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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 Design Description
Study Sponsor: | Bayer Healthcare Pharmaceuticals Inc.
Study Number: | 11702 NCT00439777
Study Phase: | III

Official Study Title:

Oral direct factor Xa inhibitor rivaroxaban in patients with acute
symptomatic pulmonary embolism - The EINSTEIN PE Study

Therapeutic Area:

Cardiology/Coagulation

Test Product

Name of
Test Product:

Rivaroxaban (Xarelto, BAY59-7939)

Name of
Active Ingredient:

Rivaroxaban

Dose and
Mode of Administration:

Oral tablets, 15 mg twice daily for 3 weeks, followed by 20 mg once
daily

Reference Therapy/Placebo

Reference Therapy:

Enoxaparin (Enox) and pre-specified vitamin K antagonist (VKA,
acenocoumarol or warfarin)

Dose and
Mode of Administration:

Enoxaparin 1 mg/kg was given twice daily, subcutaneously, until
international normalized ratio (INR) of =2.0 for two consecutive
measurements at least 24 hours apart was achieved.

Individually titrated doses of VKA wer given orally to achieve a target
INR of 2.5 (range: 2.0 - 3.0).

Duration of Treatment:

For test product therapy, the duration of treatment was 3, 6 or 12
months (determined by the investigator individually before
randomization).

For reference therapy, enoxaparin was given for a minimum duration
of 5 days, overlapping with start of VKA and then VKA was continued
for a total treatment duration of 3, 6 or 12 months (determined by the
investigator individually before randomization).

Studied period:

Date of first subjects’ first visit: 29 Mar 2007
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Date of last subjects’ last visit: 01 Dec 2011

Premature Study
Suspension / Termination:

No

Substantial Study Protocol
Amendments:

Amendment no. 1 (dated 21 Mar 2007) was valid only for centers in
Germany and it clarified the exclusion criterion regarding contraceptive
measures.

Amendment no. 2 (dated 05 Jul 2007) specified the following
modifications:

Strong CYP 3A4 inhibitors were added to the list of prohibited
concomitant medications and limited the use (up to two days) of
strong CYP 3A4 inducers. In case treatment with CYP 3A4 inducers
was needed for more than two days, the subject was withdrawn
from study treatment.

The requirement to extend follow-up of pregnancies which
occurred following the administration of the study drugs to the
father prior to sexual intercourse was removed.

Amendment no. 3 (dated 11 Oct 2007) described the Day 1 dosing of
rivaroxaban for cases where the subject took the first rivaroxaban dose of
15 mg in the afternoon or in the evening then the second dose of 15 mg
was to be taken in the evening of the same day. In such instances, two
15 mg doses could be taken at once if the subject couldn’t take the first
dose until the evening of the first day.

Amendment no. 4 (dated 06 May 2009) prolonged the permitted pre-
randomization treatment with anticoagulants from 36 hours to a
maximum of 48 hours.

Amendment no. 5 (dated 13 Jul 2010) clarified that the subjects
participating in the dose confirmation analysis were included in the
primary analysis, for which 2930 subjects in total were required
(1465 subjects per treatment group).

Study Center(s):

264 centers screened subjects (1 center in Brazil screened but did not
recruit subjects) and 263 centers recruited subjects in Andorra (1),
Australia (23), Austria (6), Belgium (12), Brazil (2), Canada (4), China
(15), Czech Republic (7), Denmark (1), Estonia (1), Finland (2),
France (34), Germany (25), Hong Kong (2), Hungary (10), India (1),
Indonesia (1), Ireland (1), Israel (10), Italy (13), Lithuania (2), Latvia
(1), Malaysia (1), Netherlands (6), New Zealand (5), Norway (3),
Philippines (1), Poland (7), Singapore (1), South Africa (10), South
Korea (4), Spain (8), Sweden (5), Switzerland (6), Taiwan (3),
Thailand (3), United Kingdom (3), United States (23)

Methodology:

This was a multi-center, randomized, open-label, parallel-group,
active-controlled, event-driven non-inferiority study with a treatment
duration of 3, 6, or 12 months. The decision to treat for 3, 6 or 12
months was based on the risk profile of the subject and on local
treatment guidelines. All subjects were intended to have a 30-day
observational period (starting the day after the last intake of study
medication) after cessation of study treatment regardless of the
duration of study drug administration. Events for primary efficacy
(recurrent venous thromboembolism [VTE], i.e. the composite of
recurrent deep vein thrombosis [DVT], or non-fatal or fatal PE) and
safety outcomes (composite of major and clinically relevant non-major
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bleeding events) were evaluated by a central, blinded, independent
adjudication committee (CIAC).

Indication/
Main Inclusion Criteria:

Indication: Treatment of PE and secondary prevention of DVT and PE

Included were subjects with confirmed acute symptomatic PE with or
without symptomatic DVT

Study Objectives:

Primary:
The primary efficacy objective for this Einstein-PE study was to
evaluate whether rivaroxaban is at least as effective as
enoxaparin/vitamin K antagonist (VKA; either warfarin or
acenocoumarol) in the treatment of patients with acute symptomatic
PE with or without symptomatic deep-vein thrombosis (DVT) for the
prevention of recurrent thromboembolic events.

Secondary:

Principal safety outcome: composite of major and clinically relevant
non-major bleeding events.

Evaluation Criteria:

Efficacy (Primary):

Primary efficacy outcome was symptomatic recurrent VTE, i.e., the
composite of recurrent DVT or non-fatal PE.

Efficacy (Secondary):

e Secondary outcome was a composite of recurrent DVT, non-fatal PE
and all cause mortality

e Net clinical benefit 1 was a composite of recurrent DVT or non-fatal
or fatal PE (the primary efficacy outcome) and major bleeding
events

¢ Net clinical benefit 2 was a composite of recurrent DVT or non-fatal
or fatal PE (the primary efficacy outcome), major bleeding events,
cardiovascular (CV) deaths, myocardial infarctions (MIs), strokes,
and non-central nervous system (CNS) systemic embolism (post-
hoc analysis)

e Individual components of the primary and secondary efficacy
outcomes above

Safety:
Principal safety outcome: composite of major bleeding events and
clinically relevant non-major bleeding events

Secondary safety outcomes: all deaths, other cardiovascular events,
laboratory variables

Statistical Methods:

Efficacy (Primary) - if applicable:

For the primary efficacy analysis, the time to the first event of the
composite primary efficacy outcome was analyzed using a Cox's
proportional hazards model, with intended treatment duration as
stratum and adjusted for the baseline presence of malignancy. The
rivaroxaban-to-comparator hazard ratio was computed with two sided
95% confidence intervals (CIs). Based on this model, rivaroxaban was
to be considered at least as effective as the comparator if the upper
limit of the CI was less than 2.0.

In the PE dose confirmation phase, the initial consecutive 400 subjects
with symptomatic PE (with or without DVT) had repeat lung imaging
[ventilation / perfusion lung scan (VPLS) or spiral computed
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tomography (sCT), depending on the test used for confirmation of the
index event] at 3 weeks (Day 21). The paired sets of lung imaging
tests were assessed by central adjudication for deterioration of
thrombotic burden (i.e. extension of perfusion defect for VPLS or new
intraluminal filling defect for sCT). The dose confirmation analysis was
based on the composite of asymptomatic deterioration on VPLS or sCT
and the primary efficacy outcome at 3 weeks. The 1 sided 95% CI of
the absolute difference between observed incidence rates was
calculated using the exact methods. If the 1 sided 95% CI of the
difference of the observed incidence rates did not exceed 8.0%, the
EINSTEIN PE Study was planned to be continued as planned.

Efficacy (Secondary) - if applicable:

The secondary efficacy outcomes were summarized similarly to the
primary efficacy outcome, including calculation of hazard ratio
(adjusted for baseline malignancy) and corresponding 95% CI of the
treatment effect. The same approach was applied for the comparison
of rivaroxaban to each of the VKAs (acenocoumarol vs. warfarin).

Safety:

To maintain a two-sided error of 0.05 for the primary efficacy analysis
and the principal safety analysis, a closed testing procedure was
applied, using a stepwise testing approach for the principal safety
analysis. If the primary efficacy analysis showed that rivaroxaban was
at least as effective as the comparator, the time (person time free
from complication) to the principal safety outcome was to be
compared between treatment groups, using a stratified Cox’s
proportional hazard model with stratum and covariate as in the
primary efficacy analysis. If the difference was statistically significant
in favor of rivaroxaban (at a two-sided significance level of 0.05), time
to major bleeding only was also to be tested formally at the same
significance level. The log (partial) likelihood ratio test was applied to
the test of superiority.

The incidences of all investigator-reported adverse events including
bleeding events were tabulated using the Medical Dictionary for
Regulatory Affairs (MedDRA) version 14.1.

Other:
Health economics and outcomes:

Health care resource utilization (HCRU) data was described by country
and was analyzed by treatment group with appropriate statistical
methods: categorical variables by frequency tables and continuous
variables by sample statistics and t-tests. The HCRU data associated
with suspected DVT, PE and bleeding events was also analyzed for use
in cost-effectiveness analysis.
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Number of Subjects: | Planned: In this event-driven study, the goal was to reach 88
confirmed recurrent thromboembolic events; number of subjects
randomized was based on the observed overall incidence of
symptomatic recurrent VTE. The expected number was 2930
randomized subjects (1465 per treatment group).

Analyzed:
Intention to treat analysis: 4832

(2419 rivaroxaban and 2413 enoxaparin/VKA)
Safety analysis: 4817

(2412 rivaroxaban and 2405 enoxaparin/VKA)
Per protocol analysis: 4462

(2224 rivaroxaban and 2238 enoxaparin/VKA)

Study Results

Results Summary — Subject Disposition and Baseline

In this study, 4843 subjects were enrolled, of whom 4833 were randomized at 263 study
centers in 38 countries: 2420 subjects were randomized to rivaroxaban and 2413 were
randomized to enoxaparin/VKA. With respect to intended treatment duration, 249 subjects
had been assigned to an intended treatment duration of 3 months by their investigators,
2775 subjects to 6 months, and 1809 subjects to 12 months. Overall, 4832 subjects were
valid for intent-to-treat (ITT) analysis; 1 subject was randomized but not valid for ITT
because of lack of signed informed consent. From the ITT population, 7 subjects in the
rivaroxaban group and 8 subjects in the enoxaparin/VKA group did not receive any study
medication and were excluded from the safety population. The safety population consisted of
2412 subjects treated with rivaroxaban and 2405 subjects treated with enoxaparin/VKA. Of
these, 355 subjects (188 in the rivaroxaban and 167 in the enoxaparin/VKA group) were
excluded from the PP population, which consisted of 4462 subjects (rivaroxaban: 2224,
enoxaparin/VKA: 2238). Of the 4833 randomized subjects, 258 rivaroxaban subjects (11%)
and 297 enoxaparin/VKA subjects (12%) were considered as having prematurely terminated
study treatment before the end of intended treatment duration. The categories “death”,
“study terminated by sponsor”, and “site closed by investigator” were counted separately
from other reasons of premature termination of study treatment and are not included in the
above figures. The most frequently reported reason for premature termination of treatment
was the study design: the study was stopped once it could be expected that the planned
number of 88 confirmed recurrent thromboembolic events would be reached with the subjects
already in the study. After this, the last randomized subjects had to be treated until they
reached a total treatment duration of at least 6 months, or of at least 3 months if they were
in the cohort with 3 months intended treatment duration.

