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SYNOPSIS

Name of the sponsor: (For National Authority Use only)
AlO-Studien-gGmbH

Name of the finished product:
Nexavar®

Name of the active substances:
Sorafenib

Name of marketing authorization holder:

Bayer AG

Trial title: A Controlled Randomized Double-Blind Phase Il Study of FOLFOX6 or FOLFIRI
Combined with Sorafenib Versus Placebo in Second-Line Metastatic Colorectal Carcinoma
(CRC)

Study centres: A total of 51 sites in Germany participated in this trial. Patients were included
at 28 study sites.

Studied period: Phase of development:
Inclusion of first patient: 28-Apr-2009 Phase Il
End of treatment of last patient: 18-Jul-2012

Trial objectives:
Primary trial objective:

e To compare the progression-free survival (PFS) between patients receiving

chemotherapy (FOLFOX6 or FOLFIRI) + sorafenib with chemotherapy + placebo

Secondary objectives:

e Disease control rate

e Response rates

e Overall survival (OS)

e Growth modulation index (change of TTP2/TTP1 ratio)

o Safety

Methodology: Controlled, randomized, double-blind, multi-center phase Il trial

Patients were randomized centrally in a ratio of 1:1 to FOLFOX6/FOLFIRI plus sorafenib or
FOLFOX6/FOLFIRI plus placebo. Patients who had received an oxaliplatin-based
fluoropyrimidine-containing regimen in first-line would obtain FOLFIRI during this study.
Patients who had received an irinotecan-based fluoropyrimidine-containing regimen in first-
line would obtain FOLFOX6. Chemotherapy was administered Q2W. Sorafenib/placebo were
administered on days 2-12 of each cycle. Patients were treated until disease progression ,
intolerability of therapy, withdrawal of consent, or death. Response or progression of disease
were measured by CT or MRI using RECIST criteria V1.0.

Number of patients:
Planned: 240 — Enrolled: 101 — Analysed: 97
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Name of the sponsor: (For National Authority Use only)
AlO-Studien-gGmbH

Name of the finished product:
Nexavar®

Name of the active substances:
Sorafenib

Name of marketing authorization holder:
Bayer AG

Diagnosis and main inclusion and exclusion criteria

Main Inclusion criteria:

e Age =18 years

e ECOG Performance Status of 0 to 2

o Life expectancy of at least 12 weeks

e Subjects with at least one uni-dimensional (RECIST) measurable lesion of metastatic
colorectal carcinoma after first-line chemotherapy with an oxaliplatin- or irinotecan-
based, fluoropyrimidine-containing regimen + bevacizumab and a progression
subsequently. Lesions measured by CT-scan or MRI

e Adequate bone marrow, liver and renal function as assessed within 7 days prior to
screening

¢ Signed and dated informed consent before the start of specific protocol procedures

Main Exclusion Criteria:

e History of cardiac disease: congestive heart failure >NYHA class 2; active CAD (Ml
more than 6 mo prior to study entry is allowed); cardiac arrhythmias requiring
antiarrhythmic therapy (beta blockers or digoxin are permitted) or uncontrolled
hypertension

o History of HIV infection or chronic hepatitis B or C

¢ Active clinically serious infections (> grade 2 NCI-CTC version 3.0)

o Symptomatic metastatic brain or meningeal tumors (unless the patient is > 6 months
from definitive therapy, has a negative imaging study within 4 weeks of study entry and
is clinically stable with respect to the tumor at the time of study entry)

e Previous or concurrent cancer that is distinct in primary site or histology from the cancer
being evaluated in this study EXCEPT cervical carcinoma in situ, treated basal cell
carcinoma, superficial bladder tumors [Ta, Tis & T1] or any cancer curatively treated
> 3 years prior to study entry

Treatment duration: Patients were treated until progression, intolerability of therapy,
withdrawal of consent, or death. Treatment duration ranged from 1.0 to 11.9 (median 3.6)
months in the sorafenib arm and from 1.0 to 11.0 (median 4.0) months in the placebo arm.

Trial medication, dose, method of administration, batch numbers:
Sorafenib and placebo were investigational medicinal products.

Batch# blinded IMP Batch# sorafenib 200mg Batch# placebo
032009 R29801 P14103/BX02KSP1
102010 T11401 T11402
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Name of the sponsor: (For National Authority Use only)
AlO-Studien-gGmbH

Name of the finished product:
Nexavar®

Name of the active substances:
Sorafenib

Name of marketing authorization holder:
Bayer AG

Doses:

Sorafenib 400 mg PO bid (2x2 tbl.) on days 2-12, OR

Placebo 2 tbl. PO bid on days 2-12.

