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Clinical Study Synopsis

This Clinical Study Synopsis is provided for patients and healthcare professionals to
increase the transparency of Bayer's clinical research. This document is not intended
to replace the advice of a healthcare professional and should not be considered as a
recommendation. Patients should always seek medical advice before making any
decisions on their treatment. Healthcare Professionals should always refer to the
specific labelling information approved for the patient's country or region. Data in this
document or on the related website should not be considered as prescribing advice.
The study listed may include approved and non-approved formulations or treatment
regimens. Data may differ from published or presented data and are a reflection of
the limited information provided here. The results from a single trial need to be
considered in the context of the totality of the available clinical research results for a
drug. The results from a single study may not reflect the overall results for a drug.

The following information is the property of Bayer HealthCare. Reproduction of all or
part of this report is strictly prohibited without prior written permission from Bayer
HealthCare. Commercial use of the information is only possible with the written
permission of the proprietor and is subject to a license fee. Please note that the
General Conditions of Use and the Privacy Statement of bayerhealthcare.com apply
to the contents of this file.
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Clinical Trial Results Synopsis

Study sponsor

Bayer Healthcare Pharmaceuticals Inc.

Study number

12934

National clinical trial
number

National Clinical Trial (NCT) number: NTC00810693

Study title:

Randomized, double-blind, placebo-controlled, multi-centre, multi-
national study to evaluate the efficacy and safety of oral

BAY 63-2521 (1 mg, 1.5 mg, 2 mg, or 2.5 mg tid) in patients with
symptomatic pulmonary arterial hypertension (PAH).

PATENT-1 study.

Therapeutic area

Cardiology/Coagulation

EudraCT number:

2008-003482-68

Clinical phase:

Study objectives:

To assess the efficacy and safety of oral riociguat in treatment-
na'we subjects and subjects pre-treated with an endothelin receptor
antagonist or a prostacyclin analogue with symptomatic PAH.

The optimized dose, reached after individual titration (starting at

1 mg 3 times a day [tid] and, if tolerated, up-titrated after two
weeks in 0.5 mg-increments to a maximum dose of 2.5 mg tid) was
compared to placebo (main comparison) and a riociguat group
(with capped dose titration from 1.0 mg to 1.5 mg tid).

Test drug:

Name of active
ingredient(s):

Dose:

Riociguat / BAY 63-2521
(film-coated tablets)

Riociguat / BAY 63-2521

Riociguat 1.0-2.5 mg group: 1.0-2.5 mg tid

(individual dose titration)
Riociguat 1.0-1.5 mg group: 1.0-1.5 mg tid

(capped dose titration)
In case of side effects (e.g. symptomatic hypotension), down-
titration to 0.5 mg tid was allowed.
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Route of
administration:

Duration of treatment:
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Oral

12 weeks

Reference drug:

Dose:

Route of
administration:

Duration of treatment:

Placebo (tablets)
Matching Placebo tid

A sham titration that followed the rules of the individual dose
titration scheme

Oral

12 weeks

Indication:

Pulmonary arterial hypertension (PAH)

Diagnosis and main
criteria for inclusion:

Symptomatic PAH (Group 1, Venice Clinical Classification of
Pulmonary Hypertension (PH); PH subtypes as specified in
inclusion criteria) with an eligibility and baseline 6-minute walking
distance (6BMWD) test between 150 m and 450 m, a pulmonary
vascular resistance (PVR) >300 dyn*sec*cm™, and a mean
pulmonary arterial pressure >25 mmHg. Both treatment-na'we
subjects and subjects pre-treated with an endothelin receptor
antagonist or a prostacyclin analogue (inhaled or subcutaneous;
oral administration permitted in Japan, as per amendment 7) could
be included. Unspecific treatments for the treatment of PH such as
oral anticoagulants, diuretics, digitalis, calcium channel blockers or
oxygen supplementation were permitted.
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Methodology:

This was a double-blind, randomized, multicenter, multinational,
placebo-controlled study.

During the 8-week titration phase, the dose of study medication
was titrated every 2 weeks based on the subject’s peripheral
systolic blood pressure (SBP). In accordance with a prespecified
algorithm, starting from a dose of 1.0 mg tid riociguat or placebo,
the dose was increased, maintained, or decreased depending on
whether SBP was >95 mmHg, 90 — 94 mmHg, or <90 mmHg, or if
signs and symptoms of hypotension were detected. The maximum
permitted daily dose depended on the treatment to which the
subject was assigned. The “optimal dose” reached at the end of the
titration phase was to be maintained for a further 4 weeks in the
main study phase. Dose reductions for safety reasons were
allowed.

Type of control:

Placebo

Study center(s):

124 recruiting centers in 30 countries: Argentina (1), Australia (6),
Austria (3), Belgium (2), Brazil (4), Canada (3), China (5), Czech
Republic (1), Denmark (1), France (9), Germany (9), Greece (1),
Israel (2), Italy (5), Japan (15), Mexico (6), New Zealand (1),
Poland (1), Portugal (4), Russia (2), Singapore (2), South Korea
(4), Spain (3), Sweden (3), Switzerland (1), Taiwan (3), Thailand
(2), Turkey (3), United Kingdom (4), USA (18)

Study period:

First subject, first visit: 17 Dec 2008

Last subject, last visit: 14 May 2012

Premature study
suspension /termination

N/A
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Substantial study
protocol amendments
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Amendment 3 dated 20 Mar 2009 (Spain):

- inclusion of treatment-na'we subjects in the study was prohibited
Amendment 4 dated 10 Jun 2009 (global):

- pre-treatment phase extended to "up to 2 weeks"

- change from Modified Borg Dyspnoea Scale to Borg CR 10
Scale

- addition of dizziness and syncope as undesirable effects

- addition of collection of healthcare resource information
Amendment 5 dated 25 Jan 2010 (Argentina):

- inclusion of treatment-na'we subjects in the study was prohibited
Amendment 6 dated 22 Mar 2010 (global):

- adjustment of upper age limit from 75 to 80 years with stricter
PCWP criteria

- deletion of two exclusion criteria (one related to allergies, the
other related to evidence of pulmo-veno-occlusive disease or
pulmonary capillary hemangiomatosis)

