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Letter fromm FCO Editors

Dear Colleagues,

The Hellenic Society of Medical Oncology (HeSMQ) decided to publish the accepted
abstracts for its annual Congress in a supplementary issue of our scientific journal, Forum
of Clinical Oncology (FCO). This was a pivotal decision, highlighting the important role of
FCO in promoting the scientific activity of the society. Hopefully, this relationship will be
further reinforced and such issues will accompany all future HeSMQO congresses as well.
In this issue there are accepted abstracts for the 5th Hellenic Congress of Oncology (5th
HCQO), "Ano toug Xeipdppoug twv MNAnpopopidv otnv Koitn tng MpdEng".

However, it should be noted that this was accomplished only due to the significant
contribution of scientists from several disciplines related to oncology. All have shared
their important work for the conference and also accepted the challenge to publish their
abstracts in this supplementary FCO issue, despite the significant time limitations and
the additional required workload. We are really thankful and we hope that this publication
will further enhance the dissemination of their work.

Since FCO was launched in 2010, as well as during its previous era under the Greek title
"Bripa KAwvikrig OykoAoyiag" eminent Greek Medical Oncologists have successfully led
this publication attempt of HeSMQO. Concomitantly with this supplementary issue, a new
issue of FCO will be released. We hope that these two new releases could successfully
continue the tradition built so far.

Yours sincerely,
Editors in Chief

Michalis Liontos Nikolaos Tsoukalas
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Invitation Letter

Dear Colleagues,

We are writing on behalf of the Editorial Board of Forum of Clinical Oncology (FCO), to
introduce you the official scientific journal of the Hellenic Society of Medical Oncology
(HeSMO, www.hesmo.gr/en) and to invite you to submit your work to our journal FCO.

FCO (Online ISSN: 1792-362X, https://content.sciendo.com/view/journals/fco/fcooverview.
xml) is a web based, open access, peer-review journal launched in 2010, published quarterly.
In fact, it was the evolution of the previous official journal of HeSMO entitled "BrApa KAivikAg
OykoAoyiag" that was published in Greek since 1997.

FCO publishes articles in the field of Oncology providing current and practical information
on prevention, diagnosis and treatment of all neoplasms. Article types of original research
articles, state-of-the-art review articles, short communications, case reports, interesting
oncology images, perspectives, editorials and commentaries relevant to oncology clinical
practice and basic research are included. Furthermore, FCO also does not charge the
authors for article process fee or publication fee.

FCO is currently indexed by many well known databases (for instance Google Scholar,
Publons, SCOPUS, etc.) and we hope that it will be indexed by PubMed soon. Previous
issues of FCO (2010-2014) can be found at the official site of HeSMQO (www.hesmo.gr).

FCO serves as a Forum for communication, presentation of clinical or research data and
exchange of thoughts and ideas, reflecting the ongoing efforts of physicians and scientists
in Greece, in Mediterranean area and worldwide to improve our clinical practice in Clinical
Oncology.

Therefore, we would like to kindly invite all healthcare professionals to submit manuscript
for publication to Forum of Clinical Oncology (FCO) making this journal an interactive
educational tool to acquire knowledge, addressed to all scientists working in Oncology
field. Moreover, we are willing to discuss your own suggestions and thoughts.

Your contribution in the journal FCO will be of great importance with your research interest
focusing on Oncology. We sincerely hope to have a chance to work with you and make the
journal a robust platform for investigators in our field.

Yours sincerely,

Editors in Chief

Michalis Liontos Nikolaos Tsoukalas
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5 Hellenic Oncology Conference (9-11 July 2020)

The first entirely web-based national conference.

The 5th Hellenic Oncology Conference, which had to be postponed due to the SARS-Cov2
epidemic, was finally completed in the summer of 2020 and it will surely be unforgettable
for many reasons. Firstly, it took place entirely online. What does this mean; Virtually all
presentations were videotaped in advance, with the presidents connected in real time to
coordinate the discussion and entertain questions while speakers were requested to be
available at the time of the presentation of their talk. This was the first major national
oncology event in Greece organized in that manner. We can surely say that the whole
endeavor was successful, both from a technical point of view and for the high quality of
presentations, but also in terms of the number of remote participants that exceeded 800.

Let us recall that it was jointly organized by the Hellenic Society of Medical Oncology
and the Hellenic Society of Radiation Oncology, in collaboration with the Associations of
Surgical Oncology, Pathological Anatomy and the Oncology Nursing sector of the National
Association of Nurses of Greece. The very motto of the conference "From the Torrents of
Information to the Riverbed of Clinical Practice" gave the tone and style of the conference
that honored the collaborative nature of the practice of oncology and paid tribute to
pragmatic oncology which is grounded in the reality of daily practice. For this reason,
the conference included many practical topics such as the very successful round tables
organized by the Young Oncologists of HeGYO and were related to practical and specific
guestions related to immuno-oncology. We were really proud of the youngest generation
of colleagues whose discussions attained high standards, allowing optimism for the future

of oncology in Greece.

The official conference was preceded, as usually, by a whole day of industry-sponsored
presentations offered by reputable colleagues, also very helpful and informative. The main
conference was characterized by the intention to address most issues related to the
practice of oncology at large, the character and soul of oncology we could say, such as

the upgrading of oncology centers, the ever-lurking syndrome of burnout, the requirements
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for an effective model much needed palliative care and the deficiencies thereoff, concerns
about guidelines and regulatory models of new drug approval administration and such. The
need for a good cooperation between oncologists and radiation oncologists, cooperation
that is necessary for achieving the best outcomes, was again stressed. In Greece, we are
in the happy position to say that such a model of gracious interactions has been forged by
the good and personal relations between members of these two specialties. Common strive
for optimal oncological outcome constitutes the basis of this commendable relationship.
Round tables related to collective management of gastrointestinal tumors or prostate
cancer served as examples, aiming at demonstrating the importance of inter-specialty

communication.

In the context of global and multinational collaboration and exchange of information, the
round tables organized in collaboration with the European companies ESMO and ESTRO
were of particular importance. Several more foreign speakers participated such as Prof.
Ascierto who successfully addressed issues related to the use of ICTs, while Johns Hopkins
Professor Dr Makary began his talk by discussing the changes in mentality and practice
due to the pandemic. At the end of his talk he presented the "Cancer Expert Network", a
free consulting service for oncologists provided in Greece through HeSMOQO. Hence, there
is no doubt that the 5th Hellenic Oncology Conference was a dense, collaborative, useful,
multifaceted, realistic, holistic, enlightening, different and interesting conference, which
suggests the directions of the future. It was really worth attending for anyone related to
the treatment of cancer.

What can be said about this novel format of conferences? It is true that the plentiful of
audience questions, debates and controversies were lacking. We had been accustomed
to such face-to-face interactions which often were more important than the lectures
themselves. Although the current format enabled questions from the audience to be posed
electronically, it is true that the distancing was not conducive to audience participation and
there was paucity of interaction, partially covered by the discussion among chairpersons
and speakers. It is true that the chairs did a great job trying to enrich the discussions,
undertaking themselves the duty to address key questions to the speakers, thus acting
as representatives of the public who were perhaps hesitant or unfamiliar with asking
through the online platform. On the other hand, it is perhaps a good mental exercise to
just listen and think in private about the information provided by the erudite speakers. All
activities of the conference were posted on the LiveMed platform (https://www.livemed.

gr) from where everyone can watch them at ease, at any time.
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What does the future hold? We got the first experience of a large-scale webinar. We
are still on the ascending part of the learning curve. The experience was useful, but we
certainly lacked the immediacy of the live communication. We will probably remain with
internet-based conferences, at least for the immediate few months However, the times
are constantly changing and this new experience will definitely influence us and what is
to come. Hybrid conferences will probably be the way to go, as more people become
familiarized with attending via internet. Maybe in the future we will successfully encompass
the good of both worlds, physical interaction and real-time electronic dissemination of
information. Fare forward travelers!

With kind regards
The Presidents of the Organizing Committee
loannis Boukovinas Georgios Pissakas

Medical Oncologist Radiation Oncologist

The Presidents of the Scientific Committee

Alexandros Ardavanis Christos Emmanouilides Georgios lliadis
Medical Oncologist Medical Oncologist Radiation Oncologist
Michalis Karamouzis Vasileios Kouloulias Georgios Pissakas
Medical Oncologist Radiation Oncologist Radiation Oncologist
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UMI-NGS FOR THE ANALYSIS OF LIQUID BIOPSIES
IN NSCLC PATIENTS

Papadopoulou E.", Tsoulos N., Tsantikidi A.", Metaxa-Mariatou V.', Kladi-Skandali A.",
Kapeni E', Tsaousis G.", Pentheroudakis G.?3, Aravantinos G.4, Varthalitis |.5,

Kesisis G.8, Boukovinas |.7, Papakotoulas P8, Katirtzoglou N.®, Athanasiadis E."°,
Flora Stavridi'', Christos Christodoulou’, Anna Koumarianou'®, George Nasioulas’

'GeneKor MSA, Athens, Greece

2Department of Medical Oncology, School of Medicine, loannina, Greece

3Society for Study of Clonal Heterogeneity of Neoplasia (EMEKEN), loannina, Greece
“Second Department of Medical Oncology, Agii Anargiri Cancer Hospital, Athens, Greece
1st Oncology Department Henry Dunant Hospital Center, Athens, Greece

0ncology Department, Saint Luke Private Hospital, Thessaloniki, Greece

’BioClinic Thessaloniki, Thessaloniki, Greece

8First Department of Clinical Oncology, Theagenio Hospital, Thessaloniki, Greece
SEuroclinic, Athens, Greece

"Department of Medical Oncology, Mitera Hospital, Athens, Greece

""Fourth Department of Medical Oncology, Hygeia Hospital, Athens, Greece

2Second Department of Medical Oncology, Metropolitan Hospital, Athens, Greece
Hematology Oncology Unit, Fourth Department of Internal Medicine, Attikon University Hospital, Athens, Greece

Introduction:  Analysis of circulating tumor nucleic acids in plasma of Non-Small Cell Lung Cancer (NSCLC) patients is the most widespread and
documented form of “liquid biopsy” and provides real-time information on the molecular profile of the tumor without an invasive tissue

biopsy.

Aim: The aim of this study was to investigate the feasibility of ctNA analysis in everyday practice, using a sensitive NGS approach in patients
with NSCLC. The plasma mutation distribution was calculated in newly diagnosed patients as well as in patients at progression on
treatment with EGFR TKIs.

Methods: Liquid biopsy analysis was requested by the referral physician in 121 NSCLC patients at diagnosis and was performed using a

sensitive Next Generation Sequencing assay. Additionally, a comparative analysis of NSCLC patients at relapse following EGFR
Tyrosine Kinase Inhibitor (TKIs) treatment was performed in 50 patients by both the cobas and NGS platforms.

Results: At least one mutation was identified in almost 49% of the cases by the NGS approach in NSCLC patients analyzed at diagnosis. In
36 cases with paired tissue available a high concordance of 86.11% was observed for clinically relevant mutations, with a Positive
Predictive Value (PPV) of 88.89%. Furthermore, a concordance rate of 82% between cobas and the NGS approach for the EGFR
sensitizing mutations (in exons 18, 19, 21) was observed in patients with acquired resistance to EGFR TKIs, while this concordance
was 94% for the p.T790M mutation, with NGS being able to detect this mutation in three 3 additional patients.

Conclusions:  This study indicates the feasibility of circulating tumor nucleic acids (ctNA) analysis as a tumor biopsy surrogate in clinical practice for
NSCLC personalized treatment decision making. The use of new sensitive NGS techniques can reliably detect tumor-derived mutations
in liquid biopsy and provide clinically relevant information both before and after targeted treatment in patients with NSCLC. Thus, it
could aid physicians in treatment decision making in clinical practice.
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EPIDEMIOLOGICAL FEATURES OF PATIENTS WITH
NEUROENDOCRINE NEOPLASMS (NENSs): PRELIMINARY
RESULTS OF AN OBSERVATIONAL STUDY BY THE
HELLENIC SOCIETY OF MEDICAL ONCOLOGY (HeSMO)

Koumarianou A., Tsoukalas N., Syrigos K., Demiri S., Ziras N., Kampoli K., Ntavatzikos
A., Evangelou,l. Binas G., Stergiou E., Papafilli A., Tzouda V., Sarikaki K., Karadimou A.,
Kamposioras K., Souglakos I., Athanasiadis A., Varthalitis I., Georgoulias V., Boukovinas I.

On behalf of the Hellenic Society of Medical Oncology (HeSMO, http.//www.hesmo.gr/en), Athens, Greece

Introduction:

Methods:

Results:

Conclusions:

NENs are rare tumors and can grow in almost all tissues. Regardlesshistological, molecular and imaging characteristicsthat are
indicative of the primary origin, a significant percentage remain of unknownprimary.

A prospective observational study was conducted by HeSMQin Oncology Departments to register patients with histologically
confirmed NEN. Inclusion criteria were: a) residencyin Greece, b) treatment by medical Oncologist in Greece, ¢) Age > 14 years and
d) signed informed consent.

169 patients (pts) diagnosed with NENswere enrolledof 6 centers from 1/2012to 12/2018. The female to maleratio (90/79) was 1.1
and the age range was 19-89 years (ys). The higher incidence concerned the age range 60-69 ys(30.1%; 51 pts), followed by 70-79
ys(21.8%; 37pts) and 50-59 ys(20.7%; 35pts). The most frequently primary sites were lung (28.4%; 48 pts), pancreas (15.95%;27pts)
and stomach (15.38%; 26 pts). Less frequent were ileum/small intestine (6.5%;11 pts), cecum (4.73%; 8pts), colon (2.36%; 4pts),
rectum (1.77%; 3pts) and duodenum (0.6%; 1pt). Less common primary sites were in 20.11% (34 pts) whereasin4.13% (7pts)
they wereunknown primary tumors. The distribution of stagesat diagnosis, were early stage in 20%, locally advanced in 48% and
metastatic in32%pts. Results regarding histology and treatments will be presented as well.

These are preliminary results from the largest prospective NEN registries in Greece. Due to the increased training of NEN specialists
in pathologyand the improved imaging methods, NENS are increasingly recognized. However, a large percentage of pts arediagnosed
in locally advanced or metastatic stages. It is necessaryto improve the rates of early diagnosis and identification of NENs.
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HIGH FREQUENCY OF PATHOGENIC VARIANTS IN
EPITHELIAL OVARIAN CANCER PATIENTS — COMBINATION
OF GERMLINE AND TUMOR GENETIC TESTING OFFERS
THE OPTIMUM DIAGNOSTIC BENEFIT

Fostira F.", Apostolou P', Kalfakakou D.', Dellatola V.', Papathanassiou A.", Lypas G.2,
Saloustros E.2, Saridaki Z.2, Liontos M.2, Bournakis E.2, Timotheadou E.2, Athanasiadis
E.2, Aravantinos G.2, Koumarianou A.2, Andreadis C.2, Androulakis N2, Assi A2, Dokou A2,
Korantzis I.2, D. Mauri?, Karageorgopoulou S.2, Kesisis G?, Fountzilas G.2, Maragouli E.2,
Dimitrakopoulos F.2, Kourousis C.2, Linardou E.2, Anagnostopoulos A?, Katsaounis P2,
Papadimitriou C.2, Papatsimbas G.2, Christodoulou C.2, Tryfonopoulos D.2, Karanikiotis
C.2, Barbounis V. 2, Nikolaou M. 2, Stribakos A.2, Fotiou C. 2, Daliani D. 2, Emmanouilidis C?,
Kotteas E. 2, Lambropoulos S.2, Kalykaki A. 2, Bankousli I. 2, Nikolaidis E.2, Panopoulos C.2,
Papadopoulos V.2, Papadopoulos G.2, Bokas A.2, Razi E.2, Christopoulou A.2, Psyrri A.2,
Argyris A.2, Gioulbasanis I.2, Diamantidou E.2, Avraam A.2, Zlatintsi T.2, Kentepozidis N.2,
Kosmidis P2, Malamos N.2, Papandreou C.2, Pektasidis D.2, Samantas E.2, Sougleri M.?2,
Syrios 1.2, Tzaninis D.2, Tolis C.2, Fassas A.2, Athanasiadis A.2, Varthalitis I.2, Boukovinas I.2,
Yannoukakos D.', Konstantopoulou I."

'"Molecular Diagnostics Laboratory, INRASTES, National Center for Scientific Research ‘Demokritos’, Athens, Greece
2Hellenic Society of Medical Oncology “HeSMQ”, Athens, Greece

Epithelial Ovarian Cancer (EOC) diagnosis can be used as a standalone criterion for genetic testing referral, regardless of family history or age at
diagnosis. The purpose of the present study is the identification of pathogenic variants in genes, the protein products of which participate in DNA repair
through homologous recombination, in EOC patients. Through the discovery of such variants, appropriate candidates for targeted therapy with PARP
inhibitors can be identified.

Germline DNA from 944 EOC patients was collected and analyzed for the presence of pathogenic variants in 94 genes implicated in DNA repair and/or
cancer predisposition, through the utilization of Trusight® Cancer Panel. Additionally, 111 tumors were collected, from patients with a negative germline
test result and analyzed for the presence of somatic pathogenic variants in the BRCA7 and BRCA2 genes.

In total, 34% (321/944) of patients carried germline pathogenic variants in 13 genes known to be associated to EOC predisposition. Apart from BRCA1
& BRCA2 pathogenic variants, which represented 88.4% of the total findings, RAD57C pathogenic variants were the next most common identified,
representing 4,1% of the findings. The vast majority of germline genetic defects (97.1%) were observed in genes participating in the homologous
recombination repair pathway. Subsequently, 11,7% (13/111) of ovarian tumors bore somatic BRCA1 & BRCA2 pathogenic variants, with variant allele
frequencies (VAF) ranging from 9% to 47%.

The present work highlights the remarkably high frequency of pathogenic variants in HR genes, discovered through sequential screening of germline
and tumor DNA of EOC patients. This is a significant contribution to the proper identification of suitable candidate patients for targeted therapies.
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CELL-FREE CIRCULATING DNA KINETICS AND DNA
METHYLATION MARKERS AS PROGNOSTIC FACTORS
FOR SURVIVAL OF PROSTATE CANCER PATIENTS

Biziota Ei.", Balgkouranidou .7, Koukaki T.", Karamitrousis E.", Sadi M.", Chatzaki A.?2
Amarantidis K., Xenidis N.", Lianidou E.3, Kakolyris S."

'Department of Oncology, Medical School, Democritus University of Thrace, Alexandroupolis, Greece
2Laboratory of Pharmacology, Medical School, Democritus University of Thrace, Alexandroupolis, Greece
SAnalysis of Circulating Tumor Cells Lab, Laboratory of Analytical Chemistry, Department of Chemistry,
University of Athens, University Campus, Athens, Greece

Introduction:  Cell-free DNA levels are distinctly increased in most patients with prostate cancer (PCA). It is established that a small fraction of the
DNA is derived from the tumor itself and epigenetic (DNA methylation) alterations are regularly detected in patients with PCA. The
detection of increased DNA levels and tumor-specific DNA methylated sequences may provide diagnostic and prognostic information.

Aim: The aim of the present study was to analyze the cfDNA concentrations at different time points and to detect DNA methylation profile
of APC and RASSF1A genes, in order to assess the value of these biomarkers for prognosis.
Methods: Plasma samples were obtained from 50 patients with metastatic prostate cancer, at the beginning of the first-line treatment (baseline),

one month and two months later. Cell-free circulating DNA was isolated from 500 wL of plasma, using a commercially available kit and
quantified using a fluorometer. Plasma from 25 healthy individuals was collected and used as a control group. The extracted DNAs
were subjected to a sodium bisulfite conversion reaction. Real time methylation specific PCR for each gene was performed.

Results: The median levels of ¢fDNA in the baseline samples of PCA patients (n = 50) were higher than controls (n=25) but tend to diminish
during the different time points. At the baseline APC was found to be methylated at 29/50 (58%) and RASSF1A 32/50 (64%), but no
significant alteration at the methylation levels of these two genes was observed at the following time points. In the survival analysis,
the group with baseline methylated APC and RASSF1A tend to not reach the median survival point. Furthermore, there were strong
positive correlations between Gleeson score APC and RASSF1A methylation (P values <0.04).

Conclusions:  These results are promising and further studies in a larger cohort of patients are required to explore the prognostic significance of
these markers in metastatic prostate cancer.
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ADVANCED LUNG CANCER INFLAMMATION INDEX
(ALI SCORE) AS A BIOMARKER OF IMMUNOTHERAPY
EFFICACY IN PATIENTS WITH ADVANCED NON-SMALL-
CELL LUNG CANCER

Mountzios G.', Samantas E.2, Bartzi D.%, Gountas |.4, Zervas E.®, Tzanos D.', Samitas
K.5, Angelaki S.8, Kyriakidis G.2, Makrakis D.8, Ardavanis G.2, Rounis K.8, Giannakakou M.2,
Baka S.7, Georgakoudi E.7, Nikolaidi A.8, Athanasiadis |.8, Kokkotou E.®, Christopoulou A."°,
Pentheroudakis G.'", Lianos E."2, Dellas P'", Mavroidis L."", Linardou E."'3, Sgourou S."3,
Kosmidis P4, Economopoulou P '3, Psyrri A."5, Andreadis C.'8, Fountzila E."”, Emmanouilidis C. "8,
Touroutoglou N.'8, Oikonomopoulos G.'8, Saridaki Z.2°, Lainakis G.2', Rigakos G.?2, Razi E.??,
Michailidis P22, Rigas G.23, Perdikouri E.-1.23, Tsoukalas N.24, Boukovinas |.2%, Syrigos K.®

2nd Oncology Department and Clinical Trials Unit, Henry Dunant Hospital Center, Athens, Greece
23rd Oncology Department, “Agioi Anargyroi” Cancer Hospital, Athens, Greece

SFaculty of Medicine, National and Kapodistrian University of Athens, Athens, Greece

“Laboratoty of Hygiene, Epidemiology and Medical Statistics, Faculty of Medicine, National and Kapodistrian University of Athens, Athens, Greece
S7th Pneumonology Clinic , “Sotiria” Hospital, Athens, Greece

%0ncology Department , University of Irakleion School of Medicine, Crete, Greece

’Oncology Department, Interbalkan Medical Center, Thessaloniki, Greece

80ncology Department, “Mitera” Hospital, Athens, Greece

93rd Department of Internal Medicine, “Sotiria” hospital, University of Athens School of Medicine, Athens, Greece
°Oncology Unit, General Hospital of Patras ‘Agios Andreas”, Patras. Greece

""Oncology Department, University of loannina School of Medicine, loannina, Greece

22nd Oncology Department, “Metaxa” Cancer Hospital, Pireaus, Greece

34th Oncology Department, Metropolitan Hospital, Pireaus, Greece

“2nd Oncology Department, “Ygeia” Hospital, Athens, Greece

*Oncology Department, “Attikon” University Hospital, Athens, Greece

'°3rd Oncology Department, “Theageneion” Cancer Hospital, Thessaloniki, Greece

172nd Oncology Department, “Euromedica” Clinic, Thessaloniki, Greece

'82nd Oncology Department, Interbalkan Medical Center, Thessaloniki, Greece

'92nd Oncology Department, Metropolitan Hospital, Pireaus, Greece

20ncology Department “Asclepius” Clinic, Irakleion, Crete, Greece

211st Oncology Department, Henry Dunant Hospital Center, Athens, Greece

223rd Oncology Department, “Ygeia” Hospital, Athens, Greece

20ncology Department, “Achilopouleio” General Hospital of Volos, Volos, Greece

20ncology Department, 401 General Army Hospital, Athens, Greece

20ncology Department, “Bioclinica”, Thessaloniki, Greece

Introduction  To date, there is no optimal surrogate of immunotherapy efficacy in advanced non-small-cell lung cancer (NSCLC). Advanced Lung
Cancer Inflammation Index (ALI score: body mass index X serum albumine/blood neutrophil-to-lymphocyte ratio) reflects the systemic
inflammation of the host and is easily reproducible in routine clinical practice.