All subjects were intended to have a 30-day observational period after cessation of study
treatment. The length of this period was 30 days starting on the day after the last intake of
study treatment. Eligible subjects could alternatively rollover into the EINSTEIN Extension
study; these subjects did not enter the 30-day observational period.

The termination of the study according to the study protocol affected 125 subjects (5%) in
the rivaroxaban group and 132 subjects (6%) in the enoxaparin/VKA group. Other frequent
reasons for premature termination of treatment included adverse events (111 subjects [5%]
in the rivaroxaban and 92 subjects [4%] in the enoxaparin/VKA group), withdrawal of
consent (66 subjects [3%] in the rivaroxaban and 118 subjects [5%] in the enoxaparin/VKA
group) and reaching the clinical endpoint (26 subjects [1%] in the rivaroxaban and 13
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subjects [1%] in the enoxaparin/VKA group). For 8 subjects in the rivaroxaban group (<1%)
and 10 subjects in the enoxaparin/VKA group (<1%), the reason documented for premature
discontinuation of treatment was ‘loss to follow-up’.

Overall, demographic and baseline characteristics of subjects valid for ITT analysis were
similar between treatment groups. 54% and 52% of subjects in the rivaroxaban and
enoxaparin / VKA groups were men. Race was documented as “white” in about 66% of
subjects in both treatment groups. For about 24% of subjects, race was not documented
since in accordance with local laws, it was not permitted to collect data on subjects’ race.
Age ranged from 18 to 97 years in both treatment groups, with a mean age of approximately
58 years in both groups. With respect to age groups, about 17 - 18% of subjects were
between 18 and 40 years of age, about 32 - 33% between 40 and <60 years, about 31%
between 60 and <75 years and about 19 - 20% >75 years. Using the alternative age groups,
about two thirds of subjects (rivaroxaban: 60%; enoxaparin / VKA: 61%) were <65 years of
age. Mean body weight was about 83 kg, ranging from 35 to 220 kg. The mean body mass
index (BMI) was about 28 kg/m? (SD around 6 kg/m?), ranging from 13 to 71 kg/m?. The
proportion of obese subjects (defined as those with a BMI of >30 kg/m?) was 31% for both
treatment groups. Mean height was about 171 cm (SD around 10 cm), ranging from 140 to
205 cm.

In the ITT population, the most commonly reported risk factor was idiopathic DVT / PE,
reported for approximately 49% of subjects in both treatment groups, followed by previous
episode(s) of DVT / PE (about 20% of subjects), recent surgery or trauma (about 17% of
subjects), and immobilization (about 16% of subjects). Active cancer was reported as risk
factor in about 4.6% of subjects.

Severity of the index PE (extent of the perfusion defect) was documented using the perfusion
score. A perfusion score = 0 means perfusion defect in all lung lobes, perfusion score = 0.75
means no perfusion defect in 75% of the large vessels, and perfusion score = 1 means no
perfusion defect at all. Perfusion score results were similar in the 2 treatment groups (mean
0.81 in both groups). There were no notable differences in perfusion score results between
cohorts with 3, 6, and 12 months intended treatment duration.

Results Summary — Efficacy

This study met its objective by showing non-inferiority in the primary efficacy analysis of the
rivaroxaban treatment regimen (15 mg oral rivaroxaban b.i.d. for 3 weeks followed by 20 mg
0.d.) vs. enoxaparin / VKA treatment, with a hazard ratio of 1.123 (95% CI: 0.749 - 1.684;
ITT population). As the upper limit of the confidence interval was below the pre-defined non-
inferiority margin of 2.0 and the 1-sided p-value for non-inferiority was 0.0026, it was shown
that rivaroxaban was non-inferior to the enoxaparin / VKA treatment regimen. The hazard
ratio of the primary efficacy between the rivaroxaban treatment group vs. enoxaparin / VKA
treatment among subjects who did not participate in the dose confirmation part was 1.063
(95% CI: 0.694 - 1.626). There was no evidence that the hazard ratio was different in the

2 study parts (dose confirmation part and subjects enrolled after the dose confirmation part;
p-value for interaction: 0.426).

The incidence rate of the primary efficacy outcome (ITT population) was lower than 3.0% in
both treatment groups, i.e. lower than the assumed overall incidence rate as specified in the
study protocol as basis of the calculation of the required number of primary efficacy outcome
events. This was the reason why more subjects had to be recruited to reach the pre-
specified number of subjects with primary efficacy outcome.

The study showed consistency throughout the individual components of the primary efficacy
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outcome, and also throughout pre-defined subgroups comprising geographic region, intended
treatment duration, demographics, baseline characteristics, and coagulation status.

The incidence rates of the primary and secondary efficacy outcomes were as follows
(ITT population):

Outcome / Rivaroxaban Enox / VKA
components n = 2419 n =2413
(100%) (100%)
Primary efficacy outcome (pre-specified) 50 ( 2.1%) 44 ( 1.8%)
Death (PE) 3( 0.1%) 1( <0.1%)
Death (PE cannot be excluded) 8 ( 0.3%) 6 ( 0.2%)
Symptomatic PE and DVT 0( 0.0%) 2 ( <0.1%)
Symptomatic recurrent PE only 23 ( 1.0%) 20 ( 0.8%)
Symptomatic recurrent DVT only 18 ( 0.7%) 17 ( 0.7%)
Secondary efficacy outcome (pre-specified) 97 ( 4.0%) 82 ( 3.4%)
Death (PE) 3( 0.1%) 1( <0.1%)
Death (PE cannot be excluded) 8( 0.3%) 6( 0.2%)
Death (bleeding) 5( 0.2%) 4 ( 0.2%)
Death (cardiovascular) 10 ( 0.4%) 3( 0.1%)
Death (other) 32 ( 1.3%) 36 ( 1.5%)
Symptomatic PE and DVT 0( 0.0%) 2 ( <0.1%)
Symptomatic recurrent PE only 23 ( 1.0%) 20 ( 0.8%)
Symptomatic recurrent DVT only 18 ( 0.7%) 17 ( 0.7%)
Net clinical benefit 1 (pre-specified) 83 ( 3.4%) 96 ( 4.0%)
Death (PE) 3( 0.1%) 1( <0.1%)
Death (PE cannot be excluded) 8 ( 0.3%) 6( 0.2%)
Symptomatic PE and DVT 0( 0.0%) 2 ( <0.1%)
Symptomatic recurrent PE only 23 ( 1.0%) 20 ( 0.8%)
Symptomatic recurrent DVT only 18 ( 0.7%) 17 ( 0.7%)
Major bleeding 33( 1.4%) 57 ( 2.4%)
Net clinical benefit 2 (post-hoc) 110 ( 4.5%) 115( 4.8%)
Death (PE) 3( 0.1%) 1( <0.1%)
Death (PE cannot be excluded) 8( 0.3%) 6( 0.2%)
Death (cardiovascular) 10 (  0.4%) 3( 0.1%)
Symptomatic PE and DVT 0( 0.0%) 2 ( <0.1%)
Symptomatic recurrent PE only 23 ( 1.0%) 20 ( 0.8%)
Symptomatic recurrent DVT only 18 ( 0.7%) 17 ( 0.7%)
Major bleeding 33( 1.4%) 57 ( 2.4%)
ST elevation myocardial infarction 5( 0.2%) 2 ( <0.1%)
Non-ST elevation myocardial infarction 2 ( <0.1%) 11 ( 0.5%)
Ischemic stroke 11 ( 0.5%) 7 ( 0.3%)
Non CNS systemic embolism 6 ( 0.2%) 3( 0.1%)
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The results for the primary efficacy outcome were consistent across all analysis sets:

ITT PP
on treatment (on treatment)
Population ITT 2 b c
Incidence rate of primary efficacy
outcome
Rivaroxaban group 50/ 2419 44 / 2412 38/ 2224
(2.1%) (1.8%) (1.7%)
Enox/VKA group 44 / 2413 39 / 2405 36/ 2238
(1.8%) (1.6%) (1.6%)
Cox’s proportional hazard model for
rivaroxaban vs. enox/VKA
Hazard ratio 1.123 1.115 1.045
Confidence interval 0.749 - 1.684 0.725-1.717 0.662 - 1.648
p-value for non-inferiority 0.0026 0.0040 0.0026
p-value for superiority 0.5737 0.6194 0.8504

a events until end of intended treatment duration irrespective of study medication intake

(for ITT population)

b events on treatment until last documented study medication intake + 2 days

(for ITT on treatment population)

¢ events on treatment until last documented study medication intake + 2 days

(for PP population)

The vast majority of subjects entered the planned 30-day observational period after the end

of actual treatment (rivaroxaban: 2206 [91.2%]; enoxaparin/VKA: 2197 [91.0%]. Of the
subjects entering the planned 30-day observational period, 82 (rivaroxaban: 41 [1.7%];

enoxaparin/VKA: 41 [1.7%]) did not complete the observational period.
Subjects who did not enter the planned 30-day observational period entered the EINSTEIN
Extension Study instead (rivaroxaban: 121 [5.0%]; enoxaparin / VKA: 104 [4.3%]).

The actual duration of the observational period was defined as the time (in days) from the

day of last study medication to the observational period visit. For the ITT population, the
mean duration (£ SD) of the observational period after the end of treatment was

25.7 £ 5.5 days in the rivaroxaban group (range: 0-30 days) and 26.2 £ 5.2 days in the
enoxaparin/VKA group (range: 0-30 days).

During the 30-day observational period in the ITT population (Table 3), the incidence rates of

the primary efficacy outcome were 0.9% (20 / 2211) in the rivaroxaban group and
0.7% (15 / 2201) in the enoxaparin / VKA group.

