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After Paul Nurse (Pezcoller 1995 - Nobel 2001),
Mario Capecchi (Pezcoller 2003 – Nobel 2007),
Elizabeth Blackburn (Pezcoller 2001 – Nobel
2009) and J. Allison ( Pezcoller 2015 – Nobel
2018), another good friend and collaborator
of the Pezcoller Foundation, Dr. William Kaelin,
professor of medicine at Harvard University
and at Dana–Farber Cancer Institute is the new
2019 Nobel Laureate in Medicine. The official
motivation is: “for his discoveries of how cells
sense and adapt to oxygen availability.”
We congratulate our new Nobel winner and at
the same time we are deeply confident that the
number of our prestigious candidates will soon
be increased.
On May 11th, the 2019 Pezcoller Foundation
– AACR International Award for Extraordinary
Achievement in Cancer Research was solemnly
awarded in Trento to Alberto Mantovani for his
work identifying tumor-associated macrophages
as mediators of cancer progression, highlighting
the role of inflammation and the immune system
in tumorigenesis. His research demonstrating
the interplay between inflammation and cancer
represents a fundamental paradigm shift in the
field and has contributed to the emergence and
further development of tumor immunology,
which forms the basis of new immunotherapy
treatments for cancer.
Mantovani gave three very followed outstanding
lectures , in Atlanta at the AACR Annual Meeting,
at the University of Padova and at the University
of Trento and received the award in the City
Theater from the President of the Pezcoller
Foundation Enzo Galligioni. Gios Bernardi,
President Emeritus of the Pezcoller Foundation,
emphasized Mantovani’s profound spirit and
curiosity not only as a researcher but also as a
man and his deep connection with the young
people.
Another important event has been the conference
held in the Main Lobby of the Muse by the Nobel
Prize winner James Allison. The event has been
co-organized with the CARITRO Foundation.
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November 2019
Editorial
The scientific facilitator Rossella Panarese
and the researcher from University of Trento,
Francesca Demichelis, sat friendly with Allison
in a nice conversation about the personalized
cure of cancer and research for life. A large and
interested audience attended enthusiastically.
In June 2019 the 31st Pezcoller Symposium
“Cancer as Corrupted Tissue ” took place in
Trento and was opened by Sean Morrison,
who gave the Enrico Mihich Lecture . Morrison
is a Canadian-American stem cell biologist and
cancer researcher, director of Children’s Medical
Center Research Institute at UT Southwestern.
The critical review of this Symposium by
Massimo Loda and Giuseppe Nicolò Fanelli will
be reported in the next pages.
_____
We also remind that the Pezcoller Foundation,
with the organizational support of SIC (Società
Italiana di Cancerologia), granted another
biennial fellowship
for the coming years
2020-2021. The fellowship is in memory of
Patrizia Coser, a young girl who died at 29 for
angiosarcoma. The fellowship has been awarded
during the 61st SIC Congress in Naples to Federico
Gulluni of the Division Molecular Biotechnologies
of The University of Torino.
The focus and goals of the 32nd Pezcoller
Symposium is on last page. This Symposium
entitled AGING AND CANCER will be held in
Trento on June 22-23 2020.
The selection committee of the 23rd Pezcoller
Foundation-AACR
International Award For
Extraordinary Achievement in Cancer Research
to indicate the winner will meet in Philadelphia
in the month of December 2019.

Gios Bernardi
Editor
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Award

Personalized Medicine
for Cancer Research
by James P. Allison

On the 11th October 2019, in the stunning location of the Science Museum of Trento (MUSE),
James P. Allison, recipient of the Pezcoller Award in 2015 and of the Nobel Prize in Physiology
and Medicine in 2018, gave an interesting talk about his researches carried on at the MD Anderson Cancer Centre (University of Texas), discussing with Prof. Francesca Demichelis, from
CIBIO, and the moderator Rossella Panarese.
Many researchers of the field and collaborators and friends of the Pezcoller Foundation enthusiastically attended the seminar.

