treatment / all

0/ 92 (0.00%)
0/0

0/0

0/ 91 (0.00%)
0/0

0/0

0/ 90 (0.00%)
0/0

0/0

Cardiac disorders
Angina pectoris
subjects affected / exposed
occurrences causally related to
treatment / all

deaths causally related to
treatment / all

Atrial fibrillation
subjects affected / exposed

occurrences causally related to
treatment / all

deaths causally related to
treatment / all

Cardiac arrest
subjects affected / exposed
occurrences causally related to
treatment / all

deaths causally related to
treatment / all

Cardiac failure
subjects affected / exposed

occurrences causally related to
treatment / all

deaths causally related to
treatment / all

Cardiac failure acute
subjects affected / exposed
occurrences causally related to
treatment / all

deaths causally related to
treatment / all

Cardiac failure chronic
subjects affected / exposed

occurrences causally related to
treatment / all

deaths causally related to
treatment / all

Cardiac failure congestive
subjects affected / exposed

occurrences causally related to
treatment / all

deaths causally related to
treatment / all

Ventricular fibrillation

1/92 (1.09%)
0/1

0/0

0/ 92 (0.00%)
0/0

0/0

1/92 (1.09%)
0/1

0/1

8/ 92 (8.70%)
1/14

0/2

1/92 (1.09%)
0/1

0/0

5/ 92 (5.43%)
0/5

0/0

1/92 (1.09%)
0/1

0/0

0/ 91 (0.00%)
0/0

0/0

0/ 91 (0.00%)
0/0

0/0

0/ 91 (0.00%)
0/0

0/0

13/ 91 (14.29%)

0/14

0/2

0/ 91 (0.00%)
0/0

0/0

2 /91 (2.20%)
0/3

0/2

2 /91 (2.20%)
0/3

0/0

0/ 90 (0.00%)
0/0

0/0

0/ 90 (0.00%)
0/0

0/0

0/ 90 (0.00%)
0/0

0/0

10/ 90 (11.11%)
0/ 11

0/0

0/ 90 (0.00%)
0/0

0/0

5/ 90 (5.56%)
0/5

0/0

3/ 90 (3.33%)
0/3

0/0
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subjects affected / exposed

occurrences causally related to
treatment / all
deaths causally related to
treatment / all

Ventricular tachycardia
subjects affected / exposed
occurrences causally related to
treatment / all
deaths causally related to
treatment / all

Ischaemic cardiomyopathy
subjects affected / exposed
occurrences causally related to
treatment / all
deaths causally related to
treatment / all

Left ventricular dysfunction
subjects affected / exposed
occurrences causally related to
treatment / all
deaths causally related to
treatment / all

Acute left ventricular failure
subjects affected / exposed
occurrences causally related to
treatment / all

deaths causally related to
treatment / all

0/ 92 (0.00%)
0/0

0/0

1/92 (1.09%)
0/1

0/0

0/ 92 (0.00%)
0/0

0/0

0/ 92 (0.00%)
0/0

0/0

0/ 92 (0.00%)
0/0

0/0

0/ 91 (0.00%)
0/0

0/0

1/ 91 (1.10%)
0/1

0/0

1/91 (1.10%)
0/1

0/0

0/ 91 (0.00%)
0/0

0/0

0/ 91 (0.00%)
0/0

0/0

0/ 90 (0.00%)
0/0

0/0

0/ 90 (0.00%)
0/0

0/0

0/ 90 (0.00%)
0/0

0/0

1/90 (1.11%)
0/1

0/0

0/ 90 (0.00%)
0/0

0/0

Nervous system disorders

Cerebrovascular accident
subjects affected / exposed
occurrences causally related to
treatment / all
deaths causally related to
treatment / all

Cervicobrachial syndrome
subjects affected / exposed
occurrences causally related to
treatment / all
deaths causally related to
treatment / all

Subarachnoid haemorrhage
subjects affected / exposed
occurrences causally related to
treatment / all
deaths causally related to
treatment / all

Headache

0/ 92 (0.00%)
0/0

0/0

0/ 92 (0.00%)
0/0

0/0

0/ 92 (0.00%)
0/0

0/0

0/ 91 (0.00%)
0/0

0/0

0/ 91 (0.00%)
0/0

0/0

0/ 91 (0.00%)
0/0

0/0

1/90 (1.11%)
0/1

0/0

0/ 90 (0.00%)
0/0

0/0

1/90 (1.11%)
0/1

0/0
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subjects affected / exposed

occurrences causally related to
treatment / all
deaths causally related to
treatment / all