Table 3:

Incidence rates of efficacy outcomes and their components in the

observational period (ITT population who entered the observational period)

Outcome /
components

Rivaroxaban

Enox / VKA

Primary efficacy outcome
Death (PE)
Death (PE cannot be excluded)
Symptomatic PE and DVT
Symptomatic recurrent PE only
Symptomatic recurrent DVT only
Secondary efficacy outcome

20/2211( 0.9%)
2/2211 ( <0.1%)
0/2211( 0.0%)
2/2211 ( <0.1%)
12/2211( 0.5%)
5/2211( 0.2%)
4612213 ( 2.1%)

1572201 ( 0.7%)
0/2201( 0.0%)
1/2201 ( <0.1%)
0/2201( 0.0%)
11/2201( 0.5%)
3/2201( 0.1%)
33/2203 ( 1.5%)
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Death (PE)
Death (PE cannot be excluded)
Death (bleeding)
Death (cardiovascular)
Death (other)
Symptomatic PE and DVT
Symptomatic recurrent PE only
Symptomatic recurrent DVT only
Recurrent DVT
Symptomatic recurrent PE and DVT, proximal
DVT, proximal
DVT, distal
Net clinical benefit 1
Death (PE)
Death (PE cannot be excluded)
Symptomatic PE and DVT
Symptomatic recurrent PE only
Symptomatic recurrent DVT only
Major bleeding
Net clinical benefit 2 (post-hoc)
Death (PE)
Death (PE cannot be excluded)
Death (cardiovascular)
Symptomatic PE and DVT
Symptomatic recurrent PE only
Symptomatic recurrent DVT only
Major bleeding
ST elevation myocardial infarction
Non-ST elevation myocardial infarction
Ischemic stroke
Non CNS systemic embolism

212213 ( <0.1%)
0/2213( 0.0%)
212213 ( <0.1%)
6/2213( 0.3%)
1872213 ( 0.8%)
212213 ( <0.1%)
1272213 ( 0.5%)
5/2213( 0.2%)
7/2210( 0.3%)
212210 ( <0.1%)
4/2210( 0.2%)
172210 ( <0.1%)
2612212 ( 1.2%)
212212 ( <0.1%)
0/2212 ( 0.0%)
212212 ( <0.1%)
12/2212 ( 0.5%)
5/2212 ( 0.2%)
712212 ( 0.3%)
34/2213( 1.5%)
212213 ( <0.1%)
0/2213( 0.0%)
6/2213 ( 0.3%)
212213 ( <0.1%)
12/2213 ( 0.5%)
5/2213( 0.2%)
712213 ( 0.3%)
172213 ( <0.1%)
0/2213( 0.0%)
212213 ( <0.1%)
172213 ( <0.1%)

0/2203( 0.0%)
1/2203 ( <0.1%)
2/2203 ( <0.1%)
172203 ( <0.1%)
16 /2203 ( 0.7%)
0/2203( 0.0%)
11/2203 ( 0.5%)
3/2203( 0.1%)
3/2201( 0.1%)
0/2201( 0.0%)
2/2201 ( <0.1%)
1/2201 ( <0.1%)
26 /2201 ( 1.2%)
0/2201( 0.0%)
1/2201 ( <0.1%)
0/2201( 0.0%)
11/2201( 0.5%)
3/2201( 0.1%)
11/2201( 0.5%)
30/2201( 1.4%)
0/2201( 0.0%)
1/2201 ( <0.1%)
1/2201 ( <0.1%)
0/2201( 0.0%)
11/2201( 0.5%)
3/2201( 0.1%)
11/2201( 0.5%)
0/2201( 0.0%)
2/2201 ( <0.1%)
1/2201 ( <0.1%)
0/2201( 0.0%)

Note: Incidence rate = number of events / number at risk, where:
number of events = number of subjects with onset of the event >1 day after the last dose of
study treatment up to 30 days after the last dose of study treatment
number at risk = number of subjects in reference population

Subjects who entered observational period are subjects for whom the investigator indicated in
the eCRF that the subject entered the observational period or the subject had a confirmed
event >1 day after the last dose of study treatment up to 30 days after the last dose of study
treatment as a component of the respective composite variable.
If the same subject had several events, the subject may have been counted for several
components so that numbers for the components may not add up to those for the composite
outcome.

CNS = central nervous system; DVT = deep vein thrombosis; enox = enoxaparin;

ITT = intent to treat; PE = pulmonary embolism

Results Summary — Safety

The safety population comprised 4817 subjects, 2412 treated with rivaroxaban and

2405 treated with enoxaparin / VKA. Incidence rates of bleeding were similar in both
treatment groups, but incidence rates of major bleeding events were significantly lower in the
rivaroxaban treatment group. For the rivaroxaban treatment group, the safety analyses did
not indicate a signal for an increase in liver abnormalities or an increased incidence rate of
acute coronary syndromes. The incidence rates of adverse events and deaths were similar
between the treatment groups.
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This conclusion is based on the following findings:
Principal safety outcome

The incidence rate of the principal safety outcome (treatment-emergent major bleeding
events or clinically relevant non-major bleeding events in the safety population) was similar
in both the rivaroxaban treatment group (10.3% [249/2412]) and the enoxaparin / VKA
treatment group (11.4% [274/2405]). The hazard ratio (rivaroxaban vs. enoxaparin / VKA)
was 0.90 (p-value for superiority: 0.2305; HR 0.900 [95% CI: 0.758 to 1.069]).

In all pre-specified subgroups analyses for the principal safety outcome, incidence rates
between both treatment groups were consistently similar.

There was no indication that creatinine clearance had an impact on the principal safety
outcome in rivaroxaban-treated subjects.

Major bleeding events

The incidence rate of all confirmed treatment-emergent major bleeding events was
significantly lower in the rivaroxaban group (1.1% [26/2412]) than in the enoxaparin / VKA
group (2.2% [52/2405]) (HR 0.49; 95% CI: 0.31 to 0.79; unadjusted p-value for superiority
0.0032).

The major bleeding events (all bleeding events) comprised:
e Fatal bleeding events: <0.1% (2/2412) rivaroxaban vs. 0.1% (3/2405) enoxaparin / VKA.

e Non-fatal critical organ bleeding events: 0.3% (7/2412) rivaroxaban treatment vs.
2.2% (26/2405) enoxaparin / VKA treatment group. Intra-cranial bleeding events
(<0.1% [1/2412] rivaroxaban vs. 0.4% [10/2405] enoxaparin / VKA) and retroperitoneal
bleeding events (<0.1% [1/2412] rivaroxaban vs. 0.3% [7/2405] enoxaparin / VKA) had
a lower incidence rate in the rivaroxaban group and were the main contributors to the
difference between the treatment groups.

e Non-fatal non-critical organ bleeding events (i.e. fall in Hb >2 g/dL and/or transfusions
>2 units): 0.7% [17/2412] rivaroxaban vs. 1.0% [25/2405] enoxaparin / VKA.
Gastrointestinal bleeding events (0.4% [9/2412] rivaroxaban vs. 0.7% [16/2405]
enoxaparin / VKA) had a lower incidence rate in the rivaroxaban group.

Non-fatal critical and non-critical organ bleeding events were the main contributors to the
difference between the treatment groups.

Intracranial bleeding events — treatment-emergent

There were 15 treatment-emergent intracranial bleeds (0.1% [3/2412] rivaroxaban vs.

0.5% [12/2405] enoxaparin/VKA) all of them assessed as major bleeding events by the
CIAC; 4 of them assessed as fatal major bleeding events (2 in each treatment group) and 11
of them assessed as non-fatal critical organ bleeding events (<0.1% [1/2412] rivaroxaban vs.
0.4% [10/2405] enoxaparin/VKA).

Abnormalities of liver function tests

The incidence rates of post-baseline ALT >3 x ULN (central laboratory) were 1.9% (45/2351)
with rivaroxaban treatment and 3.0% (70/2324) with enoxaparin / VKA treatment. Most
subjects either had a normalization of the observed laboratory abnormalities or a return to
the level observed before or during the treatment. The incidence rate of combined
concurrent elevations of post-baseline ALT >3 x ULN and total bilirubin > 2 x ULN (central and
local laboratory) were 0.2% (5/2355) in the rivaroxaban treatment group vs. 0.2% (4/2327)
in the enoxaparin / VKA treatment group. The data of this study do not provide evidence for
liver injury caused by rivaroxaban.
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Cardiovascular events

During the on-treatment period, 1.5% (35/2412) of subjects in the rivaroxaban group and
1.5% (37/2405) of subjects in the enoxaparin / VKA group had cardiovascular events.
During the off-treatment period, the incidence rate of cardiovascular events was

0.4% (9/2206) in the rivaroxaban group and 0.1% (3/2197) in the enoxaparin / VKA group.
The incidence rates of on-treatment acute coronary syndromes (i.e. STEMI, NSTEMI, UA),
cerebrovascular events (i.e. ischemic stroke or TIA) and non-CNS systemic embolism were
similar between the treatment groups as they were off-treatment.

The cardiovascular events also included death due to heart failure, death due to other
vascular events or other cardiac death with a very low incidence rate of <0.1% in each
treatment group when reported. Numerically, there were more events in the rivaroxaban
treatment group than in the enoxaparin/VKA treatment group on-treatment as well as off-
treatment.

Overall, the study did not indicate an increased incidence rate for rivaroxaban treated
subjects for acute coronary syndromes (i.e. STEMI, NSTEMI, UA), cerebrovascular events
(i.e. ischemic stroke or TIA) or non-CNS systemic embolism, neither on-treatment nor
off-treatment.

Treatment-emergent adverse events

The incidence rate of treatment-emergent adverse events was similar in both treatment
groups (80.3% in the rivaroxaban group vs. 79.0% in the enoxaparin / VKA group). The
incidence rate of drug-related treatment-emergent adverse events was approximately 32% in
both treatment groups. Note that as stated in the study protocol, recurrent DVT and
non-fatal PE were not regarded as AEs or SAEs.

The incidence of treatment-emergent serious AEs was 19.5% (471/2412) in the rivaroxaban
group versus 19.3% (463/2405) in the enoxaparin/VKA group and 17.2% (416/2412) in the
rivaroxaban group versus 16.9% (406/2405) in the enoxaparin/VKA group when bleeding
events were excluded.

A total of 5.1% of the subjects in the rivaroxaban treatment group and 4.1% in the
enoxaparin / VKA treatment group prematurely discontinued the study medication due to
treatment-emergent AEs.

Death (any death after randomization)

e There were 114 deaths (2.6% [63/2412] rivaroxaban vs. 2.1% [51/2405] enoxaparin /
VKA) in the safety population. The 3 most frequently reported primary causes of death in
both treatment groups were cancer (0.9% [22/2412] rivaroxaban vs. 1.0% [23/2405]
enoxaparin / VKA), unexplained death for which PE could not be ruled out 0.3% [8/2412]
enoxaparin / VKA vs. 0.2% [6/2405] enoxaparin / VKA), and infectious disease
(0.4%) [9/2412] rivaroxaban vs. 0.2% [6/2405] enoxaparin / VKA).

Conclusion(s)

This EINSTEIN PE study demonstrated that the oral, single drug, fixed dose approach with
rivaroxaban 15 mg twice daily for the initial 3 weeks of treatment followed by 20 mg once
daily provided similar efficacy and safety as compared to the dual drug approach with body
weight-adjusted twice daily subcutaneous administration of enoxaparin and INR-adjusted oral
VKA therapy.