MUSE’s hall
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Photo Credits to Roberta Pisoni

Allison and Sharma

Allison talks with Demichelis
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31st Pezcoller Symposium

Cancer as Corrupted Tissue
Critical Review by Massimo Loda and Giuseppe Nicolò Fanelli
The Pezcoller Symposium has a very long tradition, reaching this year the 31st edition and clearly becoming one of the most expected events among the Italian and International scientific
community.
The annual Pezcoller meeting entitled “Cancer as corrupted tissue” took place, as usual, in the
astonishing location of Trento in the valley of Adige river, on June 17-18th 2019.
The six sessions dealt with different cutting-edge issues in cancer research spanning from the
microbiome and microenvironment, with their roles as modifiers of carcinogenesis and the pivotal influence of immunosurveillance on cancer therapy response, including emerging insights
in cancer cell metabolism.
A brief overview of the emerged striking findings is highlighted below.
The opening Enrico Mihich lecture by Dr. Sean J. Morrison, the Director of Children’s Medical
Center Research Institute at UT Southwestern, was focused on the mechanisms that regulate
melanoma metastatic potential, investigated through a xenograft assay in which small numbers
of cells from primary human melanomas were engrafted in NSG mice and spontaneous metastatization was assessed. With this model it was possible to segregate patients between ‘efficient’
and ‘inefficient’ metastasizers, demonstrating intrinsic molecular differences within melanomas,
able to modulate metastatic potential. Indeed, the rare metastasizing melanoma cells, in order

Symposium Hall
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Dr. Romina Goldszmid from National Cancer Institute in Bethesda has pointed out how cancer
is not only a disease determined by genetic and environmental factors but also that inflammation can affect all stages of tumor progression. The tumor inflamed microenvironment is
constituted by infiltrating myeloid cells such as macrophages, monocytes, dendritic cells, and
neutrophils. These kind of cells in cancer mainly promote the tumor’s immune evasion, progression, and metastasis and are able to modulate and predict therapy response. In addition, her
research efforts have elucidated how the commensal microbiota can regulate composition and
function of the myeloid cell compartment, suggesting how targeting either the microbiota or
myeloid cells directly could represent a powerful approach to improve patients’ outcome.
The symposium continued with the talk of Dr. Jennifer Wargo form the MD Anderson Cancer Center who highlighted the importance of microbiome in cancer immunotherapy. Though
major advances in the treatment of melanoma and other cancers through the use of targeted
therapy and immunotherapy have been made, responses are heterogeneous, not always durable,
and toxicity can be an issue. Therefore there is a critical need to better understand who will benefit from therapy as well as proper timing, sequence and combination of different therapeutic
agents. This knowledge-base must include assessment of factors internal and external to the
host such as microbiome. Using a “reverse translational” research approach - where findings
go from bedside to bench, and back again - the investigators tried to dissect the role of the microbiome in cancer in order to modulate it, identifying bacteria within cell lines derived from
cancer patients that could confer resistance to therapy. Interestingly, while some intra-tumoral
microbes contribute to carcinogenesis and therapy resistance, others may actually promote therapeutic responses. Additionally, the gut microbiome may impact responses to cancer therapy.
Disturbances of the gut microbiome (dysbiosis) are implicated in a large number of diseases
and can influence responses to stem cell transplant & immunotherapy. Indeed, diversity of the
gut microbiome is associated with differential outcomes in the setting of stem cell transplant in
patients with AML and the composition of the gut microbiome is associated with differential responses to checkpoint blockade in murine models. Studying oral and gut (fecal) microbiome in
a large cohort of patients with metastatic melanoma going onto systemic therapy, they identified
a gut microbiome “signature” with a high likelihood of response to anti-PD-1, suggesting that
the gut microbiome could be used as a biomarker of response to immune checkpoint blockade.
In addition to this, differences were noted between healthy individuals and melanoma patients,
as well as between early and late stage disease. Finally, there is evidence that changes in diet can
have an impact on gut microbes and associated physiology in a short time frame.
Dr. Christoph Klein’s research group from the University of Regensburg analyzed single disseminated cancer cells (DCCs) isolated at various time points of disease, trying to address important and still unanswered questions such as: how do cancer cells survive at distant sites? From
which DCCs do metastatic colonies derive? Can genomic evolution occur during dormancy in
quiescent cells? Does the environment trigger progression of early-disseminated cancer cells or
do late-arriving cancer cells take over incipient metastatic colonies? By convention, metastatic
The Pezcoller Foundation Journal - November 2019
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to survive to adverse conditions, such as oxidative stress, undergo reversible metabolic changes.
In particular they have observed differences in Monocarboxylate Transporter 1 (MCT1) expression among melanomas that correlate with metastatic potential and patients’ outcome. MCT1,
a lactate transporter, promotes melanoma metastasis by reducing oxidative stress. MCT1 inhibition is thus a pro-oxidant therapy that might impair disease progression in patients with high
risk stage II and III melanomas.