Methods We retrospectively analyzed patients with stage Ill or IV NSCLC who received PD1/PD-L1 inhibitors alone or in combination with
chemotherapy in any line of treatment in 25 cancer centers in Greece. For every patient we recorded demographic, somatometric and
clinicopathological characteristics, as well as clinical outcomes of immunotherapy. ALI score was evaluated as a marker of efficacy
through appropriate statistical tests.

Results Seven hundred and three (703) patients were included in final analysis, of whom 71.7% were men, 67.2% had tumors of
adenocarcinoma histology, 88.4% had stage IV disease at diagnosis, 39.4% received immunotherapy as 1st-line treatment and 74.9%
as monotherapy. Median age at diagnosis was 68 years, median BMI was 25.1 kg/m2, median albumin level was 3.9 g/dl and 35.4%
of the patients had PD-L1 expression>50%. Using the bibliographic cut-off value of 18 for ALI, patients with ALI>18 had significantly
longer PFS (12 vs 5.6 months, p<0.001) and OS (23.1 vs 12.0 months, p<0.001). In multivariate analysis, patients with ALI>18 had
a 42% lower probability of disease progression and 50% lower probability of death as compared to those with ALI<18, independent
of Performance Status, stage at diagnosis, line of treatment and level of PD-L1 expression. There was no statistically significant
correlation of ALI with objective response rates to immunotherapy (PD vs CR or PR or SD, p=0.623).

Conclusions ALl score correlates with clinical benefit from immunotherapy in advanced NSCLC and may assist decision-making in clinical practice.



FCO Supplementary issue 11 (2) / 2020
DOI: 10.2478/fco-2018-0035

APPROPRIATE TREATMENT SELECTION IN HARD TO
TREAT CANCERS USING NGS: DETERMINATION OF A
COMPREHENSIVE TUMOR PROFILE

Papadopoulou E.", Tsantikidi A.", Metaxa-Mariatou V.', Kladi-Skandali A.", Kapeni E",
Tsaousis G.", Razis E.2, Tsiatas M.2, Galani H.4, Xanthakis I.°, Lipas G.8, Stavridi F7,
Boukovinas 1.8, Andreadis C.®°, Trafalis D.'9, Nasioulas G.'

'"GENEKOR MSA

2Third Department of Medical Oncology, Hygeia Hospital, Marousi, Athens, Greece
3Department of Oncology, Athens Medical Center, Marousi, Greece

“Second Department of Medical Oncology, ‘Metropolitan’ Hospital, Piraeus, Greece
SAgios Loukas, Thessaloniki, Greece

81st Oncology Clinic, Hygeia Hospital, Athens, Greece

"Fourth Department of Medical Oncology, Hygeia Hospital, Athens, Greece
8BioClinic Thessaloniki, Thessaloniki, Greece

Theagenio Hospital, Thessaloniki, Greece

"®Henry Dunant Hospital Center

Introduction:

Aim:

Methods:

Results:

Conclusions:

The analysis of the molecular profile of tumors is now becoming a reality, mainly due to next-generation sequencing technology (NGS)
and can be used to personalize the therapeutic approach in cancer patients.

The present study aimed to investigate the molecular profile results obtained by using a pancancer NGS panel for cancer treatment
selection. A variety of tumor types have been analyzed, including aggressive and hard to treat cancers such as pancreatic cancer.
Besides, the clinical utility of immunotherapy biomarkers (TMB, MSI, PD-L1) was also explored.

NGS analysis was conducted using a panel of 161 genes in tumor tissues from 451 cancer patients. Furthermore, analysis of
Microsatellite Instability, Tumor mutational burden (TMB) and PD-L1 expression analysis was performed in 201 cases.

451 patients with various types of cancer were analyzed, such as pancreas, lung, breast, colon, ovary, prostate, brain, and others.
A total of 594 pathogenic mutations in 91 genes were detected in 76.5% of the patients analyzed. 7.10% of the patients harbored a
mutation in a gene of homologous recombination, which could be used as a predictive biomarker of response to treatment with PARP
inhibitors. 33.37% of patients had a mutation in a gene associated with on label or off label treatment, while 42.13% of the findings
could give them access to a clinical trial. Regarding immunotherapy markers, microsatellite instability was detected in 3.89% and PD-
L1 positivity in 30.49% of patients. TMB showed a significant variation between patients, with a minimum value of 1.9 and a maximum
of 82.8 mutations/MB. In addition, as expected, the median TMB value varied among cancers with the lowest value being observed in
sarcomas and the highest in NSCLC.

The multigene NGS analysis allowed the simultaneous analysis of predictive biomarkers in both targeted therapies and immunotherapy,
identifying a clinically important finding in 75.5% of patients tested.
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Introduction:  Extramammary Paget’s disease (EMPD) is a rare intraepithelial carcinoma and accounts for only 6.5% of Paget’s disease. It appears
as an erythematous plaque and it is usually associated with carcinoma of the apocrine sweat glands (primary) or colorectal and
urogenital cancer (secondary). Although it usually develops slowly, in 20% of cases it can progress into invasive carcinoma and give
lymph node and distant metastases. To date, various chemotherapeutic regimens have been tested in metastatic EMPD, as well as
drug combinations including trastuzumab in HER2 (+) tumors, but the prognosis generally remains poor, with a median survival of
approximately 1.5 years.

Aim: The description of a rare case of metastatic EMPD and the review of bibliographic data concerning the therapeutic approach.

Case: A 67-year-old woman was diagnosed with non-invasive perineal Paget’s disease 10 years ago. Due to local recurrence, she underwent
vaginectomy 4 years ago and since then follow-up biopsies were performed every 6 months because of positive surgical margins. 1.5
years ago, she developed swelling and redness of the lower left extremity related to lymphedema. Diagnostic imaging showed a solitary
liver metastasis and pathologically enlarged inguinal, iliac and paraaortic lymph nodes. An inguinal lymph node biopsy revealed a
poorly differentiated adenocarcinoma CK7 and CK20 positive, CDX2, PAX8, uropladin, TTF1, P63, HER2 negative, consistent with the
known Paget’s disease. Further staging with mammaography, breast MR, cystoscopy and colonoscopy did not reveal any pathological
findings. Eventually the patient began chemotherapy with docetaxel and carboplatin based on data showing docetaxel activity as
monotherapy or in combination with S-1. Serial imaging tests after 8 cycles of treatment showed an ongoing response with reduction
in the size of the liver lesion, disappearance of the enlarged lymph nodes and improvement of the lymphedema. Since the last 3
months the patient has been taking a treatment break and she remains in good clinical condition.

Conclusion: Metastatic EMPD is a carcinoma with a poor prognosis and very few data exist on its treatment. The case of our patient shows that
the combination of docetaxel/carboplatin could be added to the therapeutic quiver for this rare disease.
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Introduction:

Methods:

Results:

Conclusions:

The purpose of this prospective multicenter observational study was to describe the clinicopathological and treatment characteristics
of patients (pts) with pancreatic adenocarcinoma (PC) in Greece. Secondarily, the study aimed to collect data about the effectiveness
of the local and systemic therapies in terms of survival parameters.

Clinicopathological and treatment data were prospectively collected from 2/2016 to 2/2018 from the files of 200 pts in 20 participating
centers. Disease-free survival (DFS), progression-free survival (PFS) and overall survival (OS) were analyzed by the Kaplan-Meier
method.

Median age at PC diagnosis was 65 years (range 17-84) and male-to-female ratio was 1.2.Median body mass index was 23.8 (range
14.2-37.8). PS(ECOG) was 0 in 88 (44%) pts. Baseline median serum CA19-9 levels were370 U/mL (range 0.6-1,000,000). Rare
histological subtypes were acinar cell carcinoma in 3 (1.5%) pts, adenosquamous carcinoma in 3 (1.5%), squamous cell carcinoma
in 1 (0.5%) and mucinous carcinoma in 1 (0.5%). Seven pts (3.5%) were diagnosed with stage I, 11 (5.5%) with stage IIA and 35
(17.5%) with stage IIB. Of them, 41 (77.4%) pts received adjuvant and 2 (3.8%) neoadjuvant chemotherapy. Median DFS was 24.9
months (95%Cl, 16.9-33.0) and median OS 40 months (95%Cl, 25.3-54.6). Also, 24 pts (12%) were initially diagnosed with stage
ll'and 119 (59.5%) with stage IV. Eighty pts with stage IV disease had liver (67.2%), 22 had distant lymph node (18.5%) and 18
had peritoneal metastases/ascites (15.1%), while 49 (41.2%) had metastases in other organs.Of pts with stage Ill/IV disease, 88
(61.5%) received nab-paclitaxel/gemcitabine, 24 (16.7%) received FOLFIRINOX/XELOXIRI, 16 (11.2%) gemcitabine monotherapy and
13 (9.1%) other regimens. Median PFS was 7.8 months (95%Cl 6.5-9.2) for stage Ill and 7.1 months (95%Cl 5.2 — 9.0) for stage IV
pts. Median OS was 14.2 months (95%Cl 9.2 — 19.2) for stage IIl and 13.5 months(95%Cl 11.5 — 15.4) for stage IV pts.

In this study, we described the status of care of pancreatic cancer in Greece in an attempt to improve the therapeutic standards.
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Introduction:

Aim:

Methods:

Results:

Conclusions:

In 2019, European Working Group on Sarcopenia in Older People (EWGSOP2) revised the consensus criteria on definition and
diagnosis for sarcopenia.

To estimate the prevalence of sarcopenia by applying the recently revised definition criteria in a sample of newly diagnosed elderly
patients with metastatic tumors prior to treatment initiation.

Patients >65 years old, referred for induction/first line therapy were eligible. Handgrip Strength (HGS) was used to estimate muscle
strength and skeletal muscle index (SMI) from computed tomography in the 3rd lumbar vertebra (L3) was used to estimate muscle
mass (muscle quantity). Gait Speed Test (GST) was used to assess physical performance status for the assessment of sarcopenia
severity.

In total 45 patients (69% men) with mean age [+ Standard Deviation (SD)] 77.4 years (* 6.8 years) were evaluated. 42.2% of the
patients (n=19) were classified as sarcopenic. Sarcopenia severity was estimated for 34 patients for whom gait speed test was
available, with 23,5% of the sample (n=8) being severe sarcopenic. Patients mean values (£SD) for HGS, SMI and GST was 25,6
kg (= 9.3), 42,9 cm?¥m? (+ 6.9) and 0.87 m/sec (= 0.3) respectively. From the confounding factors that were analyzed, older
age significantly affected the prevalence of sarcopenia (p value =0.002). Survival analysis showed that non-sarcopenic patients
achieved a significantly higher overall survival compared with sarcopenic patients (12.9 months vs 6.0 months), p = 0.02. Based on
multivariate cox regression analysis presence of sarcopenia increased the risk of death by 68% after adjustment for age and tumor
site (HR 0.32 95% Cl 0.12-0.87, p = 0.02).

Prevalence of sarcopenia, using the international consensus definition criteria according to EWGSOP2, is high in elderly patients
with metastatic cancer already at the time of the diagnosis. Presence of sarcopenia is independently associated with shorter overall
survival.
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Introduction:  CAT is the 2"leading cause of death in oncology patients and there is need for thrombosis management across the natural history
of cancer because of its dynamic nature. Anticoagulant therapy is the cornerstone of prevention and treatment, since thrombosis
interferes with cancer treatment, increases health care resource utilization, imposes emotional and economic burden.

Methods: A prospective observational study conducted by HeSMOacross Greece, aiming to record the clinical practice of CAT prophylaxis in
patients with solid tumors. Ambulatory, high risk for thrombosis,activecancer patients who received thromboprophylaxis are enrolled
after signing informed consent.

Results: Preliminaryresultsare collected from 17 oncology departments. From the 272 enrolled patients, 176 (64.7%) have completed second
visit (3-4 cycles of anticancer treatment). Primary cancers included: lung 31.3%, pancreas 26.1%, colorectal 13.6%, gynecological
cancers 10.2%, stomach 7.8%, bladder 6.3%, and others. 75.6% of the patients had metastatic disease. 1/3 of the patients were
smokers or ex-smokersand 33% underwent surgery. Most ofpatients (65.9%) were at 1t line treatment and 17.6% at 2" line.The
vast majority (90.3%) were treated with High-Risk for Thrombosis Chemotherapy Agents (HRTCAs) such as cisplatin etc. Regarding
Khorana score, 65.1% of patients had >2. In particular, 86.7% of patients with Khorana score <1 received HRTCAs while 95.4% of
patients with score=2.All patients received thromboprophylaxis, specifically: 93.0% tinzaparin, 5.2% fondaparinux and 1.8% other
(enoxaparin, bemiparin) with average duration 5.3+3.1 months. 67.1% of patients received higher than standard prophylactic doses.3
patients (1.7%) experienced thrombotic events (2DVT and 1 PE). These 3 patients had metastases and were treated withHRTCAs.
Fivegrade 1 bleeding events were reported (2.8%).

Conclusions:  Thromboprophylaxis of CAT is both safe and effective. Oncologists are alerted about CAT negative influences in cancer patients’
prognosis. Apart from Khorana score, factors such as metastases, use of HRTCAs along with drug-drug interactions, increase the
LMWHs usage often in higher than prophylactic doses in CAT management.
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Introduction:  The aim of the current study was to examine the prognostic significance of inflammatory biomarkers in patients with locally advanced
or metastatic pancreatic adenocarcinoma undergoing first-line chemotherapy with nab-paclitaxel and gemcitabine.

Aim: To investigate the prognostic role of infiammatory biomarkers in patients with advanced pancreatic adenocarcinoma undergoing first-
line chemotherapy.
Methods: Inthe current cohort study data from 57 patients were retrospectively collected. All patients had histologically or cytologically confirmed

pancreatic locally advanced or metastatic adenocarcinoma and were treated with first-line nab-paclitaxel and gemcitabine from July
2014 to February 2020. White cell (WBC), neutrophil (NEUT), lymphocyte (LYMPH), monocyte (MONO) and platelet (PLT) blood
levels during the last two days before the start of the first cycle of chemotherapy were measured. Median neutrophil to lymphocyte
ratio (NLR), median monocyte to lymphocyte ratio (MLR), median systemic inflammatory response index (SIRI=NEUT x MONO/
LYMPH) and median platelet-to-lymphocyte ratio PLR were calculated.

Results: Median age was 67 years (range, 43-81), while 29 (50.9%) male and 28 (49.1%) female patients were included in the study. PS
(ECOG) was zero in 32 (56.2%) patients, one in 21 (36.8%) and two in 4 (7.0%) patients. Forty seven (82.5%) patients had stage IV
and 10 (17.5%) had stage Il disease. After a median follow-up of 20.6 months (range, 1.1-37.3), 48 (84.2%) developed progressive
disease and 41 (71.9%) died of disease. Median progression-free survival (PFS) was 5.1 months (95%Cl, 3.6-6.6) and median overall
survival (OS) was 9.9 months (95%Cl, 6.2-13.6). Patients with stage Il had median PFS 9.2 months (95%Cl 3.0-15.4), while stage
IV patients had median PFS 5.1 months (95%Cl 3.3-6.9), with statistically significant difference (p=0.011). Increasing NLR levels
were correlated with poorer PFS (HR 1.10, 95%Cl 1.01-1.20,p=0.033) but not with 0S (HR 1.07,95%Cl 0.98-1.18,p=0.139). Cox
proportional hazard models confirmed that higher NLR levels were independently associated with poorer PFS (HR 1.14, 95%CI 1.03-
1.25, p=0.009) and poorer 0S (HR 1.11, 95%Cl 1.01-1.23,p=0.037). Also, PS ECOG 1-2 (compared to PS 0) showed independent
prognostic significance for PFS (HR 2.51, 95%Cl 1.34-4.69,p=0.004) and OS (HR 3.00, 95%Cl 1.53-5.76, p=0.001). In contrast,
tumor stage did not demonstrate independent prognostic significance. Exploratory analysis examined the prognostic significance
of different NLR cutoffs (by increasing the NLR value by 0.5) for PFS and 0S. The best cutoff was NLR >4 vs. <4. Median PFS of
patients with NLR >4 was significantly shorter compared to NLR <4 (3.1 vs. 6.0, respectively, p=0.005). Also, median OS of patients
with NLR >4 was significantly shorter compared to NLR <4 (5.7 vs. 11.5, respectively, p=0.025). Subgroup analysis showed that
patients with PS ECOG 0 and NLR <4 had the longest median PFS compared to the group with PS ECOG 1-2 or NLR >4 and the group
with PS ECOG 1-2 and NLR >4 (7.1 vs. 5.1 vs. 2.0, respectively, p<0.001) and longest median OS compared to the group with PS
ECOG 1-2 and NLR >4 (14.0 vs. 8.2 vs. 5.7, respectively, p<0.001).

Conclusions:  The present retrospective analysis revealed clinically meaningful subgroups with distinct prognoses according to inflammatory
biomarkers and performance status, irrespective of tumor stage, in patients with advanced pancreatic adenocarcinoma treated with
first-line nab-paclitaxel — gemcitabine.
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Introduction: Cutaneous squamous cell carcinomas (SCC) with distant metastases are rare, yet more common than metastatic basal
cell carcinomas. The average risk of distant metastatic disease is only 0,4%, risk of lymph node metastasis is 3,7%, and
risk of disease-specific death is 2,1%. There is no standard treatment, and unfortunately, evidence regarding systemic
therapy is limited.

Aim and methods: We aim to present a patient with metastatic SCSC that was treated with cemiplimab, a new monoclonal antibody that
targets checkpoint inhibitor PD-1.

Results/Case presentation: A 59-year-old female patient was diagnosed in December 2018 with SCSC of the right sole, on a site-specific sunburn
during childhood. PET-CT revealed enlarged inguinal lymph nodes but no other sign of distant metastasis. The patient
underwent wide local excision of the primary tumour and regional lymph node dissection. The pathology revealed a
T3N2bG1-high risk SCC (40mm in max diameter, high mitotic rate, Breslow 12 mm, Clark IV, RO, ulceration and 2/11
lymph nodes were positive < 3cm). She was treated with 50Gy of adjuvant radiotherapy (25fr x 2Gy). One month later, the
CT scans showed multiple pulmonary metastases, and she received first-line platinum-based treatment (carboplatin/5FU/
paclitaxel). The best response was stable disease, which lasted four months. Subsequently, she presented with local
recurrence on her right calf, on a previously irradiated area. The new lesion was excised with clear margins (SCSC 17mm,
gr.ll, Breslow 5,9mm, Clark IV, high mitotic rate). Due to concurrent disease progression in lung metastases, we started
second-line treatment with cemiplimab 350mg q21d. After three cycles, the patient was hospitalized with pneumonitis
gr.ll that required oxygen supply and steroids intravenously. After recovery, we restarted cemiplimab at the initial dose,
and recent imaging revealed partial response to treatment (PR).

Conclusions: Metastatic SCSC are rare conditions, and evidence from prospective phase Il studies regarding systemic therapy is
limited. This case is in concordance with early phase clinical trials showed that treatment with cemiplimab is feasible with
potentially positive results.

References: Michael R.Migden et al, PD-1 blockade with Cemiplimab in Advanced Cutaneous Squamous Cell Cancer, NEJM, 26 July
2018
Abbreviations: SCSC: squamous cell skin cancer, PD-1: programmed death 1, PR: partial response
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Introduction:  Samarium-153 is a radionuclide that is selectively bone bound to the skeleton and especially in areas with intense osteoblastic activity.
The result is effective relief of bone pain in patients with multiple painful osteoblastic skeletal metastases. Intermediate response to
pain is reported in 80% of patients with breast cancer and 56-74% with prostate cancer.

Aim: The investigation of possible antineoplastic activity of '**Sm EDTMP in bone metastases.

Methods: Patients with painful bone metastatic disease for at least 3 months, without having received bone targeted therapy or radiotherapy.
Analgesic treatment concerned standard analgesic regimens and / or NSAIDs. Thereafter, values shall be recorded before and after
each application of the ™*3Sm EDTMP (1mCi/kg) of the following osteoblastic markers, P1CP collagen type | carboxyellate propeptide
and P1NP aminofinal collagen type | propeptide. Measurements shall be performed by the ELISA method. To date, seven patients aged
40 to 80 years, ECOG performance status 0-1 with multiple painful bone metastases, have been introduced in the study. Three from
Prostate cancer and four from breast cancer.