Publication(s): | EINSTEIN-PE Investigators, Blller HR, Prins MH, Lensing AW,
Decousus H, Jacobson BF et al. Oral rivaroxaban for the treatment of
symptomatic pulmonary embolism. N Engl J Med. 2012 Apr
5,;366(14):1287-97.
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Investigational Site List

Marketing Authorization Holder in Germany

Name Bayer Pharma AG
D-13342

Postal Address Berlin
Germany

Sponsor in Germany

Legal Entity Name

Bayer HealthCare AG

Postal Address

D-51368
Leverkusen
Germany

List of Investigational Sites

No :\Ir];/:qsetlgator Facility Name Street éI(I)Dde City Country
1 |Hr. Prof. Dr. Rupert | Klinikum Bereich Eberstadt 64297 | Darmstadt, GERMANY
Bauersachs Darmstadt Medizinische Klinik 1V Hessen
Angiologie
Heidelberger Landstr.
379
2 | Hr. Prof. Dr. Hans- | Klinikum Universit. | Medizinische 72076 | Tubingen, GERMANY
Ulrich Haring Tlbingen Universitatsklinik und Baden-
Poliklinik Wirttemberg
Innere Medizin IV
Otfried-Muller-Str. 10
3 | Hr. Prof. Dr. Curt Klinikum-Karlsbad- | Innere Medizin 76307 | Karlsbad, GERMANY
Diehm Langenstein. Guttmannstr. 1 Baden-
Wirttemberg
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No w;:qsetlgator Facility Name Street éfde City Country
4 | Hr. Prof. Dr. St. Innere Medizin 69115 | Heidelberg, GERMANY
Christoph Josefskrankenhau | Landhausstr. 25 Baden-
Hasslacher s Wirttemberg
5 | Hr. Prof. Dr. Ulrich Klinikum Medizinische 81377 | Minchen, GERMANY
Hoffmann Innenstadt Poliklinik Bayern
Pettenkoferstr 8a
6 | Hr. Dr. med. KliFoCenter GmbH | Pferdebachstrasse 30 | 58455 | Witten, GERMANY
Thomas Horacek Nordrhein-
Westfalen
7 | Hr. Prof. Dr. Helmut | Wenckebach- Innere Medizin Il 12099 |Berlin, Berlin | GERMANY
Landgraf Krankenhaus Wenckebachstr. 23
8 | Hr. Prof. Dr. Bruderkrankenhau | Innere Medizin 33098 | Paderborn, GERMANY
Wolfgang s St. Josef Husener Str. 46 Nordrhein-
Petermann Westfalen
9 |Hr. PD Dr. Martin Zentralklinikum I. Medizinische Klinik |86156 | Augsburg, GERMANY
Schwaiblmair Augsburg Kardiologie, Bayern
Pneumonologie,
Intensivmedizin,
Endokrinologie
Stenglinstralie 2
10 | Fr. Dr. Barbara Universitatsklinik | Klinik und Poliklinik 20251 |Hamburg, GERMANY
Eifrig Eppendorf fur Innere Medizin Hamburg
Abteilung fir Klinische
Chemie
Martinistr. 52
11 |Fr. PD Dr. Edelgard | Klinikum der JWG | Gefal3zentrum- 60590 | Frankfurt, GERMANY
Lindhoff-Last Universitat Frankfurt, Hessen
Schwerpunkt
Angiologie
Theodor-Stern-Kai 7
12 | Hr. Prof. Dr. Univ. Klinik Carl -Universitatsklinikum- | 01307 | Dresden, GERMANY
Sebastian Schellong | Gustav Carus Medizinische Klinik 111 Sachsen
/ Bereich Angiologie
Fetscherstralle 74
13 | Hr. Dr. Peter Baron | Praxis Hr. Dr. P. GefalRpraxis 80331 | Minchen, GERMANY
von Bilderling Bilderling Tal 13 Bayern
14 | Fr. PD Dr. Bettina- | Universitatskliniku | Klinik und Poliklinik 06120 |Halle, GERMANY
Maria Taute m Halle AOR fir Innere Medizin 111 Sachsen-
Ernst-Grube-StralRe Anhalt
40
15 |Hr. Prof. Dr. Johann | Universitat Medizinische Klinik 97080 | Wirzburg, GERMANY
Bauersachs Wirzburg und Poliklinik 11 Bayern
Josef-Schneider-Str.
2
16 |Hr. Prof. Dr. Jurgen | Diakoniekrankenh | I. Medizinische Klinik |27342 | Rotenburg, GERMANY

Potratz

aus

Elise-Averdieck-Str.
17

Niedersachse
n
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No w;:qsetlgator Facility Name Street éfde City Country
17 | Hr. Dr. Nasser Universitatskliniku | Klinik fur Angiologie 45122 |Essen, GERMANY
Maylar m Essen Hufelandstr. 55 Nordrhein-
Westfalen
18 | Hr. Dr. Thomas Furst Stirum Klinik | Radiologie 76646 | Bruchsal, GERMANY
Herrmann Gutleutstralle 1 - 14 Baden-
Wirttemberg
19 |Hr. Dr. Arne Kieback | Klinikum Ernst- Klinik und Poliklinik 17475 | Greifswald, GERMANY
Moritz-Arndt fir Innere Medizin B Mecklenburg-
Pneumologie und Vorpommern
Infektiologie
Friedrich-Loffler-
Stral3e 23a
20 | Hr. Prof. Dr. Martin | Klinikum Universit. | Universitats Hautklinik | 72076 | Tibingen, GERMANY
Roécken Tlbingen Sektion Baden-
Dermatologische Wirttemberg
Onkologie
Liebermeisterstral3e
25
21 | Hr. PD Dr. Jan Univ. Klinik Carl Innere Medizin 01307 | Dresden, GERMANY
Beyer-Westendorf | Gustav Carus Fetscherstralle 74 Sachsen
22 | Fr. Prof. Dr. Johannes- [I. Medizinische Klinik |55131 |Mainz, GERMANY
Christine Espinola- | Gutenberg- und Poliklinik Rheinland-
Klein Universit. Kardiologie Pfalz
Geb. 209/2.0G
Langenbeckstr. 1
23 | Hr. PD Dr. Univ.-Klinikum Medizinische 69120 |Heidelberg, GERMANY
Evangelos Heidelberg Universitatsklinik Baden-
Giannitsis Abteilung Innere Wirttemberg
Medizin 11l
Kardiologie,
Angiologie und
Pneumologie
Im Neuenheimer Feld
410
24 | Hr. Dr. Michael Ibe | KH Nordhausen Innere Medizin Il 99734 | Nordhausen, | GERMANY
Dr.-Robert-Koch- Thiringen
StralRe 39
25 [ Hr. Dr. Juergen Knappschafts- Angiologische Klinik | 46242 | Bottrop, GERMANY
Ranft Krankenhaus Osterfelder Str. 157
26 | Dr Ander Cohen Kings College Department of SE5 London, UNITED
Hospital Vascular Sugery 9RS London KINGDOM
2nd Floor, West
Entresol (off
Hambledon Wing)
Bessemer Road
Denmark Hill
27 | Beverley Hunt St Thomas' Lambeth Palace Road | SE1 London, UNITED
Hospital 7EH London KINGDOM
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No w;:qsetlgator Facility Name Street éfde City Country
28 | Dr John Luckit North Middlesex Department of 0 | London, UNITED
Hospital Haematology KINGDOM
Sterling Way
Edmonton
29 | Dr. Warren Botnick |Bay Pines VA Building 100/5D-123 | 33744 |Bay Pines, UNITED
Healthcare System | 10000 Bay Pines Florida STATES
Boulevard
30 |Dr. Samuel Joseph | Spokane 104 West Fifth 99204 | Spokane, UNITED
Respiratory Avenue Washington STATES
Consults.
31 | Dr. Roger Lyons Cancer Care 4411 Medical Drive 78229 | San Antonio, |UNITED
Centers-So. Texas | Suite 100 Texas STATES
32 | Dr. Stephan Moll University of North | UNC School of 27599- | Chapel Hill, UNITED
Carolina Medicine 7035 North STATES
CB-7035 Carolina
903 Mary Ellen Jones
Bldg.
33 | Dr. Suman Rathbun | Oklahoma OU Medical Center 73104 | Oklahoma UNITED
University HSC 1200 N. Everett Drive City, STATES
Oklahoma
34 | Dr. Jeffrey Rehm Pulmonary 521 Park Hill Drive 22401 | Fredericksbur | UNITED
Assoc/Fredericksb g, Virginia STATES
urg
35 | Dr. Alex Lovelace Health Gibson Healthcare 87108 | Albuquerque, |UNITED
Spyropoulos Systems Center New Mexico |STATES
Clinical Thrombosis
Center
3rd Floor/Elev. B
5400 Gibson
Boulevard SE
36 | Dr. David Feinbloom | Beth Israel 300 Brookline Avenue | 02215 | Boston, UNITED
Deaconess Med Massachusett | STATES
Ctr S
37 | Dr. Kenneth Krell Eastern Idaho Med | 3200 Channing Way | 83404 |Idaho Falls, UNITED
Consultants Suite 205 Idaho STATES
38 | Dr. Venkatesh Heritage 425 North 21st Street | 17011 | Camp Hill, UNITED
Nadar Cardiology Pennsylvania | STATES
Associates
39 | Dr. William San Juan VA Pulmonary & Critical |00927 |San Juan, UNITED
Rodriguez Medical Center Care Puerto Rico STATES
10 Casia Street (111)
40 | Dr. Patrick Wright, Moses H.Cone Dep't. of Critical Care |27401 |Greensboro, |UNITED
Jr. Memorial Hospital | Medicine North STATES
1200 North EIm Street Carolina
41 | Dr. Dorothy Banish 0 0 0], UNITED
STATES
42 | Dr. James Dexter JRMD, Inc. 964 Creek View Lane | 92373 |Redlands, UNITED
California STATES
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No w;:qsetlgator Facility Name Street éfde City Country
43 | Dr. Charles Sinai Hospital of Dep't.of General 21215 | Baltimore, UNITED
Albrecht, Il Baltimore Internal Medicine Maryland STATES
2401 West Belvedere
Avenue
44 | Dr. Patrick Wright, Wesley Long 501 North Elam 27403 | Greensboro, |UNITED
Jr. Community Avenue North STATES
Hospital Carolina
45 | Dr. Margaret Western 4800 Friendship 15224 | Pittsburgh, UNITED
Kennedy Pennsylvania Avenue Pennsylvania | STATES
Hospital Suite MZ-52
46 | Dr. David Chen Tacoma General MultiCare Health 98405 |Tacoma, UNITED
Hospital System Washington STATES
Department of
Inpatient Services
315 Martin Luther
King Jr. Way
47 | Dr. Amir Jaffer Jackson Memorial | Jackson Health 33136- | Miami, Florida | UNITED
Hospital Systems 1096 STATES
1611 NW 12th
Avenue
48 | Dr. Scott Woller Intermountain Dep't. of Pulmonary 84107 |Murray, Utah |UNITED
Medical Center Critical Care STATES
Dept. 795
5121 South
Cottonwood Street
49 | Dr. Amir Jaffer University of Miami | Department of 33136 | Miami, Florida | UNITED
Medicine STATES
1120 NW 14th Street
50 | Dr. Robert Lavender | U.of Arkansas for | General Internal 72205 | Little Rock, UNITED
Med Sciences Medicine Arkansas STATES
Slot 641
4301 West Markham
Street
51 | Dr. Neil Ettinger Cardio-Pulmonary |222 S Woods Mill 63017 |Chesterfield, |UNITED
Associates Road Missouri STATES
Suite 310 North
52 | Professeur Hervé Hopital Nord- Hopital Bellevue 42055 | SAINT FRANCE
DECOUSUS SAINT ETIENNE | Unité de ETIENNE,
Pharmacologie
Clinique
boulevard Pasteur
53 | Docteur Antoine CHI-VERNON Centre Hospitalier 27200 | VERNON, FRANCE