Symposium

cells’ mutations, selection and adaptation are thought to occur mostly in the primary tumor or
as a late event. However, they noted that in breast cancer and melanoma, metastatic dissemination often occurs early and that advanced tumor stages seed relatively fewer cells. In fact, at
dissemination most cells lack the typical driver mutations that will be acquired only if stable
interactions between disseminated cells and metastatic niche are established.

Sean Morrison

Many patients treated for primary breast cancer develop metastatic recurrence. According to
Mikala Egeblad, from Cold Spring Harbor Laboratory, tumor cells dissemination and colonization of new tissues are two complex processes difficult to target and usually occur before the
primary tumor is detected and treated. The investigators suggest that targeting the inflammatory microenvironment that supports growth of DTCs tumor cells could be an alternative step
to reduce the occurrence of metastasis and therefore mortality. One critical factor for sustaining
proliferation and survival of the metastasizing cancer cells may be represented by neutrophil extracellular traps (NETs). NETs are released by neutrophils into the extracellular space in response to infections and inflammation, and consist of meshes of genomic DNA with ~40 associated
proteins, including proteases. Egeblad’s group has reported how lung inflammation, induced by
either tobacco smoke exposure or bacterial lipopolysaccharide, leads quiescent DTCs to re-initiate proliferation due to the NETs’ proteases that cleave the basement membrane protein laminin, generating a b1-integrin-activating epitope and finally resulting in their expansion. Using
intravital imaging, they demonstrated that NETs surround DTCs that exit quiescence. Finally,
NETs could also drive a complex, feed-forward-loop between NETs, macrophages, and fibroblasts leading to the creation of a highly inflammatory microenvironment. Dissecting the acting
mechanisms of NETs can lead to the prevention of dormant cell awakening, possibly prolonging
the survival of cancer patients.
Dr. Roger Greenberg from the University of Pennsylvania focused on DNA damage response,
7
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Dr. Simon J. Boulton, from The Francis Crick Institute, discussed the molecular mechanisms
behind Alternative Lengthening of Telomeres (ALT) induction and maintenance, which are
currently poorly understood. Collectively, their findings have uncovered an SLX4IP-dependent
regulatory mechanism critical for telomere maintenance in ALT cancer cells. In non-malignant
somatic cells, telomeres undergo progressive shortening after DNA replication, which eventually results in replicative senescence and checkpoint-driven cell death. In contrast, tumor cells
achieve replicative immortality by activating one of two distinct telomere maintenance mechanisms; cancers either re-express telomerase or induce Alternative Lengthening of Telomeres
(ALT), which involves recombination between telomeres. ALT is utilized in 10-15% of all tumors and is associated with poor prognosis due to their complex karyotype and lack of targeted
therapies. Boulton showed that ALT recombination requires coordinate regulation of the SMX
resolvasome and BTR complex to ensure the appropriate balance of resolution and dissolution
