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Dr. Josef Steiner Krebsforschungspreis 2015

Doktor Josef Steiner, Inhaber der ,Dr. Steiner Apotheke und Bahnhofdrogerie* in Biel, hat bei
seinem Tode im Jahre 1983 ein grosses Vermdgen hinterlassen, welches entsprechend
seinem letzten Willen die finanzielle Basis der Dr. Josef Steiner Krebsstiftung bildete. Ziel der
Stiftung ist die Forderung der Krebsforschung und die Auszeichnung hochverdienter
Wissenschafter auf allen Gebieten der Krebsforschung. Als erster Preistrager konnte 1986 ein
Schweizer, Dr. Peter Cerrutti, geehrt werden. Seither konnten zahlreiche hervorragende
Wissenschafter aus Europa, USA, Australien und der Schweiz mit dem Dr. Josef Steiner Preis
ausgezeichnet werden.

Im Bestreben, die Krebsforschung im Sinne des Stifters effizient und nachhaltig zu férdern,
wird seit 1998 ein hervorragendes Forschungsprojekt fir die Periode von vier Jahren mit
einem Betrag von 1°000'000 Schweizerfranken unterstitzt. Der Forschungsgruppenleiter oder
die Forschungsgruppenleiterin wird zusatzlich mit einem persénlichen Preis in der Hohe von
50'000 Schweizerfranken ausgezeichnet.

Die Auswahl des preisgekronten Projektes erfolgte nach einem mehrstufigen strengen
Auswahlverfahren. Der Dr. Josef Steiner Preis 2015 wurde in renommierten Wissenschafts-
zeitschriften ausgeschrieben. Die eingereichten Projektskizzen wurden vom Stiftungsrat und
einer aus Fachvertretern zusammengesetzten Preiskommission gesichtet und bewertet. Als
Kriterien wurden die wissenschaftliche Qualitat und die Originalitdt der Projektskizzen, die
Qualifikation der Projektverfasser, sowie die Beurteilung der Machbarkeit der vorgeschlagenen
Projekte in Betracht gezogen. Funf hervorragende Projektskizzen wurden ausgewahit und die
Verfasser aufgefordert, ein Uberarbeitetes und detailliertes Projekt einzureichen. Fir die
Projekte wurden 2 vergleichende Beurteilungen von externen Gutachtern eingeholt.

Zusatzlich wurden die finf Projektverfasser zu einem Symposium eingeladen, welches im
Januar 2015 an der Universitdt Bern stattgefunden hat. Anlasslich dieses Symposiums
konnten die Forscherinnen und Forscher ihre Projekte vorstellen. Aus diesem strengen
Auswahlverfahren ist Hr. Prof. Dr. Andrea Alimonti als Sieger hervorgegangen.
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Laudatio fiir Herrn Prof. Dr. Andrea Alimonti

Die Dr. Josef Steiner Stiftung verleiht den Josef Steiner Krebsforschungspreis 2015 an Herrn
Prof. Dr. Andrea Alimonti in Anerkennung seiner richtungsweisenden Forschungsergebnisse
zur Immunkontrolle von Krebs und den daraus resultierenden neuen Therapiekonzepten. In
eindricklichen Arbeiten zeigte Prof. Dr. Alimonti, dass beim Prostatakarzinom bestimmte
Immunzellen die Fahigkeit besitzen, Krebszellen zu ungehemmtem Wachstum anzuregen,
anstatt diese in einen permanenten Wachstumsstillstand zu versetzen. Diese Erkenntnisse
eroffnen Mdoglichkeiten neuartiger therapeutischer Ansatze gegen Krebs, die nachteilige
Wechselwirkungen zwischen Immun- und Krebszellen gezielt blockieren.

Curriculum Vitae Andrea Alimonti

Institute of Oncology Research (IOR)

Oncology Institute of Southern Switzerland (IOSI)
Via Vincenzo Vela 6

CH6500 Bellinzona

Switzerland

Tel: +41 91 8200 322

Fax: +41 91 8200 305

e-mail: andrea.alimonti@ior.io

website: http://ior.iosi.ch/site/

Actual Position

2010 Head, Molecular Oncology
Institute of Oncology Research
Oncology Institute of Southern Switzerland
Bellinzona, Switzerland.
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Education

2000 MD degree, Magna Cum Laude (GPA: 110/110)
University of Rome “La Sapienza” Rome, ltaly

2004 Residency in Clinical Oncology, Magna Cum Laude
Regina Elena National Cancer Institute, Rome, Italy

2013 PD, University of Lausanne (UNIL), Faculty of Biology and Medicine
Lausanne, Switzerland

2013 Professor Habilitation in Oncology and Molecular biology- Italian National
Scientific Qualification (ANVUR 06/D3; 05/E2)

2015 Adjunct Professor, PhD program in Life Science, University of Padova, Italy

Postdoctoral Training

2007- 2009 BIDMC-Harvard Medical School Boston, United States

Division of Cancer Genetics,

Lab.: Pier Paolo Pandolfi MD Phd.

Position: Postdoctoral Clinical/Research Fellow
2004-2007 Memorial Sloan-Kettering Cancer Center

New York, United States

Division of Human Pathology,

Lab.: Pier Paolo Pandolfi MD Phd.

