


INDEX

WELCOME MESSAGE 3

HONOR COMMITTEE 5

ORGANIZATION COMMITTEE 5

SCIENTIFIC COMMITTEE 6

INVITED SPEAKERS 14

ABSTRACTS 23
1ST PANEL: DIAGNOSIS 23
2ND PANEL: TREATMENT 26
3RD PANEL: BIOMARKERS 29
4TH PANEL: CLINICAL CASES 32

POSTER EXHIBITION 36
TOPIC: DIAGNOSIS 36
TOPIC: TREATMENT 38
TOPIC: BIOMARKERS 45
TOPIC: CLINICAL CASES 48

2



WELCOME MESSAGE

FRANCISCO CAVALEIRO DE FERREIRA
President of Núcleo Regional do Sul - Liga Portuguesa Contra o Cancro

Welcome to Cutaneous Melanoma: from where to where? - the 2021
meeting point to discuss ideas and share results of the most recent
investigations.

Over the 80 years of existence, Liga Portuguesa Contra o Cancro has created
and supported several initiatives to fight cancer.
Based on two statutory pillars, humanization and solidarity, our action is focused
on four strategic axes:

1. Supporting cancer patients and their families by providing over 1000 hospital
volunteers and three patient support actions: psychological, legal, and financial
– accounting for around 500.000€ for transportation, prosthetics, and medicine
for those in need.

2. Primary prevention and Healthcare Education, by developing awareness
campaigns and educational actions that aim to increase disease prevention
awareness by promoting the importance of a healthy lifestyle focusing on living
an active tobacco and alcohol-free life.
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3. In secondary prevention, as besides skin and oral cancer diagnosis actions, we
run and promote the population-based national breast cancer screening
program using 40 breast cancer screening units that produce more than
360.000 mammograms yearly. We cover most of the country and start it´s
enlargement to the Lisbon Metropolitan Area and the Setubal Peninsula.

4. Lastly, we support medical and investigation training and Research in
Oncology, an area in which we are active actors by awarding research grants
and funding institutions.

This fourth strategic axis is the first reason for us to organize this conference, as
a way to foster training and research in oncology, this year focused on
cutaneous melanoma.

Skin cancer is one of the biggest challenges we tackle at Liga Portuguesa
Contra o Cancro. Not only our Primary Prevention department works on this
challenge - developing activities and resources to raise awareness and educate
the community against skin cancer - but also the Secondary Prevention
program is dealing with all kinds of skin cancer, through the skin cancer
screening. This is a huge contribution for early detection and diagnosis, as so it
is for a successful treatment.

Cutaneous melanoma is the most lethal skin cancer, accounting for more than
70% of all skin cancer-related death, with increasing incidence worldwide. This is
why cutaneous melanoma will be highlighted on stage at this year’s
conference, providing not only a current state of the art but also looking to the
future in what concerns to diagnosis, treatment and biomarkers - from where to
where?

To accomplish this, we are gathering together some of the most prestigious
researchers in the field, so their talks can be a kick-off for all the participants to
learn more and go further in research. Science was made to be shared. Thank
you for sharing and for helping us fight cancer.

We are delighted for having you here.

Francisco Cavaleiro de Ferreira
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HONOR COMMITTEE
Professor Doutor Edward Limbert
Presidente da Assembleia Geral do Núcleo Regional do Sul da LPCC
Professora Doutora Helena Pereira
Presidente do Conselho Directivo da Fundação para a Ciência e a Tecnologia
Dr. João Oliveira
Presidente do Conselho de Aministração do IPO Lisboa Francisco Gentil
Professor Doutor Manuel Heitor
Ministro da Ciência, Tecnologia e Ensino Superior
Professor Doutor Manuel Sobrinho-Simões
Diretor do Ipatimup
Dra. Margarida Ornelas
Presidente do Conselho de Aministração do IPO Coimbra Francisco Gentil
Doutora Marta Temido
Ministra da Saúde
Professora Doutora Paula Chaves
Presidente do Júri das Bolsas Terry Fox
Professor Doutor Rui Henrique
Presidente do Conselho de Aministração do IPO Porto Francisco Gentil
Professor Doutor Vítor Rodrigues
Presidente da Liga Portuguesa Contra o Cancro

ORGANIZATION COMMITTEE
Liga Portuguesa Contra o Cancro - Núcleo Regional do Sul
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SCIENTIFIC COMMITTEE
HELENA FLORINDO
Faculdade de Farmácia, Universidade de Lisboa

BIOGRAPHY
Helena Florindo graduated in Pharmaceutical
Sciences in 2003 (University of Lisbon) and
obtained her Ph.D. degree in Pharmaceutical
Technology in 2008 (University of Lisbon), in
collaboration with the University of London.

Currently, she is an Associate Professor with
tenure and habilitation in the department of
Pharmaceutics and Pharmaceutical Technology
at the Faculty of Pharmacy, University of Lisbon.
Since 2015, she is the head of the
BioNanoSciences – Drug Delivery &
Immunotherapy Research Group, at the
Research Institute for Medicines (iMed.ULisboa),
University of Lisbon.

Both nanotechnology and immune-oncology
fields have motivated her multidisciplinary
research focused on the rational development of
functionalized nanobiomaterials as novel
immunotherapies for cancer treatment. It
includes the characterization of the anti-tumor
effects induced by the combination of
nano-vaccines with nano-therapeutics designed
to modulate the functions of key cells within

tumor microenvironment, such as T cells,
myeloid-derived cells and tumor cells.

Her major topics of research are:

1) Regulation of immunity by targeting dendritic
cells (DC) using nanotechnology-based tools to
combine the antigen carry capacity of
nanoparticles (NP) and the specific targeting and
maturation of DC receptors in vivo. It aims to i)
enhance antigen delivery to DC; ii) modulate
antigen intracellular processing and presentation
pathways; iii) block signalling pathways related to
tumour evasion mechanisms;

2) Size-based targeting of lymph node-resident
immune cells by NP to overcome major barriers
for vaccine components and immunotherapies.

3) Dissecting tumor stromal and immune cell
interplay to guide the design of multi-targeting
nano-conjugates as innovative
immunotherapeutic treatments against
metastatic cancer diseases.
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HELENA PÓPULO
IPATIMUP/i3S

BIOGRAPHY
Helena Pópulo graduated in Biology in the
Faculty of Sciences, Porto University and
completed the pHD in Biomedicine by the
Faculty of Medicine, Porto University at
IPATIMUP, where she is currently a
Researcher. Helena’s research focuses on
the role of mTOR and MAPK pathways in
melanoma development and the pursuit of
new therapeutic targets and possible
therapies or combination of therapies for
melanoma treatment, namely related with
cancer metabolism. Her work has led to the
publication of more than 20 peer-reviewed
papers (and book chapters), with more than
2000 citations, on the role of mTOR pathway
activation on cutaneous and ocular

melanoma development and the
association of this pathway with the MAPK
pathway and poor prognosis of melanoma
patients. Also, she reported the association
of the presence of TERT gene mutations
with melanoma poor prognosis. Her work
has provided important insights about the
possibility of targeting metabolism in order
to treat melanoma. She supervises
undergraduate and graduate students and
has been involved in teaching in Medicine
and Molecular Oncology Master and PhD
programs, and in the Basic Course in
Molecular Pathology on Oncology, from the
Faculty of Medicine, University of Porto. She
has an h-index of 13.

7



INÊS PIRES DA SILVA
Melanoma Institute Australia, Blacktown Hospital, and The University of Sydney

BIOGRAPHY
Inês Pires da Silva, MD PhD is a Medical
Oncologist and Researcher Scientist at
Melanoma Institute Australia, Westmead &
Blacktown Hospitals, and The University of
Sydney.

Dr Pires da Silva received her MD degree at
Universidade Nova de Lisboa (Portugal) in
2006. In 2010, Dr Pires da Silva was selected
for a MD PhD Program providing me the
opportunity to undertake research at
Bhardwaj Lab (New York University). Dr Pires
da Silva defended her PhD thesis in
immune-oncology (IO), describing how the
dysfunction of innate immune cells can
contribute towards melanoma progression
and studying the role of Tim-3 on NK cells
(2016). Dr Pires da Silva did a clinical
fellowship at NYU (2014) in melanoma and
completed specialist training in Medical
Oncology at Instituto Português de
Oncologia (Portugal) in 2016.

Dr Pires da Silva have been working as a
Medical Oncology and Postdoctoral
research fellow at Melanoma Institute
Australia and The University of Sydney since

Sep/2016, and she has been involved in the
conception of several research projects and
in co-supervision to PhD students. This
privileged position of clinician and
researcher allowed her to bring clinically
relevant questions into the lab, and vice
versa, to bring findings from the lab to
clinical discussion. In collaboration with
other researchers, clinicians and
statisticians, Dr Pires da Silva is leading
many translational research projects: (1)
identifying biomarkers of response to
immunotherapy (2) unveiling mechanisms
of resistance to anti-PD-1+/-anti-CTLA-4 and
identifying novel therapeutic targets.

Dr Pires da Silva have presented her
research work in several meetings (SMR,
ESMO) and oral presentations at AACR and
ASCO. Dr Pires da silva have 1st author
publications in Lancet Oncology, CCR, JITC,
CIR, PCMR and Cancer, and she is co-author
of publications in Cancer Cell and JCI on the
field of melanoma and IO.
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MARIA JOSÉ PASSOS
Centro Hospitalar Universitário do Algarve

BIOGRAPHY
Degree in Medicine from the Faculty of
Medical Sciences of Lisbon, 1978
Internal Medicine Specialist (1988)
Medical Oncology Specialist (1997)
Trainer accredited by the Ministry of Labor
since 1998

Hospital Assistant Graduated in Medical
Oncology at the Centro Hospitalar
Universitário do Algarve, since May 2021,
where she is dedicated to the follow-up and
treatment of advanced skin cancer, with
emphasis on high-risk and advanced-stage
melanoma.

She has worked at the Francisco Gentil
Portuguese Institute of Oncology, (IPOFG)
Lisbon from 1997 to 2020, where she did
most of her training in medical oncology. In
recent years, she has been especially
dedicated to the treatment of breast cancer
and skin cancer, with an emphasis on
melanoma.

Titled in the Competition for Head of
Service, Medical Oncology Service, IPOFG,
2003

Coordinator of the Melanoma group at
IPOFG (2010-2018)

Founder and President of the Portuguese
Melanoma Intergroup (IGPM), having
organized seven national symposia
(2012-2019)

Author and Coordinator of the 1st
Portuguese technical book on melanoma
entitled “Melanoma 2013”, launched at the
Assembly of the Republic on May 13, 2014.