FOLFIRI and FOLFOX are standard treatments. Thus, 5-fluorouracil, leucovorin, oxaliplatin
and irinotecan were background medication and sourced by study sites.

FOLFOX6:

Oxaliplatin 100 mg/m? dissolved in 500 ml Glucose 5% solution IV (120 min) on day 1
Leucovorin 400 mg/m? dissolved in 100 ml NaCl 0.09% solution IV (30 min) on day 1
5-FU 400 mg/m?1V bolus (2-4 min) on day 1

2400 mg/m?dissolved in 500 ml NaCl 0.09% solution (46 hour infusion) on day 1-2
FOLFIRI:

Irinotecan 180 mg/ m? dissolved in 250 ml NaCl 0.09% solution IV (120 min) on day 1
Leucovorin 400 mg/m? dissolved in 100 ml NaCl 0.09% solution IV (30 min) on day 1
5-FU 400 mg/m? 1V bolus (2-4 min) on day 1

2400 mg/m?dissolved in 500 ml NaCl 0.09% solution (46 hour infusion) on day 1-2
Cycles were repeated on day 15 (= day 1 of consecutive cycle, Q2W treatment)

Endpoints

Primary endpoint: Progression-free survival
Secondary endpoints:

Efficacy:

e Overall survival

e Response rates

o Disease control rate

e Growth modulation index (change of TTP2/TTP1 ratio)
Safety:

e Adverse events (AEs)

e Serious adverse events (SAEs)

Statistical methods:

The statistical assumption was that patients who receive FOLFOX6 or FOLFIRI in second-line
therapy show a median PFS of 4.5 months. It was estimated that sorafenib might increase PFS
by about 45% to 6.5 months.

With an alpha error (one-sided) of 0.05 and a power of 80% 186 PFS events are required. The
total number of patients was to be 240 taking approximately 5% invalidity rate into account,
assuming an accrual time of 18 months and subsequent follow-up of 6 months.

The primary endpoint PFS was analyzed using a stratified log rank test with a one-sided alpha
of 5%. Stratification was performed by parameters FOLFOX vs. FOLFIRI; bevacizumab vs. no
bevacizumab in first-line therapy; and ECOG PS 0/1 vs. ECOG PS 2.
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Changes to the conduct of the study

Due to slow recruitment, the clinical trial was about two years behind schedule. Recruitment
would have needed another 17 months to reach 240 patients. Moreover, the protocol excluded
patients who were pre-treated with cetuximab and other EGFR-reactive antibodies, a standard
therapy provided to patients with wild type KRAS status, leading to a strong selection bias for
patients with RAS mutant tumors. Hence, it was decided to stop recruitment after 101 patients.
Prior to study termination, protocol version 1 was amended to version 2.2 (18.06.2010). The
original version of the protocol stated the necessity of a confirmatory tumor assessment
according to RECIST 1.0 after 4 weeks. “To be assigned the status of a partial or complete
response, changes in tumor measurement must be confirmed by repeat assessments that
should be confirmed no less than 4 weeks after the criteria for response are first met. Longer
intervals as determined by the study protocol may also be appropriate”. In order to avoid
unnecessary CTs for the patients and protocol violations for participating sites, confirmatory
tumor assessment was moved to the next regular assessment at 8 weeks.

Changes to planned analyses

Due to premature study discontinuation, overall sample size was too sparse to perform all pre-
planned statistical analyses. Therefore, the Clinical Trial Director decided to conduct an
abbreviated statistical analysis focusing on those issues deemed to be most relevant.

RESULTS

Number of patients, Demographic and baseline data, and analysis sets:

101 patients were recruited. 49 were randomized to sorafenib treatment and 52 to placebo.
Only 45 patients were actually treated with sorafenib, hence the full analysis set (FAS) as well
as the safety set contain 45 pts in the sorafenib arm and 52 pts in the placebo arm. The per
protocol set contains 33 sorafenib-treated pts and 44 pts who received placebo. See Table 1
for further baseline data

