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09:00 - 09:10

Thursday, November 10, 2011

Opening remarks

Session I : Haematooncology

09:10 - 10:00
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Joop Jansen, the Netherlands
Mutation of epigenetic regulators in myeloid malignancies
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Stem cell transplantation for ALL - current status and future
trends
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When epigenetics becomes dangerous: MLL fusion proteins and
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Tanja Cufer, Slovenia
Translation cancer research challenges: EORTC BCG experience
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MUTATION OF EPIGENETIC REGULATORS IN
MYELOID MALIGNANCIES

Joop Jansen

Radboud University Nijmegen, Medical Centre St. Radboud and Nijmegen Centre for
Molecular Life Sciences, Laboratory of Haematology, Nijmegen, the Netherlands

Until recently, the genetic aberrations that are causally linked to the pathogenesis of
myelodysplastic syndromes (MDS) and myeloproliferative neoplasms (MPN) were largely
unknown. Using novel technologies like high-resolution SNP-array analysis and next
generation sequencing, various genes have now been identified that show recurrent
mutations in these diverse groups of malignancies. Strikingly, several of the newly identified
genes function to regulate gene expression by epigenetically changing chromatin. Aberrant
epigenetic modifications have been described in many types of cancer, including myeloid
malignancies. It has been proposed that repression of genes that are crucial for the cessation
of the cell cycle and induction of differentiation might contribute to the malignant
transformation of normal hematopoietic cells. The TET2 gene is currently the most
frequently mutated gene in MDS known so far (20-25% of the cases), and is also frequently
mutated in various types of MPN (including CMML, where it is mutated in 30-40% of the
cases). It was shown to convert methylated cytosines (correlating with repression of gene
expression) into 5-hydroxy-methyl cytosine, which might allow re-expression of genes that
were shut-off by cytosine methylation of gene regulatory DNA sequences. In addition,
mutations of the DNA-methyltransferase 3A gene (DNMT3A) were found, also interfering
with DNA-methylation. Apart from this, mutations in genes that regulate epigenetic
modifications of histones have been found in both MDS and MPN, such as EZH2. The
response of patients with mutations in these epigenetic regulators to therapies that aim at
epigenetic processes will be discussed.
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STEM CELL TRANSPLANTATION FOR ALL -
CURRENT STATUS AND FUTURE TRENDS

Boris Labar

University of Zagreb, Faculty of Medicine, Division of Haematology, Zagreb, Croatia

Acute lymphoblastic leukaemia (ALL) is a malignant disease that originates from B or T
lymphocyte precursor. The treatment of adult patients with ALL consists of a remission
induction and consolidation, a haematopoietic stem cell transplantation and maintenance
phase. Due to a high incidence of recurrence the prognosis of adult patients with ALL
remains unsatisfactory. Overall survival rates range between 35 and 45% as reported by the
major European cooperative leukaemia groups. Allogeneic stem cell transplantation seems
to be the most effective postremission therapy. In EORTC ALL-4 trial the efficacy of
allogeneic transplantation was compared with the other treatment approaches. All standard
and high risk ALL patients under the age of 51 years in complete remission, who had a
family donor (n=80) underwent allogeneic stem cell transplantation, whereas the remaining
patients (n=96) were randomized either to receive autologous transplantation followed by
low dose maintenance therapy or intensive consolidation/intensification courses. According
to intention to treat analysis disease-free survival and overall survival were not different for
the patients with or without a donor (40% versus 37%, and 46% versus 43%, respectively).
The relapse incidence was significantly lower in the donor group (37% versus 60%), whereas
the treatment related toxicity was higher (22% versus 2%, respectively).

10
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WHEN EPIGENETICS BECOMES DANGEROUS:
MLL FUSION PROTEINS AND
THEIR ROLE IN LEUKAEMIA

Robert Slany

Friedrich Alexander University Erlangen, Department of Genetics, Erlangen, Germany

MLL fusion proteins are derived from chromosomal translocations that fuse the N-terminal
portion of the histone methyltransferase MLL to a variety of different fusion partners. The
resulting chimeric molecules induce high-risk acute leukaemias predominantly in infants.
Our recent studies demonstrated that this class of oncoproteins works by a novel
mechanism. Most MLL fusions aberrantly recruit a protein complex (elongation assisting
protein =EAP, also named SEC for super elongation complex) that stimulates efficient
transcriptional elongation by providing CDK9 activity accompanied by histone H3K79
methylation catalyzed by the methyltransferase DOT1L. As a consequence genes that rely on
elongation control as means of regulation and here in particular the clustered HOX
homeobox genes and their protein cofactors are ectopically overexpressed. The continuous
presence of HOX-activity leads to a block in differentiation and the outgrowth of an
aggressively proliferating precursor population. Upon acquisition of secondary mutations
these pre-leukemic cells may give rise to acute leukaemia. In a second line of research we
were able to show that the oncogene c-MYB is a decisive factor in the HOX-mediated
program of transformation. By identification of “druggable” targets within the oncogenic
“relay” from MLL-fusions to HOX proteins and their downstream targets we are hoping to
develop new strategies to treat aggressive leukaemia.