ACHKAR

Intercommunal Eure
Seine

Service de
Pneumologie

5 rue du Docteur
Burnet
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Street

ZIP
Code

City

Country

54

Docteur Benaissa
AGRAOU

CH-
VALENCIENNES
CEDEX

Centre Hospitalier
Service de
Cardiologie et Soins
Intensifs

Avenue
Desandrouins

59322

VALENCIENN
ES CEDEX,

FRANCE

55

Professeur Joél
CONSTANS

SAINT ANDRE-
BORDEAUX

C.H.U Bordeaux -
Groupe Hospitalier
Saint André-Jean
Abadie

Hopital Saint André
Service de Médecine
Interne

1, rue Jean Burgel

33000

BORDEAUX,

FRANCE

56

Professeur Bruno
CRESTANI

BICHAT-PARIS

Groupe Hospitalier
Bichat-Claude
Bernard

Hopital Bichat
Service de
pneumologie

46, rue Henri Huchard

75877

PARIS,

FRANCE

57

Professeur Joseph
EMMERICH

HEGP-PARIS

Hopital Européen
Georges Pompidou
Département
Médecine Vasculaire
et Hypertension
20-40 rue Leblanc

75908

PARIS
CEDEX 15,

FRANCE

58

Docteur Emile
FERRARI

PASTEUR-NICE

Hépital Pasteur
Service de
Cardiologie

30, avenue de la
Voie Romaine

06002

NICE,

FRANCE

59

Pr Philippe
LACROIX

DUPUYTREN-
LIMOGES CEDEX

C.H.R.U.

Hopital Dupuytren
Service de Chirurgie
Thoracique et
cardiovasculaire

2, avenue Martin
Luther King

87042

LIMOGES,

FRANCE

60

Professeur Claire
LE JEUNNE

DIEU-PARIS

Hobtel Dieu

Service de Médecine
Interne

1, place du Parvis de
Notre Dame

75004

PARIS,

FRANCE
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61

Docteur Emmanuel
DEMAISTRE

BOCAGE-DIJON

C.H.R.U. Dijon
Service
d'Hématologie
Hopital du Bocage

2 boulevard de Lattre
de Tassigny

21000

DIJON,

FRANCE

62

Pr Isabelle MAHE

MOURIER-
COLOMBES
CEDEX

Hopital Louis Mourier
Service de Médecine
Interne V

178, rue des
Renouillers

92701

COLOMBES
CEDEX,

FRANCE

63

Docteur Nicolas
MENEVEAU

MINJOZ-
BESANCON

Centre Hospitalier
Universitaire

Hopital J. Minjoz
Service de
Cardiologie
Boulevard Flemming

25000

BESANCON,

FRANCE

64

Docteur Guy
MEYER

HEGP-PARIS

Hopital Européen
Georges Pompidou
Service de
Pneumologie
20-40 rue Leblanc

75015

PARIS,

FRANCE

65

Pr Dominique
MOTTIER

LA CAVALE
BLANCHE-BREST
CEDEX

Hopital La Cavale
Blanche

Service de Médecine |
et Pneumologie
Boulevard Tanguy
Prigent

29609

BREST
CEDEX,

FRANCE

66

Docteur Florent
PARENT

BECLERE-
CLAMART

Hopital Antoine
Béclere

Service de
Pneumologie

157, rue de la Porte
Trivaux

92141

CLAMART,

FRANCE

67

Docteur Gilles
PERNOD

CHU-GRENOBLE

Centre Hospitalier
Universitaire

Hopital Michalon
Centre d'Investigation
Clinique

BP 217

38043

GRENOBLE,

FRANCE

68

Docteur Gilles
POTEL

HOTEL DIEU-
NANTES CEDEX

C.H.U. Nantes
Hopital H6tel Dieu
Service d'Accueil des
uUrgences

2, place Alexis
Ricordeau

44000

NANTES,

FRANCE
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Street

ZIP
Code

City

Country

69

Professeur Isabelle
QUERE

SAINT ELOI-
MONTPELLIER
CEDEX

Hopital Saint Eloi
Service de Médecine
Interne et Maladies
Vasculaires

80 avenue Augustin
Fliche

34295

MONTPELLIE
R CEDEX,

FRANCE

70

Docteur Pierre-
Marie ROY

CHU-ANGERS

Centre Hospitalier
Universitaire

Service d'Accueil des
uUrgences

4, rue Larrey

49033

ANGERS
CEDEX 01,

FRANCE

71

Pr Jeannot
SCHMIDT

MONTPIED-
CLERMONT
FERRAND

Hopital Gabriel
Montpied

Service d'Accueil des
Urgences

58 rue Montalembert

63000

CLERMONT
FERRAND,

FRANCE

72

Docteur Guy
SIMONEAU

LARIBOISIERE-
PARIS

Groupe Hospitalier
Lariboisiére - F. Widal
- St Lazare

Hopital Lariboisiére
Service de Médecine
Interne A

2, rue Ambroise Paré

75475

PARIS,

FRANCE

73

Professeur
Dominique
STEPHAN

CIVIL-
STRASBOURG

Hopitaux
Universitaires

Hopital Civil

Service
d'Hypertension et
Maladies Vasculaires
1, place de I'Hépital

67091

STRASBOUR
G CEDEX,

FRANCE

74

Docteur Albert
TRINH-DUC

HG-AGEN

Hopital Général
Département des
Urgences -
SAMU/SMUR

Route de Villeneuve

47923

AGEN
CEDEX 9,

FRANCE

75

Professeur Denis
VITAL-DURAND

LYON SUD-
PIERRE BENITE

Hospices civils de
Lyon

Centre Hospitalier
Lyon Sud

Service de Médecine
Interne et Angiologie
165, chemin du Grand
Revoyet

69495

PIERRE
BENITE,

FRANCE
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76

Professeur Denis
WAHL

BRABOIS-
VANDOEUVRE
LES NANCY

Centre Hospitalier
Universitaire Brabois
Hopital d'adultes
Unité de médecine
Interne, Thromboses,
Maladies Vasculaires
(Pole
Cardiovasculaire)
Rue du Morvan

54511

VANDOEUVR
ELES
NANCY,

FRANCE

77

Docteur Sandro
AQUILANTI

CH-ARRAS

Centre Hospitalier
Service de
Cardiologie
Boulevard Georges
Besnier

62000

ARRAS,

FRANCE

78

Prof Alessandra
BURA-RIVIERE

RANGUEIL-
TOULOUSE

C.H.U.

Hopital de Rangueil
Service de medecine
vasculaire

1, avenue Poulhes

31403

TOULOUSE,

FRANCE

79

Docteur Antoine
ELIAS

FONT PRE-
TOULON

Hopital Font Pré
médecine Vasculaire
et Médecine Interne
Bat M - 5eme etage -
Aile C

1208 avenue Colonel
Picot

83000

TOULON,

FRANCE

80

Docteur Dominique
BRISOT

Clinique du PARC
Castelnau

Clinique du Parc
service d'angiologie

34170

CASTELNAU
LE LEZ,

FRANCE

81

Dr Marie-Antoinette
SEVESTRE

SUD-AMIENS

C.H.U.

Groupe Hospitalier
Sud

Chirurgie Vasculaire
Avenue René
Laennec

80000

AMIENS,

FRANCE

82

Docteur Alain
QUEGUINER

CH ORTHEZ

Rue du Moulin
BP 118

64300

Orthez,

FRANCE

83

Dr Thomas
GUERIN

CH ROANNE

CH Roanne

Service des Urgences
et Réanimation

28 rue Charlieu

BP 511

42328

Roanne,

FRANCE

84

Pr Hervé
LEVESQUE

NICOLLE-ROUEN
CEDEX

Hopital Charles
Nicolle

CIC - INSERM

1 rue de Germont

76031

ROUEN
CEDEX,

FRANCE
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85

Dr Toufek
BERREMILI

CHR ANNECY

1 rue de I'Hopital

74370

METZ-
TESSY,

FRANCE

86

Prof. Rajmund
Adamiec

Szpital Kliniczny

Katedra i Klinika
Angiologii,
Nadcisnienia
Tetniczego i
Diabetologii

ul. Poniatowskiego 2

50-326

Wroclaw,

POLAND

87

Mr. Prof. Janusz
Kloczko

Uniwersytecki
Szpital Kliniczn

Klinika Hematologii z
pododdzialem Choréb
Naczyn UM w
Bialymstoku
Uniwersytecki Szpital
Kliniczny w
Bialymstoku

ul. Marii
Sklodowskiej-Curie
24a

15-276

Bialystok,

POLAND

88

Dr hab. Jerzy
Lewczuk

Wojewodzki
Szpital Spec.