Sorafenib Placebo Total

N (%) N =49 N =52 N =101
FOLFIRI 26 (53.1%) 30 (57.7%) 56 (55.4%)
FOLFOX6 19 (38.8%) 22 (42.3%) 41 (40.6%)
Female 13 (28.9%) 15 (28.8%) 28 (28.9%)
Male 32 (71.1%) 37 (71.2%) 69 (71.1%)
Age Median (Min., Max.) 61.8 (33, 80) 64.1 (29, 80) 63.0 (29, 80)
ECOG 0 23 (51.1%) 34 (65.4) 57 (58.8%)
ECOG 1 20 (44.4%) 17 (32.7%) 37 (38.1%)
ECOG 2 3(6.1%) 1(1.9%) 4 (4.0%)
Bevacizumab pre-treatment 33 (67.3%) 37 (71.2%) 70 (69.3%)
No bevacizumab pre-treatment 16 (32.7%) 15 (28.8%) 31 (30.7%)
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Efficacy results:

Primary end point: PFS

Progression-free survival (PFS) was similar between both treatment arms for the full analysis
set. Progression events observed were 42 in the sorafenib arm and 43 in the placebo arm.
Median PFS was 5.2 [90% CI 3.8-6.4] months with sorafenib and 5.6 [90% CI 2.8-6.0] months
with placebo. There was no statistically significant difference (p=0.44).

6-month PFS rate was 42.5% [90% CI 30.0-54.4%] for patients in the sorafenib arm, and 35.1%
[90% CI 23.9-46.5%)] for patients in the placebo arm. Hazard Ratio was 0.84 [90% CI 0.58-
1.22]. In the per-protocol set, median PFS was 6.1 months with sorafenib and 5.6 months with
placebo (p=0.39).

Secondary endpoints:

Overall survival

In the full analysis set, 34 OS events were reported for the sorafenib arm, and 27 events for
the placebo arm. Median OS was 9.6 [90% CI 7.3-14.0] months with sorafenib and 12.7 [90%
C19.8-23.2] months with placebo (p=0.076). 12-month OS rate was 43.3% [90% CI 30.1-55.9%)]
with sorafenib and 52.8% [90% CI 39.4-64.5%] with placebo. Hazard Ratio was 1.57 [90% ClI
1.03-2.41]. In the per protocol set, OS was 13.1 [90% CI 8.1-15.4] months with sorafenib and
13.8 [90% CI 10.2-23.3] months with placebo (p=0.22).

A statistically significant difference in OS was observed in the FAS for those patients receiving
FOLFOX6 chemotherapy. With concomittant FOLFOX6, median OS in the sorafenib arm was
9.6 [90% CI 5.2-13.2] months, and 13.8 [90% CI 10.2-23.8] months in the placebo arm
(p=0.026). With concomittant FOLFIRI, no significant difference was observed. Also, for
patients with bevacizumab first line pre-treatment, median OS was significantly longer in the
placebo group (14.9 months, 90% CI 10.2-n.a.) than with sorafenib (8.4 months, 90% CI 5.7-
14.0, p=0.007), whereas there was a statistically nonsignificant trend towards longer OS in the
sorafenib arm for patients without bevacizumab pre-treatment (13.1 vs. 7.4 months).

Response rate
In the sorafenib arm of the FAS, 10 patients (22.2%) achieved a partial response (PR), while 6

patients (11.5%) in the placebo arm achieved PR. Complete response (CR) was not
documented. The difference was statistically not significant (p=0.11).

Disease control rate

Disease control rate was equal in both arms of the FAS: In the sorafenib arm, 25 patients
(55.6%) achieved disease control, and 29 (55.8%) in the placebo arm.

Growth Modulation Index was not evaluated.
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Safety results:

The total number of cycles administered was 308 in the sorafenib arm (6.8 per patient) and 418
in the placebo arm (8.0 per patient).

Of the 45 patients treated in the sorafenib arm, 44 (97.8%) experienced at least one adverse
event (AE), and 18 patients (40%) experienced at least one serious adverse event (SAE). Of
the 52 patients in the placebo arm, all experienced an AE, with 15 patients (28.8%) thereof
experiencing at least one SAE. See Table 1 for the number of patients who experienced a given
SAE by CTCAE v3.0 class and term.

Few individual SAEs occurred in more than 2 patients per arm, i.e. at a frequency above 5%.
Incidence of most individual SAEs seems balanced between treatment arms, with the exception
of mucositis/stomatitis, which occurred in 3 patients (6.7%) in the sorafenib arm, but was not
observed in the placebo arm. Many individual SAEs, though, were observed in one patient in
the sorafenib arm and not at all in the placebo arm, eventually accounting for a markedly larger
number of patients affected by SAEs in the sorafenib arm. This imbalance derives from several
organ classes, including neurologic and cardiac events. Other events, including most serious
gastrointestinal and constitutional symptoms and infections were balanced between treatment
arms (see Table 1).