activities at recombining telomeres. Critical to this control is SLX4IP, which accumulates specifically at ALT telomeres and interacts with SLX4, XPF and BLM. Loss of SLX4IP results in
a hyper-ALT phenotype that is incompatible with cell viability following concomitant loss of
SLX4. Inactivation of BLM is sufficient to rescue toxic telomere aggregation and synthetic lethaThe Pezcoller Foundation Journal - November 2019
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which is critical to carcinogenesis and therapy response. It encompasses acute and delayed signaling events that culminate in repair of genomic lesions and the production of inflammatory
cytokines that attract immune responses. A central aspect is the induction of multiple DNA
repair mechanisms to execute either high or low fidelity restoration of lesions. BRCA-mutant
breast and ovarian cancers represent well-studied settings of homologous recombination (HR)
deficiency. In fact, while deficiency in this canonical homology directed DNA repair pathway
confers cancer predisposition, it also provide cancer vulnerability to agents that target repair
mechanism such as Poly(ADP) Ribose Polymerase (PARP) inhibitors. The efficacy of PARPi
depends on expression of the PARP1 enzyme and intact BRCA dependent HR for repair in
S-phase. In the absence of BRCA1, non-homologous end joining (NHEJ) repair mechanisms
create dicentric chromosomes that result in cell death. These cross-linked repair pathways in
PARPi response lead to resistance mechanisms that involve either loss of PARP1 expression or
deficiency in non-homologous end joining repair. Ideally, additional targets could be identified
that circumvent PARPi resistance regardless of mechanism and restore efficacy in BRCA mutated cancers. Greenberg and colleagues have investigated the chromatin remodeling protein CHD1L as a novel therapeutic target in BRCA mutated cancers. With functional domain directed
CRISPR-Cas9 screens CHD1L has been identified as vulnerability in BRCA1 and BRCA2 mutated cells. Indeed, CHD1L loss is lethal in combination with BRCA genes mutation and confers
extreme PARPi hypersensitivity regardless of resistance mechanism.
The research efforts of Dr. Daniel Durocher’s group from Lunenfeld-Tannenbaum Research Institute were also focused on the elucidation of importance of DNA repair mechanisms in the
maintenance of genomic integrity and tumor suppression. DNA damage must be detected in the
context of the varied chromatin landscape, its presence must be communicated throughout the
cell to alter many ongoing processes, and the machinery that will mend the lesion must be recruited to the damage site. Using genome-scale CRISPR/ Cas9 screens in human cells, they have
created a human DNA damage response network useful in the identification of new genome
stability factors, in the characterization of drug responses and to provide new insights into the
genetic architecture of the genome stability network by identifying potentially actionable synthetic lethal genetic interactions. In particular they have identified: (i) ERCC6L2 as new NHEJ
repair factor with a role in chromatin remodeling; (ii) the endogenous 3’ end blocks as vulnerability in BRCA1/2 deficient cells; and (iii) APE2 as major cellular 3’ block processing enzyme.

