San Antonio Breast Cancer Symposium - Cancer Therapy and Research Center at UT Health Science Center — December 8-12, 2010

Universitatsklinikum
Dusseldorf

Multivariate Analysis of Obesity and Disease Free Survival in
Patients with Node Positive Primary Breast Cancer

Hepp Philip, Rack Brigitte, Annecke Katja, Wischnik Arthur, Wolfgang Simon, Thomas
Zwingers, Harbeck Nadia, Sommer Harald, Friese Klaus, Kiechle Marion,

Janni Wolfgang

Multivariate analysis of Obesity and disease free survival in patients with nodal positive primary breast cancer
09.12.2010 The ADEBAR Trial Slide 1




San Antonio Breast Cancer Symposium - Cancer Therapy and Research Center at UT Health Science Center — December 8-12, 2010

Universitatsklinikum

Dusseldorf

MAXIMILIANS

SUCCESS JLMU i

Background

Prevalence of female obesity (BMI >= 30 kg/m?) 2008:
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"Global Prevalence of Adult Obesity" (PDF). International Obesity

Taskforce. January 29, 2008.
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Background

Obese (BMI >= 30 kg/m?) population aged 15 and above
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From the OECD Factbook 2010: Economic, Environmental and Social Statistics - ISBN 92-64-08356-1 - © OECD 2010

Multivariate analysis of Obesity and disease free survival in patients with nodal positive primary breast cancer
09.12.2010 The ADEBAR Trial Slide 3




San Antonio Breast Cancer Symposium - Cancer Therapy and Research Center at UT Health Science Center — December 8-12, 2010

Universitatsklinikum HEINRICH HEINE
Diisseldorf | '

UNIVERSITAT DUSSELDORF

Background

E. Calle et al. showed in almost 500.000 healthy women an increased risk for death by breast
cancer depending on their BMI after a mean follow up of 16 years.

Type of Cancer Body-Mass Index P for Trend
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Calle EE, Rodriguez C, Walker-Thurmond K, Thun MJ; The NEW ENGLAND
Overweight, obesity, and mortality from cancer in a JOURNAL of MEDICINE
prospectively studied cohort of U.S. adults. N Engl J Med. :

2003 Apr 24:348(17):1625-38.

Overweight, Obesity, and Mortality from Cancer in a Prospectively
Studied Cohort of U.S. Adults
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Background

Ewertz et al. showed in 53.816 patients treated for early breast cancer a significantly
increased risk for distant metastases and breast cancer related mortality for patients with
BMI>25 after 10 years of follow up.

Cause specific cumulative incidence, %
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Breast cancer death

Other/unknown . _—— Test for
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Ewertz M, et al "Effect of obesity on prognosis after early
breast cancer" SABCS 2009; Abstract 18.
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Women's Healthy Eating and Living (WHEL) randomized trial

Objective:  Impact of diet change on the risk of recurrece

Design: randomized controlled trial in 3088 women previously treated for early stage breast cancer
Intervention: By telephone — change of diet and reduction of fat intake to 15 - 20 %

Follow Up:  mean 7,3 years

Disease-Frae Survival Owarall Survival

HR, 0.9%; 95% Cl, 0.83-1.17; P = .87 1 HR, &.97; 95% CI, 0.78-1.22; P=.62
Adpasted HR, 0.9E, 25% O, 0.80-1,14; P =53 i Adjusted HR, 0.91; 95% CI, O.72-1.15;, P=.43
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Pierce JP et al., JAMA 2007;298:289-98
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Women's Intervention Nutrition Study

Objective: Intervention targeting fat intake reduction

Design: randomized controlled trial in 2437 women previously treated for early stage breast cancer
Intervention: Intensified counseling to reduce percentage of calories from fat to 15%

Follow Up:  mean 5 years

Diet Conlral 4 B5% C Pyahje
SSTS 1811463 |

Chlebowski RT et al., JNCI 2006;98:1767-76
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ADEBAR Trial Design

- Recruitment from Nov 2001 through May 2005
- Median follow up 47 months (range 2-83)

- 1502 patients enrolled

- 216 study centres nationwide
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Epirubicin 60 mg/m?i.v. d 1+8 and Epirubicin 60 mg/ m2iv. d 1+8, 5-Fluoruracil
Cyclophopshamide 600 mg/m? g3w x 4 500 mg/ m?.v. d 1+8 and