Oddzial
Kardiologiczny z
Pododzialem
Intensywnego
Nadzoru
Kardiologicznego

ul. Kamienskiego 73A

51-124

Wroclaw,

POLAND

89

Prof. Jacek Musial

Szpital
Uniwersytecki

Oddzial
Autoimmunologii i
Zaburzen Hemostazy
ul. Skawinska 8

31-066

Krakow,

POLAND

90

Mr Prof Witold
Tomkowski

Inst. Gruzlicy i
Chorob Pluc

Oddzial Intensywnej
Terapii
Pneumonologiczno-
Kardiologicznej

ul. Plocka 26

01-138

Warszawa,

POLAND

91

Prof. Jacek Wronski

SPSK nr 1

Katedra i Klinika
Chirurgii Naczyn i
Angiologii

ul. Staszica 11

20-081

Lublin,

POLAND

92

Mr. Prof. Pawel
Gorski

Szpital im. N.
Barlickiego

ul. Kopcinskiego 22

90-153

Lodz,

POLAND

93

Dr. Franco Piovella

IRCCS Policlinico
San Matteo

Angiologia - Malattie
Tromboemboliche
Piazzale Golgi, 19

27100

Pavia,

ITALY

94

Dr. Walter Ageno

A.O. Osp Circolo e
Fond.Macchi

Medicina Interna |
Viale L.Borri, 57

21100

Varese,

ITALY
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95

Prof. Giovanni
Battista Ambrosio

AULSS 12
Veneziana -
Veneto

Medicina |

P.O. SS Giovanni e
Paolo

Castello 6776

30122

Venezia,

ITALY

96

Dr. Marco Cattaneo

A.O. San Paolo
Polo Universit

Ematologia e
Trombosi
Via A. Di Rudini, 8

20142

Milano,

ITALY

97

Dr. Armando
D'Angelo

IRCCS
Fondazione San
Raffaele

Laboratorio
Coagulazione ed
Unita Ricerca
Trombosi

Istituto Scientifico
Universitario San
Raffaele

Via Olgettina, 60

20132

Milano,

ITALY

98

Dr. Angelo
Ghirarduzzi

A.O. di Reggio
Emilia

Angiologia -
Dipartimento di
Medicina |
Arcispedale Santa
Maria Nuova

Viale Risorgimento,
80

42100

Reggio
Emilia,

ITALY

99

Dr. Matteo Giorgi
Pierfranceschi

AUSL Piacenza -
Emilia Romagna

Centro Emostasi e
Trombosi

Medicina Interna Area
Critica

Ospedale Guglielmo
da Saliceto

Via Taverna, 49

29100

Piacenza,

ITALY

100

Prof. Pier
Mannuccio
Mannucci

IRCCS Ca' Granda
Osp. Maggiore

Centro Emofilia e
Trombosi A.Bianchi
Bonomi

Medicina Interna 2
Via Pace, 9

20122

Milano,

ITALY

101

Prof. Gualtiero
Palareti

A.O.U. di Bologna

Angiologia e Malattie
della Coagulazione
Via Albertoni, 15

40138

Bologna,

ITALY

102

Dr. Ettore Porreca

AUSL 2 Chieti -
Abruzzo

Medicina Interna
Ospedale Clinicizzato
SS. Annunziata

Via dei Vestini, 31

66013

Chieti,

ITALY

103

Dr. Paolo Prandoni

A.O. di Padova

Dip. Scienze Mediche
e Chirurgiche

Clinica Medica Il
Viale Ospedale Civile,
105

35128

Padova,

ITALY
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104 | Dr. Roberto A.O.U. di Parma Medicina Interna ad 43100 |Parma, ITALY
Quintavalla indir. Angiologico e
Coagulativo
Via Gramsci, 14
105 | Dr. Corrado IRCCS Ist Clinico | Centro Trombosi 20089 |Rozzano, ITALY
Lodigiani Humanitas Via Manzoni, 56 Milano
106 | Dr. Jaume Villalta Hospital Clinic de | Servicio de Medicina |08036 |Barcelona, SPAIN
Barcelona Interna Barcelona
C/ Villarroel, 170
107 | Dr. Fernando Garcia | Hospital Josep Servicio de Medicina | 17007 | Girona, SPAIN
Bragado Dalmau Trueta Interna Girona
82 Planta B
Avda. de Franca, s/n
108 | Dr. David Jiménez | Hospital Ramoény | Servicio de 28034 | Madrid, SPAIN
Cajal Pneumologia Madrid
Pl. 52 izda control A
Ctra. de Colmenar,
Km. 9,1
109 | Dr. Julio Sanchez H. Virgen del Servicio de Medicina | 31008 |Pamplona, SPAIN
Camino Interna. Planta 62 Pamplona
Cl Irunlarrea, 4
110 | Dra. Isabel De diego | Mutua de Terrassa | Servei d'Hematologia | 08221 | Terrassa, SPAIN
Jalemskaya Plaza del Dr. Robert 5 Barcelona
111 | Dr. Miguel Carrera | H. U. Son Espases | Servicio de 07010 |Palmade SPAIN
Lamarca Pneumologia Mallorca, llles
Ctra. de Valldemossa, Baleares
79
112 | Dr. Félix del Campo | Hospital del Rio Servicio de 47010 |Valladolid, SPAIN
Hortega Neumologia Castilla - Ledn
Avda. Santa Teresa,
s/n
113 | Dra. Pilar Roman H.G. de Requena |c/ Casablanca s/n 46340 |Requena, SPAIN
Sénchez Valencia
114 | Dr. John Blondal St.Joseph's Health | Department of M6R Toronto, CANADA
Ctr-Toronto Medicine 1B5 Ontario
Rm. 318/3rd floor
SSWE
30 The Queensway
115 | Dr. Michael Kovacs |London Health Hematology Division | N6A London, CANADA
Sciences Centre Room A2-401 4G5 Ontario
800 Commissioners
Road East
116 | Dr. Turnly Wong St. Boniface Room C-5116 R2H Winnipeg, CANADA
General Hospital | 409 Tache Avenue 2A6 Manitoba
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117 | Dr. Phil Wells Ottawa Hospital - | Division of K1Y Ottawa, CANADA
Civic Campus Hematology 4E9 Ontario
Suite F6-49
1053 Carling Avenue
118 | Prof. Dr. Peter UZ Leuven Dienst Inwendige 3000 LEUVEN, BELGIUM
VERHAMME Gasthuisberg Geneeskunde
Bloedings - en
Vaatziekten
Herestraat 49
119 | Dr. Michel BUCHE | CU de Mont- CU de Mont-Godinne |5530 YVOIR, BELGIUM
Godinne Dienst Cardiologie
Avenue Docteur G.
Therasse 1
120 | Dr. Johan DE AZ Sint-Maarten Campus Duffel 2570 DUFFEL, BELGIUM
LEERSNYDER Rooienberg 25
121 | Dr. Jacques CHR de Namur Avenue Albert ler 185 | 5000 NAMUR, BELGIUM
DEMELENNE
122 | Dr. Philippe CU Saint-Luc Avenue Hippocrate 10 | 1200 BRUXELLES |BELGIUM
HAINAUT Hippocrateslaan - BRUSSEL,
123 | Dr. Serge MOTTE Hopital Erasme Route de Lennik 808 | 1070 BRUXELLES |BELGIUM
Lenniksebaan - BRUSSEL,
124 | Dr. Muriel CHU de Liége Hopital du Sart Tilman | 4000 LIEGE, BELGIUM
SPRYNGER Service Cardiologie
Domaine Universitaire
du Sart Tilman
Batiment B35
125 | Prof. Dr. Frank UZ Gent De Pintelaan 185 9000 GENT, BELGIUM
VERMASSEN
126 | Dr. Rudi AZ St-Elisabeth Godveerdegemstraat | 9620 ZOTTEGEM, |BELGIUM
VOSSAERT 96
127 | Dr. Herman Ziekenhuis Oost- | Campus Sint-Jan 3600 GENK, BELGIUM
SCHROE Limburg Schiepse Bos 6
128 | Dr. Peter oL Dienst Interne 9300 AALST, BELGIUM
VERSTRAETEN Vrouwziekenhuis | Geneeskunde
Moorselbaan 164
129 | Dr. Michel GUSTIN |CHR de la Service de 4000 LIEGE, BELGIUM
Citadelle Pneumologie
Boulevard du 12e de
Ligne 1
130 | Dhr. Dr. M.R. Groot | Medisch Spectrum | Afd. Interne 7511 ENSCHEDE, |NETHERL
Twente Geneeskunde - JIX ANDS
Ariénsplein 1
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131 | Dr. M. Marwijk Kooy | Sophia Afdeling 8025 ZWOLLE, NETHERL
Haematologie, Dr. AB ANDS
van Heesweg 2
132 | Mevr. Dr. K. Meijer | UMCG Afdeling Interne 9713 GRONINGEN, | NETHERL
Geneeskunde, Gz ANDS
Hanzeplein 1
133 | Dhr. Drs. P.W. AMC Afd. Interne 1105 AMSTERDAM | NETHERL
Kamphuisen geneeskunde, AZ , ANDS
Meibergdreef 9
134 | Dr. A. Beeker Spaarne Afdeling Interne 2134 HOOFDDOR | NETHERL
Geneeskunde, ™ P, ANDS
Spaarnepoort 1
135 | Dhr. Dr. H. ten Cate | AZM Afd. Hematologie - P. | 6229 MAASTRICH |NETHERL
Debyelaan 25 HX T, ANDS
136 | Dr Henry Eriksson SU/Ostra Medicinkliniken 416 85 | Goteborg, SWEDEN
137 | Dr Tomas Jonson Sodra Alvsborgs Medicinkliniken 501 82 |Boras, SWEDEN
Sjukhus
138 | Doc Leif Lapidus Sahlgrenska Medicinkliniken 413 45 | Goteborg, SWEDEN
Universitetssjukh
139 | Dr Anders Sjalander | Lanssjukh Medicinkliniken 851 86 | Sundsvall, SWEDEN
Sundsvall-
Harndsand
140 | Dr Eva Ottosson Sodersjukhuset Department of 118 83 | Stockholm, SWEDEN
Internal medicine
141 | Dr Christian Tuxen | H:S Frederiksberg | Dept. of Cardiology 2000F | Frederiksberg | DENMARK
Hospital and Endocrinology ,
Nedre Fasanvej 57
142 | Dr Waleed Ghanima | Ostfold Hospital Dept of Medicine 1603 Fredrikstad, NORWAY
Trust PO Box 16
143 | Dr Arnljot Tveit Sykehuset Asker | Dept of Medicine 1309 Rud, NORWAY
og Baerum Munthe Kaasvei 100
144 | Dr Per Morten Ulleval Sykehus Hematologisk 0407 Oslo, NORWAY
Sandset avdeling
Kirkeveien 166
145 | Dr David Adler Sandton Medi Cnr Hendrik Verwoerd | 2191 Johannesburg | SOUTH
Clinic & Peter Place , Gauteng AFRICA
Bryanson
146 | Prof Jan Becker Pretoria Academic | Corner Malan & 0084 Pretoria, SOUTH
Hospital New Voortrekkers Street Gauteng AFRICA