Symposium

lity in this context, suggesting that SLX4IP favors SMX-dependent resolution by antagonizing
promiscuous BLM activity during ALT recombination. The clinical importance of SLX4IP in the
ALT process is highlighted by its inactivation in a subset of ALT positive osteosarcomas.
Dr. Fabrizio d’Adda di Fagagna from IFOM Foundation focused on the DNA damage response
(DDR), a signaling pathway physiologically activated in cancer initiation and ageing. His research group reported that DNA double-strand breaks (DSBs) trigger the synthesis of damage-induced long non-coding RNA (dilncRNA) that can be processed into shorter DNA damage
response RNAs (DDRNAs). Such transcripts are essential for the complete DDR activation and
their inhibition by anti-sense oligonucleotides (ASO) allows site-specific inhibition of DNA damage signaling and repair.
DDR activation is particularly important at telomeres and represents a distinguishing feature of
ageing, including accelerated ageing conditions such as the Hutchinson-Gilford progeria syndrome. Since DDR depends on sequence-specific interaction between RNAs and could be inhibited in a sequence-specific manner by targeting dilncRNA and DDRNA, this could represent
an innovative potential therapeutic avenue.

Begnudelli Award

Different theories have been proposed to explain tumor heterogeneity, including the hypothesis
that different cell populations in the lineage hierarchy serve as cells of origin for the diverse cancer subtypes that arise within a given organ or tissue.
In order to test this hypothesis, Dr. Blanpain Cédric’s group from the Université Libre de Bruxelles has developed new genetically engineered mouse models that allow lineage tracing together with oncogenic activation. This was accomplished in different cell lineages of the skin and
mammary glands. With this model they demonstrated that cancer cell of origin controls tumor
heterogeneity, differentiation, stemness, EMT, resistance to therapy and metastasis. Interestingly, they have focused on FAT1, a gene often mutated in DMBA model and in several human
9
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Dr. Stefano Piccolo from the University of Padua works on the role of YAP/TAZ signaling in
carcinogenesis. Several studies have demonstrated that enhanced YAP/TAZ activity is a common trait of multiple human solid tumors. Strikingly, in mouse models, adult organs lacking
YAP/TAZ are unable to develop tumors, making this pathway a prime target for cancer therapy.
The concept that “tumor is a wound that never heals” forms the basis of their research efforts.
To this end, the YAP/TAZ pathway is known to have physiologic functions during tissue repair,
being essential for organ regeneration after injury. In contrast, it is typically inactive in normal tissues but potently induced by mechanical and physical cues that the cell receives from
its microenvironment, such as extracellular matrix stiffness and topology. Dr. Piccolo’s group
has demonstrated how RTK/RAS oncogenes enhance the cell’s response to physical stimuli in
the microenvironment through the activation of RAC1 and YAP/TAZ transcriptional regulator
change cell’s fate. Indeed, lowering the cell’s elasticity prevents oncogene-mediated reprogramming both in-vitro and in-vivo. Finally, their data strongly suggest that in tumors, YAP/TAZ
activation results in the conversion of “non-stem” tumor cells into cancer stem cells, increasing
tumor aggressiveness and fueling metastasis.
Dr. Nikolaus Rajewsky from The Berlin Institute for Medical System Biology combines computational approaches (Informatics, Statistics, Theoretical Physics) with Biochemistry and Molecular Biology to study the function of RNA. His group has established and optimized “dropseq”. This microfluidics-based method allows to rapidly capture mRNAs within thousands of
individual cells in a very short period of time. After amplification and sequencing, based on
barcode information, individual reads can be assigned to individual molecules in individual
cells. Applying this method to the dissociated fly embryo they demonstrate that each cell of the
embryo is distinct, and will give rise to a different part of the fly body. However, after sequencing individual cells, the group developed a new method to identify the spatial position of these
cells within the embryo. They were able to quantify gene expression for the vast majority of the
embryo cells at a resolution of ~8,000 genes per cell. These data allowed the creation of a “virtual
embryo” where researchers can perform, online, virtual in situ hybridization for thousands of
genes. They identified dozens of transcription factors and lncRNAs as likely novel regulatory
factors in this system, and discovered that Hippo signaling is active in the embryo and probably responsible for inducing the exit of patches of cells from synchronized cell divisions, thus
explaining observations that have been made decades ago.
As highlighted by Dr. William Sellers from the Broad Institute, The Cancer Cell Line Encyclopedia, a large-scale collection of well annotated cell lines, has provided a rigorous backbone upon
which to study genetic variants, candidate targets, small molecule and biologic therapeutics and
to identify new marker-driven cancer dependencies. With the goal of more fully understanding molecular features that contribute to cancer phenotypes including drug response they have
expanded the cell line characterizations to include genetic, RNA splicing, DNA methylation, histone H3 modification, miRNA expression, metabolomic and reverse phase protein-array data
for 1,072 cell lines from various lineages and ethnicities. Integrating these data with functional
characterization including drug sensitivity, shRNA knockdown and CRISPR/Cas9 knockout
The Pezcoller Foundation Journal - November 2019
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cancers, demonstrating that its deletion accelerates tumor initiation and progression, promotes
tumor stemness and increases nodal and lung metastases. These results have important implications for our understanding of the mechanisms controlling tumor heterogeneity and the
development of new strategies to block tumor initiation, progression, metastasis and therapy
resistance.