- collection of smoking status information, smoking added as
interaction

- addition of vomiting and gastritis as undesirable effects

- visit window for safety follow-up visit extended from 30 (+2)
days to 30 (+5) days

Amendment 7 dated 23 Mar 2010 (Japan):

- simultaneous treatment with oral beraprost 180 pg per day and an
endothelin receptor antagonist allowed

Amendment 8 dated 15 Feb 2011 (global):

- measurements of calcium and phosphate and calcitriol were
added

- duration AEs were to be considered treatment-emergent was
changed from up to 7 days to up to 2 days after the end of
treatment with study medication

Number of subjects
per treatment group:

Planned: Riociguat 1.0-2.5 mg group: 250 valid for ITT
Placebo group: 125 valid for ITT

Riociguat 1.0-1.5 mg group: 63 valid for ITT

(ITT = intent to treat)
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Analyzed: ITT/Safety  Per protocol
Riociguat 1.0-2.5 mg group: 254 218
Placebo group: 126 106
Riociguat 1.0-1.5 mg group: 63 55

Criteria for evaluation

Efficacy: Primary efficacy variable:
e Change from baseline in 6MWD after 12 weeks
Secondary efficacy variables:
e Change from baseline in PVR after 12 weeks
e Change from baseline in N-terminal prohormone of brain
natriuretic peptide (NT-proBNP) after 12 weeks
e Change from baseline in World Health Organization (WHO)
functional class after 12 weeks
e Time to clinical worsening
e Change from baseline in Borg CR 10 Scale or Modified Borg
Dyspnoea Scale (measured at the end of the 6MWD test) after
12 weeks
e Change from baseline in EQ-5D questionnaire after 12 weeks
e Change from baseline in Living with Pulmonary Hypertension
(LPH) questionnaire after 12 weeks
Safety: Adverse events (AEs), mortality, laboratory parameters, vital
signs, electrocardiogram (ECG) parameters, blood gas analysis
Other- Hemodynamic parameters: Mean pulmonary arterial pressure,

cardiac index

Statistical methods:

The primary efficacy analysis was the analysis of the change in
6MWD from baseline to week 12 (last observation until week 12)
in subjects valid for ITT, with imputation of missing values for
subjects who withdrew or died before 12 weeks. The riociguat
1.0-2.5 mg and placebo groups were compared using analysis of
covariance (ANCOVA), with baseline 6MWD as a covariate and
treatment group, stratification group (therapy-nawe / add-on), and
region as main effects. The primary statistical method would be the
stratified Wilcoxon test if the Shapiro-Wilk test for normality of
residuals was statistically significant. Least squares (LS) mean and
95% confidence intervals (CIs) of the treatment difference were
calculated based on the ANCOVA. Superiority of the riociguat
1.0-2.5 mg group over the placebo group was to be declared if the
two-sided significance level was less than or equal to 0.05.
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Publication(s) Archer SL. Riociguat for pulmonary hypertension--a glass half
full. N Engl J Med. 2013 Jul 25;369(4):386-8.

Ghofrani HA, GalieN, Grimminger F, Grinig E, Humbert M, Jing
ZC, Keogh AM, Langleben D, Kilama MO, Fritsch A, Neuser D,
Rubin LJ; PATENT-1 Study Group. Riociguat for the treatment of
pulmonary arterial hypertension. N Engl J Med. 2013 Jul
25;369(4):330-40.

Date created/last 25 Sep 2013
updated

Study subjects

586 subjects were enrolled in 124 study centers in 30 countries worldwide. 141 of the

586 enrolled subjects were not randomized. 445 of the 586 subjects were randomized. 443 of
the 445 randomized subjects received study medication (254 in the riociguat 1.0-2.5 mg
group, 126 in the placebo group, 63 in the riociguat 1.0-1.5 mg group).

405 (91.0%) of the 445 randomized subjects completed the treatment phase. The remaining
40 randomized subjects prematurely discontinued study medication (38 subjects) or did not
receive the study medication (2 subjects).

All 443 randomized, treated subjects were included in the ITT and safety analysis sets. 379
subjects were considered valid for per protocol analyses.

In the ITT analysis set (primary analysis set), the treatment groups were comparable with
respect to demographic characteristics. Almost 80% of subjects were female. The majority of
subjects in each treatment group were white (52-63%). A third of subjects in each group were
classified as Asian (30-35%). Very few subjects were classified as black (<2%). Mean age
was similar in all three treatment groups (riociguat 1.0-2.5 mg: 51.1 years, placebo:

50.7 years, riociguat 1.0-1.5 mg 48.8 years). Between 22% and 26% of subjects in each
treatment group were aged >65 years; the oldest subject was 80 years of age. Body weight and
body mass index at baseline were comparable in all three treatment groups, with a mean body
mass index of 26-27 kg/m? in each treatment group. The majority of subjects in each
treatment group had never smoked (62% to 67%); 6% to 8% of subjects in each treatment
group were current smokers. Alcohol use was similar in all three treatment groups, with the
majority of subjects reporting no alcohol consumption (58% to 67%) and about one third of
subjects reporting light consumption (32% to 39%).

Most subjects in the ITT analysis set had a primary diagnosis of idiopathic PAH (riociguat
1.0-2.5 mg: 58.7% of subjects; placebo: 66.7%; riociguat 1.0-1.5 mg: 61.9%) or PAH due to
connective tissue disease (28.0%; 19.8%; 23.8%). More than 90% of subjects in each
treatment group had a WHO functional class of 11 or 111. About half of the subjects in each
treatment group were treatment-na'we and half were pre-treated for PAH. Most of the pre-
treated subjects were receiving an endothelin receptor antagonist. The frequency of subjects
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pre-treated with a prostacyclin analogue (inhaled, subcutaneous or oral) was less than 10% in
all treatment groups.

Efficacy evaluation

The study achieved its objective of demonstrating superiority of riociguat over placebo for the
primary efficacy variable 6MWD. As shown by the primary efficacy analysis, treatment with
riociguat 1.0-2.5 mg tid resulted in a statistically significant and clinically relevant
improvement in 6MWD from baseline to week 12 (last observation until week 12) as
compared to placebo in the ITT analysis set. The estimated overall treatment effect from the
ANCOVA was 35.78 m (95% ClI: 20.06 m to 51.51 m; p<0.0001, stratified Wilcoxon test).