In the sorafenib arm, a total of 35 patients (77.8%) experienced at least one treatment-related
AE. The rate was similar with placebo, where 37 patients (71.2%) were affected by treatment-
related AEs as assessed by the investigator. For SAEs, the rates were equally balanced
between treatment arms: With sorafenib, 7 patients (15.6%) had treatment-related SAEs, and
likewise 7 patients (13.5%) in the placebo arm.

Conclusions

Efficacy: No statistically significant differences between the two treatment regimens were
found for any endpoint. Especially for the primary endpoint PFS, both regimens were highly
similar. Disease control rate showed a trend favoring the addition of sorafenib to the
chemotherapy backbone. More markedly, data on overall survival in certrain patient
subgroups indicate that sorafenib treatment might be detrimental in some situations, e.g.
when combined with FOLFOX6 and in patients pre-treated with bevacizumab.

Safety: The observed adverse events are consistent with the known safety profiles of
sorafenib and the backbone chemotherapy, as well as with the severity of the underlying
disease. In the sorafenib arm, more patients experienced serious adverse events. This is
most likely due to an additive effect of the study drug with the backbone chemotherapy.

Date of report: Final Version 2.0, 12 Oct 2020
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Table 2: Frequency of patients with serious adverse events by CTCAE Category and CTCAE Term

Sorafenib Placebo
+ CTx + CTx
n (%) n (%)

Number of patients 45 (100.0%) 52 (100.0%)
Patients with any event 18 (40.0%) 15 (28.8%)
Gastrointestinal - Any event 8 (17.8%) 10 (19.2%)
Diarrhea 3 (6.7%) 4 (7.7%)
lleus, Gl (functional obstruction of bowel, i.e., neuroconstipation) 2 (4.4%) 3 (5.8%)
Mucositis/stomatitis (clinical exam) 3 (6.7%) 0 (0%)
Anorexia 0 (0%) 2 (3.8%)
Nausea 1 (2.2%) 1 (1.9%)
Ascites (non-malignant) 1 (2.2%) 0 (0%)
Colitis 0 (0%) 1 (1.9%)
Dehydration 0 (0%) 1 (1.9%)
Enteritis 0 (0%) 1 (1.9%)
Esophagitis 1 (2.2%) 0 (0%)
Fistula, GI 0 (0%) 1 (1.9%)

| Constitutional symptoms - Any event 4 (8.9%) 4 (77%) |
Fever (in the absence of neutropenia, where neutropenia is 2 (4.4%) 2 (3.8%)
defined as ANC <1.0 x 10%/L)
Constitutional Symptoms - Other 3 (6.7%) 2 (3.8%)

| Infection - Any event 4 (8.9%) 3 (58%) |
Infection with unknown ANC 2 (4.4%) 2 (3.8%)
Infection with normal ANC or Grade 1 or 2 neutrophils 1 (2.2%) (0] (0%)
Infection - Other 1 (2.2%) 1 (1.9%)
Neurology - Any event 4 (8.9%) 0 (0%) |
CNS cerebrovascular ischemia 1 (2.2%) 0 (0%)
Neuropathy: sensory 1 (2.2%) 0 (0%)
Psychosis (hallucinations/delusions) 1 (2.2%) 0 (0%)
Somnolence/depressed level of consciousness 1 (2.2%) 0 (0%)

| Hepatobiliary/pancreas - Any event 2 (4.4%) 1 (1.9%) |
Liver dysfunction/failure (clinical) 2 (4.4%) 0 (0%)
Hepatobiliary/Pancreas - Other 0 (0%) 1 (1.9%)

| Cardiac arrhythmia - Any event 2 (4.4%) 0 (0%) |
Supraventricular and nodal arrhythmia 2 (4.4%) 0 (0%)

| Cardiac general - Any event 2 (4.4%) 0 (0%) |
Hypertension 1 (2.2%) 0 (0%)
Cardiac General - Other 1 (2.2%) 0 (0%)

| Metabolic/laboratory - Any event 2 (4.4%) 0 (0%) |
Glucose, serum-low (hypoglycemia) 1 (2.2%) 0 (0%)
Metabolic/Laboratory - Other 1 (2.2%) 0 (0%)

| Pain - Any event 2 (4.4%) 0 (0%) |
Pain 2 (4.4%) 0 (0%)

| Vascular - Any event 1 (2.2%) 1 (1.9%) |
Thrombosis/thrombus/embolism 1 (2.2%) 1 (1.9%)

| Dermatology/skin - Any event 1 (2.2%) 0 (0%) |
Rash: hand-foot skin reaction 1 (2.2%) 0 (0%)

| Renal/genitourinary - Any event 1 (2.2%) 0 (0%) |
Cystitis 1 (2.2%) 0 (0%)

| Secondary malignancy - Any event 0 (0%) 1 (1.9%) |
Secondary malignancy - possibly related to cancer treatment 0 (0%) 1 (1.9%)
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Investigational Site List