11
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THE CD40 RECEPTOR: FROM SIGNALLING PATHWAYS
TO CANCER THERAPIES

Aristides Eliopoulos

University of Crete Medical School and Institute for Molecular Biology and Biotechnology,
Heraklion, Crete, Greece

Biological agents are increasingly recognized as potential therapies for refractory cancer.
CDA40 receptor agonists are promising biotherapeutic agents that elicit multiple anti-tumour
properties, including cancer cell death, in vitro synergy with chemotherapeutic agents,
normalization of the tumour microenvironment and induction of anti-tumour immunity.
Apoptosis induction by CD40 agonists is dramatically augmented upon disruption of PI3-
kinase and ERK survival signals and is initiated within a cytosolic death-inducing signalling
complex following mobilization of receptor-bound TRAF2 to the cytoplasm. The death
kinase RIP1 is an integral component of this complex and is required for CD40 ligand-
induced caspase activation and tumour cell killing. Consequently, degradation of the RIP1
K63 ubiquitin ligases cIAP1/2 by a Smac mimetic compound amplifies CD40-mediated cell
death. Whereas bladder carcinoma cells implanted into immunocompetent mice responded
poorly to CD40 ligand or Smac mimetic compound alone, administration of both agents
dramatically attenuated tumour growth and increased survival of the mice. These findings
provide a telling example of how the expansion of our understanding of the mechanisms
that govern cell death offers exciting prospects for the development of novel therapeutic
strategies.

12
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TRANSLATION CANCER RESEARCH CHALLENGES:
EORTC BCG EXPERIENCE

Tanja Cufer

University Clinic Golnik, Medical Faculty Ljubljana, Ljubljana, Slovenia

The EORTC Breast Cancer Group (BCG) is a multidisciplinary group involving surgeons,
medical and radiation oncologists, pathologists, basic scientists, and clinical research fellows.
The main goals of the BCG are to carry high quality international clinical trials covering all
areas of breast cancer care. Over the past several years the EORTC has become increasingly
active in the field of translational research. In particular, translational research evaluating
correlations between clinical outcomes and biologic tumour characteristics has become a
high priority in the strategy of the BCG. Examples of trials with a strong translational
research component are the EORTC 10994 (p53 1) and EORTC 10041 (MINDACT) trials. The
results of the EORTC 10994 trial evaluating the predictive value of p53 have recently been
published in the Lancet Oncology. Importantly, enrolment in this trial demanded the
availability of a snap frozen core biopsy from each patient, making this enterprise one of first
and the largest breast cancer trials with collected fresh frozen samples from all patients.
Based on this positive experience, in the frame of the MINDACT trial, that evaluated the
clinical utility of the 70-gene genomic for selecting early breast cancer patients that might be
spared of toxic adjuvant chemotherapy, tumour and blood/serum samples from all enrolled
patients for current and future translational research have been collected. However, there
might be some barriers in accomplishment of TR for each particular trial, such as unsettled
regulatory issues regarding the material handling, intellectual properties, and most
importantly a serious lack of independent funding for translational research. Based on the
current EORTC-BCG experience, high quality clinical trials with a strong translational
research component and/or answering a molecular biology-based primary question are
feasible in a multicenter and multinational setting in Europe.

13
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mTOR PATHWAY INHIBITION INDUCING TUMOUR
REGRESSION IN A MOUSE MODEL OF
HEPATOCELLULAR CARCINOMA

Sara Kozma

Bellvitge Biomedical Research Institute - IDIBELL, Barcelona, Spain

Hepatocellular carcinoma (HCC) affects more than half a million people worldwide and is
the third most common cause of cancer deaths. Given the need for novel therapies and that
mTOR signalling is upregulated in a majority of HCCs, we compared the effects of the FDA-
approved mTOR-allosteric inhibitor, RAD001, with a new generation PI3K/mTOR ATP-site
competitive inhibitor, BEZ235. Unexpectedly, we found the two drugs acted synergistically
in inhibiting proliferation of cultured HCC cells. In a mouse model approximating human
HCC with poor prognosis, the two drugs in combination, but not as single agents, induced a
dramatic regression in tumour development. We are reporting the analyses of mTOR
downstream signalling, microarray and electron microscopy studies of HCC treated with the
drug combination. As synergy is achieved at low doses of both drugs, the combination
decreases potential toxicity, while enhancing target specificity. These observations have led
to an investigator initiated Phase 1B-2 dose escalation trial with RAD001 combined with
BEZ235 in patients with advanced solid tumours, including HCC.

