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Confocal microscopy analysis of pancreatic adenocarcinoma primary cell culture fluorescently
labelled with phalloidin (Red), to stain actin filaments, and anti-hMENA antibody (Green) to detect
the actin regulatory protein hAMENA. DAPI was used to counterstain nuclei. The image was acquired
with Zeiss LSM 880 with Airyscan confocal laser scanning microscope equipped with a 63X 123
NA oil immersion objective.

Courtesy of Francesca Di Modugno
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CEO MESSAGE

Dr. Francesco Ripa di Meana

Dear Readers,

The activities carried out in 2018 were centred at re-
launching the Institute firstly in scientific research,
in order to regain and strengthen its national and
international competitive position and also through
drafting up important collaboration agreements,
reorganising the corporate enterprise and boosting
activities and opportunities to compare and discuss
results on an international scale. In regards to the
health care assistance we provide to our fellow citizens,
we focused primarily on rethinking patient care and
expanding future medical activities more and more on
precision medicine.

We achieved several significant milestones in 2018.
The first achievement was having emerged from the
regional financial administration we were under (a
plan to restore the Institute’s debt). The second, was
having obtained an increase in research funding from
the Ministry of Health and the third, was having
received funding from the Lazio Region in order
to hire professional staft and invest in technological
resources. This year, we celebrated 10 years of robotic
surgery, since it was first introduced in our Institute. It is
important to highlight that we are the only Institute in
all of Ttaly that adopts robotic surgery across all surgical
specialties. We are also going ahead with building the
first public Proton therapy unit in central Italy. It is
a high precision instrument used to defeat several
types of cancers. We also established the Molecular
Tumor Board and the Phase 1 Clinical Center, which
are among the first public centers in Italy. This led to
new avenues in collaborating with pharmaceutical
companies that require sound expertise.

The partnerships made with important and well known
Institutes not only boosted our research activities, but
reinforced our institute as an expert hub and assigned
coordinators for regional and national projects. Our signed
partnership protocol with the first University of Rome, La
Sapienza, guarantees exchange training programs in higher
education for young graduates and lays the foundation for
establishing other agreements in the field of molecular
research in sharing expertise and data.
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At an international level, we encouraged to create
collaborative partnerships with other Institutes to
improve the quality and level of competitiveness of the
scientific research produced, professional development
as well as develop new clinical strategies for treating
cancer patients. For instance, an example of this, is the
agreement made with the St. Petersburg clinical center
for Specialized Types of Medical Care (Oncologic). We
also hosted various delegations from Asian countries
with whom specific collaborative agreements
are currently being made. Also this year, the IRE
International Scientific Advisory Board (ISAB) meeting
was held in order to assess our Institute’s resources and
research activities which provided us with valuable
insight and advice on implementing the strategic plan.
Another significant historical event that occurred is
the ongoing expansion of the clinical-scientific and

educational activities carried out in African countries
by the San Gallicano Dermatological Institute.




Our clinical and research activities are strongly
oriented towards precision medicine which has lead
to forming a working group that focuses on gender
medicine. Together with the Ministry of Health and
implementing ofticial decrees, it is committed to
spreading the gender approach. This is an additional
investment made towards future health care.

Together with diagnostic and clinical strategies, we
also developed cutting-edge management models
(risk management and quality, data management,
information systems, databases and biobanks, etc...
Our motto “Putting the patient first” is not only a
simple slogan we use but it is what we base our entire
work ethic on.

The field of medicine continuously undergoes
constant changes and therefore the organizational
set-up for taking care of the patient must also make
adjustments accordingly. We have therefore redesigned
the organization (Corporate act) taking on more
transversal and complementary structures, thus favoring
the multidisciplinary approach that characterizes the
Diagnostic Therapeutic Pathways (PDTA) and Disease
Management teams that are ever on the increase for
specific diseases.

We also developed and tested a new model for
“cancer patient care pathways” that follow surgery,
dermatological and rare cancers. Within the model, we
included certificates/referrals that are prescribed by
specialists and are available on demand for the user.
From the time of diagnosis, it also allows rapid access
to the rights of disabled patients with cancer. The
procedure was implemented due to the experimental
protocol signed by INPS (National Institute for Social
Security) and approved by the Lazio Region, which
will soon extend the model to all health care facilities.
The key word is innovation for scientific research and
treatment institutes, as well as for fields of technology,
digital, innovation and patient empowerment.

Based on this, let’s build the future of IFO together!
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SCIENTIFIC DIRECTOR MESSAGE

Prof. Gennaro Ciliberto

Dear Readers,

I am very pleased to introduce to you the 2018
Scientific Report of the IRCCS Istituto Nazionale
Tumori “Regina Elena” of Rome.

The Institute is part of a larger Institute called the
Istituti Fisioterapici Ospitalieri that embodies also the
IRCCS Istituto Dermatologico San Gallicano, and is
now in a very positive place after having gone through
years of management instability.

After 10 long years of being governed under the
regional financial re-entry plan, the Institute finally
saw victory in the year 2018. Apart from reaching
the latter milestone, 2018 also represents the year of
opportunity, seeing the implementation of the new
multi-year hiring plan as well as other important
initiatives of the larger strategic plan which was
conceived in 2017. It is in this regard that I would like
to highlight that both myself and the ISG Scientific
Director, Prof. Aldo Morrone, work in perfect synergy
with the Director General, Dr Francesco Ripa di
Meana, the Chief Medical Officer Dr. Branka Vujovic
and the Administrative Director Dr. Laura Figorilli on
common goals which include improving the efficiency
of clinical care and the full integration of clinical and
translational research for the shared benefits of patient
centered care.

In regards to the specific scientific achievements of the
Regina Elena National Cancer Institute, we were able
to maintain the same high level of scientific productivity
as the previous year which is reflected in the number of
papers published in prestigious international journals.
Furthermore, the Institute’s performance in terms
of attracting competitive grants has been superior to
previous years with an approximate 25% success rate in
grant applications.

I would also like to mention that the translational
research groups have continued their activities as
highlighted in other sections of this report. In particular,
I would like to draw attention to the Melanoma Group
who in collaboration with the Istituto San Gallicano
conceived the Melanoma 4 project, the Rare Tumor
Group which set up the Euracan database that tracks
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all new patients with rare cancers in adults under our
care, the Brain Tumors Group which has started to
elaborate a new research plan directed towards the
study of gliomas using a radiomics approach.

In March 2018, the first international workshop on
tumor evolution and heterogeneity of the cancer
genome was held at the Istituto Regina Elena. The
workshop was organized by Oreste Segatto and Rita
Falcioni and saw the participation of prestigious
scientists from the USA, Europe and Italy.

On 15th November 2018 another important event
was the visit of the renewed International Scientific
Advisory Board. This event is described in detail in a
dedicated section of this report. It was an important
opportunity to have our research assessed by a panel
of world class and highly qualified scientists where we




received a series of important recommendations for
the future direction of our Institute.

Finally, 2018 saw the start of our Molecular Tumor
Board which initiated in September. Our MTB is
among the first ones to be officially established in Italy.
It is composed by a multidisciplinary team, as detailed
in a dedicated section of this report. Within the spirit
of implementing the concept of precision medicine in
oncology, its main goal is to address complex cases of
cancer patients who have exhausted standard therapies

options and who are affected with malignancies with
potentially actionable variants identified by deep
molecular profiling, for which no approved anticancer
drugs are available.

In summary, our Institute is constantly striving to
improve its scientific performance through introducing
innovative  practices and  establishing
integration between all disciplines.

Finally, T would like to thank everyone who has
contributed to realizing this scientific report.

synergic
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Dear Readers,

[ have been the Corporate Health Director of the IRCCS

[FO since 2017. In the first year of my administration, |

was dedicated to getting to know IFO and understand the

differences between the two “hearts” that make it up: the

Regina Elena Institute and the San Gallicano Institute.

In addition, my attention was also focused on the following

general objectives:

¢ support patient-centered care in every care unit;

¢ promote the multidisciplinary and multiprofessional
approach;

* encourage the integration between research and clinical
practice, also through the work of translational research
groups,

The above objectives remain constant over time and across

the two Institutes.
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MEDICAL DIRECTOR MESSAGE

Dr. Branka Vujovic

y

The Regina Elena National Cancer Institute, for a
Corporate Health Director, is an opportunity to be
continuously challenged in knowing how to combine
both passion for research of care teams to patient care and
to carry out activities concerning the clinical governance
in this context. It is for this reason,in 2018, much attention
was paid to constructing the IFO Triennial Strategic Plan
and focusing on the role Regina Elena Institute plays
within the Plan.

The main operational objectives pursued and implemented
in 2018 were:

1. to increase existing Disease Management Teams
and expand on the clinical conditions assessed, and
patients cared for, treated and followed over time in a
multidisciplinary manner;

2. to offer advocacy and provide more visibility to the
professional groups or Clinical Centers dedicated to



the diagnosis, management, follow-up of patients directed towards the Institute’s process efficiency,
with rare tumors and rare diseases; technostructures, and improvement in patient care.
3. to create opportunities for the visibility of the Throughout 2018, the Corporate Health Office also
intellectual and professional resources of doctors, pursued the objective of facilitating access to health
biologists, psychologists, nurses, technicians and care, which entailed activating the “Oncology Desk”
other health care staff present in the Regina Elena the main point of contact for coordinating patients
Institute and TFO; for diagnostic tests, introducing Disability Certificate

services so that patients can obtain them directly within
the Institute which are then sent to the National Social
Security Institute (INPS) as well as working towards
reducing the time required to pay legal benefits.

4. to actively participate in opportunities for discussion
on research and clinical studies, through specific
Commissions / Committees;

5. to be certified for Phase 1 experimental activities
and the Clinical Trial Center;

6. to be certified in operating the Biobanks, in order to
make patient care possible, and draw on research in
the field of cancer genomics;

7. tosupport the development of all innovative activities
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QUALITY, ACCREDITATION, CLINICAL RISK
MANAGEMENT (QuARC) UNIT

Head: Dr. Assunta De Luca

Mission

To improve integration between health professionals
directly involved in care, assistance, research and the
administrative component in order to better understand
what are the improvement initiatives to ensure “quality”
and “safe” care.

In particular, the Unit QuARC:

e defines the areas for the elaboration of Protocols,
Procedures, Operating Instructions according to
Evidence Based criteria;

* coordinates the study groups set up for the elaboration
and dissemination of shared responsibility tools based
on Quality Management System (QMYS)

* adopts and implements the clinical risk management
process for medical, nursing, technical health,
rehabilitation, research and support (administrative)
activities with the involvement of health and non-
health professionals;

* To contribute to the verification and evaluation of
the Quality System in accordance with the UNI
EN ISO 9001 Certification and other Accreditations
processes as OECI, JACIE etc;

* Propose organizational models aimed at preventing
clinical risk.

Main activites 2018

* Awarded UNI EN ISO 9001:2015 certification for
all IFO (clinic, research and administrative units),

* Awarded National Italian Transplant Center
certification for Owvarian tissue and fertility
preservation Bank and for Skeletal Muscle Tissue

Bank

* Supported Joint Accreditation Committee ISCT-
Europe & EBMT (JACIE) accreditation for
Ematology Unit

o Implemented all activities of “Annual Risk
Management Plan - PARM” for 2018
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* Educational and training program which consists

of:

1. Residential course (theoretical-practical) on
quality system and risk management repeated in
several editions, for the QuARC” local referents
and health personnel

2.On-the-job training in the individual departments/
services through the application of the tools
quality proactives (FMEA, Cynical Audit, M&M
review)

3.Training on the Quality System instruments and
dissemination of procedures that implement the
recommendations of the Ministry of Health on
“sentinel event” with repeated meetings with the
“QuARC local referents” and the health care staff
with explanation of the recommendation and its
simulation.

Resources

The QuARC Unit is made up of a medical hygienist, a
nursing coordinator with proven experience in quality
and clinical risk management, a nurse dedicated to the
management of healthcare-acquired infections (HAIs)
and an administrative expert in the management of the
incident reporting information system (SIMES) and
of the monitoring flows of adverse events and of all
administrative support activities in the Unit.

The QuARC Unit spreads the culture of QUALITY
and of a correct management of the CLINICAL RISK
through The “IFO network for quality and safety of
care” composed by “local referent” for each IFO’s
service (clinic, research and administrative).



PHARMACOVIGILANCE UNIT

Head: Felice Musicco, Pharmacist

Mission Clinical Activities

* Supporting and promoting reports of suspected drug
adverse reactions (ADR); Activities in clinical wards
to promote ADR reporting with doctors, nurses,
technicians, etc.

* Number of ADR reports registered in RNF: 56

* Drug safety information to doctors: highlight and
internal transmission of alerts published by regulatory
agencies (EMA, AIFA)

* Monitoring safety of medicines: collect, assess, report, _ T
* Hospital reports, guidelines, procedures:

and analyze adverse events
- Updated procedures to report ADR  to drugs

* Registering and updating ADR reports in the National ) _ :
published on the hospital website

Network of Pharmacovigilance (Rete Nazionale di

Farmacovigilanza RNF- AIFA) also in collaboration - Participation in OECI and other certification
with QPPV of Pharmaceutical Industries and the activities
Lazio GLASS pharmacovigilance regional group
* Review of research study protocols, pharmacovigilance Research Activities
section

' . _ * Draft of Internal Procedures to report adverse drug
* Reporting ADR in research studies reactions in clinical trials

* Member of the Lazio Regional Panel for * Preparation and review of the pharmacovigilance

pharmacovigilance section 1in interventional and observational study
* Registered PV person in EMA for [FO protocols
* EudraVigilance Training Course in San Marino
Publications

1. II valore economico del beneficio clinico in oncologia: considerazioni economiche secondo la valutazione ESMO
Ruggero Lasala, Fiorenzo Santoleri, Alessia Romagnoli, Felice Musicco - Giornale Italiano di Farmacia Clinica 32 (4),
160-168 - 2018
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EDUCATION AND TRAINING UNIT

Head: Dr. Tiziana Lavalle

The IFO, as a Healthcare Company, has been identified
by AGENAS (National Agency) as provider no. 1270
for Continuing Medical Education both for residential
methodologies (RES) and, since June 2018, for field
training methodologies (FSC).The [.LEO. has a Education
Area “Raffaele Bastianelli”, which houses 3 classrooms,
respectively of 199, 90, 50 seats and the Training Service
is made up of 1 manager and 4 collaborators, two with
a health-care profile, two with an administrative profile.
The Budget made available to the Training Service was
€ 320,000, to be used for internal and external training
events, internships and for the management of the
activities supporting training events in the Education
Area “Raffaele Bastianelli”.

In 2018, the Company Training Plan (PFA) was
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approved with resolution no. 238 with a schedule of
n. 158 training events, to which were added the events
gradually created as business needs.

In 2018 has been concluded no. 99 ECM accredited
events, of which 50 scheduled with a single edition,
11 scheduled with a total of 32 re-editions and n. 6
extemporaneously requested. All courses produced 792
hours of training attended by 1980 professionals.

The events took place at the “Raffaele Bastianelli”
Education Area, at the Patient’s Library computer room
and other Meeting Rooms for small groups.

The Training Service of IFO managed, cooperating
with the Scientific Direction, internship and fellowship
for 84 students of eight Universities.

1



ADMINISTRATIVE DIRECTOR

Head: Dr. Laura Figorilli

Administration Office

Nicoletta Avitabile
Santina Paola Cocuzza

The Administrative Officer manages and coordinates
the administrative activities of the entire Institute, and
considers the independence of each departmental unit
(UOC). Furthermore, they have the responsibility of
facilitating the strategic planning process along with
setting up the conditions in order to verify efficiency,
effectiveness and quality of the administration activities
of the Institute.

The Administrative Officer works side by side the
General Director in the administrative, financial and
organizational management of the Institute, ensuring
that all the necessary administrative interventions are
implemented in order to carry out the activities of all
the structures within the Institute. The Administrative
Ofticer is also responsible for guaranteeing transparency
and the regularity of all administrative activities. The
Administration Officer provides their approval of the
deliberative acts that are proposed by the Departmental
Directors (UOC) and are adopted by the General
Director

The Administration Oftice deals with all the technical/
administrative activities supporting health care services
and both Scientific Directions concerning research
matters.

The Administrative Officer:

* as a member of the Strategic Management, plays an
active part in IFO’ decision-making processes, such
as establishing strategies for corporate development
and innovation programmes, setting priorities
and allocating resources to the various corporate
functional areas;
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ensures the integration and harmony of administrative
procedures of all the organisational structures of
the institute, as well as leads the activities of the
administrative organisational structures, promoting
innovation and development;

works closely with the Chief Medical Office toward

developing new forms of integration between clinical
and research areas;

collaborates with the regional structures involved in
the various business processes;

cooperates with other health care structures within the
territory for developing and producing a synergistic
network for the healthcare system.
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OFFICE OF RESEARCH ADMINISTRATION (SAR)

Head: Dr. Cinzia Bomboni

Staff

Giovanni Cavallotti
Maria Assunta Fonsi
Giuseppina Gioffre
Annalisa Marini
Samantha Mengarelli
Catia Minutiello

Mission

The Research Administration Office (SAR) provides

administrative support to the Scientific Directorates

and researchers of the Regina Elena Institute and the

San Gallicano Institute by carrying out the following

activities:

* approve/modity/disapprove protocols of paperwork
and storing all documents electronically;

¢ Prepare administrative procedures for creating and
establishing research agreements, managing all
expenses relating to funding from the Ministry of
Health (Ricerca Corrente) and research funding from
specific targeted projects (Ricerca Finalizzata) and
related reporting;

¢ Create administrative procedures for drafting
conventions regarding clinical trials and projects
approved by the Ethics Committee and related
reporting;

* Coordinate  Conto

Capitale  Grant funding

measures,;

* Prepare administrative procedures for employing
research collaborators and administrative support
staft by through flexible contracts funded by research
grants;

* Manage reimbursement of various types of
expenditures for both permanent and non- permanent
staft (missions, publications, staff development courses,
etc.);

This office is under the supervision of the Administrative

Director of the Institute where it carries out all assigned

tasks as well as liaising with the Human Resources Unit,

Economic Resources Unit, the Decision Making Acts
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Department, Occupational Medicine, in addition to the
various Project Managers of specific targeted funded
projects.

Activities

During 2018 the SAR dealt with managing the
administrative and economical aspects of public and
privately research projects funded by the Regina Elena
Institute (IRE).
The SAR handled the administrative and accounting
procedures of all expenses concerning Ricerca Corrente
2018 funding (€3.372.599,57) for IRE and prepared the
economic report for Ricerca Corrente 2017 funding
(€3.534,201.08). This office also handled Ricerca
Finalizzata funding for a total of € 4.339.433,85
In the same period, the SAR Office was appointed
Coordinator of the Conto Capitale procedures and
responsible for following up on all the procedures
between the Services involved making sure all steps in
process are done accurately. In particular, decrees set
up in 2018 were prepared to concede the loans in the
Conto Capitale 2016-2017, seeing the SAR assisting the
Scientific Directorates with gathering the appropriate
documentation to provide the Ministry of Health.
The SAR office also signed the provision of onerous
agreements (within the scope of approved projects)
andfree of charge licence agreements. During 2018,
the SAR continued to manage projects from previous
years, handled more than 170 projects and supported
new projects in regards to budgets and new applications.
For all the funded projects listed above, the SAR office
followed through with all the administrative procedures
concerning related expenditure.
In summary, during the 2018 the following activity
were performed:

1. Reforming, analyzing and implementing a

recruitment legislative framework;

o

Drafting Company Regulations on recruitment
procedures for the fixed-term projects, managing
projects pursuant to art. 15 septies, scholarships,
self~employment, approved by legislative decree
no. 972 of 23.11.2017;
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Public calls for Co.Co.Co projects;
Extending renewing  Co.Co.Co
contracts funded by research projects;

contracts,

Scholarships and scholarship renewals;
6. Occasional and intellectual work contracts

Withdrawal from Co.Co.Co contracts or
scholarships

8. Taking care of all procedures relating to maternity
leave and return from maternity leave;

9.  Preparing and updating administrative paperwork
according to different legislative regulations;

10. Developing, managing and updating databases
relating to the various types of contracts for internal
use (Scientific Management, Administrative
Management, Personnel Office, Transparency)
and external use (Ministry of Health).

Together with TTO, the SAR Oftice assists and supports
researchers in the management of intellectual property,
following all stages of the patenting process right through
to the commercialization of them.

In 2018, 2 new national patent applications and 1 new
PCT patent application were filed. A total of 13 patent
families (IT, EPO and PCT) were managed.
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During 2018, the SAR office activated more than 70
decrees relating to the acceptance of clinical trials.
After the Finance Office issues the invoices and
monitors the receipts, the SAR Office prepares the
financial statements for each study, where it acquired
invoices and distributed them among the departments
with regulations outlined in the decree (Administration,
Pharmacy, Scientific Oftice, Other Departments/
Oftices involved in the study, PI or UOC coordinator
of the study) and followed the administrative procedures
relating to handling expenses on the proceeds of the
clinical trials.
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GOODS AND SERVICES ACQUISITION UNIT

Head: Mr. Giovanni Paolo D’Incecco Bayard de Volo, Lowyer

The Goods and Services Acquisition Unit

deals with suppliers and providers for the needs of the
patient in hospital for what concernes medical device,
medications, reagents, laboratory materials, laboratory
equipment.

Staff

Mirs Cristina Corsi
Mrs Zoe Tonda

Mrs Carol Scioscia
Mrs Giovanna Surace
Mrs Gabriella Ingrosso
Mrs Anita Fiumara

Mrs Cinzia La Padula
Mr Giovanni Ricci

Mr Fabrizio Gatto

Mrs Tiziana Chiari

Mr Massimiliano Romano
Mrs Angela De Simone
Mr Antonio De Paolis
Mr Domenico Fiorillo
Mr Gianluca Murru
Mrs Piera Brugnoli
Mrs Barbara Filipponi
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The staft is organized in four different purchasing areas:
medical device; medications, reagents and laboratory
materials, bursar, and an independent purchase section
dedicated to the research. This section deals with the
purchasing for the “current and finalised” research.
It is funded by public and private entities, and by the
European Community. Around a thousand procurement
procedures are executed every year.
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| CONTROL AND VERIFICATION BOARD

President
Prof. Paolo Marchetti

Members

Prof. Angela Santoni
Dr. Roberto Scrivo
Prof. Maria Rosaria Torrisi

Decrees sanctioned by the President of the Lazio
Region n. T00238 8.08.2013, n. TO03568 20.11.2013
and approval from Health Minister (Prot. 8474
24.10.2013), active since December 2013 (IFO decree
n. 959 6.12.2013) The Control and Verification Board
determines the direction and objectives of the Institute’s
activities on an annual and multi-annual basis and
verifies all activities carried out and the results achieved
by each Department.

The Control and Verification Board determines the
direction and objectives of the Institute’s activities on an
annual and multi-annual basis and verifies all activities
carried out and the results achieved by each Department.
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| SCIENTIFIC DIRECTORATE

There is an organizational structure specifically for
research and development in oncology which culminates
in the office of the Scientific Director

The Scientific Director to accomplish his goals is
supported by the Scientific Directorate Offices:

Secretariat:

The secretariat office supports the scientific director
in carrying out the function of coordination and
promotion of research.

Library:

The Istitutional library accomplishes the following duties:
provision of scientific documentation; biibliographic
researches at the request of healthcare professionals;
training services for the use of electronic resources
also with personalized mini-courses for institutional
users and for patients and families; management and
updating of the bibliographic patrimony; collection for
archiving of institutional publications; collaborates in the
generation of the yearly report of research productivity
(publications) to the Ministry of Health (Research
Workflow)

Grant Office (GO):

The activities of the IRE GO are: communication,
promotion, support and centralisation of project
submission procedures. The GO manages and
coordinates all project submission activities with the
aim of promoting productivity and competitiveness of
research. Every year on average the GO supports and
coordinates more than 100 applications to competitive
grants, Furthermore, the GO helps coordinationg the
generation of the yearly report of research productivityto
the Ministry of Health.
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Technology Transfer Office (TTO)

The Technology Transfer Oftice (TTO) operates within
the Scientific Directorates and cooperates with the IFO
Patent Committee established by resolution no. 725 of
01.08.2016.

The TTO brings together the researchers’ inventive
proposals, promotes their protection and technology
transfer. To this end, it assists and supports researchers
in the management of intellectual property, from the
start of the patenting process to external licensing or,
alternatively, to commercial exploitation.

Clinical Trial Monitoring

Provides support during the activation, management,
reporting and data processing of clinical tirals; manages
IRE clinical database trials/SMART clinical trials
platform; generates the yearly report of clinical research
activity (number of active clinical trials, number of
patients involved, ect.) to the Ministry of Health
(Research Workflow).

IRE Biobank - BBIRE

BBIRE is an oncological biobank established with the
main purpose of supporting medical-scientific research
by providing high-quality biological samples, accurately
annotated, necessary for carrying out research aimed
at improving the characterization of difterent types of
neoplasms and at the identification of new prognostic
factors related to the development and metastatic
dissemination of tumours. BBIRE participates in the
National Network of Oncological Biobanks “RIBBO”
and in the European infrastructure of Biobanks and
Biomolecular Resources “BBMRI-IT” (Italian Node of
the European Biobanking and Biomolecular Resources
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Research Infrastructure). In the last years BBIRE has
grown up to collect more than 10.000 tumor samples
and more than 70.000 plasma samples from cancer
patients, which are available, upon request to a steering
committee, for research purposes.

Clinical Trial Center - CTC

The Clinical Trial Center (CTC) is an organizational
Unitshared between Istituto Nazionale Tumori Regina
Elena and Istituto Dermatologico San Gallicano, that
centralizes and unifies the coordination and monitoring
of clinical trials, with the aim of providing management,
methodological and biostatistical services to researchers,
also promoting collaboration between them. Data
Managers and Research Nurses supporting clinical trials
are managed centrally by a CTC coordinator. Within
the CTC 1s located the Secretariat of the local Ethical
Committee. CTC provides a support, to the internal
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operating units, for the entire clinical trial process.

Technical-Scientific Committee - CTS

The CTS is an advisory and a supporting body for the
clinical and research activities of the Institute and is
chaired by the Scientific Director of IRE. According to
Regional Law 2/2006 art. 9, is composed of ten other
members appointed by the Board of Directors. The CTS
is informed in advance of the scientific objectives by the
Scientific Director and evaluates the annual report on
scientific activity.

Experimental Research activities are carried out in the

Department of Research, Advanced Diagnostics And
Technological Innovation Department
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IRE Scientific Productivity years
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Graph A - Distribution of the main National and International funding sources supporting IRE research
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Graph B - Details on Mational and International grants source funding
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| INTERNATIONAL SCIENTIFIC ADVISORY BOARD (ISAB)

During 2018, the IRCCS Regina Elena NATIONAL
Cancer Institute decided to renew its International
Scientific Advisory Board (ISAB). With decree No.
532 dated 10 July 2018, the following members were
nominated by the Scientific and Technical Committee
(CTS):

e Prof. Andrés Cervantes, Professor of Medicine at
the University of Valencia, Head of the Department
of Medical Oncology at the Hospital Clinico
Universitario de Valencia - General Director of the
Biomedical Research Institute INCLIVA;

* Prof. Henning Walczak, PhD Scientific Director of the
Cancer Resecarch UK-UCL Centre;

* Prof. Andrew V. Biankin, Regius Chair of Surgery/
Director of Translational Research Centre, University
of Glasgow;

e Dr. Francesco M. Marincola, Chief Scientific Director
Refuge Biotechnologies, Inc. Menlo Park, California;

* Prof. Anne Willis, Professor A E Willis OBE - Director,
Medical Research Council Toxicology Unit, MRC
Toxicology Unit, Leicester;

* Prof. Vincent Gregoire, MD, PhD, Hon FRCR (IE),
Hon FRCR (UK) Département de Radiothérapie
- Radiation Oncology Department - Centre Léon
Bérard - Léon Bérard Cancer Center;

* Prof. Amanda Psyrri, Chief of Medical Oncology and
Assistant Professor of Medicine, Institution Attikon
University Hospital Department Medical Oncology
Dept., Athens;

* Prof. Pierre-Alain Clavien, Chairman of Department
of Surgery & Transplantation, University Hospital of
Zurich, Switzerland

Scientific Report 2018

The first ISAB meeting was organized at IRE by the
Scientific Directorate on November 15th 2018. Due to
prior commitments only five ISAB members were able
to attend: Andres Cervantes, Andrew Biankin, Francesco
Marincola, Anne Willis, Amanda Psyrri and Pierre-Alain
Clavien.

During the meeting, the ISAB members had the
possibility to learn about translational research carried
out at the institute through presenting key programs as
well as via face-to-face meetings with several researchers.
The meeting ended in a closed session among the ISAB
members followed by an encounter with the Scientific
Director and the Director General to present their first
teedback. This first feedback session was then followed
by a written report which was sent to the Scientific
Director containing general comments and a series of
recommendations made by the ISAB committee.

Below are the general comments and recommendations
expressed by the ISAB board:

Overall the panel considered that there was great potential at
the IFO/IRE and the leadership should be congratulated on
what has been achieved to date. The foundation for additional
growth is strong, and the challenge now is to define a strategic
path forward in a focused way that capitalises on strengths and
creates critical mass and efficiency for optimal competitiveness. The
following comments are the cumulative thoughts of the SAB affer
a day of interaction with IRE leadership and staff.

At the current time, it was not clear what was unique about
the Institute and a unifying strategy is required to allow better
translation of the scientific outputs into new clinical practise. This
is understandable and expected, a challenge for many advanced
institutes that grow rapidly. These challenges have been recognised
by the leadership of IRE, leading to, amongst other efforts, to the
convening of this SAB.

A short and long term strategy needs to be more clearly defined
that would delineate IRE from other institutions. For example,
it was agreed that most cancer treatments in the future will
involve combination therapies. Therefore a strategy should include
the rationale for the selection of combinations based around the
cancer-, immune-biology and discovery biomarker research that is
carried out by scientists at the IRE.

Based on the inputs provided by ISAB members, the
IRE scientific directorate has started to coordinate the
elaboration of a strategic plan for research as one of the
main objectives for year 2019.
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LIBRARY

Head: Dr. Gaetana Cognetti

T
[SLLIRLLT S

Administrative Staff

Domenico Verbicaro

Professional staff

Francesca Servoli, Graduated Specialized Librarian
Virginia Scarinci, fellow

Mission

Aim of the Library is to guarantee easy access to updated
scientific documentation, most on electronic support.
Apart from acting as a library, it should also be considered
a knowledge Centre which facilitates access to relevant
documentation in order to favour the best clinical
practices and the choices of patients. The Knowledge
Centre aims to contribute health information literacy
also promoting the exchange of information between
different professional areas.

Location

The Library is located near the main entrance of
the Institute and offers a multimedia room with 15
computers. The Patient Library is located, since 2005,
in a dedicated room providing quality information
through professional staff and civil service volunteers
using booklets for patients, scientific databases and
trusted health portals.

22

Services

* The Library offers its services to the medical
staft. The Library supports research activities by
offering scientific information, documentation and
education.

e The Library supports the institutional clinical
staff offering: consultation of the main biomedical
databases; document delivery through interlibrary
exchange system, NILDE (in 2018 total borrowing
289, total lending 145); organisation of training
courses; the librarian staft offers also support to the
bibliographic searches, systematic reviews and meta-
analyses. The main activities of the library consist of
managing: monographs and periodicals following
international standards and updating of national
union catalogues; reference desk also through the
personalized service Book a librarian, tailored courses
on demand by the users (31 meetings in 2018). In
2018, thanks also to the Bibliosan Network, the
Library subscribed electronic resources: thousands of
on line journals, databases as Embase, Scopus, Web of
Science, Journal Citation Reports, BMJ BestPractice,
Cochrane Library, Faculty 1000, Cinahl, etc.

* Inventory and accommodation of the library’s paper
heritage.
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e The Patient Library offers information, using-
booklets, databases and quality websites. Patients
and their relatives can also use the multimedia room
with Internet connection. There is also a Library for
recreational reading. Since 2005 about 2000 patients
and their relatives visited the Library. In 2018, 55
patients and family members asked for information
(30 tailored search using Internet portals and websites
and about 60 information booklets delivered).

Research Activities

The Library is involved in wvarious rescarch and
cducational activity and participates in library networks.
The Library collaborated with a project about health
information literacy in old age population promoted
by the Pescara AUSL. The results of the survey will
be published in 2019. Library staft’ was also involved
in the organization of scientific events, also reporting
and presenting posters in various mecting in Italy and
abroad. As far as information literacy is concerned, the
library has organized: 4 CME courses on scientific
documentation and narrative medicine, the participants
were about 50, The Library has organized also courses
concerning Bibliosan’s resources and a course for nurses
involved in carly phase clinical trials. The library staft
is involved in the teaching and tutorship of the most
courses organized on site.

The Library coordinated the OECI Improvement
Plan on patient involvement and ecmpowerment,

concerning humanization of the care, communication
and information and produces and updates a census
and a leaflet of the activities and services for patients
offered by associations and institutional units inside the
Institute. In 2018 Ethics Committee approved INFO
RP - An observational study of information prescription in
Italy. Patients will be directed to the consultation of
information at the Patient Library, with prescription
pads signed by the medical staff of the Endocrinology
Unit.

The Library staff participates in the working group for
the reporting of the Institute’s scientific activity, required
annually by the Italian Ministry of Health, and manages
the institutional archive of publications.

All Library activities have been automated using of
electronic shared systems. In particular, the Library
participates in the following networks:

e 1. National Library Service (SBN) - the Library’s
books are catalogued following the MeSH (Medical
Subject Headings) and the National Library of
Medicine (NLM) Classification;

e 2. Network Inter-Library Document Exchange
(NILDE) - document delivery service for exchanging
scientific articles.

e 3. National Union Catalog of Periodicals
(ACNP) for the cataloguing and management on the
web of the periodicals;

e 4. Library Network of Biomedical Research
Institutes (Bibliosan);

Publications

1. Cercato M.C. C, E., Fabi A, Bertazzi I, Scarinci V, Franceschini A, Cognetti F Cenci C. Narrative Based Medicine: A
Digital Diary during Chemotherapy Treatment to Personalize Patient Care (Pilot Study). Tismori Journal. 2018 104(4S):
194 (S40)a

2. Grassadonia A, Sperduti 1,Vici P, Iezzi L, Brocco D, Gamucci T, Pizzuti L, Maugeri-Sacca M, Marchetti P, Cognetti G, De
Tursi M, Natoli C, Barba M, Tinari N. Effect of Gender on the Outcome of Patients Receiving Immune Checkpoint
Inhibitors for Advanced Cancer: A Systematic Review and Meta-Analysis of Phase III Randomized Clinical Trials.
J.Clin.Med. 2018 Dec 12;7(12): 10.3390/jcm7120542a 1F:5.583.

3. Cognetti G. La chiave della salute sta in biblioteca. Biblioteche specializzate e Biblioteche di pubblica lettura al centro
dell’ informazione sanitaria per i professionisti ed i cittadini. Bibelot 24 (3),2018

4. Cognetti, G. Uinformazione sanitaria tra il dr Google ¢ le risorse elettroniche di qualita. In: Ripensare la sanita ai tempi
del digitale, a cura di G. Cosentino.Youcanprint, ISBN: 9788827848807, 2018

5. Cognetti G. La documentazione scientifica ¢ la chiave per i professionisti della salute? In: Scuola di Ricerca. Corso di
formazione specifica i n medicina generale .La medicina generale in ricerca “ci raccontiamo”VIII/2018 p. 34-38. Luglio
2018 http://www.omceo.bari.it/articoli/allegato/giornale-viii.-ediz.pdf
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JOUNAL OF EXPERIMENTAL & CLINICAL CANCER

RESEARCH

Editor-in-Chief: Mauro Castelli, Phd

Deputy Editor

Gabriella D’Orazi, MD, PhD
Managing Editor

Alice Castelli, PhD

Journal of Experimental & Clinical Cancer Research has
proceeded its editorial activity maintainingits partnership
with the Publisher BioMed Central in London.

The journal publishes scientific studies on the
experimental and clinical aspects of cancer research.
Topics covered by the journal range from molecular
oncology to tumor-microenvironment interaction and
include new technologies (RNA-seq, oncogenomics,
etc) for diagnostic and prognostic purpose.

2018 was a very successful year for Journal of
Experimental & Clinical Cancer Research, the official
scientific journal of the “Regina Elena” National
Cancer Institute since 1986 obtaining an Impact Factor
of 6.217, the highest record to date for the journal.
This result enabled Journal of Experimental & Clinical
Cancer Research to remain secure in the 1% quartile of
the ‘Oncology’ category with an improved ranking of
33rd/222, placing the journal in the 85th percentile for
this category. This was a fantastic achievement for the
journal.

The main accomplishments achieved by JECCR in
2018 years are:

* Impact Factor: 6.217

* Ranking in the 1st quartile among International
Oncology Journals

* Over 50% increasing of articles submitted
* Over 90% increasing of articles published

* JECCR publishes Original article, Reviews, Meeting
Report and Commentary article

* Over 100.000 article accesses (online) each month
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In conclusion the journal JECCR is a strategic source
useful for the widespread of the scientific information
in the community and it increases also the visibility
and the prestige of the Regina Elena Cancer Institute,
as the clinical, molecular and translational publications
confirm.

JECCR online website:
http://jeccr.biomedcentral.com/

6,217
5,189

7

6

5 4,43 4,357
7 3,066 3,27

3

2

1

0+ . .

2012 2013 2014 2015 2016 2017

3000 7 2172

2500

2000 1820

1500 1
1178
984 |

1000 903

645 639 721
o 1 181 339 |
500
117
\ w;\ 106 \ 12 | 159 194
P e | —A A A > WACCEPTED

2011 2012 2013 2014 2015 2016 2017 2018

SUBMITTED

Scientific Report 2018



| PRESS OFFICE & PUBLIC RELATIONS

Chief Press Officer & Public Relation IFO

Lorella Salce, website editing manager, corporate
identity manager, social media manager &strategist

Staff

Simona Barbato, press officer, website editor, social
media editor, corporate identity referent

Francesco Bianchini,social media referent, videomaker
Daniela Renna, administrative collaborator, corporate
identity referent

Mauro Di Giovanni, photographer

Ivana Zardin, photographer

Press office activities

¢ communication strategy and plan
* Corporate identity and brand communication;
* Public Relation

* Media relations management: press releases, press
conferences;

* Website: managing content, updating press section
and news;

¢ Managing tv, radio and press interviews;

* New media communication (Facebook, Twitter,
Youtube, Instagram);

* Digital press review

B TITUTO DERMATOLOGICO

B\ \ GALLIC,
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Annual activities report

Press releases 2018

35

Agency launches 2018

200

Mass media presences
2018

1450 (newspaper, mag-
azine, radio, tv)

News and inter-

nal communication
items (mail everyone,
closed-circuit tv) 2018

390

Facebook (8000 follow-
er)

628 post; 2.2 million
views

Youtube

444.000 views; 1.400.000
minutes watched

Twitter (1100 follower)

1074 tweet; 1140 men-
tions; 2205 retweets;
480.000 views

Instagram (700 follow-
er)

273 post; 150.000 views

Linkedin (2100 follow-
er)

134 post; 71.000 vews

Telegram

200 messages

Here are some of the
publiccommunication campaigns,
web projects of 2018

* World Cancer Day campaign for promotion public
awareness. February 2018

» 5x1000 campaign for the collection of the 5
per thousand tax option from taxpayers (a
governmental initiative whereby for every
thousand paid by a taxpayer). April to July 2018

* Pressconference presenting Early Phase Studies Center,
in the presence of Armando Barfolazzi, Undersecretary
of the Ministry of Health, and Nicola Zingaretti
President of the Lazio Region. October 2018

¢ Campaign for the European Researchers’ Night :
celebrating ten years of Robotic Surgery at Regina Elena
Cancer Institute. September 2018.
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| ETHICS COMMITTEE

Chairman
Prof. Francesco D’Agostino
Expert in Bioethics

Vice Chairman
Prot. Agata Amato Mangiameli
Expert in Legal Matters

Members

Clinicians: Dr. Enzo Maria Ruggeri, Prof.Vito Fenicia,
Prof. Stefano Calvieri, Prof. Daniele Santini

General Medicine: Dr. Mario Falconi

Pedriatician: Dr. Raffacle Cozza

Biostatistics: Prof. Annarita Vestri

Pharmacologist: Prof. Lucia Negri

Pharmacists: Dr.ssa Antonia Marina la Malfa, Dr.ssa
Silvia Murachelli,Dr.ssa Nicoletta Onori

Genetist: Prof. Giovanni Neri

Volonteer Representative: Elisabetta lannelli, Lawyer
Health Areas Representative: Dr. Laura [acorossi

IRE Scientific Director: Prof. Gennaro Ciliberto

ISG Scientific Director: Prof. Aldo Morrone Aldo

IFO Chief Medical Officer: Dr. Branka Vujovic

Bietti Foud. Scientific Director: Dr. Monica Varano

Bietti Foud. Chief Medical Officer: Dr. Giuseppe Di Chio
Clinical Engineer: Ing. Giuseppe Navanteri

Nutrition Expert: Prof. Giorgio Calabrese

The Central Ethics Commitee IRCCS Lazio
expresses its opinion on trials to be managed
in Regina Elena National Cancer Institute, San
Gallicano Dermatological Institute and G.B.
Bietti Foundation for ophthalmology.

During years 2018 the Central Ethics Commitee
IRCCS Lazio examined and expressed its
opinion on 119 studies including clinical trial
protocols, observational studies and research
projects, 173 substantial amendments.
Relatively to these items the ethics committee
analyzed ethical and scientific aspects, the
adequacy of the investigators and the structures
involved and, above all, the methods and
documents to be used to inform patients and
obtain their informed consent.

The Ethics Committee meetings are held
monthly and, if necessary and urgent, the
opinion of their members on a particular case
such as the use of drugs not commercially
available is obtained by mail.

| ETHICS COMMITTEE SECRETARIAT

Executive Secretary
Anna D’Ambrosio

Technical-Scientific Secretriat

Diana Giannarelli, Maria Cecilia Ciacchella, Cecilia
Fagioli, Barbara Matrascia, Federica Struglia.
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| IFOs CLINICAL TRIAL CENTER

dated 06 August 2018.The components of both the CTC and External Units is shown in Figure 8. The CTC performs
the following functions:

* Coordinates and monitors the functional activities regarding the management of clinical trials within the IFO, acting
as a qualified reference point;

* guarantees greater control of the clinical trials to the Scientific Directions of Regina Elena and San Gallicano
Institutes and IFOs Medical Office;

* particular supports in the spontaneous non-profit research;

The CTC was established by Decree No. 308 dated 24 April 2018 and subsequently amended with Decree No. 602

|

|

‘ * interacts with the Departments involved in experimental research activities, coordinating the activities of the

experiments aimed at:

‘ a) providing administrative, managerial, methodological and statistical services to researchers for the conception,
design, planning, start-up phase, conduction, analysis and reporting of clinical studies so that these activities are
carried out in compliance with the GoodClinicalPractice (GCP) and the protocols;

b) supporting the management of authorization procedures as well as the conduction and financial reports of clinical
studies;

¢) promoting, in profit and non-profit research, the professional development of all participating researchers in terms
of compliance with GCPs and regulatory aspects;

d) guaranteeing quality control of studies (experimental and observational studies) with profit and non-profit study
promoters;

e) supporting monitoring of information regarding the feasibility of studies in terms of potentially enrolled patients;

f) increasing the synergistic collaboration between researchers involved in the studies;

g) evaluating the experiments proposed by researchers at IFO, for which IFO takes on the role of Promoter, and
monitors the progress of the approved studies;

h) identifying areas of great strategic interest for the Institute and propose initiatives necessary for promoting clinical
trial projects in these areas.