Site No. | Investigator and Address

01 Prof. Dr. Thomas Héhler
Prosper Hospital, Medizinische Klinik |
Muhlenstralle 27
45659Recklinghausen

02 Dr. J6rg Seraphin

Facharztpraxis fur Hamatologie und Onkologie
Sturmbdume 3
37154 Northeim

03 PD Dr. Thomas Decker
Facharztpraxis fiir Innere Medizin
Hamatologie und Onkologie
Elisabethenstrale 19

88212 Ravensburg

04 Dr. Brigitta Killing

Klinikum Wetzlar-Braunfels

Klinik fir Hamatologie/ Onkologie und Palliativmedizin
Forsthausstr. 1

35578 Wetzlar

05 Dr. Jaqueline Rauh
Onkologische Schwerpunktpraxis
Ardeystr. 105

58452 Witten

06 Dr. Ulla von Verschuer

Facharztpraxis fur Hamatologie und Onkologie
Henricistr. 40

45136 Essen

07 Dr. Peter Schmidt
Praxis Neukirchen
Hebbelstr. 2
66538 Neukirchen

08 Prof. Dr. Karl-Heinz Pfliger

Ev. Diakoniekrankenhaus gGmbH Bremen
Medizinische Kilinik Il

Groplinger Heerstr. 406-408

28239 Bremen

09 Dr. Ulrich Banhard
Facharztpraxis fir Innere Medizin
Hamatologie und Onkologie
Ekkehardtstr. 18

78224 Singen

10 Prof. Dr. Stephan Kanzler
Leopoldina-Krankenhaus
Medizinische Kilinik Il
Gustav-Adolf-Str. 8
97422 Schweinfurt

1 Dr. Harald Held

Friedrich-Ebert-Krankenhaus Neumiinster GmbH
Friesenstr. 11

24534 Neumiinster
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Site No.

Investigator and Address

12

Dr. Klaus Ruffert

eps — early phase solution GmbH
Goethe Str. 3b

07743 Jena

13

Dr. Ursula Vehling-Kaiser

Facharztpraxis fur Hamatologie und Onkologie
Landgasse 132-135

84028 Landshut

14

Prof. Dr. Norbert Niederle
Klinikum Leverkusen gGmbH
Medizinische Klinik IlI

Am Gesundheitspark 11
51375 Leverkusen

15

Dr. Hans-Jirgen Hurtz
Niemeyerstr. 23
06110 Halle

16

PD Dr. Stephan Schmitz

Gemeinschaftspraxis fir Hamatologie und Onkologie
Sachsenring 69

50667 Koln

17

Prof. Dr. G6tz von Wichert
Universitatsklinikum Ulm
Abt. Innere Medizin |
Albert-Einstein-Allee 23
89070 Ulm

18

Dr. Hermann Dietzfelbinger
Onkologische Schwerpunktpraxis
Seestr. 43

82211 Herrsching

19

Dr. Michael Karl Mller

Klinikum Osnabriick

Klinik fur Allgemeine Innere Medizin
Bischhofstr. 1

49074 Osnabriick

20

Dr. Thomas Hoffmann
Sophien- und Hufelandklinikum
Klinik fur Innere Medizin Il
Henryvan-de-Velde-Str. 2
99425 Weimar

21

Prof. Dr. Michael Clemens

Klinikum Mutterhaus der Borromaerinnen gGmbH
Innere Medizin |

Feldstr. 16

54290 Trier

22

Dr. Yves Dencausse

Medizinisches Versorgungszentrum am Siloah St.
Trudpert Klinikum

Wilferdinger Str. 67

75179 Pforzheim

23

Dr. Hans-Walther Lindemann

Kath. Krankenhaus Hagen GmbH
Klinik fir Hamatologie und Onkologie
Bergstr. 56

58095 Hagen
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Site No.

Investigator and Address

24

Prof. Dr. Helga Bernhard
Klinikum Darmstadt
Medizinische Klinik V
Onkologie und Hamatologie
Grafenstr. 9