14
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THE ROLE OF p53 IN THE LIFE OF STEM CELLS

Varda Rotter

The Weizmann Institute of Science, Department of Molecular and Cell Biology,
Rehovot, Israel

p53 deficiency was recently demonstrated to enhance the efficiency of somatic cells
reprogramming. As p53 is usually mutated in human tumours and many mutated forms
were shown to gain novel activities, we aimed to study the function of mutant-p53 in
reprogramming. Our data indicate a novel gain-of-function property for mutant-p53, which
dramatically enhanced the efficiency of this process compared to cells lacking p53.
Importantly, this novel activity of mutant-p53 was accompanied with alterations in the
characteristics of the reprogrammed cells; while p53-knockout cells, reprogrammed with
only Oct4 and Sox2, maintained their pluripotent capacity in vivo, reprogrammed cells
expressing mutant-p53 lost this capability, and gave rise to malignant tumours. This novel
gain-of-function of mutant-p53 is not attributed to its effect on proliferation, as both p53-
knockout and mutant-p53 cells displayed similar proliferation rates. In addition, we
demonstrate an oncogenic activity of Kif4, as its overexpression in either p53-knockout or
mutant-p53 cells induced aggressive tumours. Overall, our data highlight the notion that
reprogrammed cells with the capacity to differentiate into the three germ layers in vitro can
form malignant tumours, suggesting that in genetic instable cells, reprogramming may result
in the formation of cells with cancer forming potential.

15
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IMMUNE CELL CONTRIBUTION TO MAMMARY
TUMOUR METASTASIS

Seth B. Coffelt

The Netherlands Cancer Institute, De Visser laboratory, Department of Molecular Biology,
Amsterdam, the Netherlands

For more than a hundred years, it has been known that tumours consist of both malignant
cells and a number of stromal cell types, including immune cells. While tumour cells have
received most of the attention, recent studies indicate that stromal immune cells are a
dynamic, flexible component of solid tumour masses. Researchers have uncovered a
paradoxical role of the immune system in cancer development and progression. Both
tumour-protective and tumour-promoting properties have been attributed to immune cells,
increasing the complexity of the disease. The overall goal of our lab is to address the function
of the innate and adaptive immune system during sporadic mammary cancer progression
and metastasis formation. For these purposes, we utilize two transgenic mouse models that
develop spontaneous mammary tumours. We have determined that the absence of the
adaptive immune system does not affect pulmonary metastasis formation in one model, but
does result in almost complete abrogation of metastasis in another model. Our findings
suggest that distinct subtypes of metastatic breast cancer are differently modulated by the
adaptive immune system. Ultimately, the outcome of these studies may shift therapeutic
focus from a cancer cell intrinsic point of view towards a more combined cancer cell intrinsic
and extrinsic point of view.

Research support: Marie Curie Intra-European Fellowship (IEF 275610), Dutch Cancer
Society (KWF 2006-3715 and 2011-5004), the Netherlands Organization for Scientific Research
(NWO-VIDI 917.96.307), and the Association for International Cancer Research (AICR 11-
0677).
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IDENTIFYING MEANS TO TREAT
MYC-INDUCED CANCERS

Jonas Nilsson

University of Gothenburg, Sahlgrenska Cancer Center , Gothenburg, Sweden

We try to identify new means to treat cancer based on knowledge about the MYC oncogenes.
These genes encode transcription factors that regulate a vast amount of genes important for
cell proliferation, metabolism and protein synthesis. One of the three members of the MYC
family is deregulated in most human cancer suggesting that novel therapies could be found
downstream or parallel to their activation.

We have asked the question if novel therapeutic targets can be identified among those genes
regulated by Myc. By pharmacological or genetic inactivation of select Myc-regulated genes
in transgenic mice overexpressing c-Myc in B lymphocytes we have assessed if tumour
development is affected by gene loss. Indeed, some genes like Odc and Srm are important for
lymphomagenesis, whereas others are not.

We have also studied the consequence of Myc overexpression on the response of cells to
DNA damage exerted by drugs and irradiation. We found that Myc sensitizes cells to DNA
damage by suppressing anti-apoptotic proteins and by promoting checkpoint override
resulting in apoptosis. In these studies we made the unexpected and interesting finding that
Myc stimulates the checkpoint kinases Chkl and Chk2. We have and are continuing to
exploit this finding therapeutically by utilizing novel inhibitors.

17
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DNA DAMAGE RESPONSE
AND CANCER DEVELOPMENT

Athanassios Kotsinas

National Kapodistrian University of Athens, Medical School,
Laboratory of Histology-Embryology
Athens, Greece

Cells are under continuous genotoxic stress. Certain forms of genetic aberrations, like the
DNA double strand breaks (DSBs), are lethal. Therefore, cells have devised mechanisms to
resolve such insults in their genome. A prominent cell reaction is the activation of the DNA
damage response (DDR) pathway. In early stages of cancer development, when the lesions
are premalignant, various genotoxic insults can lead to oncogenic activation. In turn
activated oncogenes impose a replication stress on the cells. This stress is known to induce
DSBs resulting in activation of the DDR pathway. This pathway, depending upon the
severity of the damage, will activate through its final effector the p53, the antitumour
barriers of cell cycle arrest, senescence or apoptosis. Nevertheless, a continuous replication
stress exerts a selection pressure for p53 loss, through various means, leading finally to the
escape of cells from the anti-tumour barriers. As a result two interlinked effects can take
place. Genomic instability and emergence of new cell clones with distinct and more
aggressive behavior. These acquired characteristics will further fuel the progression of
neoplasias to more advanced and malignant stages.

18
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Seth B. Coffelt, Ph.D.