Syncope
subjects affected / exposed
occurrences causally related to
treatment / all

deaths causally related to
treatment / all

0/ 92 (0.00%)
0/0

0/0

0/ 92 (0.00%)
0/0

0/0

0/ 91 (0.00%)
0/0

0/0

0/ 91 (0.00%)
0/0

0/0

0/ 90 (0.00%)
0/0

0/0

0/ 90 (0.00%)
0/0

0/0

Blood and lymphatic system disorders
Anaemia
subjects affected / exposed
occurrences causally related to
treatment / all
deaths causally related to
treatment / all
Thrombocytopenia
subjects affected / exposed
occurrences causally related to
treatment / all

deaths causally related to
treatment / all

1/92 (1.09%)
0/1

0/0

1/92 (1.09%)
0/1

0/0

1/91 (1.10%)
0/1

0/0

0/ 91 (0.00%)
0/0

0/0

0/ 90 (0.00%)
0/0

0/0

0/ 90 (0.00%)
0/0

0/0

Gastrointestinal disorders

Abdominal pain
subjects affected / exposed
occurrences causally related to
treatment / all
deaths causally related to
treatment / all

Abdominal pain upper
subjects affected / exposed
occurrences causally related to
treatment / all
deaths causally related to
treatment / all

Diarrhoea
subjects affected / exposed
occurrences causally related to
treatment / all
deaths causally related to
treatment / all

Gastrointestinal haemorrhage
subjects affected / exposed
occurrences causally related to
treatment / all
deaths causally related to
treatment / all

Melaena

0/ 92 (0.00%)
0/0

0/0

0/ 92 (0.00%)
0/0

0/0

1/92 (1.09%)
0/1

0/0

1/92 (1.09%)
0/1

0/0

0/ 91 (0.00%)
0/0

0/0

0/ 91 (0.00%)
0/0

0/0

0/ 91 (0.00%)
0/0

0/0

0/ 91 (0.00%)
0/0

0/0

0/ 90 (0.00%)
0/0

0/0

1/90 (1.11%)
0/1

0/0

0/ 90 (0.00%)
0/0

0/0

0/ 90 (0.00%)
0/0

0/0
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subjects affected / exposed

occurrences causally related to
treatment / all
deaths causally related to
treatment / all

Small intestinal obstruction
subjects affected / exposed
occurrences causally related to
treatment / all
deaths causally related to
treatment / all

Upper gastrointestinal haemorrhage
subjects affected / exposed
occurrences causally related to
treatment / all
deaths causally related to
treatment / all

Mechanical ileus
subjects affected / exposed
occurrences causally related to
treatment / all
deaths causally related to
treatment / all

Incarcerated umbilical hernia
subjects affected / exposed
occurrences causally related to
treatment / all

deaths causally related to
treatment / all

0/ 92 (0.00%)
0/0

0/0

0/ 92 (0.00%)
0/0

0/0

0/ 92 (0.00%)
0/0

0/0

1/ 92 (1.09%)
0/1

0/0

1/92 (1.09%)
0/1

0/0

0/ 91 (0.00%)
0/0

0/0

0/ 91 (0.00%)
0/0

0/0

0/ 91 (0.00%)
0/0

0/0

0/ 91 (0.00%)
0/0

0/0

0/ 91 (0.00%)
0/0

0/0

0/ 90 (0.00%)
0/0

0/0

0/ 90 (0.00%)
0/0

0/0

1/90 (1.11%)
0/1

0/0

0/ 90 (0.00%)
0/0

0/0

0/ 90 (0.00%)
0/0

0/0

Hepatobiliary disorders

Cholangitis
subjects affected / exposed
occurrences causally related to
treatment / all
deaths causally related to
treatment / all

Cholecystitis
subjects affected / exposed
occurrences causally related to
treatment / all

deaths causally related to
treatment / all

0/ 92 (0.00%)
0/0

0/0

0/ 92 (0.00%)
0/0

0/0

0/ 91 (0.00%)
0/0

0/0

0/ 91 (0.00%)
0/0

0/0

0/ 90 (0.00%)
0/0

0/0

0/ 90 (0.00%)
0/0

0/0

Skin and subcutaneous tissue disorders
Rash
subjects affected / exposed

occurrences causally related to
treatment / all

deaths causally related to
treatment / all

Rash pruritic

0/ 92 (0.00%)
0/0

0/0

0/ 91 (0.00%)
0/0

0/0

0/ 90 (0.00%)
0/0

0/0
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subjects affected / exposed

occurrences causally related to
treatment / all

deaths causally related to
treatment / all

0/ 92 (0.00%)
0/0

0/0

0/ 91 (0.00%)
0/0

0/0

0/ 90 (0.00%)
0/0

0/0

Renal and urinary disorders

Renal failure
subjects affected / exposed
occurrences causally related to
treatment / all
deaths causally related to
treatment / all

Urinary retention
subjects affected / exposed
occurrences causally related to
treatment / all
deaths causally related to
treatment / all