==

. 3 N J

4
/ Clinical Trial Center (CTC) \ ]
— { Responsabile CTC J -
-
\ T8 1 Segreteria Tecnico-Scientifica del [ Data Manager ] —
Comitato Etico
— \_
\ [ Infermieri di Ricerca ]

| | IJ\\“ |
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BIOBANK - BBIRE

Head: Dr. Laura Conti

BBIRE

BBIRE-T

BBIRE-LB

Edoardo Pescarmona
Responsabile UOC Anatomia Patologica

Laura Conti
Responsabile UOSD Patologia Clinica

Mirella Marino
Responsabile Assicurazione Qualita e Rischio Clinico

Giovanni Cigliana
Responsabile Assicurazione Qualita e Rischio Clinico

Simona di Martino - Biologo

Chiara Mandoj - Biologo

Valentina Laquintana - Biologo

Giulia Orlandi - Biologo

Mustapha Haoui - Tecnico

Biobanking is actually recognized as a basic enabling tool
for cancer research, with the future of molecular and
translational research relying heavily on the availability
of high quality biospecimens linked to data on actual
clinical outcomes. There are several benefits to having a
consolidated approach to biobanking,including increased
awareness of specimen availability, increased access for
researchers from larger pools of samples, increased quality
and consistency of samples from standardized collection
procedures, and efficiencies. In 2014 the tumor Biobank
of Regina Elena National Cancer Institute (BBIRE),
an integral part of the scientific strategic plan of the
Institute, was established as a joint initiative between the
Clinical Pathology and Pathology Unit with the financial

support of the Scientific Directorate. The main function
of the biobank is to collect tissue (T) and body fluids
(LB) samples in accordance with standardized criteria
and cryoconserve them in order to provide biological
material for approved cancer research projects. BBIRE
includes a Steering Committee and an Operating Group.
BBIRE is involved in a growing number of projects,
and as a member of the European research network
of Biobanks and Biomolecular Resources (BBMRI-
ERIC) participates with European groups to large-
scale multicenter projects. BBIRE collected more than
>10,000 solid human tissue samples, and >40,000 fluid
samples (such as blood, serum, plasma) as well as the
associated clinical data of patients for follow-up.
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% Tumor Tissue Biobank IRE €

Sample collection 2017- 2019 IRE
| SAMPLE PRESERVATION MODE.
DEPARTMENT PATHOLOGY PATIENTS | TUMOR TISSUE . TUMOR
CRvomam T Mo Bl o € hcs rora
ATION ocT
ORTHOPEDIC SURGERY Sarcoma 115 1048 674 32 ] 45 | 21 | 1828
Thymoma 20 162 49 L3 4 20 244
Lung tumors 140 752 677 64 38 125 | 70 | 1726
Mesothelioma 2 8 0 1 0 g 10
THORACIC SURGERY Lymphoma 7 M4 4 1 0 7 46
Pleural effusion M L] a 0 0 0 L]
SURGERY A/PLASTIC
SURGERY Breast cancer 54 204 213 22 14 5 584
Uterine cancer 75 569 184 26 3 66 848
Owvarian cancer 22 228 18 11 3 22 282
GYNECOLOGICAL Qvarian cancer +
SURGERY peritoneal washing 38 465 a3 19 3 34 614
Peritoneal washing 17 0 0 ] L] 0 0
Uterine carcinosarcoma & 77 17 T 0 [ 107
NEURO SURGERY Brain cancer 25 109 1 4 0 2| 9 145
Colon cancer 50 255 191 21 15 47 | 12 | 521
Colon cancerfhepatic
metastasis 4 55 45 0 0 4 104
Hepatic metastasis 12 97 59 3 1 8 168
Stomach cancer 6 26 18 4 4 6 58
Liver cancer T 35 30 11 0 T B4
HEPATOBILIARY
SURGERY Pancreas cancer Fal 105 40 10 3 18 T
Gist 1 8 a 1 0 1 10
Retroperitoneal sarcoma 5 108 22 2 1 4 137
Cholangiocarcinoma 3 10 16 1 1 3 &3
Biliary tract cancer Z 1 0 1 1 2 3
Melanoma 1 8 4 0 0 1 1 14
OTHERS Metastasis [melanoma ) 15 78 i} & 0 15 | 15 114
Total 825 5558 2813 33 123 633 | 128 | 9555
3
. .
) Body Fluids Biobank IRE @)
al Sample Collection (March 2015 - October 2019)
SAMPLE ALIQUOT (-500pL) 2mL* | 1mL
DEPARTMENT PATHOLOGY | PATIENTS |WITHDRAWALS|
Whole | Plasma Plésma Serum Plasma pBMC| ToTAL
Blood EDTA Citrate EDTA
ORTHOPEDIC SURGERY| Sarcoma 556 1497 2980 7888 998 6239 2669 = 20774
Thymoma 26 26 52 195 13 102 20 382
THORACIC SURGERY | Lung cancer 197 197 394 962 = 772 404 = 2532
Lymphoma 4 4 8 26 = 16 6 56
MEDICAL ONCOLOGY 2|Breast cancer 69 7/l 141 327 201 483 15 - 1167
Uterine
GJLT;SS;‘?/G;'?SL Ovarian 239 245 488 343 735 1029 711 R 3306
o ) cancer/ 70 70 140 468 207 330 119 1264
(Ovarian Tissue Biobank) 3
Various
4 Prostate/ ‘ _
RADIOTHERAPY 163 514 1028 | 2802 - 2335 | 1198 - | 7363

NEURONCOLOGY/ [, T 66 83 166 | 281 239 356 203 | 1245
NEURO SURGERY 100 105 210 | 546 - 428 235 1419
Medullary
ENDOCRINOLOGY | thyroid 18 18 36 4 - - 34 z 74
cancer
PLASTIC SURGERY/
MED. oNGOIoGe 173 | NiSroma a8 83 164 | 366 6 370 260 - | 1166
GASTROENTEROLOGY | Mereditary |y g 148 296 104 . . 294 . 694
colon cancer
MTB Various 21 28 56 40 9 74 107 | 5 | 291
TRANSFUSION MED. H;::]t:{y 42 61 122 47 175 270 120 . 734
TOTAL 1785 3185 6385 | 14399 | 2583 | 12804 | 6627 | 56 | 42854
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PARTECIPATION TO NETWORKS

I NETWORK

ALLEANZA
CONTRO
IL CANCRO

ALLEANZA CONTRO IL CANCRO - ACC

IRE is one of the founder member of ACC, the largest Italian organization for cancer research, was established in 2002
by the Italian Ministry of Health as a network of six high standard institutes for comprehensive cancer patient care and
research (IRCCS).

The primary aim of ACC is to promote the network among oncologic institutes pursuing mainly clinical and translational
research in order to bring state of the art diagnostics and advanced therapeutics to patient care.

In addition to the aims of translational medicine, ACC also fosters research through international collaborative networks
of excellence, such as:

Transcan > ACC is one of the funding agencies in this European network that coordinates translational research projects
that are selected by means of high standard evaluation procedures. In 2016 a total of over 17 million euro was disbursed
in research projects and the European Commission is currently evaluating funding for a further 5 million euro.

MD Anderson Sister Institution Network > ACC entered the Network to further expand the long-standing cooperation
between the American Centre of Excellence and each of the high standard Institutes for both patient care and research
(IRCSS).The agreement between the two institutions was signed during a mini symposium in Rome in 2016. The MD
Anderson Cancer Center is the largest institute for clinical cancer research in the USA, constantly topping the rankings
for innovation and quality of service. The MD Anderson Network brings together similar centres worldwide.
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eatris

European infrastructure
for translational medicine

A-IATRIS / EATRIS

A-TATRIS, Association Italian Advanced Translational R esearch Infrastructure, is a network of institutions of excellence
on the national scene able to make specific and complementary contributions in the area of translational medicine.
A-TATRIS represents the Italian node of EATRIS (European Advanced Translational Research Infrastructure in
Medicine).

EATRIS is designed to bridge the gaps and deficits in the panorama of European translational medicine. Its objectives
for EATRIS are:

* to support the process of translating research results into innovative strategies aimed at the prevention, diagnosis and
treatment of diseases of particular health and economic importance for European member states;

* to build a beWer space in which the flow of information between basic research and clinical observations is bi-
directional.

EORTC

European Organisation for Research
and Treatment of Cancer

L

The future of cancer therapy

EORTC

European Organization for Research and Treatment of Cancer Is an independent, non-profit cancer research
organisation, its mission is to coordinate and conduct international translational and clinical research to improve the
standard of cancer treatment for patients.



PARTECIPATION TO NETWORKS

OECI

Orcanisarion oF EuroPean CANCER INSTITUTES
Euvropean Economic INTeresT Grouping

OECI

The “Organisation of European Cancer Institutes” is a nongovernmental, no-profit legal Entity established in 1979 to
promote greater cooperation among European Cancer Centres and Institutes.

AIMS

+ ¢ Creating a critical mass of knowledge and skills that can identify and share new and improved models of care
* e« Improving the quality of cancer care and translational rescarch
* « Improving the quality of life for cancer patients

* * Provide a path of continuous improvement in order to homogenise the care of cancer patients according to
shared

* European standards and quality levels.

* Facilitate the development of European multi-centre studies and the use of EU research funds OECI, on September
10,2015, has certified that IRE meets the quality standards for cancer treatment and research and has therefore
obtained the qualification of Comprehensive Cancer Center, or oncology IRCCS with peculiar characteristics
such as translational research, multidisciplinarity, continuous improvement of care, the production of guidelines and
diagnostic-therapeutic pathways, continuous training and centrality.

@Euicc

global cancer contrél
A MEMBERSHIP ORGANISATION '
FIGHTING CANCER TOGETHER
uicC

The Union for International Cancer Control’s (UICC) rapidly increasing membership base of over 1000 organisations
in more than 160 countries, represents the world’s major cancer societies, ministries of health and patient groups and
includes influential policy makers, researchers and experts in cancer prevention and control. UICC also boasts more
than 50 strategic partners.
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SPECIAL GROUPS

| MOLECULAR TUMOR BOARD (MTB)

During the last few years, an increasing number
of diagnostic methodologies based on innovative
molecular techniques have been applied in oncology,
revolutionizing the therapeutic approach to human
malignancies. In order to appropriately use these new
biotechnological tools, in September 2018, the Regina
Elena National Cancer Institute has activated the
Molecular Tumor Board (MTB), a multidisciplinary
board made of health and research specialists (oncologists,
biologists, biotechnologists , bioinformatics, etc ...)
to interpret data coming from molecular analyses on
tumor samples, with the aim of identifying the most
suitable therapy for a specific patient in a specific
moment. This is particularly important today since, from
month to month, novel therapies become available,
more and more eftective, but often they are difficult to
be assign outside the indications. Indeed, most of that
drugs require a series of complex molecular assays to
be performed before therapy assignment. This context
is not available in all hospitals. The MTB was precisely
born to give concrete answers to these needs, providing
tools to manage these situations to doctors and patients.
The MTB of Regina Elena National Cancer Institute
has been active for a year, right now. During this period,
the MTB has gradually become a reference for the
most difficult clinical cases in our Institute, but not
only. Indeed, cases concerning patients also followed
in other Institues of Lazio have been reported to the
attention of our MTB, that equally provided advices
and, possibly, therapeutic recommendations. Particularly,
the MTB members met themselves for 24 sessions, with
an average of 15 days, examining a total of 39 clinical
cases for which conventional treatments were no longer
available but patient general conditions were still good
(Performance Status 0-1). In 12 cases, through a detailed
examination of clinical information and thanks to the
application of specific biotechnological solutions such as
next generation sequencing (NGS),both targeted (22-50
genes) or expanded (entire exome), digital PCR (dPCR)

36

and advanced IHC and in situ hybridization, the MTB
was able to identify specific point mutations potentially
subject to molecular targeting, therefore recommending
a non-standard target therapy. Of note, in 10 cases,
point mutations and / or amplifications or fusions were
investigated in tissue biopsies, identifying the presence
of at least one aberration in 80.0% of the samples (8/10),
7 of which were associated to therapeutic targets. At the
same time,in 13 cases, liquid biopsy was applied to blood
samples to identify and follow the presence of specific
point mutations over time, identifying a therapeutic
target in 6/13 (46.2%) patients. In the majority of cases
that, following the recommendation, were subjected
to unconventional therapies (n = 9), a significant
clinical response was observed, in some cases even very
pronounced until complete remission. Importantly, we
recorded two brilliant therapeutic responses obtained in
subjects suffering from lung carcinoma that otherwise
would not have had any other therapeutic option and
would have rapidly undergone death. It is important to
underline that in no case patients were charged from
any costs, either with regard to the molecular analyses or
with regard to drugs. In specific situations, the MTB has
directly contacted the National and Regional Health
Authorities to obtain special permits and financial
support that allow the free administration of the chosen
drug.

All this (still small) heritage of experience and knowledge
has also been recently formalized in an online database,
which represents a diary of the new opportunities
offered by our molecular approaches. This database,
which collects clinical and biological information and
the history of MTB activity, will necessarily grow in
the future, but it will certainly help to increase clinical
and ethical standards, to better understand the rules of
engagement of patients, to equip ourselves with even
more powerful methodologies and, in a single word, to
make MTB a widely applicable tool.
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| GENOMICS TRANSLATIONAL WORKING GROUP
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Workflow of working group Genomics to detect biomarkers for precision medicine

The working group (WG) Genomics is very heterogeneous
and therefore inspiring in its composition including
clinicians like surgeons, pathologists, clinical pathologists
and oncologists but also biologists, bioinformaticians and
biostatisticians.

Mission

The group was created as a hub for the development and
implementation of new technologies like Next Generation
Sequencing, NanoString and digital PCR for research,
but also especially for diagnostic purposes in order to
foster innovations in the biomedical field. The major aim
of this group is to enhance precision medicine which is
becoming more and more important to increase the
chances of successtul treatment of oncologic patients. A
comprehensive molecular study allows or aids in choosing
the most promising drug for each individual patient.

Research Activity

We are performing genomic, transcriptomic and epigenetic
approaches to identify novel biomarkers that are able to
improve the prediction of patients’ prognosis and response
to specific therapies. The genomic analysis includes the use
of small to large panels of target genes up to whole exon
sequencing in order to determine somatic or germline
mutations (SNV), copy number variations (CNV) and
small insertions/deletions. But the genomic stratification
is only a part of the molecular analysis that is necessary to
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improve therapy recommendations and patient outcome.
It becomes more and more evident that also non genomic
factors are contributing to tumour initiation, promotion
and progression. Therefore, we are also carrying out
transcriptomic profiling to study long and small RINAs in
patient tissue and serum but also in cell culture and mouse
models (RINA-Seq, small RNA-Seq). But also dysregulated
epigenetic modifications revealed to play an important
role in tumours. Therefore, epigenomic approaches are
routinely applied to investigate transcriptional signatures
and pathways influenced by specific treatments, or cancer-
relevant transcription factors, and to compare tumor to
normal tissue (ChIP-Seq and ATAC-Seq, respectively).
The WG Genomics is also involved in several projects
promoted by the Alleanza Contro il Cancro (Alliance
Against Cancer, ACC) network, particularly in the context
of the WG Lung, Breast, and Sarcoma. The institute was
one of the very first to run the Lung Chip developed by
ACC Genomics, aimed at assigning novel target therapies
through expanded DNA profiling. In the WG ACC-
Immunotherapy, that aspires to find novel biomarkers for
the response to immunotherapy in non-small-cell lung
cancer, the WG Genomics 1s one of the main centers for
RNA sequencing and bioinformatics analysis.

Clinical Activity

Our patients are both the study subject and the
commissioners of better therapy. The NGS group aims at
banning empiricism from cancer therapy and resorting to
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innovative trial schemes based on molecular knowledge.
Within the activities of the cancer genomics working
group, the contribute of the laboratory of molecular
diagnostics (LMD), which operates in the department
of Pathology, has gained increasing importance. Thanks
to the availability of an S5 Thermo Fisher sequencer, the
LMD, can provide diagnostic procedures that integrate
conventional molecular diagnostics with targeted exome
sequence analyses employing gene panels of different
complexity. These activities support the diagnostic
procedures required for assigning IRE patients to
therapeutic protocols employing genomics-based anti-
cancer drugs that are either approved by AIFA for routine
clinical use or undergoing advanced experimentation in
the clinical setting. This has led to a considerable increase
in the number of NGS-based diagnostic tests with higher
degree of quantitative complexity (number of genes to be
analyzed) and qualitative (type of genomic alterations to be
identified).

Therefore, in addition to the use of CE-IVD kits, in 2018
new and more complex gene panels were introduced into
routine diagnostics allowing to quickly and accurately detect
point mutations, small insertions / deletions, copy number
variations (CNVs) and specific gene rearrangements. In this
way it was possible to identify patients who could benefit
from specific treatments already approved by the regulatory
authorities, but also to 1) identify specific biological
characteristics for diagnostic and prognostic purposes; 2)
monitor the response to molecular target therapies and the
onset of therapeutic resistance. 3) to identify the molecular
alterations necessary for the enrollment of patients in clinical
trials; 5) to carry out, for selected and particularly complex
clinical cases, molecular analyses for personalized treatments
not yet codified in guidelines (essentially in support of the
activity of the Molecular Tumor Board IRE).

During the last year, CE-IVD and RUO NGS-panels
have been used to diagnose 1140 patients (colorectal, lung,
thyroid, gastric carcinomas, brain tumors, sarcoma and
melanoma), 820 of whom displayed at least one somatic
aberration. Of these, 740 were targetable or potentially
targetable. In an effort to expand the clinical benefits of
NGS, ongoing research projects include the design of
dedicated NGS targeted panels to identify mutation
patterns and signatures predictive of response to treatment
in triple negative breast carcinoma, lung, colorectal and
gastric cancers as well as glioblastoma, and to study somatic
mutations affecting DINA repair genes in ovarian and breast
tumors.

The Clinical Pathology Unit significantly supports
activities for clinical trials, is involved in the development of
an Institutional Biobank as a strategic link between clinical
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and research activities and is focused on the identification
and validation of cancer-related molecular targets, the
utilization of new technical approaches for tumor diagnosis
and prognosis and monitoring in the context of innovative
cancer therapies for the best bench-to-bedside clinical
research application.

As part of the WG Genomics the unit is involved in genetic
testing with NGS technology on the genes associated with
the most frequent Hereditary Cancer syndromes (HCS)
such as: Lynch syndrome (LS), Hereditary Breast and Ovary
Cancer syndrome (HBOC), APC-associated polyposis
and MUTYH-associated polyposis (AAP and MAP)
and Multiple Endocrine Neoplasia syndrome type 1 and
type 2 (MEN1 and MEN2). Included patients, more than
3700 so far, are those admitted to the outpatient’s clinics
of the hereditary colorectal cancer, hereditary breast and
ovary cancer and endocrinology units of our Institution.
Moreover, our unit receives DNA samples from other
institutions all over the country.

Hereditary Cancer testing allows an in-depth cancer risk
assessment for each patient, leading to improvements in
health outcomes among carriers and members of their
families.

Moreover, as to high-grade serous ovarian cancer
(HGSOC), the presence of a deleterious BRCA mutation
has been suggested to be a prognostic and predictive factor.
Opvarian cancers arising in patients with germline BRCA
mutations show increased and sustained susceptibility to
platinum chemotherapy, with improved survival compared
with sporadic ovarian cancers. Furthermore, studies
with poly ADP ribose polymerase (PARP) inhibitors in
BRCAmut recurrent ovarian cancer (ROC) patients
have demonstrated clinical efficacy with improvements in
progression-free survival (PES), leading to their approval in
the US and Europe.

In Non Small Cell Lung Carcinoma (NSCLC) liquid
biopsy allows to identify patients whose tumors have specific
EGFR mutations, thus making them eligible for EGFR-
targeted therapies (e.g. erlotinib, afatinib). Liquid biopsy in
these patients is also a valuable tool for the monitoring of
disease progression and for the detection of mechanisms
of resistance to EGFR-targeted therapies, e.g. EGFR
T790M mutation. The early detection of T790M mutation
is of great clinical value for switching to 3rd generation
therapies (e.g. osimertinib - Tagrisso). The latter has been
also recently approved by FDA as first-line treatment for
EGFR+ NSCLC patients. Since March 2017 we have
assigned an EGFR mutational status in 234 difterent blood
samples from 139 patients, providing a minimally invasive
tool to monitor and assign target therapy in NSCLC
patients.
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I NCR TRANSLATIONAL GROUP

Recent studies have revealed that about 90% of
the eukaryotic genome 1is transcribed. Interestingly,
only 1-2% of these transcripts encode for proteins,
the majority are transcribed as non-coding RINAs
(ncRINAs).

During the past few years ncRNAs, previously thought
as transcriptional junk, have become a research goldmine.
The functions of ncRNAs are likely diverse, and their
underlying mechanisms are just beginning to be
understood. For sure ncRNAs are important regulatory
molecules of many cellular processes in development and
diseases, among which cancer, and have been identified
as the key gene expression regulators.

The NCR group is mainly focused on three classes
of ncRNA: microRNAs (miRNAs) long-non-coding
RNAs (IncRNAs) and circular RNAs (circRINAs).
MiRNAs are small single-stranded molecules (20-24
nt) that derive from transcripts forming distinctive
hairpin structures. The hairpin is processed into mature
miRNA by two endonucleases, Drosha and Dicer, and
forms the RNA induced silencing complex (RISC).The
miRNAs will pair with complementary sequences on
target mRNAs transcripts through the 3’UTR, leading
to gene silencing of the target.

LncRNAs are non-protein coding transcripts >200 nt
in length that have been shown to control every level
of the multi-level regulated gene expression pathway.
For example, they are implicated in post-transcriptional
gene regulation through controlling protein synthesis,
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Thymic Epi circPVT1
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RNA maturation and transport, the amount of available
functional milRNAs, and in transcriptional gene
silencing through regulating the chromatin structure.
CircRNAs are a large class of endogenous RNAs, formed
by exon skipping or back-splicing events as covalently
closed loops, which are expressed abundantly in
mammalian cells. CircRNAs can regulate transcription,
RNA splicing and, as for IncRINAs, they can function as
miR NA sponges.

The studies conducted by the NCR group are based on
two principal approaches: a) one of more basic research
approach that is intent to discovery the molecular
mechanisms at the basis of miRNAs, InRINAs and
circRNAs deregulation and functions in cancer cells; b)
the other one is based on translational research approaches
aimed to identify, by genome-wide screening, miRINA,
IncRINAs and circRINAs deregulated in tissue and liquid
biopsies derived from cancer patients of our Institute,
in way to discovery novel molecular biomarkers with
clinical-prognostic impact and to develop innovative
and more effective therapeutic approaches.

The research activity of NCR group, conducted in the
last year, allowed to the identification of an intricate
network between the three different classes of non-
coding factors in several cancer types (Figure 1). The
obtained results lead to a deeper understanding of
the molecular pathways involved in tumorigenesis
and represent the basis for the identification of novel
powerful biomarkers.
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THE JOINT IRE-ISG MELANOMA TRANSLATIONAL

GROUP

This Translational Group was initially conceived at the
end of year 2017 together with the former Scientific
Director of the San Gallicano Dermatological Institute
Dr. Mauro Picardo and is continuing in collaboration
with the present Scientific Director Dr. Aldo Morrone.
Goal of the group is to establish a strategic alliance
between our two Institutes in our fight of malignant
melanoma, through sharing ideas, resources and
expertise. Among the primary objectives of the group
is the creation of a joint repository of tumor biopsies,
re-biopsies and blood samples (liquid biopsies) collected
longitudinally from melanoma

from 1initial diagnosis to disease relapse to therapy
according to general principles outlined in the attached
diagram. These samples will constitute an outstanding
resource for research Translational studies directed to
understand mechanisms at the basis of tumor progression,
metastasis and drug sensitivity or resistance. In this context
the groups also aims at the desing and application to joint
research projects and clinical trials.
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During the first year of activity the joint translational
group has recruited over 20 patients into e serial,
longitudinal sample collection program (see figure).
In this real-life setting, the group aims at integrating
radiomics (e.g. info extracted from medical imaging),
post-genomics and liquid biopsy (circulating DNA and
microRNAs) to anticipate relapse and disease progression.
However, besides developing new biomarkers, the
most important purpose of this group is to focus a
multidisciplinary effort on melanoma patients and build
a professional team comprising dermatologists, surgeons,
clinical oncologists, dermo-pahologists, biotechnologists
and immunologists working in close collaboration in a
real-life setting. This will hopefully generate increased
awareness of disease complexity and may help to
explore therapeutic opportunities, funneling patients
into enhanced diagnostic and therapeutic routines.
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| RARE TUMORS TRANSLATIONAL GROUP

Tumors are for definition considered rare when
incidence is less than 6 cases in 100.000 people per year,
but altogether rare tumors account for approximately
25% ot all cancers (approximately 18% solid rare cancers
and 7% rare haematological diseases). Rare tumors
are almost invariably associated with 5-year overall
survival rates globally less than 50% as compared to
65% in common cancers. This overall worse prognosis
is substantially linked to the limited medical expertise
and the lack of evidence-based treatment guidelines that
ultimately result from low frequency with scanty tissue
banks and registries, few clinical trials, misdiagnosis
(both clinical and pathological) and delayed diagnosis,
all of which are serious obstacles to clinical decisions.
The estimates of incidence, prevalence and survival of rare
cancers in Italy are based on the pool of the AIRTUM
cancer registries (years 2000-2010) and it was estimated
that about 360.000 people were diagnosed with new
cancers in Italy in 2011, with an annual incidence rate
of about 200 rare cancers per 100,000 corresponding to
about 89,0000 new diagnoses annually.

With a yearly admittance of 1,000 new cases and 3,000
total patients being followed per year, IRCCS Regina
Elena represents one recognized center for the diagnosis
and treatment of rare solid tumors.

Over the past 10 years, IFO played an active role in the
collaborative eftorts of the national network on rare
tumors (Rete Tumori Rari, RTR). Since 2016 IFO
are involved in EURACAN (European network for
Rare adult solid Cancer) and have become a European
Referral Center for eight rare tumors (soft tissue,
viscerae and bone sarcomas, rare neoplasm of the male
genital organs, and of the urinary tract, neuroendocrine
tumours, rare neoplasm if the digestive tract, rare
neoplasm of endocrine organs, rare neoplasm of the
thorax, rare neoplasm of the skin and eye melanoma, rare
neoplasm of the brain and spinal cords). Main objectives
of EURACAN are to improve the quality of care of all
european patients affected with rare cancers enabling a
major improvement in the access to centres of excellence
for diagnosis and treatment and unifying the availability
of optimal clinical practices in the EU by centralizing
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knowledge and experience, medical research, training,
and resources. A European Collaborative Platform and
a Clinical Patient Management System (CPMS) are
actually in development in order to discuss and to share
clinical cases of patients with rare tumors all over the
european centres of the network.

Our Institute is actively involved in International
collaboration and revision of specific guidelines of
various type of rare tumors and is engaged in national
and international clinical trials. During the last year
IFO, as EURACAN centre, was involved in ARCAGEN,
a EORTC-SPECTA (Screening Cancer Patients for
Efficient Clinical Trial Access) project to perform
a molecular characterization of rare cancers. The
collection of retrospective and prospective biological
samples is ongoing.

Clinical cases of rare tumors having access to our
institute are discussed in meeting, scheduled on weekly
or biweekly basis, by dedicated multidisciplinary disease
management teams in order to assure an adequate
clinical, radiological and pathological assessment leading
to a correct diagnosis and an appropriate treatment
inside or outside national or international experimental
trials.

A dedicated group of data managers is actively involved
in the prospective registration of all case of rare tumors
accessing to our Institute on a database including all
relevant clinical information and follow up updates.
For some rare tumors (for example soft tissue and bone
sarcomas) a regular process of institutional biobanking
of blood and pathologic specimens is ongoing.

In the next few months, a desk specifically addressed to
patients with rare tumors and diseases will be activated
in order to facilitate the access to diagnostic and
therapeutic pathways.

Increasing emphasisismoreover given to the collaboration
with basic researchers to identify, as for more common
cancers, molecular diagnostic, prognostic or predictive
biomarkers and regular translational meetings, under the
supervision of our Scientific Direction, are organized on
bimonthly basis.Department of Clinical.
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| GLIOMA TRANSLATIONAL GROUP

Despite standard multimodality treatment including
surgery, radiotherapy and chemotherapy, the prognosis
of malignant gliomas remains poor. The median survival
in GBM patients is 15 months and the average 5-year
survival rate is less than 9.8%, thus justifying the
strong need for novel more effective therapies. With
an increasing understanding of the heterogeneous
molecular genetic/epigenetic background underlying
the aggressive biological behavior of malignant gliomas,
future therapeutic improvements for this devastating
disease may stem from individualized profiling of
GBM and the application of personalized medicine
principles for targeted combination therapies. Successful
biomaterial collection is a key requirement for the
application of contemporary methodologies for the
validation of candidate prognostic factors, the discovery
of new biomarkers, a clinical implementation of
precision medicine, and for therapeutic uses (eg, target
therapies and immunotherapies). For this aims, at the end
of year 2017, the Regina Elena National Cancer Institute
promoted the Glioma Translational Group through
multidisciplinary  collaboration between clinicians
and researchers. The primary aim of this group is the
creation of a joint repository of tumour tissue and blood
samples developing and maintaining a neuro-oncology
biobank. Collaboration with a multidisciplinary team of
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clinicians, health care team members, as well as patients
and their families, is essential in order to obtain informed
consent, collect samples under strict standard operating
procedures, and accurate clinical annotation. Collection
of follow-up and clinical outcomes data is essential,
especially for studies of biomarkers of survival or
response to treatment.

In the glioma project the translational
multidisciplinary group collaborate to collect
longitudinally  biospecimens  including tumor
tissue and blood samples during all patients’ disease
trajectory, from diagnosis to progression. All patients
also underwent to magnetic resonance examination
for evaluation of morphological and non morphological
features. Several studies are ongoing on glioma
sequencing analysis with next generation sequencing,
microenvironment evaluation and correlations between
non-morphological radiological features and tumor
molecular data. In the era of personalized medicine,
translational approach and the development of
dedicated biobanks containing high-quality of
biological and clinical data are critical to allow
future researches and new treatment strategies in
neuro-oncology.
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I BREAST UNIT
Coordinators: Roy De Vita MD

Mission

To offer an integrated and quality program to guarantee

the care of patients with a diagnosis of suspected

or ascertained breast cancer in the various phases

of diagnostic confirmation and therapy, in order to

improve the continuity of care, consistent with the lines

guide based on the available evidence and with the most

current scientific research lines.

All patients will be oftered the same entry possibilities

into clinical trials that may be underway at the Institute

for each individual case.

The program also aims to:

* improve waiting times for the therapeutic diagnostic
process, by setting company standards;

* improve the information and communication aspects
with the patient,

* optimize and monitor the quality levels of the care
provided, through the identification of process and
outcome indicators and the development of a data
collection and analysis system.

Moreover the program intends to consolidate the

relationships  with voluntary associations through

participation, scientific  dissemination
initiatives, with the General Practitioners Association
and with the Medical Association of Rome.

The program also implements the systematic data

collection for patient monitoring using the EUSOMA

software and according with EUSOMA requirements
and standards in order to be able to compete at European
level.

systematic
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Clinical Activities

The program is divided into the following phases:

A) Organization of activities: the assistance model

B) Patient access

C) Diagnostic phase: diagnostic therapeutic evaluation
of the multidisciplinary team

D) Therapeutic phase

E) Follow-up

F) Advanced treatment of cancer

Research Activities

Developing strategies for permanent professional
training and information addressed to the citizens are
part of the scientific/informative activities of the Breast
Unit.
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SPECIAL GROUPS

Coordinators: Luciano Mariani MD and Aldo Venuti MD

Mission

Main mission is to formalize an organizational model
of a “unified and coordinated space” in which originate
jointly initiatives related to the topic of HPV. This
organizational model is a tool to inform, train and
network both patients and health workers involved in
HPV-related pathologies, from gynecological area to
the skin, comprising ENT, urological and proctologic
diseases. Finally, HPV-Unit is organized to deliver HPV
vaccines to women and men.

Clinical Activities

The primary activity was focused on coordinating
diagnostic interventions by clinical interpretation of
molecular data from assay tests, advice in evaluation of
clinical cases by clinical teams, outpatients counseling and
advising in preventive actions like individual screening
or HPV wvaccination. As a specific clinical activity of
HPV-Unit, HPV vaccination to women as adjuvant
therapy after conization was further improved indicating
clinical effectiveness in disease relapse prevention up to
2years with beneficial effect as an adjuvant treatment
additional to surgery. A large multicentric study will start
in 2019/20 in which HPV-Unit/IRE will be involved
as coordinating Center.
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Research Activities

Developing  strategies for permanent professional
training and information addressed to the citizens are
part of the scientific/informative activities of HPV-
UNIT. In particular, information about HPV-UNIT
(the organizational model) to health workers was
presented in many National and International Meetings.
HPV-Unit was also involved in translational researches
on: New immunotherapies of HPV-associated cancers A genetic
vaccines is patent pending (Patent is expected in 2019~
2020); Molecular carcinogenesis. Analysis of available data
regarding modulation of TLRs and cytokines in HPV-
associated cancer; HPV molecular epidemiology. For the
first time, HPV-Unit data showed that latent infection
by HPV16 is widespread in normal oropharyngeal
tissues suggesting that the altered ability to eliminate
latent infection could be risk factor for recurrent disease.
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STAFF

Fabio Carboni, MD
Orietta Federici, MD
Mario Valle, MD FACS
Settimio Zazza, MD
Manuel Giofré, MD fellow

Vincenzo Farina, MD Trainees

Clinical Activity

AMAD - Multidisciplinary Outpatient Clinic for
the Digestive System, Activity Report 4/10/2016 -
5/12/2017

AMAD was activated the 1st October 2016.The activities
are under the direct responsibility of Dr. Garofalo and
are carried out by two Medical Managers an Oncologist
Surgeon and a Medical Oncologist, who evaluate in a
multidisciplinary way all patients affected by Neoplasms
of the Digestive Apparatus, especially patients with Colo
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DEPARTMENT OF CLINICAL AND EXPERIMENTAL ONCOLOGY

DIGESTIVE SURGERY UNIT
Head: Alfredo Garofalo, MD

Rectal Carcinomas, providing initial visits and follow up
visits, applying the paths described in the relevant PDTA
and reporting to DMT, with the support of a Case
Manager and making use of spaces specially created by
all the other UOC, UOSD and Services.

In the period 4/10/2016 5/12/2017, AMAD activity
can be summarized as follows:

Total visits: 491

First visits: 73

Follow up visits: 418

Of the 73 patients undergoing the First Visit:

10 were Ca metastases and were initiated to front line
chemotherapy

6 were anus carcinomas, sent to chemotherapy
radiotherapy

11 were sent to exclusive endoscopic treatment or
follow up.

The remaining 46 patients were sent to the therapeutic
path: PO and then admission for surgery; chemotherapy
preoperative radiotherapy and then surgery for rectal
cancers that can be recruited for multimodal treatment.
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Research Activity

* Gastric Carcinoma: The Interdisciplinary Working

Group has definitively codified the general integrated
treatment strategy of gastric carcinoma. The
Translational Research on this topic with the Group of
Translational Oncogenomics directed by Dr. Giovani
Blandino, gave the following results: Retrospective
study with RNA Microarrays: gastric ca samples
from patients operated in the Institute in the last four
years have been compared to gastric ca samples from
different structures in another region: the molecular
typing of the two different series gives overlapping
bitmaps. Four MiRNAs were identified that appear
adjusted down or upregulated towards healthy tissue,
and in particular the miRNA 204. A prospective
study is still ongoing and patient enrolment is being
continued.

Peritoneal Carcinosis: The UOC has become, from
experience and case studies, one of the two reference
centres for pathology in Italy. A collaboration is
underway with the Oncoteam SICO Peritoneal
Carcinosis for the establishment of a National
Register sponsored by the Italian Society of
Oncological Surgery. A national survey on ovarian
cancer carcinosis-derived is underway. In the Institute
is ongoing: Pilot study of association between
expression and heterogeneity of DNA damage
markers and clinical outcomes in patients undergoing
peritonectomy and hipec for peritoneal carcinosis
from ovarian cancer. PI: Dr Mario Valle; Contractor:
Dr Manuel Giofre

* Minimally Invasive Techniques in Surgical Oncology: The

experts are well aware of the work published by our
group on laparoscopic displacement of peritoneal
carcinosis and on hyper-thermal antiblastic perfusion
of the abdomen in neoplastic axes intractable with
the original technique and with mini-invasive access
(Cancer Journal 2009, EJSO 2009). The group’s
experience in advanced minimally invasive surgery
in over 15 years of activity also includes colon and
rectum resection, wedge resectons of the stomach and
small intestine, distal pancreasectomy, splenectomy for
haematological diseases, adrenalectomy. PI: Dr. Mario
Valle — Dr. Orietta Federici

Rectal Cancer: Screening and Early Diagnosis of anus
cancer by high-resolution cytology and anoscopy
(HRA). Pilot study in collaboration between this
UOC and the UOC of Infectious Dermatology of
the San Gallicano Institute. PI: Dr Settimio Zazza; Dr
Manuel Giofre

Colorectal Timors and Rare tumors of the Colon:
Patients are being recruited to test the new
device ULTRAPLACAD (ULTR Asensitive
PLAsmonic devices for early CAncer Diagnosis)
within the framework of the European project
(funds 15/07/R/33) headed by Dr Giacomini
(Oncogenomics Laboratory). From the preliminary
results, the possibility of identifying circulating
neoplastic DNA, which could be of great use in
the early diagnosis of primary tumors and relapses
after treatment and in the indications for fron line
chemotherapy, appears very promising. PI: Dr Fabio
Carboni; Dr Settimio Zazza; Dr Ilaria Ciangola.

Retro Peritoneal Sarcoma: This topic is discussed within
sarcoma DMT activity. PI: Dr. Garofalo

Publications

Carboni E, Federici O, Giofre M, Diodoro M, Valle M. Recurrence of Gallbladder Carcinoma 12 Years After Laparoscopic
Cholecystectomy. Clin.Res.Hepatol. Gastroenterol. 2018 Aug 30. [Epub ahead of print]

Carboni E Marandino EValle M. Late Isolated Subcutaneous Metastasis from Colon Cancer. ANZ J.Surg. 2018 Oct 22;

Carboni E Valle M, Federici O, Covello R, Garofalo A. Giant Primary Retroperitoneal Dedifferentiated Liposarcoma.

J.Gastrointest.Surg. 2018 Jun 29;

Pizzuti L, Sergi D, Mandoj C, Antoniani B, Sperati E, Chirico A, Di Lauro L,Valle M, Garofalo A,Vizza E, Corrado G,
Tomao E Rinaldi M, Carpano S, Maugeri-Sacca M, Conti L, Digiesi G, Marchetti P, De Maria R, Giordano A, Barba
M, Carosi MA,Vici P. GLUT 1 Receptor Expression and Circulating Levels of Fasting Glucose in High Grade Serous

Opvarian Cancer. J.Cell.Physiol. 2018 233(2): 1396a
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STAFF

Marco D’Annibale, MD
Giovanna Grazioli, Chief Nurse
Andrea Oddi, MD

Pasquale Perri, MD

Mission

To increase the knowledge for hepatobiliarypancreatic
diseases surgically treatable. To treat, to propose
innovation in the evaluation and in the cure and to study
neoplastic diseases of the liver, pancreas and biliary tree.
To evaluate the application of newly proposed surgical
techniques, such as laparoscopy and robotics. To improve
the postoperative approach of the patients with specific
protocols of enhanced recovery after surgery

To offer surgical treatment for neoplastic colorectal
diseases in a multidisciplinary setting. To define specific
paths, from first suspected diagnosis to the appropriate
treatment. To establish a stable network for referral and
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HEPATO BILIARY PANCREATIC SURGERY UNIT
Head: Gian Luca Grazi, MD, PhD

management of patients with hepatobiliary, pancreatic
and colorectal tumors, in the view of the Regina Elena
National Cancer Institute acting as a tertiary referring
center for patients carrying such neoplasms.

Clinical Activity

This is a General Surgery Unit with the main task
of treating diseases of the liver, pancreas and o biliary
tract. The vast majority of these surgical procedures
are performed for malignant diseases, but also complex
operations needed for benign diseases are carried out.
Liver metastases from colorectal cancer are the condition
for which the larger portion of the surgical procedures
are performed. The second most frequent disease is
hepatocellular carcinoma, which can arise in cirrhotic
and non-cirrhotic patients. The remaining portion of
liver resection are performed for cholangiocarcinomas,
both in intrahepatic and in perihilar locations. The
Unit is among the four of the Lazio Region Health
System which constantly perform more than 50 surgical
procedures for primary liver tumor each year.
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There are a consistent number of procedures performed
for pancreatic cancers, either for pancreas head or tail.
Furthermore, the unit provides treatment for patients
with colorectal neoplastic diseases. A multimodal
approach for rectal cancers is usually offered to the
patients.

A mini-invasive surgical program based on the
laparoscopic and on the robotic techniques is fully active

genomic changes in 33 types of cancer and, in particular,
in cholangiocarcinomas. The Cancer Genome Atlas
(TCGA) is a comprehensive and coordinated effort
to accelerate the understanding of the molecular basis
of cancer through the application of genome analysis
technologies, including large-scale genome sequencing.
The Units collaborates with the following national or
international registries:

for hepatobiliary, pancreatic and colorectal procedures. * LiverGroup.org a collaborative of international liver
The average value of the DRG’s produced by the Unit

1s 2.60.

surgeons to study the outcomes of liver surgery

 Euro-Cholangio-Net The
Cholangiocarcinoma Network

European

Research activity * | Go MILS prospective national database of mini-

This Unit cooperates with the Cancer Genome invasive liver resections

Adas (TCGA), a collaboration between the National * IGOMIPS Italian registry of mini-invasive pancreatic
Cancer Institute (NCI) and National Human Genome
Rescarch Institute  (NHGRI), that has generated
comprehensive, multi-dimensional maps of the key

surgery

* HeRCOLEStudy Group Hepatocarcinoma Recurrence
on the Liver Study Group
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Mission operative fast-track rehab, management of post-operative
pain. Active cooperation with basic science departments

Surgical management of primary and secondary for translational research

malignancies of the thorax (lung, mediastinum, pleura,
;hest 'We?ll,thor'acm 1n1.et,'esophagus, trachea) with radical Research Activit y
palliative / diagnostic intent.

Collection and banking of tumoral and healthy tissue
Clinical ACtiV/ty from lung cancers, thymomas, mesotheliomas for study
of tumor’s microenvironment and growth factors,
cancer stem cells isolation and colture, identification
of genomic signatures (MiRNAs) and molecular
prognostic factors; collection and banking of blood /
serum / plasma samples from patients with malignancies
of lung, thymus, pleura as circulating counterparts of
tissutal samples for identification of peripheral diagnostic
/ prognostic markers. Active collaboration with ITMIG.

Mainly focused on Locally Advanced Lung Cancer,
Malignant Pleural Mesothelioma, Thymic Malignancies,
Primary Tumors of the Chest Wall. Routinary
employment of minimally-invasive techniques for major
operations — Robot-Assisted Thoracoscopic Surgery
(RATS);Video-Assisted Thoracoscopic Surgery (VATS)
— and minimally-invasive diagnostic techniques — Fiber-
Optic Bronchoscopy, EUS and EBUS. Implementation
of protocols for early extubation after surgery, post-
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GYNECOLOGIC ONCOLOGY AND ONCOFERTILTY

CENTER UNIT
Head: Enrico Vizza, MD, PHD

STAFF:

Mission

To provide high-quality diagnostic and staging plan for
women with suspect tumor of the female genital tract
and for women with hormonal dependent cancers. To
develop a patient tailored treatment program, including
surgical treatment, adjuvants and neoadjuvants therapies
and oncologic follow-up, based on a well-coordinated
multidisciplinary team. Fertility preservation in young
patients with oncologic diseases. To offer a state-of-the-
art surgery, including ICG (indocyanine green) guided
surgery and minimally invasive approaches (robotic and
laparoscopic surgery).
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MD Fabiana Egidi
Ermelinda Baiocco Valeria Fiumara
Benito Chiofalo Alessandra Gullo
Giuseppe Cutillo Rachele Morani
Emanuela Mancini Francesca Parrini
Luciano Mariani Catalina Partenie
Cristina Vincenzoni Sabrina Santini
Giuseppe Vocaturo Ward Health Workers
Biologists Andrea Iannarilli
Marcello Iacobelli Monika Szoldra
Anna Maria Lobascio Outpatient Clinic Nurses
Livia Ronchetti Eros Floridi (Head)
Lucia Cicchillitti Aurora De Leo
Admin Sonia Girasole

Arabella Bufalo Emiliana Marinucci

Data Entry Cristina Patone
Ashanti Zampa Maria Piccolo

Ward Nurses Enrica Ruffo

Fabiola Nazzicone (Head) Outpatient Clinic Health Workers
Tatiana Chierichetti Maria Di Luccio
Fabiana Cipriani Francesco Malci
Rosaria De Domenico

Clinical Activity

The Division has 18 in-patient beds, ten of which
dedicated to the week-surgery activities, four to the
day-surgery and four for the long-stay. We have available
2 tull-day surgical rooms every week and one morning
for day-surgery procedures. During 2018 more than
740 surgical operations were performed: 267 in day-
surgery setting and 476 (64%) for suspect or histological
confirmed tumor of the female reproductive tract.
More than 90% of procedures were performed with a
minimally invasive technique (laparoscopic or robotic).
All surgical and medical treatments are planned in a
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weekly multidisciplinary meeting that include surgeons,
medical oncologists, radiotherapists, pathologists and
radiologists. Particular attention is devoted to minimally
surgery  (including  single-site  incision
laparoscopic and robotic surgery) and fertility-preserving
surgery in young patients with cervical, endometrial and
ovarian cancer. Cryopreservation of ovarian tissue for
women of reproductive age with several cancer types
is available. The Division also includes an outpatient
clinic dedicated to the diagnosis and staging of cancer,
to the care of young patients with cancer for fertility
preservation purposes and to the treatment of genital
cancer precursor with a multidisciplinary HPV unit.

1nvasive

Research Activity

The main fields of rescarch include: 1) minimally
invasive surgery (MIS) for the treatment of gynecological
tumors, 2) inflammation lipid mediators in cpithelial
ovarian cancer, 3) bio-molecular characterization
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of endometrial cancer, 4) immunologic pathway of
endometrial tumors, 5) ovarian tissue cryopreservation
(bank of ovarian tissue). In the recent years all most
innovative surgical tools in the field of MIS have been
tested and adopted in our Division, including single-
site incision laparoscopic and robotic surgery. Sentinel-
node biopsy in endometrial and cervical cancer is
commonly used in our division, regarding ovarian cancer
preliminary results from a multicenter study have been
published. A research on the pathway of lipid mediators
in different stages and types of epithelial ovarian tumors
is ongoing in collaboration with the University of Jena
(Germany). A research aimed to understand immune
escape mechanisms of endometrial adenocarcinomas
is ongoing. Research of the bank of ovarian tissue is
mainly focused on: 1) in vitro maturation of immature
antral oocytes retrieved from the ovarian cortex, 2)
validation of the procedures of freezing and thawing of
the ovarian tissue, 3) extraction of genomic DNA from
cancer patients for mutational analysis.
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Mission

Providing the highest quality of medical and surgical
care to uro-oncology patients. Developing and
standardizing complex surgical procedures in uro-
oncology; expanding indications of minimally invasive
and robotic procedures; developing of clinical and
translational rescarch in the field of prostate cancer,
kidney cancer and bladder cancer.

Clinical Activity

The wurological clinical activity mainly concerns
minimally invasive surgery, especially robot- assisted
and laparoscopic procedures. We have particularly

expanded our expertise and gained experience in
robotic radical cystectomy with totally intracorporeal
reconstruction of orthotopic and etherotopic diversions,
robot assisted radical nephrectomy with inferior vena
cava tumor thrombectomy and in minimally invasive off
clamp partial nephrectomy. All these complex surgical
procedures are today a standard of care in our Institution.