At the invitation of the EORTC, she was
responsible for organizing an international
meeting of the EORTC Melanoma Group
that took place for the 1st time in Lisbon on
27 and 28 October 2016.

From 1998 to the end of December 2020,
she participated in clinical research at the
Lisbon IPOFG, being principal investigator
in more than 20 clinical trials in breast
cancer and melanoma, several within the
scope of the EORTC.
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She has presented oral communications at
national and international conferences and
has published several articles in national
and international medical journals.

Since January 2020, she has collaborated, on
a voluntary basis, with Liga Portuguesa
Contra o Cancro - Centro Regional do Sul, in
the organization of actions in health literacy.
The aim of these actions is to clarify on
various topics in the field of oncology,
encouraging the improvement of health
literacy, and promoting informal and
participatory discussion about the questions

that arise, when addressing the various
topics related to cancer.

She maintains her clinical activity as a
medical oncologist on a private basis at
Sâvida, Hospital Particular do Algarve and
offices.

Active Member of the Portuguese Society of
Oncology/ESMO.
Active Member of the EORTC European
Melanoma Group.
Active Member of ASCO (American
Oncology Society).
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PEDRO GABRIEL FERREIRA
Faculdade de Ciências da Universidade do Porto (FCUP) & INESCTEC & i3s

BIOGRAPHY
Pedro G. Ferreira graduated in Systems and
Informatics Engineering (2002) and
completed a PhD in Artificial Intelligence
from University of Minho (2007). He was a
Postdoctoral Fellow at Center for Genomic
Regulation, Barcelona (2008-2012) and at
University of Geneva (2012-2014). He
participated in several major international
consortia including ICGC-CLL, ENCODE,

GEUVADIS and GTEx. Currently, he is an
Assistant Professor at the Department of
Computer Science, Faculty of Sciences of
University of Porto and a researcher at
INESCTEC-LIADD and i3s/Ipatimup. His
main research focus is in genomic data
science. In particular, he is interested in
unraveling the role of genomics on the
human health and disease. He has been
involved in several bioinformatics start-ups.
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RUI OLIVEIRA SOARES
Liga Portuguesa Contra o Cancro - Núcleo Regional do Sul

BIOGRAPHY
Member of the Board of the Liga Portuguesa
Contra o Cancro - Núcleo Regional do Sul,
responsible for Secondary Prevention - which
includes screening for breast cancer and early
detection actions for skin and oral cancer.

Clinical Activity:
Since 2009 - Coordinator of the Hair Unit,
Dermatology Center, CUF Descobertas Hospital;
2009 - Internship at Organizational Brave, Johns
Hopkins Hospital, Baltimore, USA;
Since 2007 - Dermatologist, Hospital CUF
Descobertas;
2004-2008 - Directed the Dermatological
Surgery Unit, Hospital de Santa Maria;
2001-2004 - Assistant in Dermatology, University
Dermatology Clinic of Lisbon;
1993 - Internship, Hematology Service, University
Hospital of Alexandropolis, Greece;
1992 - Immunopathology Internship, Pathology
Department of Thomas Jefferson University,
Philadelphia, USA

Academic Background:
2004 - Course in the Management of Hospitals,
Hospital de Santa Marta;
2003 - Wound Healing Course, Oxford University,
UK;

2001 - Specialist in Dermatology and Venereology
- Hospital Assistant;
1996-2000 - Dermatology and Venereology
Internship, Hospital de Santa Maria;
1994-1995 - General boarding school;
1993 - Degree in Medicine, Faculdade de Ciências
Médicas de Lisboa

Scientific Societies:
Member of the Portuguese Society of
Dermatology; Member of the European Society
of Dermatology; Member of the European Hair
Research Society
Scientific Activity: 59 Papers Communicated (44
First author); 34 Published Works (27 First author)
including several in the International Journal Of
Trichology; Regularly collaborates in the training
of general practitioners and pharmacists in
trichology; It receives foreign interns from the
dermatology specialty in a trichology internship;
Professor at the International Master En Tricology
Y Hair Transplantation;
Since 2011 - Organizer of Lisbon's International
Trichology Congress;
2002-2008 - Assistant in the Department of
Dermatology, Faculdade de Medicina de Lisboa
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TERESA AMARAL
Interdisciplinary Skin Cancer Center | Dept. of Dermatology, University Medical
Center Tuebingen

BIOGRAPHY
Prof. Amaral finished her MD at Lisbon
University in 2006, simultaneously with her
degree in Aeronautic Medicine in the
Portuguese Air Force. In 2007 she did her
general
internship in CHLN and Hospital Pulido
Valente in Lisbon, and in 2008 she started
her
Medical Oncology Internship. This internship
was interrupted in 2009, when she was
stationed in the Azores Air Base, as part of
the Portuguese Air Force medical team for
the Air Base. During this time, she was also
part of the Portuguese Air Force Medical
Evacuation Team. She finished her Medical
Oncology residency in 2013, and she is a
Medical Oncology specialist since 2014.

In 2016, she started her PhD at the Skin
Cancer Center in Tuebingen, Germany,
under
the supervision of Prof. Claus Garbe. She
defended her PhD thesis on the “Progress in
systemic therapy of advanced melanoma
between 2011 and 2019” in the Nova
Medical School in Lisbon in June 2021, with
Magna cum Laude. Since 2018, she is the
medical responsible for the biobank from
the Skin Cancer Center in Tuebingen. Her
main research focus are biomarkers
associated with response to systemic
therapy in
advanced melanoma, particularly in
patients with brain metastases.
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INVITED SPEAKERS

BIOGRAPHY
Catarina Barata is a Researcher at the
Institute for Systems and Robotics (ISR -
Computer and Robot Vision Laboratory) and
an Invited Assistant Professor at Instituto
Superior Técnico, Universidade de Lisboa
(IST/UL). She received B.Sc. and M.Sc.
degrees in Biomedical Engineering, and
Ph.D. degree in Electrical and Computer
Engineering from Instituto Superior Técnico,
University of Lisbon, in 2009, 2011, and 2017
respectively.

Her research interests include the
development of explainable artificial
intelligence methods (AI), with a particular
focus on the field of skin image analysis.
Catarina is a leading expert on the
application of AI to melanoma diagnosis,
with many publications in top venues and
awards, including a competitive Google
Research Grant. She is a member of
International Skin Image Collaboration
(ISIC), where she works side by side with
international researchers, dermatologists,
pathologists, and oncologists to advance
the research in the field of skin cancer.
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BIOGRAPHY
Susana Puig, MD PhD

Melanoma Unit, Dermatology Department,
Hospital Clínic, Barcelona, Spain
“Melanoma: imaging, genetics and
immunology”, IDIBAPS, Barcelona, Spain
CIBER Enfermedades Raras, Instituto de
Salud Carlos III, Barcelona, Spain
Address: Dermatology Department, Hospital
Clínic, Villarroel 170, 08036 Barcelona
Email: spuig@clinic.cat /
susipuig@gmail.com / susipuig@ub.edu

Current position: Head of the Dermatology
Department at Hospital Clínic Barcelona,
Barcelona, Spain; Head of research group
“Melanoma: Imaging, Genetics and
immunology” at IDIBAPS (Institut
d’investigacions Biomèdiques August Pi
Suñer); Professor at the Medicine
Department, University of Barcelona

She is a dermatologist specialized in
Dermatoncology. Special research areas are
imaging techniques for the in vivo
non-invasive diagnosis (dermoscopy, digital
follow-up of melanocytic tumors, confocal
microscopy), genetics of melanoma,
melanoma immunology and therapy, skin
cancer susceptibility, skin cancer therapy
and carcinogenesis with the publication of

more than 460 indexed scientific articles, 2
dermoscopy books and more than 30 book
chapters. She is or has been the main
investigator of more than 30 research
projects. She is or has been the principal
investigator of more than 40 trials. She is
member of the executive board of the
International Dermoscopy Society; member
of the steering committee of the EORTC
Melanoma Group; member of several
international consortiums as GenoMel,
BioGenoMel and Melanostrum; and
member of the Board of the GEMM (grupo
Español Multidisciplinar de Melanoma) and
ASEICA (Asociación Epañola de
Investigación contra el Cáncer).

Nº of Directed Theses: 15 |

Total Pub. (WoS Core): 572 | Total Cit.: 13684 |
Total Pub. (Scopus): 468 | Total Cit.: 15009 |
Citations per doc (WoS Core): 23.087 | Total
de Pub. Q1: 452 | - Total de Pub. Q1: 332 (WoS
Core) | - Total de Pub. Q1: 416 (Scopus) | Total
de Pub. Q1 (last 10 years): 298 | - Total de
Pub. Q1 (last 10 years): 216 (WoS Core) | - Total
de Pub. Q1 (last 10 years): 294 (Scopus) | Total
de Pub. D1: 317 | - Total de Pub. D1: 203 (WoS
Core) | - Total de Pub. D1: 298 (Scopus) | H
index (WoS Core): 59 | H index (Scopus): 64.
Extracted (2021-06-14)
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BIOGRAPHY
Professor Georgina Long AO, BSc PhD
MBBS FRACP FAHMS, is Co-Medical
Director of Melanoma Institute Australia
(MIA), and Chair of Melanoma Medical
Oncology and Translational Research at MIA
and Royal North Shore Hospital, The
University of Sydney. She leads an extensive
clinical trials team and laboratory at MIA,
with a focus on targeted therapies and
immuno-oncology in melanoma. She is
principal investigator on phase I, II and III
clinical trials in adjuvant and metastatic
melanoma, including trials in patients with
active brain metastases. She is the chief
investigator on NHMRC funded research
into the molecular biology of melanoma,
with a particular interest in clinical and
tissue biomarker correlates of systemic
therapy sensitivity and resistance. In
recognition of her ground-breaking
research and work, Professor Long was
appointed as an Officer of the Order of
Australia (2020) and has received several
awards, including the Research Australia,
GSK Research Excellence Award (2018) and
prestigious Sir Zelman Cowen Universities
Fund Prize for Discovery in Medical
Research (2016). She has a number of
CINSW Premiers Awards, including; the
Outstanding Cancer Researcher (2018), the

Excellence in Translational Cancer Research
Award (2017), the Wildfire Award for the
most highly-cited, original, peer-reviewed
article published (2011, 2014, 2016 & 2017),
and in 2013 she was named the
Outstanding Cancer Research Fellow. She is
also Clarivate highly-cited Researcher for
2017-2020. Her H index is 105 and in June
2021 she was ranked the world’s 3rd, and
Australia’s 1st melanoma expert in all fields
and discipline
(http://expertscape.com/ex/melanoma)

Professor Long is the author of over 340
peer-reviewed publications in clinical and
translational research in melanoma,
including the New England Journal of
Medicine, Lancet, Lancet Oncology, Science,
Nature, Lancet Oncology, Journal of Clinical
Oncology and Cancer Discovery. Professor
Long has presented her work at
international conferences and meetings on
more than 200 occasions. She is Past
President for the prestigious international
Society for Melanoma Research (2018-2020),
is a member and Chair of the ASCO
(2015-2017) and ESMO (2017-2020) Scientific
Committee for Melanoma/Skin cancer, is
medical oncology lead for the Australian
Melanoma Management Guidelines
Committee, is on the editorial boards of
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several high-impact journals, and is a
member of the Melanoma Expert Panel for
AJCC Cancer Staging System 8th edition.