Acute kidney injury
subjects affected / exposed
occurrences causally related to
treatment / all

deaths causally related to
treatment / all

0/ 92 (0.00%)
0/0

0/0

0/ 92 (0.00%)
0/0

0/0

3/ 92 (3.26%)
1/3

0/0

0/ 91 (0.00%)
0/0

0/0

0/ 91 (0.00%)
0/0

0/0

4 /91 (4.40%)
0/4

0/0

1/90 (1.11%)
0/1

0/0

1/90 (1.11%)
0/1

0/0

2/ 90 (2.22%)
0/2

0/0

Musculoskeletal and connective tissue
disorders

Arthralgia
subjects affected / exposed
occurrences causally related to
treatment / all

deaths causally related to
treatment / all

0/ 92 (0.00%)
0/0

0/0

0/ 91 (0.00%)
0/0

0/0

1/90 (1.11%)
1/1

0/0

Infections and infestations

Bronchitis
subjects affected / exposed
occurrences causally related to
treatment / all
deaths causally related to
treatment / all

Escherichia sepsis
subjects affected / exposed
occurrences causally related to
treatment / all
deaths causally related to
treatment / all

Pneumonia
subjects affected / exposed
occurrences causally related to
treatment / all

deaths causally related to
treatment / all

0/ 92 (0.00%)
0/0

0/0

0/ 92 (0.00%)
0/0

0/0

1/92 (1.09%)
0/1

0/0

0/ 91 (0.00%)
0/0

0/0

1/91 (1.10%)
0/1

0/0

1/91 (1.10%)
0/1

0/0

0/ 90 (0.00%)
0/0

0/0

0/ 90 (0.00%)
0/0

0/0

0/ 90 (0.00%)
0/0

0/0
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Gastroenteritis
subjects affected / exposed
occurrences causally related to
treatment / all
deaths causally related to
treatment / all

Urinary tract infection
subjects affected / exposed
occurrences causally related to
treatment / all
deaths causally related to
treatment / all

Pneumococcal sepsis
subjects affected / exposed
occurrences causally related to
treatment / all

deaths causally related to
treatment / all

0/ 92 (0.00%)
0/0

0/0

0/ 92 (0.00%)
0/0

0/0

0/ 92 (0.00%)
0/0

0/0

0/ 91 (0.00%)
0/0

0/0

1/91 (1.10%)
0/1

0/0

0/ 91 (0.00%)
0/0

0/0

1/90 (1.11%)
0/1

0/0

0/ 90 (0.00%)
0/0

0/0

1/90 (1.11%)
0/1

0/1

Metabolism and nutrition disorders
Fluid overload
subjects affected / exposed
occurrences causally related to
treatment / all

deaths causally related to
treatment / all

Gout
subjects affected / exposed

occurrences causally related to
treatment / all

deaths causally related to
treatment / all
Hyperglycaemia
subjects affected / exposed
occurrences causally related to
treatment / all
deaths causally related to
treatment / all
Hyperkalaemia
subjects affected / exposed

occurrences causally related to
treatment / all

deaths causally related to
treatment / all

Hypoglycaemia
subjects affected / exposed

occurrences causally related to
treatment / all

deaths causally related to
treatment / all

Hypokalaemia

1/92 (1.09%)
1/1

0/0

1/92 (1.09%)
0/1

0/0

1/92 (1.09%)
0/1

0/0

1/92 (1.09%)
0/1

0/0

0/ 92 (0.00%)
0/0

0/0

0/ 91 (0.00%)
0/0

0/0

0/ 91 (0.00%)
0/0

0/0

0/ 91 (0.00%)
0/0

0/0

0/ 91 (0.00%)
0/0

0/0

0/ 91 (0.00%)
0/0

0/0

0/ 90 (0.00%)
0/0

0/0

0/ 90 (0.00%)
0/0

0/0

0/ 90 (0.00%)
0/0

0/0

0/ 90 (0.00%)
0/0

0/0

1/90 (1.11%)
0/1

0/0
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subjects affected / exposed

occurrences causally related to
treatment / all
deaths causally related to
treatment / all

Metabolic acidosis
subjects affected / exposed
occurrences causally related to
treatment / all
deaths causally related to
treatment / all

Type 2 diabetes mellitus
subjects affected / exposed
occurrences causally related to
treatment / all

deaths causally related to
treatment / all

0/ 92 (0.00%)
0/0

0/0

1/92 (1.09%)
0/1

0/0

0/ 92 (0.00%)
0/0

0/0

1/91 (1.10%)
0/1

0/0

0/ 91 (0.00%)
0/0

0/0

0/ 91 (0.00%)
0/0

0/0

2/ 90 (2.22%)
0/2

0/0

0/ 90 (0.00%)
0/0

0/0

0/ 90 (0.00%)
0/0

0/0

Serious adverse events

BAY1021189 from
2.5to 5mg

BAY1021189 from
2.5to0 10 mg

Total subjects affected by serious
adverse events

subjects affected / exposed
number of deaths (all causes)

number of deaths resulting from
adverse events

20/ 91 (21.98%)
3

25/ 91 (27.47%)
4

Neoplasms benign, malignant and
unspecified (incl cysts and polyps)