Research Activities

Clinical research on new minimally invasive surgical
techniques, imaging advances in early cancer detection
or imaging-guided surgery and oncologic outcomes
after surgical treatments are our main research objectives.
biomarkers,
genetic and microenvironment tumor profiling, stem

Translational research on  molecular
cells investigation, together with new precision medicine
diagnostic and prognostic non invasive tools in urological
malignancies as liquid biopsy are additional research
activities that our Unit carries out in cooperation with
dedicated departments of the Regina Elena National
Cancer Institute and other prestigious national and
international Institutions. The Urology Unit has been
national site coordinator of observational studies and it
is involved in multiple clinical trials on prostate cancer
treatments, renal cancer and urothelial cancer.
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Mission

The activity of Neurosurgical Unit is mainly devoted
to research, diagnosis and treatment of nervous system
tumors, with a prevalent interest in malignant primary
and secondary lesions. Our activity is deeply embedded
in the multidisciplinary group of Neuro-Oncology,
with the primary aim of defining more specific and
active diagnostic and therapeutic strategies for the
most relevant brain and spine tumors.

The research activity of the Unit of Neurosurgery
is focused on several relevant topics, regarding
translational and clinical studies on new bio-molecular
characterization and therapeutic approaches in the
integrated diagnosis and treatment of primitive and
secondary tumors of the nervous system. As such, we
take active part either to national and international
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cooperative groups or to relevant academic and
sponsored clinical trials.

In the field of secondary CNS lesions, we cooperate
with the Hematologic and Oncologic Units, offering
important support into diagnostic and therapeutic
processes of systemic and hematologic tumor diseases.

Clinical Activity

In 2018 the Unit of Neurosurgery performed 160
surgical procedures, for intracranial pathologies (more
than 110 cerebral tumors (gliomas, cerebral metastases,
meningiomas, pituitary adenomas, intraventricular
lesions), secondary CSF obstructive pathologies, spinal
procedures (two thirds on metastatic spine lesions) and
tumors of the peripheral nervous system. Ambulatory
surgery for peripheral nerve compressive lesions,
many of them, in patients affected by cancer diseases,
included 23 procedures.

Following experience developed in the last decade,
our activity has been devoted to increase the efficacy
of new therapeutic strategies for primitive brain
tumors: fluorescence guided microsurgical resection,
neurophysiologic monitoring,
ecography,  intratumoral
conformal radiotherapy, with eventual focal boost,
adjuvant and/or concomitant chemotherapy, second
surgery in specific cases.

Another relevant clinical issue is represented by the
management of patients with brain metastases, due
to the increasing frequency and complexity of the
diagnostic and therapeutic approaches to this pathology
and the prolonged survival afforded by new target
therapies and combined chemotherapies.

In this field, the European Association of Neuro-
Oncology (EANO) created a multidisciplinary Task
Force to which a previous member of the Unit have
took part, to draw evidence-based guidelines for
patients with brain metastases from solid tumors, with
the aim of defining a consensus review of evidence and
recommendation for diagnosis by neuro-imaging and
neuropathology,staging, prognostic factors and different

intra-operative

antiblastic treatments,
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treatment options. The same goal is being pursued by
the Italian Society of Neurosurgery (SINCH) which
have recently create a Task Force (ST is a member
of this group), to deliver the Italian version of such
recommendation.

Specifically  therapeutic  options such  surgery,
stereotactic  radiosurgery/stereotactic  fractionated
radiotherapy, whole brain radiotherapy, chemotherapy
and targeted therapy (with particular attention to brain
metastases from non-small cell lung cancer, melanoma,
breast and renal cancer), and supportive care have been
fully addressed.

In 2018 a large multicenter retrospective study, which
involved Regina Elena Institute, San Giovanni and San
Filippo Neri Hospitals in Rome, has been published,
to review the current role of Steretactic Biopsy
procedures to the diagnosis of neoplastic lesions in
challenging area of the brain.

Furthermore, the endoscopic  activity, both
intraventricular and  transphenoidal, has been
maintained and developed.

As pituitary region tumors are concerned, a trans-
nasal- trans-sphenoidal pure endoscopic approach is
usually performed in cooperation with our collegues
ENT surgeons.

In case of obstructive hydrocephalus or intraventricular
tumors, an endoscopic transventricular approach with
bioptic tumor sampling, opening and drainage of cystic
components, as well as third ventriculostomy, represent
the standard of care.

In the field of spinal tumors, different programs have
been developed mainly considering the use of new
technologies and surgical approaches.

Patients affected by metastatic spinal tumors have been
treated with augmentation procedures (vertebroplasty
and/or kyphoplasty), associated in many cases with
open decompression procedures and percutaneous
stabilization techniques. The recent introduction of
silicon products as filling material beside standard
PMMA, has been instrumental in performing complex
cases with an increased margin of safety and efficacy.
For patients affected by intradural-extramedullary
tumors the unilateral mini-invasive approach has
become in the last decade, the standard of the care,
minimizing surgical aggressiveness and reducing time
of hospitalization. Neurophysiologic ~monitoring
of the motor and sensory function have been also
implemented and it is commonly employed during
surgery of all intradural tumors.
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Research Activity

Research activity has been oriented either toward
translational neuro-oncological projects as well
as toward new, innovative, more effective surgical
techniques.

In these years several cooperative studies with national
and international institutions were pursued, activated
or are in progress.

The aim of our multi-specialist translational group
was to identify new molecular glioma biomarkers
useful for better determine the diagnosis, prognosis
and/or therapeutic response. To accomplish these goal
we take advantage of an extensive database including
retrospective as well prospective case series collected
at IRE. Presently our database includes clinical and
molecular information obtained from more than 800
patients affected with primary brain tumors (mainly
malignant gliomas; more than 400 glioblastoma). An
average of 60 patients are included every year.

On this basis we already analyzed the value of the
expression of MGMT as a relevant predictor of
therapeutic response and good prognosis in GBM
patients.

Our research have underlined the importance of
MGMT in the management of GBM patients; presently
a large cooperative study with other Italian groups is
in progress and the result are waited in the near future.
Utilizing the same data set, we are analyzing
patients  affected by
oligodendroglioma or astrocytoma, with the aim of
defining the prognostic value of 1p/19q LOH (loss
of heterozygosis) in this setting as well the potential
predictive/prognostic factors in GBM long survivors.
Recently a cooperative study, under the auspices of
Alliance Against Cancer (AIRC), has been focused
on this setting of long survivors with the aim of
deeply understand molecular characteristics as well as
therapeutic strategies that explained their prolonged
survival.

the information from

Another relevant issue is related to research and
identification of circulating biomarkers for detection
and prognosis of primary brain tumors. We already
reported our recent study on serum microRNA
signature in a cohort of malignant glioma patients,
evaluating eleven circulating serum microRINAs,
previously associated with brain tumors, as potential
non-invasive diagnostic biomarkers for glioma patients.
Preliminary data of this relevant study have already
been published.

The role of microRINA have been also investigated
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in brain metastases. In particular, it has been assessed
whether aberrant expression of specific microRNAs
could contribute to brain metastases. Comparison of
primary lung tumors and their matched metastatic
brain disseminations identified shared patterns of several
microRNAs, including common down-regulation of
miR-145-5p, which appeared to play a pivotal roles in
malignancy progression and in metastasis.

In a very recent paper, it has been showed that the miR -
128-3p, which is up-regulated in lung cancer tissues,
has Drosha and Dicer, two key enzymes of miRNAs
processing, as the main modulation targets leading to
the widespread down-regulation of miR NA expression.
We observed that the miRNAs downregulation
induced by miR-128-3p may significantly contributed
to the tumorigenic properties of lung cancer cells.
Such translational studies which are currently under
development including the analysis of specimens of
different types of solid tumor, appear very promising to
try to elucidate the innermost mechanism of metastatic
spread of neoplastic disease.

The potential contribute of cerebrospinal fluid
flow cytometry analysis for early detection and
characterization of tumor cells in the presence of
leptomeningeal carcinomatosis, in the phases of the
first diagnosis as well as during treatment, with the
aim of monitoring the extent of residual disease is
also under investigation. Our pilot study, recently
published, documents the expression of prognostic
markers as well as putative stem cell in breast cancer
leptomeningeal metastasis, trough flow cytometric
analyses of CSF samples.

Another relevant research activity is directed toward the
evaluation of new surgical strategies in the treatment
of brain tumors.

In particular, fluorescence-guided resection represents
an interesting tool for identifying tumor tissue and
increasing the extent of surgery, taking advantage of
metabolic and structural changes induced by a natural
precursor of heme biosynthetic pathway, 5 amino-
levulinic acid (5-ALA).

Our experience regarding more than 100 patients
affected by malignant cerebral tumors has been
presented in several scientific meetings.
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More than 90% of patients showed intraoperative red
fluorescence of core tumor tissue. Mainly in recurrent
GBM, when MRI documented heterogeneous lesions
with enhancing area mixed with non enhanced gliotic
scars, fluorescence -guided surgery allowed a better
definition of active tumor, with net margins from
perilesional “healthy” brain.

With regard to spinal tumors, vertebral pathological
fractures represent one of the most challenging issues.
Due to its minimal invasion and immediate pain
relief’ balloon kyphoplasty has gained an increased
popularity for the treatment of symptomatic tumor
or osteoporotic vertebral fractures. However in
cancer patients, kyphoplasty is more challenging due
to frequent presence of cord compression and the
incidence of overall complications is ten fold greater.
A randomized clinical study is continuing on spinal
surgical augmentation (kyphoplasty and vertebroplasty)
procedures in  secondary  neoplastic  lesions,
comparing the results obtained with conventional
polimethylmethylacrylate (PMMA) and the new
silicone material VK100 (the study was approved by
our EC, activated and presently more than 55 patients
have been accrued).

The result of a preliminary experience of 44 oncologic
patients who underwent kyphoplasty with VK100 for
vertebral compression fractures, in terms of safety of
the procedure, pain reduction, functional capacity and
quality of life has been published in 2018.

The emergingrole and integration of minimally invasive
surgery with Radiosurgery, the so called “separation
surgery” has been investigated by the Neurosurgical
and Radiotherapy Units with the purpose to present
in 2019 a combined protocol of treatment.
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Mission Team, which includes specialists in surgery, radiation
oncology, medical oncology, endocrinology, radiology,
pathology, speech therapy, plastic and reconstructive
surgery, dental and maxillofacial prosthetics, nutrition,
and pain management. The group meets weekly and
works together to meet their patients’ diverse needs.
The Unit of Otolaryngology Head and Neck Surgery
provides a complete spectrum of head and neck services
including Endocrine, Microvascular surgery and
minimally invasive approaches including Robotics.

We are committed to maintaining our status as leader in
the discovery, innovation and implementation of the best
practices, research and clinical care in otolaryngology-
head & neck surgery.

We contribute to improve the health of individuals
and populations through innovation and excellence
in otolaryngology-head & neck surgical practice and
research. Our program has a strong multidisciplinary
translational approach focused on different aspects of
Head and Neck Oncology.

Research Activities

Clinical Activities 8. Human papillomavirus involvement in Head and

. . . Neck cancer.
Ear,nose and throat and maxillofacial oncological surgery.

Treating of fairly common head and neck cancers to 9. Trans Oral Robotic Surgery (TORS)

more complicated and difficult cases. Highly specialized 10.Feasibility and efficacy of electrochemotherapy in
surgical protocols and/or procedures are performed by Head Neck Cancer

the staff and every decision regarding clinical cases is 11.mRNA expression profiling in Head Neck Cancer

submitted to the Head and Neck Disease Management
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Laryngoscope. 2018 Dec; 128(12): 2745a

5. Lombardi D, Paderno A, Giordano D, Barbieri D, Taboni S, Piazza C, Cappelli C, Bertagna E BarbieriV, Piana S, Bellafiore
S, Spriano G, Mercante G, Nicolai P Therapeutic Lateral Neck Dissection in Well-Differentiated Thyroid Cancer: Analysis
on Factors Predicting Distribution of Positive Nodes and Prognosis. Head Neck. 2018 Feb; 40(2): 242a

6. Pichi B, Pellini R, DEVirgilio A, Spriano G. Electrochemotherapy: A Well-Accepted Palliative Treatment by Patients with
Head and Neck Tumours. Acta Otorhinolaryngol. Ital. 2018 Jun; 38(3): 181a

7. Piludu E Gangemi E, Marucci L, Guerrisi A, Pellini R, Covello R, Carlini P, Spriano G, Sanguineti G, Marzi S,Vidiri A.
MRI Evaluation using DWI and T2WT of Residual Lymph Nodes in Patients Affected by Head and Neck Squamous
Cell Carcinoma Treated with Chemo-Radiotherapy. Curr. Med.Iimaging Rev. 2018 14(4): 599a
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Hamoir M, Andry G, Mehanna H, Hunter KD, Dietz A, Rene Leemans C. Surgical Quality Assurance in Head and Neck
Cancer Trials: An EORTC Head and Neck Cancer Group Position Paper Based on the EORTC 1420 ‘Best of” and
24954 ‘Larynx Preservation’ Study. Eur.].Cancer. 2018 Nov; 103: 69.
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PLASTIC & RECONSTRUCTIVE SURGERY UNIT
Head: Roy De Vita, MD

STAFF Mission

Alfredo Alteri, MD Assistants Plastic and Reconstructive Surgery is very im_portant
in the general management of oncologic patients of
the Regina Elena National Cancer Institute and plays
Stefano Feliciano, MD Assistants a seminal role in the therapeutic course of patients
Pierpaolo Gullo, MD Assistants affected with breast cancer.

Our Unit is actively involved in the definition and

Maurizio Costantni, MD Assistants

Massimo Panimolle, MD Assistants

use of innovative therapeutic protocols. In particular, the
expertise obtained our Unit is cooperating with most
representative national structures.

Marcello Pozzi, MD Assistants

Antonio Varanese MD Assistants

Iolanda Mantuano, Nurse,Vice Head

Attilio Santolamazza, Nurse
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* Extravasation of anticancer drugs in Oncology:

Clinical Activity

Breast reconstruction

Biological Mesh in implant-based breast reconstruction
surgery

SoK Tissue Sarcoma - The Plastic Surgery Unit deals
with all

types of skin cancers (epitheliomas, melanomas, other skin
cancers locations) that focus especially on craniofacial
locations that require complex reconstructions and
together withthe Dermatology Unit are dedicated
on preventing skin cancer diseases. In collaboration
with the General and Orthopedic Surgery Unit, the
activities are aimed against sarcomas of the limbs through the
morphofunctional microsurgical reconstruction of
the structures involved.

Prevention, treatment and outcomes The incidence
of extravasation of anti neoplastic drugs reported in the
literature,ranges from 3%to 6%.This percentage,however,
is increasing for introducing new chemotherapeutic
drugs such as Vinorelvina and Taxanes. While these drugs
certainly represent an important therapeutic alternative in
the treatment of solid tumors, particularly breast cancer,
local toxicity levelsare higherin these drugs than those that
preceded them.

Publications

1.

De Vita R,Buccheri EM. Nipple Sparing Mastectomy and Direct to Implant Breast Reconstruction, Validation of the
Safe Procedure through the use of Laser Assisted Indocyanine Green Fluorescent Angiography. Gland Surg. 2018 Jun;

7(3): 258a

DeVita R, Buccheri EM,Villanucci A, Pozzi M. Breast Reconstruction Actualized in Nipple-Sparing Mastectomy and
Direct-to-Implant, Prepectoral Polyurethane Positioning: Early Experience and Preliminary Results. Clin.Breast Cancer.

2018 Dec 27;

Nava MB, Adams WPJr, Botti G, Campanale A, Catanuto G, Clemens MW, Del Vecchio DA, De Vita R, Di Napoli A,
Hall-Findlay E, Hammond D, Heden P, Mallucci P, Martin Del Yerro JL, Muti E, Rancati A, Randquist C, Salgarello M,
Stan C, Rocco N. MBN 2016 Aesthetic Breast Meeting BIA-ALCL Consensus Conference Report. Plast.Reeconstr.

Surg. 2018 Jan; 141(1): 40a.
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Case Manager Antonella Cutini
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Data Manager Matteo Ferraro
Elisa Checcucci Sabrina Ganzenua
Stefano Landi
Alessia Milotti
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Mission

Aim of the division is to diagnose and care primary and
secondary tumors of bone and soft tissue in pediatric
and adult patients and to perform translational and
clinical research in this field.

The unit performs every kind of orthopedic oncological
operation for primitive and metastatic muscular-skeletal
tumors in adults and pediatric patients.

During 2018, the unit has perfected computer assisted
navigated techniques and reconstruction with titanium
3D-printing prostheses after bone tumor removal.

Clinical Activity

Patients who need surgery for primary or secondary
tumors of the bone and soft tissue are hosted in the ward
(12 regular beds). The ward has a fully furnished (and
painted) pediatric room with telematic-teaching service
(available for long-term patients), videogames, books
and comics. Five rooms out of seven are decorated with
the intent of improving the patient’s hospitalization
experience.

Surgery in performed twice a week, every month, in
one of the eight operating room of the operating block.
Biopsies for bony or soft tissue lesions are performed,
once a week, in a dedicated small operating room.
There are a total of three orthopedic clinics for
outpatients: on Monday for benign and low-grade
malignant tumors; on Wednesday for high grade
sarcomas (multidisciplinary clinic in collaboration with
Oncologist and Psychologist); on Friday for metastatic
disease involving muskulskeletal system. On the first
Friday of every month there is a dedicated outpatient
clinic for exostoses and cartilaginous tumors (benign to
low-grade malignant).

Once a week, on Wednesday, there is dedicated clinic for
wound care and withdrawal of biopsy reports.

Twice a week takes place the Disease Management Team
(DMT) meeting for the discussion of clinical cases. A
Biobank collects biological samples from patients with
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musculoskeletal tumors, visceral sarcomas and muscular-
skeletal metastasis.

Research Activity

* Observational study: ISG-STS 10.01 Localized high-
risk soft tissue sarcomas of the extremities and trunk wall
in adults: an integrating approach comprising standard
vs histotype-tailored neoadjuvant Chemotherapy.

e Phase Ill: open 5-15 ISG/AIEOP EW1 Phase 111
trial on the efficacy of dose intensification in patients
with non-metastatic Ewing Sarcoma.

e Phase IIT: open 2 -8 RECURR International
Randomised controlled trial of Chemotherapy for
the treatment of recurrent and primary refractory
Ewing Sarcoma Phase II/111.

 Sacral Chordoma — IT — IRE Studio randomizzato
e osservazionale sulla CHIRURGIA in confronto
alla. RADIOTERAPIA nella malattia primitiva
localizzata ( SACRO ).

« Naobiotix n. 301: Studio multicentrico, randomizzato,
in aperto, di fase II/IIl per confrontare I'efficacia di
NBTXR3, impiantato con iniezione intratumorale
e attivo mediante radioterapia, risposto alla sola
radioterapia, in pazienti affetti da Sarcoma della parete
dei tessuti molli degli arti e del tronco, localmente

avanzato.
* Studio asservazionale DAC Studio  clinico
multicentrico  osservazionale  prospettico  per

la verifica dell’efficacia di un presidio medico
chirurgico, DAC gel, per la prevenzione
dell'infezione periprotesica a seguito di ricostruzione
di ampie resezioni ossee con posizionamento di
megaimpianto.

¢ CTC/ctDNA Studio del significato clinico di cellule
ed acidi nucleici tumorali circolanti nei sarcomi dei
tessuti molli e dell’osso. CTC/ctDNA nei sarcomi
tessuti molli e dell’osso.

Publications

1. Allegretti M, Casini B, Mandoj C, Benini S, Alberti L, Novello M, Melucci E, Conti L, Covello R, Pescarmona E, Milano
GM, Annovazzi A, AnelliV, FerraresiV, Biagini R, Giacomini P. Precision Diagnostics of Ewing’s Sarcoma by Liquid Biopsy:
Circulating EWS-FLI1 Fusion Transcripts. Ther. Adv. Med. Oncol. 2018 Jun 1; 10: 1758835918774337a

2. Baldi J,Attala D, Scotto di Uccio A, LaquintanaV, Biagini R, Zoccali C.The Eftectiveness of a Standard Drill Connected to
a Core Biopsy Needle: How to Obtain Specimens in very Strong Bone Tumors. Injury. 2018 Aug; 49(8): 1612-1616a
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3. Casali PG, Abecassis N, Bauer S, Biagini R, Bielack S, Bonvalot S, Boukovinas I, Bovee JVMG, Brodowicz T, Broto JM,
Buonadonna A, De Alava E, Dei Tos AP, Del Muro XG, Dileo P, Eriksson M, Fedenko A, Ferraresi V, Ferrari A, Ferrari
S, Frezza AM, Gasperoni S, Gelderblom H, Gil T, Grignani G, Gronchi A, Hannu A, Hassan B, Hohenberger P, Issels R,
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P, Safwat AA, Schoftski P, Sleijfer S, Stacchiotti S, Sundby Hall K, Unk M, Van Coevorden EVan der Graaf W, Whelan J,
‘Wardelmann E, Zaikova O, Blay JY, ESMO Guidelines Committee and EURACAN. Gastrointestinal Stromal Tumours:
ESMO-EURACAN Clinical Practice Guidelines for Diagnosis, Treatment and Follow-Up. Ann.Oncol. 2018 Oct 1;
29(Supplement_4): iv68-iv78a
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P, Safwat AA, Schoffski P, Sleijter S, Stacchiotti S, Sundby Hall K, Unk M, Van Coevorden EVan der Graat' W, Whelan J,
Wardelmann E, Zaikova O, Blay JY, ESMO Guidelines Committee and EURACAN. Soft Tissue and Visceral Sarcomas:
ESMO-EURACAN Clinical Practice Guidelines for Diagnosis, Treatment and Follow-Up. Ann.Oncol. 2018 Oct 1;
29(Supplement_4): iv51-iv67a
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Brodowicz T, Broto JM, Brugieres L, Buonadonna A, De Alava E, Dei Tos AP, Del Muro XG, Dileo P, Dhooge C, Eriksson
M, Fagioli E Fedenko A, FerraresiV, Ferrari A, Ferrari S, Frezza AM, Gaspar N, Gasperoni S, Gelderblom H, Gil T, Grignani
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P, Safwat AA, Schoffski P, Sleijfer S, Stacchiotti S, Strauss SJ, Sundby Hall K, Unk M, Van Coevorden E van der Graaf
WTA, Whelan J, Wardelmann E, Zaikova O, Blay JY, ESMO Guidelines Committee, PacdCan and ERN EURACAN.
Bone Sarcomas: ESMO-PaedCan-EUR ACAN Clinical Practice Guidelines for Diagnosis, Treatment and Follow-Up. Ann.
Oncol. 2018 Oct 1;29(Supplement_4): iv79a

6. Di Martile M, Desideri M, Tupone MG, Buglioni S, Antoniani B, Mastroiorio C, Falcioni R, FerraresiV, Baldini N, Biagini
R, Milella M, Trisciuoglio D, Del Bufalo D. Histone Deacetylase Inhibitor ITF2357 Leads to Apoptosis and Enhances
Doxorubicin Cytotoxicity in Preclinical Models of Human Sarcoma. Oncogenesis. 2018 Feb 23;7(2): 20a

7. Loria R, Laquintana V, Bon G, Trisciuoglio D, Frapolli R, Covello R, Amoreo CA, Ferraresi V, Zoccali C, Novello M,
Del Butalo D, Milella M, Biagini R, D’Incalci M, Falcioni R. HMGA1/E2F1 Axis and NFkB Pathways Regulate LPS
Progression and Trabectedin Resistance. Oncogene. 2018 Nov; 37(45): 5926a

8. Paladini A, Lucatelli P, Cappelli E Pizzi G,AnelliV,Amodeo EM, Beomonte Zobel D, Paladini L, Biagini R, Attala D, Zoccali
C,Vallati GE. Osteoid Osteoma Treated with Radiofrequency Ablation in Non-Operating Room Anesthesia. A Different
Way of Approaching Ablative Therapy on Osteoid Osteoma. Eur. Rev.Med. Pharmacol. Sci. 2018 Sep; 22(17): 5438a-5446

9. Zoccali C,Attala D,Rossi B, Zoccali G, FerraresiV. Fibrous Dysplasia: An Unusual Case of a very Aggressive Form with Costo-
Vertebral Joint Destruction and Invasion of the Contralateral D7 Vertebral Body. Skeletal Radiol. 2018 Nov;47(11):1571-1576

10. Zoccali, Carmine, Dario Attala, Alessandra Scotto, and Roberto Biagini. 2018.“Megaprosthesis for Metastasis of the Lower
Limb.” Chap. 14, In Management of Bone Metastases, 149-157: Springer.

11. Zoccali C, Baldi J, Attala D, Rossi B, Anelli V, Annovazzi A, Ferraresi V. Intralesional Vs. Extralesional Procedures for Low-
Grade Central Chondrosarcoma: A Systematic Review of the Literature. Arch. Orthop. Trauma Surg. 2018 Jul; 138(7): 929a
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BREAST AND SOFT TISSUE SURGERY UNIT

Head: Claudio Botti, MD

STAFF

Franco Graziano, MD
Loredana Piarulli, MD
Sonia Cappelli, MD
Fabio Pelle, MD

Giovanna Grazioli, Head Nurse

Elisabetta Canofari, nurse
Nadia D’Antoni, nurse

Maria Antonietta Di Ceglie, nurse

Fiorella Molinari, nurse

Maria Antonietta Picano, nurse

Viviana Ruspolini, nurse

Emanuela Vincenzi, nurse

Agostino Castaldo, nurse

Mission

To take care of patients with tumors of the breast,
melanomas and soft tissue sarcomas providing high-
quality, patient oriented treatments according to the
multidisciplinary evaluations (disease management team,
DMT) aimed to improve survival and quality of life.

Clinical Activity

The activity is divided into: muldisciplinary evaluation
at the breast unit and other pathology oriented DMT,
outpatient surgery, day surgery, hospitalization.

Type of surgery performed:

Conservative and radical surgery of breast tumors with
particular reference to oncoplatic surgery (volume
displacement techniques, volume replacement and
innovative propeller flaps), immediate reconstrucive
surgery in cases of mastectomy and preservation solutions
of the skin and the nipple areola complex. Innovative
prepectoral implant based breast reconstruction are
currently explored in collaboration with the Division of
Plastic and Reconstructive Surgery.

Complex demolitive surgery in locoregionally recurrent
cases.

Scientific Report 2018

In selected cases intraoperative radiotherapy (IORT) is
performed.

Locoregional treatment of primitive and recurrent
melanoma (wide excision, sentinel lymph node
biopsy, regional lymphadenectomy,
hyperthermic-antiblastic perfusion in selected cases,
electrochemotherapy).

radical

Research Activity

Main research lines:

* Identification of signature responsiveness to innovative
drugs

* Identification of new imaging techniques in senology
(CESM)

e Indocyanine green as an alternative method to
other sentinel lymph node screening techniques,

e Innovative technical application of conservative
volume--replacement oncoplasty by fascio-adipose
propeller flaps set up by microsurgical anatomical
dissection

Collaborative studies ongoing:

* Prospective validation of TAZ--score as a pathological
complete response biomarker in patients with
luminal B / HER2--positive breast cancer treated
with trastuzumab--based neo-adjuvant therapy --
TRISKELE Trial

» Impact of expression of Hippo pathway components
in patients with breast cancer treated or  candidate
for neoadjuvant chemotherapy

» E-cacy and Tolerability of Cario--Patient Neopardive
Chemotherapy in Patients with Triple Negative Breast
Cancer: Multicenter Observational Study. NeoCarbo
study

* Predictidicve / Prognostic Biomarkers IdentificaMon
in Triple--Negative Breast Cancer. NeoTAZ study
TAZ as a prognostic biomarker in patients with carly

breast cancer. PHOBOS Trial

Atorvastatin vs Observation in Patients with Initial
Breast Cancer with High Ki--67 and Positivity for TAZ:
randomized, non--comparative Phase II pre--surgical
study
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Neo-Adjuvant Chemotherapy in Patients with Breast
Cancer: Retrospective Evaluation of E-ectiveness and
Tolerability

Analysis of the predictive value of e-cacy of anti-
neoplastic therapies based on the evaluation of
molecular pathways associated with tumor stem cells:

* Accuracy Diagnostics of Dual--Energy Digital

Mammography (CESM) and Magnetic Resonance
Imaging 3 Tesla Compared to Digital Mammography
(FFDM) plus Ecography (US) in Detection and
Characterization of Mammary Lesions: Results from
an Open--Study Pilot, monocentric, prospective

Molecular mechanism of quadruplex—-targeted drugs:
towards clinical candidate selection

multi-setting and multitumor study. HIERARCHY
Study

Publications

1. Mandoj C, Pizzuti L, Sergi D, Sperduti I, Mazzotta M, Di Lauro L, Amodio A, Carpano S, Di Benedetto A, Botti C,
Ferranti F Antenucci A, D’Alessandro MG, Marchetti P, Tomao S, Sanguineti G, Giordano A, Maugeri-Sacca M, Ciliberto
G, Conti L,Vici P, Barba M. Observational Study of Coagulation Activation in Early Breast Cancer: Development of a
Prognostic Model Based on Data from the Real World Setting. . Transl. Med. 2018 May 16; 16(1): 129a

2. Pizzuti L, Sergi D, Sperduti I, Lauro LD, Mazzotta M, Botti C, Izzo F Marchetti L, Tomao S, Marchetti P, Natoli C,
Grassadonia A, Gamucci T, Mentuccia L, Magnolfi E,Vaccaro A, Cassano A, Rossi E, Botticelli A, SiniV, Sarobba MG,
Fabbri MA, Moscetti L, Astone A, Michelotti A, De Angelis C, Bertolini I, Angelini E Ciliberto G, Maugeri-Sacca M,
Giordano A, Barba M, Vici P. Body Mass Index in HER2-Negative Metastatic Breast Cancer Treated with First-Line
Paclitaxel and Bevacizumab. Cancer. Biol. Ther. 2018 Apr 3; 19(4): 328a

3. Vicini E, Invento A, Cuoghi M, Bafile A, Battaglia C, Biglia N, Busani M, Bussone R, Cianchetti E, Caruso F Cucchi
MC, Dessena M, Di Filippo F, Fabi A, Folli S, Friedman D, Macellari G, Mainente P, Murgo R, Neri A, Pollini GP, Palli D,
Ricci E Scalco G, Taffurelli M, Trunfio M, GalimbertiV, Italian Society of Surgical Oncology (SICO) Breast Oncoteam.
Neoadjuvant Systemic Treatment for Breast Cancer in Italy: The Italian Society of Surgical Oncology (SICO) Breast
Oncoteam Survey. Eur.J. Surg. Oncol. 2018 Aug; 44(8): 1157a
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MEDICAL ONCOLOGY 1UNIT

Head: Francesco Cognetti, MD

STAFF

Paolo Carlini, MD Assistant Paola Malaguti, MD Senior Fellow
Michele Milella, MD Assistant Domenica Pellegrini, MD Senior Fellows
Elvira Colella, MD Assistant Chiara Spoto, MD Senior Fellows
Fabiana Cecere, MD Assistant Vanja Vaccaro, MD Senior Fellow
Consuelo D’Ambrosio, MD Assistant Sabrina Vari, MD Senior Fellows
Alessandra Fabi, MD Assistant Giovanna Catania, Resident

Virginia Ferraresi, MD Assistant Michela Palleschi, MD Senior Fellows
Gianluigi Ferretti, MD Assistant Silvia Bastucci, Data Manager

Cecilia Nistico, MD Assistant Marianna Introna, Data Manager
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Isabella Bertazzi, Nurse Coordinator

Lorena Scarton, Nurse

Pietro Calabretta, Nurse

Gina Marcantonio, Nurse

Immacolata D’Orsi, Nurse

Antonella Gagliardo, Nurse

Giovanni Cortese, Nurse

Anna Franca Speranza, Nurse

Roberto Ferro, Nurse

Anna Maria Biscu, Nurse

Giampiero Giansanti, Nurse

Teresa Borruso, Nurse

Alessia Mariotti, Nurse

Anna Maria Barberini, Nurse

Gigliola Mammana, Nurse

Ornella Barlone, Nurse

Giuseppe Giambalvo, Nurse

Massimo Colantoni, Nuse

Maria Di Santo, Nurse

Alessandra Pasqua, Nurse

Patrizia Minonne, Nurse

Alessia Barassi, Secretariat

Wioletta Faltyn, Nurse

Francesca Sabbatini, Secretariat

Maria Grazia Cioffi, Nurse

Massimo Andaloro, Administrative Collaborator

Arianna Cicerone, Nurse

Mission

The Division of Medical Oncology 1 has a long standing
commitment in improving the diagnosis detection
and treatment of solid cancers. The Division’s clinical
activity guarantees evidence-based treatments and
clinical assistance for cancer patients requiring therapy
discase monitoring and follow up. Moreover, the
Division has been developing clinical research and new
treatment strategies on solid tumors using both new
immunotherapeutic agents such as checkpoint inhibitors
or targeted agents for different tumors in addition to the
classic antineoplastic drugs. The work’s strategy is based
on a multidisciplinary approach to the clinical aspects
so assuring a personalized and integrated approach to
the discase in the respect of the patient centrality and
quality of life. The medical team is strongly oriented
in creating collaborative pathways with national and
international working groups and scientific societies and
in participation to the strategic aims of the IRE.

Clinical Activity

The Division of Medical Oncology 1 consists in 4
separate units: a) in-patient unit which includes 22 beds
dedicated to highly complex diagnostic procedures,
oncological treatments and management of severe
toxicities; b) out-patient unit dedicated to the first visit
of new patients and clinical follow up and oncologic
genetic counseling; ¢) Day Hospital and Ambulatory
Chemotherapy Services for administration of oral and

82

intravenous antineoplastic drugs and supportive cares. d)
Phase 1 Unit for early clinical trials.

Clinical activity is supported by weekly divisional
meeting in order to share decisions on patients at first
observation or critical clinical cases and ameliorate
the internal procedures. Physicians of the Medical
Oncology 1 are the most actively involved in all the
interdisciplinary Disease Management Team (DMT).
In each DMT, a group of physicians is dedicated to
the treatment and follow up of patients according to
national and international guidelines. Team members
provide state of the art diagnosis and treatment of
patients with solid cancers, and are able to follow the
patient by continually updating the database that tracks
the patient.

Research Activity

The main research topics of the Division is the study
of new drugs (targeted therapies, immunological
checkpoint inhibitors, etc) their combinations and/or
sequence and new strategies of integrated treatments
in almost all solid tumors of the adult population.
Some studies are also addressed to the treatment of
pediatric bone sarcomas. The Division is committed to
conducting national and international clinical trials in
collaboration with industries or no-profit cooperative
groups. During 2018, 82 clinical studies were ongoing
in different tumors, with the enrolment of 552 patients.
Field of interest of the Division is also the involvement
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in projects that investigate and promote patient’s quality
of life (such as integrated medicine and narrative
medicine) in collaboration with patient associations.
The clinical research activity of the Division is sustained
by five fully trained data manager with expertise in
conducting clinical trials in good clinical practice.
Special emphasis is moreover given to the collaboration
with basic researchers to identify molecular prognostic
or predictive biomarkers. This latter activity is shared
with the internal laboratories department and with the
research branch of other national cancer institutes. The
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medical division is also involved in the basic research
that is carried out within its own laboratory, equipped
with research personnel and instruments suitable for
cell cultures and molecular diagnostics. The main field
of activity is aimed at understanding the mechanisms
of signal transduction and phosphorylation of tumor
cells. This activity is supported with founds provided
by national research organization (AIRC...). Most
physicians of the Division are involved in scientific
boards, guidelines editing groups and in national and
international networks.

Pubblications

1. Allegretti M, Casini B, Mandoj C, Benini S, Alberti L, Novello M, Melucci E, Conti L, Covello R, Pescarmona E, Milano
GM, Annovazzi A, Anelli V, Ferraresi V, Biagini R, Giacomini P. Precision Diagnostics of Ewing’s Sarcoma by Liquid
Biopsy: Circulating EWS-FLI1 Fusion Transcripts. Ther. Adv.Med. Oncol. 2018 Jun 1;10: 1758835918774337a
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Cancer Res. 2018 Mar 5;37(1): 47a
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Mission

The Division of Medical Oncology 2 (OM2) aims at
gaining insights in the management of solid tumors
in adult cancer patients. Considerable attention 1is
devoted to the design and conduct of several studies
in collaboration with an increasingly growing pool
of Nationl and International cancer centers. Our
oncologists manage over 600 newly diagnosed cancer
patients/year. Our personnel is “functionally” organized
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Administrative Collaborator

Ana Maria Edlisca

into subunits committed to a specific tumor for both
the clinical and research activities. A multidisciplinary
approach 1is systematically applied. Diagnostic and
therapeutic decisions are constantly defined at an
individual-patient level, which is refined over the course
of weekly meetings called Disease Management Team
(DMTs). Participation in these meetings is extremely
interactive. A relevant percentage of patients whose
cases are critically discussed over the DMTs course are
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enrolled in clinical studies. Whenever economically
sustainable and scientifically plausible, these studies
include both clinical and pre-clinical/translational tasks.
Feasibility is always caretully considered.

Clinical Activity

The clinical activities of OM2 encompass an inpatient
hospital service and outpatient clinics. Clinics: The
outpatient clinics activities are driven by the site of
cancer origin and specific clinical performance,i.c., 1st-
time visit, routine controls and oncological screenings.
The 1Ist-time visits take place in a dedicated clinic,
for both patients managed in clinical practice and
trials” participants. The waiting time for 1st-time visits
or oncological screenings does not exceed 3 days.
Hospitalization: All hospitalized patients are admitted to
the OM2 Ward Service. The waiting time for admittance
is of about 4 days. Day-Hospital: The waiting time for a
patient Ist-time visit/admission does not exceed 4 days.
The following performance are delivered to our patients,
independently on the specific regimen: administration
of chemotherapy/supporting therapies, advice from
medical oncologists and collaborating specialists,
diagnostic examinations, psychological support.

Research Activity

In 2018, we further focused on efticacy and/or toxicity
biomarkers which may inform decisions in patients
with solid tumors. Concerning breast cancer (Bca),
the OM?2 coordinated the following multicentric
Bea trials: 1. In the neoadjuvant setting, TRISKELE,

NeoTaz, NeoCarbo, and TROIKA; 2. In the adjuvant
setting, PHOBOS, and a study on the prognostic role of
coagulation activation in early Bea (1); 3. In the advanced
setting, PALBOSS (2), RePer (3), a study of pertuzumab
in HER 2+ met Bca, and a further study of HER2+ met
Bca patients treated with trastuzumab-emtansine, and a
study on body mass index in HER2- met Bca treated
with Ist-line paclitaxel and bevacizumab (4).

We adhered with a non-coordinatingrole to the following
trials: Neo-adjuvant chemotherapy in triple negative
Bea (5), VasMUoss, MARIO, POSITIVE, BioltaLEE,
VICTOR3, COMPLEEMENT-1, IMPASSION 131;
PAINTER, NORMA, EVA, (6.a-c), ECHO, BRIDE,
TiLT, GIM16-FEVEX, HERBA, Pro-HERBA,. We
also adhered to a phase I dose escalation and cohort
expansion trial of an anti-PD-1 agent in advanced solid
tumors. Our collaboration with the Nuclear Medicine
Division resulted into one further manuscript (7).
Concerning solid tumors other than Bea, we adhered to
several MITO trial in gynecological tumors,and focused
on the HIPPO pathway within the HIERARCHY
study, a spontaneous multicentric study coordinated
by the OM2 (8-12). Our trial on DNA damage and
HIPPO biomarkers in locally advanced/metastatic
gastric cancer was awarded by the Ministry of Health.
Research on cancer stem cells yielded 3 manuscripts
(13-15). The OM2 work on ovarian cancer yielded one
further publication (16). For the study of miR signature
in relapsed, high-grade serous ovarian cancer, survival
outcomes are in course of update. Additional activities
have yielded further publications (17-21).

Publications
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Mission

Hematology and Transplant Unit identifies its own
reason for existence with the provision of care services
and assistance of patients with hematologic malignancies,
according to the policy and mission of Regina Elena
National Cancer Institute of Rome. In this framework,
through scientific research, the development of medical
knowledge, and collaboration with other organizations
at national and international level, Unit resolved to be a
center of excellence for the diagnosis and treatment of
such pathologies.

Clinical Activity

Hematology and Transplant Unit is specialized in the
evaluation, treatmentand care of patients with lymphoma,
leukemia, multiple myeloma, myelodysplastic syndrome
and myeloproliferative disorder. Although chemotherapy
remains an integral component of the treatment for
most hematologic malignancies, the development of
disease-specific or targeted therapeutics or biomarkers
represents the research goal of our Unit investigators.

Treatments are delivered according to National and
International clinical trials coordinated by cooperative
groups (like GIMEMA, FIL, EORTC, IELSG) involved
in the treatment of several onco-hematological
diseases. For patients outside clinical trials, treatments
are delivered according to Guide-Lines proposed by
the most important Italian (SIE-SIES-GITMO) and
International  (ESMO-ELN-NCCN)
clinical societies. Moreover, in order to better standardize
the diagnostic and therapeutic algorithms for patients
outside clinical trials, in 2019 five PDTA (Percorsi
Diagnostici Terapeutici Assistenziali Aziendali) were
updated by the Institute for the following malignancies:

hematologic

acute myeloid leukemia, chronic myeloid leukemia,
follicular lymphoma, diftuse large B cell lymphoma and
multiple myeloma.

Stem cell transplantation often is indicated for the
treatment of hematologic malignancies. U.O.S.D.
Ematologia e Trapianti is one of the 6 Institutions
located in Rome who belongs to Rome Transplant
Network (RTN), a Metropolitan Hematopoietic Stem
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Cell Transplant Program for adult patients established
as a cooperative network. RTN is an innovative entity,
which follows rules and standards established by The
Joint Accreditation Committee ISCT-EBMT (JACIE)
accreditation program. In june 2013, Policlinico “Tor
Vergata” University Hospital, Regina Elena National
Cancer Institute and Campus Biomedico University
Hospital have been found to meet the standards of the
JACIE for Autologous & Allogeneic Transplantation in
Adult Patients, as lately certificated on 21.01.2014.The
renewal of certification took place on February 2019.
In 2018 RTN registered 213 Transplants (61 allogeneic
and 152 autologous), 56 of them performed in our Unit.
The objectives of the RTN are: 1) to standardize
transplants procedures; 2) to improve quality of
transplant care; 3) to extend the potential of transplant
activity over the metropolitan area; 4) to share expertise
and professional education among healthcare providers;
5) to promote excellence of single transplant Centers; 6)
to rationalize cost-management of public health.

Research Activities

The effort of Hematology and Transplant Unit was
aimed at carrying out clinical trials of primary relevance
in different hematological malignancies working in
cooperation with other hematological institutions.
In particular, our Unit is a member of the following
cooperative group:

* Gruppo Italiano Malattie EMatologiche dell’Adulto
(GIMEMA)

* European Organisation for Research and Treatment
of Cancer (EORTC)

* Fondazione Italiana Linfomi (FIL)

* International Extranodal Lymphoma Study Group
(IELSG)

* Gruppo Romano Mielodisplasie (GROM)

* Gruppo Laziale
Croniche Phl neg.

» Sorveglianza Epidemiologica Infezioni Fungine in
Emopatie Maligne (SEIFEM)
e Dutch-Belgian Cooperative Trial Group for

Sindromi  Mieloproliferative

Scientific Report 2018



Hematology Oncology (HOVON)

Gruppo  Italiano  Trapianto  Midollo  Osseo
(GITMO).

Diffuse Large B-Cell Lymphoma (DLBCL): Up to
40% of DLBCL patients still experience treatment
failure or disease relapse after conventional chemo-
immunotherapy. To identify and validate a serum
miRNA signature with prognostic value we planned
a prospective non interventionist study in a cohort
of newly diagnosed DLBCL patients uniformly
treated with six courses of R-CHOP. Preliminary
data suggest that high expression level of serum
miR-22 in DLBCL at diagnosis is associated with a
worse Progression-Free Survival and is independent
of the currently used clinical prognostic index. This
study has been published on Journal of Experimental &
Clinical Cancer Research in 2018.

Non-Hodgkin ~ Lymphoma: — Randomized  trials
comparing chemomobilization efficiency between
lenograstim and biosimilar filgrastim are lacking.
Our previous retrospective study suggested that
lenograstim could be more effective than biosimilar
filgrastim when used at the same conventional dosage
(5 pg/kg) only in lymphoma patients undergoing
peripheral blood stem cell mobilization. We planned a
prospective randomized study comparing lenograstim
5 pg/kg with biosimilar filgrastim 10 pg/kg to verify
the hypothesis of lenograstim superiority even at
half the dosage. Preliminary results of this study have
been published on Tiansfusion in 2018 after enrolling
60% of planned patients: lenograstim at conventional
dosage has failed to demonstrate its superiority over
biosimilar filgrastim at double dosage.

Autologous stem cell transplantation (ASCT): the most
widely used high-dose chemotherapy (HDC) before
ASCT in lymphoma patients is BEAM regimen
(carmustine, etoposide, cytarabine and melphalan),
which is considered the gold standard both in United
states and Europe. In Italy, the most frequently used
alternative regimen is FEAM (fotemustine, etoposide,
cytarabine and melphalan), in which carmustine
is replaced by fotemustine, a third-generation
chloroethyl-nitrosourea with a more favorable
pulmonary toxicity profile, however not available
in all European countries. We aimed to investigate
in a retrospective study the comparison between
FEAM and BEAM regimen in terms of efficacy
and safety in lymphoma patients undergoing ASCT.
362 consecutive lymphoma patients transplanted in
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two centers of Rome (Sapienza University n=218,
Regina Elena National Cancer Institute n=144) were
analyzed: we did not observe differences between the
groups in terms of 2 years PFS and OS but BEAM
regimen seems to be better tolerated because of
significantly lower rates of mucositis and infectious
complications. This study was published on Bone
Marrow Tiansplantation in 2018.