Gezina
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147 | Dr Graham Ellis Helderberg 7G Arun Place 7130 Somerset SOUTH
Medical Clinical Tr | Sir Lowry's Pass West, AFRICA
Road Western Cape
148 | Dr. Rashid Isaacs Mayo Clinic William Nicol Drive 1724 Roodepoort, |SOUTH
Floracliffe Gauteng AFRICA
149 | Prof Barry Jacobson | University of University of the 2132 Johannesburg | SOUTH
Witwatersrand Witwatersrand , Gauteng AFRICA
Charlotte Maxeke
Johannesburg
Academic Hospital
Medical School
7 York Road
Parktown
150 | Dr Louis van Zyl Clinical Projects 42 Russell Street 6850 Worcester, SOUTH
Research SA Western Cape | AFRICA
151 | Dr Hannes Janse Unitas Hospital Unitas Hospital 0157 Pretoria, SOUTH
van Rensburg Clifton Ave Gauteng AFRICA
Lyttleton
Centurion
152 | Dr S Schmidt N1 City Hospital Cnr Frans Conradie 7460 Cape Town, SOUTH
Drive & Manus Western Cape | AFRICA
Gerber Street
Goodwood
153 | Dr. Richard Siebert | Little Company of |50 Totius St 0181 Pretoria, SOUTH
Mary Groenkloof Gauteng AFRICA
154 | Prof Barry Jacobson | University of University of the 2132 Johannesburg | SOUTH
Witwatersrand Witwatersrand , Gauteng AFRICA
Charlotte Maxeke
Johannesburg
Academic Hospital
Medical School
7 York Road
Parktown
155 | Mr. Dr Jaromir Fakultni Clinic of Internal 150 00 |Prague 5, CZECH
Chlumsky nemocnice v Medicine REPUBLIC
Motole V uvalu 84
156 | Mrs. Dr Katerina Mestska Oddeleni interna Il 728 80 | Ostrava, CZECH
Kovarova nemocnice Nemocnicni 20 REPUBLIC
Ostrava
157 | Mr. Dr. Petr Fakultni Interni klinika 708 52 | Ostrava- CZECH
Matoska nemocnice 17 Listopadu 1790 Poruba, REPUBLIC
Ostrava
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158 | Mr. Dr. Rudolf Nemocnice Na Interni Oddeleni 11000 |Praha1, CZECH
Spacek Fratisku Na frantisku 847/8 REPUBLIC
159 | Mr. Dr. Simon Jirat | Vseobecna fakultni | Il Interni Klinika VFN | 12800 | Praha 2, CZECH
nemocnice allF UK REPUBLIC
U nemocnice 499/2
160 | Mr. Dr. Ivo Podpera | Hospital Kladno Interni oddeleni 27259 | Kladno, CZECH
Vancurova 1548 REPUBLIC
161 | Dr Eva Mandakova | Central Hospital Dukelskych hrdinu 269 01 | Rakovnik, CZECH
Rakovnik 200 REPUBLIC
162 | Dr. Mazen Elias Haemek Medical Rabin Road 18101 | Afula, ISRAEL
Center
163 | Dr. Dov Gavish Edith Wolfson 62 Halochamim Street | 58100 | Holon, ISRAEL
Medical Center P.O.B.5
164 | Dr. Ron Hoffman Rambam Medical |8, Haaliya Hashniya 31096 |Haifa, ISRAEL
Center St.
Bat Galim
165 | Dr. Osamah Husein | Ziv Medical Center | P.O.B. 1008 13100 |Safed, ISRAEL
166 | Prof. Michael Meir Medical Clalit Health Services |44281 |Kfar Saba, ISRAEL
Lishner Center 59, Tchernichovsky
Street
167 | Prof. Gilles Lugassy | Barzilai Medical 3, Hahistadrut Street | 78278 | Ashkelon, ISRAEL
Center
168 | Dr. Aida Inbal Rabin Med Ct- 39 Jabotinski Street 49100 |Petach Tikva, |ISRAEL
Beilinson Campus
169 | Prof. David Varon Hadassah Ein P.0.B. 12000 91120 |Jerusalem, ISRAEL
Karem
170 | Dr. David Zeltser Sourasky Medical | Tel Aviv Sourasky 64239 |Tel Aviv, ISRAEL
Center Medical Center
6, Weizmann Street
171 | Dr. Devy Zisman Lady Davis Carmel | 7, Michal Street 34362 | Haifa, Israel ISRAEL
172 | Dr Tim Brighton Prince of Wales Department of 2031 Sydney, New | AUSTRALIA
Hospital Haematology, South Wales
Level 4 Campus
Centre POWH,
Barker St
Randwick
173 | Dr Chris Ward Royal North Shore |Level 4, Dept. of 2065 St Leonards, |AUSTRALIA
Hospital Haematology New South
Pacific Highway Wales
174 | Dr Patrick Carroll Redcliffe Hospital | Research Department | 4020 Redcliffe, AUSTRALIA
Redcliffe Hospital Queensland

Anzac Avenue
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175 | Professor Alexander | Flinders Medical SouthPath 5042 Adelaide, AUSTRALIA
Gallus Centre Level 6 South
Flinders Medical Australia
Centre
Flinders Drive
Bedford Park
176 | Dr Andrew McCann | Princess Department of 4102 Woolloongabb | AUSTRALIA
Alexandra Hospital | Vascular Medicine a,
1st Floor, Building 1, Queensland
Room 1BS 19.1
Ipswich Road
177 | Professor Beng St George Hospital | Department of Clinical | 2217 Kogarah, New | AUSTRALIA
Chong Haematology South Wales
Ground Floor, W.R.
Pitney Clinical
Sciences Building
Gray Street
178 | Dr Michael Leahy Fremantle Hospital | Alma Street 6160 Fremantle, AUSTRALIA
Western
Australia
179 | A/Prof. Eng Gan Monash Medical Haematology 3168 Clayton, AUSTRALIA
Centre Research, Level 4 Victoria
246 Clayton Road
180 | Dr Simon McRae Queen Elizabeth Department of 5011 Woodville AUSTRALIA
Hospital Haematology- South, South
Oncology Australia
Level 8C, Clinical
Trials Office
28 Woodville Road
181 | Dr Michael Leyden | Maroondah Davey Drive 3135 Melbourne, AUSTRALIA
Hospital Ringwood East Victoria
182 | Dr Peter Blombery | The Avenue 42 The Avenue 3181 Melbourne, AUSTRALIA
Cardiovascular Windsor Victoria
183 | Dr Brent Richards Gold Coast Nerang Street 4215 Southport, AUSTRALIA
Hospital Queensland
184 | Dr Alessandra Concord Hospital | Hospital Road 2139 Sydney, New | AUSTRALIA
Bianchi Concord South Wales
185 | A/Prof Ross Baker | Royal Perth 197 Wellington Street | 6000 Perth, AUSTRALIA
Hospital Western
Australia
186 | Dr Philip Crispin The Canberra The Canberra 2605 Garran, AUSTRALIA
Hospital Hospital Australian
Haematology - 14A Capital
Yamba Drive Territory
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187 | Dr Philip Campbell | Geelong Hospital | The Andrew Love 3220 Geelong, AUSTRALIA
Cancer Centre Victoria
Haematology
70 Swanston St
188 | A/Prof Mark Dean Gosford Hospital Holden Street 2250 Gosford, New | AUSTRALIA
South Wales
189 | Professor Beng Sutherland 430 The Kingsway 2229 Sydney, New | AUSTRALIA
Chong Hospital Caringbah South Wales
190 | A/Prof Paul ECRU - Box Hill Eastern Clinical 3128 Box Hill, AUSTRALIA
Coughlin Research Unit Victoria
Level 1
5 Arnold Street
191 | Dr David Jackson Lismore Base Uralba Street 2480 LISMORE, AUSTRALIA
Hospital New South
Wales
192 | Dr. Charles Denaro | Royal Brisbane Dept Internal 4029 Brisbane, AUSTRALIA
Hospital Medicine Queensland
Level 4, James
Mayne Building
Butterfield St
Herston
193 | A/Prof Alhossain Launceston Holman Clinic 7250 Launceston, |AUSTRALIA
Khalafallah General Hospital |2 Charles Street Tasmania
194 | Professor Beng St George Private |1 South Street 2217 Kogarah, New | AUSTRALIA
Chong Hospital South Wales
195 | Univ. Prof. Dr. AKH - Univ. Klinik f. innere 1090 Wien, Wien AUSTRIA
Mehrdad Universitatsklinike | Med. Il
Baghestanian n Klin. Abteilung f.
Angiologie
Wahringer Gurtel 18-
20
196 | Dr. Mirko Hirschl Hanusch KH Heinrich-Collin-StralRe | 1140 Wien, Wien AUSTRIA
30
197 | Univ. Prof. Dr. Peter | Universitatsklinik | Univ. Klinik fir Innere | 6020 Innsbruck, AUSTRIA
Marschang Innsbruck Medizin |
Anichstral3e 35
198 | Dr. Rainer Mathies | Landeskrankenhau | Innere Medizin 6807 Feldkirch, AUSTRIA
s Feldkirch Carinagasse 47 Vorarlberg
199 | Hr. Prof. Dr. Ernst Medizinische Med. 8036 Graz, AUSTRIA
Pilger Universitat Graz Universitatsklinik Steiermark

klin. Abteilung f.
Angiologie
Auenbruggerplatz 15
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200 | Prim. Prof. Dr. KH der 1. Interne Abteilung 4010 Linz, AUSTRIA
Ansgar Weltermann | Elisabethinen FadingerstralRe
1/Pf.239
201 | Dr. Anna Landi Szent Istvan IV Belgyogyaszat 1096 Budapest, HUNGARY
Hospital Nagyvarad te. 1
202 | Dr. Mihaly Gurzo Bacs-Kiskun Il Belgyogyaszat 6000 Kecskemet, HUNGARY
Country Hospital Nyiri u. 38
203 | Dr. Gyula Sipos Borsod County lll Sz. Belgyogyszat- | 3526 Miskolc, HUNGARY
Hospital Angiologia
Szntpeteri kapu 72-76
204 | Mrs. Dr. Katalin St. Imre Hospital Angiologiai Profil 1115 Budapest, HUNGARY
Farkas Tetenyi ut. 12-16
205 | Prof. Mr. Zoltan University of Il Internal Medicine 4032 Debrecen, HUNGARY
Boda Debrecen DEOEC | Department
Nagyerdei krt. 98.
206 | Dr. Zsolt Flor Ferenc Il Dept. of Internal 2143 Kistarcsa, HUNGARY
Pecsvarady Hospital Medicine
Semmelweis ter. 1
207 | Mrs. Dr Aranka Dr. Bugyi Istvan I Internal Medicine 6600 Szentes, HUNGARY
Kovacs Korhaz Department
Sima Ferenc u. 44-58
208 | Dr. Maria Riba Vas County | Belgyogyaszat 9700 Szombathely, | HUNGARY
Markusovszky Markusovszky ut. 3
Hosp.
209 | Dr. Erno Kis Tolna County Beri Balog Adam u. 5- | 7100 Szekszard, HUNGARY
Hospital 7
210 | Dr. Geza Lupkovics | Zala County Reg. |Zrinyi M. u. 1. 8900 Zalaegerszeg, | HUNGARY
Hospital
211 | Mr. Dr. Bonno Hosp. Rua Maestro Cardim, | 01323- | Sao Paulo, BRAZIL
Bellen Beneficéncia 769 - Paraiso 001 Sao Paulo
Portuguesa
212 | Mr Dr Fausto UNIFESP/EPM Rua Botucatu, 740 04023- | Sao Paulo, BRAZIL
Miranda 061 Séo Paulo
213 | Mrs Dr Marilia Pedro Ernesto Av. 28 de Setembro, 0| Rio de BRAZIL
Panico Hospital 77 - 20551-030 Janeiro,
214 | Prof. Yugi Wang Vas. Surgical Ins. | 180 Fenglin Road, 200032 | Shanghai, CHINA
Zhongshan Xuhui District,
215 | Prof Chen Wang Chaoyang Hos 8 Bai Jiazhuang 100020 | beijing, CHINA
Road, Chaoyang
District,
216 | Prof Zhong Chen An zhen Hos Anzhenli, 100029 | Beijing, CHINA

Andingmenwai,
Chaoyang Disctrict,

Page 19 of 24




(2
i=a=x) Bayer HealthCare

No

Investigator
Name

Facility Name

Street

ZIP
Code

City

Country

217

Prof Changwei Liu

Peking Union Med
College Hosp.