Gastric cancer
subjects affected / exposed
occurrences causally related to
treatment / all
deaths causally related to
treatment / all

Intra-abdominal haemangioma
subjects affected / exposed
occurrences causally related to
treatment / all
deaths causally related to
treatment / all

Non-small cell lung cancer
subjects affected / exposed
occurrences causally related to
treatment / all

deaths causally related to
treatment / all

0/ 91 (0.00%)
0/0

0/0

0/ 91 (0.00%)
0/0

0/0

1/91 (1.10%)
0/1

0/0

1/91 (1.10%)
0/1

0/0

0/ 91 (0.00%)
0/0

0/0

0/ 91 (0.00%)
0/0

0/0

Vascular disorders
Hypertension
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subjects affected / exposed

occurrences causally related to
treatment / all
deaths causally related to
treatment / all

Hypotension
subjects affected / exposed
occurrences causally related to
treatment / all
deaths causally related to
treatment / all

Deep vein thrombosis
subjects affected / exposed
occurrences causally related to
treatment / all

deaths causally related to
treatment / all

0/ 91 (0.00%)
0/0

0/0

0/ 91 (0.00%)
0/0

0/0

0/ 91 (0.00%)
0/0

0/0

0/ 91 (0.00%)
0/0

0/0

1/ 91 (1.10%)
1/1

0/0

0/ 91 (0.00%)
0/0

0/0

Surgical and medical procedures
Catheter placement
subjects affected / exposed
occurrences causally related to
treatment / all

deaths causally related to
treatment / all

0/ 91 (0.00%)
0/0

0/0

0/ 91 (0.00%)
0/0

0/0

General disorders and administration
site conditions

Chest pain
subjects affected / exposed
occurrences causally related to
treatment / all
deaths causally related to
treatment / all

Death
subjects affected / exposed
occurrences causally related to
treatment / all
deaths causally related to
treatment / all

Multi-organ failure
subjects affected / exposed
occurrences causally related to
treatment / all
deaths causally related to
treatment / all

Oedema peripheral
subjects affected / exposed
occurrences causally related to
treatment / all

deaths causally related to
treatment / all

1/91 (1.10%)
0/1

0/0

0/ 91 (0.00%)
0/0

0/0

1/91 (1.10%)
0/1

0/1

0/ 91 (0.00%)
0/0

0/0

1/91 (1.10%)
0/1

0/0

0/ 91 (0.00%)
0/0

0/0

0/ 91 (0.00%)
0/0

0/0

1/91 (1.10%)
0/1

0/0
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Sudden death
subjects affected / exposed
occurrences causally related to
treatment / all
deaths causally related to
treatment / all

General physical health deterioration
subjects affected / exposed

occurrences causally related to
treatment / all
deaths causally related to
treatment / all

Device dislocation
subjects affected / exposed
occurrences causally related to
treatment / all

deaths causally related to
treatment / all

1/91 (1.10%)
0/1

0/1

0/ 91 (0.00%)
0/0

0/0

1/91 (1.10%)
0/1

0/0

1/ 91 (1.10%)
0/1

0/1

1/91 (1.10%)
0/1

0/0

0/ 91 (0.00%)
0/0

0/0

Respiratory, thoracic and mediastinal
disorders

Acute pulmonary oedema
subjects affected / exposed
occurrences causally related to
treatment / all
deaths causally related to
treatment / all

Acute respiratory failure
subjects affected / exposed
occurrences causally related to
treatment / all
deaths causally related to
treatment / all

Chronic obstructive pulmonary

disease
subjects affected / exposed
occurrences causally related to
treatment / all
deaths causally related to
treatment / all

Dyspnoea
subjects affected / exposed
occurrences causally related to
treatment / all
deaths causally related to
treatment / all

Pneumonia aspiration
subjects affected / exposed
occurrences causally related to
treatment / all

deaths causally related to
treatment / all

1/91 (1.10%)
0/1

0/0

0/ 91 (0.00%)
0/0

0/0

0/ 91 (0.00%)
0/0

0/0

1/91 (1.10%)
0/1

0/0

0/ 91 (0.00%)
0/0

0/0

0/ 91 (0.00%)
0/0

0/0

1/91 (1.10%)
0/1

0/0

0/ 91 (0.00%)
0/0

0/0

1/91 (1.10%)
0/1

0/0

0/ 91 (0.00%)
0/0

0/0
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Pulmonary congestion
subjects affected / exposed
occurrences causally related to
treatment / all
deaths causally related to
treatment / all