The association between cytomegalovirus (CMV)
and invasive fungal disease (IFD) after autologous
stem cell transplant (ASCT) in Lymphoproliferative
Malignancies was investigated by our Unit. We
have reviewed our series of 347 ASCT in myeloma
and lymphoma patients performed over a 14 years
span with the aim of investigating the descriptive
and analytical epidemiology of bacterial, CMV
and IFD complications focusing on the association
between CMV and IFD. This study was published on
International Journal of Molecular Sciences in 2019.

During the 2017, an original study of our Unit on
the predictive value of Aspergillus PCR testing on
bronchoalveolar lavage (BAL) fluid was published
and object of commentary on Leukemia and
Lymphoma. The results of the latter prompted us to
propose to Sorveglianza Epidemiologica Infezioni
Fungine in Emopatie Maligne (SEIFEM) Group
a prospective multicentric study on evaluating the
efticacy and safety of bronchoscopy with BAL as
systematic diagnostic approach of lung infiltrates (LI)
in hematologic patients. This study (SEIFEM BAL
2017), promoted and coordinated by our Unit, was
conducted between January 2018 and September
2018 and 177 patients were enrolled and evaluable for
analysis. We observed a significative better outcome
of LI at day +30 and a significative better outcome
in 120d-OS in those patients in which a BAL-driven
antimicrobial treatment was possible. This study has
been submitted for publication in 2019.

In 2015 the Unit created a web-based intra-net
system of data collection: Progettoemat.it. This software
system features diversified disease-specific data-
bases designed to meet the most important control
requirements of the clinical endpoints such as survival,
relapse , effectiveness of treatment protocols and
more. This system provides for the transfer of clinical
data of about a thousand of patients from paper to
electronic format. In recent months the database has
been continuously updated and modified according
to the needs which arise during data entry. The work
that has preceded the actual data entry aimed at
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recovering all the records of patients who died, were
lost or left the follow-up. A computer file was then
created in which 1436 patients are included. The Unit
chose to start with two diseases: Follicular Lymphoma
(FL) and Diffuse Large Cell Lymphoma (DLBCL).
To date 164 patients were included with FL and 286
patients with DLBCL. In September 2016 data-entry
started about patients with multiple myeloma (so far
100 records were filed). The activity of the Secretariat
and Data Manager also provides the database update
of DMT and satisfaction questionnaires.

The patients enrollment in the project “Psychological
Functioning and quality of life after autologous stem cell
transplantation in patients with onco-hematological disease”
continued in 2018. The objective of this prospective
longitudinal study is to assess the impact of graft
on the quality of life and psychological functioning
of adult patients undergoing ASCT, and to identify
potential demographic, clinical, and psychological
predictors of variables under study. The hypothesis is

that patients with high scores of physical well-being ,
more education,lower levels of anxiety and depression,
more resilient, more adaptive coping strategies, higher
self-efticacy and increased social support before
transplantation are those with better quality of life
and psychological functioning immediately after
transplantation and in a one year follow-up. In 2017
we enrolled 19 new patients, continued follow-up
evaluation of all patients enrolled in the study (to
date 75 patients), and administered a total of 230
questionnaires for measuring the quality of life, the
perceived social support, the psychological distress, the
resilience and self-efficacy before and after transplant
procedure.

As for clinical trials, during the 2018, 34 clinical
research protocols proposed by Hematology and
Transplant Unit and approved by Regina Elena [.LEO.
Ethics Committee have been open to recruitment
and 211 patients have been enrolled.
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Mission

The Cardiology Staff performs all non invasive
cardiological diagnostic current required by the surgical
facilities, medical oncology and dermatology Institutes.
The patients are studies by consulting cardiological
ECG, echo, stress ECG, 24 hours ECG and 24 hours
monitoring blood pressure. Patients who belong to our
Unit, with a path shared by colleagues practitioners,
have a predetermined follow-up and facilitated in terms
of access benefits with waiting times of 48 hours.

Clinical Activity

The Cardiology Unit carries out assistance activities
and clinical-instrumental advice to all cancer patients
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Institute Regina Elena and S. Gallicano Institute. pre or post-surgery, given the already documented
The outpatient activity is dedicated to cancer patients cardiotoxicity of some therapeutic lines and in
who belong to the take in charge, to Day-hospital, particular of some specific groups of drugs. To this
Day-Surgery at the two Institutes and to all people in is added the periodic monitoring, clinical and
need of evaluation and ongoing monitoring of chemo- instrumental, the treated patient, and in accordance
radiotherapy or remote treatment within the follow set with research protocols defined and shared with
up programmed by shared treatment protocols. colleagues oncologists conforming with the guidelines
defined by available.
Research ACt/Vitg ¢ The UO Cardiology is part of the most solid and

The Cardiology operating Unit substantially has three accreditated reality (domestic and international)

aspects: associational cardiology and cardio-oncology, in the

evaluation of cardiotoxic effects of some anticancer

* Support to surgery in terms of preoperative drugs, in research and in the development of

cardiovascular  function  evaluation  in the myocardial damage markers in outcome and patient

intraoperatorive emergency and in any patient’s .
P geney Yy p who underwent cardiac surgery for cancer.

appreciation as a results of complications.

* The state of cardiological evaluation of the patient
to be subjected to chemotherapy or radiotherapy,
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Reggiardo G, Minotti G, Collaborators. Early Diastolic Dysfunction After Cancer Chemotherapy: Primary Endpoint
Results of a Multicenter Cardio-Oncology Study. Chemotherapy. 2018 63(2): 55a Endocrinology Unit
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Mission

The Oncological Endocrinology Unit operates in three
areas: clinical, research and training. Its mission is to achieve
excellence in the prevention, diagnosis and treatment of
endocrine and neuroendocrine tumors and endocrine-
metabolic sequelae in cancer patients, using diagnostic
and therapeutic pathways (PDTA) and the use of DMT
dedicated to the discussion of cancer patients thyroid (DMT
Thyroid) and neuroendocrine tumors (DMT NET).

The research activities of the IFO Oncological
Endocrinology Unit are focused on the evaluation and
development of new tools useful in the diagnosis, treatment
and monitoring of human endocrine and neuroendocrine
tumors with particular attention to precision medicine.

In particular, the unit is involved in the clinical research
of new prognostic markers (liquid biopsy) and new
personalized drug delivery strategies (thTSH), in the
identification of correlations between hereditary syndromes
such as Familial Polyposis and endocrine tumors, in the
presence of mutations genetics (ATM gene) in those thyroid
carcinomas associated with breast cancer. Other fields of
interest include the study of the endocrine effects of cancer
therapies, such as growth hormone deficiency (ghd) or
hypopituitarism in brain neoplasms, hypogonadism and
sexual dysfunction due to gonadal tumors or consequences
of surgery, chemotherapy or radiotherapy and their impact
on the quality of life of patients.

The Unit has collaborative relationships and participates in
multicenter clinical trials with the main Italian Universities
and Research Institutes, also within Scientific Societies (SIE,
SIOMMS) and is the reference center for rare endocrine
and neuroendocrine tumors (G4 and G6) of [FO IRCCS
of Rome for the European ERINN EURACAN Network
for Rare Adult Solid Cancers.

The work setting is based on the constant attention to
technical and professional quality and on the continuous
improvement and updating of the techniques of service
delivery and management, as well as on the preservation
of the human aspect and on the quality of the relationship
with patients and staft.

Clinical Activities

Thyroid carcinomas (Differentiated and Medullary)

Patients with thyroid nodules who are under our care
appointed a diagnostic health-care path which provides
diagnostic laboratory tests (thyroid hormones) and
instrumental tools (i.e. echo-color doppler thyroid scan
and FNAB) in order to diagnose the nature (benign/
malignant) of the nodular lesion. In case of suspecting
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or overt malignancy, patients are sent to undergo surgery
or other treatments as appropriate, depending on their
individual evaluation.

Patients with a differentiated diagnosis of thyroid
cancer are regularly included in the follow-up at the
Endocrinology Unit where laboratory and instrumental
tools are used to carry out routine checks.

For all patients with thyroid cancer the following services
are available: routine medical checks (follow-up), physical
examinations, evaluations through laboratory support in
order to investigate the state of the disease. The optimal
frequency of follow-up assessments are personalized, in
accordance with the stage of the patient’s illness.

The UOSD of Oncological Endocrinology follows to
date approximately 2600 patients with Thyroid tumors
(Differentiated and Medullary).

Hereditary endocrine tumours syndromes

Hereditary tumor syndromes are increasingly recognized
in the development of endocrine neoplasms. Depending
on the tumor type, 10% to 40% of cases are associated
with genetic disorders, including the classic multiple
endocrine neoplasia syndromes (MEN1 and MEN2),
hyperparathyroidism—jaw tumor syndrome, SDH-related
familial  paraganglioma-pheochromocytoma syndromes,
von Hippel-Lindau syndrome, neurofibromatosis type
1, Carney complex, McCune-Albright syndrome, and
familial nonmedullary thyroid cancer syndromes, as well
as newer entities (MEN4, DICER1 syndrome, glucagon
cell hyperplasia and neoplasia syndrome). Although some
features commonly seen in familial disease (early onset,
family history,multifocal neoplasia, multiorgan involvement)
may alert one to the possibility of an underlying genetic
predisposition, endocrine neoplasia syndromes tend to be
phenotypically complex and heterogeneous and present
variably with de novo mutations, making it difficult to
recognize and classify on clinical grounds alone. In an era
of precision medicine, pathologists play a central role in the
diagnosis of familial cancer syndromes, by leading the way
toward screening and molecular histopathology prediction
models. In particular, the identification of *“pathognomonic”
morphologic and immunohistochemical “clues” is crucial
to raise the possibility of an inherited genetic disorder
and to guide further management, including gene testing,
counseling, and targeted therapy. This review highlights the
important genotype-phenotype correlations to consider in
hereditary endocrine tumor syndromes and their associated
clinical implications.

For these reasons an outpatient clinic dedicated to
studying genetic counseling and prevention of hereditary
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oncological diseases has been activated. It provides the
following:

Multidisciplinary assessments or patients with suspected
familial endocrine neoplasia having medical appointments
with endocrinologists, geneticists, psychologists; along with
the involvement of other specialists (oncologists, surgeons,
gynecologists, gastroenterologists, molecular biologists,
pathologists, radiologists) at different stages of diagnosis and
therapy. They will also be undergoing molecular analyses for
detecting small or large mutations in the genes responsible
for: RET, MEN-1, VHL, SDHB, SDHD, SDHC. The
patient with familial endocrine neoplasia is followed right
from the first clinical suspicion of disease to molecular
diagnosis, studying the family history to organizing follow-
up examinations and indications for surgical treatment, and
subsequent radio and chemotherapy treatments through to
newer biological approaches, all with the support and help
of a team of psychologists.

Osteoporosis and bone metabolism disorders in cancer
patients

In patients with oncological disease, most cases are long-
term survivors who, as a result of therapeutic treatments,
experience menopause at times early therefore, with
frequent reoccurring problems related to bone metabolism,
or due to demineralizing effects of some drugs (e.g.:
steroids).

In these patients, treating metabolic bone disease becomes
all the more necessary than in non-cancer patients, not
only for the overall improvement of its compliance but also
for the psychological implications.

It is also reported that some metabolic bone diseases tend
to emulate clinically neoplastic diseases while others are
true paraneoplastic disorders.

The Oncological Endocrinology Unit often sees cancer
patients to set specific therapies for osteoporosis. Treating
these patients need to be based on indicators other than
those usually used in non-oncological patients with
osteoporosis. All the more reason why an outpatient
clinic dedicated has been activated.

Thyroid cancer and Familial adenomatous polyposis (FAP)
Patients with FAP have a higher risk in developing cancer
of the thyroid than the general population; therefore
a follow-up visit that includes annual and ultrasound of
the thyroid is needed. The Unit of Gastroenterology and
Digestive Endoscopy is a Reference Center in the Lazio
Region for FAP which, being rare disease, patients should
be ensured to receive comprehensive clinical management,
with dedicated paths, providing diagnostic evaluations and
follow-ups of target organs, including the thyroid.
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Diagnostic and therapeutic healthcare paths in patients with
FAP APC POS / unknown mutations include undergoing
endocrine tests due to the increased incidence of endocrine
disease in these patients such as thyroid tumours

As a result, the Oncological Endocrinology Unit has
activated a dedicated clinical path for these patients.

At moment, we are following approximately 81 patients
affected with FAP and endocrine diseases.

Neuroendocrine Tumors

Neuroendocrine tumors are very rare tumors that arise
in the endocrine glands or endocrine cells dispersed in
the body. The annual occurrence of these tumors is very
low: 0.07 / 100,000 to gastrointestinal localization, 0.05
/100,000 associated with Multiple Endocrine Neoplasia
MEN-1 and / pancreatic 100,000. The sporadic forms
have a higher incidence between 50-60 years, while the
familiar forms are diagnosed earlier. Their incidence is
still rising but nevertheless remain poorly known tumors,
often characterized by a difficult diagnostic and therapeutic
approach.The Oncological Endocrinology Unit follows to
date approximately 270 patients with NETs and about 570
patients with pituitary tumors (Acromegaly 67).

Other topics we are interested in include:

Adrenal Tumors,

Fertility disorders in cancer patients,

Endocrine side-effects of anti-cancer therapies,

Pituitary Tumors and Adults Growth Hormone Deficiency
(GHD).

Dedicated clinics for:

» secondary osteoporosis in cancer treatment (from
2011)

e patients with hereditary endocrinological syndromes
(from 2011)

 thyroid cancer screening in patients with FAP (in
collaboration with UOSD of Digestive Endoscopy
IRE) (from 2009)

* endocrine-metabolic related disturbances and fluid and
electrolyte in cancer patients

Endocrinology Unit is a Regional referral center for adult
GHD (from 2003) and an AIFA accredited center (2012)
Lazio Region to:

metastatic and / or progressive thyroid tumors (medullary
carcinoma)

osteoporosis 1n cancer patients,

metastatic and / or progressive pancreatic neuroendocrine
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tumors
pituitary tumors (Cushing’s disease).

Research Activities

DEPARTMENT OF CLINICAL AND EXPERIMENTAL ONCOLOGY

genetic risk factors involved in endocrine tumour
susceptibility. Through a comprehensive analysis of tumour
genomic features we have been able to propose diagnostic
and prognostic markers to identify altered pathways that

could be therapeutically targeted. We are also interested in
defining markers associated with differences in anticancer
drug response and toxicity. We are applying targeted and
whole-exome next-generation sequencing to clinically
well-characterized patients. The aim is to identity new
therapeutic approaches to personalize cancer treatment.
These efforts will collectively improve the diagnosis,
prognosis and treatment of patients. Ongoing projects also
include topics regarding:

The research efforts of the Oncological Endocrinology Unit
has long-standing commitment and care in improving the
detection and treatment of endocrine and neuroendocrine
cancers involve evaluating and developing novel clinical
and laboratory tools useful in the diagnosis and monitoring
of human endocrine and neuroendocrine cancers.

In particular, the Unit is involved with clinical research
and new treatment strategics regarding thyroid and
neuroendocrine tumours.

Other fields of interest include the endocrine effects of
tumours or of related treatments, such as Growth Hormone
Deficit (GHD) or hypopituitarism in brain ncoplasms,
hypogonadism and sexual dysfunctions due to gonadal
tumours or consequences of surgery, chemotherapy or
radiotherapy and their impact on the quality of life of the
patients. Our group is mainly interested in identifying

* osteoporosis and bone metabolism disorders in cancer
patients

¢ the endocrine-metabolic related disturbances and fluid
and electrolyte in cancer patients.

Publications

1. Appetecchia M, Lauretta R, Sperduti I, Gallucci M. Chromogranin A as a Biomarker for Prostate Cancer: Is it Actually
Relevant for Clinical Practice? Future Oncol. 2018 Jun; 14(13):1233-1235

2. Barnabei A, Strigari L, Persichetti A, Baldelli R, Rizza L, Annoscia C, Lauretta R, Cigliana G, Barba M, De Leo A, Appetecchia
M, Torino E Indirect Basal Metabolism Estimation in Tailoring R ecombinant Human TSH Administration in Patients Affected
by Differentiated Thyroid Cancer: A Hypothesis-Generating Study. Front. Endocrinol. (Lausanne). 2018 Feb 15;9: 37a

3. Lauretta R,Sansone M, Romanelli EAppetecchia M. Gender in Endocrinological Diseases: Biological and Clinical Difterences.
Ital ] Gender-Specific Med. 2017 3(3): 109a

4. Lauretta R, Sansone M, Sansone A, Romanelli F Appetecchia M. Gender in Endocrine Diseases: Role of Sex Gonadal
Hormones. Int.J. Endocrinol. 2018 Oct 21;2018: 4847376a

5. Persichetti A, Bizzarri G, Guglielmi R, Barnabei A, Bianchini A, Coccaro C, Appetecchia M, Papini E. Ultrasound-Guided
Laser Ablation for Local Control of Neck Recurrences of Medullary Thyroid Cancer. A Feasibility Study. Int.J. Hyperthermia.
2018 Sep 11; 1a

6. Sansone A, Fegatelli DA, Pozza C, Fattorini G, Lauretta R, Minnetti M, Romanelli E Lucatelli P, Corona M, Bezzi M, Lombardo
E, Lenzi A, Gianfrilli D. Effects of Percutaneous Varicocele Repair on Testicular Volume: Results from a 12-Month Follow-Up.
Asian | Androl. 2018 Dec 25; |[Epub ahead of print|

7. Sponzicllo M, Benvenuti S, Gentile A, PecceV, Rosignolo EVirzi AR, Milan M, Comoglio PM, Londin E, Fortina P, Barnabei
A, Appetecchia M, Marandino E Russo D, Filetti S, Durante C,Verrienti A. Whole Exome Sequencing Identifies a Germline
MET Mutation in Two Siblings with Hereditary Wild-Type RET Medullary Thyroid Cancer. Hum. Mutat. 2018 Mar; 39(3):
371a

8. Trimboli P, Lauretta R, Barnabei A, Valabrega S, Romanelli F Giovanella L, Appetecchia M. Procalcitonin as a Postoperative
Marker in the Follow-Up of Patients Aftected by Medullary Thyroid Carcinoma. Int.J. Biol. Markers. 2018 May; 33(2): 156a
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NEURONCOLOGY UNIT
Head: Andrea Pace, MD

STAFF

Edvina Galie, MD

Maria Andreina Rotondi, Social worker

Marta Maschio, MD

Lara Guariglia, Psychologist

Tatiana Koudriavtseva, MD

Sonia Ieraci, Psychologist

Veronica Villani, MD

Cristiano Parisi, Physioterapist

Daniela Alo, Nurse

Stefano Di Felice, Physioterapist

Roberta Rafaelli, Nurse

Margaux Lamaro, Physioterapist

Giuliana Graziano, Technician

Silvia Focarelli, Data Manager

Gianluca Petreri, Technician

Antonio Tanzilli, Neuro-psychologist

Alessia Zizzari, Physioterapist

Andrea Maialetti, Neuro-psychologist

Andrea Minnetti, Physiotherapist

Luciano Urbani, Physiotherapist

Research collaborations with graduate and
undergraduate students

Dario Benincasa, Neurologist

Marzia Piccoli
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» Clinical Benefit of antiangiogenic treatment - The aim

Mission

Clinical and research activity of Neuroncology Unit is
dedicated to the diagnosis, therapeutical approaches and
supportive and palliative care of primary brain tumors.
Moreover, the Unit is involved in clinical and research

activity related to Central and Peripheral Nervous
System neurological complications of cancer and
neurotoxicity of anticancer treatments.

Clinical Activity

The clinical activities of Neuroncology Unit include:

Neurology clinic

Neuro-oncology clinic

Brain tumors related epilepsy

Neuropathic Pain Clinic

Neuropsychology and cognitive rehabilitation

Neuro-oncologic Day Service for chemotherapy and
supportive treatment of brain tumor patients
Neurophysiology lab (Electromyography,
Electroencephalography, Evoked Potentials)
R chabilitation specialized  in
rehabilitation for in- and out-patients

service cancer

Palliative and supportive home care for brain tumor
patients

Research Activity

The research activity of Neurology Unit is focused on
several topics. These include:

o Clinical neuro-oncology - The role of chemotherapy in

recurrent malignant brain tumor has been evaluated
in phase II trials exploring the activity and toxicity of
several anticancer agents: temozolomide, fotemustine,
bevacizumab, carboplatin, ortataxel, regorafenib.
Recent trials have been launched including: weekly
carboplatin AUC2 in recurrent malignant glioma;
cloropromazine associated to temozolomide in newly
diagnosed GBM.

Next generation sequencing in glioma patients
for identification of potential target therapy:NGS
panels assessment allowing the simultaneous analysis
of both DNA and RNA in order to identify either
the presence of point variants and fusion genes or
variations in the number of gene copies with a panel
of 50 genes that are recognized to have a key role
in tumour development, with the aim to identify
potential therapeutic target

Scientific Report 2018

of this study was to evaluate the clinical benefit of
bevacizumab therapy alone or in combination in the
treatment of recurrent glioma. Preliminary results
have been presented in national and international
scientific meetings. The final paper is in press.

Cognitive impairment assessment and rehabilitation -
The role of cognitive rehabilitation programs has
been investigated in different setting of care (in
patients, outpatients, home care setting). Preliminary
data showed beneficial effects of a computer-based
cognitive rehabilitation programme and positive
impact on Quality of Life in neuro-oncological
patients. Preliminary results have been presented in
national and international scientific meetings.
Home-care for brain tumor patients - The efficacy of a
program of comprehensive palliative care for brain
tumour patients supported by the Lazio Regional
Health System was evaluated analyzing place of
death, caregiver satisfaction, re-hospitalization rate
and the impact on Health System costs. The results
of this project have been presented in national and
international scientific meeting.

Palliative neuro oncology and telemedicine -

We developed a health WEB site portal applied to
Neuro-Oncology supportive and palliative care issues
(www.portaleneuroncologia.it). Neuroncology Unit
of IRE is involved in an international project aimed
to define guidelines and treatment recommendations
on supportive and palliative care in brain tumor
patients. The guidelines produced by the palliative
care task force have been recently published on
Lancet Oncology.

Peripheral neurotoxicity of anticancer drugs - We are
involvedinaninternational study:The Chemotherapy-
Induced Peripheral Neuropathy Outcome Measures
Standardization (CIPerinoms) including 20 European
and US oncology and neurology centres specifically
designed to compare the validity and reliability of
different methods proposed for the assessment of
chemotherapy-induced peripheral neuropathy in
a formal way. The results have been published on
Annals of Oncology, European Journal of Cancer and
Journal of Peripheral Nervous System. A randomized,
single institution, placebo controlled study exploring
the role of antioxidant neuroprotection with vitamin
E in cisplatin ototoxicity has been concluded. The
final results have been published recently on Head
and Neck Journal.
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* Rehabilitation in  Oncology - Neuroncology Unit
research activity includes the clinical research and
methodological assessment of rehabilitation strategies
in oncology. In a recent study we retrospectively
analyzed the Rehabilitation pathways in brain tumor
patients in the first twelve months of disease. A
retrospective analysis of services utilization in 719
patients. The final results have been published on
Supportive Care in Cancer.

Role of comorbidities in the elderly glioblastoma - A
prospective study: This study evaluated the impact of
comorbidities on outcomes in elderly GBM patients.
Comorbid conditions were indentified with the
modified version of the Cumulative Illness Rating
Scale (CIRS). The results showed that comorbidities
play an important prognostic role in elderly with
GBM. Preliminary results have been presented in
national and international scientific meetings. The
final results have been submitted for publication.

The prognostic value of pyrosequencing-detected MGMT-
promoter hypermethylation in newly diagnosed patients
with glioblastoma - We collected tumour samples of
GBM patients who underwent surgery or biopsy and
were/are followed at the Neuro-oncology Unit of
National Cancer Institute Regina Elena. Preliminary
data showed that patients with a cut-off <35% of
methylation had a shorter PFS but not significant
difference we observed in terms of overall survival.
A multicentric study, with the participation of Italian
neuroncology centers, on the methylation status of
glioblastoma determined with pyrosequencing is
ongoing.

* Headache as a presenting symptom of glioma: a cross-
sectional study. Five hundred and twenty-seven patients
were interviewed; 66 (12.5%) of them had headache
as a presenting symptom of brain tumour. In our
sample, headache resembled a tension-type headache
in 31 patients (6% of all glioma cases) and the classic
benign thunderclap headache (BTH) was found in

28 cases (5% of all glioma cases). The paper has been
submitted for publication.

Tiumor related Epilepsy - The Center of Tumor-related
Epilepsy is Coordinator of Italian League Against
Epilepsy (LICE) Study Group on “Brain tumor-
related Epilepsy”. This group includes 35 Italian
epilepsy centers.

Ongoing Clinical Trials (2018)

Primary headache in malignant glioma patients.
Multicentric observational study. Ongoing

Development of an EORTC QoL cancer survivorship
questionnaire. Multicentric international EORTC
study. Closed

Perampanel in patients with brain tumour-related
epilepsy in real-life clinical practice. Effect of
perampamel in add-on on seizures control, cognition
and quality of life in patients with brain tumor related
epilepsy. Observational pilot study.

Effect of perampanel in combination with ketone
bodies on the proliferation rate of human glioma cell
lines and stem cell-like glioblastoma-derived cells”

Retrospective  collaborative  cohort  study on
the efficacy of antiepileptic drugs in patients
with glioblastoma and tumor related epileps. In

collaboration with University of Bergen, Norway

Rational drug repositioning for an efficient and safe
combined therapeutic approach to glioblastoma
multiforme.

Rechabilitation for Brain Tumor patients affected by
epilepsy (Associazione Blaze) Ongoing

Medical decision capacity in Brain Tumor patients.
Assessment and neurocognitive correlations.

Coagulation/complement activation and cerebral
hypoperfusion in  relapsing-remitting  multiple
sclerosis.  MoH project. In collaboration with
Universita di Roma La Sapienza

Publications

Di Stefano AL, Berzero G, Ducray E Eoli M, Pichiecchio A, Farina LM, CuccariniV, Brunelli MC, Diamanti L, Condette
Auliac S, Salmaggi A, Silvani A, Giometto B, Pace A,Vidiri A, Bourdain F Bastianello S, Ceroni M, Marchioni E.“Stroke-
Like” Events After Brain Radiotherapy: A Large Series with Long-Term Follow-Up. Eur.J.Neurol. 2018 Nov 24; [Epub

ahead of print]

Galgani A, Palleria C, Iannone LE, De Sarro G, Giorgi FS, Maschio M, Russo E. Pharmacokinetic Interactions of Clinical
Interest between Direct Oral Anticoagulants and Antiepileptic Drugs. Front.Neurol. 2018 Dec 7; 9: 1067a
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3. Lai S, Molfino A, Mecarelli O, Pulitano P, Morabito S, Pistolesi V, Romanello R, Zarabla A, Galani A, Frassetti N, Aceto
P, Lai C, Study Group on Geriatric Nephrology of the Italian Society of Nephrology. Neurological and Psychological
Changes in Hemodialysis Patients before and After the Treatment. Ther.Apher.Dial. 2018 Oct; 22(5): 530a

4. Lombardi G, De Salvo GL, Brandes AA, Eoli M, Ruda R, Faedi M, Lolli I, Pace A, Daniele B, Pasqualetti F Rizzato S, Bellu
L, Pambuku A, Farina M, Magni G, Indraccolo S, Gardiman MP, Softictti R, Zagonel V. Regorafenib Compared with
Lomustine in Patients with Relapsed Glioblastoma (REGOMA): A Multicentre, Open-Label, Randomised, Controlled,
Phase 2 Trial. Lancet Oncol. 2018 Dec 3 [Epub ahead of print|

5. Maschio M, Pauletto G, Zarabla A, Maialetti A, Tus T, Villani V, Fabi A, Koudriavtseva T, Giannarelli D. Perampanel in
Patients with Brain Tumour-Related Epilepsy in Real-Life Clinical Practice: A Retrospective Analysis. Int.J.Neurosci.
2018 Dec 3;:1-10 [Epub ahead of print|

6. Maschio M, Zarabla A, Maialetti A, Marchesi E Giannarelli D, Gumenyuk S, Pisani F Renzi D, Galie E, Mengarelli
A. Prevention of Bortezomib-Related Peripheral Neuropathy with Docosahexaenoic Acid and Alpha-Lipoic Acid in
Patients with Multiple Myeloma: Preliminary Data. Integr.Cancer.Ther. 2018 Dec; 17(4): 1115a

7. Maschio M, Zarabla A, Maialetti A, Sperati E Dinapoli L, Dispenza S, Petreri G, Cantelmi T. Lacosamide on Background
Eeg Activity in Brain Tumor-Related Epilepsy Patients: A Case Series Study. Brain Behav. 2018 Nov; 8(11): e01067a

8. Pace A, Mandoj C, Antenucci A, Villani V, Sperduti I, Casini B, Carosi M, Fabi A, Vidiri A, Koudriavtseva T, Conti
L. A Predictive Value of Von Willebrand Factor for Early Response to Bevacizumab Therapy in Recurrent Glioma.
J.Neurooncol. 2018 Jul; 138(3): 527a.

9. Pace A,Villani V. Palliative and Supportive Care of Patients with Intracranial Glioma. Prog.Neurol.Surg. 2018 31: 229~
237

10. Pace AVillaniV.2018.“Palliative Care and Palliative R ehabilitation:Approaches to the End-of-Life.” In Neurorehabilitation
in Neuro-Oncology, edited by M. Bartolo, R. Soffietti and M. Klein. 1st ed.: Springer International Publishing.

11. Pace A,Walbert T. Simultancous Care in Neuro-Oncology. Neuro Oncol. 2018 Feb 19; 20(3): 302a

12. Pasqualetti F Pace A, Gonnelli A, Villani V, Cantarella M, Delishaj D, Vivaldi C, Molinari A, Montrone S, Pellerino A,
Franchino E Baldaccini D, Lombardi G, Lolli I, Catania F, Bazzoli E, Morganti R, Fabi A, ZagonelV, Bocci G, Fabrini MG,
Ruda R, Soffietti R, Paiar E Single-Agent Bevacizumab in Recurrent Glioblastoma After Second-Line Chemotherapy
with Fotemustine: The Experience of the Italian Association of Neuro-Oncology. Am.J.Clin.Oncol. 2018 Dec; 41(12):
1272a

13. Plantone D,Koudriavtseva T. Current and Future use of Chloroquine and Hydroxychloroquine in Infectious, Immune,
Neoplastic, and Neurological Diseases: A Mini-Review. Clin.Drug Investig. 2018 Aug; 38(8): 653-671a

14. Russo M, VillaniV, Taga A, Genovese A, Terrenato I, Manzoni GC, Servadei E Torelli P, Pace A. Headache as a Presenting
Symptom of Glioma: A Cross-Sectional Study. Cephalalgia. 2018 Apr; 38(4): 730a

15. Telera S, Pompili A, Crispo E Giovannetti M, Pace A,VillaniV, Fabi A, Sperduti I, Raus L. Kyphoplasty with Puritied
Silicone VK100 (Elastoplasty) to Treat Spinal Lytic Lesions in Cancer Patients: A Retrospective Evaluation of 41 Cases.
Clin.Neurol.Neurosurg. 2018 Aug; 171: 184a.

16. van Leeuwen M, Husson O, Alberti P,Arraras JI, Chinot OL, Costantini A, Darlington AS, Dirven L, Eichler M, Hammerlid
EB, Holzner B, Johnson CD, Kontogianni M, Kaer TK, Morag O, Nolte S, Nordin A, Pace A, Pinto M, Polz K, Ramage J,
Reijneveld JC, Serpentini S, Tomaszewski KA, VassiliouV,Verdonck-de Leeuw IM,Vistad I,Young TE, Aaronson NK, van
de Poll-Franse LV, EORTC QLG. Understanding the Quality of Life (QOL) Issues in Survivors of Cancer: Towards the
Development of an EORTC QOL Cancer Survivorship Questionnaire. Health.Qual.Life.Outcomes. 2018 Jun 4; 16(1):
114a
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GASTROENTEROLOGY AND DIGESTIVE

ENDOSCOPY UNIT
Head: Vittoria Stigliano , MD

\

-

&

STAFF

Paola CAPRA, Lead Nurse

Daniela ASSISI, MD

Laura ARGENTO, Nurse

Rocco LAPENTA, MD

Daniela CANNONE, Nurse

Cinzia QUONDAMCARLO, MD

Alessandra CINTI, Nurse

Lupe SANCHEZ METE, MD

Susanna PAMPINELLA, Nurse

Elena MANNISI, MD

Marina SANTAMARIA, Nurse

Cinzia TORESI, Health Worker

Mario DI STEFANO, Health Worker

Mission

Gastroenterology and Digestive Endoscopy Unit plays a
critical role in the oncological prevention, the diagnosis
and treatment of gastrointestinal cancer.

We can boast an extensive experience and expertise

110

2 PhD students of “La Sapienza’ University of
Rome

in the field of Colorectal cancer screening in high
(i.e. Hereditary Colorectal Cancer Syndromes affected
individuals) and average risk population (i.e. Breast
cancer patients).

The Unit is equipped with new advanced endoscopic
technologies that allow a thorough evaluation of
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gastrointestinal tract improving precancerous lesion/
early cancer detection and treatment.

Another important area of interest and development
is Nutritional support in cancer patients. Patients with
cancer, particularly gastrointestinal and head and neck
cancer, are at high risk for malnutrition that negatively
impact on oncological treatment outcome. The Unit
offers an outpatients/inpatients nutrition clinic for
cancer patients, and provide endoscopic approach to
achieve enteral access if necessary.

Clinical Activity

Diagnostic-Operative Endoscopy

In addition to the standard diagnostic and therapeutic
procedures, the Unit provides a number of specialised
procedures:

* diagnosis and treatment of precancerous and cancerous
lesions of the upper and lower gastrointestinal tract,
through the use of high definition endoscopes,
digital chromoendoscopy and in the near future the
Confocal laser endomicroscopy technology which
allows in vivo histological examination

* diagnosis and staging of gastrointestinal submucosal
lesions, rectal, pancreatic, mediastinic and lung
tumours through the use of endoscopic ultrasound
(EUS,EUS-FNA,EBUS-TBNA)

¢ diagnosis and treatment of precancerous and
cancerous lesions of the small bowel through the
use of capsule endoscopy and, in selected cases, of
therapeutic enteroscopy

» diagnosis and palliative treatment of gastrointestinal,
pancreatic and biliary tree cancer

* emergency endoscopy for acute gastrointestinal
bleeding

*  Percutaneous Endoscopic Gastrostomy (PEG) for
long term enteral nutrition

DEPARTMENT OF CLINICAL AND EXPERIMENTAL ONCOLOGY

Reference Centres and Counselling for Outpatients and
Inpatients

* Since 2005, the Unit has been recognized Reference
Centre of Lazio Region for Familial Adenomatous
Polyposis (FAP) and since September 2017 Reference
Centre of Lazio Region for Lynch syndrome and
Peutz Jeghers syndrome. The Hereditary Colorectal
cancer syndromes Clinics of the Unit guarantees an
adequate management of these rare diseases.

* Since 2009 the Unit has been recognized Reference
Centre of Lazio Region for celiac disease

* Nutritional counselling is offered to patients at risk of
malnutrition at diagnosis, during and after therapies
and adequate nutritional support is set up.

* A counselling is oftered for all the gastroenterological
and hepato-bilio-pancreatic diseases

Research Activity

The major research interest of our Unit is in the field of

colorectal cancer, in particular of familial and hereditary

colorectal cancer.

Further fields of interest are EUS and biliary stent

During 2018 we pursued the following Research

Projects

* “Toxins produced by intestinal bacteria and
predisposing genetic variations: a dangerous link for
colorectal cancer development?” (Ricerca Finalizzata
PE-2011-02347510) in cooperation with Istituto
Superiore di Sanita. Principal Investigator: DrVittoria
Stigliano

* RC Project: Identification of new susceptibility
genes for Hereditary colorectal cancer Principal
Investigator: Dr Lupe Sanchez Mete

* Funded Project: Randomised, double-blind, placebo-
controlled study of the, efficacy, safety and tolerability
of EPA-FFA gastro-resistant capsules, in patients
with Familial Adenomatous Polyposis (FAP); funded
by SLA Pharma. Principal Investigator: Dr Vittoria
Stigliano

Publications

1. Mancini R, Pattaro G, Diodoro MG, Sperduti I, Garufi C, StiglianoV, Perri P, Grazi GL, Cosimelli M. Tumor Regression
Grade After Neoadjuvant Chemoradiation and Surgery for Low Rectal Cancer Evaluated by Multiple Correspondence
Analysis: Ten Years as Minimum Follow-up. Clin Colorectal Cancer. 2018 Mar;17(1): e13-e19. doi: 10.1016/.

clcc.2017.06.004. Epub 2017 Aug 9.

2. Sanchez-Mete L, Stigliano V. Tumori. 2019 Feb;105(1):12-21. doi: 10.1177/0300891618792461. Epub 2018 Aug 17.
Update on small bowel surveillance in hereditary colorectal cancer syndromes.
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ANESTHESIA, INTENSIVE CARE
AND PAIN THERAPY UNIT

Head: Ester Forastiere, MD

STAFF

Maria Sofra

Francesca Romana Giordano

Piera Di Angelo

Giulia Torregiani

Francesca Principi

Emanuela Venti

Paolo Moricca

Lorella Pelagalli

Luana Fabrizi,

Felice Centulio

Luca Colantonio

Antonio Calamaro

Maria Elena Marcelli

Giampiero Pontrandolfi

Cecilia Coccia

Francesco Rendina

Federico Pierconti

Carmela Stigliano

Alessandra Costantino

Lamberto Laurenzi

Ilaria Monteferrante

Claudia Claroni

Claudia Frigieri

Gabriele Tola
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Title

All of the above are level | MD’s with Master degree in
Anesthesiology, Intensive Care and Pain Therapy

Mission

Perioperative evaluation of surgical patients. Management
of intraoperative anesthesiology. Perioperative assistance
to patients undergoing surgery. Intensive care of medical
and surgical oncologic patients. Non operating room
anesthesia (NORA). Pain management of oncologic
patients.

Clinical Activity

Perioperative Medicine: management of perioperative
patients for the following surgeries: thoracic surgery,
urology, gynecology, plastic and reconstructive surgery,
breast surgery, dermatology, neurosurgery, major
orthopedic surgery, ORL surgery, digestive surgery,
hepatobiliopancreatic
participate in the Disecase management teams of the
various surgical teams.

Intensive care of surgical, oncologic and hematological
patients.

NORA: patients  1in
procedures: interventional radiology, bronchoscopy,
gastrocolonoscopy, CPRE, EBUS.

Pain therapy clinic: positioning of vascular accesses,
PICC and PORT, treatment of oncologic pain with
invasive and non invasive procedures.

surgery. Ancsthesiologists

sedation  of invasive
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Research Activities

Translational clinical research protocols, approved by
the Ethics Committee with a retrospective, prospective,
observational, randomized prospective structure.
Collaboration with multi center studies, with National
Cancer Institute of Milan, and the Cattolica Sacro
Cuore Rome.

Scientific events on subjects closely associated with
Anesthesiology:

* Hot Topics in Thoracic Anesthesia, December 2019,
5th edition.

* LaTerapia Intensiva nel XXI secolo: Focus sull’ospite,
20 June 2019

e Current studies

* Decurarization After Thoracic Anesthesia — Reversal
neuromuscolar block double blind prospective
randomized multicenter study in thoracic surgery.

* DIANA Study multicenter, international, prospective,
observational cohort in critically ill patients
receiving empirical antibiotic therapy for suspected
or confirmed infections at the Intensive Care Unit
(ICU).

* Active surveillance of postoperative pulmonary
infectious complication in thoracic surgery and
antimicrobial prophylaxis stewardship.

* Intraoperative esophageal pressure monitoring in
videolaparoscopic surgery.

Pubblications

1. Chiappetta M, Forcella D, Pierconti F Facciolo E Combined Treatment for Single Giant Pulmonary Metastasis from
Osteosarcoma: From Inside to Outside. ANZ J. Surg. 2018 Nov; 88(11): E801a

2. Claroni C, Covotta M, Torregiani G, Forastiere E. In Response. Anesth. Analg. 2018 Apr; 126(4): 1426a

3. Pasero D,Sangalli F Baiocchi M, Blangetti I, Cattaneo S, Paternoster G, Moltrasio M,Auci E,Murrino P, Forfori F, Forastiere
E, De Cristofaro MG, Deste G, Feltracco P, Petrini E Tritapepe L, Girardis M. Experienced use of Dexmedetomidine in
the Intensive Care Unit: A Report of a Structured Consensus. Tirk.J. Anaesthesiol. Reanim. 2018 Jun; 46(3): 176a

4. Telera S, Pompili A, Crispo E Giovannetti M, Pace A, VillaniV, Fabi A, Sperduti I, Raus L. Kyphoplasty with Purified
Silicone VK100 (Elastoplasty) to Treat Spinal Lytic Lesions in Cancer Patients: A Retrospective Evaluation of 41 Cases.
Clin. Neurol. Neurosurg. 2018 Aug; 171: 184a

5. Torregiani G, Claroni C, Covotta M, Naccarato A, Canfora M, Giannarelli D, Grazi GL, Tribuzi S, Forastiere E. Impact of
a Goal-Directed Fluid Therapy on Length of Hospital Stay and Costs of Hepatobiliarypancreatic Surgery: A Prospective
Observational Study. J. Comp. Eff-Res. 2018 Nov 19;
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PSYCHOLOGY UNIT

Head: Patrizia Pugliese, Psychologist

STAFF

Maria Perrone, Psychologist

Gabriella Maggi, Psychologist

Maria Franca Condoleo, Psychologist

Giovanna D’antonio, Psychologist

Anita Caruso, Psychologist

Paola Torti, Psychologist

Chiara Falcicchio, Psychologist

Alessandro Bonucci, Psychologist

Mission

Unit of Psychology is focused on prevention, treatment
and rehabilitation of psychological suffering and on
quality of life in clinical and research activity.
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Clinical Activities

The main clinical approach for achieving these
objectives is the integration of psychological care within
the medical care in DMT and in the departments of
oncology and dermatology, aimed to decrease both the
psychological suffering and direct and indirect costs.
The psychologists use individual, group, couple and
family psychotherapies, phone support. The clinical
activity includes also the mediation of the psychologist
in the doctor-patient relationship and in the therapeutic
pathway. Other activities are the integration of
psychologists with the other professionals involved
in the setting of care (nurses and volunteers) and the
creation of a network of Lazio psychologists, working
in various hospitals and local structures, for a correct
sending patients.

The productivity of the service is in line with the
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budget negotiation 2018. In accordance with project of
humanization, the Psychology Unit has achieved levels of
satisfaction in 96% of patients.

Research Activities

Quality of life study

The study “Facilitatori e/o barriere all’accesso al
supporto psicologico in pazienti oncologici: uno studio
multicentrico” aims to identify the clinical, demographic,
psychosocial factors and the pathway of patients sending
associated with adherence to psychological support
in cancer patients. The study coordinator is IRE, in
collaboration with the psycho-oncology structures of the
Lazio region.

The study “I costi sociali del cancro: valutazione di impatto
sociale ed economico sui malati ¢ sui caregiver” assess
the social and economic impact of the discase on patients
and their families with the objective of promoting actions
aimed at improving this aspect. The study 1s ongoing.

Translational study

The studies “Epigenctic control of breast cancer
progression: animal and clinical studies” (Ministero della
Salute) and “Stile di vita come fattore di rischio nella
progressione del tumore al seno:indagine sui biomarcatori
neuroendocrini ¢ molecolari dello stress” (Fondazione

DEPARTMENT OF CLINICAL AND EXPERIMENTAL ONCOLOGY

Umberto Veronesi) in collaboration with IRE Medical
Oncology and ISS were aimed to elucidate the molecular
mechanisms involved in the effects of stress on breast
cancer progression both in animal models and in high
risk breast cancer patients.

Since July 2012 to date the clinical study enrolled 80
women (mean age = 50.5). At a median follow up of 20
months 40 women were evaluable for the first analysis.
The results showed that after six months of chemotherapy,
patients showed increased levels of depression as well as
cortisol and serum chemokine MIP-1b LFA-IV-, which
has not only a tumor-promoting role but also is directly
related with a poor prognosis. As concern psychological
tests no difference emerged after six months after
chemotherapy. However, the average score detected
using the Beck depression inventory (BDI) indicated
mild depression. Interestingly, we found increased levels
of BDNF associated to decreased anxiety and depression
levels at 12 months’ follow-up. Overall, data indicate that
psychological factors can affect physiological responses
in breast cancer patients. This is especially relevant since
stresstul events and negative affective states can amplify
the consequences of the pathology precipitating disease
progression and promoting recurrence. Further analyses
are in progress in order to detect disease recurrence and
increase the strength of the data.

Publications

1. Caruso A,Vigna C, Gremigni P. The Cancer Worry Scale Revised for Breast Cancer Genetic Counseling. Carncer Nurs.

2018 Jul/Aug; 41(4): 311a
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| PHASE 1INVESTIGATION UNIT

During 2018, the IFO Research Institutes addressed
the preparatory path for the self-certification of the
Phase 1 Clinical Center “Early Phase” pursuant the
requirements of AIFA Determination of 19 June 2015
number 809/2015 and the subsequent inspection visit.
The activities carried out included the logistical-
technological structuring of an hospital ward, the
recruitment and training of professionals, the documents
and agreements setting with other Clinical Support
Units. These activities began in January and ended, with
the inspection visit by the GCP Inspection Office, in
September.