_ Cyclophosphamide 76mg/ m2p.o. d 1-14,
Docetaxel 100 mg/m?iv. Q3w x 4 gdw x 6
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The ADEBAR Trial -
Efficacy Results SABCS 2009

'Disease Free Survival'

*Hematological toxicity in the FE,,,C
group was more severe than in the Eg,C-
D arm

*E,,C-D was equi-effective compared to
FE,,,C In high risk cancer patients with at
least 4 lymph node metastases

Janni W, Kiechle M, et al., SABCS 2009, #604
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Distribution of BMI within enrolled patients
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Disease free survival

0.8

0.7

0.6 1 Normal BMI vs. Overweight p=0.7857
Overweight vs. Obesity p=0.0075
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Overall survival

Normal BMI vs. Overweight p=0.4517
Overweight vs. Obesity p=0.0138
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Months after Randomization
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FEC vs. EC-DOC
BMI <= 25 kg/sgm
BMI > 25 and <30 kg/sgm
BMI >= 30 kg/sgm

2 36

Months after Randomization

—FEC
TeeEC Do (25 < BMI < 30)

— FEC

( — FEC
=we FC-Doc

BMI <= 25) =we¢ EC-Doc

(BMI >= 30)
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FEC vs. EC-DOC
BMI <= 25 kg/sgm
BMI > 25 and <30 kg/sgm
BMI >= 30 kg/sgm
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Multivariate Analysis Overall Survival

Multivariable hazards ratios for overall survival HR (95% CI) P-value (Wald)

Treatment 1.079 (0.789-1476) 0634
Age 0.989 (0.963-1.016) 0.424
Tumor size (T1a-c vs. T2-4) 1.194 (0.825-1.727) 0.346
Lymph Node Status (4-9 cs. 10+ LNM) 2.086 (1.589 -2.869)
ER-positive 2.025 (1.390-2.951) <0.001
PR-positive 1436 (0.961-2.144) 0.077
Grading 1.531 (1.531-1.119) 0.007
)
)
)
)

<0.001

0.017
0.036
0.643
0.008

BMI (per kg/m?) 1.006
BMI < 25 kg/m? 1.095
BMI > 30 kg/m? 1.671

Age group: categories of 20-35 years, 36-50 years, 51-65 years, 66+ years

1.000 - 1.010
1.746 — 1.606
1.139 - 2.450

(
(
(
Menopausal Status 2.007 (1.130 — 3.563
(
(
(
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Discussion

*Results are in line with previous studies
*First analysis of the impact of obesity in patients with locally advanced
high risk breast cancer undergoing chemotherapy

Impact of BMI independent from type of chemotherapy

Limitations

*Retrospective analysis

*No biomarkers available

*No life style intervention included
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Perspective — the ongoing German SUCCESS C Trial

SUCCESS®
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/8 Telephone based lifestyle intervention: reduction of BMI, increased activity (2y)

DNNNNNNNMNNNNNNNNNNNNNWN - Control (basic written information about lifestyle, lifestyle magazine)
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Perspective — the German SUCCESS C Trial
SUCCESS C Recruitment

09/Dec/2010 - 2310 patients
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We would like to thank all participating patients, the study centers and
our study office!