Pulmonary oedema
subjects affected / exposed
occurrences causally related to
treatment / all

deaths causally related to
treatment / all

0/ 91 (0.00%)
0/0

0/0

1/91 (1.10%)
0/1

0/0

1/ 91 (1.10%)
0/1

0/0

0/ 91 (0.00%)
0/0

0/0

Investigations
Transplant evaluation
subjects affected / exposed
occurrences causally related to
treatment / all

deaths causally related to
treatment / all

0/ 91 (0.00%)
0/0

0/0

0/ 91 (0.00%)
0/0

0/0

Injury, poisoning and procedural
complications

Fall
subjects affected / exposed
occurrences causally related to
treatment / all
deaths causally related to
treatment / all

Hip fracture
subjects affected / exposed
occurrences causally related to
treatment / all
deaths causally related to
treatment / all

Contusion
subjects affected / exposed
occurrences causally related to
treatment / all
deaths causally related to
treatment / all

Incision site haemorrhage
subjects affected / exposed
occurrences causally related to
treatment / all

deaths causally related to
treatment / all

0/ 91 (0.00%)
0/0

0/0

0/ 91 (0.00%)
0/0

0/0

0/ 91 (0.00%)
0/0

0/0

0/ 91 (0.00%)
0/0

0/0

0/ 91 (0.00%)
0/0

0/0

1/91 (1.10%)
0/1

0/0

0/ 91 (0.00%)
0/0

0/0

1/91 (1.10%)
0/2

0/0

Cardiac disorders
Angina pectoris
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subjects affected / exposed

occurrences causally related to
treatment / all

deaths causally related to
treatment / all

Atrial fibrillation
subjects affected / exposed
occurrences causally related to
treatment / all

deaths causally related to
treatment / all

Cardiac arrest
subjects affected / exposed

occurrences causally related to
treatment / all

deaths causally related to
treatment / all

Cardiac failure
subjects affected / exposed
occurrences causally related to
treatment / all

deaths causally related to
treatment / all

Cardiac failure acute
subjects affected / exposed

occurrences causally related to
treatment / all

deaths causally related to
treatment / all

Cardiac failure chronic
subjects affected / exposed
occurrences causally related to
treatment / all
deaths causally related to
treatment / all

Cardiac failure congestive
subjects affected / exposed

occurrences causally related to
treatment / all

deaths causally related to
treatment / all

Ventricular fibrillation
subjects affected / exposed

occurrences causally related to
treatment / all

deaths causally related to
treatment / all

Ventricular tachycardia

0/ 91 (0.00%)
0/0

0/0

0/ 91 (0.00%)
0/0

0/0

0/ 91 (0.00%)
0/0

0/0

3/ 91 (3.30%)
0/4

0/0

1/91 (1.10%)
0/1

0/0

3/ 91 (3.30%)
0/6

0/0

2 /91 (2.20%)
0/2

0/0

1/91 (1.10%)
0/1

0/0

0/ 91 (0.00%)
0/0

0/0

2/ 91 (2.20%)
0/2

0/0

0/ 91 (0.00%)
0/0

0/0

3/ 91 (3.30%)
0/4

0/1

0/ 91 (0.00%)
0/0

0/0

4 /91 (4.40%)
0/4

0/1

3/ 91 (3.30%)
0/4

0/0

0/ 91 (0.00%)
0/0

0/0
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subjects affected / exposed

occurrences causally related to
treatment / all
deaths causally related to
treatment / all

Ischaemic cardiomyopathy
subjects affected / exposed
occurrences causally related to
treatment / all
deaths causally related to
treatment / all

Left ventricular dysfunction
subjects affected / exposed
occurrences causally related to
treatment / all
deaths causally related to
treatment / all

Acute left ventricular failure
subjects affected / exposed
occurrences causally related to
treatment / all

deaths causally related to
treatment / all

1/91 (1.10%)
0/1

0/0

0/ 91 (0.00%)
0/0

0/0

0/ 91 (0.00%)
0/0

0/0

1/91 (1.10%)
0/1

0/0

0/ 91 (0.00%)
0/0

0/0

0/ 91 (0.00%)
0/0

0/0

0/ 91 (0.00%)
0/0

0/0

0/ 91 (0.00%)
0/0

0/0

Nervous system disorders

Cerebrovascular accident
subjects affected / exposed
occurrences causally related to
treatment / all
deaths causally related to
treatment / all

Cervicobrachial syndrome
subjects affected / exposed
occurrences causally related to
treatment / all
deaths causally related to
treatment / all

Subarachnoid haemorrhage
subjects affected / exposed
occurrences causally related to
treatment / all
deaths causally related to
treatment / all

Headache
subjects affected / exposed
occurrences causally related to
treatment / all
deaths causally related to
treatment / all