The Clinical Center is equipped with:

* DH beds no. 5 and hospitalization h24 n. 2

* Technologies for monitoring and surveillance of
patients as a sub-intensive therapy

e Dedicated staff

* A network of support Clinical Units and Professionals
for each type of study prepared according to the ATFA
Resolution n. 809/2015

» AIFA conformity certification for phase 1 studies
» “Temperature controlled” transport systems

* Operating procedures for activities related to the
investigations paths and relations with other internal
or external structures of the IFO.

After the AIFA inspection visit, the Clinical Center

evaluated n. 7 Phase 1 studies in dermatology and

oncology. One study has been launched and concluded.

Two further studies have been opened.The first involves

the administration of anti-PD-1 monoclonal antibodies

in patients with advanced solid tumors, the second open
study involves the administration of an association of
drugs (an anti-ligand 1 antibody and an interleukin)
with increasing dose in patients with solid tumors
(bladder, prostate, colon, kidney, lung).

116

The staff of the Phase 1 Clinical Center,in 2018, carried
out training in the following areas:

« BLSD,ALS
e Good Clinical Practices

e Advanced simulation in emergency / urgency by
addressing 5 clinical pictures: cardiorespiratory arrest,
anaphylactic shock, stroke, myocardial infarction,
massive bleeding

* Simulation of assisted intra-hospital transport

e Administration, monitoring and management
of  complications  of  chemotherapy  and
immunotherapyand has participated in numerous
oncology conferences.

Preparation activities for self-certification have been

scheduled for 2019 of laboratories of Pathological

Anatomy, Cutaneous Histopathology, Clinical Pathology

and Microbiology and the establishment and preparation

of the CTQT (Clinical Trial Quality Team) for non-
profit studies with promoter IFO.
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ONCOGENOMICS AND EPIGENETICS UNIT
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Mission

Developing more precise diagnostic approaches to
predict cancer progression and prognosis is the key to
precision medicine. The mission of the Oncogenomic
and Epigenetic Unit mirrors at specific genomic and
epigenetic alterations in both solid and hematopoietic
malignancies that hold the potential to represent novel
cancer biomarkers or druggable targets. This is pursued
through genome wide approaches applied to cell systems,
animal models, tissues and biological fluids (ctDNA and
non-coding RNAs) of cancer patients.

Clinical Activity

The Oncogenomic and Epigenetic Unit actively
contributes to the clinical research activity of Regina
Elena National Cancer Institute through:

e The generation of molecularly and clinically
annotated databases of specific types of tumors. This
also includes the collection and the storage of DNA,
RNA and proteins from both tissues and biological
fluids from cancer patients.

e The establishment of datasets of raw data from
genome wide analysis (coding and con-coding RNA
profiles, RNA-Seq and DNA mutational analysis) of
matched cancer lesions.

* The establishment of early passage culture from
melanoma, breast, lung, ovary, endometrial, head and
neck cancer lesions.

Research Activity

The research objectives of the Oncogenomic and
Epigenetic Unit are pursed through the integrated
experimental work of the following groups:

* Blandino’s group is actively pursuing the identification
of molecular biomarkers (non-coding RINAs)
whose association with the TP53 status may predict
recurrence of head and neck cancers.

* Biroccio’s group is actively investigating the extra-
telomeric role of TRF2 in oncogenesis with the aim
to identify novel therapeutic targets for antitumoral
therapies in colon cancer.

e Giacomini’s group is actively developing and
optimizing nanoparticles built around a ferritin
nanocage core unit optimized for the in vivo delivery
of several chemotherapeutics. A novel humanized
antibody to ERBB2 that overcomes resistance to
Trastuzumab and Pertuzumab is under intense
preclinical and regulatory analyses.

* Rizzos group is actively investigating the role of
extracellular circulating miRINAs in hematopoietic
malignancies as promising biomarkers for disease
classification and outcome prediction.

e Segatto’s group is challenging the generation of
cell systems and animal models of intrahepatic
cholangiocarcinoma carrying FGFR2 alterations to
envisage novel therapeutic approaches with HSP90
inhibitors.

Publications
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IMMUNOLOGY AND IMMUNOTHERAPY UNIT
Head: Paola Nistico’, MD

STAFF Mission

This Unit is focused on understanding the immune

Francesca Di Modugno, PhD

Stefania Miccadei, PhD processes and signaling pathways involved in the

response against tumor by studying the biological

Anna Maria Mileo, PhD complex interaction between tumor cells, extracellular
Aldo Venuti. MD matrix (ECM), cancer associated fibroblasts (CAFs) and

. - immune cells. Our aim is to provide the rational for
Silvia Baldari, Post-doc

designing novel treatment to be used in combination with

Luca Cardone, Post-doc immunotherapy, able to overcome therapy resistance.

Anna Di Carlo, Post-doc In cooperation with the HPV Unit we participate in

Roberta Melchionna. Post-doc programs of cancer prevention on HPV wvaccination
]

for males and we are defining new formulations

Belinda Pal , Post-d . . .
einda Talermo, Tost=coc of DNA vaccines against HPV oncoproteins. The

Francesca Paolini, Post-doc mission is: to develop and standardize methodologies

Antonella Sistigu, Post-doc of immunomonitoring; establish preclinical models
Gabriele Toietta, Post-doc of patient-derived organotypic cultures of tumors;
identify surrogate biological markers of clinical

Paola Trono, Post-doc
Annalisa Tocci, PhD Student

response, focusing on immune checkpoint inhibitor

treatment; to identify novel targets related to the tumor

Giulia Campo, Fellow microenvironment, suitable for developing CAR T cells
Carla Mottini, Fellow able to infiltrate solid tumors. Close cooperation with
Giuliana Falasca, Technician the clinical departments is a cornerstone of our Unit

. . . to support patient immunoprofiling to define combined
Mariangela Panetta, Technician pportp p &

R . : immunotherapeutic clinical trials.
Maria Vincenza Sarcone, Administrative collaborator

Melo Alanne Rayssa Da Silva, Student Research GthVity
Dario Vinicio Guglietta, Student
Edoardo Mortato, Student

Tumorigenesis and tumor progression relies on the
dialectics between tumor cells, the ECM and its

remodeling enzymes, neighboring cells and soluble
cues. This Unit has been focused on the role of the
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actin cytoskeleton as a platform of signaling affecting
carcinogenesis, cell invasion and immunosuppressive
processes. We have identified a novel role of hMENA as
crucial player in the cross-talk between tumor cells and
CAFs, by regulating the GAS6-AXL pathway. Starting
from our previous results that early node-negative
NSCLC patients show a prolonged disease-free survival
(DES) when expressing high tumor hMENAT1a/low
stromal fibronectin (FN1), we have explored the role of
hMENA splicing in the recruitment of specific immune
cells. We found that tertiary Lymphoid Structures (TLS),
sites of transient lymphoid neo-genesis and determinants
of antitumor immunity, are associated with a favorable
clinical outcome in NSCLC patients and that the
expression of AMENA'" in the presence of low stromal
FN1, associated with an intratumoral localization of
TLS. Differently the absence of hMENA'* along with
the expression of hMENA/hMENAAv6 and high
stromal FN1 associate with a peritumoral localization
of TLS, indicating a crucial role of hMENA splicing in
regulating a tumor immune microenvironment favoring
or hampering TLS inclusion in the tumor core. We have

identified that one of the mechanism identified is to
ascribe at the role that hMENA11a exerts in positively
regulating the expression of LTPR, involved in TLS
neogenesis.

The Unit has established a platform of immune
monitoring to identify biomarkers of response to
immune-checkpoint blockade and has identified a novel
CDS8 T cell population we are in depth studying in
NSCLC patients. To identify new combined immuno-
chemotherapies we are characterizing the mechanisms
by which Type-I-IFNs induce cancer stem cells during
immunogenic chemotherapy and we are studying the
immunogenicity of cancer stem cells. We have also
explored the role of polyphenols in increasing the
cell sensitivity to chemotherapy, to identity whether
polyphenols may minimize toxicity and side eftects of
chemotherapy. In oropharyngeal cancer, we noted that
latent infection of HPV16 is a risk factor for recurrent
disecase.  Novel vaccines against HPV-associated
pathologies were developed and patented with a proved
dual activity as preventive and therapeutic vaccines, at
least in animal models.
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Mission

The aim of this Unit is to develop latest advances in
cancer modeling, including patient-derived xenografts,
and organoid/tumoroid technology (ovarian, lung,
colon cancer, melanoma, mesothelioma) to better
validate therapeutic targets and predict patient responses.
In these models we investigate the critical pathways
(i.e. endothelin-1, estrogen, or bcl2/bcl-xL signaling)
that become intertwined to cause cancer, providing
insight into pathway networks that might be targeted
therapeutically. In particular, organoids/tumoroids are
3D structures constituted by multiple organ-specific cell
types that self-organize and can function as miniature
organs that mimic in vivo pathophysiology, with wide
applications for cancer modeling, drug screening,
drug optimization, and personalized medicine. The
heterogeneity within specific types of cancer, and the
unique biological features and therapeutic vulnerabilities
of specific subtypes of cancer can be exploited in these
models to provide more tailored treatment to patients.
Finally, preclinical models can provide an understanding
of the escape pathways to cancer therapy, thereby helping
to define strategies to overcome drug resistance.

Research activity

This Unit will explore novel preclinical models
with different approaches to understanding the host
interactions and networks driving the malignant and
resistant phenotype, and how this information can reveal
a clearer understanding of cancer biology, and how it
can be exploited to identify new actionable nodes for
novel approaches for cancer detection and treatment to
yield more durable treatment responses by using rational
combinations.

The research activity of the Unit concerns:

(P1 A. Bagnato)

We discovered key nodes driven by endothelin-1
(ET-1)/B-arrestin-1  (B-arrl) pathway with new
potential targets for cancer therapy. In particular, we
demonstrated that ET-1/B-arr1 pathway orchestrates an
unpredicted crosstalk between mutant TP53 (mutp53)
and other key players of malignancy, YAP/TAZ. These
two oncogenic intertwined pathways concur to the
malignant phenotype of high-grade serous ovarian
cancers (HG-SOC), sustaining cancer cell survival,
invasion and drug resistance. In this scenario, we
provided examples of how targeting ET-1R/f-arrl

Scientific Report 2018

activities may disclose unexplored opportunities for
therapy in mutp53 cancers, as HG-SOC. To design and
identify drug combinations for the treatment of mutp53
expressing tumors, we analyze dual ET-1R antagonists,
approved for non-oncological indication, that can
efficiently hamper mutp53/YAP cross-talk, reducing
tumor size and metastatic progression, indicating the
drug repositioning of ET-1R antagonists can improve
the current treatments for HG-SOC. This work, based
on patient-derived preclinical models, is expected to
provide the scientific rationale for the design of more
effective therapeutic strategies.

(PI L. Rosano)

The cellular plasticity is critical during tumor
dissemination. ET-1R/-f3 -arrl pathway regulates
cytoskeletal dynamics and the formation of invasive
protrusions, named invadopodia. The f -arrl-driven
interactome, including IQGAP, triggered by ET-1
leads to enhanced invadopodial activity, and metastatic
spread of ovarian cancer. By defining these first steps
of metastatic dissemination, we provide the ways for
focusing efforts on the aspects of metastasis that will
improve patient outcomes.

(PI D. Del Bufalo)

Our group has a long-standing interest in the non-
canonical activities of bcl-2, and its impact on tumor
progression, in particular in preclinical melanoma models.
In the last year, we unveiled an interplay among bcl-
2, miR-204, ¢-Myb and Semaphorin 5A (Sema5A) in
melanoma progression, Thus, bcl-2 increased the stability
of Sema5A through c-Myb, to favour cell migration and
invasion and the formation of vasculogenic structures.
In parallel, we demonstrated, in zebrafish models, that
the bel-xL/interleukin-8 (IL-8) axis was important for
promoting melanoma angiogenesis and aggressiveness
by an autocrine effect of IL-8 on its CXCR2 receptor,
Of clinical relevance, bcl-xL expression significantly
correlated with the expression of IL-8 and other
markers of melanoma progression. More importantly,
a high level of co-expression of bcl-xL and IL-8 was
associated with poor prognosis in melanoma patients. An
in-depth understanding of such molecular mechanisms
may provide the basis for therapeutic targeting of bcl2/
bel-xL-expressing melanoma.

(PI Galati)

This study aims to assess novel potential biomarker for
the early diagnosis of malignant mesothelioma (MM).
Alterations in MM microenvironment via exposure to
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asbestos can influence the estradiol (E2) biosynthesis,
resulting in altered levels of hormonally active estrogens
that influence MM development and growth. To exploit
the role of E2 as a potential predictive biomarker, people
with a history of asbestos exposure have been subjected
to analysis of serum E2 levels for the early diagnosis of
MM. To exploit the mechanisms activated by E2 in MM
pathogenesis, we evaluated HIF1a., one of the molecular

targets induced by E2. An improvement of the effect of
radiotherapy and chemotherapy in preclinical models of
MM was observed after reduction of HIFla expression.
The understanding of E2 and its axis in MM will allow
to discover new therapeutic targets and will guide to
evaluate the aromatase inhibitor exemetane, or similar
compounds, in new combinatorial regimens for MM
treatment.
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Mission

Cellular networks and new therapeutic targets are key
areas for innovation in the field of cancer therapy. The
potential targeted pathways for personalized cancer
therapies consist in oncogenic signals and the events
generated by biochemical and/or genetic alterations
that characterize cancer cells. Our mission is to develop
and sustain sound expertise in these areas by strategically
linking them to understanding the hierarchy of
therapeutic targets and the molecular mechanisms
underpinning the pharmacological action of innovative
therapies. This Unit has a dual function. On one hand,
it aids researchers and clinicians to plan preclinical and
clinical research activities, as well as to conduct, stimulate
and support research programs integrated into innovative
investigator-driven clinical trials. On the other hand, it
assists other researchers who aim to discover and plan to
develop novel biomarkers and new therapeutic agents.

Clinical Activity

The Unit Cellular Networks and Molecular Therapeutic
Targets contributes to the clinical research activity of
the Regina Elena National Cancer Institute on the
following projects:

Biobank of sarcoma’s tissues and cells. In collaboration
with the Orthopedics Unit, Dr. Falcioni contributes
to developing a biobank of sarcoma’s tissues and cells.
Biochemical and molecular characterization of the
cultured cells are performed in addition to the standard
storing procedures.

Working Groups of “Alleanza Contro il Cancro”. Dr
Falcioniand Dr.Paggiare the Institutional R epresentatives
for IRE of the Sarcoma and Glioblastoma Working
Groups, respectively.

Repurposing of chlorpromazine in the treatment of
glioblastoma: In collaboration with the Neuroncology
Unit, Dr. Paggi contributes to a Phase II clinical trial.
Chlorpromazine (CPZ) is an antipsychotic drug
employed since more than six decades. Recent reports,
as well as our own studies, ascribe to CPZ the ability to
strongly hinder glioblastoma cell growth in preclinical
settings. The clinical trial involves the combination of
CPZ with the standard treatment with temozolomide
in the first line protocol.

Classification of ATM variants of unknown significance
(VUS) by functional test. Due to its complex genomic
organization, the large number of polymorphisms, and
the presence of mutations without hot-spots, gene
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sequencing is not sufficient to classify rare variants with
unknown significance. We are employing a functional
test based on p53 mitotic centrosomal localization
(p53-MCL) in peripheral blood mononuclear cells to
improve our ability to identify pathogenic variants of
the ATM gene.

Research Activity

The research objectives of the Unit “Cellular Networks
and Molecular Therapeutic Targets” are pursed through
the integrated experimental work of the following
groups:

Falcioni’s group actively contributes to the identification
of new re-arrangement in sarcoma. Furthermore,
her group is investigating the molecular mechanisms
responsible for the resistance to therapy with T-DM1
in Breast Cancer and Dabrafenib in BRAF-mutant
melanoma to identify novel therapeutic targets in both
tumors.

Paggi’s group actively contributes to drug repurposing
in the treatment of glioblastoma multiforme. According
to the present regulations from drug authorities,
therapeutic approaches with novel drugs must travel
a long and expensive journey in order to reach the
bedside. Therefore, intelligent and rational drug
repurposing or repositioning are possible strategies to
develop new therapies implicating lower risks, shorter
timelines to bedside and lower costs. To this end, we
cmploy cell biology and protcomic approaches to
analyze pharmacodynamic characteristics of old drugs
amenable of repositioning in the therapy of glioblastoma
multiforme.

D’Orazis group is actively investigating the relative
contribution of the apoptotic and autophagic pathways
in response to several anticancer drugs and phytochemical
compounds; particular attention is dedicated to the
HIPK2-p53 pathway

Soddu’s group is actively pursuing the molecular
characterization of mitosis and cytokinesis functions of’
proteins, such as p53, HIPK2, and histone H2B, usually
involved in the DNA damage response. Particular
attention has been dedicated to 1) the contribution
of centrosomal p53 in the recently discovered mitotic
surveillance pathway; 2) the recruitment by Aurora-B
kinase of HIPK2 and extrachromosomal histone H2B at
the intercellular bridge connecting sibling cells.
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Mission

The mission of the SAFU UOSD focuses on the
establishment of innovative mouse models of human
cancer including implantation of tumor specimens
into immunocompromised mice at the heterotopic
and orthotopic sites and genetically engineered
mouse models. All mouse models are devoted to
study cancer initiation, immune system roles, tumor
angiogenesis, environmental carcinogenesis, invasion as
well as response to novel anticancer strategy. Currently,
several models are being designed to allow in vivo
imaging of tumor development from earlier stages and
to follow tumor response to therapeutics. Besides to the
research activities, this UOSD has the responsibility for
day-to-day management of the Institute animal house.
In agreement, this structure coordinates the activity of
Animal Welfare Body (D.Lgs. n.26/2014), evaluating
scientific projects in which are involved animal
experimentations.

Research activity:

Developing drugs that target KR AS, the most frequently
mutated oncogene in cancer, has not been successful
despite much concerted efforts dedicated towards it
in the last thirty years. Considering the key role this
driver oncogene plays, the pharmacological drugging
of KRAS remains a key challenge for cancer research.
In this context , Dr. Leonetti showed that the targeting
of G-quadruplex (G4) structures present in the G4
motifs of the human KRAS promoter, by a the G4
ligand EMICORON could be a promising strategy, as
this compound exhibited a marked antitumoral activity
against patient-derived xenografts (PDXs) both alone
and also by increasing the therapeutic efficacy of the
FOLFIRI standard chemotherapeutic regimen.

R-loops are nucleic acid structures that form when
an RNA strand invades double-stranded DNA. This
produces a Watson- Crick RNA-DNA hybrid and
displaces the non-hybridized strand as single-stranded
DNA. R-loops participate in a number of physiological
processes, but they also represent a source of DNA
damage and genomic instability. The appropriate
processing of R-loops is essential to avoid a number of
human neurodegenerative disorders or cancer. During
this year Dr. Fanciulli’s Group investigated the role of
the protein Che-1 in R-loops formation and processing.
In multiple myeloma cells, Che-1 was found associated
with R-loops and its depletion by siRINA induced a
strong increase of these structures. Notably, a Drip-seq
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analysis showed that most of R-loops induced by Che-1
depletion localize to active chromatin sites. At the same
time, in collaboration with Dr. Locatelli at the “Bambino
Gesu” Hospital, Dr. Fanciulli’s group demonstrated that
Che-1 is overexpressed in pediatric B-cell precursor
acute lymphoblastic leukemia (BCP-ALL) during disease
onset and at relapse, and that its depletion inhibits the
proliferation of BCP-ALL cells. Furthermore, we report
that c-Myc regulates Che-1 expression by direct binding
to its promoter and describe a strict correlation between
Che-1 expression and c-Myc expression. RNA-seq
analyses upon Che-1 or c-Myc depletion reveal a strong
overlap of the respective controlled pathways. Genome-
wide ChIP-seq experiments suggest that Che-1 acts as a
downstream effector of c-Myc.

Dr. De Marco during the year 2018 has been focusing
on the role of proteome oxidative damage, generated by
the UV-B; UV-A, and the shortwave visible components
of the solar radiation, in keratinocytes, melanocytes and
dermal fibroblasts. Experimental data from in vitro
experiments and ex vivo assays indicate that proteome
oxidative adducts have a distinct role in impairing
the genomic and the proteomic repairing machinery,
suppressing apoptosis and deregulating the cell/
matrix interaction. Thus damaged or inappropriately
repaired DNA persists longer, carcinogenic alterations
are generated at an increased pace and potentially
carcinogenic clones can establish and grow. The
transformant clones eventually generated, are then
endowed in a deeply dysregulated microenvironment
as cell/matrix signalling, inflammation and immune
reaction, are also critically subverted, unleashing
transformant clones to expand and progress to a full
neoplastic phenotype. Thus UV radiation, in addition
to be a cancer initiating agent has also a specific cancer
promoting activity.

Dr. Gurtner studies aim at identify mutp53-dependent
miRNAs and their target genes as useful prognostic
and/or predictive biomarkers of response to therapy in
patients with CRC. Since for many genes putatively
regulated by mutp53 identified in these studies there are
drugs approved by the FDA or undergoing clinical trials,
these results open the way to identify “vulnerabilities” of
mutp53 with studies on organoids derived from patients.
In this context, Dr. Gurtner actively collaborates with
the laboratory of Dr. Nicola Valeri at Sutton, one of the
leading experts on patient-derived organoids (PDOs).
Dr. Piaggio studied the role of the immunological
systemic macroenvironment before and during
tumour development using bioluminescent genetically
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modified mouse models of breast and pancreatic cancer. In this regard, she actively have collaborated with the
Moreover, her research deals with cancer patients sera Gynaecology Unit directed by Dr. Enrico Vizza for the
characterization of new non-invasive diagnostic and/ analysis of specific NET biomarkers in the serum of
or prognostic biomarkers being especially interested in patients with endometrial cancer.

the study of the involvement of NETosis biomarkers.
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Mission

The Biostatistical and  Bioinformatic Unit gives
statistical advice for the protocol design related to
observational and experimental studies. It is a support
for the researchers in study design choice, randomization
procedures identification, sample size calculation and
Case Report Form definition.

This Unit performs the statistical analysis of clinical
and laboratory data and develops new technique of
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data analysis, as required from the always increasing
complexity of available information. It performs also
systematic reviews and meta-analysis on clinically
relevant aspects.

On the informatic side the Unit develops and implements
databases related to clinical trial and research projects as
well as particular pathologies. The Unit develops Web
based platform in client/server environment.

Research Activities

The Unit implements the most advanced statistical
and methodological techniques to analyze data arrays.
Along with the basic ways of analyzing data multivariate
approaches are followed using available softwares as SPSS,
Medcale, Comprehensive Meta-analysis, PASS, NCSS
and specific routines developed in R environment. Data
coming from our single center and multicenter studies
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are formally checked together with investigators and
strategies are constantly discussed. Our support starts
with the study design and sample size determination
using the most appropriate and innovative clinical trial
design, and goes on focusing on protocol development
and  randomization scheme. During the study we
support the investigators with interim analysis and
database management. When writing the paper we
perform the analysis and discuss the interpretation of

analysis as propensity score and network meta-analysis.
The informatic section develops withVisual Studio 2012.
NET4 software web based platforms to manage clinical
data related to patients enrolled in research projects. It
is involved also in the design and implementation of
web site with the software Joomla. In collaboration
we study the possibility of reducing high-dimensional
data to develop models for interpreting prognostic and
predictive role of factors.

results. Our activity includes systematic reviews and
meta-analysis as well as the most recent techniques of
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Dr. Conti is Professor of the School of Medicine at “La
Sapienza” University of Rome and of the post graduate
Specialization Course in Clinical Pathology and teaching
at second level Master in Pediatric Hematology .
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participated as invited speaker to numerous national
and international meetings and has been the principal
investigator and/or coordinator of studies granted by
scientific organizations, author of numerous papers
published in international journals and co-editor of 5
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Mission

Clinical Pathology performs laboratory biological tests
using the most modern techniques of investigation, that
contribute to the clinical management of oncologic
patients submitted to conventional and experimental
therapies.

The Unitsignificantly supports activitics for clinical trials
and is involved in the development of an Institutional
Biobank as a strategic link between clinical and research
activities. The rescarch program is focused on the
identification and validation of cancer-related molecular
targets, the utilization of new technical approaches
for tumor diagnosis, prognosis and monitoring in the
context of innovative cancer therapies, for the best
bench-to-bedside clinical research application.

The Clinical Pathology has already been certified with
a UNI EN ISO 9001:2008 and is now transitioning to
ISO 9001:2015.

Clinical Activities

In 2018, about 1,000,000 examinations were carried out
return of 4.000.000 Euro.

Onco-haematology

Innovative activities include the Primary Central
Nervous System Lymphoma diagnosis by flow
cytometry (FC) through disaggregation of a single
brain stereotactic core biopsy for a better classification
and management of brain lesions; leptomeningeal
metastasis diagnosis and monitoring by cerebrospinal
fluid FC and Minimal Residual Disease assessment in
Multiple Myeloma by an original FC strategy of analysis
based on intra-cytoplasmic immunoglobulin (cy-Ig)
light chains ratio evaluated on patient-specific plasma
cells immune profile. More recently the FC studies
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include an innovative antibodies combination for MM
MRD assessment in patients undergoing anti-CD38
(daratumumab) treatment.

Molecular Diagnostics

Liquid biopsy

In Non Small Cell Lung Carcinoma (NSCLC) patients
liquid biopsy allows to identify patients whose tumors
have specific EGFR mutations, thus making them
eligible for EGFR-targeted therapies (e.g. erlotinib).
Liquid biopsy in these patients is also a valuable tool
for the monitoring of disease progression and for
the detection of mechanisms of resistance to EGFR-
targeted therapies, e.g. EGFR T790M mutation. The
early detection of T790M mutation is of great clinical
value for switching to 3rd generation therapies (e.g.
osimertinib - Tagrisso). The latter has been also recently
approved by FDA as first-line treatment for EGFR+
NSCLC patients.

Hereditary Cancer syndromes (HCS)

Genetic testing with NGS technology on the genes
associated with the most frequent HCS such as: Lynch
syndrome (LS), Hereditary Breast and Ovary Cancer
syndrome (HBOC), APC-associated polyposis and
MUTYH-associated polyposis (AAP and MAP) and
Multiple Endocrine Neoplasia syndrome type 1 and
type 2 (MEN1 and MEN2). Moreover, in selected cases,
a pan-hereditary cancer panel (HCS - Sophia Genetics)
with 27 cancer-associated genes will be used. As to
Hereditary Colorectal Cancer (HCC), a custom gene
panel has been developed including POLE, POLD1,
NTHL1, MSH3, BMPR1A, GREM1 and SMAD4
genes and been will be used for patients with diagnosis
suspicion of HCC and no mutations in the genes
included in the above-mentioned HCS panel.

Pheochromocytoma and Paraganglioma
Pheochromocytoma and paraganglioma are rare tumors
that arise from neural crest tissue: pheochromocytoma
forms in the adrenal medulla whereas paragangliomas
form outside the adrenal gland. Certain inherited
disorders increase the risk of both tumors: MEN2, von
Hippel-Lindau (VHL), Neurofibromatosis type 1 (NF1)
and Hereditary Paraganglioma Syndrome. According to
the diagnosis suspicion of either of the above-mentioned
syndromes genetics testing of the specific disease-related
genes will be performed.

Cytogenetics
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The broad applications in oncohaematology are:
identification of specific chromosome abnormalities,
monitoring disease progression and the success of
therapy and bone marrow transplantation (PDTA
Leucemia Acuta, PDTA Mieloma Multiplo, PDTA
Leucemia Mieloide Cronica).

Besides, we search for actionable genetic abnormalities
to improve the prognosis of sarcoma patients (PDTA
Sarcomi).

Research Activities

Diagnostic harmonization initiative on Multiple Myeloma
for Gruppo Laziale Mieloma Multiplo.

PI Cordone I

The project aims to reach a consensus among regional
laboratories specialized on onco-haematology diagnosis
regarding the flow cytometry antibodies panel, data
analysis and clinical report for Multiple Mycloma
diagnosis and monitoring.

The network is also focusing on the positive sclection of
the plasma cell population by immune-magnetic beads
separation, for a better assessment of the cytogenetic
profile in plasma cell disorders.

Role of Che-1 in transgenic mouse model of Multiple
Myeloma

PI Cigliana G

In collaboration with the SAFU laboratory, we
investigated the role of Che-1, a Rna binding protein
witch is involved in the control of transcription
and cellular proliferation by regulating the state of
the chromatin and by increasing its accessibility in
Multiple Mycloma (MM). In particular we performed
Serum Protein Electrophoresis (SPEP) to detect the
levels of immunoglobulins in serum of the Vk*Myc
transgenic mouse model, which, through activating
c-Myc oncogene in maturing B cells, recapitulates
the pathogenesis and clinical manifestations of human
MM, including progression from MGUS to plasma
cell expansions (Chesi et al.; Cancer Cell 2008). At this
purpose CD138+ ncoplastic cells were isolated from
the bone marrow (BM) of these mice and manipulated
for knockdown of Chel by siRna and transplanted
into 5 recipient wild-type mice for cach group. The
delay 1n discase progression in Che-1 depleted MM
cells, it was been recognize by analyzing the levels of
immunoglobulins in murine serum, as a distinct band
(M-spike).

Cost/Effectiveness evaluation of three different

Scientific Report 2018

strategies in preventing transient hypocalcaemia after
total thyroidectomy

PI Digiesi G

A multicenter prospective randomized study out at
the Department of Otolaryngology Head and Neck
Surgery at the Department of Otolaryngology of the
Reggio Emilia Hospital, was carried from December
2016 until June 2018. Primary endpoint of the study
was to identity the best among three different strategies
in terms of cost/effectiveness to manage transient post-
surgical hypocalcaemia, in order to safely discharge the
patient, limiting the time of hospitalization. Secondary
endpoints were to evaluate:the efficacy of 3-hours post-
operative plasmatic iPTH as early indicator of post-
surgical hypocalcemia the efficacy of serum calcium
and ionized calcium as early indicators of post-surgical
hypocalcemia 24 and 48 hours after total thyroidectomy.

Upper extremity venous thrombosis in cancer patients
with peripherally inserted central inserted catheters

PI Conti L

Symptomatic PICC related deep venous Thrombosis
(DVT) are frequent in cancer patients receiving
chemotherapy. In collaboration with the Vascular Access
Management Team we conducted a retrospective cohort
study in cancer patients who underwent PICC placement
for the administration of chemotherapy to evaluate
the incidence of upper extremity venous thrombosis
(UEVT) and establish the most predictive risk factors
for the development of PICC-related thrombosis in
cancer patients during chemotherapic treatment, for the
future design of an integrated care pathway (ICT) that
could be used to prevent thrombotic events. All patients
were followed for a minimum of 6 months after PICC
insertion, unless they died during this period. Factors
previously associated with catheter-related thrombosis,
including side of catheter placement, tip location,
tumor type, inherited and acquired thrombophilia and
environmental factors have been evaluated.

Pilot study: validation of the use of PIVKA-Il serum
test in monitoring progression of Hepatocellular
Carcinoma (HCC) in liver transplant candidate patients.
Stratification of patients with increased risk of HCC
recurrence after liver transplantation. Prospective study
PI Digiesi G

PIVKA-II test is able to predict the most aggressive HCC
forms. The aim of the study is to show if this test will
improve the early comprehension of the HCC forms
that show a higher recurrence risk in patients selected
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for liver transplant. The project is in progress, at present,
we enrolled seven patients. Four patients with diagnosis
of HCC and cirrhosis, and three patients with diagnosis
of cirrhosis with HCC.

Implementing a Biobank of Biological Fluid at IRE
supported by Scientific Advisory Board

PI Conti L

A “Biobank” refers to a standardized collection of
human biological materials, including tissues, blood and
blood products, DNA and medical data collected and
stored with appropriate informed consent.

Biobanking is actually recognized as a basic enabling
tool for cancer research, with the future of molecular
and translational research relying heavily on the
availability of high quality biospecimens linked to data
on actual clinical outcomes. There are several benefits
to having a consolidated approach to biobanking,
including increased awareness of specimen availability,
increased access for researchers from larger pools of
samples, increased quality and consistency of samples
from standardized collection procedures, and increased
efficiencies.

The Anatomy Pathology Division and the Clinical
Pathology Unit of the Regina Elena National Cancer
Institute are currently engaged in establishing and
developing an Istitutional Biobank (BBIRE). The main
function of the biobank is to collect tissue (T) and body
fluids (LB) samples in accordance with standardized
criteria and cryoconserve them in order to provide
biological material for approved cancer research projects.
The number of samples collected to date is 11350.
BBIRE includes a Steering Committee and an Operating
Group. A broad Informed consent has been drawn

up, submitted to the Ethics Committee, subsequently
validated and added to the medical record.

Since 2016 IFO have become a European Referral
Center for rare tumors (EURACAN), the BBIRE is
involved in the collection of biological samples of rare
tumors, such as sarcoma, thymoma, and neuroendocrine
tumours. Moreover the BBIRE collaborate with
ACC for translational research projects. The BBIRE
is a member of the Biobanking and BioMolecular
resources Research Infrastructure - European Research
Infrastructure Consortium known as “BBMRI-ERIC”.

Radio-induced modifications of lymphoid
subpopulations involved in resistance and escape
mechanisms to the treatment of localized prostate
cancet.

PI Sanguineti G

Aim of the study is to evaluate the effect of radiotherapy
(RT) on immuno-regulatory B and T lymphocyte
subpopulations (Breg and Treg) and plasma cells and
possible correlations with the clinical course of the
disease and acute and late toxicity.

The flow cytometry characterization developed in our
laboratory allowed the identification of Treg and Breg
peripheral blood subpopulations through the acquisition
of a high number (> 5000) of regulatory cells using
innovative acquisition and analysis strategies. 14 patients
were analyzed before treatment (TO0), 3 hours after the
first RT session (T1), after an average dose of 24 Gy
(T2) and after the last RT session (T3). Analysis of the
regulatory sub-populations modifications are ongoing.
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Mission

The Pathology Unit, which represents a pivotal hub for
innovative diagnostic services and research programs, has
the following missions :

» To provide the ‘state of the art’ in pathology, that is
crucial for patients’ care, allowing disease prevention
and treatment in a comprehensive, coordinated and
cost-effective manner.

* To implement the diagnostic expertise setting up
novel molecular assays to be applied to diagnosis and
care of tumours, facilitating collaborations with the
other clinical units.

 To promote scientific

spanning the spectrum from basic to translational
disease-oriented research. The participation to
multidisciplinary and multicentric research is an
essential component of the overall clinical and research
mission. Furthermore, as custodians of tumour tissue
Biobank, an important role of the Pathology Unit
research mission is the proper and authorized use of
tumour tissue samples.

innovative programs,

Clinical Activity

In 2018 the clinical activities have included as a rule
macroscopy and conventional histopathology on
biopsy and surgical samples (surgical pathology),
cytology on cytological samples (diagnostic cytology),
and clinical necroscopy (autopsy). Furthermore,
immunohistochemistry, FISH/SISH analysis, HPV
detection a/o genotyping, and gene mutational status
analysis (by NGS a/o real time PCR analysis) were
also routinely performed. In 2018 surgical or biopsy
samples from about 11.000 patients have been studied,
encompassing the whole spectrum of the main human
tumours (in particular urological, lung, breast, head &
neck, and colorectal cancers). All cases of malignant
tumours have been histologically typed and graded
according to the more recent WHO classifications, and
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pathologically staged (pTNM) according to the latest
TNM/UICC edition. Whenever required, ancillary
(histochemistry, immunohistochemistry and molecular)
studies were performed. In 2018 cytological samples from
about 8.500 patients have been studied, including FNAC,
eftusions, urine and cervico—vaginal cytology. In 2018
about 20.000 tests of diagnostic immunohistochemistry
have been performed, including mainly tumour
immunohistological typing and assessment of tumour
prognostic and/or predictive factors. In 2018 about
500 FISH/SISH tests have been performed, mainly in
cases of breast and gastric carcinoma (HER2 gene), in
cases of lung adenocarcinoma (ALK and ROS1 genes),
and in selected cases of ‘aggressive’ B-cell lymphomas
(Bcl2, Bel6, and c-MYC genes), sarcomas, and primary
CNS tumours. In 2018 the mutational status of about
1000 patients with lung adenocarcinomas, colorectal
adenocarcinomas, metastatic melanoma, ‘undefined’
(THY3B) thyroid lesions, and Gastrolntestinal Stromal
Tumours (GIST) has been studied by a NGS procedure,
mainly based on a panel of 22 different ‘target’ genes
(FONCOMINE’). Furthermore, in 2018 about 500
molecular tests for MGMT promoter gene metilation
status and IDH1-IDH2 genes mutational status in
primary CNS tumours, and MSI evaluation, mainly in
colorectal cancer, have been performed.

Research Activity

Colorectal cancer. We have investigated the role
of deep sequencing and pathway-focused analysis in
predicting patients survival in advanced colorectal
cancer, and the clinical significance of EphB2 stem-
related and EphA2 progression-related miRINA-based
networks in colorectal cancer progression/evolution. In
addition, we have also studied the immune profile of
premalignant lesions in patients with Lynch syndrome.

Gastric cancer. We have studied the prognostic impact
of the expression of the Hippo transducer TAZ in
association with WINT pathway mutations in advanced
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gastric cancer patients and, in the same setting, we
have shown that the clinical significance of PDL1 is
dependent on ARID1A mutations and ATM expression,
and that coexisting YAP expression and TP53 missense
mutations are associated with better survival.

Breast cancer. We have investigated the role of Akt
down modulation induced by Vavl, and the role of
stanniocalcin 2 expression in the outcome of breast
cancer patients. Furthermore, we have shown that the
expression of ID4 protein in breast cancer cells induces
reprogramming of tumour-associated macrophages,
and we have also studied the genomic profile and the
implication for treatment of HER2 double-equivocal
breast cancer cases.

Lung cancer. We have demonstrated that microRINA-
128-3p-mediated depletion of Drosha promotes lung
cancer cell migration, and that hMENA isoforms
impact NSCLC patient outcome through fibronectin/
betal integrin axis.

Sarcomas. We have studied the role of the histone
deacetylase inhibitor ITF2357 in apoptosis and
doxorubicin cytotoxicyty in preclinical models of
human sarcomas, and the role of HMGA1/E2F1 axis
and of NFkB pathways in liposarcoma progression
and trabectidin resistance. Furthermore, we have

demonstrated the presence of circulating EWS-FLI1
fusion transcripts in Ewing sarcoma.

Gynecological tumours. We have evaluated serum
DNA integrity index as a potential molecular biomarker
in endometrial cancer, and GLUT1 receptor expression
and circulating levels of fasting glucose in high grade
serous ovarian cancer. Furthermore, we have shown
that endometrial cancer prognosis correlates with the
expression of L1ICAM and miR 34a biomarkers.

HPV related tumours. We have investigated by
cytology the HPV related anal lesions in individuals
at increased risk for anal cancer, and have tested HPV
on fine needle aspirates from cervical lymph node
metastases of oropharyngeal squamous cell carcinoma
or occult primary.

Thymic epithelial tumours. In the context of the
TCGA research network we have investigated the
integrated genomic landscape of thymic epithelial
tumours.

Central nervous system tumours. We have shown
that circulating microRNAs predict survival of patients
with tumours of glial origin.
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Mission

The Laboratory of Medical Physics and Expert
Systems (in the following named Lab) technically
supports different Departments within the IRE-ISG
using physical agents, such as ionizing radiation (IR),
ultrasounds, magnetic resonance, laser, etc.

The Lab’s mission aims at reducing the undue dose to
patients and environment through specific procedures
in compliance with the national and international
legislation. In particular, the Lab provides daily assistance
for the identification, installation, commissioning,
acceptance testing, maintenance and quality assurance
of high technology equipment within the Institute. The
Lab conducts basic and translational researches focusing
on novel applications of medical physics in the image-
based diagnosis and treatment of oncological disease
by using minimally invasive strategies for treatment
personalization. The Lab develops tools and methods for
improving treatment precision and accuracy, performing
automatic  controls, analyzing the implemented
procedures and modifying them accordingly. The Lab
ensures patient care and safety reducing the clinical risk.

Clinical Activities

The Lab implements quality assurance protocols to
perform diagnosis and therapies efficiently and safely.
In particular it daily develops personalized treatment
plans for cancer patients including: conventional
Radiation Therapy (RT); intra-operative RT; intensity
modulated RT, also including gating deep inspiration
breath hold (DIBH) treatments and nuclear medicine
patient-specific dosimetry with the aim of improving
tumor control, sparing normal tissues. The Lab monitors
devices, perform patient-specific dosimetry, guarantees
the accuracy of image fusion from multimodality
devices and develops radiobiological models. The Lab
cooperates with the Departments of Imaging Diagnostic
for image analysis in order to identify novel image-based
predictors of patients’ outcome.

The Lab ensures radioprotection of patients and workers,
thirdly part (familiars, care givers and population in
general) and environment from physical agents. Main aim
of this activity is reducing the clinical risk maintaining
the level of security at the standard request by technical
regulation. Moreover, the Lab provides educational
programs. Since 2009, the Lab is ISO 9001 certified.
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Research Activities

Main ongoing research projects of the Lab are: dosimetry
in diagnostics and treatments, medical imaging
applications, mathematical modeling of biological
systems.

The Lab participates to clinical trials and performs data
analysis of clinical and dosimetric results, such as:

* implementation of strategies for dose tracking/
adaptive/-omics  for assessment of dosimetric
predictors in oncological patients undergoing various
therapies;

e investigation of toxicity after hypofractionated
treatments in prostate and breast cancer patients;

* acquisition protocol optimization of advanced
magnetic resonance imaging (MRI) techniques
and the subsequent quantitative image analysis, by
developing dedicated home-made software. This
allows the quantification of biophysical parameters
derived from multi-modal images, which are
potentially useful for tumor characterization and
staging, and for detection of residual disease after
treatment (chemotherapy or RT);

* evaluation of the relationship between the perfusion
parameters measured by IVIM DWT and the perfusion
measured by conventional perfusion MRI techniques
in soft tissue tumors;

* studying the impact of molecular markers (prognostic
gene/miRNA) and/or radiobiological modeling to
predict patient’ outcome;

* exploring MAP2K3 targeting as novel anti-cancer
therapeutical strategy;

* studying of the wtp53 roles in RT induced abscopal
effects;

e plan comparison, robustness and quality in
multicentric setting;

e Monte Carlo simulations;

» development of specific tools for predicting eftects of’
ablative microwaves in liver disease;

» implementation of tool for studying the normal
tissues effects using neurological imaging.

Dr. Strigari is the PI of several national and international
project, most important are: the project: “Accurate
dosimetry and biomarkers improve survival in HCC
patients treated with resin 90Y-pspheres: a randomized
trial” funded by AIRC; the project “Development and
optimisation of a dedicated system for hyperthermia
treatments for patients with superficial and/or semi-
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deep sarcomas — OTIS” (project code 85-2017-
15264) funded by Regione Lazio (2018); the project
“Reduction of the undue dose in nuclear medicine
diagnostic study including PET” (Project Code: B N.17/
DIPIA/09 - funded by INAIL); the project “TOP-
IMPLART: Development of a new accelerator proton
therapy facility” funded by Regione Lazio 2011; the
project: “A panel of biomarkers as novel tool for early
detection of radiation exposure” founded by NATO

within the program Science for Peace programme (SPS
n. 984815), in collaboration with ENEA and University
of Alexandria (Egypt). The results of this project will also
improve the patients’ treatment, by the knowledge of the
individual radio-sensitivity. Dr. Strigari is also member of
Dosimetry Committee of EANM developing European
guidelines on NM dosimetry and member of the [CRU
Committee 31.
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63(5): 055019a
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5419
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NUCLEAR MEDICINE UNIT

STAFF Mission

The mission of the Nuclear Medicine Unit is to perform
clinical and research activities in nuclear oncology

Alessio Annovazzi, MD

Serenella Bergomi, MD aiming to the following main objectives:

Pasquale Iannantuono, MD e achieve professional exellence both in nuclear

Costanza Mazzone, MD diagnostics and in nuclear therapy according national

Rosella Pasqualoni, MD and international standards

Sandra Rea, MD * develope and validate innovative technologies and

Luisa Romano. MD new radiopharmaceuticals for molecular imaging and
E

o . ; ; molecular target therapy in the context of theranostic
Silvia Di Traglia, Fellow del & Py
models

Salvatore Annunziata, Fellow

» transfer research results into clinical practice and

Aura D*Arcangeli, Head Nurse national health system program

Gaetano Salviati, Chief Technician * monitor process influence on final outcome according

to a vision of a process-oriented culture and patient’s

centered care
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Clinical Activity

The activities of the Nuclear Medicine Unit focus
on clinical research directed towards therapy and
diagnostics in main oncology fields. In 2018 over 16.000
therapeutic and diagnostic procedures were performed
with approximately 300 cancer radionuclide treatments.
Standard of all diagnostic and therapy activities are
assured by ISO 9000 and professional quality certification
is assured by AIMN-Bureau Veritas.

12.Therapy,as the main field of clinical activities,includes
the radionuclide treatment of thyroid carcinoma,
liver tumors and bone metastases using both beta
emitters and alfa-emitters. The Centre is leader in
[taly and Europe in the field of selective internal
radiation therapy of liver tumors with more than
950 treatment performed and followed. Biological
optimization of radiation dose studies have been
performed using new algorithms and integrated
imaging to evaluate heterogeneous dose distribution
in tumor lesions and to develop personalized therapy
plans. Training on innovative treatments with new
alfa-emitters radiopharmaceuticals were performed
and clinical protocols validated

13.Diagnostics includes: - PET / CT imaging with FDG
and non FDG tracer and in particular the Centre is
leader in F-Choline PET imaging of prostate cancer
and FDG PET imaging of musculoskeletal tumors
; - all traditional planar and SPET oncological scan
(mainly sentinel node mapping, cardiac gated-SPET
and 1311 whole —body scan) and state of art SPET/
CT imaging.