Primary analysis: Change in 6MWD (meter) from baseline to last visit - ITT analysis set

Statistic Riociguat Placebo Riociguat

1.0-2.5mg 1.0-1.5mg
N=254 N=126 N=63

Baseline, mean (SD) 361.4 (67.7) 367.8 (74.6) 363.2 (66.6)

Change from baseline to last visit, 29.6 (65.8) —-5.6 (85.5) 31.1 (79.3)

mean (SD)

Treatment comparison Riociguat 1.0-2.5 mg — placebo

LS mean difference 35.78

95% Cl 20.06 to 51.51

p-value (ANCOVA) <0.0001

p-value (stratified Wilcoxon test) <0.0001

ANCOVA model with baseline value, treatment group, region, and stratification group as fixed
effects, stratified Wilcoxon test by region and stratification group; SD = Standard deviation

Last visit = Last observed value (not including follow-up) for subjects who completed the study or
withdrew, except imputed worst value in case of death or clinical worsening without a termination
visit or a measurement at that termination visit

The treatment effect was consistent for the ITT and per protocol analysis sets. Sensitivity
analyses indicated that there was clear evidence of a treatment effect regardless of the
imputation method used to take account for missing data.

The change in 6MWD from baseline to week 12 (last observation until week 12) was
increased to a similar degree both in therapy-na'we subjects and in pre-treated subjects in the
riociguat 1.0-2.5 mg group as compared to placebo (treatment effect estimates of 38.36 m
[95% CI: 14.46 m to 62.26 m] for therapy-nawe subjects and 35.65 m [95% CI: 15.04 m to
56.26 m] for pre-treated subjects). A positive treatment effect was observed in almost all other
prespecified subgroups.

Treatment with riociguat also resulted in a consistent improvement across the secondary
efficacy variables PVR, NT-proBNP, WHO functional class, time to clinical worsening, Borg
CR 10 Scale, EQ-5D questionnaire, and LPH questionnaire. The only secondary endpoint
without a nominally significant improvement for the riociguat 1.0-2.5 mg group compared to
placebo was the EQ-5D questionnaire utility score (p=0.0663). In the predefined order for the
hierarchical testing, LPH was below EQ-5D. Thus, in addition to 6MWD, statistical
significance was formally achieved for PVR, NT-proBNP, WHO functional class, time to
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clinical worsening, and Borg Scale. The results for secondary efficacy variables in the
per protocol population were consistent with those for the ITT population.

Secondary efficacy variables: Summary of hierarchical testing - ITT analysis set

Variable Stratified Wilcoxon test Statistically Statistically significant
p-value* significant in hierarchical
testing
6MWD (primary) <0.0001 Yes Yes
PVR <0.0001 Yes Yes
NT-proBNP <0.0001 Yes Yes
WHO functional class 0.0033 Yes Yes
Clinical worsening 0.0046 2 Yes Yes
Borg CR 10 scale ® 0.0022 Yes Yes
EQ-5D questionnaire 0.0663 No No
LPH questionnaire 0.0019 Yes No

* The normality of ANCOVA residuals has been rejected for all secondary efficacy variables where
ANCOVA was applied (PVR, NT-proBNP, EQ5D and LPH), so that the stratified Wilcoxon test
was used as primary analysis.

a  Stratified log-rank test p-value for time to clinical worsening.

b Subjects enrolled before amendment 3 used the Modified Borg Dyspnoea Scale.

Prespecified exploratory analyses of additional hemodynamic parameters (e.g. cardiac index,
pulmonary artery pressure) were consistent with the favorable findings for the secondary
efficacy variable PVR. The proportion of subjects with a cardiac index of at least

2.5 L/min/m2 increased in the riociguat 1.0-2.5 mg group from 45.1% at baseline to 76.4% at
week 12 (last observation until week 12), while a slight decrease from 48.1% to 44.4% was
observed in the placebo group over the same time period. In the riociguat 1.0-2.5 mg
group,reductions were observed in pulmonary artery pressures (PAPmean); changes in the
placebo group were less pronounced than in the riociguat1.0-2.5 mg group.

Efficacy findings for the riociguat 1.0-1.5 mg group, which was analyzed only descriptively,
were consistent with those for the riociguat 1.0-2.5 mg group.

Safety evaluation

The results of the safety analyses of this placebo-controlled study indicate that riociguat has
an acceptable safety profile when given as an individual dose titration regimen (riociguat
1.0-2.5 mg group) or as a capped dose titration regimen (riociguat 1.0-1.5 mg group) for a
duration of 12 weeks in subjects with symptomatic PAH.

The overall frequency of treatment-emergent AEs (TEAES) was similar in all three treatment
groups (89.4% of subjects in the riociguat 1.0-2.5 mg group, 85.7% in the placebo group, and
92.1% in the riociguat 1.0-1.5 mg group).

The most frequent TEAEs (>10% of subjects in any treatment group) were headache
(riociguat 1.0-2.5 mg 27.2%, placebo 19.8%, riociguat 1.0-1.5 mg 31.7%), dyspepsia (18.9%,
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7.9%, 12.7%), peripheral edema (17.3%, 11.1%, 22.2%), dizziness (15.7%, 11.9%, 23.8%),
nausea (15.7%, 12.7%, 15.9%), diarrhea (13.8%, 10.3%, 9.5%), vomiting (10.2%, 8.7%,
11.1%), nasopharyngitis (10.2%, 11.1%, 9.5%), dyspnea (6.3%, 11.1%, 6.3%), and cough
(4.7%, 10.3%, 4.8%). TEAESs reported at least 5% more frequently in the riociguat 1.0-2.5 mg
group than in the placebo group were headache (27.2% vs. 19.8%), dyspepsia (18.9% vs.
7.9%), peripheral edema (17.3% vs. 11.1%), anemia (8.3% vs. 2.4%), and hypotension (9.8%
vs. 2.4%). The majority of TEAE frequencies in the riociguat 1.0-1.5 mg group were similar
to those in the riociguat 1.0-2.5 mg group.

Overall, the majority of TEAES were assessed as either mild or moderate in severity. Severe
TEAEs were reported for 11.0% of subjects in the riociguat 1.0-2.5 mg group, 15.1% of
subjects in the placebo group, and 9.5% of subjects in the riociguat 1.0-1.5 mg group.