The Netherlands Cancer Institute, De Visser laboratory,
Department of Molecular Biology
Amsterdam, the Netherlands

s.coffelt@nki.nl

SCIENTIFIC INTERESTS

Breast cancer metastasis is a foreboding and prevalent disease for women around the world.
Over 90% of breast cancer deaths are caused by metastatic disease emphasizing the urgency
for more research in this area. While experimental evidence indicates that tumour cells must
acquire specific genetic mutations to disseminate and colonize distant organs, these genetic
alterations are not sufficient for successful metastasis formation. Our primary interests are
focused on determining how the immune system contributes to these processes.

SELECTED PUBLICATIONS

1. Ciampricotti M, Vrijland K, Hau CS, Pemovska T, Doornebal CW, Speksnijder EN,
Wartha K, Jonkers J, de Visser KE. Development of metastatic HER2(+) breast cancer is
independent of the adaptive immune system. Journal of Pathology, 2011; 224:56-66

2. Coffelt SB, Chen Y, Muthana M, Welford AF, Tal AO, Scholz A, Plate KH, Reiss Y,
Murdoch C, De Palma M, Lewis CE. Angiopoietin-2-stimulated TIE2-expressing monocytes
suppress T cell activation and promote regulatory T cell expansion. Journal of Immunology,
2011; 186:4183-90

3. Coffelt SB, Tal AO, Scholz A, De Palma M, Patel S, Urbich C, Biswas SK, Murdoch C,
Plate KH, Reiss Y, Lewis CE. Angiopoietin-2 regulates gene expression in Tie2-expressing
monocytes and augments their inherent pro-angiogenic functions. Cancer Research, 2010;
70:5270-80

4. Coffelt SB, Lewis CE, Naldini L, Brown JM, Ferrara N, De Palma M. Elusive identitites
and overlapping phenotypes of pro-angiogenic myeloid cells in tumours. American Journal of
Pathology, 2010; 176:1564-76

5. Murdoch C, Muthana M, Coffelt SB, Lewis CE. The role of myeloid cells in the
promotion of tumour angiogenesis. Nature Reviews Cancer, 2008; 8:618-31
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Professor Tanja Cufer, M.D., Ph.D.

University Clinic Golnik and Medical Faculty Ljubljana
Ljubljana, Slovenia

tanja.cufer@klinika-¢olnik.si

SCIENTIFIC INTERESTS

Dr. Cufer’s major scientific interest are breast cancer, lung cancer, and molecular biology of
cancer. She plays an active role in new drug development and she has been principal
investigator in more than 20 multi-national clinical trials. She is very active in academic
research in oncology. Her fruitful professional work resulted in more than 200 articles, books
and book chapters in the field of oncology. She is also a member of several editorial boards
and a reviewer for numerous international medical journals, such as The Breast, Clin Lung
Cancer, Cancer Treat Rev, Ann Oncol etc. From 1987 she is an active member of the EORTC
Breast Cancer Group; from 2009 she is chairing the group. In the period 2006-2009 she
served as a member of the EORTC Board. Currently she is chairing the of ASCO
International Affairs committee, IAC CPGC and IAC ICTW working group.

SELECTED PUBLICATIONS

1. Bonnefoi H, Piccart M, Bogaerts J, Mauriac L, Fumoleau P, Brain E, Petit T, Rouanet P,
Jassem ], Blot E, Zaman K, Cufer T, Lortholary A, Lidbrink E, André S, Litiere S, Lago LD,
Becette V, Cameron DA, Bergh J, Iggo R; EORTC 10994/ BIG 1-00 Study Investigators. TP53
status for prediction of sensitivity to taxane versus non-taxane neoadjuvant chemotherapy in
breast cancer (EORTC 10994/BIG 1-00): a randomised phase 3 trial. Lancet Oncol., 2011;
12:527-39

2. von Minckwitz G, Schwedler K, Schmidt M, Barinoff ], Mundhenke C, Cufer T, Maartense
E, de Jongh FE, Baumann KH, Bischoff J, Harbeck N, Liick HJ, Maass N, Zielinski C,
Andersson M, Stein RC, Nekljudova V, Loibl S; On behalf of the GBG 26/BIG 03-05 study
group and participating investigators. Trastuzumab beyond progression: Overall survival
analysis of the GBG 26/BIG 3-05 phase III study in HER2-positive breast cancer. Eur |
Cancer., 2011; 47:2273-2281

3. Pagani O, Senkus E, Wood W, Colleoni M, Cufer T, Kyriakides S, Costa A, Winer EP,
Cardoso F; ESO-MBC Task Force. International guidelines for management of metastatic
breast cancer: can metastatic breast cancer be cured? | Natl Cancer Inst., 2010; 102:456-63
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4. Foekens JA, Atkins D, Zhang Y, Sweep FC, Harbeck N, Paradiso A, Cufer T, Sieuwerts
AM, Talantov D, Span PN, Tjan-Heijnen VC, Zito AF, Specht K, Hoefler H, Golouh R,
Schittulli F, Schmitt M, Beex LV, Klijn JG, Wang Y. Multicenter validation of a gene
expression-based prognostic signature in lymph node-negative primary breast cancer. | Clin
Oncol., 2006; 24:1665-71

5. Biganzoli L, Cufer T, Bruning P, Coleman RE, Duchateau L, Rapoport B, Nooij M,
Delhaye F, Miles D, Sulkes A, Hamilton A, Piccart M. Doxorubicin-paclitaxel: a safe regimen
in terms of cardiac toxicity in metastatic breast carcinoma patients. Results from a European
Organization for Research and Treatment of Cancer multicenter trial. Cancer, 2003; 97:40-5
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Professor Aristides Eliopoulos, Ph.D.