Results: A comparison of markers of bone metabolism and osteoblastic activity, before and after administration of 153Sm EDTMP, shows in
the majority of cases a significant increase in markers indicating repair of bone damage through increased osteoblastic activity.

Conclusions:  Despite the small number of patients in this ongoing study, the results suggest an effect of *3Sm EDTMP on osteoblasts as well as
on cancer cells.
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Background:

Aim:

Materials and Methods:

Results:

Conclusions:

Dysbiosis has been associated with diseases and is of a major public health importance. Can lead to the passage of viable
bacteria, their products or their fragments from the intestinal lumen through the mesenteric lymph nodes and other sites,
known as bacterial translocation.

To determine if microbial translocation occurs in stage Il/lll-IV colorectal cancer (CRC) patients and evaluate the usefulness
of blood PCR for diagnosis of such translocation. Also to correlate the presence of Toll-Like Receptor and Vitamin D Receptor
polymorphisms with the detection of microbial DNA fragments in the blood of CRC patients.

Peripheral blood was obtained from 397 CRC patients (adjuvant n=202 and metastatic n=195) and 32 healthy indviduals.
DNA from all subjects was analyzed using PCR for amplification of genomic DNA encoding 16S rRNA, B-galactosidase gene
of E. coli, Glutamine synthase gene of B. fragilis and 5.8S rRNA found in C. albicans.

Significantly higher rates of 16S rRNA, B-galactosidase, Glutamine synthase and 5.8S rRNA detection was observed in the
pool of CRC patients than the controls (p<0.001). All microbial DNA fragments detected were also significantly associated
with the metastatic disease (p<0.001) leading to shorter survival rates (p<0.001). Moreover, individuals with the
homozygous mutant alleles of either TLR or VDR gene polymorphisms had significantly higher detection rates of microbial
DNA fragments.

The detection of microbial DNA fragments in patients with CRC highlights the role of these microbes in cancer development,
progression and therefore in patients’ survival.
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Introduction:  Late rectal bleeding has a negative impact to the quality of life of patients with prostate cancer who have received 3D conformal
radiation therapy treatment(3D-CRT).

Aim: Our aim was to investigate the incidence of rectal bleeding due to radiation therapy for prostate cancer and to correlate rectal bleeding
with dosimetric and other factors as treatment with anticoagulants agents.
Methods: Sixty-four patients with intermediate and high risk prostate cancer were investigated retrospectively. All received 3D-CRT to a total

dose of 7000 cGy in 35 daily fractions. Most of the patients (81.7%) received neoadjuvant and concurrent hormone therapy. Late
rectal bleeding toxicity was defined according to EORTC criteria for adverse events ( Common Terminology Criteria for Adverse Events
v4.0).Clinical factors investigated were the administration of anticoagulants agents and hormone therapy. Dosimetric factors taken into
consideration were the V50 and V60 of rectum.

Results: Median time for the appearance of rectal bleeding was 17.4 months with range 9-49 months. From 64 patients ,16 suffered from
Grade 1 bleeding which was treated with local administration of sterinoids. Ten patients presented Grade 2 bleeding and only one
patient had serious bleeding of Grade 3. All were treated with argon plasma laser coagulation therapy (APC). Eight patients(61,5%)
from the eleven with Grade 2 and 3 bleeding had also a second session of APC. None of the patients developed important bleeding
after the second session. Four patients that developed grade 2 toxicity were under treatment with anticoagulants agents. During the
retrospective analysis of dose volume histograms(DVH)we discovered important differences to the mean value of V60 and V10
between toxicities grades of 0-1 and 2-3.To the 13 patients with rectal bleeding of grade 2 and 3 V50 was between 45-50% and V60
was >35%.

Conclusions:  Our results are consistent with international publications and indicate the possible association of grade 2 or 3 rectal bleeding with
the intake of anticoagulants agents and radiation dose that rectum receives during treatment(V50-V60.).Hormone therapy was not
associated with late toxicity as rectal bleeding.
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Introduction:  Paclitaxel induced interstitial pneumonitis is a well-defined hypersensitivity reaction that has been mostly described in cancers of
breast and lung. A great percentage of these cases are associated with either concurrent or previous irradiation of the chest, with the
latter known as radiation recall pneumonitis.

Aim: We present the case of a middle-aged, chemotherapy- and radiotherapy- naive patient with locally advanced penile cancer, who
developed severe pneumonitis shortly during the first course of paclitaxel, ifosfamide and cisplatin administration. We emphasize on
the particular “crazy — paving” appearance of pneumonitis on chest CT and the rapid clinical and imaging improvement with high dose
steroids.

Case: A 50 year—old male with a recent diagnosis of locally advanced penile squamous cell carcinoma was referred to our department
as a candidate for neoadjuvant chemotherapy. After the appropriate premedication dose of dexamethasone, the patient was
started on chemotherapy by receiving paclitaxel 175 mg/m? on day 1, ifosfamide 1200 mg/m? and cisplatin 20 mg/m? from day
1 to day 3. However, during the 2" day of treatment the patient presented acute dyspnea and nonproductive cough, leading to
treatment discontinuation. The symptoms along with hypoxemia were suggestive of rapidly worsening respiratory function, while
physical examination revealed bilateral fine crackles. Urgent computed tomography of the chest uncovered a combination of ground
glass opacity with superimposed septal thickening, mainly in the upper fields of both lungs. The appearance of these findings is
characteristically described under the term “crazy — paving pattern” and accounts for a less common imaging manifestation of
drug-induced pneumonitis. Based on other reports and the temporal relationship of onset of symptoms (approximately 24 hours after
paclitaxel infusion) paclitaxel was considered as the most likely culprit for interstitial pneumonitis. Prompt administration of high dose
corticosteroids (methylprednisolone 2 mg/kg) resulted in quick significant recovery. Indeed, clinical improvement was reflected to the
comparative CT scan, 5 days later, that showed remarkable radiological improvement with complete resolution of lesions.

Conclusions: To our knowledge, this is the first report of interstitial pneumonitis attributable to TIP chemotherapy regimen. Clinicians should be
aware of the potentially life-threatening pulmonary toxicity following this regimen. Early administration of high-dose steroids seems
critical in the successful management of this emergency situation.
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Introduction:  Bladder cancer consists the commonest malignancy involving the urinary system with urothelial carcinoma to be the predominant
histologic type. It is recorded as the second most common urinary tract malignancy in men and is responsible for more than 80,000
new cases and almost 18,000 deaths yearly. 10-15% of patients appear to have metastatic disease during diagnosis. Bone metastases
are not frequent and usually follow other systemic metastases.

Case reports: The first patient is a 56-year-old male that underwent radical cystectomy. The histological examination revealed a pT4aN0 low
differentiated urothelial carcinoma and adjuvant chemotherapy with cisplatin/gemcitabine was administered. Four years later, an
histologically confirmed solitary bone metastasis in left ankle was found. The patient received radiotherapy and remained progression
free for 3 years before the appearance of new bone metastases in the middle of left tibia and lumbar vertebrae. The second patient
is a 58-year-old male with an histological examination obtained after radical cystectomy representing a low differentiated pT3bNO
urothelial carcinoma. According to the new imaging examination performed a month after cystectomy because of continuous left
tibia pain, a lytic bone lesion in the middle of the left tibia was discovered and therefore the patient underwent preventive static
intramedullary nailing of tibia. The biopsy of this lesion revealed metastatic invasion of bladder cancer while the rest imaging testing
remained negative. 1°t line chemotherapy with cisplatin/gemcitabine was administered in combination with lesion radiotherapy with a
progression free interval of six months.

Discussion:  According to recent studies, the incidence of bone metastases in patients with bladder cancer is about 5,5%. Nevertheless, it is not
clear if searching bone metastases in asymptomatic patients consists a cost effective approach.
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Introduction:

Aim:

Methods:

Results:

Conclusions:

Transcribed Ultra-Conserved Regions (T-UCRs) Uc160, Uc283 and Uc346 have been shown that undergo CpG island methylation
in their promoter regions, which results in their transcriptional silencing in colorectal cancer (CRC), while they are transcribed in the
adjacent non-malignant tissues.

The present study explores the possible alterations in methylation levels of Uc160, Uc283 and Uc346 during CRC development and
progression and their clinical significance for CRC patients’ survival.

Promoter methylation of Uc160, Uc283 and Uc346 was detected using methylation-on-beads and real-time quantitative Methylation
Specific PCR (qMSP) in 137 CRC and 49 adenoma tissues, as well as in 35 infiltrated lymph nodes and 11 liver and lung metastatic
lesions. Their transcription was assessed in representative sample tissues using in situ hybridization. Moreover, T-UCRs mRNA
levels were assessed in the colon cancer cell line HT-29 before and after resistance to chemotherapeutics 5-fluorouracil (5-FU) and
oxaliplatin.

A gradual increase in methylation levels was observed from hyperplastic polyps to adenomas and in situ carcinomas, while a
gradual decrease was observed in infiltrating and metastatic carcinomas (p<0.001 for Uc160 and Uc283, p=0.018 for Uc346).
Moreover, methylation levels of Uc160 and Uc283 were positively associated with grade of dysplasia (p=0.034 and p=0.019,
respectively). Higher methylation levels of Uc160 were associated with longer overall survival of advanced stage CRC patients, in
univariate (p=0.009, HR=0.366) and multivariate analysis (p=0.005, HR=0.240). Similarly, higher methylation levels of Uc283
were associated with longer overall survival (p=0.030) and disease-free survival (p=0.038). Finally, mRNA levels were significantly
lower in colon cancer cells resistant to oxaliplatin (p<0.001 for all three T-UCRS).

The present study suggests that methylation levels of T-UCRs Uc160, Uc283 and Uc346 differ during CRC development and
progression and Uc160 and Uc283 methylation is prognostic for CRC.
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Introduction:  Rhabdomyosarcoma (RMS) is a rare neoplasm, however the most common pediatric soft tissue sarcoma. The histological subtypes
include the embryonal (ERMS), alveolar (ARMS), spindle-cell and pleomorphic rhabdomyosarcoma. ARMS has the worse overall
prognosis and is characterized by specific cytogenetic alterations. These alterations display a recurrent translocation between genes
encoding for transcription factor FKHR with either PAX3/PAX7. As a result, the chimeric genes encode transcription factors that

promote tumorigenesis.
Aim: The presentation of a rare ARMS case report, which was diagnosed and studied with FISH analysis in our Hospital.
Methods: Histopathological examination, subsequent FISH analysis and literature review in PubMed/MEDLINE.
Results: A 12-year-old female patient, with no significant medical history, attended the emergency department, with dull inguinal pain

symptoms. An abdomen CT scan revealed a 4cm pelvic mass. Since there were no metastases and the lesion did not infiltrate any
regional structures, the patient was submitted to a local mass excision and pelvic lymph node dissection. Histologically are mentioned:
RO excision, absence of infiltrated lymph nodes and round, usually multinucleated tumor cells with mitotic figures. Paternless sheets
of discohesive tumor cells with fibrovascular septae were also identified. Immunohistochemistry showed positivity for desmin,
vimentin, myogenin and MyoD1. Therefore, the diagnosis of ARMS was suggested. FISH analysis for FKHR alterations, revealed one
normal fusion signal, two split signals for the telomeric region of FKHR and multiple split signals for the centromeric region of FKHR.
These results indicate gene translocation of FKHR3 region with simultaneous gene amplification and aneuploidy. The patient received
postoperative adjuvant chemotherapy and radiotherapy. There was no recurrence at 6 months follow-up.

Conclusions:  The uniqueness of the case is based on the simultaneously observed amplification, translocation and deletion of FKHR3 gene; a
cytogenetic profile mentioned for the first time in the literature. In conclusion, FISH analysis contributes to the histological diagnosis
of sarcomas. Additionally, the detection of unusual ARMS genetic subtypes is possible. The prominence of cytogenetic heterogeneity
offers useful information for further histological classification of this rare tumor, with possible therapeutic and prognostic extensions.
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Introduction:

Aim:
Methods:

Results:

Conclusions:

Pancreatic cancer is a disease with very high mortality and minimal therapeutic progress in last decades. It’s the fourth leading cause
of cancer death overall and the average life expectancy of patients does not exceed 1.5 years. There is very little research on the unmet
needs of these patients in relation to other types of cancer.

Exploring the views of healthcare professionals about the providing care and their unsatisfied needs.

The study involved doctors and nurses of a cancer hospital. All participants had to work for at least one year in a clinic that carries
patients with pancreatic cancer undergoing chemotherapy. The maximum variation was used as a sampling strategy. Eleven semi-
structured interviews were conducted and recorded in mp3 format and then transcribed verbatim on MS Word. Qualitative thematic
analysis was the selected method of analysis. The introduction of new participants into the study stopped when it reached the point
of theoretical saturation and the interviews did not offer new concepts or contributed to the existence of the already recorded ones.
Pain management is the main need of patients with pancreatic cancer undergoing chemotherapy. Psychological support is important
for the majority of patients, even at the time of diagnosis. A number of non-physical symptoms are identified that are related to and
affect the daily lives and quality of life of these patients. Dissatisfaction is expressed in the absence of palliative care structures and
services. Finally, the participants addressed the need for an interdisciplinary approach to improve the quality of care of these patients.
In the present study, health professionals report a wide range of unsatisfied needs of patients with pancreatic cancer, with the majority
expressing their concerns about the complete lack of patient support in the last stages of their lives.
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Introduction:  Brachytherapy is an essential part of treatment in endometrium cancer.

Aim: The study of our experience during last three years in the management of endometrium cancer. It refers to the effectiveness and
toxicity of this treatment approach.
Methods: From April 2018 to February 2020, 156 patients received 3D conformal HDR brachytherapy (range of age : 36-90 years). Only 2

patients were inoperable. Intravaginal cylinders were applied to operated patients and a wide variety of fractionation was followed.
Patients who didn’t receive adjuvant external beam radiotherapy, followed these fractionation schemes : 4 fractions x 7Gy/fr (31
patients) and 3 fractions x 7Gy/fr (41 patients). Patients who received adjuvant external beam radiotherapy, followed these fractionation
schemes: 2 fractions x 7Gy/fr (38 patients), 3 fractions x 6 Gy/fr (19 patients), 2 fractions x 6 Gy/fr (18 patients). One patient didn’t
complete the brachytherapy protocol. Tandem of different curvature was applied to inoperable patients in conjunction to intravaginal
cylinder. The curvature was decided based on the anatomical position of uterus. It is worth to refer that an intravaginal ultrasonography
was very helpful to the estimation of uterus cavity length.

Results: Early toxicity of treatments was recorded. The most common side effects were related to mild enteritis (45%), especially when it
was combined with EBRT, inflammation of vagina was quite common in the completion of treatment (30%), radiation cystitis with
dysuria and frequent urination (most common to elderly patients). In terms of late toxicities, abnormalities to intestine habits (25%)
and dyspareunia — dryness of vagina (35%) were recorded to patients younger than 50 years old. The most severe late effect was the
sigmoid stenosis — early obstructive ileus in 2 patients (an operation was mandatory to one patient).

Conclusions:  Three dimensional planning of brachytherapy treatment has minimized late side effects while early side effects are manageable and
don’t cause treatment interruption or extension of treatment time.
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Introduction:

Aim:

Methods:

Results:

Conclusions:

In recent years, the relationship between DNA methylation and cancer has been intensively studied. New biomarkers are emerging,
which can be used to detect the primary tumor, recurrence, metastasis, and patient response to treatment. Aiming mainly at early
disease, the detection of molecular markers of methylation, characteristics of malignant mutation and metastasis, may have been
indicative of more intensive investigation or more regular follow-up.

The aim of the present study is to detect the methylation status of tumor suppressor genes BRCA1 and BRCA2 in the free-circulating
DNA (cell-free DNA) of patients with early gastric cancer (n = 70). An additional objective of the study is to determine the concentration
of cfDNA in plasma.

We used the real-time QUBIT fluorometer and real-time PCR (qReal Time PCR) specific for repeated ALU sequences, compared the
above two methodologies and correlated the concentration of cfDNA with the clinical and pathological characteristics of patients.
The BRCA1 and BRCA2 genes were found to be hypermethylated in the cfDNA of patients at 56.6% and 42.1%, respectively. A survival
analysis showed that patients with non-methylated genes had a longer progression free survival (PFS) than those with methylated
genes (p <0.009 and p = 0.013, respectively). The overall survival (0S) was also higher for patients with non-methylated BRCA1
and BRCA2 genes (p = 0.012, and p = 0.001, respectively). Finally, it was shown that tumors located in the body of the stomach,
showed a higher percentage of methylation of the BRCA2 gene, compared to tumors located in the antrum (p = 0.006).
Hypermethylation of tumor suppressor genes is an early event during carcinogenesis and remains during metastatic transformation.
Methylation of the above genes appears to be a sufficient prognostic indicator of survival, however its value should be validated and
confirmed in an even larger number of patients.
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Introduction:

Case report:

Discussion:

Head and neck cancer is the 6™ most common cancer globally with numbers still rising in developing countries. Developments in
treatment management have led to progression of free and overall survival. Metastatic disease usually appears in lungs, bones and
liver following regional recurrence.

A 60-year-old male patientis diagnosed with stage IVa squamous cell carcinoma of left pyriform sinus and was treated with neoadjuvant
chemotherapy with cisplatin, docetaxel and 5-fluorouracil followed by concomitant chemoradiotherapy. While being disease free, this
patient was urgently hospitalized because of hypercalcemia and deteriorated respiratory function. There was no evidence of regional
recurrence or metastatic disease according to the imaging tests, except for bilateral pleural effusions with the cytology obtained to
be negative for malignancy. As the symptoms insisted, a new imaging scan was performed forty days later revealing a new intense
bilateral nodular pleural thickness, tangential irregular swelling of diaphragm domes (mostly considering the left dome) and enlarged
lymph nodes close to diaphragm. A pleural biopsy revealed moderately differentiated squamous cell carcinoma. Subsiquently, two
cycles of chemotherapy with cisplatin, 5-fluorouracil and cetuximab were administered with poor outcome.

Distal metastatic disease in squamous cell carcinoma of head and neck is rare, especially without evidence of local recurrence. More
specifically, metastasis in pleura and diaphragm is considered extremely rare and referring to this case report, no other is reported in
published literature till date.
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Introduction:

Aim:

Methods:

Results:

Conclusions:

Three dimensional conformal brachytherapy is a very important part of radical treatment in cervix cancer.

The recording and the study of our experience during last three years in the management of cervix cancer, refers to the control of
effectiveness of this treatment approach and to the research of related toxicity.

During last three years, we offer treatment in 82 patients (range of age : 25-86 years). Twenty of them were operated. Sixty two
patients had local advanced disease and were inoperable. The first group of patients received adjuvant brachytherapy with intravaginal
cylinders following different fractionation schemes. Specifically, 7 patients received 3 fractions of 7 Gy each, 5 patients received 2
fractions of 6 Gy each. All the others follow different schemes. Only one patient with inoperable disease denied to receive all the
fractions of brachytherapy. In inoperable patients, tandems of different curvature were used based on anatomical position of uterus.
Before the application, an intravaginal ultrasonography took place estimating the length of uterus cavity. Most of the patients, 45 totally,
with inoperable disease received 4 fractions of brachytherapy with 7 Gy per fraction.

Early toxicity of treatments was recorded in detail. The most common side effects were related to mild enteritis (15%), inflammation
of vagina that was presented at the end of the treatment (45%), radiation cystitis with dysuria and frequent urination (most common
to elderly patients). As late effects, abnormalities to intestine habits (10%) and dyspareunia — dryness of vagina were recorded.

Our team prescribes weekly cisplatin concomitantly with external beam radiotherapy. We have the opportunity to plan the applications
of brachytherapy in ideal intervals in relation to external beam radiotherapy. To summarize, following these rules, we manage to
optimize the total treatment time for cervix cancer minimizing the toxicity at the same time.




FCO Supplementary issue 11 (2) / 2020
DOI: 10.2478/fco-2018-0035

NEUROENDOCRINE NEOPLASM OF UNKNOWN PRIMARY
ORIGIN AND BREAST CANCER

Binas .7, Kyriakopoulos G.?2, Tassi V.3, Theodoroulea K.4, Meritsi A.2, Mavrogiannaki A.2,
Stamatogianni E.", Migdalis I.%, Rodogianni D.2, Karameris A.5, Tsoukalas N.’

'Oncology Department Veterans Hospital (NIMTS), Athens, Greece

2Pathology Department General Hospital “Evangelismos”, Athens, Greece

32nd Department of Internal Medicine Veterans Hospital (NIMTS), Athens, Greece
*#1st General Surgical Department Veterans Hospital (NIMTS), Athens, Greece
SPathology Department Veterans Hospital (NIMTS), Athens, Greece

Introduction:

Neuroendocrine Neoplasms (NENs) are considered to be rare neoplasms. They are epithelial tumors with predominant neuroendocrine
differentiation and can be developed in all types of tissues. Their histological, molecular and imaging characteristics aremostly
indicative for their site of origin, but to a small extent it is difficult to find the primary site.

Case presentation:  83-year-old woman presented with a history of one yeardiarrhea, weakness, fatigue and anorexia. She also suffered from

Conclusions:

coronary disease, hypertension and hemorrhoids.Clinical examination revealed traces of blood in the digital anal examination as
well as reduction of respiratory wheezing on the right lung. The laboratory testsshowed abnormal values for CEA, CA-125, NSEand
chromogranin A.Imaging tests showed enlarged mediastinal and axillary lymph nodes as well as hepatomegaly, ascites and enlarged
mesenteric and paraortic lymph nodes. Patient underwent colonoscopy that showed diverticulosis and rectal polyps with central
ulceration and hemorrhagic lesion. The histology revealed a well differentiated, grade 3 (NETG3 WHO,2-4MF/10HPF, Ki67>20%),
chromogranin(-), synaptophysin locally positive. She underwent gastroscopy that showed gastric polyps with central ulceration. The
histology revealed infiltration of a well differentiated NET, grade 3 (NETG3 WHO,2-4MF/10HPF, Ki67 >20% ~35-40%) chromogranin(-),
synaptophysin locally positive. The octreoscan showed diffused bone marrow infiltration in the whole skeleton and visceral infiltration
at the lower lobe of the right lung, liver and abdominal area. She underwent a bone marrow aspiration due to thrombocytopenia that
showed diffused infiltration by epithelial origin malignancy, with strong positivity in oestrogen and progesterone receptors. A breast
ultrasoundshowed a solid lesion at the left breast and histology of the lesion confirmed ductal carcinoma of the breast with positive
hormone receptors and Her-2 negative. Review of all histologies tested revealed metastatic breast cancer. For this reason, patient
received treatment with lanreotide 120mg and aromatase inhibitor with remarkable clinical improvement.