Research Activity

Research activities of the Nuclear Medicine Unit focus
on radionuclide therapy and molecular imaging SPET/
CT and PET/CT in different tumors (thyroid, head
and neck, sarcoma, gynecological and urological tumors,
lymphoma, breast and lung cancer, liver tumors) aiming

to improve early diagnosis, biological characterization
and response monitoring, biological volume contouring
to guide radiotherapy.

Main currently specific topic of research includes:

* new PET radiopharmaceuticals (64-Cu and 64 Cu-
PSMA) performance and safety evaluation in prostate
cancer

* F-choline diagnostic performance in early prostate
cancer recurrence detection at low PSA values

* clinical impact of SPET/CT vs. to standard planar or
SPET protocols in oncology

» comparison of clinical impact and cost-effectiveness
of different available diagnostic technologies of bone
imaging (bone scintigraphy vs. F-choline PET)

* role of FDG PET in clinical management of
musculoskeletal tumors

* biodistribution, radiobiological effects and long —
term safety studies after treatment with alfa —emitter
(223-radium) in metastatic prostate cancer paticints
and adapted protocols

* role of integrated imaging with ' SPET/CT and
BE-FDG PET/CT in advanced thyroid carcinoma
both for diagnosis than for biological and dosimetric
optimization

* identification of specific selective internal radiation
therapy with 90Y-microspheres indications in the
context of the standard HCC guidelines

* quantitative 3D dosimetry based on hybrid imaging
and biomarkers correlation to optimize therapy in
HCC patients treated with 90Y-microspheres

» Early salvage with high-dose chemotherapy and
stem cell transplantation in advanced stage Hodgkin’s
lymphoma patients with positive PET after two
courses of ABVD (PET-2 positive) and comparison
of radiotherapy versus no radiotherapy in PET-2
negative patients.

Pubblications

1. Allegretti M, Casini B, Mandoj C, Benini S, Alberti L, Novello M, Melucci E, Conti L, Covello R, Pescarmona E, Milano
GM, Annovazzi A, Anelli V, Ferraresi V, Biagini R, Giacomini P. Precision Diagnostics of Ewing’s Sarcoma by Liquid
Biopsy: Circulating EWS-FLI1 Fusion Transcripts. Fher. Adv.Med. Oncol. 2018 Jun 1;10: 1758835918774337a

2. Annovazzi A, Rea S,Vici P, Fabi A, Sciuto R. Dual-Time 18F-FDG PET/CT for the Detection of Liver Metastases in
Breast Cancer. Nucl. Med. Commun. 2018 Dec; 39(12): 1183-1189a
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3. Sangro B, Maini CL, Ettorre GM, Cianni R, Golfieri R, Gasparini D, Ezziddin S, Paprottka PM, Fiore EVan Buskirk M,
Bilbao JI, Salvatori R, Giampalma E, Geatti O, Wilhelm K, Hoftmann RT, Izzo E Inarrairaegui M, Urigo C, Cappelli
A, Vit A, Ahmadzadehfar H, Jakobs TE Sciuto R, Pizzi G, Lastoria S, European Network on Radioembolization with
Yttrium-90 resin microspheres (ENRY). Radioembolisation in Patients with Hepatocellular Carcinoma that have
Previously Received Liver-Directed Therapies. Eur.]. Nucl. Med. Mol. Imaging. 2018 Sep;45(10):1721-1730

4. Zoccali C, Baldi J,Attala D, Rossi B, AnclliV, Annovazzi A, Ferraresi V. Intralesional Vs. Extralesional Procedures for Low-
Grade Central Chondrosarcoma: A Systematic Review of the Literature. Arch. Orthop. Trauma Surg. 2018 Jul; 138(7): 929a
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RADIOTHERAPY UNIT
Head: Sanguineti Giuseppe, MD

STAFF

Pinnaro Paola, MD

Saracino Bianca Maria, MD
Marucci Laura, MD
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Nurse coordinator
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De Luca Francesco
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Marini Roberto

Nurse

Caramadre Lucia

Bigiarini Luciano
Mondati Mara
Petitti Patrizia

Giardina Giuseppa Barbara.

Therapist coordinator

Lunghi Vincenzo
Mission
Department of Radiotherapy is  characterized

experience and technology that allow the realization of
high-precision irradiation techniques such as Intensity
Modulated Radiotherapy (IMRT) and Rapid Arc
(RA)/Volumetric Modulated Arc Therapy (VMAT),
Stereotactic Radiotherapy Surgery (SRS), Stereotactic
Body Radiotherapy (SBRT), Image-Guided Radiation
Therapy (IGRT). Moreover, respiratory movement
control techniques are available to reduce the
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Mei Stefano

Minutello Martino

Monetti Flavio

Musella Giuseppe

Pepe Stefano
Rispoli Antonio

Trotta Simone

Vorzillo Maria

Administrative collaboratror

Parodi Laura

Moretti Luisa

Data Manager

Spasiano Filomena

confounding cffect of the position of the target to be
irradiated, as well as ‘tracking’ techniques through the
placement of radiopaque fiducials and Cyberknife
irradiation. A constant collaboration with the Radiology
and Nuclear Medicine allows us to have access to
advanced imaging solutions to correctly identify the
location of the discase prior to treatment planning, such
as multiparametric MR1 and novel tracer PET-CT.

Clinical Activity: Clinical activity covers all options of’
photon-based external beam radiotherapy including
IMRT, VMAT, SRS, SBRT, IORT. Morcover, the
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recent introduction of Cyberknife (CK) allows SRS/
SBRT of both intracranial and extracranial lesions (both

|

Research Activity

1.

170

Early Diffusion Weighted Magnetic Resonance
Imaging Changes to Predict Tumor Response
to Chemoradiotherapy in HN Cancer. Primary
Objective: To prospectively evaluate the predictive
value of novel MR biomarker (DWI, DCE-MRI
and IVIM-MRI) changes carly during CRT to assess
therapy outcome 1n advanced HNSCC undergoing
CRT.

Phase I-II study to evaluated feasibility and the
effectiveness of SBRT with Linear Accelerator in 3
fractions for low/intermediate risk Prostate cancer:
evaluate the feasibility and locoregional toxicity
of SBRT in 3 fractions using LINAC; evaluate the
effectiveness hypofractionated “extreme” (3 fractions)
delivered using SBRT for low /intermediate risk
localized prostate cancer.

. Single vocal cord stereotactic Radiotherapy for early

stage glottis cancer (cTis-1): Prospective phase I-11
study to evaluated feasibility and the effectiveness of
SBRT for early stage (cTis-1INOMO) glottic cancer.

. Short-Course

. Neurocognitive

malignant and benign) with high precision and live
motion tracking.

Hypofractionated ~ Whole-Breast
Radiation Therapy After Conservative Surgery:
A Single-Institution Prospective Study: To assess
the oncologic outcomes of an accelerated and
hypofractionated whole breast irradiation (AH-
WBI) schedule in which therapy was completed in
11 fractions over 3 weceks inclusive of a sequential
boost.

. Accelerated Hypofractionated radiotherapy inclusive

of nodal radiation after conservative surgery for
women whit node-positive breast cancer. Feasibility
study. To evaluated acute toxicity of radiotherapy
schedule in which therapy was completed in 11
fractions over 3 weeks inclusive of a sequential
boos.

assessment for cancer patient
whit 1-3 brain metastatis treated with stereotactic
Radiotherapy or iphocampal sparing whole brain
radiotherapy: Observation study to evaluated the
different preservation of neurocognitive function

between the two radiotherapic treatements.

. Longitudinal Evaluation of Intestinal, Haematological
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and Urinary Toxicity From Pelvic Irradiation for
Prostate Cancer IHU-WPRT-TOX): The aim of this
study is to develop predictive models of IMRT-WPRT
induced patient-reported intestinal, hematologic and
urinary toxicity in PCa treatment. The rationale of
the prophylactic irradiation of pelvic lymph-nodes
by means of Whole-Pelvis Radiotherapy (WPRT)
in prostate cancer (PCa) is to eradicate subclinical
lymph-nodal involvement. Even though delivered by
means of modern Intensity-Modulated Radiotherapy
techniques, WPRT may result in intestinal, hematologic
and urinary toxicity severely affecting patients’ daily
health-related quality-of-life (HRQoL) within the so-
called and inadequately investigated Pelvic Radiation
Disease.

. Radiation Therapy in the initial stages of hodgkin’s
lymphoma: Impact of use of pet-ct performed
in position of treatment on target delineation.
Observational Study. The aim of study is to determine
the impact of co-registration of CT-PET images of
staging performed with the patient in the treatment
position with the simulation TC in definition and
delineation of the target volume and, consequently,
in radiotherapy treatment planning of initial stages of
hodgkin’s lymphoma. The primary endpoint will be the
evaluation of the modification of treatment volume as a
result of the co-registration process; the secondary end
point will consist in evaluating the impact of process on
the dose deposited in specific and significant volumes
of healthy tissue.

. A Randomized, Double-blind, Placebo-controlled
Phase 3 Study of JNJ-56021927 in Subjects with
High-risk, Localized or Locally Advanced Prostate
Cancer Receiving Treatment with Primary Radiation

Therapy: To determine if JNJ-56021927 plus

11.

gonadotropin releasing hormone (GnRH) agonist in
subjects with high-risk, localized or locally advanced
prostate cancer receiving primary radiation therapy
(RT) results in an improvement of metastasis-free
survival (MFS) evaluated by blinded independent
central review (BICR)

study, to compare the efficacy of nbtxr3, implanted
as intratumor injection and activated by radiotherapy,
versus radiotherapy alone in patients with locally
advanced soft tissue sarcoma of the extremity and
trunk wall: To compare the antitumor activity in terms
of Pathological complete response rate (pCRR) of
intratumor injection of NBTXR3 activated by external
beam radiation therapy (EBRT), versus EBRT alone,
in patients with locally advanced soft tissue sarcoma
(STS) of the extremity and trunk wall.

DUEO2 - Urinary and Erectile Dysfunction —
02. Validation of predictive toxicity models after
radiotherapy treatment for prostate cancer: The
prospective observational study (DUEO2) proposes
to enroll patients with prostate cancer treated with
high-dose external radiotherapy and to follow them
during follow-up, in order to be able to validate the
models developed in the previous study DUEO1 on an
independent population.

12.Acral Chordoma: a Randomized & Observational

study on surgery versus definitive radiation therapy in
primary localized disease (SACRO):This study is aimed
at estimating the effectiveness of definitive radiotherapy
as compared to standard surgical treatment for patients
with primary sacral chordoma who are candidates to
a complete en-bloc resection, in term of relapse-free-
survival (RFS).

Publications

Bossi P, Miceli R, Benasso M, Corvo R, Bacigalupo A, Sanguineti G, Fallai C, Merlano MC, Infante G, Dani C, Di
Giannantonio V, Licitra L. Impact of Treatment Expertise on the Outcome of Patients with Head and Neck Cancer
Treated within 6 Randomized Trials. Head Neck. 2018 Dec; 40(12): 2648a.

GamucciT, Pizzuti L, Natoli C, Mentuccia L, Sperduti I, Barba M, Sergi D, Iezzi L, Maugeri-Sacca M,Vaccaro A, Magnolfi
E, Gelibter A, Barchiesi G, MagriV, D’Onofrio L, Cassano A, Rossi E, Botticelli A, Moscetti L, Omarini C, Fabbri MA,
Scinto AFE, Corsi D, Carbognin L, Mazzotta M, Bria E, Foglietta J, Samaritani R, Garufi C, Mariani L, Barni S, Mirabelli
R, Sarmiento R, GrazianoV, Santini D, Marchetti P, Tonini G, Di Lauro L, Sanguineti G, Paoletti G, Tomao S, De Maria R,
Veltri E, Paris I, Giotta F, Latorre A, Giordano A, Ciliberto G,Vici P. A Multicenter REtrospective Observational Study of
First-Line Treatment with PER tuzumab, Trastuzumab and Taxanes for Advanced HER 2 Positive Breast Cancer Patients.
RePer Study. Cancer. Biol. Ther. 2018 Nov 7 [Epub ahead of print]
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Neoadjuvant Chemotherapy in Triple-Negative Breast Cancer: A Multicentric Retrospective Observational Study in
Real-Life Setting. | Cell. Physiol. 2018 Mar; 233(3): 2313a.
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Ferranti F, Antenucci A, D’Alessandro MG, Marchetti P, Tomao S, Sanguineti G, Giordano A, Maugeri-Sacca M, Ciliberto
G, Conti L,Vici P, Barba M. Observational Study of Coagulation Activation in Early Breast Cancer: Development of a
Prognostic Model Based on Data from the Real World Setting. J. Tiansl. Med. 2018 May 16; 16(1): 129a

6. Marzi S, Farneti A, Vidiri A, Di Giuliano F Marucci L, Spasiano F Terrenato 1, Sanguineti G. Radiation-Induced Parotid
Changes in Oropharyngeal Cancer Patients: The Role of Early Functional Imaging and Patient-/treatment-Related
Factors. Radiat. Oncol. 2018 Oct 1;13(1): 189a

7. Piludu E Gangemi E, Marucci L, Guerrisi A, Pellini R, Covello R, Carlini P, Spriano G, Sanguineti G, Marzi S,Vidiri A.
MRI Evaluation using DWI and T2WTI of Residual Lymph Nodes in Patients Affected by Head and Neck Squamous
Cell Carcinoma Treated with Chemo-Radiotherapy. Curr. Med.Imaging Rev. 2018 14(4): 599a
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Mission

The Radiology Unit main mission is to pertorm diagnosis,
staging and follow-up of neoplasms through state of the
art medical equipment such as: 3T superconductive
scanner in MR, multidetector CT at 128Layer,
Ultrasound with color-doppler and through the use of
contrast-medium, Digital Mammography, Mammotome
for biopsy and Contrast Enhanced Mammography
(CESM). The Radiology Unit also offers image-guided
Interventional Services for diagnosis and treatment of
neoplasms. More specifically, the radiology service is
specialized in the evaluation of head-neck tumors, pleural
mesothelioma, prostate cancer with multiparametric
approaches and integrated breast diagnostic through
ultrasound, mammography, mammotome biopsy, CESM
and MR. We also focus on performing neuro-oncology
with 3T MR, where is possible to obtain morphological

173



DEPARTMENT OF RESEARCH, ADVANCE DIAGNOSTICS AND TECHNOLOGICAL INNOVATION

and non-morphological (diffusion, perfusion, functional,
tractography and spectroscopy) imaging, soft and osseous
tumors. In addition, neoplasms of the female pelvic,
lung, colon-rectum and onco-hematologic tumors
are also assessed by various imaging techniques. The
department is also involved in all diagnostic therapeutic
care (PDTA) and participates in all Disease Management
Team (DMT) meetings.

Clinical Activity

Clinical diagnostic activity includes: traditional X-ray,
ultrasound, CT, MR, and mammography and is
performed every day (morning and afternoon) except
Saturday afternoon. The Interventional service is open
from Monday to Friday (morning and afternoon) except
on Wednesdays, when the Radiology Unit is reserved to
Gastroenterology unit. The MR unit offers services such
as functional imaging, image-guided breast unit biopsy
with mammotome, in US is possible to perform exam
with contrast medium infusion, while the Interventional
unit service biopsy and treatment of ncoplasms with
thermoablation, radiofrequences, radionuclide (Sirtex).

Research Activity

Research activities of the Radiology Unit, focus on the
detection of new imaging biomarkers that can be used as
prognostic and teranostic markers;these will be correlated
with histopathological and immunohistochemical data.
Main currently specific topics of research include:

+ Radiomics: A hot topic in modern diagnostic imaging.
Radiomics basically consists in performing cross-
sectional scanninng in order to extract quantitative
information hidden in the texture of images,
which goes far beyond the detection of the human
eye. Such process, powered by dedicated software,
enables to convert digital diagnostic images into
big-data that can be used to investigate correlations
between imaging-related parameters, genomic profile
and metabolism of tumors. In the era of precision
medicine, this technique promises to assist in the
selection of the right treatment for the right patient

in the right clinical context. We use Radiomics in
the evaluation of parotid tumors, breast cancer, lung
cancer and lymphoma.

Correlate the set of identified imaging biomarkers —
with diftusion and perfusion MR in head-neck tumors
— with those related to tissue architecture analyzed
by immunohistochemistry and ‘digital pathology’.
Identify a panel of baseline imaging biomarkers
before surgery that can be used as prognostic and
theragnostic markers.

Early diffusion and perfusion MR to predict tumor
response to chemo-radiation therapy in head-
neck cancers. The aim of this study is to investigate
the possibility to obtain a differentiation between
responder and non-responder patients before
treatment.

Ongoing functional studies with MR to define the
differential diagnosis on recurrence and radionecrosis
in brain metastases undergoing  cyber-knife
treatment.

Multiparametric-MR prostate studies before and after
therapy, performed in particular for the evaluation
of the alterations after radiotherapy compared with
those performed with PET-CT scan.

Neo-adjuvant treatments using 3T MR with
functional sequences (diffusion and perfusion) in
the sarcomas, osteosarcoma and Ewing sarcoma and
evaluation of patient response to sarcomas treated
with Trabectin.

Carrying out an ongoing study on the use of iodinated
contrast media in association with mammography
(CESM) and digital mammography, comparing the
results with those of MR.

Evaluation of breast cancer before and after

neoadjuvant chemotherapy with multiparametric
MR.

In the Interventional service we use targeted
dosimetry-guided therapy aiming at significantly
impact patient’s specific therapy selection and
treatment.

Publications

1. Allegretti M, Casini B, Mandoj C, Benini S, Alberti L, Novello M, Melucci E, Conti L, Covello R, Pescarmona E, Milano
GM, Annovazzi A, Anelli V, Ferraresi V, Biagini R, Giacomini P. Precision Diagnostics of Ewing’s Sarcoma by Liquid
Biopsy: Circulating EWS-FLI1 Fusion Transcripts. Ther. Adv.Med. Oncol. 2018 Jun 1;10: 1758835918774337a

2. Catania G, Malaguti P, Gasparro S, Cognetti EVidiri A, Fabi A. Activity of Eribulin Mesylate in Brain Metastasis from
Breast Cancer: A Stone in a Pond? Oncology. 2018 94(Suppl 1): 29a
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Clinical Activity

The Immunohaematology and Trasfusion Medicine
Service is an articulated structure that complies with
specific tasks provided by the Italian Legislation in
the field of transfusion and supports with diagnostics
and therapeutic activities the clinical departments
for the treatment of haematological, dermatological,
oncological, internal and surgical diseases. The activities
are mainly directed to:

* Ensure the constant availability of blood and
hemocomponents for the departments’ needs;

o Verify the appropriateness of blood and
hemocomponents clinical use;

* Manage cryopreserved pheripheral blood stem cells

* Control the quality and safety requirements of the
hemocomponents.
In the Unit, there are the following areas of excellence
which are intended to be implemented: Therapeutic
Apheresis, Regenerative Medicine and Erytro-Platelets
Immunohaematology.
The unit of Therapeutic Apheresis relies on the latest
generation cell separators that allow to perform
plasma exchange and photopheresis procedures in
autoimmune and dysimmune diseases, in particularly in
dermatological patients affected by Pemphigus Vulgaris,
Atopic Dermatitis, Mycosis Fungoid, Psoriasis, etc.
The Regenerative Medicine is a new therapeutic
approach aimed at the biological regeneration of tissues
instead of replacing them, and finds its most relevant
applications in orthopedics, dermatology and corrective
medicine.
The Immunohaematological diagnostic is important

in oncologic and polytransfused patients to prevent
alloimmunization and consist in typing of rare
erythrocyte groups, research of anti-erythrocyte and
anti-platelets antibodies and identification of auto and
allo-antibodies.

Research Activity

Blood derivatives ameliorate myogenic progenitor cells
proliferation and difterentiation:

In collaboration with Dr. Cesare Gargioli, researcher
at the Department of Biology of Rome University Tor
Vergata, we are developing a project regarding the effect
of human blood derived serum and/or growth factor on
human derived perivascular myogenic progenitor/stem
cell, namely pericytes. So, the project purpose is to test
human blood derivatives in order to supersede problems
related to animal medium supplement and cell therapy
for clinical application; morcover, working with human
derived stem cells, we are analyzing the effect of human
serum and growth factors on the myogenic capabilities
of human skeletal muscle derived pericytes.

Bcl-2 promotes recruitment and differentiation  of
macrophages towards a M2-like phenotype:

In collaboration Dr. Donatella del Bufalo, preclinical
models and new therapeutic agents unit — proposal
AIRC investigator grant — Spanning bcl-2 functions
in melanoma models from micro environment to
microRNA modulation.

Evaluation of platelets-rich plasma eftectiveness in
vulvar lichen sclerosus in collaboration with — plastic
surgery unit IRCCS San Gallicano.

Publications

1. Palermo B, Franzese O, Donna CD, Panetta M, Quintarelli C, Sperduti I, Gualtieri N, Foddai ML, Proietti E, FerraresiV,
Ciliberto G, Nistico P. Antigen-Specificity and DTIC before Peptide-Vaccination Differently Shape Immune-Checkpoint
Expression Pattern, Anti-Tumor Functionality and TCR Repertoire in Melanoma Patients. Oncoimmunology. 2018 Sep

11;7(12):e1465163
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PULMONARY PHYSIOPATHOLOGY UNIT

Head: Maria Papale, MD

i

STAFF

Eliuccia Mastropasqua, MD

Giorgio Piperno, MD

Two nurses

Annalisa Carolina Damiani, doctor in teaching

Mission

The Physiopathology Respiratory Unit has forwarded
its traditional mission addressing and programming in
research activity through useful objectives aimed at
the prevention, diagnosis, cure and rehabilitation of
pulmonary diseases, in particular oncology and smoke
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related diseases. The directives have been:

e primary and sccondary prevention in the field of
pneumology through education clinical-functional
diagnostics

* respiratory therapy and rehabilitation for both
inpatients and outpatients

* participation in research program

* participation and organization of courses, conferences
and congresses both for reports as well as professional
updating.

Regarding the activities and objectives the Unit confirm

his commitment to respiratory rehabilitation activities

with the aim to improve the quality of life and the
respiratory functionality at the same time to reduce the
days of stay. The Unit is also dedicate to patients suffering

Scientific Report 2018



DEPARTMENT OF RESEARCH, ADVANCE DIAGNOSTICS AND TECHNOLOGICAL INNOVATION

from Interstitial lung disease and IPF (Idiopathic
pulmonary fibrosis) rare diseases but frequently verified
in our Institute as outcomes of administered therapies.
In addition to early diagnosis and therapy of the IPE it
contributes to prevention of related lung cancer.

The smoking cessation clinic (referral Centre for the
Observation of Smoke, Alcohol and Addiction,I.S.S.),
appreciated and considered a strong point during Audit
OECI, has continued its own activity helping patients
quit smoking even with pharmacologic treatment. In
regards to the effort to prevent smoking, the focus has
been on educational and counseling for the staff of our
Institute.

Clinical Activity

During 2018 about 19.724 services (visits, consultations,
instrumental tests and respiratory rehabilitation activity)
have been conducted on patients coming from difterent
Units of the Institute. Cooperation, above all, with
Thoracic Surgery, for a more accurate identification of
surgical risks, has been particularly intense.

There has been a total of 18.590 -services conducted
for outpatients who came cither for pulmonary
oncology and other diseases or for to quit smoking or
to run respiratory rchabilitation. We have increased our
performance compared to 2017.

Respiratory rehabilitation activity is offered mainly
to external patients who ecither have to undergo

Scientific Report 2018

major thoracic or abdominal surgery, or have already
undergone pulmonary resection for cancer and sufter
from COPD. In 2018 , about 10.035 services of
respiratory rehabilitation have been performed on 705
internal patients and 3779 services on external patients.
In addition, about 50 patients were visited in the internal
outpatient clinic of interstitial lung diseases and IPE

Research Activity

The Unit has taken part along with “ Mario Negri
Institute for Pharmacological Research”  coordinated
by the Italian Association of Hospital Pnecumologists
(AIPO) in : “Studio multicentrico osservazionale
sull’utilizzo della sigaretta elettronica in Italia”.

The Unit continued to participate in the study BR31
“A phase III prospective double blind placebo controlled
randomized study of adjuvant medi4736 in completely
resected non-small cell lung cancer”.

The Unit has participated, about the rescarch line 1
“Prevention and carly diagnosis of Cancer”, in study
“Role of the estradiol axis in the carcinogenesis and
prevention of mesothelioma”.

The Unit has taken part in “Registro asma grave- Studio
osscrvazionale ¢/o retrospettivo non  interventistico,
multicentrico, nazionale”  coordinated by the Italian
Association of Hospital Pneumologists (AIPO).
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EPIDEMIOLOGY AND CANCER REGISTRY UNIT

Head: Valerio Ramazzotti MD

!
i

STAFF

Maria Cecilia Cercato, MD
Marco Caperle, MD (until 31.03.2018)
Oreste Aronadio, MD

Teresa Borruso, nurse cancer registrar (since 01.09.2018)

Elisabetta Fragala, nurse cancer registrar

Emma Santoro, nurse cancer registrar

Mission

The ‘Epidemiology and Cancer Registry’ Unit — a
branch of public health in the oncological discipline
framework— aims at the monitoring, control and
prevention of cancer. The unit is mainly involved in:
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descriptive epidemiology based on ‘cancer registration’;
evaluative epidemiology based on data from the
‘regional and national programs for the evaluation of
the health care interventions’; ‘medical humanities and
personalization of care’. Many activities are focused on
the specific aims of the Organisation of European Cancer
Institutes (OECI), that has recognized the National
Cancer Institute ‘Regina Elena’ as a ‘Comprehensive
Cancer Centre’” in 2015. The unit actively takes part
in the ongoing projects included in the ‘improvement
action plan’, and it contributes to the implementation
of the Institute’s Information and Communication
Technology system, aiming at providing easy access and
analysis of clinical and research data.

Activities

Cancer Registration

The Unit has implemented two main activities:

1.Since 2015, 1in accordance to a regional law establishing
the Population Based Cancer Registry of the Lazio
region (RTL), the Unit has assumed — under the
coordinating action of the Department of Epidemiology
Lazio Regional Health Service — the role of “functional
unit” for the area of the ‘Citta metropolitana di Roma’,
covering a population of over 4.330.000 inhabitants and
more than 24.000 estimated incident cases of malignant
neoplasms per year. The ongoing registration activity has
enabled to input over 26 thousands cases of malignant
neoplasms in the RTL database at 31.12.2018.

2.The hospital-based cancer registry (RTO) of
the National Cancer Institute ‘Regina Elena’ was
established to define the number, the topography and
the morphology of the treated cases per year; to provide
statistical reports according to the OECI standards; as
collaborative unit of the Clinical Trial Centre IFO, to
estimate the number of eligible patients for the clinical
trials by specific neoplastic features The ongoing
registration activity has enabled to input almost 2,500
cases of breast, lung and colonrectum neoplasms at
31.12.2018. Based on the RTO data, 3 technical reports
were submitted to the Scientific Director.

Evaluative epidemiology.

The Unit was involved in the internal audit for: 1) the
Regional Outcome Evaluation Program ( PRe.Val.E.);
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2) the National Outcome Evaluation Program (PNE).
The main objectives are: observational assessment of the
efficacy and the effectiveness of health-care interventions;
identification of factors within the health-care delivery
process that affect outcomes; monitoring levels of care.
In this framework, on request from the Department of
Epidemiology of the Regional Health Service —
Lazio, the Unit coordinated the audit on “Mortality
by 30 days after surgery for malignant neoplasms of
lung and stomach” and on “Proportion of interventions
for malignant breast cancer performed in wards with
activity volume greater than 135 cases” at the National
Cancer Institute “Regina Elena”.

European Network for European Rare Solid Cancer
(EURACAN)

EURACAN will enable a major improvement in the
access to excellence diagnosis and treatment for European
patients. IFO has been recognized as a ERN member
with expertise on more than one rare malignancies.
The Unit was actively involved in the ongoing
activities, particularly in designing and implementing an
institutional database able to collect data from the rare
solid cancer patients who are diagnosed and/or treated
at the Institute. From 1 January to 31 Dicember 2018,
814 patients were registered.

Patient Empowerment Network

The Unit has been involved in developing the project
of a network for the empowerment and involvement of
patients. The following hasbeen conducted:identification
of the ongoing services, processes and resources, aiming
at supporting, educating, and empowering cancer
patients and their families; promotion of humanistic
and narrative medicine implementation.

Narrative Medicine

Since 2009 the Unit has been involved in initiatives
related to Narrative Medicine. In 2015 a multidisciplinary
project named “Raccontami di te” based on the sharing
of individual stories started. In order to increase efficacy
of care, by improving narrative competence and careful
listening, the ongoing project develops a strategy of
communication based on promotion of reflexive
writing among health care professionals, patients and
caregivers, including training courses, text analysis and
a story-sharing meeting. In 2017 started the first Italian
project applying the DNM (Digital Narrative Medicine)
diary in clinical practice for cancer patients: AMENO
a pilot study addressing patients in chemotherapy
treatment. In 2018 started AMENART study, addressing
patients undergoing radiotherapy treatment. The
preliminary results were published and reported by oral
communications at national courses and meetings.

Publications

1. Cercato M.C. Colella E., Fabi A, Bertazzi I, ScarinciV, Franceschini A, Cognetti F Cenci C. Narrative Based Medicine: A
Digital Diary during Chemotherapy Treatment to Personalize Patient Care (Pilot Study). Timori Journal. 2018 104(4S):
194 (S40)a

2. Cercato MC. Narrative Medicine in the Oncological Clinical Practice: The Path from a Story-Telling Intervention to a
Narrative Digital Diary. Recenti Prog. Med. 2018 Jun; 109(6): 324a

3. Cercato MC, Bertazzi I, Cognetti G, Colella E, Fabi A, Scarinci V, Servoli E Raccontami Di Te - 11 Quaderno Dei
Racconti 2016-17 Di Pazienti, Familiari,Volontari ¢ Operatori Sanitari. 2018 May; .

4. Stagnaro E, Parodi S, Costantini AS, Crosignani P, Miligi L, Nanni O, Piro S, RamazzottiV, Rodella S, Tumino R,Vindigni
C,Vineis P. Childhood Infectious Diseases and Risk of Multiple Myeloma: An Analysis of the Italian Multicentre Case-
Control Study. Epidemiol.Infect. 2018 sep; 146(12): 1572a

5. Lapucci, E., C. Cercato, V. Ramazzotti, S. Busco, I. Cozzi, E Santi, E Pannozzo, P. Michelozzi, and P. Schifano. 2018.

“Determinanti Della Qualita Della Codifica Automatica Dei Casi Incidenti Di Tumore: Lesempio Della Mammella *“ -
Atti della XXII Riunione Scientifica Annuale Associazione Italiana registri Tumori. Venezia, 11-13 aprile.
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Francesco
Cognetti

A PHASE 3 OPEN-LABEL, RANDOMIZED, MULTICENTER STUDY OF NKTR-
102 VERSUS TREATMENT OF PHYSICIAN’S CHOICE (TPC) IN PATIENTS
WITH METASTATIC BREAST CANCER WHO HAVE STABLE BRAIN
METASTASES AND HAVE BEEN PREVIOUSLY TREATED WITH AN
ANTHRACYCLINE, A TAXANE, AND CAPECITABINE

Medical Oncology 1

Francesco
Cognetti

STUDIO OSSERVAZIONALE PER LA VALUTAZIONE DELLA COMPLIANCE
AL TRATTAMENTO A BASE DI INIBITORI DELL’AROMATASI NELLE
PAZIENTI AFFETTE DA CARCINOMA DELLA MAMMIELLA
ORMONOPOSITIVO

Medical Oncology 1

Alessandra
Fabi

47

MULTICENTER, RANDOMIZED, PHASE Il STUDY OF NEOADJUVANT
CHEMOTHERAPY ASSOCIATED OR NOT WITH ZOLEDRONATE AND
ATORVASTATIN IN TRIPLE NEGATIVE BREAST CANCERS - YAPPETIZER
STUDY

Medical Oncology 1

Alessandra
Fabi
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Alessandra

IL RUOLO DEL TDM-1 NELLA REAL WORLD EVIDENCE Medical Oncology 1 Fabi 0
ADJUVANT TREATMENT FOR HIGH-RISK TRIPLE NEGATIVE BREAST Francesco
CANCER PATIENTS WITH THE ANTI-PD-L1 ANTIBODY AVELUMAB: A Medical Oncology 1 c ) 2
PHASE |1l RANDOMIZED TRIAL ognett
OBSERVATIONAL PROSPECTIVE STUDY WITH ERIBULIN FOR BREAST Medical Oncologv 1 Alessandra 3
CANCER WITH BRAIN METASTASES edical Uncology Fabi
STUDIO RETROSPETTIVO OSSERVAZIONALE MULTICENTRICO SULLE Alessandra
SEQUENZE DELLA TERAPIA ORMONALE NEL TRATTAMENTO DEL Medical Oncology 1 bi 40
TUMORE DELLA MAMMELLA METASTATICO ORMONODIPENDENTE Fabi
A MULTI-CENTRE, OPEN-LABEL, RANDOMIZED CLINICAL TRIAL
COMPARING THE EFFICACY AND SAFETY OF THE ANTIBODY-DRUG Francesco
CONJUGATE SYD985 TO PHYSICIAN'S CHOICE IN PATIENTS WITH HER2- | Medical Oncology 1 ) 1
POSITIVE UNRESECTABLE LOCALLY ADVANCED OR METASTATIC BREAST Cognetti
CANCER
NAB-PACLITAXEL BEYOND CLINICAL TRIALS: RETROSPECTIVE COHORT ) Alessandra

Medical Oncology 1 . 29
STUDY IN METASTATIC BREAST CANCER PATIENTS. THE NORMA STUDY Fabi
FULVESTRANT FOLLOWED BY EVEROLIMUS PLUS EXEMESTANE VS
EXAMESTANE AND EVEROLIMUS FOLLOWED BY FULVESTRANT IN Francesco
POSTMENOPAUSAL WOMEN WITH HR+ AND HER2- LOCALLY Medical Oncology 1 . 1
ADVANCED (LABC) OR METASTATIC BREAST CANCER (MBC) Cognetti
PREVIOUSLY TREATED WITH NSAI
STUDIO OSSERVAZIONALE PROSPETTICO SUL TRATTAMENTO DEL
CARCINOMA MAMMARIO IN GRAVIDANZA E SUL FOLLOW UP DELLE Francesco
DONNE CHE HANNO AVUTO UNA GRAVIDANZA DOPO DIAGNOSI E Medical Oncology 1 ) 0
TRATTAMENTO DI UN CARCINOMA MAMMARIO: PREFER2 (PREGNACY Cognetti
AND FERTILITY)
PREGNANCY AND FERTILITY - PREFER STUDIO OSSERVAZIONALE
PROSPETTICO SULLA PRESERVAZIONE DELLA FERTILITA NELLE PAZIENT/ ) Francesco

Medical Oncology 1 . 0
GIOVANI CON PATOLOGIA ONCOLOGICA. PREFER (PREGNACY AND Cognetti
FERTILITY)
A PHASE Il STUDY COMPARING THE CONCURRENT VERSUS THE
SEQUENTIAL ADMINISTRATION OF CHEMOTHERAPY AND AROMATASE Francesco
INHIBITORS, AS ADJUVANT TREATMENT OF POST-MENOPAUSAL Medical Oncology 1 ) 7
PATIENTS WITH ENDOCRINE RESPONSIVE Cognetti
EARLY BREAST CANCER
STUDIO DI FASE Il, RANDOMIZZATO IN APERTO, MULTICENTRICO
MIRATO A VALUTARE A RANDOMISED, MULTICENTRE, OPEN-LABEL Francesco
PHASE Il TRIAL INVESTIGATING ACTIVITY OF CHEMOTHERAPY AND Medical Oncology 1 ) 2

8y Cognett

LAPATINIB AND TRASTUZUMAB IN PATIENTS WITH HER2-POSITIVE ognetti
METASTATIC BREAST CANC
EVALUATION OF MEDICAL TREATMENTS (CHEMOTHERAPY, ORMONAL
THERAPY AND BIOLOGICAL THERAPY) IN METASTATICA BREAST Medical Oncology 1 Francesco 39
CANCER PATIENTS ACCORDING TO BIOLOGICA SUBTYPE AND LINE OF edical Uncology Cognetti
TREATMENT
STUDIO OSSERVAZIONALE PROSPETTICO SUI CAMBIAMENT/ DELLE Alessandra
ABITUDINI ALIMENTARI DOPO LA DIAGNOSI DI CARCINOMA Medical Oncology 1 Fabi 116

MAMMARIO (ECHO STUDY)
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STUDIO BRIDE. DIAGNOSI E TRATTAMENTO DEL CARCINOMA

. Alessandra
MAMMARIO IN ITALIA: STUDIO OSSERVAZIONALE PROSPETTICO Medical Oncology 1 . 31
NAZIONALE DELLA FONDAZIONE AIOM Fabi
SECOND LINE ERIBULIN FOLLOWED BY CAPECITABINE OR THE REVERSE Alessandra
SEQUENCE IN HER2-NEGATIVE METASTATIC BREAST CANCER (MBC) Medical Oncology 1 . 1
PATIENTS: A RANDOMIZED PHASE Il STUDY — ERICA TRIAL Fabi
LIQUID BIOPSY: INTERCEPTING MUTATIONAL TRAJECTORIES OF HER2 |\ i o0 1o o Alessandra 4
BREAST CANCER IN PATIENTS UNDER T-DM1 TREATMENT edical Uncology Fabi
ATEZOLIZUMAB, PERTUZUMAB AND TRASTUZUMAB WITH
. Alessandra

CHEMOTHERAPY AS NEOADJUVANT TREATMENT OF HER2 POSITIVE Medical Oncology 1 bi 0
EARLY HIGH-RISK AND LOCALLY ADVANCED BREAST CANCER (APTNEO) Fabi
ERIBULIN CONCOMITATN TO RADIOTHERAPY IN HER-2 NEGATIVE Alessandra
ADVANCED BREAST CANCER DISEASE WITH BONE METASTASES: Medical Oncology 1 . 0
MULTICENTER NON INTERVENTISTIC OBSERVATIONAL STUDY Fabi
STUDIO OSSERVAZIONALE RETROSPETTIVO PER LA VALUTAZIONE
DELLA TOSSICITA CARDIACA DEL TRASTUZUMAB NEL TRATTAMENTO . Alessandra

Medical Oncology 1 . 0
ADIUVANTE DELLE PAZIENTI AFFETTE DA CARCINOMA MAMMARIO Fabi
HER2-POSITIVO CON ETA 270 ANNI
ASSOCIAZIONE DI EVEROLIMUS ED EXEMESTANE: RUOLO NEL
TRATTAMENTO DI | LINEA NELLA NEOPLASIA DELLA MAMMELLA . Alessandra

Medical Oncology 1 . 0
LOCALMENTE AVANZATA O METASTATICA ORMONO-SENSIBILE. Fabi
STUDIO OSSERVAZIONALE RETROSPETTIVO
NEW THERAPEUTIC APPROACHES IN HER2-DRIVEN BREAST CANCER: Gianluigi
ROLE OF THE CHAPERONIN HSP90 IN RESPONSE TO Medical Oncology 1 - 0
PHARMACOLOGICAL TREATMENTS Ferretti
INTERNATIONAL, MULTICENTER, PHASE Il, RANDOMIZED, PARALLEL-
ARM TRIAL INVESTIGATING THE ROLE OF TWO DIFFERENT
METRONOMIC CHEMOTHERAPY REGIMENS IN LOCALLY ADVANCED OR | Medical Oncology 2 | Patrizia Vici 0
METASTATIC TRIPLE NEGATIVE BREAST CANCER PATIENTS (TNBC) AS
MAINTENANCE THERAPY AFTER
TERAPIA CON PERTUZUMAB IN PAZIENTI AFFETTE DA CARCINOMA
MAMMARIO AVANZATO HER2 POSITIVO: STUDIO OSSERVAZIONALE Medical Oncology 2 | Patrizia Vici 2
RETROSPETTIVO MULTICENTRICO
DISSECTING THE ROLE OF ANTI-ESTROGEN RECEPTOR ALPHA . R
AUTOANTIBODIES IN BREAST CANCER Medical Oncology 2 | Patrizia Vici 2
VALUTAZIONE CLINIMETRICA E ASSESSMENT MULTIDIMENSIONALE
PSICOLOGICO-CLINICO NELLA TERAPIA ORMONALE ADIUVANTE CON Medical Oncoloay 2 | Patrizia Vici )
INIBITORI DELLE AROMATASI PER IL CARCINOMA DELLA MAMMELLA 8y
OPERATO
VALUTAZIONE DELL’EFFICACIA E DELLA TOLLERABILITA’ DEL
TRATTAMENTO CON PALBOCICLIB IN PAZIENTI AFFETTE DA
CARCINOMA MAMMARIO AVANZATO ER+/HER2- NELLA PRATICA Medical Oncology 2 | Patrizia Vici 8
CLINICA. STUDIO OSSERVAZIONALE RETROSPETTIVO MULTICENTRICO —
PALBOSS STUDY
NAB-PACLITAXEL BEYOND CLINICAL TRIALS: RETROSPECTIVE COHORT . s

Medical Oncology 2 | Patrizia Vici 4

STUDY IN METASTATIC BREAST CANCER PATIENTS
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MULTICENTER, INTERVENTIONAL. SINGLE-ARM, PHASE IV STUDY
EVALUATING TOLERABILITY OF ERIBULIN AND ITS RELATIONSHIP WITH
A SET OF POLYMORPHISMS IN AN UNSELECTED POPULATION OF
FEMALE PATIENTS WITH METASTATIC BREAST CANCER

Medical Oncology 2

Patrizia Vici 0

A PHASE 111B, OPEN-LABEL, LOCAL, MULTICENTER STUDY OF THE
MOLECULAR FEATURES OF POSTMENOPAUSAL WOMEN WITH
HORMONE RECEPTOR-POSITIVE (HR+) HER2-NEGATIVE ADVANCED
BREAST CANCER ON FIRST-LINE TREATMENT WITH RIBOCICLIB AND
LETROZOLE (BIOITALEE)

Medical Oncology 2

Patrizia Vici 3

A RANDOMISED, DOUBLE-BLIND, PARALLEL GROUP, EQUIVALENCE,
MULTICENTRE PHASE Il TRIAL TO COMPARE THE EFFICACY, SAFETY,
AND PHARMACOKINETICS OF HD201 TO HERCEPTINA IN PATIENTS
WITH HER2+ EARLY BREAST CANCER

Medical Oncology 2

Patrizia Vici 1

A PHASE Ill, MULTICENTER, RANDOMISED, DOUBLE-BLIND, PLACEBO-
CONTROLLED STUDY OF ATEZOLIZUMAB (ANTI-PD-L1 ANTIBODY) IN
COMBINATION WITH PACLITAXEL COMPARED WITH PLACEBO WITH
PACLITAXEL FOR PATIENTS WITH PREVIOUSLY UNTREATED INOPERABLE
LOCALLY ADVANCED

Medical Oncology 2

Patrizia Vici 0

STUDIO OSSERVAZIONALE, RETROSPETTIVO, MULTICENTRICO ATTO A
VALUTARE IL BENEFICIO DEL TRATTAMENTO ORMONALE ADIUVANTE
NELLE PAZIENTI AFFETTE DA ERALY BREAST CANCER HER2 NEGATIVO

CON ESPRESSIONE RECETTORIALE DI ER E/O PGR COMPRESA TRA 1 E

9% E =>10%

Medical Oncology 2

Patrizia Vici 0

A STUDY EVALUATING THE PREGNANCY OUTCOMES AND SAFETY OF
INTERRUPTING ENDOCRINE THERAPY FOR YOUNG WOMEN WITH
ENDOCRINE RESPONSIVE BREAST CANCER WHO DESIRE PREGNANCY

Medical Oncology 2

Patrizia Vici 0

VALUTAZIONE DELLE VARIAZIONI QUANTITATIVE E QUALITATIVE DEL
DNA TUMORALE LIBERO CIRCOLANTE IN PAZIENTE AFFETTE DA
CARCINOMA MAMMARIO AVANZATO IN TRATTAMENTO CON
EVEROLIMUS E EXEMESTANE

Medical Oncology 2

Patrizia Vici 3

TERAPIA CON T-DM1 IN PAZIENTI AFFETTE DA CARCINOMA
MAMMARIO AVANZATO HER2 POSITIVO. STUDIO OSSERVAZIONALE
RETROSPETTIVO MULTICENTRICO

Medical Oncology 2

Patrizia Vici 17

VALIDAZIONE PROSPETTICA DEL TAZ-SCORE COME BIOMARKER DI
RISPOSTA COMPLETA PATOLOGICA IN PAZIENTI AFFETTE DA
CARCINOMA MAMMARIO LUMINAL B/HER2-POSITIVO TRATTATE CON
TERAPIA NEOADIUVANTE A BASE DI TRASTUZUMAB - TRISKELE TRIAL

Medical Oncology 2

Patrizia Vici 10

IDENTIFICAZIONE BIOMARCATORI PREDITTIVI/PROGNOSTICI NEL
CARCINOMA MAMMARIO TRIPLO-NEGATIVO. NEOTAZ STUDY

Medical Oncology 2

Patrizia Vici 16

STUDIO DI CORRELAZIONE FRA LE MODIFICAZIONI DEI MARKER DI
RISERVA OVARICA E SVILUPPO DI INSUFFICIENZA OVARICA PRIMARIA IN
PAZIENTI AFFETTE DA CARCINOMA MAMMARIO CHE NECESSITANO DI
TRATTAMENTO POLICHEMIOTERAPICO CON FINALITA NEO-ADIUVANTE