University of Crete Medical School and
Institute of Molecular Biology and Biotechnology
Crete, Greece

eliopag@imbb.forth.or

SCIENTIFIC INTERESTS

Our research focuses on signal transduction pathways underlying cancer cell growth and
death with emphasis on the regulation of TNF Receptor-associated factor (TRAF)-mediated
signalling. TRAFs are adaptor molecules which link various TNF family receptors (e.g.
CD40) and viral proteins (e.g. EBV-encoded LMP1) to the activation of oncogenic and pro-
inflammatory signalling pathways, such as NF-kB and MAPKs. The efforts of my lab are
currently directed at the physical and functional mapping of the CD40 / TRAF signalling
networks and the impact of post-translational modifications such as SUMOylation and
ubiquitination on CD40 signalling.

SELECTED PUBLICATIONS

1. Knox PG, Davies CC, Ioannou M & Eliopoulos AG. The death kinase RIP1 links the
immunoregulatory CD40 receptor to apoptotic signalling in carcinoma. J. Cell Biol., 2011;
192:391-9

2. Vardouli L, Lindqvist C, Vlahou K, Loskog AS, Eliopoulos AG. Adenovirus delivery of
human CD40 ligand gene confers direct therapeutic effects on carcinomas. Cancer Gene Ther.,
2009; 16:848-60

3. Moschonas A, Kouraki M, Knox PG, Thymiakou E, Kardassis D & Eliopoulos AG: CD40
induces antigen transporter and immunoproteasome gene expression in carcinomas via the
coordinated action of NF-xB and of NF-xB mediated de novo synthesis of IRF-1. Mol. Cell.
Biol., 2008; 28:6208-6222

4. Eliopoulos AG. ‘Make and Brake’ in signalling (Perspective). Science, 2008; 321:648-649

5. Eliopoulos AG, Wang C-C, Dumitru CD, Tsichlis PN. TPL2 transduces CD40 and TNF
receptor signals that activate ERK and regulate immunoglobulin production. EMBO ]., 2003;
22:3855-3864
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Dr. Joop Jansen

Radboud University Nijmegen, Medical Centre St. Radboud and
Nijmegen Centre for Molecular Life Sciences
Nijmegen, the Netherlands

[ Jansen@labgk.umcn.nl

SCIENTIFIC INTERESTS

Research addresses the molecular basis of myeloid leukaemia, myelodysplastic syndromes
and other myeloproliferative neoplasms. Projects focus on the role of transcription factors
and epigenetic regulators. Recently, various novel genetic aberrancies (including TET2 and
EZH?2) were identified in myelodysoplastic syndromes using SNP array technology.

SELECTED PUBLICATIONS

1. Jansen JH, Langemeijer SMC. The biological basis of MDS. European Haematology
Association, EHA Education program Book, 2010; ISSN 1872-5503_ 163-170

2. Nikoloski GN, Langemeijer SMC, Kuiper RP, Knops R, Massop M, Tonnissen E, van der
Heijden A, Scheele TN, Vandenberghe P, de Witte T, van der Reijden BA, Jansen JH. Somatic
mutations of the histone methyltransferase EZH2 gene in myelodysplastic syndromes. Nat
Genetics, 2010; 42:665-67

3. Langemeijer SMC, Kuiper RP, Berends M, Knops R, Aslanyan MG, Massop M, Stevens-
Linders E, van Hoogen P, Geurts van Kessel A, Raymakers RAP, Kamping EJ, Verhoef GE,
Verburgh E, Hagemeijer A, Vandenberghe P, de Witte T, van der Reijden BA, Jansen JH.
Acquired mutations in TET2 are common in myelodysplastic syndromes. Nat Genetics, 2009;
41:838-42

4. Kroeze LI, Nikoloski G, Da Silva-Coelho P, van Hoogen P, Stevens-Linders E, Kuiper RP,
Schnittger S, Haferlach T, Pahl HL, van der Reijden BA & Jansen JH. Genetic defects in PRC2
components other than EZH? are not common in myeloid malignancies. Blood in press, 2011

5. Langemeijer SM, Aslanyan MG & Jansen JH. TET proteins in malignant hematopoiesis.
Cell Cycle, 2009; 8:4044-4048
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Dr. Athanassios Kotsinas

National Kapodistrian University of Athens, Medical School,
Laboratory of Histology - Embryology
Athens, Greece

akotsin@med.uoa.Qr

SCIENTIFIC INTERESTS

1. Cell cycle regulation: The pRb-E2F axis and upstream factors, like RAS and CDKIs,
converging to this axis or downstream factors affected by this axis, such as Cdc6 and Cdtl.
The p53 network and its impact on the cell cycle;