Position: Postdoctoral Clinical/Research Fellow
2000-2004 Regina Elena National Cancer Institute of Rome

Rome, ltaly

Division of Medical Oncology: Prof. Francesco Cognetti

Position: Resident in Clinical Oncology

Fellowships, Grants and Awards

2015 J. Steiner Cancer Research Award

2010 European Research Council (ERC) starting Grant

2011- 2014 Ambizione-SCORE grant (FNSNF)

2010- 2013 Swiss Bridge Award

2009-2010 European Society of Medical Oncology (ESMO) Award in Translational
Research.

2008- 2012 Marie Curie International Reintegration Grant (IRG)

2004 - 2005 Susan Komen Breast Cancer Foundation (Komen ltalia)

2003 - 2004 Italian Association of Clinical Oncology (AIOM)
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Dr. Andrea Alimonti beschreibt seine preisgekréntes Projekt wie folgt:

Cellular senescence is a stable cell growth arrest that is normally observed in all the cells of
human tissues during aging. Recently, we and others have discovered that senescence can
also occur in tumor cells, thereby limiting tumor cell proliferation. Different stimuli can induce
senescence in cancer cells. Loss of some tumor suppressor genes or overexpression of some
oncogenes can promote senescence in tumor cells blocking tumorigenesis. Chemotherapy,
radiotherapy and targeted therapies can also promote senescence in tumors. Therefore
senescence is a barrier that opposes tumor development. Few years ago, we have
demonstrated that targeted compounds that enhance senescence in cancer can be used for
cancer therapy with minimal toxicity for normal cells. We have named this novel therapeutic
approach “pro-senescence” therapy for cancer. During the years our research has focused on
the identification of novel compounds that enhance senescence in cancer and on the
characterization of the mechanisms by which tumor cells evade senescence driven by chemo
or targeted therapy.

Recent findings have established a novel link between senescence and the tumor immune
response in cancer. Immune cells such as macrophages or natural killer cells can promote the
clearance of senescent tumor cells thereby contributing to the tumor suppressive function of
senescence in cancer. TH1 lymphocytes can induce senescence and tumor inhibition in
pancreatic cancers by secreting different cytokines in the tumor microenvironment. In contrast
we have demonstrated, that tumor-infiltrating GR1" myeloid cells can antagonize senescence
driven by Pten loss and chemotherapy-induced senescence in a model of prostate cancer.
Interestingly we have also shown that compounds that block the recruitment of myeloid cells in
tumors can enhance the efficacy of chemotherapy-induced senescence. Therefore different
tumor infiltrating immune subsets can behave as positive or negative regulators of senescence
in cancer, contributing to tumor inhibition or proliferation. These findings have paved the way
for the development of treatments that combine different immunotherapies with pro-
senescence compounds in order to promote the activation of a “positive” tumor immune
response. Main objective of this proposal is to identify novel treatment modalities that
reprogram the tumor immune response to enhance the efficacy of “pro-senescence” therapy
for cancer. We believe that such approach may increase the efficacy of already available
chemotherapy or of novel pro-senescence compounds.

Intriguingly, we have recently found that tumor associated macrophages (TAMs) can promote
senescence in cancer. TAMs exist as a phenotypic spectrum ranging from tumoricidal M1 to
tumor promoting M2. We have collected evidence that a novel compound that interferes with
the M1-M2 macrophage polarization also activates senescence and tumor clearance in
advanced prostate tumors by increasing the numbers of intratumoral M1. We have found that
M1 macrophages can induce senescence in tumor cells by secreting in the tumor
microenvironment several pro-senescence cytokines. Therefore treatments that block the
polarization of macrophages in M2 should enhance senescence in cancer and could be used
for pro-senescence therapy when used alone or in combination with chemo or targeted
therapies (Figure1).

An additional objective of this proposal is to characterize whether secreted factors released by
senescent tumor cells subjected to chemotherapy, can promote evasion of the tumor immune
response. We have found that some cytokines released by senescent cells can mediate
paracrine transmission of senescence to lymphocytes in different tumor models. As previously
demonstrated, senescent lymphocytes are unable to proliferate and promote an active tumor
immune response. Therefore, we will also assess whether neutralizing antibodies that
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antagonize secreted factors released by senescent cells can be used to potentiate the activity
of T-cells in cancer thereby sustaining tumor immune clearance. In other experiments we will
assess whether available treatments that interfere the secretome of the tumor cells can
maintain younger T lymphocytes sustaining tumor clearance during chemotherapy (Figure 1).
Finally we will assess in vivo whether combination of pro-senescence compounds with
immunomodulators are effective in restricting prostate cancer progression in tumors at
advance stage of disease. Our final objective is to translate to the clinic, these findings. This
will be achieved by testing these compounds in prostate cancer in proof of concept trials that
will open the way to larger clinical trials. We are convinced that this proposal will generate a
series of findings that will impact on the therapy and prognosis of patients affected by prostate
cancer. This tumor still remains the second cause of death for cancer in men both in
Switzerland and in the Western World. Therefore novel treatments that prolong the prognosis
of prostate cancer patients may have a tremendous social impact.
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Figure 1. Positive and negative interactions between senescence in tumors and the tumor
immune response. Blue arrows indicate positive interactions between the tumor immune
response and senescent tumor cells. Red arrows indicate negative interactions. Blue squares
indicate potential entry points to enhance the efficacy of pro-senescence therapy.
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