Death occurred less frequently in subjects treated with riociguat than in those who received
placebo (riociguat 1.0-2.5 mg 2 subjects, 0.8%; placebo 3 subjects, 2.4%; riociguat

1.0-1.5 mg 1 subject, 1.6%). Serious TEAES were reported less frequently in the riociguat
1.0-2.5 mg group (29 subjects, 11.4%) than in the placebo group (23 subjects, 18.3%), while
in the riociguat 1.0-1.5 mg group serious TEAES occurred at a frequency similar to that in the
placebo group (11 subjects, 17.5%). TEAEs leading to discontinuation occurred less
frequently in both riociguat groups than in the placebo group (riociguat 1.0-2.5 mg 8 subjects,
3.1%; placebo 9 subjects, 7.1%; riociguat 1.0-1.5 mg 1 subject, 1.6%).

Suspected TEAEs of syncope (preferred terms of “loss of consciousness”, “presyncope”, or
“syncope”) were reported less frequently in the riociguat 1.0-2.5 mg group (8 subjects, 3.1%)
than in the placebo group (7 subjects, 5.6%). No difference was observed between the two
riociguat groups with respect to such events (8 subjects [3.1%] vs. 2 subjects [3.2%]). The
preferred term “syncope” was reported for 3 (1.2%) subjects in the riociguat 1.0-2.5 mg
group, 5 (4.0%) subjects in the placebo group, and 0 subjects in the riociguat 1.0-1.5 mg
group. Hypotension was reported as a TEAE more frequently in the riociguat 1.0-2.5 mg
group (25 subjects, 9.8%) than in the placebo group (3 subjects, 2.4%) or in the riociguat
1.0-1.5 mg group (2 subjects, 3.2%). Blood pressure decreased was reported as a TEAE in
1 subject in each treatment group. With one exception, all cases of hypotension or blood
pressure decreased were rated by the investigator as of mild or moderate intensity. The
frequency of discontinuation of study medication due to syncope or hypotension in the
riociguat groups was low and comparable to that in the placebo group.

In analyses of laboratory safety parameters, trends to lower mean values for hemoglobin,
hematocrit, potassium and urate were observed in the riociguat groups as compared to the
placebo group. For all other laboratory safety parameters, mean and median changes between
baseline and subsequent study visits were small and comparable between the treatment
groups.

Treatment-emergent values below the lower limit of normal for erythrocytes, hematocrit,
hemoglobin, leukocytes, lymphocytes, and neutrophils were observed more frequently in the
riociguat 1.0-2.5 mg group than in the placebo group. Similar findings for erythrocytes,
hemoglobin, and hematocrit were observed in the riociguat 1.0-1.5 mg group. Anemia was
reported as a TEAE more frequently on riociguat 1.0-2.5 mg (8.3%) than on placebo (2.4%)

Page 9 of 10



f) Bayer HealthCare

or on riociguat 1.0-1.5 mg (1.6%), but the treatment groups did not differ with regard to use
of new concomitant antianemia medication (6.7% vs. 4.0% vs. 6.3% of subjects) or blood
substitutes and perfusion solutions (20.5% vs. 24.6% vs. 17.5%) or with regard to the
frequency of treatment-emergent bleeding events (11.0% vs. 9.5% vs. 11.1%). There were no
differences between the treatment groups with regard to aPTT or INR.

Increases in clinical chemistry parameters (in particular liver function parameters, creatine
kinase, creatinine, urate) were less frequent in the riociguat 1.0-2.5 mg group than in the
placebo group. Treatment-emergent values below the lower limit of normal for calcium were
reported only in the riociguat 1.0-2.5 mg group (20.5% of subjects). However, this finding
should be treated with caution because the parameter was measured in relatively few subjects
in each group.

As expected with the known pharmacological mechanism of action of riociguat, mean SBP
decreased to a greater extent in both active treatment groups than in the placebo group. SBP
values lower than 95 mmHg were measured more frequently in the riociguat groups than in
the placebo group, in particular in the riociguat 1.0-2.5 mg group, suggesting a stronger
overall effect of this dosing regimen on SBP. Riociguat also decreased diastolic blood
pressure, but the effect was less pronounced than for SBP. No change in heart rate was
observed after 12 weeks of treatment with riociguat.

No clinically relevant changes in body weight, ECG parameters, or blood gas analysis
parameters were identified.

Overall conclusions

Administration of riociguat in a dosage of 1.0-2.5 mg as an individual dose titration regimen
results in a statistically significant and clinically meaningful improvement in 6MWD as
compared to placebo in subjects with symptomatic PAH after 12 weeks.

In addition, consistent with the effects observed for the 6MWND, riociguat has superior effects
over placebo on the predefined secondary efficacy variables PVR, NT-proBNP, WHO
functional class, time to clinical worsening, and Borg Scale that are statistically significant
and clinically relevant.

In the subject population under investigation, riociguat is safe and well tolerated as an
individual dose titration regimen.
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Investigational Site List

Marketing Authorization Holder in Germany

Name

Bayer Vital GmbH

Postal Address

Germany

D-51368 Leverkusen

Sponsor in Germany (if applicable)

Legal Entity Name

Bayer Pharma AG

Postal Address

Germany

D-51368 Leverkusen

List of Investigational Sites

No Investigat Facility Name | Street Zip City Country
or Name code
1 DrG Sanatorio San Sanchez de Bustamante Capital Argentina
Bortman José 1674 Federal 9
Allgemeines Univ.-Klinik fir Innere Medizin
Prof. Dr. | Krankenhaus I
2 Lan. ' der Stadt Wien Klinische Abteilung fiir 1090 Wien Austria
9 Universitatsklinik [ Kardiologie
en Waéhringer Gurtel 18-20
. oo | Unive Klinik fur Innere Medizin
3 E:a'?qfllelr)r. c tjr?]“llﬁasslga:hsckll'n'k I 6020 Innsbruck Austria
Anichstral3e 35
Krankenhaus 2. Interne Abteilung,
Dr. R der Kardiologie
4 | Mascherbau . . loogie, 4010 Linz Austria
er-Steringer Elisabethinen Herzintensivstation
9 Linz FadingerstraRe 1/Pf. 239
Heart Transplant Clinic
5 Professor A | St Vincents Level 4, Xavier Building 2010 DARLING Australia
Keogh Hospital Sydney | Heart Lung Clinic HURST
390 Victoria Street
6 DrF The Prince . Rode Road 4032 Chermsid Australia
Kermeen Charles Hospital e
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Wesley Research Institute