Universitatsfrauenklinik, Miinchen; Zentralklinikum Augsburg; Mammazentrum Ostbayern, Deggendorf; Robert Bosch Krankenhaus, Stuttgart; Frauenklinik der TU Miinchen; Klinikum Chemnitz gGmbH; Klinikum der Hansestadt Stralsund; Onk. Praxis Dr.
Forstbauer, Troisdorf; Onk. Praxis Drs. Wehmeyer/Lerchenmiiller, Minster; Onk. Praxis Dr. Fett, Wuppertal; Onk. Praxis Dr. Dengler, Regensburg; St. Elisabeth Krankenhaus, KéIn; Klinikum Rosenheim; Klinikum Firth, Frauenklinik; Kreisklinik Ebersberg;
Universitatsfrauenklinik Erlangen; Universitétsfrauenklinik Wiirzburg; Universitétsklinikum Benjamin Franklin, Berlin; Charité Virchow Klinikum, Berlin; Onk. Praxis Dr. Deertz, Essen; Onk. Praxis Dr. Strotkétter, Wuppertal; Helios Klinikum Erfurt GmbH;
Stadtisches Krankenhaus Lineburg; Universitéts-Frauenklinik Tibingen; Onk. Praxis Drs. Séling/Siehl, Kassel; Frauenklinik Marienhospital Stuttgart; Klinikum Schwabisch Gmiind; Frauenklinik Grohadern der LMU Miinchen; Krankenhaus Eggenfelden;
Klinikum Fichtelgebirge, Marktredwitz; Klinikum St. Marien, Amberg; Stidharz-Krankenhaus Nordhausen gGmbH; Onk.Praxis Drs. Hahn/Miiller, Ansbach; Krankenhaus Mittweida; Oskar-Ziethen-Krankenhaus, Berlin; Klinikum Biberach; Klinikum Bayreuth;
Kreiskrankenhaus Waiblingen; Universitatsfrauenklinik, Jena; Vivantes Humboldt Klinikum, Berlin; Allg. Krankenhaus Barmbek; Stadt. Krankenhaus Wertheim; Onk.Praxis Dr. Neise, Krefeld; St. Elisabeth Krankenhaus, Mayen; Klinikum Frankfurt/Oder; Onk.
Praxis Dr. Demandt, Straubing; Onk.Praxis Dr. Vehling-Kaiser, Landshut; Klinikum CTK Cottbus; Onk. Praxis Drs. Schmitz/Steinmetz, Kéln; Westpfalzklinikum Kaiserslautern; St. Vincenz Krankenhaus, Limburg; Krankenhaus Elim, Hamburg; Onkolog.
Schwerpunktpraxis Coesfeld; Klinikum Schaumburg, Stadthagen; Frauenklinik Martha-Maria Halle/Saale; St.Lukas-Klinik, Solingen; Diakonie-Krankenhaus SHA, Schwébisch-Hall; Friedrich-Ebert-Krankenhaus, Neuminster; Klinikum Meiningen;
Knappschaftskrankenhaus Dortmund; Kreisklinik Tuttlingen; Evangelisches Krankenhaus Kéln; Kliniken Landkreis Sigmaringen; Frauenklinik Nordstadt, Hannover; Luisenhospital Aachen; Onk. Praxis PD Salat/Dr. Stétzer, Miinchen; Albertinen Krankenhaus,
Hamburg; Dr. Kalischefski, Waldmiinchen; Henneberg-Klinik, Hildburghausen; MOP Elisenhof, Miinchen; Kreiskrankenhaus Haffurt; Marienhospital Briihl; Onk. Praxis Dr. Klare, Berlin; Onk. Praxis Dr. Géttler, Muhr am See; Evangelisches Krankenhaus Kaln;
Kreiskrankenhaus Eilenburg; St. Marien Hospital, Diiren; St. Johannes Krankenhaus, Landstuhl; St. Joseph Krankenhaus, Berlin; Onk. Praxis Lerchenfeld, Hamburg; St. Vincentius Kliniken AG, Karlsruhe; St. Marienhospital Vechta; DRKKIiniken Kdpenick,
Berlin; Gelsenkirchen Marienhospital GmbH; Klinikum der Emst-Moritz-Arndt-Universitét, Greifswald; Klinikum Garmisch; Universitétsfrauenklinik Mannheim; Johanniter Krankenhaus, Bonn; LeopoldinaKrankenhaus, Schweinfurt; Klinikum Ludwigshafen; St.
Elisabeth Krankenhaus, Bad Kissingen; Onk. Praxis Dr. Dietzfelbinger, Herrsching; Klinikum Landsberg am Lech; Harzklinikum Wernigerode; KKH Schorndorf; Krankenhaus Belzig; Krankenhaus Forchheim; St. Elisabeth Krankenhaus, Leipzig; Dr. Sarfert,
Bautzen; Marienhospital Arnsberg;Stadtkrankenhaus Worms; onkologische Gemeinschaftspraxis, Frankfurt am Main; Gem. Praxis Drs. Hecker und Lorenz, Braunschweig; Katholisches Klinikum Mainz; Klinikum der Joh. Gutenberg-Universitat, Mainz;