Professor Long was awarded the University
Medal in Organic Chemistry. She
subsequently completed her PhD in
Chemistry in the field of anti-cancer agents
and their binding to DNA. She then moved

to the USA to take up a Fulbright
Postdoctoral Fellowship at Scripps Research
Institute, exploring nanotechnology in
cancer treatment, before returning to
Australia to complete her MBBS (Hons).
Professor Long became a Fellow of the
Australasian College of Physicians in
January 2008, specialising in medical
oncology.
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BIOGRAPHY
Prof. Ronit Satchi-Fainaro (Ph.D.) is a Full
Professor at Tel Aviv University, where she is
head of the Cancer Research &
Nanomedicine Laboratory, Director of the
TAU Kahn 3D BioPrinting Initiative, Director
of Tel Aviv University Cancer Biology
Research Center and holds the Kurt and
Herman Lion Chair in Nanosciences and
Nanotechnologies. She served as Chair of
the Department of Physiology &
Pharmacology at the Sackler Faculty of
Medicine (2014-2018), as President of the
Israeli Controlled Release Society (CRS)
(2010-2015), Chair of IACUC of Tel Aviv
University (2013-2017). She received her
B.Pharm. from the Hebrew University in
Jerusalem in 1995 and her Ph.D. (Summa
Cum Laude) in Polymer Chemistry and
Cancer Nanomedicine from the University
of London in 1999 with Prof. Ruth Duncan.
She then spent four years as Postdoctoral
Research Fellow at Harvard University and
Children’s Hospital Boston working with
Prof. Judah Folkman on Vascular and
Cancer Biology. In 2003, she was appointed
Instructor in Surgery at Boston Children’s
Hospital and Harvard Medical School. She
joined Tel Aviv University in 2006. She serves
on the Board of Directors of Teva
Pharmaceutical Industries, Board of
Governors of Tel Aviv University, Member of

8400- The Health network, member of the
Scientific Advisory Board of the Blavatnik
Center for Drug Discovery, the Israel Cancer
Association, the Hospital Universitari Vall
d'Hebron - Institut de Recerca (VHIR,
Barcelona, Spain), University of Lisbon (The
Research Institute for Medicines), The
Rothschild Fellowships Committee, several
VCs, biotech companies and editorial boards
of scientific journals.
Her multidisciplinary research laboratory
focuses on basic research elucidating the
mechanisms underlying the switch from
cancer dormancy leading to the discovery of
new molecular targets to interrupt
tumor-host interactions. Her approach is
followed by the design of highly-selective
targeting molecules integrating biology,
chemistry, medicine, bioinformatics and
nanotechnology to selectively guide drugs
into pathological sites. Throughout, she has
maintained an interest in understanding
the biological rationale for the design of
nanomedicines suitable for transfer into
clinical testing. She published more than 125
manuscripts, 13 book chapters, edited 2
books, is named inventor on 60 patents,
some of which were licensed to
Pharmaceutical and Biotech companies,
and has delivered over 500 lectures
worldwide. Her students are pursuing
careers in academia, industry and
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government. She is a founder of 2 spin-off
companies and is actively engaged in
translational research with several industry
partners and in science outreach. She was
awarded numerous prestigious grants and
prizes among them Fulbright, Rothschild,
Wingate, Alon, Young Investigator Award of
the European Association for Cancer
Research, JULUDAN Prize for the
Advancement of Technology in Medicine,
the 2013 Teva Pharmaceutical Industries
Founders Award for the Discovery of new
molecular mechanisms and targets that
would lead to new therapeutic approaches,
The 2019 CRS Translational Research Award,
The 2020 Youdim Family Prize for Excellence
in Cancer Research, The 2020 Kadar Family
Award for Outstanding Research, the 2020
Michael Bruno Memorial Award, the 2020
Humboldt Foundation Bessel Research
Prize and The 2021 Salisbury Award for
Entrepreneurial Translational Research by

the National Foundation for Cancer
Research (NFCR). Her scientific
achievements were acknowledged
numerous times by inclusion in honorary
lists by leading magazines (Forbes, Globes’
Woman of the Year 2019, named one of
Israel’s Top 40 under 40 by The Marker, and
by the Calcalist, and as one of 20 most
promising Israelis by Yediot Aharonot). She
was elected the 2019 Chair of the Gordon
Research Conference on Cancer
Nanotechnology, was awarded the 2018
Israel Cancer Research Fund Professorship,
was selected to represent Israel at the 2016
Biennale in Venice on the Influence of
Medicine on Architecture, and was awarded
the European Research Council (ERC)
Consolidator (2014-2019), Advanced
(2019-2024) and Proof of Concept (PoC)
(2019-2021) Grants.
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BIOGRAPHY
Professor Charles Swanton FRCP PhD
FMedSci, FAACR, FRS

Charles completed his MDPhD training in
1999 at the Imperial Cancer Research Fund
Laboratories and Cancer Research UK
clinician scientist/medical oncology training
in 2008. Charles is a senior group leader of
the Cancer Evolution and Genome
Instability Laboratory at the Francis Crick
Institute and combines his research with
clinical duties at UCLH, as a thoracic
oncologist, focussed on how tumours evolve
over space and time. Charles research
branched evolutionary histories of solid
tumours, processes that drive cancer
cell-to-cell variation in the form of new
cancer mutations or chromosomal
instabilities, and the impact of such cancer
diversity on effective immune surveillance
and clinical outcome. Charles is chief
investigator of TRACERx, a lung cancer
evolutionary study and the national PEACE
autopsy program.

Charles was made Fellow of the Royal
College of Physicians in April 2011, appointed
Fellow of the Academy of Medical Sciences
in 2015, awarded the Napier Professor in
Cancer by the Royal Society in 2016,
appointed Cancer Research UK’s Chief

Clinician in 2017, and elected Fellow of the
Royal Society in 2018 and Fellow of the
Academy of American Association for
Cancer Research in 2020. Charles is an
editorial board member of Cell, Plos
Medicine, Cancer Discovery and Annals of
Oncology and an advisory board member
for Nature Reviews Clinical Oncology and
Cancer Cell. In 2016 he co-founded Achilles
Therapeutics, a UCL/CRUK/Francis Crick
Institute spin-out company, assessing the
efficacy of T cells targeting clonal
neoantigens.

Charles has been awarded several prizes
including the Stand up to Cancer
Translational Cancer Research Prize (2015),
GlaxoSmithkline Biochemical Society Prize
(2016), San Salvatore prize for Cancer
Research (2017) and the Ellison-Cliffe Medal,
Royal Society of Medicine (2017), recipient of
the Gordon Hamilton Fairley Medal (2018),
Massachusetts General Hospital, Jonathan
Kraft Prize for Excellence in Cancer Research
(May 2018), the ESMO Award for
Translational Cancer Research (2019),
Addario Lung Cancer Foundation Award
and Lectureship, International Lung Cancer
Congress (July 2020) and the Weizmann
Institute Sergio Lambroso Award in Cancer
Research (2021).
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DAVID OLMEDA

David Olmeda Casadomé is a doctor in
Biochemistry from the Autonomous
University of Madrid.  Since 2007, he has
worked as a researcher in the Melanoma lab
of the Spanish National Center for
Oncological Research (CNIO). His research
focuses on analyzing the mechanisms
regulating immunosuppression and
metastasis in melanoma. He has developed
the MetAlert-Melanoma mouse models.
These models allow for the visualization of
metastasis thanks to the in vivo visualization
of the activation of premetastatic niches
using non-invasive molecular imaging
techniques. Thanks to these models, he was

able to identify the MIDKINE protein as a
new metastasis driver, prognostic
biomarker (Nature 2017) and therapeutic
target in melanoma (Nature Medicine 2020).
Olmeda has received several awards for his
studies, including the “Constantes y Vitales
Award” to the best biomedical publication
of the year 2017 in Spain, the
BBVA-Leonardo award for  Researchers and
Cultural Creators (2018) and the Christopher
J. Marshall international award, “For Studies
on Signal Transduction and Melanoma”,
presented  by the international melanoma
research society (SMR, 2019).

21



P
R

O
G

R
A

M

CONFERENCE/WEBINAR
CENTRO DE CONGRESSOS DE LISBOA & LIVE STREAMING

CUTANEOUS MELANOMA:
FROM WHERE TO WHERE?
15.10.2021

09:00 OPENING SESSION

Catarina Barata - The quest for human-AI collaborations in melanoma care

Susana Puig - Genetic Diagnosis: what do new technologies provide?

Sara Ventura - In vitro 3D human melanoma skin model for therapeutics studies

Georgina Long - Neoadjuvant therapy in melanoma – the perfect platform

Ronit Satchi-Fainaro - Fighting melanoma brain metastases in 3 dimensions

Bárbara Carreira - Precision Multifunctional Nanomedicines to Regulate

Immunosuppression Against Melanoma Brain Metastases 

Charles Swanton - Cancer Evolution, Chromosomal Instability and Immune Evasion

María S. Soengas - Imaging and targeting (pre)metastatic niches in melanoma

Anna Luiza Vicente - Cross-OMICs markers of UV exposure driving melanomagenesis

João Boavida Ferreira - Recurrent uveal melanoma with hepatic metastases 24

years after enucleation of the eye

Inês Calvinho de Oliveira - Melanoma in the spectrum of multiple neoplasms
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ABSTRACTS

1ST PANEL: DIAGNOSIS

CATARINA BARATA
The quest for human-AI collaborations in melanoma care

In the last few years, we have witnessed an
outstanding growth in the capabilities of
Artificial Intelligence (AI), reaching a point
where the deployment of AI models in the
medical practice is becoming a reality. The
melanoma field is no exception, with the
recent example of the Google Mobile
application for skin disease identification. AI
models are expected to act as second
opinion tools, to support the clinical
practice. However, their “black-box” nature
makes them hard to interpret and validate,
ultimately impacting their trustworthiness

among the medical community. In this talk,
I will present a different paradigm to the
design of AI models, where the interaction
with dermatologists plays a critical role. I will
showcase strategies to design AI models for
melanoma diagnosis that are explainable,
i.e., able to fundament their decisions and
create a closer relationship with the
healthcare practitioners. Finally, I will
discuss how these explainable models can
be used not only to support the decision,
but also as educational and research tools.
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SUSANA PUIG
Genetic Diagnosis: what do new technologies provide?

he current knowledge in melanoma
genetics identifies different pathways to the
development of different melanoma
subtypes characterized by specific
clinico-pathological features and partially
known genetic markers, considering the
presence of high, low or absence of
cumulative sun damage.