Neuroendocrine neoplasms usually present characteristics that lead us to the primary site, but sometimes it is difficult to conclude.
These characteristics are not always indicative of the primary site as in our case in which diagnosis was achieved by bone marrow
aspiration and has been confirmed by histology of the breast lesion.




FCO Supplementary issue 11 (2) / 2020
DOI: 10.2478/fco-2018-0035

EVALUATION OF CHARACTERISTICS, RISK FACTORS
AND THERAPEUTIC RESULTS OF CLOSTRIDIUM
DIFFICILE INFECTION (CDI) IN ONCOLOGIC PATIENTS: A
PERSPECTIVE STUDY

loannou A., Grivas A., Klouva E., Sarris E., Garefalakis G., Baxevanos P, Pitsilos N.,
Kyriakidou A., Papaxoinis G, Koumakis G.

'Second Department of Medical Oncology, St Savvas Anticancer Hospital, Athens, Greece

Introduction:

Aim:
Methods:

Results:

Conclusions:

Clostridium Difficile Infection (CDI) has been increasing dramatically in the last decade. The most important risk factor in the general
population patients is antibiotic use such as -lactam, quinolones and clindamycin. Literature data on CDI risk factors in oncologic
patients are contradictory.

To investigate the prevalence, characteristics and possible risk factors of CDI in hospitalized oncologic patients.

Data of hospitalized patients in our department who were on or had discontinued their anti-neoplastic treatment and presented diarrhea
from March 2018 to January 2020 were analyzed. Their medical history was studied and a stool sample was sent for CD toxin
investigation.

79 oncologic patients (29 A, mean age 64 years, 35-87) were studied. 48.1% had a recent history of chemotherapy, 51.9% were on
antibiotic therapy, 68.3% were using PPIs, 29.1% had a history of gastrointestinal surgery and 11.4% had undergone appendicectomy.
A total of 10 patients (12.7%) presented CDI. Of these, 70% had a recent chemotherapy treatment, 60% were on antibiotic therapy,
60% were using PPIs, 30% had a history of gastrointestinal surgery, and 1 (10%) had undergone appendicectomy. The vast majority
presented with an intermediate severity CDI (40%) while 1 (10%) patient presented with a severe infection. 1 (1.26%) patient died
without his death being associated with the CDI. Statistical analysis of epidemiological and clinical parameters of patients who
presented compared with those who did not present CDI showed a statistically significant relationship between CDI, PPIs use (p =
0.040) and the history of gastrointestinal surgery (p = 0.016).

In our study the prevalence of CDI is 12.7%. Statistically significant risk factors associated with CDI are the use of PPIs and a history
of gastrointestinal surgery. Chemotherapy was not statistically associated with CDI.
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Introduction:  The 25" HCCO “Unfolding the thread of Ariadne. . .for each of our patients” was organized by the Hellenic Society of Medical Oncology
(HeSMO) in collaboration with the Hellenic Society of Radiation Oncology, the Hellenic Society of Surgical Oncology and the Hellenic
Oncology Nursing Society and took place under the auspices of the European Society of Medical Oncology (ESMO). In particular, the
25" HCCO was held on April 18-20, 2019 in Athens and 560 delegates attended(315 oncologists, 85 doctors of other specialties, 68
nurses and 92 students) while 159 abstracts were submitted.

Method: All participants in the 25" ESCO were asked to complete an online evaluation form consisting of 23 questions (general, satisfaction,
open).
Results: Received responses from 148 delegates with the following characteristics: men 59%, age: 36-45 40% and 46-55 30%, medical

oncology 59%, radiationoncology 3%, surgical 1%, nursing 10% and other 22%, trainees 13% and specialists 70%, university hospital
26%, public 30%, private 17%, pharmaceutical company 9% and students 3%, Attica 58% and Thessaloniki 13%, members of HeSMO
53% and HeGYO 25%. Information for 25" HCCO: internet 51%, colleagues 35% and announcements 30%. Main reasons to attend
25" HCCO: participation as president-speaker-commentator-member of committees60%, scientific program 55% and review-update
47%. Participation at 25" HCCO: attendance 40%, speaker 28% and president 20%. Way of attendance: physical presence 90%,
physical presence and live streaming 9% and live streaming only 1%. At what rate did you attend the 25" HCCO: 41-60% 39%, 21-
40% 26% and 61-80% 20%. Participation in the opening ceremony 62%, closing ceremony 52%, HeSMO elections 48%, scientific
event of HeGYO 32%, general meeting of HeSM026% and scientific event of W40 22%. The majority of delegates expressed overall
satisfaction in various important dimensions. Indicatively, topics of conference (89%), duration of lectures (85%), interest of topics
(90%), way of presenting the topics (85%), relativity of topics with work-specialty (91) %), expansion of scientific knowledge (85%),
balance of program (89%), books of HeGYO / HeSMO (90%), awardfor best abstracts (82%), publication of abstracts in journal FCO of
HeSMO(91%), pre-conference meeting (90%), conference website (88%), conference secretariat (95%), conferenceupdates (91%),
conference space (95%) and exhibition space (89%). Finally, an important element of satisfaction is that the 82% of the delegates
would attend the next HeSMO conference while 18% are unsure.

Conclusions:  The annual conference of HeSMO is the biggest oncology conference in Greece and it is now well known, recognized and well attended
by the Greek Oncology Community.
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Introduction:

Aim:

Methods:

Results:

Conclusions:

Small Cell Lung Cancer has worse prognosis in comparison with other types of lung cancer due to its biological characteristics.
Prophylactic Cranial Irradiation, in those patients that is recommended, delays the occurrence of metastasis to the brain and increases
overall survival.

The goal of this study is, through an experienced medical centre for the study and treatment of lung cancer, to review the role of
Prophylactic Cranial Irradiation, in association with certain variables, in brain metastasis free survival and overall survival of patients
with Small Cell Lung Cancer.

A review of 439 medical records of patients diagnosed with Small Cell Lung Cancer in Oncology Department of Sotiria General
Hospital in Athens was performed. There were 66 patients among them who had undergone Prophylactic Cranial Irradiation (PC).
Statistical analysis of Qverall Survival and Brain Metastasis Free Survival of these patients was done, in association with sex, age,
performance status, method of diagnosis, plan of therapy, dose of irradiation, time since 1%t chemotherapy and end of it till PCI.
According to this study the possibility of Brain Metastasis Free Survival in patients with Small Cell Lung Cancer is 83% on 1%t year,
54% 2-year survival and 48% 5-year survival. The possibility rate of Overall Survival for 1 year is 82% and 20% for 5-year survival.
The only statistically significant variable for worse overall survival is poorer performance status after PCI.

Small Cell Lung Cancer patients have high probability to develop brain metastases affecting their quality of life and cause worse
prognosis. Further research is needed, to effectively evaluate any possible association of Prophylactic Cranial Irradiation with other
possible variables with aim to prolong overall survival.
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Methods:
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Conclusions:

Oncology patients represent an important population and a group with high sensitivity to infections. Solid tumors are a negative
prognostic factor considering the infection incidence, hospitalization necessity and patients’ mortality. Literature evidence proves that
influenza and pneumococcal immunization is necessary for this population.

Recording the immunization of oncology patients and their compliance with updated guidelines for influenza and pneumococcal
pneumonia prevention.

A prospective recording study of 380 patients with solid tumors under systemic therapy respectively with immunization towards
influenza and pneumoniococcus and the appearance of related infection.

Recorded patients were of median age of 64,1+11,9 years and were divided in 182 (47,9%) men and 198 (52,1%) women. Between
them 284 (74,7%) were receiving chemotherapy, 34 (8,9%) immunotherapy, 56 (14,7%) hormonotherapy and 6 (1,6%) concurrent
chemo-immunotherapy. Considering immunization, 42,3% had received influenza vaccine, 15,5% pneumococcal vaccine and only
12,1% were immunized for both. For patients receiving chemotherapy regimen, 118 (41,8%) underwent influenza immunization and
47 (16,7%) pneumococcal immunization while the percentages for those receiving immunotherapy were 35% and 15% respectively.
Remarkably, 170 (44,7%) of patients were over 65 years of age and nevertheless only 38 (17,6%) of those were pneumococcal
immunized. Finally, 8 cases of influenza-like illness were recorded but only half of them have been vaccinated.

Considering these results it is clear that vaccination of oncology patients towards influenza and pneumoniococcus remains low.
Subsequently, queries about patients’ compliance and health professionals’ education are emerging.
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Aim:
Methods:

Results:

Conclusions:

Mesothelioma is a rare but really aggressive neoplasm with poor prognosis, originating from the mesothelial cells of the serosal
membrane lining the pleural, peritoneal and pericardial cavities, and the tunica vaginalis. Peritoneal mesothelioma is rare and it
accounts for ~10% of all mesotheliomas. It is associated with exposure to asbestos fibers in a subset of patients, typically with a long
latency (median ~32 years) but the association seems to be weaker than in pleural mesothelioma. The disease typically presents with
non-specific features and tumor nodules of variable size located diffusely throughout the peritoneal cavity, with massive malignant
ascites and rare distant metastases.

The presentation of a rare case of peritoneal mesothelioma diagnosed by cytology of ascitic fluid.

A 55-year-old male presented with malaise and weight loss since 2 months. Clinical examination and CT demonstrated ascites and
multiple peritoneal nodules. Abdominal paracentesis was performed.

The ascitic fluid cytology demonstrated multiple three-dimensional, often papillary-like, groups of neoplastic cells, often scalloped.
There was variation in cell size and high nuclear/cytoplasmic ratios, nuclear membrane irregularities and macronucleoli. The cells
were positive to WT1, calretinin and CK7 and negative to CDX2, TTF1 and CK20. The diagnosis was peritoneal mesothelioma and was
confirmed by the biopsy.

The peritoneal mesothelioma is a rare aggressive neoplasm. It is often hard to be diagnosed. The clinical manifestations (weight loss,
malaise, ascites) are usually non specific. It may also mimic radiologically carcinomatosis and has to be differentiated from malignant
lymphoma, stromal tumors and tuberculosis. The therapy is most often a combination of cytoreductive surgery and intraoperative
hyperthermic chemotherapy. Immunotherapy brings new perspectives (anti-CTLA4 monoclonal antibody and PD-L1 blockade). The
5-year survival rate is 40-60% after therapy.
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Primary malignant melanoma of the breast (PMMB) is a rare, non-cutaneous malignancy of the breast parenchyma, which
accounts for less than 0,5% of the breast tumors.

The aim of this survey is to meticulously review the literature of PMIMB and report its epidemiologic and clinicopathologic
data.

Two independent reviewers searched for clinical cases published on PubMed concerning primary melanoma of the breast.
Fifteen cases were found, all of which were studied according to their epidemiological, clinical and histological findings.
Regarding these 15 cases, the patients’ age varied between 26 to 83 years old and the range of the tumor’s size was between 1
to 11 cm. Most of the patients were asymptomatic or they presented with a palpable mass, without any involvement of the skin.
The most convincing histological evidence for primary non-cutaneous melanoma is the presence of clustered melanocytes
at the mucosal-submucosal junction adjacent to the tumor mass, 43% of which were amelanotic’. Diagnostic approach for
PMMB is substantiated by fine needle aspiration (FNA) cytology along with immunohistochemistry. The therapeutic approach
consists of surgical resection of the tumor along with lymph node dissection in case of nodal involvement. Adjuvant therapy
with compounds targeting BRAF and CTL-4 is highly recommended.?

The clinical appearance of primary malignant melanoma of the breast is similar to other mammary malignancies such
as metastatic melanoma, metaplastic carcinoma and adenocarcinoma of the breast, therefore they should be part of the
differential diagnosis. Due to its rarity, our knowledge concerning PMIMB is inadequate. Thus, further research is required in
order to ameliorate the therapeutic approach and report prognostic data.
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Conclusions:

Early cancer diagnosis allows in time medical intervention, significantly improving patient’s survival and quality of life. Biomarkers
assist in the diagnosis and follow up of tumor development. Basic research has brought in light hundreds of potential cancer
biomarkers, more and more of which are introduced in the everyday clinical practice. The primary tumor site is most of the time
minute and hard to retrieve material, on which many different analyses have to be performed in order to guide therapeutic decisions.
Application of a comprehensive genetic tumor analysis for known and emerging cancer biomarkers in single test.

In 20-40 ng of DNA/RNA from primary and metastatic lesions of solid tumors, we performed Trusight Oncology 500 assay on lllumina
NextSeq 500 platform, according to the manufactures’ directions. The NGS data were analyzed using the validated PierianDx platform
and the results were correlated with the patient’s clinical phenotype.

From a total of 25 clinical samples analyzed, 11 were examined only on DNA level for SNVs, In/Dels, CNVs, splice variants, MSI and
TMB and the other 14 for the above DNA level variants as well as on RNA level for gene fusions. A total of 130 pathogenic/likely
pathogenic variants in known genetic biomarkers were detected that are related with clinically useful information, as well as 175
variations in genes that are not related at the moment with any known pharmacologically useful biologic pathway.

The application of the most comprehensive analysis of the genetic tumor profile using lllumina’s Trusight Oncology 500 on primary and
metastatic lesions from different cancer types, offers a holistic approach for the identification of known and novel genetic alterations.
It comprises the most rational management of the precious and usually limited tumor biopsy material, offering all possible information
for existing and emerging diagnostic, prognostic and predictive biomarkers that will allow the clinician to optimally care for cancer
patients.
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Definitive Radiation Therapy for T1-T2NO glottic cancer may affects quality of life of patients due to late toxicity as dysphagia and
quality of voice disorders.

To evaluate on retrospectively collected data, the impact of definitive radiotherapy to patients with T1-T2NO glottic cancer to long term
toxicity, as dysphagia and quality of voice disorders, using Voice-Handicap Index (VHI) and also determine correlation with smoking.
Between 2011 and 2018, thirty two patients with T1-T2NO glottic cancer treated with radical radiotherapy were retrospectively
reviewed. All patients were treated with 3D- conformal RT and received 70Gy with 2Gy per/fraction. The parameters measured were
smoking history, T-stage and also anterior commissure (AC) involvement. We determined quality of voice according to questionnaires
of Voice Handicap Index 10(VHI). Median follow-up was of 26 months(range 8-84months).

All patients witnessed significant voice improvement following treatment. The incidence of dysphagia grade >2 to six and twelve
months, was 12.5 % and 8%respectively and patients who suffered had not ceased smoking. Voice quality and communicative ability
were satisfying to all patients but slightly worse to patients who continued smoking. Patients who continued smoking had inferior
results to VHI than those who had ceased smoking. Also AC involvement and larger RT volumes resulted in poorer voice quality.
Patients withT2 tumors experienced worse voice quality before treatment, but voice quality did not remain inferior after RT.

There is a substantial improvement of voice quality after RT. Continuation of smoking has a negative impact on late toxicity and voice
quality after RT. Different factors may have specific effects on pre-treatment and post-treatment voice. Advanced RT techniques, better
knowledge of tumor biology and function of critical organs involved in speech and swallowing, are necessary to reduce late toxicity
and optimize voice quality after RT for early glottic cancer.
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Introduction:

Aim:

Methods:

Results:

Conclusions:

With the exception of PD-L1 (programmed death-ligand 1) expression and TMB (Tumour Mutational Burden) marker, which have
been introduced in clinical practice, no other clinically useful predictive biomarker for immune checkpoint inhibitors (ICls) has been
established so far.

The aim of the present study was the development of a new, non-invasive and clinically useful biomarker for patients with advanced/
metastatic NSCLC treated with ICls.

The present study recruited retrospectively and prospectively 112 patients with advanced (stage Ill and IV) and histologically confirmed
NSCLC (adenocarcinoma or squamous cell carcinoma), treated with immunotherapy agents (nivolumab or pembrolizumab) in the
Division of Oncology of the University Hospital of Patras. Clinicopathological data, molecular characteristics and response data were
collected. Based on clinical parameters, we developed the PIOS (Patras Immunotherapy Score) biomarker in relation to best response
(BOR) to [Cls.

Four out of all studied factors that were evaluated -Performance Status (PS), Body Mass Index (BMI), age and lines of treatment
(LOT)- were incorporated in the model we developed (PS *BMI/ LOT*age). This biomarker was associated with BOR, with patients
having good response [stable disease (SD), partial response (PR) or complete response (CR)] presenting higher levels of PIOS score
compared to patients with disease progression (PD) (p<0.001). The association remained statistically significant when the 4-tier
evaluation (PD, SD, PR and CR) for best response was used (p<0.001). The predictive value of PIOS was also validated using binary
logistic regression analysis (p<0.001). Moreover, PIOS was positively associated with duration of best response (p=0.019).

The present study suggests that the PIOS model, which incorporates 4 basic clinical parameters, may allow the selection of NSCLC
patients with increased possibility to have clinical benefit from treatment with ICls.
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Introduction:  Clear sell sarcoma is a very rare type of sarcoma. The diagnosis of this subtype of sarcoma is very challenging.

Case report:  Male 45 years old.He presented with a non typical skin lesion in the area of left heel in Sep 2019.Initially some focal treatment maybe
with ablation or a kind of laser took place by a dermatologist without any improvement.Afterwards, in Oct 2019 a biopsy from that
lesion took place and the pathology examination revealed a neoplasm without necrosis, number of mitoses around 3-4 and Ki-67
around 10%. The more possible diagnosis was clear cell sarcoma or malignant melanoma. Further molecular diagnosis in Nov 2019
confirms the diagnosis of clear cell sarcoma with the presence of EWSR1 in approximately 50% of tumors cells (typical 49% and not
typical 29%). Moreover, BRAF mutation analysis was negative.Therefore, a proper surgical approach by our plastic surgeons took place
in Dec 2019. In particular excision of left calcaneum with sentinel lymph node took place. Pathology examination revealed a neoplasm
of 1.3cm max diameter with clear cell sarcoma characteristics. Regarding surgical margins tumor the nearest was 2.2mm. There
were multiple small metastatic lesions-infiltrations in the sentinel lymph node the largest one was >2.5mm (without any exocapsic
infiltrations). Moreover, in sentinel lymph node some neoplasmatic emboli in veins were found (vascular invasion). Regarding TNM
stage it was evaluated as pT1N1Mx by the pathology report.Further and extensive work up with clinical and radiological examinations
took place (CT scans, MRIs, Bone-scan and PET-Scan) and was negative for any distant metastases. Additional, due to the close
surgical margins a second surgical excision in left heel took place but fortunately the histology examination of new tissue biopsies was
negative for any remaining neoplasm or any tumor infiltration. In summary, this gentleman was diagnosed with a Clear Cell Sarcoma of
left calcaneum EWSR1 positive that was resected. It is stage IV (TIN1MO) probably G3, without necrosis, number of mitoses around
3-4 and Ki-67 10%, with some vascular invasion and questionable surgical margins in some areas of surgical excision (second
surgical excision took place that was negative for any remaining tumor).

Conclusions:  Clear Cell Sarcoma is a very uncommon type of sarcomas that should be differentiated from melanoma. The diagnosis sometimes is
very difficult and challenging. Molecular diagnosis is recommended.
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Mesothelioma is an extremely rare malignant neoplasm, with frequency 1 case/1.000.000/year. It concerns mostly adults aged over
60 years, most often men, although it has been reported also in children. The main risk factor is the exposure to asbestos and the
frequency of occurrence in people that have been exposed to ashestos is 300 times higher. It is one of the most malignant neoplasms
in humans, with very aggressive biological course and without effective treatment. Most of the patients die in a few months after the
moment of diagnosis (mortality 100%). Clinically, it presents with cough, dyspnea, loss of weight, thoracic pain, and malaise.

The presentation of a rare case of mesothelioma with an emphasis on the differential diagnosis.

A male patient, 76 years old, came with progressively increasing dyspnea and cough for the last weeks. Imaging revealed nodular
thickening of pleura and pleural effusion in the right side. Thoracentesis was performed and we received a specimen from the pleural
effusion for cytological examination.

The cytological examination of the smears revealed a population of neoplastic cells consisting of single cells or variously sized
three-dimensional aggregations of cells, with sizeable, polymorphous nuclei, nuclear overlapping, and prominent nucleoli.
Immunocytochemically, positivity for Calretinin and CK5/6 was revealed, with negativity for TTF-1 and MOC1. These findings were
compatible with pleural mesothelioma. Patient underwent chemotherapy and died after few months.

Mesothelioma is a rare aggressive neoplasm with poor prognosis. The prompt diagnosis is crucial. The reactive mesothelial cells are
not easily distinguished from the cells of epithelioid mesothelioma, whereas fibrous pleuritis imitates desmoplastic mesothelioma.
Mesothelioma is difficult to be distinguished from adenocarcinoma and it should be also distinguished from squamous cell carcinoma.
Vascular tumors of the lung may expand in the pleura and imitate mesothelioma. Immunocytochemistry is a useful tool and assists in
resolving these diagnostic dilemmas.

1.Klawiter A, Damaszke T. Pleural mesothelioma - case report. Pol J Radiol. 2010;75(4):61-63.

2.Sergio Pina Oviedo, Philip T. Cagle, (2012) Diffuse Malignant Mesothelioma. Archives of Pathology & Laboratory Medicine: August
2012, Vol. 136, No. 8, pp. 882-888.

3.Moore AJ, Parker RJ, Wiggins J. Malignant mesothelioma. Orphanet J Rare Dis. 2008;3:34.

4.Galateau-Salle F, ed. Pathology of Malignant Mesothelioma. 1st ed. London, England: Springer-Verlag; 2006
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The aim of our study is to evaluated the esophagus acute toxicity in patients with inoperable non small lung cancer after chemotherapy
and radiotherapy.