Syncope

0/ 91 (0.00%)
0/0

0/0

0/ 91 (0.00%)
0/0

0/0

0/ 91 (0.00%)
0/0

0/0

0/ 91 (0.00%)
0/0

0/0

0/ 91 (0.00%)
0/0

0/0

1/91 (1.10%)
0/1

0/0

0/ 91 (0.00%)
0/0

0/0

1/91 (1.10%)
0/1

0/0
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subjects affected / exposed

occurrences causally related to
treatment / all

deaths causally related to
treatment / all

0/ 91 (0.00%)
0/0

0/0

1/91 (1.10%)
0/1

0/0

Blood and lymphatic system disorders
Anaemia
subjects affected / exposed
occurrences causally related to
treatment / all
deaths causally related to
treatment / all
Thrombocytopenia
subjects affected / exposed
occurrences causally related to
treatment / all

deaths causally related to
treatment / all

0/ 91 (0.00%)
0/0

0/0

0/ 91 (0.00%)
0/0

0/0

1/91 (1.10%)
0/1

0/0

0/ 91 (0.00%)
0/0

0/0

Gastrointestinal disorders

Abdominal pain
subjects affected / exposed
occurrences causally related to
treatment / all
deaths causally related to
treatment / all

Abdominal pain upper
subjects affected / exposed
occurrences causally related to
treatment / all
deaths causally related to
treatment / all

Diarrhoea
subjects affected / exposed
occurrences causally related to
treatment / all
deaths causally related to
treatment / all

Gastrointestinal haemorrhage
subjects affected / exposed
occurrences causally related to
treatment / all
deaths causally related to
treatment / all

Melaena
subjects affected / exposed
occurrences causally related to
treatment / all
deaths causally related to
treatment / all

Small intestinal obstruction

0/ 91 (0.00%)
0/0

0/0

0/ 91 (0.00%)
0/0

0/0

0/ 91 (0.00%)
0/0

0/0

1/91 (1.10%)
1/1

0/0

0/ 91 (0.00%)
0/0

0/0

1/91 (1.10%)
1/1

0/0

0/ 91 (0.00%)
0/0

0/0

0/ 91 (0.00%)
0/0

0/0

0/ 91 (0.00%)
0/0

0/0

1/ 91 (1.10%)
1/1

0/0
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subjects affected / exposed

occurrences causally related to
treatment / all

deaths causally related to
treatment / all

Upper gastrointestinal haemorrhage

subjects affected / exposed
occurrences causally related to
treatment / all
deaths causally related to
treatment / all

Mechanical ileus
subjects affected / exposed
occurrences causally related to
treatment / all
deaths causally related to
treatment / all

Incarcerated umbilical hernia
subjects affected / exposed
occurrences causally related to
treatment / all

deaths causally related to
treatment / all

1/91 (1.10%)
0/1

0/0

0/ 91 (0.00%)
0/0

0/0

0/ 91 (0.00%)
0/0

0/0

0/ 91 (0.00%)
0/0

0/0

0/ 91 (0.00%)
0/0

0/0

0/ 91 (0.00%)
0/0

0/0

0/ 91 (0.00%)
0/0

0/0

0/ 91 (0.00%)
0/0

0/0

Hepatobiliary disorders

Cholangitis
subjects affected / exposed
occurrences causally related to
treatment / all
deaths causally related to
treatment / all

Cholecystitis
subjects affected / exposed
occurrences causally related to
treatment / all

deaths causally related to
treatment / all

0/ 91 (0.00%)
0/0

0/0

0/ 91 (0.00%)
0/0

0/0

1/ 91 (1.10%)
1/1

0/0

1/91 (1.10%)
1/1

0/0

Skin and subcutaneous tissue disorders

Rash
subjects affected / exposed

occurrences causally related to
treatment / all
deaths causally related to
treatment / all

Rash pruritic
subjects affected / exposed
occurrences causally related to
treatment / all

deaths causally related to
treatment / all

0/ 91 (0.00%)
0/0

0/0

0/ 91 (0.00%)
0/0

0/0

1/91 (1.10%)
0/1

0/0

1/ 91 (1.10%)
0/1

0/0

Renal and urinary disorders

Clinical trial results 2013-002287-11 version 1

EU-CTR publication date:

25 June 2016

Page 43 of 49



Renal failure
subjects affected / exposed
occurrences causally related to
treatment / all
deaths causally related to
treatment / all

Urinary retention
subjects affected / exposed
occurrences causally related to
treatment / all
deaths causally related to
treatment / all