Nowadays, melanoma is not considered as a
monolithic unique disease but different
subtypes of melanoma, well recognized not
only in the clinico-pathological classification
but also at epidemiological and, most
importantly, at the molecular level.
Prognosis of melanoma is mainly
determined by pathological characteristics
of the primary tumour (Breslow thickness
and ulceration) and the presence of
locorregional (cutaneous/nodal) or distant
metastases. All of them have been included
in the American Joint Committee on Cancer

(AJCC) staging system since 1977, recently
updated in 2017. New genetic biomarkers
have been identified to better predict
prognosis.

Melanoma is one of the most genetically
predisposed among all cancers in humans
being the sun ultraviolet light the main
environmental factor. This genetic
predisposition is starting to be understood,
impacting not only the risk to develop
melanoma but also the risk to develop other
types of cancer and the prognosis of the
disease.

In this talk I will review the most important
genetic markers involved in melanoma
susceptibility, initiation or progression and
the impact of new technologies.
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SARA VENTURA
In vitro 3D human melanoma skin model for therapeutics studies
Selected Oral Communication | Submitted Abstract no.2

Sara Lopes-Ventura1, Mafalda Leite1, Patrícia A. Zoio1, Marta Pojo2, Abel G. Oliva1,3

1Instituto de Tecnologia Química e Biológica António Xavier, Universidade Nova de Lisboa, Av. da República, 2780-157
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Introduction: Cutaneous melanoma is the
deadliest form of skin cancer with
increasing incidence worldwide. Despite
advances in the treatment of cutaneous
melanoma, there is still a high percentage
of patients who do not respond or develop
resistance to these treatments. The
development of in vitro melanoma models
mimicking the complexity of in vivo
microenvironment could surpass the
limitations of two-dimensional (2D) cell
culture and improve the translation from
preclinical studies to human clinical trials.
Material and Methods: In this context, we
present a three-dimensional (3D) model of
cutaneous melanoma with culture of three
melanoma cell lines (A375, G361, SKMEL-1) in
co-culture with fibroblasts, melanocytes
and keratinocytes. Several concentrations of
each melanoma cell line were used with
different seeding techniques: direct seeding
or addition of cell aggregates. All melanoma
models were validated with biomarkers that
evaluate organization, proliferation and
differentiation of the skin and to identify the
presence of the tumor.

Results and discussion: In 25 days, a full
thickness skin model is completely
developed with a stratified epidermis and
successful tumor integration. Model with
addition of cell aggregates allowed a better
formation of tumors, dermis and
epidermis. The employed techniques
resulted in morphologies better
representative of in vivo tumor
microenvironment compared to 2D cell
culture.

Conclusion: Our 3D melanoma model was
successfully established; it was able to
promote cell growth and it doesn’t
have animal components. This innovative
model could become a valuable tool to
recreate the earlier stages of melanoma,
leading to the development of new drugs
and treatments.

Keywords: Cutaneous melanoma; human
skin; melanocytes; humanized 3D
melanoma skin model; melanoma cells.
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2ND PANEL: TREATMENT

GEORGINA LONG
Neoadjuvant therapy in melanoma – the perfect platform

The advent of effective systemic therapies in
melanoma have had an unparalleled impact
on long-term survival, thus arose an
opportunity to utilise neoadjuvant therapy
for goals other than anatomical
conservation; neoadjuvant therapy has
become the perfect platform for drug
development and translational research. In
a pooled analysis from the International
Neoadjuvant Melanoma Consortium, the
complete pathological response of
neoadjuvant BRAF-targeted or
immunotherapy in resectable stage III
melanoma strongly correlated with the

recurrence-free survival. Using this platform,
drug development time can be cut from 2
years to 6 months in order to make ‘go’ or
‘no go’ decisions regarding phase 3 clinical
trials. Furthermore, with complete resection
after 6 weeks of neoadjuvant therapy, large
amounts of responding and resistant tissue
is collected. A broad range of in-depth
translational studies can be conducted to
determine mechanisms of resistance for
therapeutic manipulation in the clinic. The
neoadjuvant platform will be discussed, and
the additional patient benefits outlined.
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RONIT SATCHI-FAINARO
Fighting melanoma brain metastases in 3 dimensions

Despite the remarkable efficiency of
immune checkpoint modulators against
metastatic melanoma, there is a low
percentage of responders and clinical trials
report severe immune-mediated side
effects and disease relapse. Recent
evidences show that non-tumor cells within
the tumor microenvironment (TME),
including tumor vasculature and immune
stromal cells, dictate the overall therapeutic
efficacy. We synthesized off-the-shelf and
cost-effective nano-sized polymeric
platform that combines a cancer vaccine
with the targeted inhibition of molecular
and/or cellular immune suppressive players.
These precision nano-sized medicines aim
to re-educate and harness patient T-cell

response against tumors, leading to an
immunological memory able to control
tumor relapse without any follow-up
treatment. The design of these advanced
immunotherapies is guided by the
identification of lead immune suppressor
factors and tumor specific antigens using
novel 3D bio-printed tumor-immune
spheroids developed in our lab. Our first
nano-immunotherapy candidates sensitized
melanoma mouse models to
immune-checkpoint modulators,
dramatically increasing disease-free survival
rates.
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BÁRBARA CARREIRA
Precision Multifunctional Nanomedicines to Regulate Immunosuppression
Against Melanoma Brain Metastases
Selected Oral Communication | Submitted Abstract no.6
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#corresponding authors

Introduction: Immune checkpoint therapies
revolutionized the treatment of metastatic
melanoma. However,only a low percentage
of patients responds to these therapies.
Thus, new therapeutic options are needed.
To that end, we developed a precision
nanoparticle to target dendritic cells (DC)
and modulate melanoma-vascular-immune
cell interactions.

Materials and Methods: Polymeric
nanoparticles (man-NP) were prepared by a
double emulsion solvent evaporation
method, to deliver neoantigens and
immunoadjuvants. Man-NP
physico-chemical properties were
characterized, including size, surface charge
and morphology. The amount of
neoantigens and immunoadjuvants
entrapped within man-NP was determined
by HPLC. Immature DC (iDC) were used to
evaluate the impact of man-NP on cell
viability, and to assess man-NP uptake.
Anti-tumor immune-mediated effect was
evaluated in primary melanoma-bearing
mouse models and validated in a
melanoma brain metastasis (MBM) mouse

model, alone and in combination with
immune checkpoint therapy.

Results: Man-NP presented an average
diameter of 180 nm, narrow polydispersity
index, neutral surface charge, spherical
morphology, and high loadings of the
antigens and immunoadjuvants. No
cytotoxic effect was observed on iDC. NP
were extensively internalized by DC.
Man-NP triggered the in vivo activation of
DC. In vivo combination of man-NP with
anti-PD-L1 induced a potent
immune-mediated anti-tumor response in
primary and MBM mouse models,
overcoming tumor development. This
combination increased the infiltration
of cytotoxic T lymphocytes, while decreasing
the expression of PD-L1 within tumors.

Conclusion: The synergistic combination of
nanovaccines with anti-PD-L1 provide
essential insights to devise alternative
combination regiments to improve the
efficacy of immune checkpoint inhibitors in
metastatic melanoma.
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3RD PANEL: BIOMARKERS

CHARLES SWANTON
Cancer Evolution, Chromosomal Instability and Immune Evasion

Increasing evidence supports complex
subclonal relationships in solid tumours,
manifested as intratumour heterogeneity.
Parallel evolution of subclones, with distinct
somatic events occurring in the same gene,
signal transduction pathway or protein
complex, suggests constraints to tumour
evolution that might be therapeutically
exploitable. Emerging data from TRACERx,
a longitudinal lung cancer evolution study
will be presented. Drivers of tumour
heterogeneity change during the disease
course and contribute to the temporally
distinct origins of lung cancer driver events.
APOBEC driven mutagenesis appears to be
enriched in subclones in multiple tumour
types. Oncogene, tumour suppressor gene
and drug induced DNA replication stress are
found to drive APOBEC mutagenesis.
Evidence that intratumour heterogeneity
and chromosomal instability is finely tuned
will be presented, to create sufficient
diversity for adaptation mitigating the risks
of excessive genome instability resulting in
cell autonomous lethality. On-going

chromosomal instability, manifested as
Mirrored Subclonal Allelic Imbalance (MSAI)
is found to be a major driver of intratumour
heterogeneity in non-small cell lung cancer,
contributing to parallel evolution and
selection. The finding of subclonal driver
events, evidence of ongoing selection within
subclones, combined with genome
instability driving cell-to-cell variation is
likely to limit the efficacy of targeted
monotherapies, suggesting the need for
new approaches to drug development and
clinical trial design and integration of cancer
immunotherapeutic approaches. Multiple
adaptive mechanisms to neo-antigen
evolution have been found in TRACERx that
emphasise the role of cancer chromosomal
instability driving immune evasion and
HLA/MHC loss and loss of clonal
neo-antigens as well as epigenetic
repression of neo-antigens. The clonal
neo-antigenic architecture may act as a
tumour vulnerability, targeting multiple
clonal neo-antigens present in each tumour
to mitigate resistance and treatment failure.
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DAVID OLMEDA
Imaging and targeting (pre)metastatic niches in melanoma