64283 Darmstadt

25

Dr. Heinz-Gert Hoffkes
Klinikum Fulda
Tumorklinik
Pacelliallee 4

36043 Fulda

26

Dr. Hans-Peter Bock
Gemeinschaftspraxis Ballo/ Bock
Marktplatz 11

63062 Offenbach

27

Dr. Harald Wagner

Uberértliche Gemeinschaftspraxis Dres. Wilke/ Wagner
Jakob-Henle-Str. 1

90766 Firth

28

PD Dr. Martin Holtmann
St. Vincenz Krankenhaus
Medizinische Klinik |
Rottstr. 11

45711 Datteln

29

Prof. Dr. Michael Koenigsmann

MediProjekt

Ges. fur Medizinstatistik und Projektentwicklung
Marienstr. 90

30171 Hannover

30

Dr. Stefan Kriiger

Kreisklinik Traunstein - Trostberg GmbH
Innere Medizin/ Hamatologie und Onkologie
Siegerthohe 1

83308 Trostberg

31

Prof. Dr. Wolff Schmiegel

Medizinische Universitatsklinik Knappschaftskrankenhaus
Medizinische Klinik

In der Schornaus 23 — 25

44892 Bochum

32

Dr. Frank Schlegel

St. Antonius Hospital

Klinik fir Hamatologie und Onkologie
Dechant-Deckers-Str. 8

52249 Eschweiler

33

Prof. Dr. Susanna Hegewisch-Becker

MVZ fir Innere Medizin in Hamburg Eppendorf
Eppendorfer Landstr. 42

20248 Hamburg

34

Dr. Hans Jorg Cordes
Vivantus GmbH
Klinische Studien
Stresemannallee 3
60596 Frankfurt/ Main

35

Dr. med. Andreas Liick
Wissenschaftskontor Nord GmbH & Co KG
Trelleborger Str. 10b

18107 Rostock
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Site No.

Investigator and Address

36

Dr. Claus-Christoph Steffens
Praxisgemeinschaft Dr. Hancken und Partner
Onkologische Schwerpunktpraxis
Harsefelderstr. 6-8

21680 Stade

37

PD Dr. Carl-Christoph Schimanski
JohannesGutenberg-Universitat Mainz
I. Medizinische Klinik und Poliklinik
Langenbeckstr. 1

55131 Mainz

38

Dr. Barbara Tschechne
NewConceptOncology GmbH
lltener Str. 48

31275 Lehrte

39

Dr. Werner Freier

Onkologische Schwerpunktpraxis Hildesheim im
Medicinum

Goslarsche Landstr. 19

30175 Hildesheim

40

Dr. Thomas Goéhler

Praxisgemeinschaft Dr. Thomas Gohler und Steffen Dorfel
Leipziger Str. 118

01127 Dresden

41

Dr. Katrin Beckmann

HELIOS Klinikum Wuppertal

Medizinische Klinik 1 Schwerpunkt Hamatologie/
Onkologie

Heusnerstr. 40

42283 Wuppertal

42

Dr. Axel Florschiitz

Stadtisches Klinikum Dessau

Klinik fir Innere Medizin Hamatologie/ Onkologie
Auenweg 38

06847 Dessau-Rol¥lau

43

Prof. Dr. Mathias Freund

Universitatsklinikum Rostock

Klinik fur Innere Medizin Hamatologie/ Onkologie
E.-Heydemann-Str. 6

18057 Rostock
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PD Dr. Hartmut Kirchner

Krankenhaus Siloah

Medizinische Klinik Il fir Hamatologie und Onkologie
Roesenbeckstr. 19

30449 Hannover
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Dr. Hendrik Kréning

Gemeinschaftspraxis fur Hamatologie und Internistische
Onkologie

Hasselbachplatz 2

39104 Magdeburg
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Medizinische Hochschule Hannover
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Endokrinologie
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Dr. Jens Papke

Internistische Praxis & Tagesklinik
Rosa-Luxemburg-Str. 6
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Dr. Jorge Riera-Knorrenschild
Philipps-Universitat Klinikum Marburg
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Baldingerstr. 1

35043 Marburg

49

Dr. Ulrich Rémmele

Kreiskliniken Esslingen gGmbH

Klinik Ndrtingen
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72622 Nirtingen

50
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27356 Rotenburg (Wimme)
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