From January 2012 to Dicembre 2018,187 patients with locally advanced non small lung cancer received in our department
radiotherapy and chemo-therapy. The median age was 62 years. From these patients 119 had received sequential chemo-radiation
therapy ,initially three cycle of chemotherapy (cisplatin/gemcitabine)and then radiotherapy and 68 patients received concurrent
chemo-radiotherapy (cis-platin). The total dose of radiotherapy was 60Gy(3-D CONFORMAL RT).The early esophagus toxicity has
been evaluated according the RTOG/EORTC criteria

The grade | toxicity( Mild dysphagia or odynophagia / may require topical anesthetic or non-narcotic analgesics / may require soft diet)
was ranged in the same level in the concurrent chemo-radiotherapy and the sequential chemo-radiotherapy (41%% versus 44%).The
grade |l toxicity (Moderate dysphagia or odynophagia / may require narcotic analgesics / may require puree or liquid diet) was 27%
for the sequential and 29% to the concurrent. But the grade IIl toxicity (Severe dysphagia or odynophagia with dehydration or weight
loss > 15% from pretreatment baseline requiring NG feeding tube, IV fluids, or hyperalimentation) was 2% for the sequential chemo-
radiotherapy and 18% for the concurrent chemo-radiotherapy.Only one patient had grade IV toxicity(Complete obstruction, ulceration,
perforation, fistula).

The concurrent chemo-radiation is the most important factor for the early esophagus toxicity ,but there is another dosimetrical factor
that increase the toxicity ,the volume of esophagus that received 35 Gy .Our results seems that the esophagus toxicity was bigger
when the irradiated volume of esophagus was bigger(V50<32 Gy).

The grade of the early esophagus toxicity in patients with locally advanced non small cell shows that it is significantly burdened, from
the concurrent chemo-radiotherapy and the total volume of the irradiated esophagus.
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Sex-cord tumors — tumors of the ovarian stroma - come from the developing gonad and respectively from the primitive sex cords or
the specialized ovarian substrate. They concern 8% of all the primary ovarian neoplasms. Fibromas are rare, compact, benign tumors
of ovarian stroma, which represent 1% - 4% of all benign ovarian tumors. They are usually unilateral, 1 to 10 centimeters in diameter
and they appear in women aged from 20 to 80 years.

The presentation of interesting case of fibroma, which was diagnosed cytologically, in 58-year old patient.

A female patient 58 years old came with persistent abdominal pain for the last weeks. Her history was free. Imaging revealed a
compact lesion in the left uterine appendage, with some cystic features, the biggest of them 14 cm in diameter. Patient underwent total
hysterectomyand bilateral salpingo-oophorectomy. For cytological examination, we received liquid from the cystic part of the lesion.
The cytological examination of the smears revealed aggregations of medium-sized cells, with ovular or circular nuclei, nucleoli, thin
chromatin, with partial nuclear overalapping and a little of cytoplasm. Sparse spindle-shaped cells with regular nuclei were also
observed. The immunocytochemical assessment showed positivity for Vimentin and Calretinin. These findings were compatible with
ovarian fibroma and the diagnosis was confirmed furtherly with the histological diagnosis.

Ovarian fibromas are rare, benign neoplasms which are treated surgically. Prognosis is excellent, and the recurrences concern more
the cellular fibromas. They have a remarkably interesting differential diagnosis and they should be distinguished from leiomyomata
and mainly from other malignant neoplasms of the ovary, which they imitate clinically and radiologically. The cytological examination
in combination with immunocytochemistry isa precise and reliable diagnostic method. The histological examination confirms the
diagnosis.

1.Bandyopadhyay A, Chakraborty J, Chowdhury AR, Bhattacharya A, Bhattachrya P Chowdhury M. Fine needle aspiration cytology of
ovarian tumors with histological correlation. J Cytol. 2012;29(1):35-40. doi:10.4103/0970-9371.93218

2.Yamada, T., Hattori, K., Satomi, H. et al. Mitotically active cellular fibroma of the ovary: a case report and literature review. J Ovarian
Res 8, 65 (2015). https://doi.org/10.1186/s13048-015-0191-x

3.Bucella D, Limbosch JF, Buxant F, Simon P, Fayt I, Anaf V, et al. Recurrence of mitotically active cellular fibroma of the ovary. Obstet
Gynecol Int. 2009;2009:803062.

4.Granados R. Aspiration cytology of ovarian tumors. Curr Opin Obstet Gynecol. 1995;7:43-8.
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Anaplastic thyroid carcinoma (ATC), though rare, is the most aggressive form of thyroid cancer. It originates from the follicular cells
and it seems that the most “sarcomatoid” thyroid tumors are anaplastic carcinomas. It comprises only the 2-5% of the malignant
thyroid tumors but is responsible for more than 50% of deaths due to thyroid cancer. It is usually a rapidly growing neck mass that
infiltrates the surrounding tissues. It is more common in women (f:m 2:1) and in older ages. There are three histologic patterns, singly
or in combination: giant cell, sarcomatoid and epithelial .

The presentation of a rare case of anaplastic thyroid carcinoma in a male patient.

A 89-year-old male presented with dyspnea and voice hoarseness since a month. Clinical examination demonstrated a large, firm,
ill defined neck mass. Ultrasound revealed diffuse enlargement of the right lobe which was almost totally replaced by an hypoechoic
mass of about 6cm. FNA was performed.

The smears were cellular comprising of pleomorphic cells arranged in clusters, diffusely or singly scattered. The cells were large, with
round to oval nuclei, coarse chromatin, prominent nucleoli and moderate to abundant cytoplasm. Few bizarre cells were observed.
The background was inflammatory and focally necrotic. The diagnosis was anaplastic thyroid carcinoma.

The anaplastic thyroid carcinoma is a rare but very aggressive tumor. The patients usually have distant metastases at the time of
diagnosis (30-40% lung, brain, bones). Treatment of anaplastic thyroid carcinoma (ATC) is mostly palliative. Surgical resection with
adjuvant radiation therapy and chemotherapy may prolong survival somewhat and improve quality of life. The median survival is about
6 months. FNAC is important for the right diagnosis.
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Testicular cancer is the most common malignancy among men aged 18 to 39. The main symptom leading to diagnosis is testicular
pain, followed by lower back pain and dyspnea. Ten-year survival is as high as 95%, even in case of advanced disease, due to high
response rates to chemotherapy (BEP, VelP, TIP). Since the 1980’s, no new drugs have been introduced for the management of the
disease. However, we now have data supporting the administration of fewer cycles of chemotherapy in patients with stage | disease.
Data was collected retrospectively from 125 patients diagnosed with testicular cancer from 2010 to 2019 and treated in our clinic. The
age at diagnosis ranged from 18 to 63 years. 59 of the patients (47%) had cancer of the right testicle, 66 (53%) of the left testicle, and
5 of both testicles. 46 (36%) were seminomas, 76 (58%) were non-seminomas, and for 6% no data was recorded.

Most patients were diagnosed at stage | (64 patients), with fewer at stage Il (48) and Il (17). Patients with stage | non-seminomas
received BEP for 2 cycles (32), EP for 2-3 cycles (2), or BEP for 1 cycle (1). Patients with stage | seminomas received no chemotherapy
(14), carboplatin for 2 cycles (10), carboplatin for 1 cycle (1), or radiotherapy (1). Some patients with stage Il disease received
chemotherapy prior to surgery based on tumor marker levels; in 5 of them no evidence of disease was found when the surgery was
performed. To date, recurrence of the disease was seen in only 8 out of all the patients. All of them received treatment, including
surgery in some cases, and only two died because of the disease.

The data collected over the past decade from patients in our clinic in Northern Greece confirm the effective management of testicular
cancer and the high survival rates.
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The 5-year survival rate for patients diagnosed with lung cancer is below 20% even nowadays. The prognostic role of platelet value
hasn’t been fully clarified in this group of patients.

The purpose of this study was to investigate the connection between platelet count and the response to 1st line therapy, as well as the
prognosis, for advanced non-small cell lung cancer (NSCLC).

40 previously untreated patients with stage IV NSCLC were divided into two equal groups according to their platelet status.
Thrombocytosis was defined as platelet counts > 450.000/mm3. We collected clinical parameters and the value of platelets at three
different time points: before chemotherapy, at the evaluation of the disease and after progression. The results were correlated with
Progression-Free Survival (PFS) and Overall Survival (0S) using univariate and multivariate Cox proportional hazards regression
models and Kaplan-Meier analysis.

Patients with normal platelets had a median PFS of 7,8 months, while median PFS was 8,3 months for the group of patients with
thrombocytosis. This difference was not statistically significant. Median OS for the two groups was 18,7 and 18,5 months respectively,
but there was no statistically significant difference, either. Multivariate survival analyses demonstrated that bone or adrenal metastases
were independently associated with disease progression. Finally, adrenal metastases were the only independent prognostic variable.

The present study showed that platelet count cannot be used as a predictive and prognostic marker for our patients. However, further
larger studies are needed to evaluate the precise prognostic significance of this parameter for the treatment of NSCLC.
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Introduction:

Aim:

Case:

Conclusion:

Prostatic ductal adenocarcinoma (PDA), even though it is the second most common histological subtype, accounts for only 0.4%
-0.8% of prostate carcinomas. It usually has a more aggressive biological behavior associated with low resectability and a greater
tendency for visceral metastases. Hormonal therapy seems to be effective, and there are literature reports describing a shorter
duration of response to docetaxel, as well as data concerning three patients with metastatic PDA who received gemcitabine / cisplatin
with good response to this treatment.

The description of a patient case with prostatic ductal adenocarcinoma and long-term survival as well as the review of bibliographic
data concerning the therapeutic approach for these patients.

A 60-year-old patient with PDA, Gleason score 8 (4 + 4), microsatellite stable, BRCA wt, with lung and bone metastases since 7
years, initially was offered androgen deprivation therapy, but due to rapid disease progression he was treated with docetaxel, with a
subsequent drop in PSA level and imaging stabilization lasting more than one year. Further hormonal manipulations were performed
with bicalutamide and enzalutamide without a good response. He then received consecutively 10 cycles of cabazitaxel, 6 cycles of
docetaxel and 8 cycles of paclitaxel / carboplatin, showing good tolerability, clinical and imaging improvement. Afterwards, due to
gradual imaging progression of the disease and lack of treatment options, he was offered mitoxantrone and again docetaxel and
cabazitaxel. After neuroendocrine differentiation of the disease was ruled out, treatment with gemcitabine / cisplatin was finally started,
based on 3 case reports describing its effectiveness in PDA. The patient received a total of 7 cycles, showing a continuous response
and reduction of tumor burden by 60%. Since the last 3 months he has been taking a treatment break and remains in good condition,
having only mild peripheral neuropathy.

The metastatic PDA seems to respond to chemotherapy based on taxanes as well as to the combination of gemcitabine / cisplatin,
with potentially long-term survival.




FCO Supplementary issue 11 (2) / 2020
DOI: 10.2478/fco-2018-0035

HEPATOID LUNG ADENOCARCINOMA: A RARE CASE

Papadopoulou S.", Giannopoulos N.", Provatas I.2, Kammenou E.’
Technician: Doukogianni A."

'Department of Cytology, Athens General Hospital “O Evangelismos”
2Department of Pathology, Athens General Hospital “O Evangelismos”

Introduction:  Hepatoid carcinoma is an exceedingly rare type of malignant tumor, which histologically is similar to hepatocellular carcinoma. It is
defined as an adenocarcinoma with typical glandular or papillary formations and features of hepatoid differentiation and expression of
alpha-FetoProtein (AFP). The tumor cells show a centrally located nucleus and abundant eosinophilic cytoplasm, similar to the cells
of hepatocellular carcinoma. It is localized more usually in the stomach (63%), following the ovary (10%0, the gallbladder, pancreas,
and endometrium. The development in the lung is extremely rare, with 22 reported cases in international bibliography. The majority of
the patients were males, smokers and the disease was diagnosed in an advanced stage.

Aim: Presentation of a rare case of hepatoid adenocarcinoma of the lung in a female patient.

Methods: A female patient 50 years old came to our hospital reporting non-productive cough. Radiology revealed atelectasia of the right
lower lobe, small pleural effusion ipsilaterally and enlarged lymph nodes were revealed, of antecarinal and subcarinal region. EBUS-
TBNA was performed (endobronchial ultrasound guided transbronchial needle aspiration) and a sample was collected for cytological
examination.

Results: The cytological examination of the smears of the transbronchial needle aspiration from a mediastinal lymph node (RLN4) revealed
aggregations of tumor cells with sizeable nuclei with polymorphism, coarse chromatin, frequent nucleoli, and abundant cytoplasm.
Immunocytochemically, positivity of tumor cells was observed for TTF-1 (cytoplasmic), CK7 and AFP and negativity for CK5/6, CK20,
p63 and CDX2. The above findings in correlation with the clinical data (no findings in the gastrointestinal tube / liver) were compatible
with metastatic infiltration of lymph node by hepatoid lung carcinoma.

Conclusions:  Hepatoid lung adenocarcinoma is an extremely rare neoplasm with aggressive biological course and frequent liver metastases. In the
differential diagnosis metastatic hepatocellular carcinoma is firstly included and its distinction could be difficult, especially in patients
with sites in the lungs and the liver. Also, metastasis from stomach should be excluded. The combination of clinical, radiological, and
cytological — histological findings and obviously the immunocytochemistry-immunohistochemistry lead to the correct diagnosis.

References:  1.Motooka Y, Yoshimoto K, Semba T, et al. Pulmonary hepatoid adenocarcinoma: report of a case. Surg Case Rep. 2016;2(1):1.
doi:10.1186/s40792-016-0129-6
2.Terracciano LM, Glatz K, Mhawech P, Vasei M, Lehmann FS, Vecchione R, et al. Hepatoid adenocarcinoma with liver metastasis
mimicking hepatocellular carcinoma: an immunohistochemical and molecular study of eight cases. Am J Surg Pathol. 2003;27:1302—
12. doi: 10.1097/00000478-200310000-00002.
3.Mokrim M, Belbaraka R, Allaoui M, Kairaouani M, Mahassini N, Tahri A, et al. Hepatoid adenocarcinoma of the lung: a case report
and literature review. J Gastrointest Cancer. 2012;43:125-7. doi: 10.1007/s12029-011-9318-5.

4 Haninger DM, Kloecker GH, Bousamra li M, Nowacki MR, Slone SP. Hepatoid adenocarcinoma of the lung: report of five cases and
review of the literature. Mod Pathol. 2014;27:535-42. doi: 10.1038/modpathol.2013.170.
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Introduction:

Aim:

Methods:

Results:

Conclusions:

The colorectal cancer is the third most frequent cancer at men and the second at women. The oxaliplatin is used in the adjuvant
therapy and also in the metastatic disease at the chemotherapeutic combinations FOLFOX and XELOX. The incidence of the acute
peripheral neuropathy caused by oxaliplatin is between 4% and 98%. Also the incidence of chronic neuropathy is about 70%.

This research attempted to lighten the relation between the oxaliplatin induced peripheral neuropathy and the mutation status of
ras gene, the blood’s serum levels of the magnesium, the calcium, the sodium, the potassium, the haemoglobin, the albumin, the
transaminases, the uric acid and the LDH. Also evaluated the relation of the neurotoxicity of the oxaliplatin and the GFR, the ejection
fraction, the age, the sex, the stage of cancer and the cumulative dose of oxaliplatin of the patients.

This retrospective research included 39 patients, who treated with FOLFOX in the First Department of Clinical Oncology of Theageneio
Anticancer Hospital. The evaluation of neurotoxicity based on NCI-CTCAE criteria. The univariate statistical analysis of the quantitative
variates was conducted using the t-tests or the Mann—-Whitney U test. For the clinical categorical variates was used the x2 test. The
multivariate analysis followed using logistic regression model.

From the univariate analysis was concluded statistically significant correlation of the oxaliplatin’s neurotoxicity with the uric acid of
the blood serum (p:0.042), especially when the uric acid is more than 5.3 mg/dl (p:0.037), the serum albumin less than 4.3 gr/dl
(p:0.034), the total number of the cycles of the chemotherapy (p: 0,022) and the ejection fraction (p: 0.003), especially when the EF
is lower than 60% (p:0.012). At the multivariate analysis the statistical significance was reserved for the uric acid (OR 8.80) and the
ejection fraction (OR 0.095).

The oxaliplatin’s induced neuropathy is associated with the pre-chemotherapy increased levels of the blood serum’s uric acid and with
the decreased ejection fraction.
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Introduction:

Aim & Methods:

Results:

Conclusions:

Immunotherapy has emerged as the core of oncology treatment. Nonetheless, only a subset of patients derives clinical benefit,
emphasizing the need to use predictive biomarkers; many of these biomarkers (i.e. PDL1, MSI, TMB) rely on tissue, limiting their
use in daily practice. Measurements of routine blood markers such as CRP or neutrophil to lymphocyte ratio have spurred interest
for their potential prognostic value and ease of use.

The purpose of this study was to identify useful biomarkers from our daily clinical practice. From 2016 to 2019, a total of 146
patients with various types of neoplasms, who have received immunotherapy, were identified from the archives of the University
Hospital of loannina (PGNI). We retrospectively recorded age, sex, pathological diagnosis, stage, line/type of immunotherapy,
autoimmune diseases, allergies or infections at baseline, survival data (OS & PFS), response, LDH, calcium, albumin levels and
complete blood count to identify prognostic or predictive factors.

In the present study we present our experience from the use of immunotherapy in the Oncology Department of the University hospital
of loannina and we examine the prognostic and predictive utility of simple clinical and laboratory parameters.

Biomarkers with strong predictive and prognostic value, in addition to guiding clinical trial design, will be critical to individualize
immunotherapy in clinical practice.
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Introduction:

Aim:

Methods:
Results — Case Report:

Conclusions:

Extramedullary hematopoiesis is a common occurrence in patients with severe beta-thalassemia. Most often it affects organs
such as the liver, spleen and lymph nodes. It is rarely met in the vertebral column. It is observed primarily in the thoracic spine
and then in the lumbar spine. A not-so-common consequence of this is compression of the spinal cord due to hematopoiesis
foci and subsequent neurological symptoms.

Presentation of the clinical, laboratory and imaging findings and treatment of spinal cord compression due to extramedullary
hematopoietic foci in a patient with beta-thalassemia.

We reviewed the recent literature on this clinical entity in the PubMed / MEDLINE database until 12/2019.

A 53-year-old man presents with progressively worsening gait and instability. The patient has a history of beta-thalassemia,
for which he receives blood transfusions every 15 days, while since 1988, foci of extramedullary hematopoiesis have been
found in the region of thoracic spine and for which he underwent transfusions from 1994 to 1996 and radiotherapy sessions
in 1996 due to their increase and instability of gait and spinal cord pressure. Since then, the patient has remained stable
without the need for new sessions. Recurrent symptoms have been reported in the last year (gait instability, sphincter
dysfunction and difficulty in climbing up stairs). In a new imaging test with MRI of the thoracic and lumbar spine, an increase
in the size and number of foci was shown. It was initially treated with transfusions, corticosteroids and analgesics. Due to the
worsening of the pain, he finally underwent new sessions of radiotherapy in the area (L5-S1).

The treatment of this rare clinical entity can be achieved through transfusions, surgery, radiotherapy or a combination of all of
the above. There is no agreement on the total dose of radiation therapy and the doses range from 20-30 Gy, with a daily dose
of 2-3 Gy.
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Introduction:

Aim:
Methods:

Results:

Conclusions:

References:

Intraductal papillary neoplasm of the liver and the bile ducts is a rare neoplasm, representing 10 — 15% of the bile duct tumors. It is
characterized as a macroscopically visible, pre-cancerous lesion, with papillary or villous architectural pattern of dysplastic epithelium
inside the intrahepatic or extrahepatic bile ducts and mucin production. The mean age of occurring is 50 -70 years. Histologically,
it is characterized by papillary structures, with thin fibrovascular cores, which are covered by intestinal, pancreatobiliary, gastric or
oncocytic type of epithelium. According to WHO classification it is classified in papillary neoplasms with low- or high-grade dysplasia,
with coexisting infiltrative component.

The presentation of a rare case of intraductal papillary neoplasm of intrahepatic biliary ducts.

A female patient, 81 years old came with pain in the lower right abdomen. By the laboratory examinations, increased CA 19-9 was
observed. Ultrasound imaging revealed a focal, oval-shaped, relatively hyperechoic lesion with halo, in the right lobe of the liver, which
was aspirated.

The cytological examination of the smears of the aspiration sample revealed the presence of complex three-dimensional papillary
formations, with frequently visible thin fibrovascular cores. The epithelial cells showed severe dysplasia, with dark-colored or
frequently clear nuclei, thickening of the nuclear membrane, visible nucleoli and mucinous vacuolation of the cytoplasm. The above
presented findings in correlation with the radiological findings were suggestive for intraductal papillary neoplasm of the intrahepatic
bile ducts, with moderate to severe dysplasia. The diagnosis was confirmed by the histological examination of liver biopsy. Patient
died because of bad general condition before the performance of the surgical procedure.

IPNB is a rare entity, especially in Western countries, which increases the risk of development of cholangiocarcinoma and it is included
in “precursor lesions”. The sequence of carcinogenesis includes a lot of mutations concerning common pathways of oncogenesis
(KRAS, loss of p16 and mutation of TP53). It is treated with surgical excision and histological examination of the specimen, in order
to exclude the infiltrative cholangiocarcinoma, which frequently coexists and worsens prognosis.

1. Intraductal papillary neoplasm of the bile ducts: A case report and literature review Yaohong Tan, Clara Milikowski, Yanelba Toribio,
Adam Singer, Claudia P Rojas, Monica T Garcia-Buitrago World J Gastroenterol. 2015 Nov 21; 21(43): 12498-12504. Published
online 2015 Nov 21. doi: 10.3748/wjg.v21.i43.12498

2. Tsui WM, Lam PW, Mak CK, Pay KH. Fine-needle aspiration cytologic diagnosis of intrahepatic biliary papillomatosis (intraductal
papillary tumor): report of three cases and comparative study with cholangiocarcinoma. Diagn Cytopathol. 2000;22(5):293-298.

3. G. Kloppel, V. Adsay, B. Konukiewitz, J. Kleeff, A. M. Schlitter, and I. Esposito, “Precancerous lesions of the biliary tree,” Best
Practice & Research. Clinical Gastroenterology, vol. 27, no. 2, pp. 285-297, 2013.