Melanoma is a paradigm of cancers with a
high potential for metastasis, a process
usually preceded by
neo-lymphangiogenesis. However, the
removal of sentinel lymph nodes does not
necessarily increase patient survival.
Therefore, a key pending question in the
field is the specific contribution of local vs
distal neolyphangiogenesis to immune
evasion and the generation of visceral
metastases. For that purpose, we have
generated the melanoma “MetAlert'' mouse
models. These animals are unique in that
they allow for whole-body detection and

imaging of lymphovascular pre-metastatic
niches in vivo. Using these models, we have
identified two key features of the growth
factor MIDKINE: (i) secretion by aggressive
melanoma cells and systemic activation of
(pre)metastatic sites and (ii) key roles in
immune-evasion and resistance to immune
checkpoint blockade. We will discuss the
implication of these new functions of
MIDKINE in the context of patient prognosis
and in response to anticancer agents in
clinical trials.
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ANNA LUIZA VICENTE
Cross-OMICs markers of UV exposure driving melanomagenesis
Selected Oral Communication | Submitted Abstract no. 8

Anna Luiza Silva Almeida Vicente1,2, Alexei Novoloaca2, Vincent Cahais2, Zainab Awada2, Cyrille
Cuenin2, André Lopes Carvalho1, Adriane Feijó Evangelista1, Camila Souza Crovador1, Rui Manuel
Reis1,3,4, Zdenko Herceg2†, Vinicius de Lima Vazquez1,5†, Akram Ghantous2†*

1Molecular Oncology Research Center, Barretos Cancer Hospital, Barretos, São Paulo, Brazil
2International Agency for Research on Cancer (IARC), Lyon, France
3Life and Health Sciences Research Institute (ICVS), Health Sciences School, University of Minho, Braga, Portugal
4ICVS/3B’s-PT Government Associate Laboratory, Braga/Guimarães, Portugal
5Department of Surgery – Melanoma and Sarcoma, Barretos Cancer Hospital, Barretos, São Paulo, Brazil
†Equal Senior Contribution

Introduction: Ultraviolet radiation (UV) is
causally linked to cutaneous melanoma, yet
the underlying epigenetic mechanisms,
known as molecular sensors of exposure,
have never been characterized in clinical
biospecimen. Furthermore, the DNA
methylation profile of acral has not been
well characterized yet.
Methods: We performed differential DNA
methylome-wide analysis in cutaneous
melanoma patients comparing UV-mutant
and non UV-mutant melanomas based on
UV signatures derived from whole
genome/exome sequencing in two
independent clinical cohorts. This was
followed by functional genomic, pathway
and methylation-expression analysis of the
identified DNA methylation alterations,
assessment of their cancer driver roles using
a multi-OMICs approach, investigation of
their effect on patient survival, and
validation of the top hits using bisulfite
pyrosequencing. The methylome landscape
of cutaneous melanoma was then
compared to that of acral melanoma to
elucidate the relative contributions of
intrinsic pathological and extrinsic

UV-related differences between these two
melanoma subtypes.

Results: DNA methylome, genome and
transcriptome analyses of cutaneous
melanoma in two cohorts identified
UV-related alterations in regulatory regions
and immunological pathways and revealed
novel cancer driver genes affecting patient
survival. Unsupervised epigenomic
mapping demonstrated that non
UV-mutant cutaneous melanoma more
closely resembles acral rather than
UV-exposed cutaneous melanoma. We
found a biological and clinical relevance of
TAPBP methylation, which was correlated
with melanoma-specific survival and RNA
expression and concurred with other
genome-wide deregulations that led to its
high multi-OMICs driver potential.
Methylation measurement by
pyrosequencing of TAPBP validated those
obtained with the methylome-wide array.

Conclusion: These gene-environment
interactions reveal translationally impactful
mechanisms in melanomagenesis.
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4TH PANEL: CLINICAL CASES

JOÃO BOAVIDA FERREIRA
Recurrent uveal melanoma with hepatic metastases 24 years after
enucleation of the eye
Selected Oral Communication | Submitted Abstract no. 9

João Boavida Ferreira1*, Cecília Moura1, Emanuel Gouveia1

1Instituto Português de Oncologia de Lisboa Francisco Gentil
*Corresponding author: João Boavida Ferreira

Uveal melanoma is a rare cancer,
representing around 3%-5% of melanoma
cases.
Approximately 85%-90% of uveal
melanomas involve the choroid.
Unfortunately, half of all patients develop
metastases. We present a case of a woman,
80 years old, who had a choroidal
melanoma in the left eye at the age of 56.
The patient had been submitted to
enucleation of the left eye. The patient also
has a personal history of factor V Leiden
heterozygosity. A routine abdominal
ultrasound found a 4.6 x 3.5 cm,
heterogeneous, lobulated nodule. A
subsequent abdominal MRI reported 2 liver
nodules, the largest in the right lobe now
measuring 7.1 x 6.3 cm.
A biopsy of one of the liver nodules was
performed, revealing a malignant
melanoma, S100+, MelanA+, AE1/AE3-. BRAF

was negative. A PET/CT scan showed the
large, heterogeneous liver metastasis
reaching down to the right-side psoas
muscle without invading it (dimensions
approximately 7.2 x 9.0 x 3.8 cm), the smaller
liver nodule, a subcutaneous nodule, and 2
bone metastases. Full dermatological
assessment found no primary tumor. The
patient, who had been asymptomatic at the
beginning of the investigation, started
complaining of fatigue, mild stomach
fullness, and mild anorexia. LDH was 652 UI/l
(normal 125-220 UI/l). This case is compatible
with a recurrence of the uveal (choroidal)
melanoma 24 years after excision of the
primary tumor.
There seems to be fast, voluminous
progression of disease, even during the
investigation. Pembrolizumab 2 mg/kg
intravenous every 3 weeks was started.
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INÊS CALVINHO DE OLIVEIRA
Melanoma in the spectrum of multiple neoplasms
Selected Oral Communication | Submitted Abstract no. 10

Inês Oliveira, Emanuel Gouveia, Maria José Passos, Hugo Nunes

Background: The incidence of synchronous/
metachronous tumors is increasing. The
inclusion of these patients (pts) in clinical
trials (CT) is limited and they are frequently
studied through published case reports.

Methods: Review of pt clinical data.

Results: Female pt with 57 years old and
family history of breast and gastric cancer,
followed in the USA until 03/2021. Diagnosis
of stage III luminal B breast cancer (BC) in
03/2014: tamoxifen, surgery and adjuvant
chemotherapy (carboplatin and docetaxel),
radiotherapy and tamoxifen. Diagnosis of
cutaneous malignant melanoma (MM) in
the right foot in 04/2015: local excision (pT2)
and sentinel node biopsy (pN2). In 04/2016
uterine and ovarian BC metastasis were
documented: surgery and switch to
letrozole. In 03/2018 subcutaneous MM
metastasis were found, BRAFmt: nivolumab
with progressive disease; in 06/2019

encorafenib/binimetinib with toxicity; and in
12/2019 dabrafenib/trametinib. She was on
dabrafenib/trametinib and letrozole until
02/2020, and she is currently on dabrafenib
monotherapy and letrozole. PET scan from
09/2021 showed progressive disease with a
node citology confirming BC origin. She is
now proposed to initiate a cyclin inhibitor
(iCDK) and fulvestrant and maintain
dabrafenib.

Conclusion: The presence of metachronous
tumors increases the complexity of the
therapeutic approach and is associated with
a greater risk of hereditary syndromes
(BRCA). Phase 1/2 CT suggest that the
association of iCDK and BRAF inhibitors,
MEK inhibitors or both may be effective and
delay the development of treatment
resistance, with manageable toxicity. Phase
3 CL are needed.
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Multidisciplinary approach in an elderly patient with metastatic melanoma
Selected Oral Communication | Submitted Abstract no.17
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Introduction: Although cancer incidence is
rising in the elderly, this remains a
challenging population to treat due to
comorbidities, polypharmacy, physiological
changes, frailty and under-representation in
clinical trials. Hence, toxicity can be
overestimated and potential benefits
underestimated.

Case description: We present a case of an 84
years old (yo) male, ECOG PS 0, with stage
3a chronic kidney disease (obstructive and
hypertensive aetiologies), arterial
hypertension, hyperuricemia, nephrolithiasis
and previous smoking habits. He was
diagnosed with stage IIIC malignant
melanoma, BRAF wild-type, initially treated
with surgery and no adjuvant therapies, but
progressed to multifocal disease in lung,
lymph nodes and soft tissue and was
started on pembrolizumab. He developed
grade 4 arterial hypertension with transient
neurological deficit, which led to the
diagnosis of a single brain metastasis. The

lesion was treated with neurosurgery and
radiotherapy and he had a good recovery,
presenting an ECOG PS 1 and Barthel score
90. He developed other low-grade toxicities
to anti-PD-1: pruritus, facial rash, vitiligo and
arthralgias. Despite having a worsening
kidney function, a nephrology consult
excluded anti-PD-1 toxicity due to other
known aetiologies. Treatment was stopped
after 29 months, in almost complete
response. Currently, this patient is 88 yo,
ECOG PS 1, Barthel score 80, asymptomatic
and maintains stable disease.

Conclusions: Current data do not show an
increase in immunotherapy toxicity in older
patients comparing to pivotal clinical trials.
Age itself should not limit treatment
approaches, but a multidisciplinary
approach and comprehensive geriatric
assessment are important to optimize
patient’s condition and improve treatment
tolerability.
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DIANA PESSOA
Is there still a role for Dacarbazine in advanced melanoma?
Selected Oral Communication | Submitted Abstract no.18

Diana Pessoa, Emanuel Gouveia, Maria José Passos, Hugo Nunes

Introduction:Most patients with stage IV
disease require systemic treatment. The
development of immunotherapy (IT) and
targeted therapies (BRAF mutation) leaves
chemotherapy (CT) to second or third line in
selected cases.

Dacarbazine (DTIC) is the most widely used,
allowing an 8-20% response rate. Most
responses are partial and the average
response time is 4 to 6 months. We present
2 clinical cases with response to DTIC in the
3rd line.

Clinical case: 47-year-old male, black,
advanced acral melanoma, pT4b pN3b,
BRAF negative.

In October 2019, with cutaneous nodular
metastasis and lymph node involvement
(gg). Started Pembrolizumab between
12/2019 and 11/2020. gg, subcutaneous(sc)
and pulmonary progression. Second line
started with Ipilimumab between 12/2020
and 03/2021, with pulmonary, SC, gg and

muscle progression. Third line started with
DTIC since 7/5/2021, with divergent response
in PET/CT but evidence of clinical benefit
and analytical improvement in a patient
with excellent tolerance to treatment.

80-year-old male with RAF wild-type
melanoma - hepatic pT3a Nx M1 (single
lesion submitted to microwave ablation in
2020). Under pembrolizumab from 02/2020
to 10/2020, complicated by myositis and
with evidence of progression. Started
Ipilimumab, 3 cycles until 12/21/2021,
suspended due to colitis and hepatitis.