Symposium

data revealed potential new drug targets and associated biomarkers. In addition, the unbiased
association analysis linking cancer metabolome to genetic alterations, epigenetic reprogramming, and gene dependency provides a detailed description of metabolic consequences of the
cancer dysregulated genome. Interestingly, in this regard they have observed cell autonomous
synthesis and secretion of kynurenine, an immune-suppressive metabolite. Furthermore, they
found significant variation in the ability to suppress kynurenine with IDO1 selective inhibitors.
The IDO enzyme has been implicated in immune modulation through its ability to limit T-cell
function and engage mechanisms of immune tolerance. Finally, by manipulating amino acid
availability in large-scale screens of >500 barcoded cell lines, they have demonstrated that aberrant asparagine synthetase (ASNS) hypermethylation sensitizes subsets of gastric and hepatic
cancers to asparaginase therapy that could be applied beyond B-ALL. Together, this dataset and
the accompanying public data portal provide an invaluable resource.
Dr. Matthew Vander Heiden, from the Koch Institute for Integrative Cancer Research at MIT,
provided an overview of how metabolism supports cancer cell proliferation and how best to
target metabolism for cancer treatment. Cancer cell metabolism is heavily influenced by intrinsic and extrinsic microenvironmental factors, including nutrient availability: this can dictate
and modulate metabolic vulnerabilities. Therefore, knowledge of microenvironmental nutrient
levels is essential to understand and target tumor metabolism. Of note, many existing cancer
therapies target metabolic processes that are thought to be essential in all cells. This raises a
key question of how drugs which target these processes show a significant therapeutic index.
Utilizing quantitative metabolomics they measured the extracellular nutrient levels available to
tumors in plasma and tumor interstitial fluid (TIL) finding that nutrients available to tumors
differ from those present in circulation. Further, by comparing TIL nutrient levels between autochthonous and transplant models of murine pancreatic and lung adenocarcinoma, they found
that tumor type, anatomical location and diet affect local nutrient availability. This leads to different cells being more reliant on limiting nutrients for different metabolic processes, creating
a framework to understand how cancers become differentially sensitive to agents which target
otherwise essential pathways.
Dr. Catherine J. Wu from the Dana Farber Cancer Institute closed the last session with a talk
about lights and shadows on the cancer immunotherapy. The recent successes in this new therapeutic approach have motivated intense investigation on the molecular and cellular determinants of therapeutic response. The generation of broad computational and analytic tools to
directly probe human samples has led to the emergence of systematic approaches to meet this
challenge. At the heart of productive antitumor immune responses is the interaction of the T
cell and the antigen presenting cell, with recognition of antigen by the T cell receptor (TCR).
These interactions are further impacted by the heterogeneity of the immune cell populations within the tumor microenvironment. While the search for immunogenic tumor antigens has been
the subject of decade-long studies, multiple lines of evidence have compellingly demonstrated
tumor neoantigens as an important class of immunogens. Neoantigens arise from amino acid
changes encoded by somatic mutations in the tumor cell and have the potential to bind to and
be presented by HLA molecules. Using next-generation sequencing approaches, it is possible to
systematically identify mutations leading to amino acid changes that can be potentially recognized immunologically through the implementation of neoantigen discovery pipelines. Dr. Wu’s
team demonstrated that neoantigen load is associated with clinical response to immune-based
therapies, and neoantigens can be safely and feasibly targeted to generate customized cancer
vaccines. Pilot clinical trials that utilize personal cancer vaccines in melanoma and glioblastoma
11
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More than 220 Italian and European researchers, many of them young, attended the meeting.
Among the presented posters (28), the best three were selected and granted the “Begnudelli
Awards”: (i) Daniele di Biagio and (ii) Marco Montagner both from the Molecular Medicine
Department of the University of Padua with two posters respectively entitled: “The SWI/SNF
complex is a mechanoregulated inhibitor of YAP and TAZ” and “Cross-talk with lung epithelial cells regulates Sfrp2 expression enabling disseminated breast cancer cell latency”; and (iii)
Aurora Irene Idilli from the Laboratory of Experimental Cancer Biology of the Department of
Cellular, Computational and Integrative Biology (CIBIO) of the University of Trento with the
work entitled “Mechanisms of telomere maintenance in zebrafish brain tumors: correlation with
pediatric glioblastoma”.
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take advantage of synthetic long peptides as the delivery approach. Cancer vaccines can activate,
amplify, and steer the immune response toward the generation of cancer-specific T cells. As a
result, vaccine-induced, tumor antigen–specific T cells are driven into the tumor.

Fellowships

THE SIC-PEZCOLLER FOUNDATION
Patrizia Coser Fellowship

Established in 2019 in collaboration for selection and organizational activities with the Italian
Cancer Society (SIC) to honor the memory of Patrizia Coser, a brilliant and beautiful young
woman who died of a rare cancer, after a short, intense life at the age of 29.
The Fellowship aims to support on a competitive basis young Italian researchers for an annual
cancer research project, renewable for a second year, carried out in an Italian Institute.
This year 27 applications have been sent from 11 regions and 18 research Institutes.
At the 61st SIC Annual Meeting (Naples, 6-8 November 2019) Federico Gulluni (PhD) from
Department of Molecular Biotechnology and Health Sciences Torino University was awarded
the Patrizia Coser Fellowship with the research project “Defining the role of PI3K-C2α as a
new prognostic marker in breast cancer progression”.