Stédtisches Klinikum Brandenburg GmbH; Zentralklinikum Suhl gGmbH; St. Barbara Klinik Heessen, Marienkrankenhaus Schwerte; Praxis, Schmiedeberg; Klinikum am Urban Berlin, Onk. Praxis Dr. Wilke, Firth; Klinikum Anshach; Kreisklinik
Firstenfeldbruck; St. Elisabeth Krankenhaus, Salzgitter; Krankenhaus Neuhaus/Rug; Marienkrankenhaus Bergisch Gladbach; Kreiskrankenhaus Torgau; Krankenhaus Wurzen; Onk. Praxis Drs. Neutzling/Wagner, Vélklingen; Bethanien Krankenhaus, Moers;
Krankenhaus der Augustinerinnen, Kdln; Ev. Krankenhaus Millheim Ruhr; Stadtisches Klinikum Magdeburg; Onk. Praxis Drs. Brudler, Heinrich, Bangertner, Augsburg; Stédtisches Klinikum Neunkirchen; St. Antonius Hospital Eschweiler; Krankenhaus
Neuwerk, Monchengladbach; Heidekreisklinikum Walsrode; Kreiskrankenhaus Grevenbroich; Schlossbergklinik, Oberstaufen; Klinikum Landshut; Marienhospital, Herne; Klinikum Weiden; JosephsHospital, Warendorf; Dt. Rotes Kreuz Schwesternschaft
Berlin; Kreisklinik Trostberg; Paracelsus Krankenhaus Ruit,Osfildern; Asklepios Kreiskrankenhauser, Weilenfels; Stadt. Krankenhaus Neuperlach, Miinchen; Onk. Praxis Dr. Kronawitter, Traunstein; Ev.-Krankenhaus, Holzminden; Kreiskrankenhaus
Schmalkalden; Dr. Blees, Fr. Kieseyer, Altenkirchen; St. Elisabeth Krankenhaus Wittlich; Onk. Praxis Prof. Petrides, Miinchen; OSP Neunkirchen; Dr. Heine, Wolfsburg; Klinikum Kassel GmbH; Raphaelsklinik Miinster; Frauenklinik Caritas-Krankenhaus Bad
Mergentheim; St. Josefs-Hospital, Wieshaden; Onk. Praxis Dr. Stauch, Kronach; Helios Klinik, Tittisee-Neustadt; Stédt. Krankenhaus Harlaching, Miinchen; Universitétsklinikum Aachen; Dr. Baer, Firstenzell; Klinikum ,D.C. Ertleben* Quedlinburg; Asklepios
Klinik Germersheim; St. Martinus Hospital, Olpe; Evangelisches Krankenhaus Wesel; Erzgebirgsklinikum Annaberg; Onk. Praxis Dr. Schlag, Wiirzburg; Krankenhaus Wolgast; Onk. Praxis Dr. Schmitt, Gerlingen; Klinik St. Hedwig, Regensburg; Frauenklinik
Balingen; St. Anna Krankenhaus, Sulzbach-Rosenberg; Onkologische Schwerpunktpraxis, Cottbus; Medizinisches Zentrum Kreis Aachen gGmbH, Wiirselen; Krankenhaus Guistrow gGmbH; Henriettenstiftung, Hannover; Diakonissen Krankenhaus, Dresden;
St. Salvator-Krankenhaus gGmbH, Halberstadt; Helfenstein Klinik, Geislingen; Klinik am Eichert, Gdppingen; Ev. Diakonie-Krankenhaus gGmbH, Bremen; Med. Fakultét d. Otto-von-Guericke-Universitat, Magdeburg; Asklepios Klinik, Lich; Klinik Wartenberg;
Klinikum Obergéltzsch, Rodewisch; Humaine Klinikum, Bad Saarow; Paracelsus Klinik, Henstedt; Onk. Praxis Dernbach, Onkologische Praxis, Miinchen; Frauenklinik, GieRen; St.-JosefKrankenhaus Potsdam; Onkologische Praxis, Bremen; Amalie-
Sieveking-Krankenhaus, Hamburg; Heinrich-Braun-Krankenhaus, Zwickau; Allgemeines Krankenhaus Altona, Hamburg; Onkologische Schwerpunktpraxis, Bad Soden; Onkologische Schwerpunktpraxis Hof, Onkologische Gemeinschaftspraxis, Offenbach;
Klinikum Landshut; Helios Kliniken Schwerin; Elblandklinken, Radebeul; Onkologische Schwerpunktpraxis,Pinneberg; Universitétsfrauenklinik, Homburg; Pius-Hospital Oldenburg; Dr. de Waal, Dachau.

The ADEBAR trial was generously supported by Amgen, AstraZeneca,
Novartis Germany, Pfizer, Sanofi-Aventis and Wilex
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