Currently under DTIC, 4 cycles, reasonable
tolerance to CT and clinical evidence of
benefit.

Conclusion: The role of CT is increasingly
obsolete with the advancement of IT and
targeted therapies, but it can be used in
selected cases.
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POSTER EXHIBITION

TOPIC: DIAGNOSIS

CHEILA BRITO
Integrative bioinformatics analysis identifies ARL1, ARL11 and ARL15 as
prognostic biomarkers for cutaneous melanoma
Submitted Abstract no. 1
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Introduction: Cutaneous melanoma (CM) is the most invasive skin cancer, characterized by a
complex genetic basis. Thus, the identification of robust biomarkers that allow patient
stratification is current unmet need. ADP-ribosylation factor-like (ARL) proteins regulate cell
signaling and membrane trafficking processes whose biological relevance in CM is unknown.
Therefore, we investigated ARL expression, prognostic value, and related biological pathways in
CM through bioinformatics analyses.
Material and Methods: Integrative bioinformatics analyses, including TCGA, GTEx, USCA
Xena, GEPIA, cBioPortal, UALCAN, DAVID, PANTHER, g:Profiler, OncoLnc, STRING and
TIMER were employed to evaluate ARL effect on CM malignancy.

Results: All 22 ARLs are differentially expressed - 4 upregulated and 14 downregulated - in
primary and metastatic CM. Moreover, 4 ARLs are dysregulated only in metastatic CM.
According to TCGA, ARL1 and ARL15 represent independent prognostic factors in CM. The same
was observed for ARL11, based on GEPIA and OncoLnc. Notably, ARL1 and ARL11 upregulation
increases patient survival, whereas ARL15 downregulation reduces it. Additionally, ARL1, ARL11
and ARL15 expression seems to play a role in immune-microenvironment remodeling.
Specifically, ARL11 expression is correlated with 17 out of 21 immune infiltrates, including
CD8+ cells and M2 macrophages, described as having an anti-tumoral activity. Accordingly,
ARL11 is interconnected with ZAP70, ADAM17, and P2RX7 proteins, which are implicated in
immune cell activation.

Conclusions: This study reveals that ARL expression is dysregulated in CM and that ARL1,

ARL11 and ARL15 may be involved in CM progression, prognosis, and immune-microenvironment
remodeling. Further studies are crucial to validate the use of ARL proteins as biomarkers.
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BRD9 as a novel susceptibility gene for familial cutaneous melanoma
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Introduction: Cutaneous melanoma (CM) is the most lethal skin cancer, accounting for 60-75%
of skin cancer-related deaths. Approximately 5-15% of CM cases occur in a familial context.
Previously, our group identified Bromodomain containing 9 (BRD9) as a promising susceptibility
gene for hereditary CM by whole exome sequencing. Here, we investigated BRD9 mutational
status in Instituto Português de Oncologia de Lisboa Francisco Gentil (IPOLFG) cohort of familial
CM patients, the pathogenicity of the most promising variants identified and their impact on
CM aggressiveness.
Material and methods: Sanger sequencing was employed to evaluate the presence of variants in
the 16 exons of BRD9 in the IPOLFG cohort of familial CM patients (n=72). Viability and migration
assays were performed using A375 melanoma cells transfected with a vector containing the
c.183G>C BRD9 variant.

Results: In this work, 18 BRD9 variants – 13 intronic and 5 exonic – were identified in the
IPOLFG cohort, including the following rare variants in European population: c.183G>C,
c.1190T>C, c.1043-19C>T and c.1383+37C>G. Interestingly, the c.183G>C variant was detected
in 6% of familial CM patients (4/72) and it was undetected in healthy controls of the Portuguese
population (0/100). However, in vitro assays with A375 transfected cells, showed that BRD9
c.183G>C variant has no effect on the viability and migration of these cells.

Conclusions: Although BRD9 seems to be a promising susceptibility gene for hereditary CM,
c.183G>C variant has no effect on CM aggressiveness. Further validation of BRD9 impact on CM
is needed, using melanocytes to investigate BRD9 variant as an early event of melanogenesis.
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Introduction: Melanoma is the most aggressive skin cancer and novel treatments are
needed. Branched polypeptides (BP) exhibit advanced engineered complexity and have
unique structural properties to be employed as drug delivery systems. As BP activate
immune cells, they constitute potential nanoplatforms to modulate the release of tumor
associated antigens and adjuvants. This work aims to evaluate in vivo immune-mediated
anti-tumor effect induced by BP delivering melanoma-associated peptide antigens Major
Histocompatibility Complex (MHC) class I (MHCI) and MHC class II (MHCII)
(pept-MHCI-pept-MHCII-BP).

Materials and methods: BP were synthesized and conjugated with the MHCI and MHCII-
peptide (pept-MHCI-pept-MHCII-BP). To evaluate the conjugate effect on melanoma tumor
growth, B16F10 cells were implanted subcutaneously into 8-week-old C57BL/6J mice. At day 7,
mice were injected with two doses (1-week apart) of PBS, free antigens/adjuvants (MHCI/MHCII
antigens + Toll-like receptor ligands CpG and Poly I:C) in solution, pept-MHCI-BP,
pept-MHCII-BP, and pept-MHCI-pept-MHCII-BP mixed with adjuvants. Mice weight and tumor
growth were followed regularly. At day 21, mice were sacrificed, and tumors were collected. The
expression of functional markers of different subtypes of tumor-infiltrating immune cells was
quantified by FACS.

Results: A significant reduction on the tumor size of pept-MHCI-pept-MHCII-BP-treated
mice was observed when compared with the other groups, which presented significantly
increased levels of tumor-infiltrating immune cells (CD8, CD4, CTL) and pro-inflammatory
cytokines (IFN-γ,TNF-α,IL-2).

Conclusions: Pept-MHCI-pept-MHCII-BP is a promising nanoconjugate for TAA delivery
and constitutes an effective anti-tumor immune strategy able to overcome tumor growth.
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Introduction
Approximately 8–10% of stage IIIC and IV melanoma patients develop cutaneous
metastases as in-transit or distant metastases. Several therapeutic approaches have
been developed, such as locoregional chemotherapy, radiation and lesional
therapies. Immunotherapy and targeted therapy have been introduced with
appreciable results.
Electrochemotherapy (ECT) combines a cytotoxic agent with locally applied electric
pulses to enhance its antitumor effect. The efficacy of ECT in melanoma has been
demonstrated, with high overall response rate (ORR) and complete response rate
(CRR) of 40-50%.

Material/Methods: Retrospective study that evaluated patents with cutaneous metastasis from
melanoma treated with ECT between 2015 and 2020, with intravenous bleomicine according to
the ESOPE protocol. The response was evaluated according to the RECIST 1.1 criteria. The
endpoints were to evaluate response to treatment, side effects and disease-free survival.

Results: The study, which consisted of 134 ECT sessions (after excluding 36 sessions due to
absence of information of response or lost follow up), presented a total of 58 patients with 98
ECT sessions. The ORR was 67.3%, with a CRR of 39.9% and 45.9% after 4 and 8 weeks
respectively. Only minor complications were reported (16.3%), such as pain or ulceration.
Considering patients with CRR, the disease-free survival was 28% with a median time to relapse
of cutaneous lesions of 5 months.

Conclusion: ECT is an effective local treatment for cutaneous metastases, with no severe adverse
effects. Our study demonstrates similar results to literature. ECT may be considered for local
tumour control or as an adjunct to systemic treatments.
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Introduction: The 8th AJCC for melanoma introduced major changes in the stage III staging
system, and surgical practice is also changing for these patients. The DeCOG-SLT and the
MSLT-II trials showed the safety of nodal observation, bringing it to practice. This raises the
question of whether there is a role for immediate CLND. This approach remains for patients
unable or unwilling to participate in a surveillance protocol. Also, the information obtained from
CLND can be of prognostic significance.

Materials/Methods: Retrospective study that evaluated patients with melanoma clinically node
negative who underwent SNB from January 2018 until august 2019. After multidisciplinary
discussion, patients with positive SNB who meet the trials criteria maintained surveillance. The
remaining patients completed LND. Patients were staged according to the 8th AJCC edition.
Final staging after CLND was compared with initial staging.

Results: During the study period, 142 patients underwent SNB, 26% with a positive SNB. Ten
patients met the criteria and maintained surveillance, 2 had disease progression and 25 patients
underwent CLND. The median Breslow was 4.1mm and 40% presented ulceration. After CLND,
28% were upstaged, 2 patients from stage IIIB to IIIC and 5 from stage IIIC to IIID. Regarding the
primary lesion of these last 5 patients, the median Breslow was 5.2 mm and all presented
ulceration.

Conclusion: Recent trials showed that patients with positive SNB could safely avoid CLND, but
this procedure still remains important for high-risk patients to correctly staging them.
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Introduction: Melanoma is the most lethal skin cancer type, and its incidence has risen
considerably in the last few years. The high metastatic index, aggressiveness, and therapeutic
resistance to the standard treatments turn urgent the need for new melanoma treatments.
Propolis, a bee-produced natural resource, has been highly studied due to its different
bioactivities. Some studies had demonstrated that Portuguese propolis shows antitumoral
activity in prostate and breast cancer, however little is known about its antitumor properties in
melanoma.

Material and Methods: The cytotoxicity of an ethanol extract of propolis harvested from Gerês in
2018 and its three fractions, namely η-hexane, ethyl acetate and η-butanol, was determined in
A375 and WM9 human melanoma cell lines using the sulforhodamine B colorimetric assay. IC50
values were calculated using GraphPad software.

Results: Regarding the A375 cell line, η-butanol (IC50= 8.14 ± 0.03 μg mL-1) and propolis ethanol
extract (IC50= 14.62 ± 0.72 μg mL-1) were the most active, reflected by the lower IC50 values. In
WM9 cell line the η-butanol (IC50=9.72 ± 1.66 μg mL-1) and ethyl acetate (IC50= 15.24 ± 0.45 μg
mL-1) fractions showed the best results.