2. DNA damage responses: The DNA damage response (DDR) pathway, with emphasis on
factors that lead to replication stress, and aberrations in the components of this pathway
along with their impact on the cell cycle;

3. Genomic instability in cancer: Genetic aberrations at the whole genome level and in the
genes mentioned above.

SELECTED PUBLICATIONS

1. Schramek D, Kotsinas A, Meixner A, Wada T, Elling U, Pospisilik JA, Neely GG, Zwick
RH, Sigl V, Forni G, Serrano M, Gorgoulis VG and Penninger JM. The stress MKK7 couples
oncogenic stress to p53 stability and tumour suppression. Nat. Genet., 2011; 43:212-9

2. Kotsinas A, Pateras IS, Galanos PS, Kramouzis MV, Sfikakis PP, Gorgoulis VG. Why is
p53-inducible gene 3 rarely affected in cancer? Oncogene, 2010; 29:5220

3. Tsantoulis PK, Kotsinas A, Sfikakis PP, Evangelou K, Sideridou M, Levy B, Mo L, Kittas
C, Wu XR, Papavassiliou AG and Gorgoulis VG. Oncogene-induced replication stress
preferentially targets common fragile sites in preneoplastic lesions. A genome-wide study.
Oncogene, 2008; 27:3256-64

4. Liontos M, Koutsami M, Sideridou M, Evangelou K, Kletsas D, Levy B, Kotsinas A,
Nahum O, Zoumpourlis V, Kouloukoussa M, Lygerou Z, Taraviras S, Kittas C, Bartkova J,
Papavassiliou AG, Bartek ], Halazonetis TD and Gorgoulis VG. Deregulated overexpression
of hCdtl and hCdcé6 promotes malignant behavior. Cancer Res., 2007; 67:10899-909

5. Gorgoulis VG, Vassiliou LV, Karakaidos P, Zacharatos P, Kotsinas A, Liloglou T, Venere
M, Ditullio RA Jr, Kastrinakis NG, Levy B, Kletsas D, Yoneta A, Herlyn M, Kittas C and
Halazonetis TD. Activation of the DNA damage checkpoint and genomic instability in
human precancerous lesions. Nature, 2005; 434:907-13
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Professor Sara Kozma, Ph.D.
Bellvitge Biomedical Research Institute - IDIBELL, Barcelona, Spain

kozmasc@Qucmail.uc.edu

SCIENTIFIC INTERESTS

The focus of our research is the regulation of cellular growth via the mammalian Target of
Rapamycin, mTOR, signalling pathway driven by nutrients, energy and growth factors. The
up-regulation of the mTOR pathway has been reported in numerous human cancers. Our
laboratory is developing mouse models with genetically defined alterations in components
of the mTOR pathway, to study the implication of mTOR in human malignancies. These
mouse models are also used in preclinical trials to address questions such as molecular
efficacy, cell cycle progression, cell death and pathologic phenotypes in response to drugs
tested in vitro or in cell culture.

SELECTED PUBLICATIONS

1. Gangloff YG, Mueller M, Dann SG, Svoboda P, Sticker M, Spetz J-F, Um SH, Brown EJ,
Cereghini S, Thomas G, Kozma SC. Disruption of the Mouse mTOR Gene Leads to Early
Post-Implantation Lethality and Prohibits Embryonic Stem Cell Development. Mol. Cel. Biol.,
2004; 24:9508-16

2. Um SH, Frigerio F, Watanabe M, Picard F, Joaquin M, Sticker M, Fumagalli S, Allegrini
PR, Kozma SC, Auwerx ], Thomas G. Absence of S6K1 protects against age- and diet-
induced obesity while enhancing insulin sensitivity. Nature, 2004; 431:200-5

3. Cota D, Proulx K, Kozma S, Thomas G, Woods S, Seeley R. Hypothalamic mTOR
Signalling Regulates Food Intake. Science, 2006; 312:861-4

4. Selman C, Tullet JMA, Wieser D, Irvine E, Lingard SJ, Choudhury Al, Claret M, Al-
Qassab H, Carmignac D, Ramadani F, Woods A, Robinson ICA, Schuster E, Batterham RL,
Kozma SC, Thomas G, Carling D, Okkenhaug K, Thornton JM, Partridge L, Gems D, Withers
DJ. Ribosomal protein S6 kinase 1 signalling regulates mammalian lifespan. Science, 2009;
326:55-6

5. Carnevalli L, Masuda K, Frigerio F, Le Bacquer O, Um SH, Gandin V, Topisirovic I,
Sonenberg N, Thomas G and Kozma SC. S6K1 Plays a Critical Role in Early Adipocyte
Differentiation. Dev Cell, 2010; 18:763-74
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Professor Boris Labar, M.D., Ph.D.