Acute kidney injury
subjects affected / exposed
occurrences causally related to
treatment / all

deaths causally related to
treatment / all

0/ 91 (0.00%)
0/0

0/0

0/ 91 (0.00%)
0/0

0/0

1/91 (1.10%)
0/1

0/0

0/ 91 (0.00%)
0/0

0/0

0/ 91 (0.00%)
0/0

0/0

3/ 91 (3.30%)
0/3

0/0

Musculoskeletal and connective tissue
disorders

Arthralgia
subjects affected / exposed
occurrences causally related to
treatment / all

deaths causally related to
treatment / all

0/ 91 (0.00%)
0/0

0/0

0/ 91 (0.00%)
0/0

0/0

Infections and infestations

Bronchitis
subjects affected / exposed
occurrences causally related to
treatment / all
deaths causally related to
treatment / all

Escherichia sepsis
subjects affected / exposed
occurrences causally related to
treatment / all
deaths causally related to
treatment / all

Pneumonia
subjects affected / exposed
occurrences causally related to
treatment / all
deaths causally related to
treatment / all

Gastroenteritis
subjects affected / exposed
occurrences causally related to
treatment / all

deaths causally related to
treatment / all

1/91 (1.10%)
0/1

0/0

0/ 91 (0.00%)
0/0

0/0

2 /91 (2.20%)
0/2

0/1

0/ 91 (0.00%)
0/0

0/0

2 /91 (2.20%)
0/2

0/0

0/ 91 (0.00%)
0/0

0/0

1/91 (1.10%)
0/1

0/0

0/ 91 (0.00%)
0/0

0/0
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Urinary tract infection
subjects affected / exposed
occurrences causally related to
treatment / all
deaths causally related to
treatment / all

Pneumococcal sepsis
subjects affected / exposed
occurrences causally related to
treatment / all

deaths causally related to
treatment / all

0/ 91 (0.00%)
0/0

0/0

0/ 91 (0.00%)
0/0

0/0

0/ 91 (0.00%)
0/0

0/0

0/ 91 (0.00%)
0/0

0/0

Metabolism and nutrition disorders
Fluid overload
subjects affected / exposed

occurrences causally related to
treatment / all

deaths causally related to
treatment / all

Gout
subjects affected / exposed
occurrences causally related to
treatment / all
deaths causally related to
treatment / all
Hyperglycaemia
subjects affected / exposed

occurrences causally related to
treatment / all

deaths causally related to
treatment / all

Hyperkalaemia
subjects affected / exposed
occurrences causally related to
treatment / all
deaths causally related to
treatment / all

Hypoglycaemia
subjects affected / exposed

occurrences causally related to
treatment / all

deaths causally related to
treatment / all

Hypokalaemia
subjects affected / exposed

occurrences causally related to
treatment / all

deaths causally related to
treatment / all

Metabolic acidosis

0/ 91 (0.00%)
0/0

0/0

0/ 91 (0.00%)
0/0

0/0

0/ 91 (0.00%)
0/0

0/0

0/ 91 (0.00%)
0/0

0/0

0/ 91 (0.00%)
0/0

0/0

0/ 91 (0.00%)
0/0

0/0

0/ 91 (0.00%)
0/0

0/0

0/ 91 (0.00%)
0/0

0/0

0/ 91 (0.00%)
0/0

0/0

0/ 91 (0.00%)
0/0

0/0

0/ 91 (0.00%)
0/0

0/0

0/ 91 (0.00%)
0/0

0/0
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subjects affected / exposed

occurrences causally related to
treatment / all
deaths causally related to
treatment / all

Type 2 diabetes mellitus
subjects affected / exposed
occurrences causally related to
treatment / all

deaths causally related to
treatment / all

0/ 91 (0.00%)
0/0

0/0

1/91 (1.10%)
0/1

0/0

0/ 91 (0.00%)
0/0

0/0

0/ 91 (0.00%)
0/0

0/0

Frequency threshold for reporting non-serious adverse events: 5 %

Non-serious adverse events

Placebo

BAY1021189 1.25
milligram (mg)

BAY1021189 2.5 mg

Total subjects affected by non-serious
adverse events

subjects affected / exposed

24 / 92 (26.09%)

25/ 91 (27.47%)

20/ 90 (22.22%)

Vascular disorders
Hypotension
subjects affected / exposed

occurrences (all)

6/ 92 (6.52%)
6

5/ 91 (5.49%)
5

5/ 90 (5.56%)
6

Cardiac disorders
Cardiac failure chronic
subjects affected / exposed

occurrences (all)

4 /92 (4.35%)
5

1/91 (1.10%)
1

5/ 90 (5.56%)
5

Nervous system disorders
Dizziness
subjects affected / exposed

occurrences (all)

5/ 92 (5.43%)
6

3/ 91 (3.30%)
3

2/90 (2.22%)
2

General disorders and administration
site conditions

Asthenia
subjects affected / exposed

occurrences (all)

3/ 92 (3.26%)
3

0/ 91 (0.00%)
0

2/90 (2.22%)
2

Gastrointestinal disorders
Abdominal pain upper
subjects affected / exposed

occurrences (all)