4. 2019 WHO Classification of Tumours of the Digestive System
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Introduction:

Aim:
Methods:

Results:

Conclusions:

Immunotherapy with checkpoint inhibitors has changed the treatment of many cancers, but often present adverse events (AE) that
affect many organs. Among these, endocrine AE is common. CTLA-4 inhibitor ipilimumab alone or in combination with PD-1 inhibitors
can cause pituitary insufficiency with impaired pituitary hormone secretion at 3.2% and 6.4%, respectively. While PD-1 and PDL-1
inhibitors rarely cause hypophysitis up to 1%.

To highlight the prevalence of hypophysitis as an AE of immunotherapy and its clinical significance.

Retrospective study of patients who received immunotherapy from March 2018 to January 2020 at the Second Department of Medical
Oncology, St Savvas Anticancer Hospital. Epidemiological, clinical and laboratory were analyzed.

55 patients were studied (33 men, mean age 66.5 years, range 37-85). 40% had lung cancer, 29.1% melanoma, and 12.7% urethral
cancer. 83% had metastatic disease. Of the 55 patients, 28 (50.9%) received immunotherapy with pembrolizumab, 21 (38.2%) with
nivolumab, 4 (7.3%) with durvalumab and 2 (3.6%) with a combination of ipilimumab and nivolumab. The median treatment time
was 7.23 months (range 1-28). A total of 5 patients out of 55 who received immunotherapy (9%) presented with hypophysitis based
on laboratory tests: 2/28 (7.1%) with pembrolizumab, 1/2 (50%) with a combination of ipilimumab and nivolumab, and 2/21 (9.5%)
with nivolumab. No patients presented clinical manifestations. All of them, were treated with hydrocortisone or prednisolone and
continued to receive treatment with close endocrinologic monitoring. Statistical analysis of epidemiological, clinical and laboratory
data demonstrate no predictive factors for the development of hypophysitis.

In our study, the prevalence of hypophysitis is 9%. None of the patients had clinical symptoms and all of them continued to receive
immunotherapy with close endocrinologic monitoring and appropriate hormone replacement therapy.
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Introduction:

Case report:

Conclusions:

NeuroEndocrine Neoplasms (NENs) have been characterized as rare neoplasms. NETs are epithelial neoplasms with prominent
neuroendocrine differentiation and can develop in any tissue. The histological, molecular and imaging features of NETs are in general
indicative of the primary origin, yet in some cases the detection of primary side can be very challenging.

42-year-old male with a past medical history of Multiple Endocrine Neoplasia type 1 (MEN 1) presented with an anterior mesothorasic
mass and a second one in the inferior cervical region. The lesions were identified during the work-up which followed a pancreatic
surgery. Particularly, patient was diagnosed with primary hyperparathyroidism and nephrolithiasis 20 years ago and underwent
sequential excision of three parathyroid glands. Due to family history of primary hyperparathyroidism further and extensive work-up
took place, which revealed the presence of MEN 1 syndrome. Molecular diagnoses detected the presence of the likely pathogenic
p.A541T mutation and radiological examinations depicted two large pancreatic masses. Therefore, a segmental pancreatecomy,
splenectomy and a cholecystectomy (due to chololithiasis) took place. The pathology examination revealed infiltration of well
differentiated NET, grade2 (NETG2WHO,2MF/10HPF, Ki-67=5%), chromogranin, synaptophysin, PGP9.5 and CD56 positive.
Postoperatively pancreatic pseudocysts occurred, which were treated with proper surgical approach (trans-gastric drainage). As
a result of pancreatectomy, a mild diabetes mellitus was detected and treated with metformin. Additionally, MRI scan of pituitary
gland revealed a small adenoma 2mm, stable in size without secretion of hormones. Patient underwent a thoracoscopic biopsy of
the mesothorasic mass and a fine-needle aspiration biopsy of the cervical mass. The pathology examination revealed neuroendocrine
tumor, grade2 (NETG2WHO,0MF/10HPF, Ki-67=25%), chromogranin, synaptophysin positive, as well as positive in CD56 and Bcl2,
and partially positive in pankeratin AE1/3.

MEN syndromes are rare. Most of the time, acquiring a proper medical history (individual and family) may reveal the presence of MEN.
Molecular diagnosis is essential and medical treatment in specialized centers is recommended.
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Hormone receptor-positive advanced breast cancer comprises the majority of breast cancer (BC) cases and is preferably
treated with endocrine therapies except in cases of visceral crisis. The addition of CDK4/6 inhibitors to standard endocrine
treatment in the metastatic setting is currently the golden standard. In Greece, the CDK4/6 inhibitors Palbociclib and Ribociclib
are used, but there is limited experience with the Abemaciclib.

In this abstract, we aim to present real-world data from the use of abemaciclib with either an aromatase inhibitor or fulvestrant
for patients with metastatic BC treated in a tertiary cancer centre in the UK.

We collected retrospectively individual patient’s data for 19 women (aged 41-90) from electronic medical records. Patients
were treated between April 2019 and February 2020 (follow up time was ten months). 3/19 were premenopausal and received
goserelin 4-weekly concurrently. 7/19 patients had abemaciclib with Al as first-line treatment, 6/19 as second-line and 6/19
as third line with fulvestrant. Patients characteristics: 12/19 had visceral metastases (liver, lung), one of them had brain mets,
and one patient had meningeal disease, whereas 6/19 had bone-only disease. 5/19 patients had primary endocrine resistance
(relapsed while on the first 2 years of adjuvant ET or PD within 6 months of first-line for advanced BC), and 4/19 had Gr.3
disease. 5/19 patients had been previously treated with chemotherapy in the metastatic setting.

16/19 patients had disease control (PR or SD) and 12/19 are still on the treatment. Maximum duration time is ten months.
Fatigue gr I, Il (12/19) and diarrhoea gr I, II, Il (10/19) were the most frequent adverse events. Other AEs were hepatotoxicity
gr Il (1/19), mucositis gr Il (1/19) and neutropenic fever that required hospitalization (2/19). 2/19 patients discontinued
treatment due to toxicity (neutropenia and acute kidney injury), 9/19 reduced dose to 100mg x 2 and 2/19 reduced to 50mg x
2. 6/19 patients tolerated reasonably well the initial dose. Diarrhoea was controlled with dose modifications. Although fatigue
was a cumulative side effect that occurred later than diarrhoea, it was not resolved with dose reduction.

The abemaciclib in daily clinical practise has been proven effective in high-risk patients with high-grade tumours, visceral
disease and endocrine resistance while the toxicity was manageable. The effectiveness and toxicity profile were in accordance
with the results from MONARCH — 2 and -3 clinical trials. Despite the small numbers, this patient cohort represents a real-life
population suggesting that the Abemaciclib is a safe and effective treatment option for patients with advanced HR+/Her2- BC.
BC: breast cancer, AE: adverse event, Al: aromatase inhibitor, ET: endocrine treatment

1. Goetz MP et all, MONARCH-3 Abemaciclib As Initial Therapy for Advanced Breast Cancer, JCO, Nov 2017,

2. Sledge GW jr, MONARCH 2: Abemaciclib in Combination With Fulvestrant in Women With HR+/HER2- Advanced Breast
Cancer Who Had Progressed While Receiving Endocrine Therapy, JCO, June 2017)
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Introduction:

Aim:
Methods:

Results:

Conclusions:

The adenocarcinoma of the pancreas is the 4™ cause of overall deaths due to cancer. The overall survival declines in association with
the TNM tumor’s staging, something that happens at the recurrence after a definite surgery, as well. There are no many published
references about the management of cases like that. Herein, we describe a case of constantly recurrent, locally, adenocarcinoma of
the pancreas that has overcome the expected five year overall survival.

The aim of this reference is to highlight the importance of surgical excision at the local recurrences.

A 55 years old man, without any medical record, after a medical investigation due to dyspepsia and abdominal pain, found to suffer
from an adenocarcinoma of pancreas. At the computed tomography revealed a mass of the body to tail of pancreas, that it was
characterized as inoperable. The patient started with ‘neoadjuvant’ chemotherapy (FOLFOXIRI regimen) with the aim to make the
tumor operable. After the completion of the systemic treatment the patient underwent a peripheral pancreatectomy with splenectomy.
He received adjuvant systemic chemotherapy with Gemcitabine/Abraxane. Twelve months post-surgery, the tumor relapsed and
the patient received radiotherapy and chemotherapy with capecitabine. A year after he had a second relapse locally and the patient
underwent a total pancreatectomy with partial gastrectomy. After that the patient is free of disease.

As long as, there are no guidelines for this small subgroup of patients, there is not a gold standard approach for a patient with a locally
recurrent adenocarcinoma of pancreas, especially if there are more than one recurrences. From the describing case, we could assume
that a more aggressive treatment with the aim of the excision of the recurrent disease, could be a good way of dealing with cases like
that, trying to achieve the most of overall survival.

The patients with locally recurrent adenocarcinoma of pancreas after surgery, form a unique, rare subgroup of the patients with
pancreatic neoplasms. There are no trials, or evidence of the best management of these patients, so the surgical excision of the
recurrence seems to be the best way of treating with the aim of prolongation of recurrence or progression free survival and overall
survival.
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Introduction:

Aim:

Methods:

Results:

Conclusions:

Immunotherapy is based on the activation of our immune system, against tumor cells, and has shown impressive results in the NSCLC
treatment, initially in the 2" line therapy, and then, in the 1% line setting. In the 1¢! line setting, it was initially used as monotherapy, and
lately in combination with classic chemotherapy regimens.

The aim of this retrospective analysis is to compare both the efficacy as well as the toxicity of chemotherapy and immunotherapy in
the 2" line treatment of mNSCLC.

Fifty-nine patients, consecutively admitted in our Medical Oncology Department were enrolled in our study. 83% men, 17% women,
of median ECOG 1 (0-3), median age 68 (47-86) years, stage V squamous (32%) and non-squamous (68%) histology, were
treated with 1%t line chemotherapy regimens. Following disease progression, they received 2" line therapy, either chemotherapy or
immunotherapy. We compared both the efficacy and toxicity of the two 2™ Line therapy options. In the immunotherapy arm, patients
received either Nivolumab, or Pembrolizumab.

The number of patients whose disease progressed after receiving chemotherapy in the 2 line, was similar to those that received
immunotherapy. However, time to progression, was significantly shorter in the chemotherapy arm (p=0,015). There was significant
difference in disease progression probability between the two arms in both 3 and 6 months (p<0,05). Patients with at least one
adverse effect, had 2,27 times higher probability of disease progression. Median overall survival was 8 months for the chemotherapy
arm in second line, compared to 14 months in the immunotherapy arm. There was no difference in survival between the two arms in
the 6 months evaluation (p>0,05). However, in the 12 and 18 months evaluation, survival rates were significantly higher for patients
in the immunotherapy arm (p=0,006 kot p=0,001 respectively).

Patients who received immunotherapy in 2" line, had siginificantly higher overall survival rates, compared to those that received
chemotherapy (p=0,006). There was no correlation between PD-L1 expression levels and clinical benefit. Immunotherapy showed
less toxicity than chemotherapy. Data from our daily clinical practice are in line with current literature.
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Introduction:  Accurate estimation of RO pancreatectomy incidence is of great importance in pancreatic cancer treatment, as such excisions are
correlated with higher 5-year survival rates. Despite the lack of a globally accepted definition of RO pancreatectomy, a realistic
estimation of its incidence will be attempted, via the use of the most recent diagnostic protocols.

Aim: The presentation of the histopathological findings and the accurate estimation of R0 pancreatectomy incidence in our hospital.

Methods: Forty-nine (49) histopathology reports from patients who underwent pancreatectomies performed during the last decade (2010-
2019) were evaluated. Relevant literature from the MEDLINE/pubmed website were also evaluated.

Results: After thorough examination of the available reports, an incidence of 81,6% of RO pancreatectomies was calculated. This percentage
is in compliance with global rates, which fluctuate from 20% up to 85%, owing to discrepancies in RO pancreatectomy definition
worldwide.

Conclusions: RO pancreatectomy incidence, as calculated by examination of histopathological data, is in compliance with national trends. The
prominence of RO pancreatectomies is correlated with better prognosis and higher survival rates. However, the adoption of a globally
accepted definition should be a high priority, so as the available research data and conclusions become more reliable.
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Neuroendocrine carcinoma of the cervix is a rare aggressive form of cervical cancer, about 2% of cases. It is characterized by
a high frequency of lymph node metastases and early hematogenous dissemination. Human papillomavirus (HPV) appears to
be the main causative agent. The prognosis is unfavorable and there is no standard treatment based on clinical studies.

We present a clinical case with PDL-1 negative metastatic neuroendocrine cervical carcinoma heavily pretreated that received
treatment with Nivolumab and experienced immediate radiographic response and clinical improvement of symptoms.

A 72-year-old women was diagnosed with metastatic neuroendocrine carcinoma of the cervix. Initially the disease extended
with a lesion 20 x 17 cm to the pelvis, a mass 4 cm to the left adrenal gland, a lymph node block 4 cm to the Haler tripod
and a single lesion 1.5 cm to the liver. She treated with Etoposide (100 mg/m? IV on day 1, 2 and 3) and Cisplatin (80 mg/
m? IV on day 1) and a partial response was recorded. Few months after and due to vaginal bleeding she underwent urgent
total abdominal hysterectomy with bilateral salpingo-oophorectomy. Relapsed 6 months later with enlargement of the adrenal
gland mass and we preferred to re-challenge her with Etoposide and Cisplatin chemotherapy and we achieved again a partial
response. Subsequently due to disease progression received 3rd line treatment with Topotecan (0.75 mg/m? IV on day 1,
2 and 3) and 4th line treatment with Paclitaxel (135 mg/m? IV on day 1) and Carboplatin (AUC 4 IV on day 1). The patient
is receiving hydrocortisone replacement therapy due to adrenal insufficiency as a result of adrenal masses. Finally, after
approval, she received treatment with Nivolumab at a dose of 3 mg/kg IV every 2 weeks and after 6 cycles a significant
decrease of all target lesions was recorded and great relief of symptoms. Molecular characterization of her tumor showed
absent PD-L1 expression.

Immune checkpoint inhibitors may be active in cervical neuroendocrine carcinoma with the probability of benefit in some
patients regardless of PDL-1 status.
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Introduction: Although immunotherapy is a promising treatment strategy on the management of patients with metastatic NSCLC, there are
subsets of patients that do not respond or become resistant to treatment. Chemotherapy (Ch) and radiotherapy (RT) may
increase the benefit of immunotherapy. We aimed to investigate the effect of prior chemotherapy or radiotherapy on patients
with metastatic NSCLC who received immunotherapy in our Department.

Patients and Methods: We investigated the data from 68 patients with metastatic NSCLC managed in our Department in the period from 01/2016 to
06/2019 and were treated with immunotherapy. The Overall Survival (0S) and Progression Free Survival (PFS) were estimated
from the date of diagnosis. The statistical analysis was performed by using the SPSS package IBM version 25.

Results: 57.1% of patients had Adenocarcinoma and 33.3% had Squamus Cell Carcinoma. 97% were smokers, while a genetic
mutation was detected in 17% of patients. Patients that had received radical RT in the past had better 0S as compared with
patients that received palliative or no RT (HR:0.162, p=0.016 ko HR:0.178, p=0.027 respectively). The number of previous
chemotherapy treatment lines did not have any effect on OS in patients that received immunotherapy. However patients that
received immunotherapy in the first line had better PFS as compared to patients that received immunotherapy in latter lines
(HR: 0.23, P:0.045).

Conclusions: Prior radical RT had a positive effect on the OS of patients with metastatic NSCLC treated with immunotherapy. A possible
abscopal effect may be related with this observation that needs prospective validation.
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Introduction: Pigmented villonodular synovitis (PVNS) is a rare, idiopathic, benign, but potentially locally aggressive, recurrent clinical
entity. It is characterized by hyperplasia, deposition of pigment (hemosiderin) in the joints and formation of focal nodules and
follicles. It most commonly occurs in patients between the ages of 20 and 50 years and mainly affects large joints such as
the knee and hip joints.

Aim: Presentation of the clinical picture, laboratory findings and treatment of a patient with PVNS and review of the recent literature
regarding this disease.
Methods: We conducted a recent literature search on the PubMed / MEDLINE website until 12/2019.

Results — Case Report: A 37-year-old man, with a free personal and family medical history, presented with a six month edema, gradually worsening
pain and reduced functionality in the knee joint area. Orthopedic assessment was performed and initially treated it as a case
of patellar chondropathy. The X-ray images of the area were normal. The patient then underwent an MRI scan and a biopsy
(with a small anterior approach), which was used to diagnose PVNS. He underwent two procedures for the surgical resection
of the lesion in a time period of two months due to residual disease. He then underwent postoperative radiotherapy (38 Gy, in
19 sessions, with a daily dose of 2 Gy), four weeks after the second surgery, due to diffuse PVNS.

Conclusions: Adjuvant postoperative radiotherapy can improve the percentage of local control in case of diffuse PVNS and reduce the
chance of recurrence.
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Fibroadenoma is the most frequent benign tumor of the female breast, which appears often in adolescents and young women, and
the peak age of incidence is the 2nd — 3rd decade of life. It is a biphasic, histologically, neoplasm, consisting of an epithelial glandular
portion and the specialized stroma of the terminal ductal lobular unit (T.D.L.U). It can be single or multiple and bilateral. Its size is
generally smaller than 3 cm, although it may be large sized. On ultrasound imaging, it appears as a hypo- or isoechoic ovular mass
with regular margins.

The presentation of a rare case of ductal carcinoma of the breast as an incidental finding during the cytological examination of a
fibroadenoma.

A female patient 46 years old was referred to our laboratory for ultrasound-guided fine needle aspiration (FNA) of a compact tumor in
the right breast below and in the external region of the nipple, 6 millimeters in diameter.

The cytological examination of the smears of the FNA specimen revealed a lot of cellular aggregations, with nuclear crowding and
overlapping. In many sites architectural distortion was observed with loss of cellular cohesion and cellular spreading. The cells had
eccentric nuclei and nucleoli, whereas they were positive for p53. Also, a lot of cellular aggregations were revealed, characteristic for
fiboroadenoma. These findings were compatible with ductal adenocarcinoma of the breast with coexisting fibroadenoma.

The development of carcinoma in a fibroadenoma an extremely rare incident. The frequency in retrospective studies is considered
0,002-0,0125%. Carcinomas can develop inside a benign lesion or they may coexist independently. Generally, fibroadenoma is not
considered a risk factor for development of cancer, however the existence of characteristics which classify it as complex, such as
sclerotic adenosis, calcifications and the papillary apocrine metaplasia, increase this risk. Also, the presence of hyperplastic lesions
in the surrounding parenchyma increase more the risk. The correct cytological assessment is necessary also in lesions that do not
raise clinical and imaging suspicions for malignancy.

*Swetha N, Geetha Ch, Prayaga AK. Role of cytology in fibroadenoma with clinging carcinoma. J Cytol. 2013;30(1):78-80.
doi:10.4103/0970-9371.107530

e Rao S, Latha P S, Ravi A, Thanka J. Ductal carcinoma in a multiple fibroadenoma: Diagnostic inaccuracies. J Can Res Ther
2010;6:385-7

* Friedenreich C, Bryant H, Alexander F, Hugh J, Danyluk J, Page D. Risk factors for benign proliferative breast disease. Int J Epidemiol
2000;29:637-44.

 Nassar A, Visscher DW, Degnim AC, et al. Complex fibroadenoma and breast cancer risk: a Mayo Clinic Benign Breast Disease
Cohort Study. Breast Cancer Res Treat. 2015;153(2):397-405. doi:10.1007/s10549-015-3535-8
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Cystadenolymphoma (Warthin Tumor) is a benign tumor of the salivary glands. It is the second most frequent tumor after pleiomorphic
adenoma, and it concerns 10% of all tumors of the parotid gland. The majority of this tumors is found in the parotid and occasionally
in the buccal cavity, larynx, and the cervical lymph nodes. It is more frequent in male smokers, aged 40 years and over. Histologically
is characterized by a double layer of epithelial cells in dense lymphoid stroma with frequent lymph follicles. Malignant transformation
to lymphoma, Merkel cell carcinoma, adenocarcinoma, mucoepidermoid carcinoma, squamous cell carcinoma and others is rare. The
preoperative diagnosis is based mainly in Fine Needle Aspiration and the Cytological Examination.

The presentation of an interesting case of cystadenolymphoma which cytologically imitated squamous cell carcinoma.

A male patient 54 years old with painless enlargement at the right parotid region. Clinically and radiologically it was considered as
possible malignancy. Patient underwent ultrasound-guided fine needle aspiration.

The cytological examination of the smears revealed sparse or small aggregations of oncocytes with granular cytoplasm, hyperchromatic
nuclei, occasional nucleoli, and a lot of spindle-shaped squamous atypical cells. In the substrate, a lot of histiocytes were found and
a lot of inflammatory cells, amorphous substance, and necrotic elements. These findings corresponded to cystadenolymphoma with
features suggesting squamous metaplasia, however the histological examination, which was considered necessary, confirmed the
cytological findings.

Cystadenolymphoma is a frequent benign tumor of the parotid with extremely good prognosis and infrequent recurrences (2%). In rare
cases it could be a diagnostic trap even for the experienced cytologist. The main malignancies with which should be distinguished
are mucoepidermoid carcinoma, squamous cell carcinoma, mainly in cases with extended mucinous and squamous metaplasia. The
possibility of false positive results should be taken in consideration by the clinicians, especially in cases where the clinical and the
other findings do not suggest malignancy.

1. Parwani AV, Ali SZ. Diagnostic accuracy and pitfalls in the fine-needle aspiration interpretation of Warthin’s tumor. Cancer
Cytopathology 2003; 99: 166-71.

2. Stewart CJ, MacKenzie K, McGarry GW, Mowat A. Fine-needle aspiration cytology of salivary gland: a review of 341 cases. Diagn
Cytopathol 2000; 22: 139-46.

3. Butt FY. Benign diseases of the salivary glands. In: Lalwani AK, ed. Current diagnosis and treatment in otolaryngology: head & neck
surgery. New York: McGraw-Hill, 2002. p. 307-24
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Introduction:  Women who receive chemotherapy for treatment of the breast cancer, have a tendency to gain weight. About 50 to 90% of women
had gain weight and 20% of them had gain a total weight of more than 10 kilos.