7 Eé é]nstra H;Gs’ Vi\t’aels'ey Level MB2 4066 A”wgr”ﬂo Australia
P 451 Coronation Drive
Department of Allergy,
8 Dr.'I.' The Alfred Immynology & Respiratory 3181 PRAHRA Australia
Williams Hospital Medicine N
Commercial Road
Dr G John Hunter HAPS Immunolo New
9 . 9y 2305 Lambton Australia
Reeves Hospital Lookout Road Hei
eights
Department of Cardiology
10 |DrD Royal Hobart | p v ol Hobart Hospital 7000 | HOBART | Australia
Kilpatrick Hospital .
48 Liverpool Street
Hopital Serw_ce d(_a Cardiologie/Dienst BRUXELL
11 Prof. Dr. J Erasme/Erasmu Cardiologie 1070 ES - Belgium
VACHIERY . . Route de Lennik 808 9
s Ziekenhuis ; BRUSSEL
Lenniksebaan
Prof. Dr. M UZ Leuven Interne Geneeskunde .
12 DELCROIX | Gasthuisberg Herestraat 49 3000 LEUVEN Belgium
Hospital Dom Vicente
Santa Casa de Scherer
DrGM o . Servigo de Hipertenséo 90020 Porto .
13 Misericordia de Brazil
Meyer Porto Alegre Pulmonar 090 Alegre
Av. Indenpendéncia, 155 - 6
andar
Disciplina de Pneumologia i
14 DrJs . UNIFESP/EPM Rua Napoledo de Barros, 715 04024 Séo Paulo Brazil
Arakaki 002
3 andar
. Ambulatério de Cardiopatia
DIMT Instituto Dante | - anita, 04012 | . .
15 Pazzanese de Séo Paulo Brazil
Santana Cardiologia Av. Dr. Dante Pazzanese, 180
9 500 - prédio 1
Hosp. Univ. SME PNEUMO
Clementino .
DrD . Rua Prof. Rodolpho Paulo 21941- Rio de .
16 Fraga Filho - : Brazil
Waetge . ; Rocco, 244 - 5 andar - sala 900 Janeiro
Univ. do Rio de 5F
Janeiro

Page 2 of 13




(e Bayer HealthCare

Toronto General

Pulmonary Hypertension

Dr.J Hospital- Clinic
17 Granton University 10 North M5G 2N2 | Toronto Canada
Health Network | 585 University Avenue
Dr. D Sir Mortimer B. 3755 Cote Ste Catherine
18 La.n leben Davis Jewish Road H3T 1E2 | Montreal Canada
9 General Hospital | Suite E-206
Dr.D Peter Lougheed | 3500- 26th Avenue NE
19 Helmersen Centre Room 1100 T1Y 64 Calgary Canada
Klinik und Poliklinik fur Innere
Prof. Dr. R Universitatsspita | Medizin . .
20 Speich | Zrich Departement Innere Medizin 8091 Zrich Switzerland
RamistralRe 100
Cardiovascular Pulmonary vascular Disease
Institute and Dept. .
21 | Prof JHe Fuwai Hospital, No0.167, North Li-Shi road, Xi 100037 Beijing China
CAMS & PUMC | Cheng District,
ﬁﬂﬁggﬂ; Department of Pulmonary
22 | Prof. Z Jing onary | Circulation, No. 507 200433 | Shanghai China
Hospital, Tongji :
; . Zhengmin Road,
University
Zhongshan .
23 | Prof D Zhou | Hospital Fudan Cardlc_)logy Dept. No_.lSO,_ 200032 Shanghai China
; . Fenglin Road, Xuhui District,
University
Vascularcardiology Dept.
Guangdong Cardiovascular
Institute, No. 96, Dongchuan
24 ELOJHY ggﬁg?goggs <o | Rd., (patient visit a 510100 G“aTJgZho China
9 P ddress) (Hospital address:
No.106, Zhongshan er Road,
Guangzhou City, 510080)
Respiratory
Prof C Diseases Pulmonology Dept.
25 Institute, Beijing | Baijianchuang Road 8#, 100020 Beijing China
Wang 2
Chaoyang Chaoyang Distirct
Hospital
Vseobecna Il Interni Klinika VFN a 1.LF Czech
26 | Dr. P Jansa | fakultni UK 12800 Praha 2 Republic
nemocnice U nemocnice 499/2 P
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LMU Klinikum Medizinische Klinik und
PD Dr.C der Universitat Poliklinik | N
2y Neurohr Minchen - Marchioninistrasse 15 81377 Minchen Germany
GrofZhadern Miinchen
Klinik far Innere Medizin V -
Prof. Dr. H Universitatsklinik [ Pneumologie, Allergologie,
28 S en des Beatmungs- und 66421 Homburg Germany
Wilkens L
Saarlandes Umweltmedizin
Kirrberger StralRe 1
Universitatsklinikum Carl
Prof. Dr. G Medizinische Gustav Carus
29 defi(en. Fakultat Carl Medizinische Kilinik I, 01307 Dresden Germany
Gustav Carus Abt. Pneumologie, Haus 81
Fetscherstralle 74
Kliniken der
Prof. Dr. M Medizinischen Klinik fir Pneumologie
30 M Hoeper Hochschule Carl-Neuberg-Str. 1 30625 Hannover Germany
Hannover
Standort Giessen,
Universitatsklinik Medizinische Klinik Il
Prof. Dr. AH . Ambulanz fur Pulmonale .
31 : um Giessen und ) L 35392 Giel3en Germany
Ghofrani Marbur Hypertonie / Klinische
9 Studien
Klinikstrasse 33
. . .- Medizinische Klinik und
32 \'7\;;?{'2 Dr. H Sg'ﬁis';?tskggk Poliklinik | 04103 | Leipzig | Germany
Pzl Liebigstr. 20
Prof. Dr. S Universitatsklinik | Klinik Il fir Innere Medizin .
33 Rosenkranz | um Kdln Kerpener StralRe 62 50924 KGln Germany
. am Universitatsklinikum .
34 erc[)Jfr.“Dr. E L:?églxbkehrmk Heidelberg 69126 Heidelber Germany
9 9 Amalienstr. 5 9
Prof. Dr. R Klinikum der Klinik und Poliklinik flr
35 Ewe.rt ’ Ernst-Moritz- Innere Medizin B 17475 Greifswald Germany
Arndt-Universitat | Friedrich-Loffler-StralRe 23a