Medical Oncology 2

Patrizia Vici 0

FULVESTRANT FOLLOWED BY EVEROLIMUS PLUS EXEMESTANE VS
EXAMESTANE AND EVEROLIMUS FOLLOWED BY FULVESTRANT IN
POSTMENOPAUSAL WOMEN WITH HR+ AND HER2- LOCALLY
ADVANCED (LABC) OR METASTATIC BREAST CANCER (MBC)
PREVIOUSLY TREATED WITH NSAI

Medical Oncology 2

Patrizia Vici 0
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IMPACT OF HIPPO PATHWAY COMPONENT IN BREAST CANCER

(o} PATIENTS TREATED OR TO BE TREATED WITH NEOADJUVANT Medical Oncology 2 | Patrizia Vici 16
CHEMOTHERAPY
EFFICACIA E TOLLERABILITA DELLA CHEMIOTERAPIA NEOADIUVANTE

o CONTENENTE CARBOPLATINO NELLE PAZIENTI AFFETTE DA Medical Oncologv 2 | Patrizia Vici 6
CARCINOMA MAMMARIO TRIPLO NEGATIVO: STUDIO MULTICENTRIcO | 'V €dlcal Oncology atrizia vicl
OSSERVAZIONALE PROSPETTICO. NEOCARBO STUDY

o STUDIO OSSERVAZIONALE RETROSPETTIVO SUL CARCINOMA LOBULARE | (1 oo o | o 0
MAMMARIO LOBULARE PRECOCE E AVANZATO edical Uncology lzia Vici

o TAZ COME BIOMARCATORE PROGNOSTICO IN PAZIENTI AFFETTE DA Medical Oncoloay 2 | Patrizia Vici 0
CARCINOMA MAMMARIO IN FASE INIZIALE. PHOBOS TRIAL edical Uncology atrizia vici
STUDIO OSSERVAZIONALE PROSPETTICO SUI CAMBIAMENTI DELLE

o) ABITUDINI ALIMENTARI DOPO LA DIAGNOS! DI CARCINOMA Medical Oncology 2 | Patrizia Vici 21
MAMMARIO - (ECHO STUDY)
STUDIO BRIDE. DIAGNOS! E TRATTAMENTO DEL CARCINOMA

o) MAMMARIO IN ITALIA: STUDIO OSSERVAZIONALE PROSPETTICO Medical Oncology 2 | Patrizia Vici 5
NAZIONALE DELLA FONDAZIONE AIOM
STUDIO RETROSPETTIVO OSSERVAZIONALE MULTICENTRICO SULLE

o) SEQUENZE DELLA TERAPIA ORMONALE NEL TRATTAMENTO DEL Medical Oncology 2 | Patrizia Vici 16
TUMORE DELLA MAMMELLA METASTATICO ORMONODIPENDENTE
STUDIO OSSERVAZIONALE RETROSPETTIVO PER LA VALUTAZIONE

o DELLA TOSSICITA CARDIACA DEL TRASTUZUMAB NEL TRATTAMENTO | /0 o oo g
ADIUVANTE DELLE PAZIENT! AFFETTE DA CARCINOMA MAMMARIO edical Uncology atrizia vici
HER2-POSITIVO CON ETA >70 ANNI
ASSOCIAZIONE DI EVEROLIMUS ED EXEMESTANE: RUOLO NEL

o TRATTAMENTO DI I LINEA NELLA NEOPLASIA DELLA MAMMELLA Medical Oncology 2 | Patrizia Vici 0
LOCALMENTE AVANZATA O METASTATICA ORMONO-SENSIBILE. edical Uncology atrizia vici
STUDIO OSSERVAZIONALE RETROSPETTIVO
INFILTRATO LINFOCITARIO TUMORALE NEL CARCINOMA DELLA . o

0 MAMMELLA TRIPLO NEGATIVO PT1 PNO Medical Oncology 2 | Patrizia Vici 0
RADIOTERAPIA ACCELERATA IPOFRAZIONATA IN PAZIENTI OPERATE

o PER TUMORE DELLA MAMMELLA CON INDICAZIONE ANCHE Radiother Giuseppe -
ALL'IRRADIAZIONE DELLE STAZIONI LINFONODALI REGIONAL STUDIO adiotherapy Sanguineti
DI FATTIBILITA

c RUOLO DELLA 18F-FDG PET/CT DUAL-TIME PER LA DIAGNOSI DI Nuclear Medici Alessio 151
METASTAS! EPATICHE NEL TUMORE DELLA MAMMELLA uclear Meaicine |\ | novazzi

o LIQBREASTRACK: TRACKING MUTATIONAL HOTSPOTS IN BREAST Oncogenomics and Matteo 10
CANCER PATIENTS TREATED WITH T-DM1 BY LIQUID BIOPSY Epigenetics Allegretti

ENDOCRINE
Principal Patients
*
STATUS TITLE DIVISION Investigator IRE
2018

EFFICACYAND SAFETY OF LANREOTIDE ATG 120 MG IN COMBINATION

C WITH TEMOZOLOMIDE IN SUBJECTS WITH PROGRESSIVE WLL Medical Oncology 1 | Vanja Vaccaro 0
DIFFERENTIATED THORACIC NEUROENDOCRINE TUMORS
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STUDIO DI CONFRONTO IN TERMINI DI COSTO-EFFICACIA DI TRE .
Otolaryngolo Giuseppe
C DIVERSI APPROCCI/STRATEGIE NELLA PREVENZIONE DELL’IPOCALCEMIA ynhgoloey PP 102
TRANSITORIA DOPO TIROIDECTOMIA Head & Neck Mercante
EFFICACY OF ADJUVANT MITOTANE TREATMENT IN PROLONGING Marialuisa
C RECURRANCE-FREE SURVIVAL IN PATIENTS WITH ADRENOCORTICAL Endocrinology . 0
CARCINOMA AT LOW-INTERMEDIATE RISK OF RECURRANCE Appetecchia
, . Marialuisa
0 PROGETTO DI PRESCRIZIONE DELL’INFORMAZIONE INFO RP Endocrinology . 0
Appetecchia
0 LIQUID BIOPSY PER LA VALUTAZIONE PROGNOSTICA DEL CARCINOMA Endocrinol Marialuisa 12
MIDOLLARE DELLA TIROIDE ndocrinology Appetecchia
GASTROINTESTINAL
Principal LU
*
STATUS TITLE DIVISION e T IRE
2018
TOXINS PRODUCED BY INTESTINAL BACTERIA AND PREDISPOSING Hepato-Biliary-
C GENETIC VARIATIONS: A DANGEROUS LINK FOR COLORECTAL CANCER . Andrea Oddi 4
DEVELOPMENT? Pancreatic Surgery
0 PREVALENZA DELLA MALNUTRIZIONE IN CHIRURGIA/PREVALENCE OF Hepato-Biliary- Pasquale 18
MALNUTRITION IN SURGERY Pancreatic Surgery Perri
Hepato-Biliary- Gianluca
o] REGISTRO ITALIANO DI RESEZIONI EPATICHE MINI-INVASIVE pato: ¥ . 15
Pancreatic Surgery Grazi
0 DISSECTING THE ADIPOSE TRIGLYCERIDE LIPASE (ATGL) FUNCTIONS IN Hepato-Biliary- Gianluca 0
THE PATHOGENESIS OF HEPATOCARCINOMA Pancreatic Surgery Grazi
o ISOLATION AND CHARACTERIZATION OF TUMOR STEM CELLS IN INTRA- Hepato-Biliary- Gianluca 0
AND EXTRA-HEPATIC CHOLANGIOCARCINOMA Pancreatic Surgery Grazi
IDENTIFICAZIONE DI NUOVI BERSAGLI IMMUNOTERAPEUTICI - :
Hepato-Biliary- Gianluca
0 NELL’EPATOCARCINOMA ATTRAVERSO LO STUDIO DELLE CELLULE T P . ¥ . 0
REGOLATORIE E DEL SECRETOMA Pancreatic Surgery Grazi
A PHASE 1/2, MULTICENTER, OPEN-LABEL, DOSE FINDING STUDY TO
C ASSESS THE SAFETY, TOLERABILITY, AND PRELIMINARY EFFICACY OF CC- Medical Oncology 1 Michele 0
122 IN COMBINATION WITH NIVOLUMAB IN SUBJECTS WITH 8y Milella
UNRESECTABLE HEPATOCELLULAR CARCINOMA (HCC)
c DEFINING THE GENETIC BACKGROUND THAT MODULATES ANGIOGENIC | 1 oo g Fabiana 184
POTENTIAL IN COLORECTAL CANCER MODELS 8Y Conciatori
A MULTI-CENTRE RANDOMISED CLINICAL TRIAL OF BIOMARKER- Massi
. assimo
C DRIVEN MAINTENANCE TREATMENT FOR FIRST-LINE METASTATIC Medical Oncology 1 . 0
COLORECTAL CANCER (MODUL) Zeuli
A PHASE 3, RANDOMIZED, DOUBLE-BLIND, PLACEBO-CONTROLLED,
MULTICENTER STUDY OF PEGYLATED RECOMBINANT HUMAN
c HYALURONIDASE (PEGPH20) IN COMBINATION WITH NAB-PACLITAXEL | \ dical Oncology 1 Francesco 0
PLUS GEMCITABINE COMPARED WITH PLACEBO PLUS NAB-PACLITAXEL | v €0ICal UNCOIogy Cognetti
AND GEMCITABINE IN PARTICIPANTS WITH HYALURONAN-HIGH STAGE
IV PREVIOUSLY UNTREATED PANCREATIC DUCTAL ADENOCARCINOMA
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PHASE I RANDOMIZED STUDY OF MAINTENANCE REGORAFENIB VS
PLACEBO IN NO PROGRESSION PATIENTS AFTER FIRST-LINE PLATINUM

. Francesco
AND FLUOROPYRIMIDINES BASED CHEMOTHERAPY IN HER2 NEGATIVE | Medical Oncology 1 ) 0
LOCALLY ADVANCED/METASTATIC GASTRIC OR GASTROESOPHAGEL Cognetti
JUNCTION CANCER (A-MANTRA STUDY)
A MULTICENTER, RANDOMIZED, OPEN-LABEL PHASE 3 STUDY OF
ENCORAFENIB + CETUXIMAB +/-BINIMETINIB VS. IRINOTECAN + Fabiana
CETUXIMAB WITH A SAFETY LEAD-IN OF ENCORAFENIB + BINIMETINIB | Medical Oncology 1 0
+ CETUXIMAB IN PATIENTS WITH BRAF V600E-MUTANT METASTATIC Cecere
COLORECTAL CANCER
RANDOMIZED PHASE |1l STUDY OF TRIPLET MFOLFOXIRI PLUS
PANITUMUMAB VERSUS MFOLFOX6 PLUS PANITUMUMAB AS INITIAL | /. o | Francesco 0
THERAPY FOR UNRESECTABLE RAS AND BRAF WILDTYPE METASTATIC gy Cognetti
COLORECTAL CANCER PATIENTS
ERBITUX METASTATIC COLORECTAL CANCER STRATEGY STUDY: A
PHASE |1l RANDOMIZED TWO ARM STUDY WITH FOLFIRI + CETUXIMAB
UNTIL DISEASE PROGRESSION COMPARED TO FOLFIRI + CETUXIMAB Medical Oncology 1 | Massimo 0
FOR 8 CYCLES FOLLOWED BY CETUXIMAB ALONE UNTIL DISEASE edical Uncology Zeuli
PROGRESSION IN FIRST LINE TREATMENT OF PATIENTS WITH RAS AND
BRAF WILD TYPE METASTATIC COLORECTAL CANCER
INTERMITTENT OR CONTINUOUS PANITUMUMAB PLUS FOLFIRI FOR Massi
. assimo
FIRST-LINE TREATMENT OF PATIENTS WITH RAS/B-RAF WILD-TYPE Medical Oncology 1 . 0
METASTATIC COLORECTAL CANCER: A RANDOMIZED PHASE 2 TRIAL Zeuli
A RANDOMIZED, DOUBLE-BLIND, PLACEBO-CONTROLLED,
MULTICENTER, TRIAL OF CRENOLANIB IN SUBJECTS WITH ADVANCED | /(oo Virginia 0
OR METASTATIC GASTROINTESTINAL STROMAL TUMORS WITH A edical Uncology Ferraresi
D842V MUTATION IN THE PDGFRA GENE
GUIDELINE APPLICATION IN REAL WORLD: MULTI-INSTITUTIONAL Mi
. ichele
BASED SURVEY OF ADJUVANT AND FIRST LINE PANCREATIC DUCTAL Medical Oncology 1 ) 11
ADENOCARCINOMA TREATMENT IN ITALY Milella
A PHASE 11, RANDOMISED, DOUBLE BLIND, PLACEBO CONTROLLED,
MULTICENTRE STUDY OF MAINTENANCE OLAPARIB MONOTHERAPY IN
PATIENTS WITH GBRCA MUTATED METASTATIC PANCREATIC CANCER | Medical Oncology 1 | Vanja Vaccaro 1
WHOSE DISEASE HAS NOT PROGRESSED ON FIRST LINE PLATINUM
BASED CHEMOTHERAPY
Marcello
PROSPECTIVE VALIDATION OF A DNA DAMAGE REPAIR-HIPPO Medical Oncology 2 M X 3
PATHWAY SIGNATURE IN PATIENTS WITH ADVANCED GASTRIC CANCER | 'V c0cal ©Ncology auger!
Sacca
LA TERAPIA RADIOEMBOLIZZANTE DELLE LESIONI PRIMITIVE E Giuseppe
SECONDARIE DEL FEGATO: GESTIONE DELLA FASE DIAGNOSTICA E POST Radiology L 0
TRATTAMENTO Pizzi
STUDIO INTERVENTISTICO SENZA MEDICINALE MULTICENTRICO IN Giuseppe
PAZIENTI AFFETTI DA ADENOCARCINOMA LOCALMENTE AVANZATO Radiotherapy N 0
DEL PANCREAS: RADIOTERAPIA STEREOTASSICA - IRENE-1 Sanguineti
TOXINS PRODUCED BY INTESTINAL BACTERIA AND PREDISPOSING Vittoria Anna
GENETIC VARIATIONS: A DANGEROUS LINK FOR COLORECTAL CANCER | Digestive Endoscopy Maria 28
DEVELOPMENT? stigliano
CYTOKINESIS FAILURE, CHROMOSOMAL INSTABILITY AND Immunologyand | . tice 0
TUMORIGENICITY: HIPK2 ROLE IN PANCREATIC CANCER Immunotherapy aofa Nistico
INNOVATIVE TOOLS FOR EARLY DIAGNOSIS AND RISK ASSESSMENT OF Immunology and R
Paola Nistico 12

PANCREATIC CANCER

Immunotherapy
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0 MKK3 COME TARGET TERAPEUTICO IN TUMORE AL COLON-RETTO Medical Physics Lidia Strigari 0
o ACCURATE DOSIMETRY AND BIOMARKERS IMPROVE SURVIVAL IN HCC Medical Phvsi Lidia Strizari 9
PATIENTS TREATED WITH RESIN 90Y-MSPHERES: A RANDOMIZED TRIAL edical Fhysics I0ia Strigari

IMPATTO SULLA SOPRAVVIVENZA GLOBALE DI PIANO TERAPEUTICO
o PERSONALIZZATO CON DOSIMETRIA QUANTITATIVA 3D VERSUS PIANO. |\ Rosa Sciut 9
TERAPEUTICO STANDARD NELLA RADIOEMBOLIZZAZIONE EPATICA con | Y Uciear Medaicine 0sa >ciuto
90Y NELL’EPATOCARCINOMA: TRIAL CLINICO RANDOMIZZATO
HIPK2 AS A PROGNOSTIC BIOMARKER IN STAGE | AND STAGE I Cellular Network
0 COLORECTAL CANCER: VALIDATION AND UNDERLYING MECHANISMS and Therapeutic | Silvia Soddu 80
Targets
c ANALYSIS AND TARGETING OF ONCOGENIC SIGNALS GENERATED BY Oncogenomics and Oreste 0
FGFR2 FUSION PROTEINS IN INTRAHEPATIC CHOLANGIOCARCINOMA Epigenetics Segatto
Oncogenomics and Patrizio
0 ULTRASENSITIVE PLASMONIC DEVICES FOR EARLY CANCER DIAGNOSIS & . i o 3
Epigenetics Giacomini
o EXTRA-TELOMETRIC FUNCTIONS OF TRF2 IN MALIGNANT Oncogenomics and | Annamaria 0
TRANSFORMATION Epigenetics Biroccio
0 ANALISI DIFFERENZIALE DEI PROFILI DI ESPRESSIONE DEI MICRORRNA Oncogenomics and Giovanni 48
IN COLANGIOCARCINOMA, EPATOCARCINOMA E METASTAS! EPATICHE Epigenetics Blandino
o THERAPEUTIC TARGETING OF FGR2 FUSIONS IN MODELS OF Oncogenomics and Oreste 5
INTRAHEPATIC CHOLANGIOCARCINOMA Epigenetics Segatto
VALIDAZIONE DELL'USO DEL TEST PIVKA-II SU SIERO NEL
MONITORAGGIO DELLA PROGRESSIONE DELL’EPATOCARCINOMA NEI
0 PAZIENTI CANDIDATI A TRAPIANTO DI FEGATO E NELLA Clinical Pathology Laura Conti 9
STRATIFICAZIONE DEI PAZIENTI CON MAGGIOR RISCHIO DI RECIDIVA DI
HCC DOPO TRAPIANTO DI FEGATO: STUDIO PROSPETTICO
GYNECOLOGICAL
Principal LU
*
STATUS TITLE e Investigator IRE
2018
o MICROVESICLES’ MICRORNA PROFILING IN BIOLOGICAL FLUID AND Pathol Mariantonia 0
TISSUES OF OVARIAN CANCER PATIENTS athology Carosi
ATTACKING PROLIFERATION AND CHEMORESISTANCE IN OVARIAN . .
Mariantonia
(0] CANCER: THERAPEUTIC POTENTIAL OF A NEW FUNCTIONAL LINK Pathology ; 0
BETWEEN OCT4 AND THE RB PATHWAY Carosi
PATOLOGIA ENDOMETRIALE TAMOXIFENE CORRELATA IN PAZIENT]
C CON PREGRESSO CARCINOMA MAMMARIO: ANALISI DI UNA CASISTICA Ginecology Enrico Vizza 212
RETROSPETTIVA MULTICENTRICA
INIEZIONE ISTEROSCOPICA VS. CERVICALE DI TRACCIANTE PER
C IDENTIFICAZIONE DEL LINFONODO SENTINELLA NEL TUMORE Ginecology Enrico Vizza 0
DELL’ENDOMETRIO: STUDIO RANDOMIZZATO, MULTICENTRICO
ENDOMETRIAL CANCER CONSERVATIVE TREATMENT - A MULTICENTRE . o
o} REGISTRY Ginecology Enrico Vizza 0
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MULTICENTER, RANDOMIZED, CONTROLLED CLINICAL TRIAL
(0] COMPARING TWO FOLLOW-UP REGIMEN AT DIFFERENT FREQUENCIES Ginecology Enrico Vizza 0
OF EXAMINATIONS IN PATIENTS TREATED FOR ENDOMETRIAL CANCER

IL DNA LIBERO CIRCOLANTE (CFDNA) COME BIOMARCATORE

PROGNOSTICO NEL CANCRO DELL’ENDOMETRIO Ginecology Enrico Vizza 0

o MULTICENTER RETROSPECTIVE STUDY ON MINIMALLY INVASIVE Ginecol Enrico Vi 0
INTERVAL DEBULKING SURGERY IN OVARIAN CANCER Inecology nrico Vizza

REGOLAZIONE DELLA SINTESI DI MEDIATORI LIPIDICI PRO-
(o] INFIAMMATORI E PRO-RISOLVENTI DEL PROCESSO INFIAMIMATORIO Ginecology Enrico Vizza 28
NEL TUMORE DELL’OVAIO

0 TUMORI RARI IN GINECOLOGIA ONCOLOGICA Ginecology Enrico Vizza 0

STUDIO OSSERVAZIONALE RETROSPETTIVO SU ANDAMENTO CLINICO E

0 TRATTAMENTO NELLE PAZIENTI AFFETTE DA SARCOMA UTERINO Ginecology Enrico Vizza 65

A PHASE 2, RANDOMIZED STUDY OF MLNO128 (A DUAL TORC1/2
INHIBITOR), MLNO128+MLN1117 (A PI3Ki+ INHIBITOR), WEEKLY Antonella
C PACLITAXEL, OR THE COMBINATION OF WEEKLY PACLITAXEL AND Medical Oncology 1 0
MLNO128 IN WOMEN WITH ADVANCED, RECURRENT, OR PERSISTENT Savarese
ENDOMETRIAL CANCER

PHASE IIl, MULTICENTER, RANDOMIZED STUDY OF ATEZOLIZUMAB
VERSUS PLACEBO ADMINISTERED IN COMBINATION WITH PACLITAXEL, Antonella
C CARBOPLATIN, AND BEVACIZUMAB TO PATIENTS WITH Medical Oncology 1 0
NEWLYDIAGNOSED STAGE |1l OR STAGE IV OVARIAN, FALLOPIAN TUBE, Savarese
OR PRIMARY PERITONEAL CANCER

A PHASE Ill, OPEN LABEL, RANDOMISED, CONTROLLED, MULTI-CENTRE
STUDY TO ASSESS THE EFFICACY AND SAFETY OF OLAPARIB

MONOTHERAPY VERSUS PHYSICIAN’S CHOICE SINGLE AGENT . Francesco
c CHEMOTHERAPY IN THE TREATMENT OF PLATINUM SENSITIVE Medical Oncology 1 Cognetti 0
RELAPSED OVARIAN CANCER IN PATIENTS CARRYING GERMLINE

BRCA1/2 MUTATIONS

A RANDOMIZED, DOUBLE-BLIND, PLACEBO-CONTROLLED, PHASE 2
STUDY TO ASSESS THE EFFICACY AND SAFETY OF FARLETUZUMAB Antonella
C (MORAB 003) IN COMBINATION WITH CARBOPLATIN PLUS PACLITAXEL | Medical Oncology 1 0
OR CARBOPLATIN PLUS PEGYLATED LIPOSOMAL DOXORUBICIN (PLD) IN Savarese
SUBJECTS WITH LOW CA125 PLATINUM-SENSITIVE OVARIAN CANCER

MAINTENANCE THERAPY WITH TRABECTEDIN AFTER COMBINATION
THERAPY LIPOSOMAL DOXORUBICIN PLUS TRABECTEDIN VS Antonella
o LIPOSOMAL DOXORUBICIN PLUS TRABECTEDIN IN PATIENTS AFFECTED | Medical Oncology 1 1
BY RELAPSED OVARIAN CANCER RECURRING BETWEEN 6 AND 12 Savarese
MONTHS AFTER

A PHASE 1B, RANDOMISED, DOUBLE-BLIND, PLACEBO-CONTROLLED,
MULTICENTRE STUDY OF OLAPARIB MAINTENANCE RETREATMENT IN Francesco
0 PATIENTS WITH EPITHELIAL OVARIAN CANCER PREVIOUSLY TREATED | Medical Oncology 1 ) 0
WITH A PARPI AND RESPONDING TO REPEAT PLATINUM Cognetti
CHEMOTHERAPY (OREO)

STUDIO RETROSPETTIVO MULTICENTRICO: CORRELAZIONE TRA
C GENOTIPO, FENOTIPO E OUTCOME CLINICO NEI TUMORI OVARICI Medical Oncology 2 | Patrizia Vici 0
EREDITARI BRCA 1 E BRCA 2 MUTATI
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RANDOMIZED PHASE IIl TRIAL ON TRABECTEDIN (ET-743) VS
CLINICIAN'S CHOICE CHEMOTHERAPY IN RECURRENT OVARIAN, . o

c PRIMARY PERITONEAL OR FALLOPIAN TUBE CANCERS OF BRCA Medical Oncology 2 | Patrizia Vici 0
MUTATED OR BRCANESS PHENOTYPE PATIENTS
PHASE Il TRIAL ON TRABECTEDIN IN THE TREATMENT OF ADVANCED . o

0 UTERINE AND OVARIAN CARCINOSARCOMA Medical Oncology 2 | Patrizia Vici 0
MAINTENANCE THERAPY WITH TRABECTEDIN AFTER COMBINATION
THERAPY LIPOSOMAL

(0] DOXORUBICIN PLUS TRABECTEDIN VS LIPOSOMAL DOXORUBICIN PLUS | Medical Oncology 2 | Patrizia Vici 0
TRABECTEDIN IN PATIENTS AFFECTED BY RELAPSED OVARIAN CANCER
RECURRING BETWEEN 6 AND 12 MONTHS AFTER
PREDICTIVE ROLE OF A MICRORNA SIGNATURE IN RELAPSED, HIGH-

0 GRADE SEROUS, OVARIAN CANCER PATIENTS RECHALLENGED WITH Medical Oncology 2 | Patrizia Vici 0
PLATINUM-BASED REGIMENS

o STUDIO OSSERVAZIONALE RETROSPETTIVO SU ANDAMENTO CLINICOE | @ oo o | p 0
TRATTAMENTO NELLE PAZIENTI AFFETTE DA SARCOMA UTERINO edical Uncology atrizia vici

HAEMATOLOGICAL
Principal Patients
*
STATUS TITLE DIVISION Investigator IRE
8 2018
ADERENZA, PERSISTENZA ED EFFICACIA DI DASATINIB E NILOTINIB NEL | ppy a2 ibharma Felice

o TRATTAMENTO DI PAZIENTI AFFETTI DA LEUCEMIA MIELOIDE CRONICA ) = ; 24
IN FASE CRONICA covigilance Musicco
RADIOTHERAPY IN THE INITIAL STAGES OF HODGKIN LYMPHOMA:

o EVALUATION OF THE IMPACT OF THE USE OF PET-TC PERFORMED IN Radiother Maria Grazia 0
CORRESPONDENCE OF THE TREATMENT SITE ON THE TARGET adiotherapy Petrongari
DELINEATION. OBSERVATIONAL STUDY
PHASE Il STUDY WITH GA101-DHAP AS INDUCTION THERAPY IN

c RELAPSED/REFRACTORY DIFFUSE LARGE B-CELL LYMPHOMA (DLBCL) Haematology Francesca 0
PATIENTS BEFORE HIGH-DOSE CHEMOTHERAPY BEAM WITH Oncology Palombi
AUTOLOGOUS STEM CELL TRANSPLANTATION (ASCT)

STUDIO PROSPETTICO MULTICENTRICO SULLA DIAGNOSTICA
Haematolo, Francesco

C INTEGRATA DEGLI INFILTRATI POLMONARI NEI PAZIENTI AFFETTI DA gy X 10
EMOPATIA MALIGNA TRAMITE BRONCOLAVAGGIO ALVEOLARE Oncology Marchesi
A RETROSPECTIVE STUDY TO EVALUATE THE CLINICO-BIOLOGIC
CHARACTERISTICS AND OUTCOME OF PATIENTS TREATED IN ITALY

Haematolo, Andrea

C ACCORDING TO THE IBRUTINIB-NAMED PATIENT PROGRAM (NPP) FOR gy ) 0
PATIENTS WITH RELAPSED OR REFRACTORY CHRONIC LYMPHOCYTIC Oncology Mengarelli
LEUKEMIA (CLL)

STUDIO RETROSPETTIVO MULTICENTRICO SULLE COMPLICANZE .
Haematolo, Antonio

C INFETTIVE IN PAZIENTI CON PATOLOGIE LINFOPROLIFERATIVE IN &y 16
TERAPIA CON FARMAC! A BERSAGLIO Oncology Spadea
AN OPEN-LABEL, MULTICENTER, PHASE I11B STUDY TO ASSESS THE
SAFETY AND EFFICACY OF MIDOSTAURIN (PKC412) IN PATIENTS 18 H

aematolo Andrea

C YEARS OF AGE OR OLDER WITH NEWLY-DIAGNOSED FLT3-MUTATED gy ) 3
ACUTE MYELOID LEUKEMIA WHO ARE ELIGIBLE FOR 7+3 OR 5+2 Oncology Mengarelli
CHEMOTHERAPY
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10-DAY DECITABINE VERSUS CONVENTIONAL CHEMOTHERAPY ( 3+7 )

FOLLOWED BY ALLOGRAFTING IN AML PATIENTS>60 YEARS: A Haematology Andrea 5
RANDOMIZED PHASE ILL STUDY OFTBE EORTC LEUKEMIA GROUP, CELG, Oncology Mengarelli
GIMEMA AND GERMAN MDS STUDY GROUP
A RANDOMIZED, OPEN-LABEL, MULTICENTRE, TWO-ARM PHASE II|
COMPARATIVE STUDY ASSESSING THE ROLE OF INVOLVED

Haematol Fran
MEDIASTINAL RADIOTHERAPY AFTER RITUXIMAB CONTAINING aematology ncesco 0
CHEMOTHERAPY REGIMENS TO PATIENTS WITH NEWLY DIAGNOSED Oncology Pisani
PRIMARY MEDIASTINAL LARGE B-CELL LYMP
STUDIO MIRO (MOLECULARLY IMMUNO-RADIO-THERAPY ORIENTED):
STUDIO MULTICENTRICO DI FASE Il PER IL TRATTAMENTO SU BASE Haematology Francesca 0
MOLECOLARE DEI LINFOMI FOLLICOLARI STADIO I/l CON Oncology Palombi
RADIOTERAPIA LOCALE CON/SENZA OFATUMUMAB
PHASE II, OPEN-LABEL, NOT COMPARATIVE, MULTICENTER STUDY OF
MULTIPLE DOSES OF NEPA (NETUPITANT+PALONOSETRON) IN
PREVENTING CHEMOTHERAPY INDUCED NAUSEA AND VOMITING Haematology Andrea 1
(CINV) IN PATIENT WITH NON HODGKIN’S LYMPHOMA RECEIVING Oncology Mengarelli
SALVAGE CHEMOTHERAPY FOLLOWED BY HIGH DOSE CHEMOTHERAPY
AND AUTOLOGOUS HEMATOPOIETIC STEM CELLS SUPPORT
A RANDOMISED PHASE |1l STUDY TO COMPARE ARSENIC TRIOXIDE
(ATO) COMBINED TO ATRA VERSUS STANDARD ATRA AND Haematology Andrea 0
ANTHRACYCLINE-BASED CHEMOTHERAPY (AIDA REGIMEN) FOR NEWLY Oncology Mengarelli
DIAGNOSED, NON HIGH-RISK ACUTE PROMYELOCYTIC LEUKEMIA
ITALIAN REGISTRY ON THE PREVALENCE OF IDH1/IDH2 MUTATIONS IN Haematology Andrea 1
PATIENTS WITH ACUTE MYELOID LEUKEMIA Oncology Mengarelli
LONG TERM QUALITY OF LYFE SYMPTON BURDEN IN ACUTE

Haematolo, Atelda
PROMYELOCYTIC LEUKEMIA (APL) PATIENTS TREATED WITH ARSENIC 3 1
TRIOXIDE (ATO) OR STANDAR CHEMIOTHERAPY Oncology Romano
REGISTRO EPIDEMIOLOGICO DELLA LEUCEMIA MIELOIDE CRONICA Haematology Atelda 0
(LMC) Oncology Romano
NEXT-GENERATION SEQUENCING FOR BCR-ABL KD MUTATION Haematology Andrea 0
SCREENING IN PHILADELPHIA CHROMOSOME-POSITIVE LEUKEMIAS Oncology Mengarelli
PHASE-1Il RANDOMIZED STUDY TO OPTIMIZE TKIS MULTIPLE
APPROACHES - (OPTKIMA) - AND QUALITY OF LIFE (QOL) IN ELDERLY Haematology Atelda 1
PATIENTS ( >=60 0 YEARS) WITH PH+ CHRONIC MYELOID LEUKEMIA Oncology Romano
(CML) AND MR3.0 / MR4.0 STABLE MOLECULAR RESPONSE
FRONT-LINE TREATMENT OF PHILADELPHIA POSITIVE (PH+)/BCR-ABL
POSITIVE ACUTE LYMPHOBLASTIC LEUKEMIA (ALL) WITH AP24534
(PONATINIB), A NEW POTENT TYROSINE KINASE INHIBITOR (TKI). A Haematology Antonio 0
PHASE Il EXPLORATORY MULTICENTRIC STUDY IN PATIENTS MORE Oncology Spadea
THAN 60 YEARS OLD OR UNFIT FOR A PROGRAM OF INTENSIVE
CHEMOTHERAPY AND STEM CELL TRANSPLANTATION
NATIONAL TREATMENT PROGRAM WITH SEQUENTIAL CHEMOTHERAPY
AND BLINATUMOMAB TO IMPROVE MINIMAL RESIDUAL DISEASE Haematology Antonio 0
RESPONSE AND SURVIVAL IN PHILADELPHIA CHROMOSOME-NEGATIVE Oncology Spadea
B-CELL PRECURSOR ADULT ACUTE LYMPHOBLASTIC LEUKEMIA
HIGH-DOSE CHEMOTHERAPY AND AUTOLOGOUS STEM CELL

Haematol Fran
TRANSPLANT OR CONSOLIDATING CONVENTIONAL CHEMOTHERAPY IN aematology ncesco 0
PRIMARY CNS LYMPHOMA - RANDOMIZED PHASE 11l TRIAL Oncology Pisani
LIQUID BIOPSY: CIRCULATING MICRORNAS AND TUMOR DNA(CTDNA) Haematology Francesco
AS NOVEL NON-INVASIVE BIOMARKERS IN DIFFUSE LARGE B-CELL X 2

Oncology Marchesi

LYMPHOMA
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AN INTERNATIONAL PHASE Il TRIAL ASSESSING TOLERABILITY AND
EFFICACY OF SEQUENTIAL METHOTREXATE-ARACYTIN-BASED

Haematolo, Francesca
0 COMBINATION AND R-ICE COMBINATION, FOLLOWED BY HIGH-DOSE &y ; 0
CHEMOTHERAPY SUPPORTED BY AUTOLOGOUS STEM CELL Oncology Palombi
TRANSPLANT, IN PATIENTS WITH SYSTEMI
STUDIO PROSPETTICO OSSERVAZIONALE SULL’UTILIZZO E SUL
- Haematolo, Francesca
0 MONITORAGGIO DELLA CARDIOTOSSICITA DELLE ANTRACICLINE IN gy ; 0
PAZIENTI CON LINFOMA DIFFUSO A GRANDI CELLULE B Oncology Palombi
A RANDOMIZED PHASE Il MULTICENTER TRIAL ASSESSING EFFICACY
AND TOXICITY OF A COMBINATION OF RITUXIMAB AND LENALIDOMIDE
Haematolo Francesca
0 (R2) VS RITUXIMAB ALONE AS MAINTENANCE AFTER gy ! 0
CHEMOIMMUNOTHERAPY WITH RITUXIMAB-BENDAMUSTINE FOR Oncology Palombi
RELAPSED/REFRACTORY FL PATIENTS NO
EFFICACY AND SAFETY OF BRENTUXIMAB VEDOTIN PLUS
Haematolo Francesca
0 BENDAMUSTINA IN PATIENTS WITH RELAPSED/REFRACTORY gy ! 0
HODGKIN'S LYMPHOMA: A RETROSPECTIVE ANALYSIS Oncology Palombi
ACCURACY OF ALTERNATIVE TP53 SOMATIC MUTATIONAL AND Haematology Atelda
o] EXPRESSION ANALYSES FOR THE PROGNOSTICATION OF 0
MYELODYSPLASTIC SYNDROME Oncology Romano
EFFICACY OF ELTROMBOPAG PLUS LENALIDOMIDE COMBINATION
THERAPY IN PATIENTS WITH IPSS LOW AND INTERMEDIATE-RISK
Haematolo, Atelda
o] MYELODYSPLASTIC SYNDROME WITH ISOLATED DEL5Q; A gy 0
MULTICENTER, RANDOMIZED, DOUBLE-BLIND, PLACEBO CONTROLLED Oncology Romano
STUDY
ELTROMBOPAG FOR THE TREATMENT OF THROMBOCYTOPENIA DUE
Haematolo, Atelda
o] TO LOW- AND INTERMEDIATE RISK MYELODYSPLASTIC SYNDROMES. gy 0
(EQOL-MDS) Oncology Romano
o DETECTION OF POOR MOBILIZER (PM) IN MULTIPLE MYELOMA (MM) Haematology Andrea 5
PATIENTS: PROSPECTIVE PRODUCT REGISTRY Oncology Mengarelli
CHANGES IN DISEASE APPROACH AND OUTCOME IN 2010 AND 2013 OF Haematology Francesco
0 NEWLY DIAGNOSED AND 2ND LINE MULTIPLE MYELOMA PATIENTS o 0
TREATED IN HEMATOLOGY CENTERS IN LAZIO REGION (ITALY) Oncology Pisani
o HEMATOLOGICAL MALIGNANCIES ASSOCIATED BLOODSTREAM Haematology Antonio 18
INFECTIONS SURVEILLANCE Oncology Spadea
ROLE OF CHE-1 IN TRANSCRIPTIONAL ADDICTION OF MULTIPLE Maurizio
(0] SAFU . 41
MYELOMA Fanciulli
HEAD AND NECK
Principal Patients
*
STATUS TITLE DIVISION e "ator IRE
g 2018
Maria
C STUDIO OSSERVAZIONALE CON REATTIVI DIAGNOSTICI CE-IVD Pathology 160
Benevolo
ELUCIDATING HOW HUMAN PAPILLOMAVIRUS MODULATES
o AUTOPHAGY IN OROPHARYNGEAL SQUAMOUS CELL CARCINOMA: Pathol Francesca 0
IMPACT ON THE PROGNOSTIC AND THERAPEUTIC POTENTIAL OF athology Rollo

AUTOPHAGY IN THE RESPONSE TO CISPLATIN-TREATMENT
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PHASE Il STUDY ASSESSING THE BEST OF RADIOTHERAPY COMPARED Otolaryngology

0 TO THE BEST OF SURGERY (TRANS-ORAL SURGERY (TOS)) IN PATIENTS Raul Pellini 0
WITH T1-T2, NO OROPHARYNGEAL CARCINOMA Head & Neck
APPLICATION OF ECT FOR THE LOCAL TREATMENT OF HEAD AND NECK Otolaryngology

0 CANCER. ANALYSIS OF THE EFFICACY OF THE PROCEDURE FOR TUMOR Barbara Pichi 8
CONTROL AND SURVIVAL Head & Neck
RADIOTERAPIA STEREOTASSICA SU SINGOLA CORDA VOCALE PER . Giuseppe

(0} Radiotherapy S 8
CARCINOMA GLOTTICO IN STADIO INIZIALE (CTIS-1) Sanguineti
EARLY DIFFUSION WEIGHTED MAGNETIC RESONANCE IMAGING Giuseppe

0 CHANGES TO PREDICT TUMOR RESPONSE TO CHEMORADIOTHERAPY Radiotherapy R 25
IN HN CANCER Sanguineti
TOSSICITA ED EVENTUALE SUA ASSOCIAZIONE CON LA RISPOSTA

o IMMUNITARIA DURANTE TERAPIA CON RADIO-CETUXIMAB NEI Radioth Giuseppe 4
PAZIENTI AFFETTI DA CARCINOMA SQUAMOSO DEL DISTRETTO adiotherapy Sanguineti
CERVICO-CEFALICO IN Iil E IV STADIO
OPEN LABEL STUDY OF IMMUNE MONITORING OF TEMOPORFIN

o MEDIATED PHOTODYNAMIC THERAPY (PDT-FOSCAN) FOR THE Immunology and | Paola Nisticd 0
TREATMENT OF RECURRENT SUPERFICIAL MULTIPLE CARCINOMA OF Immunotherapy
THE HEAD AND NECK
VALUTAZIONE DEI PARAMETRI DI DIFFUSIONE E PERFUSIONE RM IN

c PAZIENTI AFFETTI DA TUMORI DEL TESTA-COLLO: CONFRONTO TRA Medical Physics Simona Marzi 22
DIVERSE MODALITA’ DI ANALIS| QUANTITATIVA DELLE IMMAGINI
STUDY OF OF MYC AND YAP CONTRIBUTION TO MUTANT P53 . . .

Oncogenomics and Giovanni

o TRANSCRIPTIONAL ACTIVITY IN HEAD AND NECK SQUAMOUS CELL 8¢ ) ) 4
CARCINOMAS Epigenetics Blandino
STUDY OF THE CORRELATION BETWEEN THE EXPRESSION PROFILE OF . . .