Aim: The aim of this review is to investigate the association between chemotherapy and weight gain in women receiving chemotherapy.

Methods: A literature review was conducted using the electronic databases PubMed and Google scholar. The following key words were entered:
“weight gain”, “chemotherapy”, “breast cancer” and “cancer patients” and a combination thereof. Exclusion criteria of articles were
the language, except English and the type of cancer that exclusively concerned women with breast cancer. About 30 articles were
found on the subject and 15 of them were included. The review was conducted in the last 20 years

Results: Factors that contribute to weight gain during chemotherapy are the intake of large amounts of food associated with stress, reduced
physical activity and also the modification of basic metabolic rate. Additionally, women in premenopausal period and use of
corticosteroids in chemotherapy protocols have been identified as risk factors for weight gain. Weight gain is predisposed to chronic
diseases such as high blood pressure, diabetes and osteoarthritis, which negatively affect quality of life and possibly the survival of
these patients.

Conclusions:  Weight gain in women with breast cancer receiving chemotherapy is a common side effect of treatment. Healthcare professionals
need to inform patients about this possibility in order to be properly prepared and follow a diet that will allow them to maintain a normal
weight throughout the treatment in order to avoid the occurrence of chronic diseases.
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Pancreatic adenocarcinoma is the most common type of pancreatic cancer and is a leading cause of death worldwide. It is a very
aggressive type of cancer with a life expectancy of five years. Whipple surgery, which is used to treat pancreatic adenocarcinoma
and is one of the most complex oncological surgeries, involves the removal of the pancreas head, lymph node clearance of the area
as well as pancreato static, cholepeptic and gastronomic anastomosis. Rupture of pancreato static anastomosis with pancreatic fluid
leakage is the most common postoperative complication.

The aim of the study is to describe an incident involving the rupture of pancreato static anastomosis after Whipple surgery.

This is a case study of a 63-year-old woman who underwent surgery to remove a pancreatic adenocarcinoma in a large hospital in
northern Greece.

A 63-year-old female patient with pancreatic head adenocarcinoma arrived in May 2019 for surgery. The patient underwent
pancreatodecadactylectomy with lymph node dissection and the development of gastronomic, pancreato static and biliary-fasting
anastomosis. For the first 24 hours the patient was transferred to the clinic, while on the second postoperative day, the patient had
a good postoperative course. On the tenth postoperative day, she presented with rupture of pancreatic anastomosis with pancreatic
fistula formation, while on the twelfth day she presented hemodynamic instability. The rupture was treated with more adequate
drainage and administration of somatostatin, while she also underwent a computed tomography scan. Nursing care consisted of
evaluating the functioning of the drainage system, monitoring the patient’s body temperature, replenishing oxygen in the blood and
monitoring blood glucose levels regularly. In order to prevent a more serious hemodynamic complication, the nurse monitored the
patient’s vital signs and urination every three hours.

Rupture of pancreatic anastomosis is a life-threatening complication. When it occurs, appropriate nursing care is required to treat it
adequately.
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Carcinomas of unknown primary site are a heterogenous group of neoplasms with poor prognosis. Their frequency ranges from 2% to
4 % of all patients with cancer. They may present as multiple sites in the liver, as lymphadenopathy of mediastinum, retroperitoneum,
head, axilla, or inguinal region, as peritoneal carcinomatosis and also as multiple nodular sites in the pulmonary parenchyma or as
metastatic sites in the bones or the brain. Malignant effusions in serous cavities may be the first manifestation of a malignancy.
However, cardiac tamponade resulting from malignant pericardial effusion is rarely the first presentation of an undiagnosed malignancy.
The presentation of a case of adenocarcinoma of unknown primary site which manifested with cardiac tamponade.

A male patient, 40 years old, with free personal anamnesis, came with productive cough for the last five days, retrosternal pain and
fever. The clinical examination revealed tachycardia, tachypnea, and hypotension. Electrocardiogram, cardiac ultrasound, and further
imaging showed a large pericardial effusion and cardiac tamponade. Also, CT scan revealed mediastinal lymphadenopathy. Patient
underwent aspiration of pericardial cavity and we received the liquid for cytological examination.

The cytological examination of the smears from the aspiration specimen (pericardial fluid) revealed a lot of malignant cells in papillary
aggregations with nuclear overlapping, hyperchromasia, multiple nucleoli and vacuolated cytoplasm. The immunophenotype was
MOC-31 (+), CK7 (+), CK20 (+), WT-1 (-). These findings were compatible with metastatic adenocarcinoma. Despite the detailed
clinical and laboratory investigations and the histological — immunohistochemical investigation of lymph nodes, the determination of
the primary site was not possible.

A malignant pericardial effusion is observed sometimes during the course of diagnosed malignant neoplasms. Rarely, cardiac
tamponade is the first presentation of a malignancy, however it should be included in the differential diagnosis of this critical condition.
The primary site is more often found in the lung, the breast, or the lymphatic system. In our case, the primary site was not found.
Patient receives chemotherapy neoplasms of unknown primary site an after a month he presents an improved clinical condition.

1. Isabel de la Gandara, Enrique Espinosa, Jorge Gomez Cerezo, Jaime Feliu & Carlos Garcia Girén (1997) Pericardial Tamponade as
the First Manifestation of Adenocarcinoma,Acta Oncologica, 36:4, 429-431, DOI:10.3109/02841869709001291

2. Micha JP, Goldstein BH, Zusman D, Rettenmaier MA, Epstein HD, Brown JV. Malignant pericardial effusion secondary to ovarian
adenocarcinoma: a case report. J Reprod Med. 2007 Oct;52:971-973.

3. Ballardini P Margutti G, Zangirolami A, Tampieri M, Incasa E, Gamberini S, Manfredini R. Cardiac tamponade as unusual presentation
of underlying unrecognized cancer. Am J Emerg Med. 2007 Jul;25:737 e5-€6.

4. Ojeda W, Martinez-Toro JA. Diagnosis and management of pericardial effusions [Review] P R Health Sci J. 2006 Sep;25:255-258.
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Colorectal cancer (CRC) is a major cause of morbidity and mortality worldwide and despite improvements in surgical techniques,
chemotherapy, and radiotherapy, the incidence of local recurrence still ranges between 4% -8%, with distant recurrences predominating
(12)

The purpose of this article is to present a clinical case of rectal cancer, with rare recurrence (small intestine) and how it was treated.
A 65-year-old patient was diagnosed with grade Il rectal adenocarcinoma and received neoadjuvant chemotherapy with concurrent
radiotherapy and then underwent low anterior resection and afterwards he received adjuvant chemotherapy. Immunohistochemical
study revealed intestinal adenocarcinoma with CK7 (-), CD20 (+), CDX2 (+) and DPC4 (+).

Two years later, as part of the follow-up, he underwent an abdominal CT scan and a thickening of the second part of duodenum
was revealed. He underwent a gastroscopy and biopsy of the suspicious site, and an intestinal adenocarcinoma with a similar
immunophenotype to rectal cancer, namely CK7 (-), CD20 (+), CDX2 (+) and DPC4 (+). An integrated positron emission tomography
(PET)/CT scan was performed, that showed increased metabolic activity [standardized uptake values (SUV): 10,3] only in the second
part of the duodenum and a right hemicolectomy was performed.

The most common sites of metastatic rectal cancer are the liver, lungs, peritoneum, retroperitoneally, and lymph nodes (2). Small
intestine tumors account for only 2% of gastrointestinal tumors and mainly involve primary tumors, such as adenocarcinomas, GIST,
carcinoids, and lymphomas (3). Metastatic disease in the small intestine is rare and comes mainly from melanoma and breast or lung
cancer (4).

The recurrence of rectal cancer in the small intestine is possible, but a detailed pathological and immunohistochemical study is
required to differentiate primary small intestine cancer from metastatic rectal cancer and future studies are required to address what
kind of surgery and chemotherapy is necessary.

1. Siegel RL, Miller KD, Jemal A. Cancer statistics, 2016: Cancer Statistics, 2016. CA: A Cancer Journal for Clinicians. 2016;66(1):7—
30.

2. lkoma N, You YN, Bednarski BK, Rodriguez-Bigas MA, Eng C, Das P, et al. Impact of Recurrence and Salvage Surgery on Survival
After Multidisciplinary Treatment of Rectal Cancer. JCO. 2017;35(23):2631-8.

3. Reynolds |, Healy P Mcnamara DA. Malignant tumours of the small intestine. The Surgeon. 2014;12(5):263-70.

4. Stamopoulos P, Machairas N, Kykalos S, Nonni A, Kouraklis G, Sotiropoulos GC. Intraluminal rectal cancer metastasis to the small
bowel: An extremely rare case report. Molecular and Clinical Oncology. 2017;7(4):553-6.
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Carcinosarcoma is an unusual type of malignant neoplasm of the pancreas which is characterized by a biphasic morphology,
with coexistence of epithelial and sarcomatous components. Each of these components has distinctive morphological and
immunohistochemical characteristics. They are usually arising in uterus. Their localization in pancreas is extremely rare (7% of the non-
neuroendocrine malignant neoplasms), with few cases reported in international bibliography (less than 20). Their histogenesis remains
still unclear and the small number of the studied cases does not allow the determination of an appropriate treatment. They are extremely
aggressive neoplasms with poor prognosis (mean survival time 6 months). They mostly affect women in the 7" decade of life.

The presentation of a rare case of pancreatic carcinosarcoma in a male patient 59 years old

A male patient 59 years old came with abdominal pain during the last month. By his medical history, an episode of acute pancreatitis
was reported one year before. Ultrasound imaging revealed the presence of a cystic and partially compact lesion in the body of
pancreas, approximately 6 cm in diameter. Patient underwent ultrasound-guided fine needle aspiration (EUS-FNA)

The cytological examination of the smears revealed a lot of flat and three-dimensional groups of cells with nuclear crowding
/ overlapping, well-sized and frequently multiform nuclei with thickened nuclear membrane and often visible nucleoli. Also, a lot
of aggregations of spindle-shaped cells were observed, with severe atypia and polymorphism, focally with storiform pattern. The
substrate was inflammatory, focally with presence of myxomatous substance and frequently necrotic. The above findings were
compatible with undifferentiated carcinoma, of carcinosarcoma type. Patient underwent peripheral pancreatectomy and the diagnosis
was confirmed histologically.

Pancreatic carcinosarcoma is an extremely aggressive neoplasm and its preoperative diagnosis is a challenge even for the experienced
cytologists. Although rare, it should be included in the differential diagnosis of pancreatic tumors, especially of the tumors with cystic
degeneration. EUS-FNA technique is a reliable method of diagnostic approach.

1.0ka K, Inoue K, Sugino S, et al. Anaplastic carcinoma of the pancreas diagnosed by endoscopic ultrasound-guided fine-needle
aspiration: a case report and review of the literature. J Med Case Rep. 2018;12(1):152. Published 2018 May 31. doi:10.1186/s13256-
018-1615-1

2.Salibay CJ, Rewerska J, Gupta S, Ree N. Primary Carcinosarcoma of the Pancreas With CD10-Positive Sarcoma Component. J
Investig Med High Impact Case Rep. 2017;5(4):2324709617740906. Published 2017 Nov 6. doi:10.1177/2324709617740906
3.5till SA, Becerra CR, Clement-Kruzel SE, Cavaness KM. Locally advanced carcinosarcoma of the pancreas. Proc (Bayl Univ Med
Cent). 2018;31(2):210-212. Published 2018 Mar 20. doi:10.1080/08998280.2018.1444302

4 Katsourakis A, Svoronos C, Chatzitheoklitos E, et al. Carcinosarcoma of the pancreas: how a common blood disorder can hide an
extremely rare tumour. J Pancreas (Online). 2015;16:310-312.
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Mucinous carcinoma (colloid, gelatinous) of the breast is a rare type of a well differentiated infiltrative carcinoma, representing 0,5 —
3% of breast carcinomas in its pure form. It is met more frequently in post-menopausal women (mean age 71 years). Histologically, it
is characterized by the presence of nests of cells in lakes of mucin, separated by thin fibrous septae including capillary blood vessels.
By definition, the mucin lakes represent 50% of the tumor. It is distinguished in the pure mucinous type (pure when the mucinous
characteristics concern more than 90% of its total extent) and the mixed type, which has worse prognosis. Cellular atypia is generally
low.

The presentation of a rare case of mucinous carcinoma of the breast, which was diagnosed cytologically.

A woman, 79 years old, with an incidental finding in chest CT scan concerning a lesion in the left breast, which ultrasonographically
was considered suspicious for malignancy. She was referred for ultrasound-guided fine needle aspiration (FNA) of the lesion.
Lymphadenopathy was not observed.

The cytological examination of the smears revealed loose aggregations of tumor cells, architectural distortion, and sometime single
cells, with moderate polymorphism, eccentric nuclei, irregular chromatin network and occasionally visible nucleoli. The substrate
was inflammatory, focally necrotic, with stromal cells and vessels with shapeless mucinous substance. The aforementioned
cytolmorphological findings were compatible with mucinous carcinoma of the breast of pure type.

Mucinous carcinoma of the breast is an interesting type of carcinoma, on the one hand because of its rarity and on the other hand
because of its favorable prognosis. Lymph node metastasis is rare (2-4%). Ten-year survival ranges between 80% and 100%. Thus, its
early diagnosis and its distinction from a lot of other benign and malignant lesions is of great importance. The similarities with lesions
such as mucocele and myxoid adenoma could be a diagnostic trap. FNAC is a reliable technique for pre-operative diagnosis.
1.Sharma S, Bansal R, Khare A, Agrawal N. Mucinous carcinoma of breast: Cytodiagnosis of a case. J Cytol. 2011;28(1):42-44.
d0i:10.4103/0970-9371.76952

2.Scoopsi L, Andreola S, Pillotti S, Bufalino R, Baldini MT, Testori A, et al. Mucinous carcinoma of the breast. A clinicopathologic,
histochemical, and immunocytochemical study with special reference to neuroendocrine differentiation. Am J Surg Pathol.
1994;18:702—11. Cheng L, Lee WY, Chang TW. Benign mcocele-like lesion of the breast: how to differentiate from mucinous
carcinoma before surgery. Cytopathology 2004;15(2):104-108
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cytologic finding Acta Cytol 1998;42(3):668-672.
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Gastrointestinal Stromal Tumors (GISTs) are the most frequent mesenchymal tumors of the gastrointestinal tract. They are rare
neoplasms and they represent less than 1% of all primary neoplasms of the gastrointestinal tract. They appear more often in the
5t — 6™ decade of life. They are characterized by the mutation of KIT proto-oncogene (75%) or PDGFR-a. (10%). They can develop
throughout the gastrointestinal tract, however they are localized more often in the stomach (60-70%) and small intestine (25-35%),
whereas they may appear in the colon, rectum, esophagus, and appendix. Rarely they primarily develop in the intra-abdominal
tissues outside the gastrointestinal tract and then they are characterized as EGISTs (5% of the cases in the omentum, mesentery and
retroperitoneum).

The presentation of a rare case of EGIST, which was diagnosed preoperatively with FNAC-CT.

A male patient, 71 years old, came with abdominal pain and abdominal distention during the last weeks. Imaging (CT scan) revealed
the presence of an intra-abdominal mass, approximately 16 cm in maximum diameter, which was pushing away the surrounding
structures. CT-guided fine needle aspiration was performed (FNA-CT).

The cytological examination of the smears revealed single neoplastic cells or in loose aggregations, with nuclear overlapping,
elongated / wavy nuclei, and fibrous cytoplasm, sometimes with cytoplasm of fibrous texture and cytoplasmic projections (snouts).
The substrate was focally fibrous or moderately inflammatory, with cellular debris. The above findings in correlation with radiological
findings were compatible with extragastrointestinal stromal tumor (EGIST). Resection was performed and the diagnosis was confirmed
histologically by the surgical specimen.

EGISTs are rare neoplasms. They often present with non-specific symptoms and their preoperative diagnosis is sometimes difficult.
They should be distinguished from leiomyomata, leiomyosarcomas, schwannomas, solitary fibrous tumors and also carcinomas,
neuroendocrine tumors, and melanomas. FNAC in combination with immunocytochemistry is a valuable tool of preoperative diagnosis.
Prognosis depends of grading (size of the tumor, number of mitoses), as this is determined in the surgical specimen.

1.Vij M, Agrawal V, Kumar A, Pandey R. Cytomorphology of gastrointestinal stromal tumors and extra-gastrointestinal stromal tumors:
A comprehensive morphologic study. J Cytol. 2013;30(1):8-12. doi:10.4103/0970-9371.107505

2.Fagkrezos D, Touloumis Z, Giannila M, Penlidis C, Papaparaskeva K, Triantopoulou C. Extra-gastrointestinal stromal tumor of the
omentum: a rare case report and review of the literature. Rare Tumors. 2012;4(3):e44. doi:10.4081/rt.2012.e44

3. Costa Almeida C, Carogo TV, Albano M, et al. Extragastrointestinal stromal tumour (EGIST) presented as a mesenteric and
retroperitoneal mass. BMJ Case Reports CP 2019;12:6232481.

4. Fletcher CD, Berman JJ, Corless C, et al. Diagnosis of gastrointestinal stromal tumors: a consensus approach. Hum Pathol.
2002;33:459-65.
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Multiple primary cancers are usually defined as primary malignant tumors in different sites and with different histological origins in
one person. The incidence of multiple primary malignancies seems to be increasing because of the increasing overall life expectancy,
better cancer therapies and more sensitive modalities for detection. The reported frequency of multiple synchronous primary tumors
is 1-3%. The frequency of pancreatic cancer in association with cancer of other organs is estimated to range from 1% to 20%. The
presence of synchronous lung and pancreatic cancers is extremely rare . Smoking, genetic factors and chronic inflammation are
supposed to be risk factors.

The presentation of an interesting case of a 60-yaer-old male with synchronous primary pancreatic adenocarcinoma and squamous
carcinoma of the lung.

A 60-year-old male, who was recently diagnosed with squamous carcinoma of the lung, was referred to the Oncology Department for
therapy. PET/CT revealed a mass in the tail of pancreas. ERCP was performed and samples were taken.

Cytopathology demonstrated multiple groups with disordered sheets of cells displaying a drunken honeycomb pattern, grooved nuclei
and prominent nucleoli. These findings were compatible with pancreatic adenocarcinoma. The patient takes chemotherapy and shows
no signs of regression.

The diagnosis of multiple primary in a patient, though rare, is of great importance and poses crucial dilemmas about the therapy.
The early recognition and treatment is important as there exists a significant survival difference in patients who have synchronous
primaries as opposed to those with metastatic pancreatic adenocarcinoma.
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INSTRUCTIONS FOR AUTHORS

Before submitting your work to the Forum of Clinical Oncology,
please make sure you have read the following guidelines for
authors, regarding our manuscript acceptance and evaluation
process and our editorial and open-access policies. These
guidelines have been based on the Uniform Requirements
for Manuscripts Submitted to Biomedical Journals (URMSBJ),
which can be found in full at www.icmje.org. For additional
guidance on preparing and submitting a manuscript, please
visit the ICMJE website. The journal does not have article
processing charges (APCs) nor article submission charges.

MANUSCRIPT SUBMISSION

The Forum of Clinical Oncology uses an online submission
and review system, allowing you to submit your manuscript
at anytime from anywhere in the world and making it easier
to track its progress through the peer-review process. As soon
as you submit your article, the system will convert it into a
PDF (Portable Document Format) file and you will be notified
of its receipt via email. Editors and reviewers will then access
your paper online.

Before submitting your article, please read the guidelines
below, to make sure it conforms to our standards, so as to
avoid any delays in evaluating your work.

MANUSCRIPT PREPARATION Types of Papers
The Forum of Clinical Oncology accepts the following types
of papers:

1. Original or Translational Research/Case Reports

These include the following sections in the order they ap-
pear below:

Abstract: A text of no more than 250 words, consisting of
Background, Patients & Methods, Results and Conclusions. The
primary goal of the abstract should be to make the general
significance and conceptual advance of the work clearly ac-
cessible to a broad readership.

References should not be cited in the abstract.

Key Words: 5-10, for indexing purposes.

Introduction: Provides a context or background for the
study (that is, the nature of the problem and its significance)
and states the specific purpose or research objective of, or
hypothesis tested by, the study or observation.

Patients & Methods: This section should include only infor-
mation that was available at the time the plan or protocol for
the study was being written; all information obtained during
the study belongs in the Results section.

Results: This section presents results in logical sequence in
the text, tables, and illustrations, giving the main or most
important findings first. Authors should avoid repeating all
the data in the tables or illustrations in the text but should
emphasize or summarize only the most important observa-
tions. Extra or supplementary materials and technical detail

can be placed in an appendix, where they will be accessible
but will not interrupt the flow of the text.

Discussion: Emphasizes on the new and important aspects of
the study and the conclusions that follow from them. Authors
should avoid repeating in detail data or other information
given in the Introduction or the Results section.
References: Please see section below for reference format.

2. Reviews

Reviews should be recognized as scholarly by specialists in the
field being covered,but should also be written with a view to
informing readers who are not specialized in that particular
field, and should therefore be presented using simple prose.
Please avoid excessive jargon and technical detail. Reviews
should capture the broad developments and implications of
recent work. The opening paragraph should make clear the
general thrust of the review and provide a clear sense of why
the review is now particularly appropriate.

The concluding paragraph should provide the reader with an
idea of how the field may develop or future problems to be
overcome, but should not summarize the article. To ensure
that a review is likely to be accessible to as many readers as
possible, it may be useful to ask a colleague from another
discipline to read the review before submitting it.

Please include the following:

Abstract: A text of no more than 250 words, consisting of
Background, Patients & Methods, Results and Conclusions.
5-10 key words for indexing purposes

3. Others (Letters to the Editors, Clinical Images etc.)

Correspondence

Correspondence should be addressed to the Editor-in-Chief
and concern issues either appearing in past issues or of inter-
est to the wider oncology community. Letters to the Editor-
in-Chief should not exceed 500 words and may include up
to 5 references.

MANUSCRIPT REQUIREMENTS

Text should be prepared in Microsoft Word, using Arial 10 pt.
Text should also be double spaced, with consecutive page
numbers throughout, starting with the title page.