Page 4 of 13




BN
(e Bayer HealthCare

. Aarhus . .
36 Dr J Nielsen Universitetshosp Kardiologisk Afd. . 8200 Aarhus N Denmark
Kudsk ital Brendstrupgaardsvej
Dr.J Hospital Clinici | Servicio de Neumologia
37 Bérbera Provincial de Sétano puerta 4B 08036 Barcelona Spain
Barcelona C/ Villarroel, 170
Dr. A Ciutat Sanitariai | Servei de Pneumologia
38 Rc;man Universitaria de | Passeig de la Vall d'Hebron, 08035 Barcelona Spain
la Vall d'Hebron | 119-129
Dra. M del Hospital - -
39 | Castillo Universitario Servicio de Med_lcma Interna 41013 Sevilla Spain
. .| Avda. Manuel Siurot, s/n
Palma Virgen del Rocio
. Hpital claude huriez .
40 Egmﬁla Eﬁﬁgil CCLaSSG' 6eme ouest 59037 Clélgix France
F - 59037 Lille Cedex
CHRU Lille
Dr P De CHRU Hébpital Hépital Cardiologique Lille
41 Groote Cardiologique Service de cardiologie C 59037 Cedex France
Bd du Prof Leclercq
Service de Médecine
Nucléaire
CHU Brest La CHU Brest
42 | Dr | Frachon Cavale Blanche | La Cavale Blanche F-29609 BREST France
F-29609 Brest Cedex
(France)
C.H.U.
Hépital Arnaud Hépital Arnaud de Villeneuve
43 Dr A de Villeneuve - Service de Pédiatrie 34059 MONTPE France
BOURDIN . LLIER
Montpellier 371, avenue du Doyen
Gaston Girard
. . GRENOB
Prof C . Service de Pneumologie
44 PISON CHU Michallon Chemin de la Chantourne 38043 LE %Sdex France
Centre Service de cardiologie
45 | Pr F BAUER | hospitalier 1 rue de Germont 76031 Rouen France
Charles Nicolle 76031 Rouen

Page 5 of 13




(e Bayer HealthCare

C.H.U de Bordeaux - Groupe
Hospitalier Sud
Hoépital Hépital du Haut Leveque -
46 | Dr C Dromer | Cardiologique - Hépital Cardiologique 33604 PESSAC France
Pessac Service de chirurgie
thoracique
Avenue Magellan
PrC Hopital Pasteur - Hopital Pasteur
47 | MARQUETT Nic% 30, avenue de la Voie 06200 NICE France
E Romaine
Centre Hospitalier
Universitaire
Dr B Hopital J. Minjoz | Hopital J. Minjoz BESANC
48 DEGANO - Besancgon Explorations fonctionnelles - 25030 ON France
Physiologie
Boulevard Flemming
Dr J Pepke Papworth Papworth Everard Cambridg United
49 Zaba Hospital Cambridge CB3 8RE e Kingdom
Pond Street .
0 |90 |femEee | Vanpotas
9 P London 9
Scottish Pulmonary Vascular
Golden Jubilee Unit .
51 Professor A National Golden Jubilee National G81 4DY | Clydebank l_Jmted
Peacock . ; Kingdom
Hospital Hospital
Agamemnon Street
Sir John McMichael Centre
52 | Dr J Gibbs Hamr_nersmlth for Clinicial Researc_h W12 OHS London inted
Hospital Hammersmith Hospital Kingdom
Du Cane Road
Assoc. ﬁﬁlil\(/grr]sit 2nd Department of Critical
53 | Professo S y . Care Medicine 124 62 Haidari Greece
General Hospital R
Orfanos : 1 Rimini str.
of Attica
Rabin Medical
Prof. M Center - Heart Failure Clinic Petach
54 Kremer Beilinson 39, Jabotinsky Street 49100 Tikva Israel
Campus
Rabin Medical
Dr. T Ben Center - Heart Failure Clinic Petach
55 Gal Beilinson 39, Jabotinsky Street 49100 Tikva Israel
Campus

Page 6 of 13




(e Bayer HealthCare

IRCCS Cardiologia
56 | Dr.L Scelsi | Policlinico San Dip. Cardiotoracovascolare 27100 Pavia Italy
Matteo Viale Golgi, 19
Centro Ipertensione
Prof. C Azienda Polmonare
57 L Policlinico Dip. Scienze Cardiovascolari, 00161 Roma Italy
Vizza - . .
Umberto | Respiratorie e Morfologiche
Viale del Policlinico, 155
Ospedale San
.| Giuseppe FbF Pneumologia .
58 | Dr. S Harari Polo Via S. Vittore, 12 20123 Milano Italy
Universitario
. | Ospedale di Cattinara
59 ggnYalonieri giuoﬁ}fi'ﬁfe’;?ga“ Pneumologia 34149 Trieste Italy
Strada di Fiume, 447
Amb. Interstiziopatie
Polmonari - Malattie Apparato
Prof. C A.O.U. San Luigi | Respiratorio Orbassan
60 Albera Gonzaga Dip. Scienze Cliniche e 10043 o] Italy
Biologiche
Regione Gonzole, 10
Tohoku . -
Dr.Y ) . Cardiovascular Medicine .
61 Fukumoto Un|ve_r5|ty 1-1 Seiryo-cho Aoba-ku 980-8574 Sendai Japan
Hospital
Keio University Cardiology i Shinjuku-
62 | Dr. M Sano Hospital 35, Shinano-machi 160-8582 ku Japan
Dr. M University of Cardiovascular Medicine
63 | Hatano Tokyo Hospital | 7-3-1, Hongo 113-8655 | Bunkyo-ku Japan
Toho University Pediatrics
64 | Dr. T Saji Omori Medical L 143-8541 Ota-ku Japan
6-11-1 Omorinishi
Center
Kitasato Department of Rheumatology .
65 'Il:?;.nika University and Infection Disease 252-0375 Sag?;mha Japan
Hospital 1-15-1 Kitazato Minami-ku