University of Zagreb, Faculty of Medicine, Division of Haematology,
Zagreb, Croatia

boris.labar@inet.hr

SCIENTIFIC INTERESTS

1. Treatment of acute leukaemia and Ph positive chronic myeloid leukaemia. Therapy for Ph
negative myeloprolifertive neoplasm;

2. Allogeneic stem cell transplantation for acute leukaemia, myelodysplastic syndrome and
severe aplastic anaemia;

3. Treatment of paroxysmal nocturnal haemoglobinuria.

SELECTED PUBLICATIONS

1. Suciu S, Mandelli F, de Witte T, Zittoun R, Gallo E, Labar B, De Rosa G, Belhabri A,
Giustolisi R, Delarue R, Liso V, Mirto S, Leone G, Bourhis JH, Fioritoni G, Jehn U, Amadori S,
Fazi P, Hagemeijer A, Willemze R; EORTC and GIMEMA Leukaemia Groups. Allogeneic
compared with autologous stem cell transplantation in the treatment of patients younger
than 46 years with acute myeloid leukaemia (AML) in first complete remission (CR1): an
intention-to-treat analysis of the EORTC/GIMEMAAML-10 trial. Blood, 2003; 102:1232-40

2. Labar B, Suciu S, Zittoun R, Muus P, Marie JP, Fillet G, Peetermans M, Stryckmans P,
Willemze R, Feremans W, Jaksic B, Bourhis JH, Burghouts JP, de Witte T, EORTC Leukaemia
Group. Allogeneic stem cell transplantation in acute lymphoblastic leukaemia and non-
Hodgkin's lymphoma for patients <or=50 years old in first complete remission: results of the

EORTC ALL-3 trial. Haematologica, 2004; 89:809-17

3. Mandelli F, Vignetti M, Suciu S, Stasi R, Petti MC, Meloni G, Muus P, Marmont F, Marie
JP, Labar B, Thomas X, Di Raimondo F, Willemze R, Liso V, Ferrara F, Baila L, Fazi P,
Zittoun R, Amadori S, de Witte T. Daunorubicin versus mitoxantrone versus idarubicin as
induction and consolidation chemotherapy for adults with acute myeloid leukaemia: the
EORTC and GIMEMA Groups Study AML-10. ] Clin Oncol., 2009; 27:5397-403

4. Labar B, Suciu S, Willemze R, Muus P, Marie ]P, Fillet G, Berneman Z, Jaksic B, Feremans
W, Bron D, Sinnige H, Mistrik M, Vreugdenhil G, De Bock R, Nemet D, Gilotay C, Amadori
S, de Witte T; EORTC Leukaemia Group. Dexamethasone compared to prednisolone for
adults with acute lymphoblastic leukaemia or lymphoblastic lymphoma: final results of the
ALL-4 randomized, phase III trial of the EORTC Leukaemia Group. Haematologica, 2010;
95:1489-95
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5. Liibbert M, Suciu S, Baila L, Riiter BH, Platzbecker U, Giagounidis A, Selleslag D, Labar
B, Germing U, Salih HR, Beeldens F, Muus P, Pfliiger KH, Coens C, Hagemeijer A, Eckart
Schaefer H, Ganser A, Aul C, de Witte T, Wijermans PW. Low-dose decitabine versus best
supportive care in elderly patients with intermediate- or high-risk myelodysplastic
syndrome (MDS) ineligible for intensive chemotherapy: final results of the randomized
phase III study of the European Organisation for Research and Treatment of Cancer
Leukaemia Group and the German MDS Study Group. | Clin Oncol., 2011; 29:1987-96
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Jonas Nilsson, Ph.D.

University of Gothenburg, Sahlgrenska Cancer Center,
Gothenburg, Sweden

jonas.a.nilsson@surgery.Qu.se

SCIENTIFIC INTERESTS

We use a range of molecular and cellular biology techniques in mouse and human cells and
mouse models and genetic strategies to define mechanisms and treatment of human diseases
using knockout and transgenic mice. Moreover we are using xenografts to translate our
findings into clinically relevant disease model.

SELECTED PUBLICATIONS

1. Hoglund A, Nilsson L, Muralidharan SV, Hasvold LA, Merta P, Rudelius M, Nikolova V,
Keller U, Nilsson JA. Therapeutic implications for the induced levels of Chkl in Myec-
expressing cancer cells. Clin. Cancer Res., 2011 [Epub ahead of print]

2. den Hollander J, Rimpi S, Doherty JR, Rudelius M, Buck A, Hoellein A, Kremer M, Graf
N, Scheerer M, Hall MA, Goga A, von Bubnoff N, Duyster ], Peschel C, Cleveland ]JL,
Nilsson JA, Keller U. Aurora kinases A and B are up-regulated by Myc and are essential for
maintenance of the malignant state. Blood, 2010; 116:1498-505

3. Hoglund A, Nilsson LM, Plym Forshell L, Maclean KH and Nilsson JA. Myc sensitizes
p53-deficient cancer cells to the DNA-damaging effects of the DNA methyltransferase
inhibitor decitabine. Blood, 2009; 113:4281-4288

4. Nilsson JA, Keller UB, Baudino TA, Yang CY, Norton S, Old JA, Nilsson LM, Neale G,
Kramer DL, Porter CW and Cleveland JL. Targeting ornithine decarboxylase in Myc-induced
lymphomagenesis prevents tumour formation. Cancer Cell, 2005; 7:433-444

5. Hemann MT, Bric A, Herbst A, Teruya-Feldstein ], Nilsson JA, Cordon-Cardo C,
Cleveland JL, Tansey WP and Lowe SW. Evasion of the p53 tumour surveillance network by
tumour-derived MYC mutants. Nature, 2005; 436:807-811
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Professor Varda Rotter, Ph.D.