No.1 Shuai Fuyuan,
Dongcheng District,
No.41 Damucang
Hutong, Xicheng
District,

100730

Beijing,

CHINA

218

Prof Juntang Xu

Peking Univ.
People's Hosp.

No.11 South Avenue,
Xizhimen, Xicheng
District,

100044

Beijing,

CHINA

219

Asso. Prof Zhihong
Liu

Cardiovascular &
Fuwai Hosp.

NO.167, North Li-Shi
road, Xi Cheng
District,

100037

Beijing,

CHINA

220

Prof Bi JIN

Tongji Hosp. of
Huazhong Univ.

Department of
Vascular Surgery,
Wuhan Union
Hospital Affiliated to
Tongji Medical
College ,

Huazhong University
of Science &
Technology, No.1277,
Jiefang Ave.,

430022

Wuhan, Hubei

CHINA

221

Prof. Zhicheng Jing

Pulmonary
Hospital

No0.507, Zhengmin
Road,

200433

Shanghai,

CHINA

222

Asso Prof. Yingmin
MA

Beijing Shijitan
Hospital

Department of
Respiratory
Medicine,No. 10, Tieyi
Road, Haidian

District,

100038

Beijing,

CHINA

223

Prof Yuxia SHAO

2nd Hos of Harbin
Med Uni

Department of
Respiratory Medicine,
The 2nd Affiliated
Hospital of Harbin
Medical University,
No.246, Xuefu Road,
Nangang District

150086

Harbin,
Heilongjiang

CHINA

224

Prof Kejing YING

Sir Run Run Shaw
Hospital

Department of
Respiratory Disease,
No.3, East Qingchun
Road,

310016

Hangzhou,
Zhejiang

CHINA
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225 | Dr Rongchang Chen | 1st aff.hos of GZ Respiratory Dept. first | 510120 | Guangzhou, |CHINA
med.college affiliated hospital of Guangdong
guangzhou medical
college/
guangzhou insitute of
respiratory disease,
No. 151,yanjiang
Road,
226 | Dr. Shuang Liu An zhen Hos Department of 100029 | Beijing, CHINA
Respiratory Medicine,
Beijing Anzhen
Hospital,
Anzhenli,Andingmenw
ei,Chaoyang district,
227 | Dr. Mian Zeng 1st Hosp., Sun Respiratory Dept. 0| Guangzhou, |CHINA
Yat-sen Univ. No0.58 Zhongshan Er Guangdong
Road, Yuexiu District,
228 | Dr. Zhigiang Qin People's Hospital | Dept. of Respiratory | 530021 | Nanning, CHINA
of Guangxi Medicine, The Guangxi
People¢ s Hospital of
Guangxi Zhuang
Autonomous Region
No 6, Taoyuan Road
229 | MD, Clin. Path, St Elisabeth Antithrombotic Clinic |20152 | Medan, INDONESIA
Rosita Sembiring Hospital St Elisabeth Hospital
JI. H. Misbah No. 7
230 | Dr Ki Hyuk Park Daegu Catholic 3056-6 Daemyung 4- | 705- Daegu, KOREA,
University Dong 718 REPUBLIC
Namgu OF
231 | Dr Won-Hyun Cho | Keimyung 194 Dong San Dong | 700- Taeqgu, KOREA,
University 712 REPUBLIC
Dongsan OF
232 | Dr Hyo-Soo Kim Seoul National 101 Daehang-ro, 110- Seoul, Seoul |KOREA,
University Hosp Jongno-gu 744 Teugbyeolsi REPUBLIC
OF
233 | Professor Jong-Won | Severance 250 Seongsanno (134 | 120- Seoul, KOREA,
Ha Hospital Sinchon-dong) 752 REPUBLIC
Seodaemun-gu OF
234 | Assoc. prof. MD Kaunas Med Univ | Department of LT- Kaunas, LITHUANIA
Skaidrius Miliauskas | Hospital Pulmonology and 50009
Immunology
Eiveniu str. 2
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235 | Assoc. prof. MD Vilnus City Univ. Centre of Cardiology |LT- Vilnius, LITHUANI
Birute Petrauskiene |Hospital and Angiology 08661 A
Vilnius University
Hospital
Santariskiu Klinikos
Santariskiu str. 2
236 | Hr. Dr. med. Martin | Luzerner Angiologie 6000 Luzern, SWITZERL
Banyai Kantonsspital Spitalstrasse AND
237 | M. Prof. Dr. Henri HUG Division d'angiologie |1211 Genéve 14, SWITZERL
Bounameaux et d'hémostase Genéve 14 AND
Unité d'angiologie
Rue Gabrielle-Perret-
Gentil 4
238 | Hr. Dr. med. Lars Universitatsspital | Gerinnungslabor 8091 Zurich SWITZERL
Asmis Zurich Ramistrasse 100 AND
239 | M. Prof. Dr. Daniel Centre Hospitalier | Vascular Medicine 1011 Lausanne, SWITZERL
Hayoz Universit. Av. Pierre Decker 5 Vaud AND
240 | Hr. Dr. med. Ulrich | Kantonsspital Innere Medizin 7000 Chur, SWITZERL
Frank Graubiinden Loéstrasse 170 Graubinden | AND
241 | Fr. Prof. Dr. Iris Universit. Spital Department Herz und | 3010 Bern, Bern SWITZERL
Baumgartner Inselspital Geféasse AND
Abteilung Angiologie
Freiburger Str. 4
242 | Dr. Kari Pietila TAYS, Teiskontie 35 33521 | Tampere, FINLAND
keskussairaala
243 | Marko Vesanen TYKS, Kiinamyllynkatu 4-8 20520 | Turku, FINLAND
kantasairaala
244 | Dr. Rajiv Parakh Sir Ganga Ram R.No0.100, 110060 | New Delhi, INDIA
Hospital Department of
Vascular &
Endovascular
Surgery, Sir Ganga
Ram Hospital,
Rajinder Nagar, -
245 | Dr Wei-Ten Chang | National Taiwan Department of 10016 | Taipei, TAIWAN
Uni Hosp Internal Medicine,
No.7, Chung-Shan
South Rd.,
246 | Dr. Tang-Jenn Yu Taipei Veterans Taipei Veterans 11217 | Taipei, TAIWAN
General Hos. General Hospital
201 Sec. 2 Shih-Pai
Road
247 | Dr Kuan-Ming Chiu | Far Eastern 13F, No. 21, Sec. 2, |220 Taipei, TAIWAN
Memorial Hospital | Nan-Ya South Road
Pan Chiao
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249 | Dr. Kai Sukles East Tallinn Internal Medicine 10138 | Tallinn, ESTONIA
Central Hospital Clinic
Ravi 18
250 | Dr. Eric TSE | Queen Mary Block K, 20/F, 0 | Hong Kong, HONG
Hospital Division of KONG
Haematology /
Medical Oncology and
Bone Marrow
Transplantation Unit,
Depa
rtment of Medicine,
The University of
Hong Kong, Pokfulam
Road,
251 | Dr Yuk Kong Lau Ruttonjee Hospital | 266 Queen's Road 0 | Wanchai, HONG
East KONG
Wanchai
252 | Dr. Janeela Sathar |Hospital Ampang | Department of 68000 | Selangor, MALAYSIA
Hematology,
Jalan Mewah Utara,
Pandan Mewah,
Ampang 68000
253 | Dr. Maria Abola Philippine Heart Room 409, Medical 0850 Quezon City, |PHILIPPIN
Centre Arts Building ES
254 | Dr. Ng Joo Singapore General | Department of 169608 | Singapore, SINGAPO
Hospital Haematology RE
Block 6 Level 5,
255 | Dr Mark Smith Canterbury Health | corner Hagley Avenue | 8011 Christchurch, | NEW
Lab and Tuam Street ZEALAND
Christchurch Central
256 | Dr David Simpson North Shore Shakespeare Road 0622 Auckland, NEW
Hospital Takapuna ZEALAND
North Shore City
257 | Dr Paul Ockelford Thrombosis Unit Regional Cancer and |1023 Auckland, NEW
Blood Services ZEALAND
Level 6, Building 8,
Auckland City
Hospital
Park Road
Grafton
258 | Dr Gordon Royle Middlemore Hospital Road 2024 Auckland, NEW
Hospital Mangere East ZEALAND
259 | Dr Paul Harper Palmerston North | 50 Ruahine Street 4414 Palmerston NEW
Hospital Roslyn North, ZEALAND
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(2
i=a=x) Bayer HealthCare

No w;:qsetlgator Facility Name Street éfde City Country
260 | MD PhD Ponlapat Chulalongkorn Division of 10330 |Pathumwan, |THAILAND
Rojnuckarin University Hospi Hematology Bangkok,
Department of Thailand
Internal Medicine
Chulaongkorn
University
261 | Assoc.Prof. Pantep | Ramathibodhi Division of 10400 |Bangkok, THAILAND
Angchaisuksiri Hospital Hematology
Department of
Medicine
Ramathibodi Hospital
Rama VI Road
262 | Dr. Chaicharn Maharaj Nakorn Division of 50200 |Chiang Mai, |THAILAND
Pothirat Chiang Mai Hosp | Pulmonary, Critical
Care and Allergy,
Department of
Internal Medicine,
Faculty of Medici
ne, Chiang Mai
University
263 | Jorge Roig Hospital Nostra 1-13 Fiter Rosell, AD700 |Escaldes- Andora
Senyora de Engordany
Meritxell
264 | Dr Iveta Sime Liepajas regionala | Slimnicas iela 25 LV Liepaja, LATVIA
slimnica 3414
265 | Dr John Barton Portiuncula County Galway 0 | Ballinasloe IRELAND
Hospital
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Appendix to Clinical Study Synopsis

Product Identification Information

Product Type Drug

US Brand/Trade Name(s) Xarelto
Brand/Trade Name(s) ex-US Xarelto
Generic Name rivaroxaban
Main Product Company Code BAY59-7939
Other Company Code(s)

Chemical Description IUPAC Name:

5-Chloro-N-({(5S)-2-ox0-3-[4-(3-0x0-4-
morpholinyl)phenyl]-1,3-oxazolidin-5-yl}methyl)-2-
thiophenecarboxamide

Other Product Aliases

Date of last Update/Change:

04 Mar 2013
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