Dyspepsia
subjects affected / exposed

occurrences (all)

2/ 92 (2.17%)
2

0/ 92 (0.00%)
0

5/ 91 (5.49%)
6

1/91 (1.10%)
1

1/90 (1.11%)
1

0/ 90 (0.00%)
0
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Nausea
subjects affected / exposed

occurrences (all)

3/ 92 (3.26%)
4

5/ 91 (5.49%)
6

3/ 90 (3.33%)
3

Respiratory, thoracic and mediastinal
disorders

Dyspnoea
subjects affected / exposed

occurrences (all)

Cough
subjects affected / exposed

occurrences (all)

5/ 92 (5.43%)
5

6/ 92 (6.52%)
7

1/ 91 (1.10%)
1

8/ 91 (8.79%)
8

3/ 90 (3.33%)
3

4 /90 (4.44%)
4

Metabolism and nutrition disorders
Hyperuricaemia
subjects affected / exposed

occurrences (all)

Hypokalaemia
subjects affected / exposed

occurrences (all)

1/92 (1.09%)
1

3/ 92 (3.26%)
3

0/ 91 (0.00%)
0

5/ 91 (5.49%)
5

2/ 90 (2.22%)
2

2/90 (2.22%)
2

Non-serious adverse events

BAY1021189 from
2.5to 5mg

BAY1021189 from
2.5to 10 mg

Total subjects affected by non-serious
adverse events

subjects affected / exposed

23/ 91 (25.27%)

28 / 91 (30.77%)

Vascular disorders
Hypotension
subjects affected / exposed

occurrences (all)

4 /91 (4.40%)
4

14 /91 (15.38%)
17

Cardiac disorders
Cardiac failure chronic
subjects affected / exposed

occurrences (all)

2 /91 (2.20%)
2

0/ 91 (0.00%)
0

Nervous system disorders
Dizziness
subjects affected / exposed

occurrences (all)

2 /91 (2.20%)
2

5/ 91 (5.49%)
5

General disorders and administration
site conditions

Asthenia
subjects affected / exposed

occurrences (all)

5/ 91 (5.49%)
5

2 /91 (2.20%)
2
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Gastrointestinal disorders
Abdominal pain upper
subjects affected / exposed

occurrences (all)

Dyspepsia
subjects affected / exposed

occurrences (all)

Nausea
subjects affected / exposed

occurrences (all)

1/91 (1.10%)
1

1/91 (1.10%)
1

1/91 (1.10%)
1

0/ 91 (0.00%)
0

5/ 91 (5.49%)
7

1/91 (1.10%)
1

Respiratory, thoracic and mediastinal

disorders
Dyspnoea
subjects affected / exposed

occurrences (all)

Cough
subjects affected / exposed

occurrences (all)

2 /91 (2.20%)
3

4 /91 (4.40%)
4

4 /91 (4.40%)
4

4 /91 (4.40%)
4

Metabolism and nutrition disorders
Hyperuricaemia
subjects affected / exposed

occurrences (all)

Hypokalaemia
subjects affected / exposed

occurrences (all)

5/ 91 (5.49%)
5

2 /91 (2.20%)
2

0/ 91 (0.00%)
0

5/ 91 (5.49%)
6
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More information

Substantial protocol amendments (globally)

Were there any global substantial amendments to the protocol? Yes

Date

Amendment

16 July 2013

The main purpose is to implement clarifications primarily in exclusion criteria and
study procedures.The exclusion criterion ™ ..or coronary artery bypass grafting
(CABG) within 60 days prior to randomization; or indication for percutaneous
coronary intervention (PCI) or CABG"” was clarified to indicate that no 60-day lag
time was required after elective percutaneous coronary intervention(PCI). The
amendment added that required intravenous (IV) treatment with vasodilators is a
newly developing sign of worsening chronic heart failure (WCHF). The amendment
clarified in that there is only one committee, the Clinical Events Committee (CEC),
and only on manual, the manual, to adjudicate events. The collection of vital
status was added at 114+/-5 days after randomization for all subjects who
prematurely discontinued study drug. The amendment specified disease-related
events (acute HF, chronic HF, WCHF, arrhythmia / cardiac arrest, myocardial
infarction, transient ischemic attack or stroke, cardiovascular (CV) death) that
were not subject to the unblinding and expedited reporting process if serious
adverse events (SAEs).

Notes:

Interruptions (globally)

Were there any global interruptions to the trial? No

Limitations and caveats

Limitations of the trial such as small numbers of subjects analysed or technical problems leading to
unreliable data.

Endpoints of "Change in ‘health-related quality of life’, ‘Composite Congestion Score’, *‘NYHA function
class’, and ‘background heart failure therapies’ were assessed as exploratory. “Incidence of atrial
fibrillation” is reported in AE summary.

Notes:
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