Conclusion: The ethanol extract of propolis from Gerês as well as some of its fractions seem to
have antitumoral effect in melanoma cells, suggesting that propolis should be explored as an
alternative to traditional antitumor therapies, with the potential to overcome therapeutic
resistance and toxicity. To understand how these treatments influence tumor progression, some
functional experiments are being carried out.
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Introduction: Melanoma is a complex malignancy associated with a high rate of morbidity and
mortality [1]. The non-specificity and consequently significant adverse side effects of currently
available treatments based on chemotherapy [2], has led the scientific community to develop
less invasive and more effective and safe options. Gold nanoparticles (AuNPs) have
demonstrated exceptional physicochemical and optical properties. In addition, when combined
with a light source, they potentiate cell lysis by photothermal effect. This study proposes a proof-
of-concept of a new formulation for the treatment of melanoma: minimally invasive, selective
and safe.

Materials and methods: AuNPs were prepared using modified seed-mediated growth method,
coated with hyaluronic and oleic acids and conjugated with Epidermal Growth Factor [3]. The
formulation was characterized in terms of mean size, morphology and safety. Moreover, a
xenograft model in hairless immunocompromised mice was selected for a preliminary
evaluation of the therapeutic effectiveness of AuNPs in combination with NIR laser irradiation.
Results: AuNPs presented spherical morphology with a mean size of about 160 nm and a
negative surface charge. In vitro assays confirmed the safety of nanoformulation without laser
irradiation. Regarding in vivo experiments, in situ administration of AuNPs followed by the near-
infrared laser irradiation for 5 minutes showed the highest tumor volume reduction, nearly 80%.
Moreover, histological analysis of tumor samples revealed the formation of several necrotic foci.

Conclusions: This preliminary work represents a promising strategy in the treatment of non-
metastatic cutaneous melanoma. Further research will include in vivo assays, aiming to
elucidate mechanisms of cell death.
Funding: This work was supported by Fundação para a Ciência e Tecnologia (FCT) through
projects PTDC/BBB-BMC/0611/2012, UIDB/00645/2020, UIDB/04138/2020 and UIDP/04138/2020 as
well as for the PhD fellowships SFRH/BD/148044/2019 and SFRH/BD/147306/2019.
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Melanoma incidence continues to increase year-on-year and is currently responsible for >80% of
deaths from skin cancer. It is the most common cutaneous form and is known to have the
highest mutational load of all cancers. Nowadays, patients with advanced melanoma
RAFV600Emutation can benefit from monotherapies or targeted therapies. Although the initial
response rate is effective, disease progression and tumor chemoresistance rapidly occur in the
majority of patients. Therefore, treatment of melanoma remains a challenge, and despite the
advances, there is still an urgent need to identify new therapeutic strategies. Different
alternatives models to the use of competent animals to study the development of new
therapeutic agents. In vitro models are generally based on adherent cell culture system that
proliferate in 2D, which have compromised cell functions and do not represent the tumor
microenvironment. Alternative models use competent animals allow for better cell-cell and
cell-matrix interaction with tumor behavior in in vivo system. The present work developed an in
vitro skin model platform with melanoma, and results showed in a physiological
microenvironment of human skin with epidermal differentiation and development of stratified
layers (basement membrane, stratum spinosum, stratum granulosum and stratum corneum),
and additional was reconstructed the pathophysiological microenvironment of the melanoma
in situ with invasion/or migration through the basement membrane into the dermis and no
epidermal differentiation. Vemurafenib treatment, the gold standard which target BRAF
mutations, showed a decrease in proliferation and invasion with an increase in epidermis
keratinization. Therefore the 3D Melanoma is considered one important tool for studying the
evolution of the pathology, as well as evaluating the effectiveness of new therapeutic
approaches.

Keywords: in vitro models; 3D models; cutaneous melanoma, skin cancer, translational
medicine; bioengineered.

Financial support: The São Paulo Research Foundation (FAPESP)
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Introduction: Although melanoma represents only 1% of all skin cancers, it is the one that has
the highest mortality rate. One of the main causes of therapeutic failure is the resistance to
anticancer therapies. TRIB2 protein, from pseudokinases Tribbles family, has been associated
with increased chemoresistance. Rosiglitazone and Pioglitazone are PPARγ agonists, from the
thiazolidinediones (TZDs) family of oral antidiabetics drugs, which have been previously
reported as potential effective therapy for melanoma. However, opposite results were also
verified. Preliminary own unpublished studies found that TRIB2 mRNA expression is decreased
in cultures of adipocytes treated with Rosiglitazone. From here, we hypothesized TZDs could
reduce TRIB2 levels in melanoma cells, and that this effect could be involved in the anticancer
mechanism of action of TZDs.

Materials and Methods: UACC-62 melanoma cells were treated with Rosiglitazone or
Pioglitazone. Protein was extracted to assess TRIB2 levels by Western blot. Viability of parental
UACC-62 and TRIB2-KO cells, treated with Rosiglitazone or Pioglitazone, was evaluated by MTT
assays.

Results: A very mild increase in TRIB2 protein levels was observed after 10μM TZDs treatment for
24h in UACC-62 cells. MTT assays revealed TZDs treatments did not consistently impacted cell
viability, which was TRIB2-independent. PPARγ protein was undetectable in UACC-62 cell line.

Conclusions: Contradicting our initial hypothesis, TRIB2 levels were not reduced in response to
Rosiglitazone or Pioglitazone in UACC-62 melanoma cells. Moreover, TZDs treatment did not
reduce cellular viability in this cell line, which might be a result of the low levels of TZDs target
PPARγ.

44



TOPIC: BIOMARKERS

MARIANA REBORDÃO PIRES
Systemic Inflammatory Index as a prognostic biomarker in metastatic
melanoma patients under immune checkpoint inhibitors
Submitted Abstract no. 15

Mariana Rebordão Pires1, Cláudia Amorim Costa1, Joana C. Monteiro1, Ana Carlota Caetano1, Rita
Félix Soares1, Isabel Domingues1, Emanuel Jesus1, Gabriela Sousa1

1. Medical Oncology Department, Instituto Português de Oncologia de Coimbra,
Portugal

Introduction: Immune checkpoint inhibitors (ICIs) have revolutionized the treatment of
melanoma. Systemic Inflammatory Index (SII) has been evaluated as a prognostic biomarker in
different solid neoplasms, such as melanoma.
The aim of this work was to evaluate the SII prognostic value in metastatic melanoma
patients under first line ICIs.

Methods: Retrospective, single-center study of metastatic melanoma patients who received
first-line ICIs between January/2017 and August/2021.
The SII [Platelets x neutrophil/lymphocyte ratio (NLR)] was calculated before ICIs start
and was considered high if 3572.

Results: Fifty-one patients enrolled, 32 male, median age at diagnosis 67 years [30-84]. Twenty
were stage IV at diagnosis. In patients not stage IV at diagnosis, the median time to metastasis
was 11 months [0-279]. Median follow-up time was 7 months [0-54]. The median progression-free
survival (PFS) and overall survival (OS) was, respectively, 7 months [1.7-12.2] and 19 months
[4.9-33.0]. A total of 24 patients were included in the high SII group. The median PFS and OS
were, respectively, 10 months [95%CI, 4.0-15.9, p=0.008] and 29 months [95% CI, 13.8-44.1,
p=0.022] in the low SII group and 1 month [95% CI, 0.0-3.7, p=0.008] and 7 months [95%
CI, 5.1-8.9, p=0.022] in the high IIS group.
Multivariate analysis, showed as independent predictors of survival the NLR [p=0.001,
HR 0.520, 95%CI 0.349-0.69] and thrombocytosis [p=0.034, HR 0.160, 95%CI 0.055-
0.265].

Conclusion: This paper shows the prognostic value of SII in metastatic malignant melanoma
patients. It may become an important low-cost tool in the management and multidisciplinary
approach of these patients.

45



ANA TOMÁS
Immune profiling in cutaneous melanoma: a prognostic and predictive tool
Submitted Abstract no. 20

Ana Tomás1a, José Maximino1a, Hugo Nunes3a, Rafael Luís1, Cheila Brito1, Diana Saraiva2, Rute
Salvador2, Emanuel Gouveia3, Carolina Pereira3, Victor Farricha4, Cecília Moura5, Elisabete Lopez
Carvalho6, Guadalupe Cabral2, Maria José Passos3, Sofia Cristóvão-Ferreira3b, Marta Pojo1b

1Unidade de Investigação em Patobiologia Molecular (UIPM) do Instituto Português de Oncologia de Lisboa Francisco
Gentil E.P.E, Rua Prof. Lima Basto, 1099-023, Lisbon, Portugal;
2CEDOC, NOVA Medical School, Faculdade de Ciências Médicas da Universidade Nova de Lisboa, Lisbon, Portugal;
3Serviço de Oncologia Médica do Instituto Português de Oncologia de Lisboa Francisco Gentil E.P.E, Rua Prof. Lima
Basto, 1099-023, Lisbon, Portugal;
4Serviço de Cirurgia do Instituto Português de Oncologia de Lisboa Francisco Gentil E.P.E, Rua Prof. Lima Basto,
1099-023, Lisbon, Portugal;
5Serviço de Dermatologia do Instituto Português de Oncologia de Lisboa Francisco Gentil E.P.E, Rua Prof. Lima Basto,
1099-023, Lisbon, Portugal;
6Unidade de Investigação Clínica do Instituto Português de Oncologia de Lisboa Francisco Gentil E.P.E, Rua Prof. Lima
Basto, 1099-023, Lisbon, Portugal
a Ana Tomás, José Maximino and Hugo Nunes contributed equally for this work as first authors.
b Sofia Cristóvão-Ferreira and Marta Pojo contributed equally for this work.

Introduction: Cutaneous melanoma (CM) is the deadliest type of skin cancer, causing 60,000
yearly deaths worldwide. Despite immune-checkpoint blockade therapies revolutionizing
melanoma treatment, the number of responding patients is limited. Considering the immune
system’s role in CM progression and immunotherapy response, we studied CM patients’
immune profile, correlating with clinical evolution, to identify new promising immune
prognostic and predictive biomarkers.

Materials and Methods: Blood and tumor samples were obtained from 52 CM patients post
resection surgery or undergoing immunotherapy, at our host institute. Flow cytometry was
performed for immune cell characterization. THP-1 monocytes were cultured in
melanoma-conditioned media (MCM) from A375 and WM3211 cell lines for 48 hours, and
changes in gene expression were assessed by RT-qPCR.

Results: Our preliminary results suggest that levels of circulating CD8+ T-cells, classical
monocytes, and regulatory T-cells differ between patients that respond to anti-PD1 therapy and
those who do not. However, there seemed to be no significant differences in the frequency of
distinct immune populations between stage III or IV starting immunotherapy. Interestingly,
circulating populations expressing macrophage markers were present in all patient groups. In
vitro, monocytes cultured in MCM revealed augmented expression of CCR2 and VEGFA, and
a tendency to overexpress CSF1, MMP7, and CCL2.