Oncogenomics and Giovanni

o MICRORNAS AND CLINICAL EVOLUTION IN PATIENTS WITH SQUAMOUS & ) ) 4

CARCINOMAS OF HEAD AND NECK Epigenetics Blandino
LUNG

Principal Patients
*
STATUS TITLE DIVISION Investigator IRE
g 2018

APPLICAZIONE DI METODICHE DI NEXT GENERATION SEQUENTING

MEDIANTE PIATTAFORMA ION TORRENT SU BIOPSIE E PREPARATI

C CITOLOGICI CAMPIONATI DA PAZIENTI AFFETTI DA CARCINOMA DEL Pathology Paolo Visca 0
POLMONE NON A PICCOLE CELLULE (NSCLC) PER L’IDENTIFICAZIONE DI
MUTAZIONI CLINICAMENTE RILEVANTI
SORVEGLIANZA ATTIVA DELLE COMPLICANZE INFETTIVE POLMONARI Anaesthesiology,

o POSTOPERATORIE DOPO INTERVENTI DI CHIRURGIA TORACICA: Critical Area and | Cecilia Cocci 0
INSTITUZIONE DI UN DATABASE PER LA VALUTAZIONE tical Area a ecllla toccia
DELL’APPROPRIATEZZA DELLA PROFILASSI ANTIBIOTICA Intensive Care
DECURARIZATION AFTER THORACIC ANESTHESIA - A PROSPECTIVE Anaesthesiology,

o MULTICENTER DOUBLE-BLIND RANDOMIZED TRIAL COMPARING Critical A d | cecilia Cocci 0
SUGAMMADEX VS NEOSTIGMINE REVERSAL AFTER THORACIC ritical Area an ecilla Loccla
ANESTHESIA Intensive Care
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STUDIO DEI MECCANISMI DI IMMUNO-EVASIONE DELLE CELLULE

Francesco

STAMINALI TUMORALI (CSC) DI ADENOCARCINOMA DEL POLMONE Thoracic Surgery Facciolo 40
A RANDOMIZED CONTROLLED NON-INFERIORITY STUDY TO EVALUATE
THE EFFICACY AND SAFETY OF HEMOPATCH COMPARED TO TACHOSIL . Francesco

Thoracic Surgery . 0
IN PREVENTING OR REDUCING POSTOPERATIVE AIR LEAKS AFTER Facciolo
PULMONARY RESECTION
A RANDOMIZED, DOUBLE-BLIND, PLACEBO-CONTROLLED PHASE 3
STUDY OF ROVALPITUZUMAB TESIRINE AS MAINTENANCE THERAPY Medical Oncology 1 | Trancesco 0
FOLLOWING FIRST-LINE PLATINUM-BASED CHEMOTHERAPY IN edical Uncology Cognetti
SUBJECTS WITH EXTENSIVE STAGE SMALL CELL LUNG CANCER (MERU)
BE-TEAM: ITALIAN OBSERVATIONAL STUDY ON SECOND-LINE Fabiana
TREATMENT APPROACHES FOR EGFR-MUTATED, PROGRESSING NSCLC | Medical Oncology 1 4
PATIENTS IN REAL WORLD CLINICAL PRACTICE Cecere
RAMES: A DOUBLE-BLIND, PLACEBO CONTROLLED, RANDOMIZED
MULTICENTER PHASE II STUDY EVALUATING GEMCITABINEWITHOR |\ . o - | Francesco 5
WITHOUT RAMUCIRUMAB AS Il LINE TREATMENT FOR ADVANCED gy Cognetti
MALIGNANT PLEURAL MESOTHELIOMA)
STUDY COMPARING ROVALPITUZUMAB TESIRINE VERSUS TOPOTECAN
IN SUBJECTS WITH ADVANCED OR METASTATIC SMALL CELL LUNG Francesco
CANCER WITH HIGH LEVELS OF DELTA-LIKE PROTEIN 3 (DLL3) AND Medical Oncology 1 . 3
WHO HAVE FIRST DISEASE PROGRESSION DURING OR FOLLOWING Cognetti
FRONT-LINE PLATINUM-BAS
A PHASE 3, RANDOMIZED, OPEN-LABEL STUDY OF LORLATINIB (PF-
06463922) MONOTHERAPY VERSUS CRIZOTINIB MONOTHERAPY INTHE | |\ 0. o | Francesco 5
FIRST-LINE TREATMENT OF PATIENTS WITH ADVANCED ALK-POSITIVE edical Uncology Cognetti
NON-SMALL CELL LUNG CANCER
A RANDOMIZED OPEN-LABEL PHASE 3 TRIAL COMPARING
BEVACIZUMAB + ERLOTINIB VS ERLOTINIB ALONE AS FIRST LINE Medical Oncologv 1 Fabiana 5
TREATMENT OF PATIENTS WITH EGFR MUTATED ADVANCED NON edical Uncology Cecere
SQUAMOUS NON SMALL CELL LUNG CANCER
A PHASE 2 STUDY OF POZIOTINIB IN PATIENTS WITH NON-SMALL CELL Fabiana
LUNG CANCER, LOCALLY ADVANCED OR METASTATIC, WITH EGFROR | Medical Oncology 1 0
HER2 EXON 20 INSERTION MUTATION (POZITIVE20-1) Cecere
A PHASE Il RANDOMIZED STUDY OF PEMBROLIZUMAB IN PATIENTS Medical Oncology 1 Fabiana 6
WITH ADVANCED MALIGNANT PLEURAL MESOTHELIOMA edical &ncology Cecere
A STANDARD REGIMEN OF DEXAMETHASONE IN COMPARISON TO
TWO DEX-SPARING REGIMENS IN ADDITION TO NEPA IN PREVENTING Fabiana
CINV IN NAAVE NSCLC PATIENTS TO BE TREATED WITH CISPLATIN Medical Oncology 1 0
BASED CHEMOTHERAPY: A THREE-ARM, OPEN-LABEL, RANDOMIZED Cecere
STUDY
VALIDATION OF THE ALLIANCE AGAINST CANCER LUNG PANEL IN Medical Oncology 1 Fabiana 18
PATIENTS WITH NON SMALL CELL LUNG CANCER. 8y Cecere
A PHASE |1l PROSPECTIVE DOUBLE BLIND PLACEBO CONTROLLED Fabiana
RANDOMIZED STUDY OF ADJUVANT MEDI4736 IN COMPLETELY Medical Oncology 1 2
RESECTED NON-SMALL CELL LUNG CAN Cecere
PHASE Il SINGLE ARM STUDY WITH CABOZANTINIB IN NON-SMALL CELL | oo o Fabiana 0
LUNG CANCER PATIENTS WITH MET DEREGULATION gy Cecere
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¢ STUDIO MULTICENTRICO OSSERVAZIONALE SULL'UTILIZZO DELLA Pulmonary Maria Papal 0
SIGARETTA ELETTRONICA IN ITALIA Phisiopathology aria Fapale

o REGISTRO ASMA GRAVE - STUDIO OSSERVAZIONALE, TRASVERSALE E/O Pulmonary Maria Panal 9
RETROSPETTIVO, NON INTERVENTISTICO, MULTICENTRICO, NAZIONALE | Phisiopathology arla Fapale
LINKING TUMOR STROMA TO NUCLEUS VIA CYTOSKELETON: HMENA R

Immunology and Paola Nistico

C ISOFORMS, SIGNAL CHECKPOINTS AND BIOMARKERS OF NSCLC gy 28
RELAPSE Immunotherapy
HMENA SPLICING IN THE DIALOGUE BETWEEN TUMOR, ECM, CAFS N

¢ ¢ Immunology and Paola Nistico

0 AND IMMUNE CELLS: ROLE IN NSCLC PROGRESSION AND DRUG gy 88
RESISTAN Immunotherapy
DEVELOPMENT OF AN IMMUNOSCORE TEST TO DEFINE
IMMUNOLOGICAL PARAMETERS ASSOCIATED WITH THE RISK OF Immunology and | Paola Nisticd

0 RECIRRENCE IN NO NSCLC PATIENTS, WITHIN THE NATIONAL 0
ONCOLOGY NETWORK ALLEANZA CONTRO IL CANCRO OF THE ITALIAN Immunotherapy
MINISTRY OF HEALTH
EXPLORATORY STUDY FOR THE IDENTIFICATION OF THE COMPONENTS
OF AN IMMUNOLOGICAL SCORE BASED ON BIOMOLECULAR ANALYSIS

0 AND ITS ASSOCIATION WITH THE RESPONSE TO ICBS IN PATIENTS WITH |  Immunology and Paola Nistico 0
ADVANCED LUNG CANCER, WITHIN THE NATIONAL ONCOLOGY Immunotherapy
NETWORK ALLEANZA CONTRO IL CANCRO OF THE ITALIAN MINISTRY
OF HEALTH

Preclinical Models

o ANALISI DEL RUOLO DELL'ESTRADIOLO E DEI SUO!I METABOLITI NELLA and new Rossella 21

PROGRESSIONE DELLA PATOLOGIA PLEURICA i Galati

Therapeutics
SARCOMA
Principal L
*
STATUS TITLE DIVISION Investigator IRE
2018

EXPRESSION OF THE ABCB1/P-GLYCOPROTEIN AS A FACTOR FOR THE Virginia

C BIOLOGICAL STRATIFICATION OF NON-METASTATIC OSTEOSARCOMA | Medical Oncology 1 . 0
OF THE LIMBS: PROSPECTIVE STUDY Ferraresi
LOCALIZED HIGH-RISK SOFT TISSUE SARCOMAS OF THE EXTREMITIES

o AND TRUNK IN ADULTS: AN INTEGRATED APPROACH COMPRISING Medical Oncology 1 Virginia 0
STANDARD VS HISTOTYPE-ORIENTED NEOADJUVANT CHEMOTHERAPY edical Uncology Ferraresi
(ISG-STS 10-01)

o PHASE Il TRIAL ON THE EFFICACY OF DOSE INTENSIFICATION IN Medical Oncoloay 1 Virginia .
PATIENTS WITH NON-METASTATIC EWING SARCOMA edical Uncology Ferraresi
INTERNATIONAL RANDOMISED CONTROLLED TRIAL OF Virginia

o] CHEMOTHERAPY FOR THE TREATMENT OF RECURRENT AND PRIMARY | Medical Oncology 1 . 0
REFRACTORY EWING SARCOMA Ferraresi
THE METROPHOLYS STUDY. METRONOMIC CYCLOPHOSPHAMIDE VS Virgini

) irginia

0 DOXORUBICIN IN ELDERLY PATIENTS WITH ADVANCED SOFT TISSUE Medical Oncology 1 . 0
SARCOMAS RANDOMIZED, CONTROLLED OPEN LABEL CLINICAL TRIAL Ferraresi
VALUTAZIONE RADIOLOGICA DELLA RISPOSTA IN PAZIENTI CON Vincenzo

0 SARCOMI DEI TESSUTI MOLLI LOCALMENTE AVANZATI/METASTATICI Radiology ‘ 0
TRATTATI CON TRABECTEDINA Anelli
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RISCHIO DI OSTEOPENIA/OSTEOPOROSI INDOTTE DA CHEMIOTERAPIA

. Marialuisa
o} IN PAZIENTI CON SARCOMI OSSEI. STUDIO OSSERVAZIONALE Endocrinology ) 1
PROSPETTICO Appetecchia
RUOLO DELLA 18F-EDG PET/CT NELLA DIAGNOS! DIFFERENZIALE TRA Alessio
C TUMORI BENIGNI E MALIGN! A MATRICE CARTILAGINEA E NELLA Nuclear Medicine . 95
PREDITTIVITA DEL GRADING ISTOLOGICO Annovazzi
Oncogenomics and . .
o] TARGETING TELOMERE REPLICATION IN ALT TUMORS ) . Erica Salvati 12
Epigenetics
SKIN
Principal Aetert
*
STATUS TITLE DIVISION Investigator IRE
2018
o A MICRORNA-BASED APPROACH TO ADVANCED DIAGNOSIS AND Scientific Gennaro 1
THERAPY OF METASTATIC MELANOMA. Directorate Ciliberto
ANALISI DEI PROFILI DI ESPRESSIONE DEI MICRORNA E Mariantonia
o} GENOTIPIZZAZIONE DEL PAPILLOMAVIRUS UMANO IN UNA CASISTICA Pathology i 10
RETROSPETTIVA DI MELANOMA VULVARE Carosi
A RETROSPECTIVE CHART REVIEW STUDY OF DABRAFENIB AND
TRAMETINIB COMBINATION THERAPY IN PATIENTS WITH ADVANCED Virginia
C OR METASTATIC BRAF V600 MUTATED MELANOMA TREATED IN ITALY | Medical Oncology 1 . 0
WITHIN THE INDIVIDUAL PATIENT PROGRAM: THE DESCRIBE ITALY Ferraresi
STUDY
A PHASE I, OPEN-LABEL, MULTICENTER TRIAL TO INVESTIGATE THE Gianluigi
C CLINICAL ACTIVITY AND SAFETY OF MSB0010718C IN SUBJECTS WITH Medical Oncology 1 . 1
MERKEL CELL CARCINOMA Ferretti
A PHASE Ill, DOUBLE-BLINDED, RANDOMIZED, PLACEBO-CONTROLLED
STUDY OF ATEZOLIZUMAB PLUS COBIMETINIB AND VEMURAFENIB
c VERSUS PLACEBO PLUS COBIMETINIB AND VEMURAFENIB IN Medical Oncologv 1 Francesco 5
PREVIOUSLY UNTREATED BRAFV600 MUTATION-POSITIVE PATIENTS edical Uncology Cognetti
WITH UNRESECTABLE LOCALLY ADVANCED OR METASTATIC
MELANOMA
PATTERN OF RESPONSE/PROGRESSION TO FIRST LINE TREATMENT
o WITH DABRAFENIB AND TRAMETINIB IN PATIENTS WITH Medical Oncology 1 Virginia 1
UNRESECTABLE OR METASTATIC BRAF MUTATION=-POSITIVE edical Uncology Ferraresi
CUTANEOUS MELANOMA: THE T-WIN STUDY
THREE ARMS PROSPECTIVE, RANDOMIZED PHASE Il STUDY TO
EVALUATE THE BEST SEQUENTIAL APPROACH WITH COMBO Virginia
0 IMMUNOTHERAPY (IPILIMUMAB/NIVOLUMAB) AND COMBO TARGET | Medical Oncology 1 ) 3
THERAPY (LGX818/MEK162) IN PATIENTS WITH METASTATIC Ferraresi
MELANOMA AND BRAF MUTATION
A PHASE Ill, OPEN-LABEL, MULTICENTER, TWO-ARM, RANDOMIZED
STUDY TO INVESTIGATE THE EFFICACY AND SAFETY OF COBIMETINIB Francesco
o} PLUS ATEZOLIZUMAB VERSUS PEMBROLIZUMAB IN PATIENTS WITH Medical Oncology 1 ) 2
PREVIOUSLY UNTREATED ADVANCED BRAFV600 WILD-TYPE Cognetti
MELANOMA
o BEYOND TUMOR CELL TARGETING WITH PATHWAY INHIBITORS IN Medical Oncologv 1 Ludovica 51
HUMAN MELANOMA: ROLE OF THE MICROENVIROMENT 8y Ciuffreda
A PHASE Il TRIAL OF VEMURAFENIB PLUS COBIMETINIB IN PATIENTS Francesco
o TREATED WITH PRIOR FIRST-LINE SYSTEMIC IMMUNOTHERAPY FOR Medical Oncology 1 . 0
INOPERABLE LOCALLY ADVANCED OR METASTATIC MELANOMA Cognetti
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AN EVALUATION OF THE EFFICACY BEYOND PROGRESSION OF
VEMURAFENIB COMBINED WITH COBIMETINIB ASSOCIATED WITH
LOCAL TREATMENT COMPARED TO SECOND-LINE TREATMENT IN
PATIENTS WITH BRAFV600 MUTATION-POSITIVE METASTATIC
MELANOMA IN FOCAL PROGRESSION WITH FIRST-LINE COMBINED
VEMURAFENIB AND COBIMETINIB

Medical Oncology 1

Virginia
Ferraresi

VALIDAZIONE DI UN NUOVO PANNELLO DI NEXT GENERATION
SEQUENCING PER L'ANALISI MUTAZIONALE DI CAMPION|
ISTOPATOLOGICI DI PAZIENTI CON MELANOMA METASTATICO
TRATTATI CON INIBITORI DI BRAF E MEK O CON ANTICORPI ANTI-PD-1

Medical Oncology 1

Virginia
Ferraresi

COMBI-APLUS: OPEN-LABEL, PHASE I1iB STUDY OF DABRAFENIB IN
COMBINATION WITH TRAMETINIB IN THE ADJUVANT TREATMENT OF
STAGE Il BRAF V600 MUTATION-POSITIVE MELANOMA AFTER
COMPLETE RESECTION TO EVALUATE THE IMPACT ON PYREXIA
RELATED OUTCOMES OF AN ADAPTED PYREXIA AE-MANAGEMENT
ALGORITHM (PLUS)

Medical Oncology 1

Virginia
Ferraresi

SPANNING BCL-2 FUNCTIONS IN MELANOMA MODELS: FROM
MICROENVIRONMENT TO MICRORNA MODULATION

CONTRIBUTO ALLO STUDIO CLINICOPATOLOGICO E MOLECOLARE DE|
TUMORI EPITELIALI TIMICI (TET) SULLA BASE DEL DATABASE
INTERNAZIONALE ITMIG

VARIAZIONI DI PRESSIONE TRANSPOLMONARE IN CONDIZIONI DI
PNEUMOPERITONEO E STEEP TRENDELENBURG DURANTE CHIRURGIA
VIDEOLAPAROSCOPICA ROBOT-ASSISTITA. STUDIO PILOTA
PROSPETTICO OSSERVAZIONALE

Preclinical Models
and new
Therapeutics

Pathology

Anaesthesiology,
Critical Area and
Intensive Care

Donatella Del
Bufalo

Mirella
Marino

Ester
Forastiere

TARGETED THERAPY WITH OR WITHOUT NEPHRECTOMY IN
c METASTATIC RENAL CELL CARCINOMA: LIQUID BIOPSY FOR
BIOMARKERS DISCOVERY (TARIBO)

Medical Oncology 1

Michele
Milella

A RANDOMIZED PROSPECTIVE MULTICENTRE OPEN-LABEL PHASE II
STUDY OF ANDROGEN DEPRIVATION THERAPY (ADT) PLUS

o} RADIOTHERAPY WITH OR WITHOUT ABIRATERONE ACETATE AND
PREDNISONE IN LOCALLY ADVANCED VERY HIGH-RISK PROSTATE
CANCER

Medical Oncology 1

Paolo Carlini

A PHASE 1ll, RANDOMIZED, DOUBLE-BLIND, PLACEBO-CONTROLLED
CLINICAL TRIAL OF PEMBROLIZUMAB (MK-3475) AS MONOTHERAPY IN
THE ADJUVANT TREATMENT OF RENAL CELL CARCINOMA POST
NEPHRECTOMY (KEYNOTE-564)

Medical Oncology 1

Gianluigi
Ferretti

AXITINIB IN ADVANCED / METASTATIC RENAL CELL CARCINOMA - A
NON-INTERVENTIONAL STUDY OF REAL WORLD TREATMENT
OUTCOMES IN PATIENTS RECEIVING 2ND LINE AXITINIB AFTER 1ST LINE
SUNITINIB (ADONIS)

Medical Oncology 1

Francesco
Cognetti
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A PHASE 3 RANDOMIZED, DOUBLE-BLIND, MULTI-CENTER STUDY OF

_ Francesco
ADJUVANT NIVOLUMAB VERSUS PLACEBO IN SUBJECTS WITH HIGH Medical Oncology 1 . 0
RISK INVASIVE UROTHELIAL CARCINOMA Cognetti
PROGNOSTIC ROLE OF MULTIGENIC ANALYSIS IN RENAL CELL Medical Oncology 1 Michele 0
CARCINOMA WITH LOSS OF BAP1 EXPRESSION edical Uncology Milella
STUDIO PILOTA DI VALUTAZIONE DELL'UTILIZZO DELLA 64CU-PET/TC Giuseppe
TOTAL BODY IN PAZIENTI CON RECIDIVA IN LOGGIA PROSTATICA Radiotherapy e 26
VISIBILE IN RMMP Sanguineti
A RANDOMIZED, DOUBLE-BLIND, PLACEBO CONTROLLED PHASE 3
STUDY OF JNJ-56021927 IN SUBJECTS WITH HIGH RISK, LOCALIZED OR Radiother Giuseppe 5
LOCALLY ADVANCED PROSTATE CANCER RECIVED TREATMENT WIRH adiotherapy Sanguineti
PRIMARY RADIATION THERAPY
VALIDAZIONE DI MODELLI PREDITTIVI DI TOSSICITA DOPO Giuseppe
TRATTAMENTO RADIOTERAPICO PER TUMORE DELLA PROSTATA. Radiotherapy o 17
DISFUNZIONE URINARIA ED ERETTILE - 02 Sanguineti
STUDIO DI FASE I-1I SULLA FATTIBILITA' E ATTIVITA' DELLA
RADIOTERAPIA STEREOTASSICA CON ACCELERATORE LINEARE IN 3 Radiother Giuseppe 11
FRAZIONI PER CARCINOMA DELLA PROSTATA A RISCHIO adiotherapy Sanguineti
BASSO/INTERMEDIO
STUDIO OSSERVAZIONALE PROSPETTICO MULTICENTRICO DELLA
TOSSICITA’ INTESTINALE, EMATOLOGICA E URINARIA DA IRRADIAZIONE Radiother Giuseppe 16
DELL’AREA LINFONODALE PELVICA (IHU WPRT TOX) NEL TUMORE adiotherapy Sanguineti
DELLA PROSTATA
STUDIO PILOTA DI RADIOTERAPIA STEREOTASSICA PRE-OPERATORIA Radiothera Giuseppe 0
PER CARCINOMA RENALE OPERABILE IN STADIO INIZIALE (CT1) py Sanguineti
VALUTAZIONE RETROSPETTIVA DEI RISULTAT! INTRAOPERATORI,
PERIOPERATORI E FUNZIONALI DELLA PROSTATECTOMIA SEMPLICE Giuseppe
ROBOTICA CON NEAR INFRARED FLUORESCENCE IMAGING PER IL Urology ) 50
RISPARMIO FUNZIONALE DELL’URETRA E DELLA FUNZIONE Simone
EIACULATORIA
VALUTAZIONE RETROSPETTICA DEI RISULTAT! INTRAOPERATORI,
PERIOPERATORI E FUNZIONALI DELLA NEFRECTOMIA PARZIALE Urol Giuseppe 50
ROBOTICA CON NEAR INFRARED FLUORESCENCE IMAGING DOPO rology Simone
RILASCIO TRANSARTERIOSO SUPERSELETTIVO DI ICG-LIPIODOL
VALUTAZIONE RETROSPETTIVA DEI RISULTAT! INTRAOPERATOR,
PERIOPERATORI E FUNZIONALI DEL REIMPIANTO URETERO- Urol Giuseppe 20
NEOVESCICALE ROBOTICO CON RILASCIO TRANSNEFROSTOMICO DI ICG rology Simone
E NEAR INFRARED FLUORESCENCE IMAGING
VALUTAZIONE RETROSPETTIVA DEI RISULTATI PERIOPERATORI E
FUNZIONALI DELLA SURRENALECTOMIA PARZIALE MININVASIVA NEI Giuseppe
PAZIENTI AFFETTI DA IPERALDOSTERONISMO PRIMITIVO SECONDARIO Urology ) 10
AD ADENOMA SURRENALICO UNILATERALE/BILATERALE (SINDROME DI Simone
CONN)
CISTECTOMIA RADICALE OPEN VERSUS ROBOTICA CON DERIVAZIONE Giuseppe
URINARIA TOTALMENTE INTRACORPOREA. STUDIO PROSPETTICO Urology ) 37
RANDOMIZZATO MONO-CENTRICO Simone
CORRELAZIONE TRA DOSIMETRIA FISICA, EFFETTI BIOLOGICI
TOSSICITA' CLINICA NEL PAZIENTE CON CARCINOMA DELLA PROSTATA . . e

Medical Physics Lidia Strigari 5

METASTATICO RESISTENTE ALLA CASTRAZIONE (MCRPC) TRATTATO
CON RADIUM-223
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o RUOLO DELLA PET CON 64CU-PSMA NEL CARCINOMA DELLAPROSTATA | 0 i | o g 20
(PC): DIAGNOSI PRECOCE DI RECIDIVA BIOCHIMICA
UTILIZZO DELL'IMAGING PET/CT CON 64CUCL2 NELLA SELEZIONE DEI
PAZIENTI CON TUMORE DELLA PROSTATA IN RECIDIVA BIOCHIMICA | dici )
0 DOPO PROSTATECTOMIA, DA TRATTARE CON SUCCEsso con| NuclearMedicine | Rosa Sciuto 2
RADIOTERAPIA DI SALVATAGGIO SUL LETTO PROSTATICO
EVALUATION OF URINE MIRNAS AS NON-INVASIVE TOOL TO PREDICTE . N
. Oncogenomics and | Maria Giulia
0 BACILLUS CALMETTE-GUERIN TREATMENT EFFICACY IN BLADDER & ) ) 15
CANCER Epigenetics Rizzo
MISCELLANEA
Principal Patients
*
STATUS TITLE DIVISION Investigator IRE
2018
APPLICAZIONE DELLA MEDICINA BASATA SULLA NARRAZIONE IN L ] .
c RADIOTERAPIA Ep|dem|ology and | Maria Cecilia 20
tumor registry Cercato
c | COSTI SOCIALI DEL CANCRO: VALUTAZIONE DI IMPATTO SOCIALE ED psvchol Patrizia 3
ECONOMICO SUI MALATI E SUI CAREGIVER Sychology Pugliese
o FACILITATORI E/O BARRIERE ALL'ACCESSO AL SUPPORTO PSICOLOGICO Psvcholo Patrizia 0
IN PAZIENTI ONCOLOGICI: UNO STUDIO MULTICENTRICO Y gy Pugliese
METAGENOMIC SEARCH FOR MICROBIOLOGICAL DETERMINANTS OF Edoardo
C Pathology 0
HUMAN TUMORS Pescarmona
LA MALATTIA DI CASTLEMAN MULTICENTRICA: UNA RIVISITAZIONE Mirella
(0] } Pathology . 1
DELLO STATO DELL'ARTE Marino
Mariantonia
0 NON CODING RNA IN SOLID TUMORS Pathology ; 30
Carosi
INTERNATIONAL OBSERVATIONAL STUDY TO UNDERSTAND THE Anaesthesiology, Lorella
C IMPACT AND BEST PRACTICES OF AIRWAY MANAGEMENT OF Critical Area and : 0
CRITICALLY ILL PATIENTS Intensive Care Pelagalli
STUDIO OSSERVAZIONALE, MULTICENTRICO, PER LA VALUTAZIONE Anaesthesiology,
o DELL’EFFICACIA DI UN INTERVENTO MULTIFATTORIALE PER Critical Area and Lorella 0
MIGLIORARE LA COMUNICAZIONE VERSO | FAMILIARI DI PAZIENT! tical Area a Pelagalli
RICOVERATI IN TERAPIA INTENSIVA Intensive Care
MODIFICATION OF THE MICRORNA EXPRESSION PROFILE DURING
C CHEMO HYPERTHERMIA IN PATIENTS UNDERGOING PERITECTOMY FOR | Digestive Surgery Mario Valle 0
OVARIAN CARCINOSIS: PILOT STUDY
STUDIO OSSERVAZIONALE RETROSPETTIVO SUI RISULTAT CLINICI DEL
c TRATTAMENTO DELLE LESIONI METASTATICHE VERTEBRALI IN PAZIENTI Neurosureer Stefano 5o
AFFETT! DA NEOPLASIE SOLIDE ED EMATOLOGICHE CON PROCEDURA DI gery Telera
CIFOPLASTICA A CIELO APERTO
STUDIO CLINICO SULL’UTILIZZO DI UN POLIMERO ELASTICO A BASE DI
SILICONE (VK-100) PER L’ “AUGMENTATION “ VERTEBRALE
(ELASTOPLASTICA), IN COMPARAZIONE (2:1) CON IL PMMA Stefano
0 (CEMENTO), NELLE FRATTURE SOMATICHE DA INSUFFICIENZA Neurosurgery 2
CORRELATE CON PATOLOGIE METASTATICHE O LOCALIZZAZIONI DI Telera
MALATTIE EMOLINFOPROLIFERATIVE E VERTEBRE OSTEOPOROTICHE IN
MALATTIE NEOPLASTICHE
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A PHASE 1B OPEN-LABEL THREE-ARM MULTI-CENTER STUDY TO ASSESS
THE SAFETY AND TOLERABILITY OF PF-05212384 (PI3K/MTOR
INHIBITOR) IN COMBINATION WITH OTHER ANTI-TUMOR AGENTS

Medical Oncology 1

Gianluigi
Ferretti

STUDIO NAZIONALE NICSO: PROGETTO DI MONITORAGGIO MEDICO-
INFERMIERISTICO DEGLI EFFETTI COLLATERALI DA TERAPIE
ONCOLOGICHE

Medical Oncology 1

Alessandra
Fabi

14

VIP: VALIDATION OF THE ITALIAN VERSION OF THE PATIENT- REPORTED
OUTCOMES - COMMON TERMINOLOGY CRITERIA FOR ADVERSE
EVENTS (PRO-CTCAE): A PROSPECTIVE MULTICENTER OBSERVATIONAL
STUDY ON DIFFERENT CANCER TYPES

Medical Oncology 1

Antonella
Savarese

ANALISI DEL VALORE PREDITTIVO DI EFFICACIA DELLE TERAPIE ANTI-
NEOPLASTICHE BASATA SULLA VALUTAZIONE DI PATHWAYS
MOLECOLARI CONNESSI ALLE CELLULE STAMINALI TUMORALI: STUDIO
MULTI-SETTING E MULTI-TUMORE. HIERARCHY STUDY

Medical Oncology 2

Patrizia Vici

16

VIP: VALIDATION OF THE ITALIAN VERSION OF THE PATIENT- REPORTED
OUTCOMES - COMMON TERMINOLOGY CRITERIA FOR ADVERSE
EVENTS (PRO-CTCAE): A PROSPECTIVE MULTICENTER OBSERVATIONAL
STUDY ON DIFFERENT CANCER TYPES

Medical Oncology 2

Patrizia Vici

A PHASE 1 DOSE ESCALATION AND COHORT EXPANSION STUDY OF TSR-
042, AN ANTI-PD-1 MONOCLONAL ANTIBODY, IN PATIENTS WITH
ADVANCED SOLID TUMORS

Medical Oncology 2

Patrizia Vici

STUDIO OSSERVAZIONALE RESTROSPETTIVO SUI RISULTATI CLINICI DEL
TRATTAMENTO CON SISTEMA DI STABILIZZAZIONE ENDOMIDOLLARE
ILLUMINOSS PER | PAZIENTI AFFETTI DA FRATTURA O DA OSTEOLISI A
RISCHIO DI FRATTURA DELL’OMERO PER LESION! RIPETITIVE O
MIELOMA

Orthopaedics

Carmine
Zoccali

10

STUDIO CLINICO SPONTANEO, MULTICENTRICO, OSSERVAZIONALE,
PROSPETTICO, IN APERTO NON CONTROLLATO, PER LA VERIFICA
DELL’EFFICACIA DEL KIT DAC® (DENFENSIVE ANTIBACTERIAL COATING)
GEL NELLA PREVENZIONE DELLE COMPLICANZE SETTICHE NELLA
CHIRURGIA MEGAPROTESICA IN PAZIENTI SOTTOPOSTI A
RICOSTRUZIONE DOPO GRANDI RESEZIONI OSSEE

Orthopaedics

Carmine
Zoccali

SACRAL CHORDOMA: A RANDOMIZED & OBSERVATIONAL STUDY ON
SURGERYVERSUS DEFINITIVE RADIATION THERAPY IN PRIMARY
LOCALIZED DISEASE (SACRO)

Radiotherapy

Maria Grazia
Petrongari

DEVELOPMENT AND VALIDATION OF A TOOL FOR PATIENT-REPORTED
ASSESSMENT OF CANCERRELATED FINANCIAL TOXICITY

Biostatistic

Diana
Giannarelli

KARYOTYPIC ABERRATIONS IN CANCER STEM CELLS AS A SOURCE OF
IMMUNOGENS FOR ADOPTIVE T-CELL THERAPY: THE RIGHT ALLIES FOR
THERAPEUTIC SUCCESS?

Immunology and
Immunotherapy

Ilio Vitale

ENDOTHELIN AXIS/BETA-ARRESTIN-DRIVEN ACTIN REORGANIZATION:
BRINGING THE RIGHT NETWORK OF PROTEINS TO DIRECT
INVADOPODIA

Preclinical Models
and new
Therapeutics

Anna Bagnato

PHASE 1 DEVELOPMENT OF AN EORTC QOL CANCER SURVIVORSHIP
QUESTIONNAIRE

Neurology

Andrea Pace

LA BIOPSIA LIQUIDA: STUDIO DI FATTIBILITA E TRASFERIBILITA ALLA
ROUTINE CLINICA

Oncogenomics and
Epigenetics

Patrizio
Giacomini
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ANALYSIS OF THE TRANSCRIPTIONAL EXPRESSION PROFILE AND

Oncogenomics and Giovanni
o) MICRORNAS IN BRAIN METASTASES FROM PRIMARY TUMORS OF & ) X 6
VARIOUS ORIGIN Epigenetics Blandino
MOLECULAR MECHANISM OF QUADRUPLEX-TARGETED DRUGS: .
0 TOWARDS CLINICAL CANDIDATE SELECTION SAFU Carlo Leonetti 15
o REVER3MAB: UN FARMACO BIOLOGICO INNOVATIVO PER REVERTIRE SAFU Maurizio 3
LA RESISTENZA A TERAPIE ONCOLOGICHE CONVENZIONALI Fanciulli

0 COAGULATION/COMPLEMENT ACTIVATION AND CEREBRAL Neurolo Tatiana 56
HYPOPERFUSION IN RELAPSING-REMITTING MULTIPLE SCLEROSIS urology Koudriavtseva
Status*
O =Open
C=Close
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. . Scientific
Edition Date from Date to Title Coordinator
Le risorse elettroniche della
1 03/05/2018 || 17/05/2018 biblioteca per la ricerca Dr.ssa Gaetana Cognetti
sperimentale e clinica
1 06/06/2018 || 06/06/2018 La medicina narrativa Dr.ssa Gaetana Cognetti
Le risorse elettroniche della
3 17/09/2018 || 27/09/2018 biblioteca per la ricerca Dr.ssa Gaetana Cognetti
sperimentale e clinica
2 || 21/11/2018 H 21/11/2018 || La medicina narrativa || Dr.ssa Gaetana Cognetti
1 |[10/04/2018 || 29/05/2018 || Ridait Seminars - | modulo || Dr. Aldo Venuti
1 ||03/07/2018 || 02/10/2018 || Ridait Seminars - Il modulo || Dr. Aldo Venuti
“Gestione e monitoraggio
1 04/07/2018 || 04/07/2018 degli studi clinici . La Dr.ssa Federica Falcioni
piattaforma SMART”
1 |[30/10/2018 || 18/12/2018 || Ridait Seminars - Ill modulo || Dr. Aldo Venuti
Gestione degli studi clinici
Princioali i tivi-
1 04/12/2018 || 04/12/2018 || ' "'"¢!Pa!t aspettinormativ Dr.ssa Federica Falcioni
organizzativi e la piattaforma
smart
DMT: Patients under our care
. . Scientific
Edition Date from Date to Title Coordinator
DMT neoplasie gastro -
intestinali ed
1 16/04/2018 || 30/04/2018 epatobiliopancreatiche - | Prof. Alfredo Garofalo
modulo
DMT Neoplasie muscolo-
1 16/04/2018 || 25/06/2018 scheletriche - sarcomi Dr.ssa Virginia Ferraresi
viscerali e GIST
Presentazione, analisi,
discussione casi clinici
complessi in oncologia
1 18/04/2018 || 27/06/2018 || medica. Concomitante analisi Dr. Ferretti Gianluigi
della pil recente letteratura
oncologica inerente i casi
clinici presentati - | Modulo
DMT- Incontri
1 23/04/2018 || 11/06/2018 multidisciplinari in Dr. Andrea Mengarelli
ematologia
1 02/05/2018 || 30/05/2018 DMT - Incontri Dr. Enrico Vizza
multidisciplinari in
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. . Scientific
Edition Date from Date to Title Coordinator
ginecologia oncologica - |
modulo
1 10/05/2018 || 24/05/2018 DMT Carci Tiroid Dr.ssa Marialuisa
/05/ /05/ arcinoma Tiroide Appetecchia
DMTT i dell
1 07/06/2018 || 26/07/2018 umori della cute non Dr.ssa Laura Eibenschutz
melanoma- Il modulo
Incontri multidisciplinari
1 22/06/2018 || 20/07/2018 della Breast Unit: dis(,jea"se Prof. Francesco Cognetti
/06/ /07/ management team delle Prof. Roy De Vita
neoplasie della mammella - |
modulo
DMT - Incontri
1 12/09/2018 || 31.10.2018 _ multidisciplinari in Dr. Enrico Vizza
ginecologia oncologica - |
modulo
DMT- Incontri
1 01/10/2018 || 05/11/2018 multidisciplinari in Dr. Mengarelli Andrea
ematologia- Il modulo
Incontri multidisciplinari di
. 1370972015 || 27/08/2018 Zpdocrinologia oncologica: Dr.ssa Marialuisa
/09/ /09/ |seas§ managgmgnt team Appetecchia
carcinoma tiroideo Il
modulo
DMT Neoplasie
1 17/09/2018 || 05/11/2018 gastrointestinali ed epato- Prof. Alfredo Garofalo
bilio-pancreatiche Il Modulo
Incontri multidisciplinari di
ortopedia oncologica:disease
1 24/09/2018 || 17/12/2018 || Management team delle Dr.ssa Virginia Ferraresi
neoplasie mesenchimali
muscolo-scheletriche,
sarcomi viscerali e GIST
Incontri multidisciplinari
) 01/10/2018 || 26/10/2018 Breast Unit:diseazle” Prof. Francesco Cognetti
/10/ /10/ management team delle Prof. Roy De Vita
neoplasie della mammella - 11
Modulo
1 22/10/2018 || 24/10/2018 Incontri multidisciplinari Dr.ssa Lidia Strieari
Dose Team - | modulo ' g
1 30/10/2018 || 11/12/2018 Incontri multidisciplinari Dr Pasquale Frascione
u i
/10/ 112/ DMT Melanoma g
1 19/11/201 21/11/201 Incontri multidisciplinari b Lidia Strigari
r.ssa Lidia Strigari
9/11/2018 /11/2018 Dose Team - Il modulo §
DMT- Incontri
1 26/11/2018 || 17/12/2018 multidisciplinari in Dr. Andrea Mengarelli
ematologia- IV modulo
Incontri multidisciplinari Prof. Francesco Cognetti
1 10/12/2018 || 21/12/2018 Breast Unit:disease Prof. Roy De Vita
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. . Scientific
Edition Date from Date to Title Coordinator
management team delle
neoplasie della mammella - Il
Modulo
BLSD: Patient Safety and Treatment Safety
Scientific
Edition Date from Date to Title Coordinator
1 ||09/04/2018 ][ 09/04/2018 ||  Corso BLSD- Medici  |[ Dr.ssa Francesca Principi
BLSD - Esecutore Cat. B L
1 18/04/2018 || 18/04/2018 . Dr.ssa Francesca Principi
Infermieri
BLSD - Esecutore Cat. B L
6 04/05/2018 || 04/05/2018 o Dr.ssa Francesca Principi
Infermieri
| 2 || 09/05/2018 || 09/05/2018 || Corso BLSD- Medici || Dr.ssa Francesca Principi
3 07/06/2018 || 07/06/2018 Corso BLSD- Medici Dr.ssa Francesca Principi
BLSD - Esecutore Cat. B .
3 20/06/2018 || 20/06/2018 o Dr.ssa Francesca Principi
Infermieri
[ 4 |[01/10/2018][01/10/2018 ][  Corso BLSD- Medici | Dr.ssa Francesca Principi
| 5 || 08/11/2018 || 08/11/2018 || Corso BLSD- Medici || Dr.ssa Francesca Principi
BLSD - Esecutore Cat. B L
4 15/10/2018 || 15/10/2018 . Dr.ssa Francesca Principi
Infermieri
BLSD - Esecutore Cat. B o
5 21/11/2018 || 21/11/2018 L Dr.ssa Francesca Principi
Infermieri
PSYCHO ONCOLOGY: Care and Assistance towards caregivers and families
Edition || Date from Date to Title SC|en.t|f|c
Coordinator
Dal benessere alla patologia. La .
1 22/01/2018 || 24/01/2018 : Dr.ssa Anita Caruso
persona e il suo contesto
1 || 05/02/2018 || 07/02/2018 Lintervento clinico Dr.ssa Anita Caruso
interdisciplinare
Aspetti biologici e aspetti
1 || 04/06/2018 || 06/06/2018 ||~ relazionali della malattia Dr.ssa Anita Caruso
oncologica. Dal curare al
prendersi cura
Il contesto familiare e le
1 11/06/2018 || 11/06/2018 dinamiche emotive degli Dr.ssa Anita Caruso
operatori
1 |[17/09/2018 |{ 19/09/2018 || 1l bambino, I'adolescente ela ||  Dr.ssa Anita Caruso
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malattia oncologica

1 24/09/2018 || 26/09/2018 La comumcazmng in ambito Dr.ssa Anita Caruso
oncologico
INc [li tico. L
1 || 10/12/2018 || 12/12/2018 ounsetiing genetico. -a Dr.ssa Anita Caruso
morte e il morire

1 ][03/12/2018 || 05/12/2018 ||

Prospettive in Oncologia

Dr.ssa Anita Caruso

PHASE I clinical trials

Edition || Date from Date to Title Scnen.tlflc
Coordinator
Worksh linical
1 || 16/04/2018 || 16/04/2018 orkshop Good Clinica Dr. Milella Michele
Practice
2 || 20/04/2018 || 20/04/2018 || \Workshop Good Clinical Dr. Milella Michele
Practice
| i Il
1 || 23/04/2018 || 23/04/2018 ntroduzione alla Dr.ssa lacorossi Laura
metodologia della ricerca
Workshop Good Clinical
3 || 23/04/2018 || 23/04/2018 orkshop bood Hinica Dr. Milella Michele
Practice
2 || 27/04/2018 || 27/04/2018 Introduzione alla Dr.ssa lacorossi Laura
metodologia della ricerca
Le buone pratiche cliniche
1 11/05/2018 || 11/05/2018 nella documentazione Dr.ssa Gaetana Cognetti
scientifica
Worksh linical
4 || 30/05/2018 || 30/05/2018 orkshop Good Clinica Dr. Milella Michele
Practice
5 || 30/05/2018 || 30/05/2018 || Werkshop Good Clinical Dr. Milella Michele
Practice
Farmaci sperimentali.
1 || 28/11/2018 || 20/12/2018 Interazioni critiche. Dr Ferretti Gianluigi
Interazioni farmaci-
alimenti
Training on health care procedures
. . Scientific
Edition || Date from Date to Title Coordinator
Corso teorico pratico
1 11/10/2018 || 11/10/2018 nursing perioperatorio in Dr Spano Alessandro
chirurgia robotica
“La gestione delle terapie
1 10/10/2018 || 10/10/2018 ' utotoss!che ‘ Dr.ssa Silvia Lolli
nell'ambulatorio Urologia
IRE”
Training offered by all Departments
Scientific
Edition Date from Date to Title Coordinator
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. . Scientific
Edition Date from Date to Title Coordinator
Comunicazione efficace:
1 12/04/2018 || 19/04/2018 || strategie per migliorare la Dr.ssa Anita Caruso
relazione
Dr.ssa Cecilia Coccia
1 13/04/2018 || 13/04/2018 Corso Base Vie Aeree Dr.ssa Silvia Lolli
Dr.ssa Maria Sofra
Metodologie di governo
clinico delle attivita clinico-
.assistenziali di medicina
1 18/04/2018 || 12/12/2018 nucleare basate sulla Dr.ssa Sciuto Rosa
collaborazione e
valorizzazione delle varie
professionalita
Il rischio da sovraccarico
biomeccanico per gli Dr.ssa Silvia Lolli
1 20/04/2018 || 20/04/2018 operatori sanitari: Dr.Franco Lufrani
strumento di valutazione e Dr.ssa Marcucci Marisa
prevenzione
La prevenzione del back
ain: il mantenimento del
03/05/2018 || 03/05/2018 P I - Dr.ssa Marisa Marcucci
1 benessere psico-fisico . .
. . Dr. Luciano Urbani
tramite lo stretching e
I'arte del massaggio”
1 || 10/05/2018 || 17/05/2018 || Lavorare in Team || Dr.ssa Anita Caruso
2 || 14/06/2018 || 21/06/2018 ||  LavorareinTeam ||  Dr.ssa Anita Caruso
Gestione e semplificazione
1 14/05/2018 || 15/05/2018 dei percorsi clinico- Dr. Giuseppe Navanteri
assistenziali presso IFO
“Corso teorico-pratico Dr.ssa Coccia Cecilia
1 16/05/2018 || 16/05/2018 || sulla gestione vie aeree: Dr.ssa Silvia Lolli
corso avanzato” Dr.ssa Lorella Pelagalli
Il rischio da sovraccarico
biomeccanico per gli Dr.ssa Silvia Lolli
2 25/05/2018 || 25/05/2018 operatori sanitari: Dr. Franco Lufrani
strumento di valutazione e Dr.ssa Marcucci Marisa
prevenzione
Il rischio da sovraccarico
biomeccanico per gli Dr.ssa Silvia Lolli
3 26/10/2018 || 26/10/0208 operatori sanitari: Dr. Franco Lufrani
strumento di valutazione e Dr.ssa Marcucci Marisa
prevenzione
La legge 24/2017. La
responsabilita
fessional li Dr.ssa All El
1 08/06/2018 || 08/06/2018 pro egsnona e degl r.ssa 9cca e9nora
esercenti la professione Dr.Burgio Massimo
sanitaria. Aspetti normativi
e assicurativi
1 ][ 14/06/2018 || 14/06/2018 || Aggiornamentiintema || Dr.ssa Marcucci Marisa
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Edition Date from Date to Title Coordinator

rischio biologico in ambito
ospedaliero

Tabagismo e inquinamento

1 19/06/2018 || 19/06/2018 )
ambientale

Dr.ssa Maria Papale

Comunicazione efficace:

2 05/07/2018 || 12/07/2018 || strategie per migliorare la Dr.ssa Anita Caruso
relazione
1 ]| 13/09/2018 |[ 19/10/2018 || 1 GruppiditipoBalint ||  Dr.ssa Anita Caruso

La prevenzione del back

pain: il mantenimento del

03/10/2018 || 03/10/2018 Dr.ssa Marisa Marcucci

2 bene.ssere psnco-f_|5|co br. Luciano Urbani
tramite lo stretching e
I'arte del massaggio
Il paziente pneumologico e
I i Il logi
1 05/10/2018 || 05/10/2018 || 12 8estione della patologia Dr.ssa Maria Papale
respiratoria nei pazienti
oncologici
Ruolo e finalita dei Dr.ssa Appetecchia
1 08/10/2018 || 08/10/2018 || Comitati Unici di Garanzia 558 APpeEt
o Marialuisa
nella Sanita
3 || 11/10/2018 || 18/10/2018 || Lavorare in Team || Dr.ssa Anita Caruso
Il sisterna qualita e la Dr.ssa De Luca Assunta
1 17/10/2018 || 17/10/2018 . q. o Dr.ssa Adriana Concetta
gestione del rischio clinico . .
Pignatelli
1 18/10/2018 || 18/10/2018 La prevenzione e la Dr Toma Luigi

gestione delle infezioni

Dr.ssa Cecilia Coccia
2 23/10/2018 || 23/10/2018 Corso Base Vie Aeree Dr.ssa Silvia Lolli
Dr.ssa Maria Sofra

Aggiornamenti in tema

2 09/11/2018 || 09/11/2018 || rischio biologico in ambito Dr.ssa Marcucci Marisa
ospedaliero
“Corso teorico-pratico Dr.ssa Coccia Cecilia
2 14/11/2018 || 14/11/2018 || sulla gestione vie aeree: Dr.ssa Silvia Lolli
corso avanzato” Dr.ssa Lorella Pelagalli
1 14/11/2018 || 14/11/2018 La medicina dlgenere in Dr.ssa APpe'Fecchla
oncologia Marialuisa

Le raccomandazioni
ministeriali 7,11,17:
1 22/11/2018 || 22/11/2018 pratiche sicure al servizio
dei pazienti e degli

Dr. ssa Vujovic Branka

operatori

Sistema qualita e rischio
clinico: programma di
1 27/11/2018 || 27/11/2018 || audit su processi dicura e
assistenza nei reparti e
servizi degli IFO

Dr.ssa De Luca Assunta

Dr.ssa Adriana Concetta
Pignatelli
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. . Scientific
Edition Date from Date to Title Coordinator
T delle .
30/11/2018 || 30/11/2018 rattamento d Dr Grazi Gian Luca
metastasi epatiche
La donazione degli organi e .
. . . Dr.ssa Stigliano Carmela
1 03/12/2018 || 03/12/2018 || dei tessuti. Fare team in f-sa Stiglano Lar
ambito oncologico
Sistema qualita e rischio Dr.ssa De Luca Assunta
clinico: programma di
2 03/12/2018 || 03/12/2018 || audit su processi di cura e Dr.ssa Adriana Concetta
assistenza nei reparti e pignatelli
servizi degli IFO &
Sistema qualita e rischio Dr.ssa De Luca Assunta
clinico: programma di
3 04/12/2018 || 04/12/2018 || audit su processi di cura e Dr.ssa Adriana Concetta
assistenza nei reparti e pignatelli
servizi degli IFO &
Il sistema qualita e la Dr.ssa De Luca Assunta
2 05/12/2018 || 05/12/2018 . quata e 'a Dr.ssa Adriana Concetta
gestione del rischio clinico . .
Pignatelli
Comunicazione efficace:
3 06/12/2018 || 13/12/2018 || strategie per migliorare la Dr.ssa Anita Caruso
relazione
Metodologie di
progettazione
1 06/12/2018 || 07/12/2018 || implementazione e verifica Dr.ssa Rosa Sciuto
degli studi clinici con
radiofarmaci
Processi e metodi per
anizzare al meglio le
1 07/12/2018 || 17/12/2018 || °'BN'zZare aimegtio Dr.ssa Lavalle Tiziana
attivita nei servizi di
segreteria
Le raccomandazioni
ministeriali 7,11,17:
2 10/12/2018 || 10/12/2018 || pratiche sicure al servizio Dr. ssa Vujovic Branka
dei pazienti e degli
operatori
Il sistema qualits e la Dr.ssa De Luca Assunta
3 12/12/2018 || 12/12/2018 . q. . Dr.ssa Adriana Concetta
gestione del rischio clinico . .
Pignatelli
La donazione degli organi e
2 12/12/2018 || 12/12/2018 dei tessuti. Fare team in Dr.ssa Stigliano Carmela
ambito oncologico
Aggiornamenti in tema
3 14/12/2018 || 14/12/2018 || rischio biologico in ambito Dr.ssa Marcucci Marisa

ospedaliero
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