The Weizmann Institute of Science, Department of Molecular Cell Biology,
Rehovot, Israel

varda.rotter@Quweizmann.ac.il

SCIENTIFIC INTERESTS

My scientific career is closely connected with the p53 field and as an active pioneering
member in this community. I have independently discovered a 50KDa protein that was
expressed at high levels in cells transformed by the abl oncogene and identified one of the
tirst p53-specific monoclonal antibodies. She was the first to show that high p53 levels are
frequently detected in human and mouse tumours, and she suggested that p53 could be
regarded as a tumour specific marker. The most seminal aspect of my contribution to the p53
field is the establishment of the paradigm that mutant p53 has a gain of function in
carcinogenesis. In recent years, my laboratory leads successfully the quest to identify genes
whose modulation underlies mutant p53 gain-of-function. Over the past years, we focused
on establishing in vitro models for studying the role of p53 in cancer progression. These
efforts yielded a number of different novel types of malignant transformation models of
great potential. Furthermore, through extensive gene expression analysis and adoption of
system biology approaches, important for the understanding of the molecular mechanisms
that underlie distinct steps in the conversion of normal cells into fully malignant cells.
Recently, our laboratory re-examined the role of p53 in cell differentiation and development
with a special focus on stem cells. We found that p53 is central in regulating cell
reprogramming and that p53 plays a pivotal role in preventing malignant transformation of
induced pluripotent stem cells. Mutant p53 exerts a gain of function activity in inducing
cancer stem cell.

SELECTED PUBLICATIONS

1. Stambolsky P, Tabach Y, Fontemaggi G, Weisz L, Maor-Aloni R, Sigfried Z, Shiff I, Kogan
I, Shay M, Kalo E, Blandino G, Simon I, Oren M, Rotter V. Modulation of the vitamin D3
response by cancer-associated mutant p53. Cancer Cell, 2010; 17:273-285

2. Sarig R, Rivlin N, Brosh R, Bornstein C, Kamer I, Ezra O, Molchadsky A, Goldfinger N,
Brenner O, Rotter V. Mutant p53 facilitates somatic cell reprogramming and augments the
malignant potential of reprogrammed cells. ] Exp Med., 2010; 207:2127-40

3. Brosh R, Rotter V. When mutants gain new powers: news from the mutant p53 field. Nat.
Rev. Cancer, 2009; 9:701-13
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4. Kalo E, Buganim J, Shapira KE, Besserglick H, Goldfinger N, Weise L, Stambolsky P,
Henis YI, and Rotter V. Mutant p53 attenuates the SMAD-dependent TGF-f1 signalling
pathway by repressing the expression of type II TGF-f3 receptor. Mol. Cell Biol., 2007; 27:
8228-8242

5. Milyavsky M, Shats I, Cholostoy A, Brosh R, Buganim Y, Weisz L, Kogan I, Cohen M,
Shatz M, Madar S, Kalo E, Goldfinger N, Yuan J, Ron S, MacKenzie K, Eden A, Rotter V.
Inactivation of myocardin and plé during malignant transformation contributes to a
differentiation defect. Cancer Cell, 2007; 11:133-146

(=]
o—
[
oy
-
(V]
-~
<
v
o
9]

31



Workshop: “Translational Cancer Research”, November 10 - 11, 2011, Rijeka, Croatia

Professor Robert Slany, Ph.D.

Friedrich Alexander University Erlangen, Department of Genetics,
Erlangen, Germany

rslany@biologie.uni-erlangen.de

SCIENTIFIC INTERESTS

Our general scientific interest is to understand the genetic and epigenetic control of normal
and malignant hematopoiesis. We are using MLL fusion proteins and their downstream
targets, the HOX proteins, to elucidate basic principles of genetic control that governs self-
renewal and differentiation decisions. Ultimately we’d like to understand the molecular
machinery behind these processes and to find points of intervention that can be addressed in
a therapeutic setting.

SELECTED PUBLICATIONS

1. Slany RK. When speed matters: Leukemogenic transformation by MLL fusion proteins.
Cell Cycle,2010; 9(13)

2. Bach C, Buhl S, Mueller D, Garcia-Cuéllar MP, Maethner E, and Slany RK. Leukemogenic
transformation by HOXA-cluster genes. Blood, 2010; 115:2910-18

3. Miiller D, Garcia-Cuellar MP, Bach C, Buhl S, Midthner E, and Slany RK. Misguided
Transcriptional Elongation Causes Mixed Lineage Leukaemia. PLOS Biology, 2009;
7(11):e1000249

4. Slany RK. The molecular biology of mixed lineage leukaemia. Hematologica, 2009; 94:984-
993

5. Miller D, Bach C, Zeisig D, Garcia-Cuellar MP, Monroe S, Sreekumar A, Zhou R,
Nesvizhskii A, Chinnaiyan A, Hess JL, and Slany RK. A Role for the MLL Fusion Partner
ENL in Transcriptional Elongation and Chromatin Modification. Blood, 2007; 110:4445-4454
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