Page 7 of 13




(e Bayer HealthCare

Dr. Y Nagoya City Cardiology
66 | University 1 Kawasumi, Mizuho-cho, 467-8602 Nagoya Japan
Takeda . .
Hospital Mizuho-ku
Kanazawa
Prof. K . ) Dermatology
67 Takehara Umvgrsny 13-1 Takaramachi 920-8641 | Kanazawa Japan
Hospital
Dr.H Okayama Cardiology
68 Matsubara Medical Center 1711-1 Tamasu Kita-ku 701-1192 | Okayama Japan
Prof. Y Hiroshima Cardiovascular Medicine
69 Kihara Unlvgr3|ty 1-2-3 Kasumi Minami-ku 734-8551 | Hiroshima Japan
Hospital
Dr.Y Tomishiro Internal Medicine Tomigusu
70 Shiohira Central Hospital | 25 Ueta aza 901-0243 ku Japan
. Kobe University | Cardiovascular Medicine
71 | Dr. T Shinke Hospital 7-5-2 Kusunoki-cho, Chuo-ku 650-0017 Kobe Japan
Tsukuba . -
72 Dr. S University Cardiovascular Medicine 305-8576 | Tsukuba Japan
Homma . 2-1-1, Amakubo
Hospital
Kyorin Cardiology
73 | Dr. T Satoh University 6-20-2 Shinkawa 181-8611 Mitaka Japan
Hospital
Dr. T JA Toride Internal Medicine .
4 Tokunaga Medical Center 2-1-1 Hongo 302-0022 Toride Japan
. . Division of Respiratory
75 ::;ﬁ];ali gSI'(\:ﬁﬁg oiftal Medicine 910-1193 | Yoshida Japan
P 23-3 Kamiaizuki Eiheiji-cho
Samsun Samsung Medical Center Korea
76 | HKim Sung 50 Irwon-dong 135-710 Seoul .
Medical Center Republic Of
Gangnam-gu
Asan Medical Asan Medical Cent.er, 86, Korea
77 | S Lee Center gjanbyeongwon-gll, Songpa- | 138-736 Seoul Republic Of
Severance
Hospital, Yonsei | 250 Seongsanno (134 Korea
78 | H Chang University Sinchon-dong) 120-752 Seoul .
Republic Of
College of Seodaemun-gu
Medicine
Seoul National
79 | v song University 101 Daehang-ro, 110744 |  Seoul Korea,
HoSDi Jongno-gu Republic Of
ospital

Page 8 of 13




(e Bayer HealthCare

Dr. C Jerjés :ﬁ:/'g;? ggi()n Despacho 524
80 | Sanchez vestg Av. La Clinica 2520 64020 Monterrey Mexico
: Clinica en .
Diaz o Colonia Sertoma
Medicina
Instituto :
Dr. TR Nacional de gmﬂ?%ﬁﬁiﬁg no.l Mexico
81 | Pulido Cardiologia . ' 14080 Mexico
. " . Col. Seccion XVI D.F.
Zamudio Ignacio Delegacion Tlalpan
Chavez" 9 P
Blvd. Alfonso G. Calderén
Dr. M O De Hospnal 2139 _ _
82 . Angeles Col. Desarrollo Urbano Tres 80020 Culiacan Mexico
los Rios S )
Culiacan Rios
Torre Medica Cons. 802
Dr.SH .
83 | Lépez Pulmocritic Tarascos No 3469-404 44670 Guadalaja Mexico
o Fracc. Monraz ra
Estupinan
Antiguo Hospital D'epto. Neumologla,
o Fisiologia Pulmonar e
Dr. JE Civil de Inhaloterapia Guadalaja
84 | Rosas Guadalajara ital P > 44280 J Mexico
Cacho "Fray Antonio Hospita N(.)' 8 ra
Alcalde” Col. El Retiro
Sector Hidalgo
Dr.MA Instituto del
85 | Alcocer Corazon de Dr. M A Alcocer Gamba 38000 Querétaro Mexico
Gamba Querétaro
86 A/Prof. L Christchurch Riccarton Avenue 8011 Christchur New
Beckert Hospital Christchurch Central ch Zealand
Europejskie
Centrum . . . ..
g7 | Prof A Zdrowia Otwock, | ©ddzia! Kardioangiologi 05-400 | Otwock Poland
Torbicki o ul. Borowa 14/18
Szpital im. F.
Chopina
Hospitais da : . .
88 | Dr. G Castro | Universidade de Servico de Card_|olog|a 3000-075 | Coimbra Portugal
. Praceta Mota Pinto
Coimbra
Hosbital Santo Servigco de Medicina 1 -
89 | Dr. AReis i Unidade A 4099-001 |  Porto Portugal
Antonio Oporto
Largo Professor Abel Salazar
Dr. A Hospital de Servigo de Cardiologia i .
90 Agapito Santa Marta Rua de Santa Marta 1169-024 Lisboa Portugal

Page 9 of 13




(e Bayer HealthCare

Centro
Hospitalar de

Servigo de Cardiologia - UTIC

91 I\D/I;\ar.tiﬁs Lisboa Norte - Piso 6 - Elev. 9, 1649-035 Lisboa Portugal
Hospital Santa Av. Prof. Egas Moniz
Maria
Research
92 | Dr. Chazova | Institute of 3-d Cherepkovskaya str. 15-a | 121552 Moscow Russia
Cardioly
Federal center St
93 Dr._O of heart, blood Akkuratova street 2 197341 Petersbur Russia
Moiseeva n.a. V.A.
Almazov 9
. Skéanes Universitetssjukhus
= Skanes Hjartmottagningen, Kliniken
94 | Dr O Reitan | Universitetssjuk narimottagningen, 221 85 Lund Sweden
hus for hjgrtswkt och
klaffsjukdom, Lund
Drs Norrlands Kliniskt
95 . Universitetssjuk | Forskningscentrum/Hjartcentr 901 85 Umea Sweden
Soderberg
hus um
Dr K Universitetssjuk
96 huset i Kardiologiska Kliniken 581 85 Linkdping Sweden
Jansson A
Linkdping
National Heart Centre
. National Heart Singapore . .
97 | Prof S Lim Centre Mistri Wing 168752 | Singapore | Singapore
17 Third Hospital Avenue
. National University Heart
National Centre, Singapore
98 | ProfJYip Egg/ei:&sl:ty NUHS Tower Block Level 9 119228 | Singapore | Singapore
P 1E Kent Ridge Road
Dr. A Maharaj Nakorn g?/rig:g\r/\asgugrrtment of Chian
99 | Phrommintik | Chiang Mai lon, Uep . 50200 9 Thailand
ul Hospital Medicine, Maharaj Nakorn Mai