The SIC President Gabriella Sozzi and the Pezcoller Foundation President Enzo Galligioni with Federico Gulluni, winner
of the 2019 Patrizia Coser Fellowship.
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32nd Pezcoller Symposium
Trento, Italy, June 22-23, 2020

AGING AND CANCER
Alberto Bardelli, Fabrizio D’Adda di Fagagna, Giannino Del Sal, David Livingston,
Massimo Loda, Stefano Piccolo, Maria Rescigno

Focus and Goals
Aging is a particularly prominent and effective promoter of human cancer development, but
how it operates in this regard is largely unclear. Thus, given its particularly prominent role in
clinical cancer development, the prime objective of the 2020 Pezcoller Symposium is to illuminate and decipher the nature of those key molecular and biological pathways that allow aging
to associate with human cancer development. Importantly, while the abnormal phenotypic
outcomes of this complex process are numerous, the detailed nature of the molecular mechanisms that readily connect them to carcinogenesis remains largely opaque.
For example, accumulating genomic damage, along with other age-related biological forces,
are widely believed to be major components of this complex clinical process. However, how
these age-related outcomes are so commonly translated into clinical cancer development invites ever more cogent molecular explanation.
In the forthcoming Symposium a range of insights into the aging vs tumorigenesis paradigm
will be considered. Moreover, research findings extending from basic to clinical science will be
presented and discussed.
The objective of this meeting is to evaluate, critically, the latest evidence that links components of the aging process to cancer development and to clarify, where possible, how these forces
accelerate tumorigenesis.
PRELIMINARY PROGRAM
MONDAY JUNE 22, 2020

TUESDAY, JUNE 23, 2020

8:00
8:30
8:40

Session 3, Thematic Insight Lecture

Registration
Enzo Galligioni - Welcome
David Livingston - Focus & Goals

The Enrico Mihich Lecture
Chair: David Livingston
8:50
9.35

Hans Clevers - Human organoids as models for
disease
Discussion

Session 1, Connections Between Aging and Cancer
Chair: Maria Rescigno

09.50 Elio Riboli - Nutritional and metabolic factors in
cancer aetiology
10.15 Discussion
10.30 Coffee Break
10.45 Judy Campisi - Aging and cancer: Rival demons
or reluctant allies?
11.10 Discussion
11.25 Fiona Watt - Understanding cell heterogeneity in
multi-layered epithelia
11.50 Discussion
12.05 Juan Carlos Belmonte - Aging and Regeneration
12.30 Discussion
12.45 Lunch

Session 2, Longevity, Senescence, Premature Aging
and Cancer Genomics
Chair: Giannino Del Sal

14.00 Anne Brunet - Mechanisms of aging and suspended life
14.25 Discussion
14.40 Manuel Serrano - New opportunities to treat
aging-associated diseases: cellular senescence
and reprogramming
15.05 Discussion
15.20 Tom Misteli - Learning from premature aging
15.45 Discussion
16.00 Serena Nik Zainal - Somatic mutagenesis in
normal and cancer cells
16.25 Discussion
16.40 Poster Session
17.30 Adjourn
20.00 Symposium Dinner
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Chair: Stefano Piccolo

08.30 Gerard Evan - Aging as a Cancer Risk Factor
09.15 Discussion

Session 4, Neoplastic Outcomes Associated with
Aging
Chair: Massimo Loda

09.30 Myles Brown - Essential cancer genes and cistromes
09.55 Discussion
10.10 Peter Miller - Clonal hematopoiesis in malignant
and non-malignant disease
10.35 Discussion
10.50 Coffee Break
Chair: Fabrizio D’Adda di Fagagna
11.10 Phil Jones - Pro- and anti-oncogenic mutants
colonise normal epithelia
11.35 Discussion
11.50 Jan Karlseder - The regulation of proliferative
boundaries in cancer
12.15 Discussion
12.30 Joachim Lingner - Telomeric proteome analyses:
how to prevent the DNA damage response from
getting out of control
12.55 Discussion
13.10 Lunch
14.10 Luca Magnani - Aging, breast cancer and chromatin: old wine or old oak?
14.35 Discussion

Session 5, Unexplained Outbreaks of Colorectal
Cancer in Young Adults
Chair: Alberto Bardelli

14.50 Gianluca Mauri - The emerging challenge of
early-onset colorectal cancer
15.15 Discussion
15.30 Comments from Speakers + audience
16.10 Poster Discussion and Poster Presentation (led
by M. Loda)
17.00 David Livingston
Concluding Remarks
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