Conclusions: Analysed immune populations showed different tendencies according to
therapy response, indicating potential use as biomarkers. In vitro assays revealed that
melanoma released factors increased gene expression related with monocyte recruitment,
macrophage differentiation, and angiogenesis. Currently, we are further characterizing these
populations and their relation with clinical outcome.
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Introduction: Cutaneous melanoma is the deadliest type of skin cancer and a great concern in
clinical practice. BRD9, a key component of the SWI/SNF (BAF) chromatin remodeling complex,
was identified as a promising susceptibility gene in hereditary melanoma. Metabolic
remodeling is a critical skill of malignant cells, allowing their survival and spread, being cysteine
reliance frequently observed. Therefore, genes involved in cysteine synthesis, transport and
degradation may be crucial in melanoma growth advantage and their expression can be
somehow regulated by BRD9.

Materials and methods: Human melanoma cell line A375 was transfected with mock,
BRD9-wild-type and BRD9-c.183G>C plasmids. The expression of genes encoding enzymes (CBS,
CSE, MPST) and transporters (SLC7A11/xCT and SLC1A1/EAAT3) was analyzed by qPCR. The
expression of xCT and EAAT3 was assessed using immunofluorescence. These data were
correlated with H2S production, employing fluorescent probe AzMC.

Results: Upon high cysteine bioavailability, cells expressing BRD9-c.183G>C are more effective in
degrading cysteine. These cells also express higher levels of MPST and SCL1A1 gene encoding
the MST enzyme and the cysteine transporter EAAT3, respectively. Interestingly, the most well
studied cyst(e)ine transporter xCT, encoded by SLC7A1, is downregulated in cells overexpressing
both BRD9-wild-type and BRD9-c.183G>C.

Conclusion: Our study suggests that BRD9 may be a key regulator of cysteine metabolism and
transport, having MST and EAAT3 as main players. Our preliminary study points that cysteine
metabolism may be part of the metabolic rewired panel benefiting melanoma malignancy,
mainly in tumors presenting BRD9-c.183G>C.
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Introduction: Melanoma with brain metastases is associated with high morbimortality. Phase 3
melanoma studies generally exclude patients with untreated brain metastases, and
pharmacological data on intracranial responses are limited.

Clinical case: An 86-years-old man, who, due to right ptosis, underwent cranial Magnetic
ResonanceImage (MRI) in March 2021 which revealed multiple intra and extracranial lesions
suggestive of secondary deposits. Intraorbital lesions caused exophthalmos of the right eyeball
and increased thickness of ipsilateral extraocular muscles. Computed Tomography of Thorax,
Abdomen and Pelvis (CT-TAP) was performed, which identified multiple pulmonary, hepatic and
splenic nodules and mediastinal and mesenteric ganglia, reflecting neoplastic spread.
In April 2021, the right eyelid lesion was excised, whose anatomopathology identified atypical
epithelioid cells S100P, HMB45, MelanA and SOX10 positive and AE1AE3 negative, compatible
with cutaneous melanoma metastasis and whose molecular biology detected BRAF V600E
mutation. He started first-line with encorafenib/binimetinib for metastatic melanoma in May
2021. As a complication, diarrhea with acute kidney injury is highlighted, with drug suspension
for a week and restart with dose reduction. Over time, there was a significant improvement in
right ptosis. In August 2021, he performed a reassessment cranial MRI, after 3 months of therapy,
which found a dimensional reduction in multiple secondary brain deposits and extraocular
muscles of the right orbit. The CT-TAP identified a favorable response to the instituted therapy,
with a dimensional reduction in lymph node, lung, liver, spleen and subcutaneous deposits.

Conclusion: This case represents an early clinical and imaging response with
encorafenib/binimetinib in the treatment of BRAF mutated melanoma with brain
metastases.
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Introduction: Highly Active Antiretroviral Therapy (HAART) has resulted in higher incidence rates
of non-AIDS defining cancers (NADC)1. Considering the indication of BRAF/MEK inhibitors for
BRAF-mutated melanoma, the discussion about targeted therapies in patients on HAART
becomes relevant.

Clinical Case: A 53-year-old HIV-1 positive man, on HAART since 2007 with controlled infection,
developed in mid-2020 microcytic anemia, bloating, anorhexia and asthenia. His clinical
condition progressed with weight loss and worsening anemia. A CT scan of the abdomen and
pelvis showed a voluminous solid pelvic mass, with apparent origin in the small intestine. The
mass was incompletely excised and histological diagnosis was compatible with BRAF-mutated
melanoma. Systemic staging revealed multimetastatic disease, including visceral. His LDH was
222UI/L. While he was proposed for treatment with Encorafenib and Binimetinib, his HAART
regimen of dolutegravir/lamivudine was changed to darunavir/lamivudine, which was thought
to have less interactions with the antineoplastic treatment. The patient maintains good HIV
control and BRAF/MEK inhibitors with tolerance.

Discussion: HIV-associated immunosuppression is a risk factor for melanoma2,3. This
malignancy seems to have distinct clinical course and worse prognosis in HIV-positive persons1,
although it remains controversial.

1,2,4 BRAF/MEK inhibitors were described to have an immunomodulatory effect5, but there is
limited knowledge about their interactions with HAART, including clinically relevant ones.

Conclusion:In the HAART era, NADC should be considered in the differential diagnosis of pelvic
mass with systemic manifestations. In patients under concomitant BRAF/MEK inhibitors, a
multidisciplinary approach is essential for the optimal care and more data is needed regarding
possible pharmacological interactions.
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Introduction: Metastatic cutaneous melanoma (MCM) is an aggressive disease, with high
mortality. MCM treatment is complex and demands a multidisciplinary team, especially in the
elderly population and when rare mutations in BRAF gene are present.

Methods: Literature review (Pubmed®) and clinical file consultation (SClínico®).

Results: Eighty years old male, ECOG-PS 1, diagnosed with BRAF WT cutaneous melanoma of
the pre-sternal region, stage IIB (AJCC 8th edition), surgically treated in January/2015. In
September 2017, he undergone left axillary lymphadenectomy, with 2 metastatic lymph nodes
from a total of 11 removed. In December 2017, it was identified pulmonary and hepatic
metastasis in CT. Nivolumab 240 mg (14/14 days) was started in January/2018. He completed 48
cycles with cutaneous toxicity (vitiligo G1). In March/2019, he presented hepatic oligoprogression,
locally treated with thermoablation, maintaining nivolumab with clinical benefit. Clinical
surveillance restarted in December/2019.
In February 2020, were identified bone metastasis in left isquiopubic rami and in the skull. Both
lesions were treated with palliative radiotherapy (20 Gy/5 fr). Reintroduction of nivolumab in
August/2020 due to pulmonary and hepatic progression. After the 5th cycle, were diagnosed
cerebral and cutaneous metastasis. Chemotherapy with carboplatin/paclitaxel was initiated but
only completed 2 cycles due to toxicity. Pathology of the 2 metastatic cutaneous nodules
excised in July/2020 identified BRAF K601E mutation. It was started Dabrafenib 150 mg
bid/trametinib 2mg id in January/2021, with partial response. It was re-irradiated a new oligo
progression of an epicranial brain metastasis in August/2021. The patient maintains treatment
with response in the remaining lesions and ECOG-PS 1 to date.

Conclusions: This clinical case shows the complexity of the metastasized MM treatment
and the necessity to ascertain the best therapeutic strategy in rare mutations, as the
BRAF K601E mutation.
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Introduction:Patterns of response to immunotherapy are different to those of chemotherapy
and targeted therapies, making tumour response assessment a challenge. High uptake in
FGD PET/CT can be related to pseudoprogression and immune-related adverse events (irAE). For
this reason, clinical benefit has been considered a criteria for the definition of response. Because
irAE have been associated with anti-PD-1 efficacy, their early detection could be predictive for
response.

Case description: We present a case of a 65 years old female, ECOG PS 1, with past medical
history of hypothyroidism, controlled under levothyroxine. The patient was diagnosed with stage
IIIC malignant melanoma, BRAF wild-type, and was treated with surgery and adjuvant
radiotherapy, but later progressed to metastatic liver and peritoneal disease and was started on
Pembrolizumab. After 5 cycles, the first assessment of response by PET/CT showed a dissociated
response. However, because the patient was clinically improving and LDH was lowering,
treatment was continued. Reevaluation after 12 cycles showed a partial metabolic response.
After 17 cycles, PET/CT showed a diffuse uptake in both thyroid lobes suggesting thyroiditis, and
the patient developed hypothyroidism needing levothyroxine dose adjustment. During the
course of treatment, she also developed vitiligo. Currently the patient has undergone 47 cycles
of Pembrolizumab, maintaining a partial response and good tolerability.

Conclusions: Response assessment during immunotherapy can be challenging. It is important
to compare changes with baseline scans, as well as to consider clinical benefit. Besides
assessing tumour response, FDG PET/CT could also allow early detection of irAE, which could be
predictors of response to treatment.
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Introduction: Patients with stage III malignant melanoma (MM) are at high risk for both
locoregional and systemic recurrences (1). In this report we describe the clinical course of a
77-years old man with a stage III (pT3N1Mx) MM BRAF mutated that accomplished complete
response (CR) (2) after 9th months of anti- PD-1 pembrolizumab.

Materials and Methods: Clinical process review.

Case Description: We describe a case of a 77-years old man diagnosed in 2011 with stage III MM
BRAF mutated, who underwent adjuvant therapy with (IFN-α) with disease progression (DP)
after 18 months- ilioinguinal lymph node metastases. Nextly, the patient was treated with
dacarbazine reaching a complete response (CR) after 12 months. In May 2015, the disease
progressed and the patient was submitted to a complete lymphadenectomy with new DP in
February 2016 (distant node metastasis and muscle psoas). Lastly, he started pembrolizumab in
May 2016, with pseudoprogression in August 2016 - increased dimensions of iliac lymph node
metastasis. Regardless of this fact, the patient continued pembrolizumab and, in October 2016,
achieved a partial response (PR) with concomitant appearance of G2 xerostomy and G2
asthenia. The PR progressed to a currently sustained CR 9 months after the start of
pembrolizumab.

Conclusion: Here, we document a case of a patient with a stage IV MM that initially responded to
dacarbazine (less than 15%) (3), subsequently treated with pembrolizumab, with a sustained CR
and distant metastasis-free survival of 56 months after an initial pseudoprogression in PET- TC,
attesting to the paradigm shift of immunotherapy in melanoma treatment (4).
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