Chiang Mai Hospital

Page 10 of 13




(e Bayer HealthCare

Division of Pulmonary and
Critical Care Medicine,

Dr. N Ewl?lalon Korn Department of
100 | Jaimchariyat Memorialg Medicine, Faculty of 10330 Bangkok Thailand
am ; medicine, King Chulalongkorn
Hospital . .
Memorial Hospital,
Rama IV Road, Pathumwan
Ankara . . . .
101 Prof_. Dr. T Universitesi Tip Kardlyplou Anabilim Dali Ankara Turkey
Sayin . Cebeci
Fakultesi
102 Prof. Dr. H E_ge Unlvers!te3| Kardiyoloji Anabilim Dali 35-100 lzmir Turkey
Kultursay Tip Fakultesi Bornova
Istanbul . .
i o Gogus Hastaliklari Anabilim
103 | Prof- Dr.G | Universitesi | b 34098 | Istanbul Turkey
Ongen Cerrahpasa Tip
i Cerrahpasa
Fakultesi
National Taiwan mgggirzzll Taiwan University
104 | Dr H Hsu Umve_rsny No 7 Chung-Shan South 10016 Taipei Taiwan
Hospital
Road,
Taipei Veterans General
. Veterans Hospital . .
105 | Prof H Lin General Hospital | 201 Sec. 2 Shih-Pai Road 11217 Taipel Taiwan
Beitou District
106 | Dr C Cheng | Y€"@NS | 386 Ta.Chung 1st Road, 81346 | Kaoshiung | Taiwan
General Hospital
- . Research Center :
Dr. L Fairfield Cardiac - United
107 Wagoner Cath Lab SOQO Mack Road 45014 Fairfield States
Suite 200
University of Cardiac and Vascular Center
Dr.DB Anschutz Inpatient Pavilion United
108 | Badesch ﬁg'sori‘i‘slo 12605 E. 16th Avenue 80045 Aurora States
P Room 3.2203
Baylor Clinic .
109 | Dr. A Frost Baylor Qpllege 6620 Main Street 77030 Houston United
of Medicine ) States
Suite 11B09
Tufts-New . .
110 | Dr. N Hill England Medical 880 Washington Street 02111 Boston United
Box 257 States
Center
University of : .
. , UC Davis Health System Sacramen United
111 | Dr. R Allen California Davis 5315 Stockton Boulevard 95817 o States

Medical Center

Page 11 of 13




(e Bayer HealthCare

Brigham & . :
112 Dr.AB Women's 75 Fran.c[s Street 02115 Boston United
Waxman . PBB Clinics-3 States
Hospital
Division of Pulmonary,
Allergy, Critical Care and
Ohio State Sleep Medicine United
113 | Dr. N Sood University Pulmonary Clinical Trials 43221 Columbus S
. . tates
Medical Center Office
2050 Kenny Road
Suite 2600
University of
Texas 5939 Harry Hines Blvd. United
114 | Dr. F Torres Southwestern POB Il, Suite 200 75390 Dallas States
Medical Center
L The Cleveland Desk A-90 United
115 | Dr. O Minai Clinic 9500 Euclid Avenue 44195 L States
West Los Angeles Healthcare
Ctr
VA Greater Los Pulmonary Hypertension )
Dr.S Angeles Los United
116 Shapiro Healthcare Program 90073 Angeles States
P Svstem Cardiology 111-E / Bldg. 500- 9
y Room 4438
11301 Wilshire Boulevard
Pulmonary Hypertension
Dr.JR Rhode Island Center Providenc United
117 Klinger Hospital 593 Eddy Street 02903 e States
APC Building/ 7th Floor
The Carl and
Edyth Lindner )
Dr.PJ Center for Research . . United
118 Engel Center for 2123 Auburn Avenue 45219 Cincinnati States
Research and
Education
El Paso
119 | Dr. H Garcia Respiratory & 1020 Montana Avenue 79902 El Paso United
Sleep States
Consultants
S:lel\'/ge?;?t; Pulmonary, Critical Care, and
Dr.D . Sleep Medicine United
120 | schuller g"te‘j'c‘)’sé Che”ter' 601 North 30th Street 68131 | Omaha States
- JOSEp Suite 3820
Hospital

Page 12 of 13




[s4r=y) Bayer HealthCare

Univ. of Pulmonary and Critical Care United
121 | Dr. D Poch California San Division 92037 La Jolla States
Diego - La Jolla | 9300 Campus Point Drive
Columbia .
122 |PREB o Gniversity 3959 Broadway 10032 | Newvyork | Ynited
Rosenzweig . BH2N States
Medical Center
Kentuckiana .
123 Dr.JW Pulmonary 10(_) West Market Street 40202 Louisville United
McConnell . Suite 2 States
Associates
Dr E University of Clinical & Translational United
124 . Arizona Health Science Research Center 85724 Tuscon
Rischard States

Science Center

1515 North Campbell Avenue

Page 13 of 13




Appendix to Clinical Study Synopsis

Product Identification Information

Product Type Drug

US Brand/Trade Name(s) Adempas
Brand/Trade Name(s) ex-US

Generic Name Riociguat
Main Product Company Code BAY63-2521
Other Company Code(s)

Chemical Description IUPAC Name:

Methyl N-[4,6-Diamino-2-[1-[(2-fluorophenyl)methyl]-1H-
pyrazolo[3,4-b]pyridin-3-yl]-5-pyrimidinyl]-N-methyl-
carbaminate

Other Product Aliases

Date of last Update/Change:

04 Nov 2013




	Disclaimer_BHC_worldwide_A4
	12934_Study_Synopsis_CTP
	Disclaimer_BHC_US_Pharma_A4
	12934_prepared for posting
	12934_Investigational site list

	PII_Final_Adempas_Websynopsis_A4