Papers should be written as concisely as possible in clear,
grammatical English and organized in the following manner:

1.Title page

This should carry the following information:

The article title (please make sure you include all the necessary
information that will make your work more easily retrievable
in an electronic system).

Authors’names and institutional affiliations.

The name of the department(s) and institution(s) to which
the work should be attributed.

Any disclaimers, where applicable.
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The contact details for authors and the name, address, email,
telephone and fax numbers of the corresponding author, who
should also clearly indicate whether this e-mail address may
be published. 5-10 key words (for indexing purposes).

A list of abbreviations and acronyms used throughout the text
(recommended where applicable). An abstract, which authors
should make concisely, presents the salient points of the work
submitted and accurately reflects the content of the article.

2. References

There are no limits on the number of references, althoughiit is
recommended that authors prefer less, more representative
reference lists, rather than longer, exhaustive ones. Include in
the reference list only those articles that have been published
orarein press. Unpublished data or personal communications
must be cited within the text and indicated as such. The list
of references should be numbered consecutively, in the order
in which they are first mentioned in the text.

Identify references in text, tables, and legends by Arabic
numerals in parentheses.

References cited only in tables or figure legends should be
numbered in accordance with the sequence established by
the first identification in the text of the particular table or
figure. The titles of journals should be abbreviated according
to the style used in Index Medicus or a comparable source
and omit punctuation after journal titles. Spell out foreign
or less commonly known journal names. List all authors up
to 6 authors. If there are more than 6 authors, please list the
first 6 authors followed by «et al.». The Uniform Requirements
style for references is based largely on an American National
Standards Institute style, adapted by the National Library of
Medicine (USA) for its databases. For a wide variety of recom-
mended reference formats, please visit the following website:
http://www.ncbi.nlm.nih.gov/bookshelf/br.fcgi?book=citme.

3. Tables (with descriptive titles and legends)

Please save text and table files as separate Microsoft Word
documents with double spacing. Number tables consecutively
in the order of their first citation in the text and supply a brief
title for each. Tables will be reformatted during production
and therefore should only be minimally formatted in your
text file. Do not use internal horizontal or vertical lines. Give
each column a short or an abbreviated heading.

Authors should place explanatory matter in footnotes, notin
the heading. Explain all nonstandard abbreviations in footnotes,
and use the following symbols, in sequence:
*1.1+,8,9,%% 11, T+ T+. Identify statistical measures of varia-
tions, such as standard deviation and standard error of the
mean.

4. Figures

Figures should be submitted as separate files of acceptable
format, i.e. TIFF, Photoshop, EPS files or high resolution PDF
files. See below for further details. Please note that authors
will be asked to revise details and images if they do not ad-
here to the figure protocols. Any image processing should be

explained clearly in the Materials and Methods section of your
manuscript. Unnecessary figures and panels in figures should
be avoided: data presented in small tables or histograms, for
instance, can generally be stated briefly in the text instead. Avoid
unnecessary complexity, coloring and excessive detail. Where
possible, text, including keys to symbols, should be provided
in the text of the figure legend rather than on the figure itself.
Figure legends should be at the end of the manuscript as text.

Guidelines for Figure Preparation:

Resolution: Please submit high-quality images (resolutions
of at least 300 dpi) ready for print.

Formats: We only accept figures in electronic format (TIFF,
Photoshop, EPS files or high resolution PDF files). Please note
that PowerPoint or Word processing, presentation files, or
paint files should not be submitted, as they are inadequate
for the creation of high-quality images. Additionally, much
of the information in PowerPoint or other file types is lost
or skewed in the conversion of images. Acceptable formats
include TIFF, Photoshop, EPS files or high resolution PDF files.
Compeatible graphic art programs are Adobe lllustrator and
Adobe Photoshop. Name the file with the appropriate number
of the figure, i.e. fig1.tiff or fig2.eps.

Figure size: Figures should be as small and simple as is com-
patible with clarity and submitted at the size they are to be
published. Maximum width = 7.1667 in. Maximum height =
9.6663 in. For multi-panel figures (such as figure 1a, 1b, 1¢, etc),
each panel should be assembled into one image file. Do not
include separate panels on multiple pages, i.e. A, B, Cand D
should all fit on one page. Each panel should be sized so that
the figure as a whole can be reduced by the same amount and
reproduced on the printed page at the smallest size at which
essential details, including type, are visible and readable.
Color mode: Save all color figures in CMYK mode at bits/
channel. Avoid layering type directly over shaded or textured
areas and using reversed type (white lettering on a colored
background).

Type: Please be sure to embed all fonts. Use Arial or Tahoma.
The font size should be no greater than 9 pt. and no smaller
than 6 pt; however, panel labels (A, B, C) should be 15 pt.
uppercase (not bold). Lettering in figures (labeling of axes
and so on) should be in lowercase type, with the first letter
capitalized and no full stop.

Please keep font size relatively the same throughout the fig-
ures, so as to avoid scaling issues. Also note that readability
suffers, if type is layered over a pattern or color other than
white or black.

Units: Units should have a single space between the number
and the unit, and follow Sl nomenclature or the nomenclature
common to a particular field. Thousands should be separated
by commas (1,000). Unusual units or abbreviations should be
defined in the legend. Please use the proper micro symbol
(denoting a factor of one millionth) rather than a lower case u.

5. Supplementary Files
Please see below for a list of acceptable supplementary mate-
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rial in the following formats:

Text: MS Word file

Table/Data: MS Word file

Figures: Please provide an MS Word file with all figures em-
bedded in the order they appear in the text, clearly labeled
with figure legends below them to be used as a guide for
layout. Please provide ALL files also in one PDF file. Links to
supplemental data will be included in the PDF of the published
manuscript and in the online abstract.

Non-Native Speakers of English

Appropriate use of the English language is a requirement for
review and publication in the Forum of Clinical Oncology.
Authors who have difficulty writing in English should seek
assistance with grammar and style to improve the clarity of
their original manuscript, either by having their manuscripts
reviewed for clarity by a native speaker colleague or by us-
ing the services of one of the many companies that provide
substantive editing after the authors produce an initial ver-
sion. Please note that the Forum of Clinical Oncology takes no
responsibility for, or endorses, these services. Their use does
not guarantee acceptance of a manuscript for publication.

EDITORIAL POLICY

The Forum of Clinical Oncology only accepts original work,
which has not been or will not be submitted for publication
elsewhere. Additionally, submission of an article implies that all
authors listed on the manuscript have agreed to its submission.
Manuscripts should conform to the Uniform Requirements
for Manuscripts Submitted to Biomedical Journals (URMSBJ),
which can be found in full at www.icmje.org, in conjunction
with the requirements of the Forum of Clinical Oncology listed
here. In particular, the attention of authors is drawn to the
following conditions (extracted from the URMSBJ):

AUTHORSHIP

Authorship credit should be based on: 1) substantial contri-
butions to conception and design, or acquisition of data, or
analysis and interpretation of data; 2) drafting the article or
reviewing/revising it critically for important intellectual content
and 3) final approval of the version to the published. Each
author should meet all three of these criteria. Acquisition of
funding, or general supervision of a research group, are not
valid criteria for authorship.

Individuals who have a lesser involvement should be thanked in
the acknowledgements. If meeting these requirements causes
problems for a particular manuscript, authors are encouraged
to contact the Editor for advice on alternative ways in which
other contributors can be listed.

ACKNOWLEDGMENT OF FUNDING
Authors should list all sources of funding for the research
described in a manuscript in the ‘Acknowledgments’section.

POTENTIAL CONFLICTS OF INTEREST

Potential conflicts of interest exist when an author or reviewer
has financial or personal interests in a publication that might, in
principle, influence their scientific judgment. Financial interests

include, but are not limited to, stock-holding, consultancy,
paid expert testimony and honoraria; they also include any
limitations on freedom to publish that are imposed on an
author by an employer or funding agency. In order to encour-
age transparency without impeding publication, authors are
required to include a statement at the end of a manuscript
that lists all potential financial interests or clearly states that
there are none, if appropriate. Possible conflicts of interest of
a personal nature should also be communicated to the Editor,
who will discuss with the author whether these ought to be
listed. Peer reviewers are also required to inform the Editor
of any potential conflicts of interest, financial or otherwise.

ETHICAL STATEMENTS

If a study involves any ethical issues, which include patient
confidentiality and treatment of animals, the paper must be
accompanied by a statement to the effect that the authors
complied with all of the legal requirements pertaining to the
location(s) in which the work was done. Indicate whether the
procedures were approved by the Ethics Committee of Human
Experimentation in your country, or are in accordance with
the Helsinki Declaration of 1975. Experimentation in your
country, or are in accordance with the Helsinki Declaration
of 1975. Patients have a right to privacy that should not be
infringed without informed consent. Identifying information,
including patients’names, initials, or hospital numbers, should
not be published in written descriptions, photographs, and
pedigrees unless the information is essential for scientific
purposes and the patient (or parent or guardian) gives written
informed consent for publication. Informed consent for this
purpose requires that a patient who is identifiable be shown
the manuscript to be published. Authors should identify
Individuals who provide writing assistance and disclose the
funding source for this assistance.

Identifying details should be omitted if they are not essential.
Complete anonymity is difficult to achieve, however, and in-
formed consent should be obtained if there is any doubt. For
example, masking the eye region in photographs of patients is
inadequate protection of anonymity. If identifying characteristics
are altered to protect anonymity, such as in genetic pedigrees,
authors should provide assurance that alterations do not distort
scientific meaning and editors should so note.

The requirement for informed consent should be included in the
journal’s instructions for authors. When informed consent has
been obtained it should be indicated in the published article.

CORRECTIONS AND RETRACTIONS

Authors are obliged to notify the Editor at once if they find
that a published manuscript contains an error, plagiarism or
fraudulent data. The journal will publish a correction, retraction
or notice of concern at the earliest possible date: authors are
encouraged to contact the Editor to discuss the most appropri-
ate course of action. Duplicate or redundant publication: We
publish only original manuscripts that are not also published
or going to be published elsewhere.




FCO Supplementary issue 11 (2) / 2020

Duplicate publications, or redundant publications (repack-
aging in different words of data already published by the
same authors) will be rejected. If they are detected only after
publication, the Editor reserves the right to publish a notice of
the fact without requiring the authors’ approval. Competing
manuscripts on the same study, for example by collaborators
who have splitinto rival teams after the data were gathered, are
acceptable only under special circumstances: please contact
the Editor for advice.

PLAGIARISM AND OTHER FRAUD

If the Editor has reason to suspect that a manuscript is plagia-
rized or fraudulent, he reserves the right to bring his concerns
to the authors’sponsoring institution and any other relevant
bodies.

LIMITS TO FREEDOM OF EXPRESSION

We are committed to academic freedom. It does, however,
have to operate within the laws of Greece, where the Forum
of Clinical Oncology is published. A liberal democracy that is
committed to academic freedom, it does have certain legal
restrictions on the publication of specific types of material (for
example, defamation of character, incitement to racial hatred
etc). In the unlikely event that a manuscript contains mate-
rial that contravenes these restrictions, the journal reserves
the right to request that the material is removed from the
manuscript or that the manuscript is withdrawn. In any case,
the journal requires authors to take full legal responsibility
for what they have written.

AVAILABILITY OF MATERIALS AND DATA

As a condition of publishing their work in the Forum of Clinical
Oncology, authors should be able to provide any materials and/
or protocols used in published experiments to other qualified
researchers for their own use. These should be made available
in atimely manner and it is acceptable to request reasonable
payment to cover the cost of maintenance and transport. If
there are restrictions to availability, this should be made clear
in the cover letter and in the Materials and Methods section
of the Research Paper or Report.

SUBMISSION PREPARATION CHECKLIST
As part of the submission process, authors are required to
check off their submission’s compliance with all of the follow-

ing items, and submissions may be returned to authors that
do not adhere to these guidelines.

1. The submission has not been previously published, nor is it
before another journal for consideration (or an explanation
has been provided in Comments to the Editor).

2.The submission file is in Microsoft Word document file
format.

3. Where available, URLs for the references have been provided.

4.The text is double-spaced; uses a readable font; employs
italics, rather than underlining (except with URL addresses);
and all illustrations, figures, and tables are placed within
the text at the appropriate points, rather than at the end.

5.The text adheres to the stylistic and bibliographic require-
ments outlined in the Author Guidelines, which is found in
About the Journal at www.forumclinicaloncology.org.

6. If submitting to a peer-reviewed section of the journal, the

instructions in Ensuring a Blind Review have been followed.

COPYRIGHT NOTICE

Authors who publish with this journal agree to the following
terms: a. Authors retain copyright and grant the journal right
of first publication with the work simultaneously licensed
under a Creative Commons Attribution License that allows
others to share the work with an acknowledgement of the
work’s authorship and initial publication in this journal. b.
Authors are able to enter into separate, additional contractual
arrangements for the nonexclusive distribution of the journal’s
published version of the work (e.g., post it to an institutional
repository or publish it in a book), with an acknowledge-
ment of its initial publication in this journal. c. Authors are
permitted and encouraged to post their work online (e.g.,
in institutional repositories or on their website) prior to and
during the submission process, as it can lead to productive
exchanges, as well as earlier and greater citation of published
work (see The Effect of Open Access).

PRIVACY STATEMENT

The names and email addresses entered in this journal site
will be used exclusively for the stated purposes of this journal
and will not be made available for any other purpose or to
any other party.
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IYNTETMHMENH NEPIAHWH TON XAPAKTHPIZTIKQN TOY NPOIONTOZ
¥ To @appako autd TEAS] und GupTAn puPaTIKA Nopakokol8nan. Autd Ba emTpéPer TO PN YoRo NMEoclopiopd vEwy AN podopay acdaieiac, Znreital and Toug
emayyeApariec uyeiog va avadépouy onmeodnnote mBavohoyolpeveg avemBounTtes evipyeieg. Bh, napdypado ~AvemBuunTes EVEQYEIEC= IO TOV TPAND ava-

popdc avemBOunTwY EVERYELDY,

IBERANCE (palbociclib) EKAHPA KAWAKIA 75 mg, 100 mg ka1 125 mg
ANTEMNAEIZEIZ: Yrcpevawbnola ot Spactikf] ovola f og kénee and 1a Exdoya. Xpfon okeuaoparey nou nepExouy umpmﬁaﬂu.hmunxnpm (51 John's Wort). EIMKEZ
NPOEIAONOIKMIEIE KAI NPOSYAASEIZ KATA TH XPHEH: Dpo'mepeyunyvonaouaaets yuvgikee. ‘Otay 1o IBRANCE yopnyeital 08 npoimeplepunvonauaasis yuvaikes og
G‘uvﬁuﬂ.ﬂu& HE QvAOTOASO QPUUOTACTIC, EiVaL UNDYPEWTIKA 1 woBNKEXTOWN 1 N KATAOTOAR TG AEITOUPYIAS Twy woBnkwy JE Xopfynon tr.-mw:r:ﬁ LHAH, hdyw Tow pnxa-
viopol Spdone Twy avaoTorbwy TS apwpatdons. O ouvduaopds Tou palbociclib pe T $ouABeoTpdvin 08 MPOMEQIEPUNVOTKUOIAKES Yuvaikes £xel pehetnBel povo o
wvﬁuuapﬁ pe Eva aywviot) LHRH, Kpion omhayevikd v6ooc. H amoteheopankdmTa m:lmc:q:a.\mu Tou palbocclib Sev £xouv pekeBei oe aoBeveic pe kplown omhayyvisn
vioo, Alpatohoviese Barapayéc. MNa aofeveic nou sppavilouv cudeteponevia BaBpod 3 1 4 ouwotaral Swaxom TR Soonc, pelwon me Séonc 1 kaBuoTtépnon crrr]l.l
evapEn Twv kKA g Bepanzing. Ba npenel va SiefayeTal katahhnin nopakoholBnon (BA. mpdypado =AvemBUunTes EvVEpYEIES=). W
vitg. Mnopel va mapouoiaotel Bapag popdhc, aneknTikn via ) fwdh f Gavamgdpa ILD ffka mveupovinda oe aoBeveis nou £hafav Bepansia pe IBRANCE, dtav Aapfa-
vETOL 08 ouvBuaopd pe evdorpivikl) Bepaneio. Ze khvikeég Soxpis (PALOMA-1, PALOMA-2, PALOMA-3), To 1.4% Twv aoBevav now Ekafav Bepansia pe 1o IBRANCE
napougioos ILDmveupovinda onowoudnnote Baluod, 0,1% napouoiaoe BaBpcd 3, evis dev avadiplnxay nepimreees Baduol 4 f Bavarngdpes nepumaocg. Emmiioy
nepimaoets ILDVmveupovindag éxouy napatpnBei petd v num:rnpiu ot ayopd, pe Ty avapopd Savatngopey nepotarnisay (BA napdypago ~Avem8ounTee Evs'p-
yeiE). Napakokowdnote Tous uﬂBE\rELq VI MVEUPOVIKG wurmup.um evBEIKTIRG ILDYvewpovinidag (ny. unoia, Bhxac, Somvoa). Ze aoBeveic nou napoucalouy vEa f
EMSLWODPEVD OVAMVELOTIXG OUPTTTIATA K urlflpxsln unoia avamung ILDmveupovindac, Saxdyrte o IBRANCE apéows wal aEiokoynoTe Tov aoBevr). AlaxdyTe opi-
onikd 1o IBRANCE oe aofeveic e Bapb popdne ILD A mvevpovinida. Aowaie. KaBoc to IBRANCE éxel pusAoraTtaotaktikés 15ibTnTes, propel va mpobwBios Towg
aoBeveic yia Aopaie, Aopaie £xouv avapeplel o wymAdTepo NocooTd o aoBevels nou ExaPav Bepansio e To IBRANCE o Tuxoonompéves khviKE: pERETES OB
olyrpion pe acbevels nou hafav Bepaneia oto aviiotono okehog olykpong, AogwEsig BaBuod 3 kol BaBpod 4 spgaviomneay aviiotoya otoe 4,5% Kol 1o 0,73 Tav
agBeviav now Exafav Bepaneia pe To IBRANCE ge onowovdnnote ouveooud (Bh. mapdypado ~Avermdountes Evépyeec=). 01 aolevels Ba npénel va napaxchoubolvtal
yia onuela kel ouprmipara AeluwEng kol Ta onoia Ba npenet va aviue Twniloviar oluguva M Tig laTpkes evieiEe. Ovyatpel Ba Npénel va EvUERLo0UY Toug aoBeveig
woTe va avadipouy aptows onoadfnete encieddia mupeTed. Hnomwh Sughaitougyia. Xepnyfhote 1o IBRANCE ue npoooyl ot aoBevels ue pétpa i oofapf nnank Sue-
Asroupyia, und otevi napakokol8non ya onuela m{mﬁmmq Hegpwr Sugheiroupyia. Xopryfote 1o IBRANCE pe npoooyr) o acBeveis pe pttpm i coBaph vedpsn
ﬁuoﬁ.mmup‘n,rm und otevi] mapaskokolBnon yvia onueta reEikdtnrac. Wﬁﬁﬂ_ﬁﬂw O irupoi avaotokels Tou CYP3A4
unopel va odnyfoouy o quan:w] TofwbTnTa. Ba npéns va :rrnqlsu'.ls':m n ':l:lu‘:é:.(pwn );pm:m WO upy avaotokéwy Tou CYP3A katd ) Sildpkew TG BEpﬂmmq WE TO
palbaciclib. To evBexdpsvo uuv;.;npq'munq Ba npéneL va sﬁaréﬁstm pivo PETA and npocekTIkn aboAdymon Ty BuvmTikwyY odshwy Ko KivdOvwy, EQv 1 oy opiynon pe
imupd avaotohta Tou CYP3A Sev pnopzi va anogeuyBel, peinote ) Soon Tou IBRAMCE ota 75 mg pia gopd v nuépa. 'Otav Siakonei o woqupds avagtoktas, avEnare
Tn Sdom Tou IBRANCE (peta and 3 - 5 nuinepuddous fwie Tou avaarohéa) £we Tn Sdom now ypnoponmeito npwv v evapln Tou uwyupod avaarohéa Tou CYPIA. H ouy-
Xopiymon enaywyewy Tou CYP3A unopei va odmymae ge pewwpévn éxleon oto palbociclib ko katd ouvénew o2 kivBuve EAAEIYME QNOTEASOUATIKOTN TS, ZUVETKNG, 1] TaW-
Téxpovn Xpfon Tou palbociclib pe wyupols enayvwyels Tou CYPIA4 Ba npéne va anogelyeTar. Asv anameiton kapla npooappoyT) TG SHomg yia T auyxXopiynan Tou
palbociclib pe péTploue r,my'w\-cic Tou CYP3A. ﬂuﬂmmnmmmmwlm Movaikes o avanapaywyikh Amio f o dvBpes olvTpodol TOwE
NEEne va xpnopenmody pia pddodo avnolingne udning anoteicopanxdnios eve naipvouy 1o IBRANCE. Aaxtdln. Autd 1o appakeutikd npoidy meputxen haktédn.
OvaoBeveic e ondwia khnpovopxd npofilfpara Suoavetios ot yahaktdln, Exkenpn Aaxktdons Lapp fi kaxf ancppdgnon yhusdlne-yakaktdine Sev Ba npénel va ndpouy
auth to papuako. ANENIBYMHTEE ENEPIEIEE: Oepiinym Tou npodis aoddieins. To ouvodixd npodid aoddheins tou IBRANCE Baoifgtal oe ouyseviputikd Scdoutva
and 872 aoBeveic mou EkaPav palbociclib og ouvBuaopd pe evBoKpLVIED Espur:stﬂ (M = 527 0 ouvBuoopd PE }l.srpuﬁ:’:u\l] wan W = 345 o ouvBuaopd pe poukBeoTpavin) oe
Tuxaonompéves kAvikée pekétee o HR-8eind, HER2-apwnmikd npoxwpnuévo f eTaoTanikd kapkivoe Tou pactod, Ot mo ouxvEc avemBOunTes evEPYELES (= MJ ono-
ouBhmote Bafpod nouw avagéplnray oe aoBeveic nou éhafav palbociclib o TuymonoInpéves kuvikés peAéTec fTav oudeTeponevia, AoIpmEES, AEwKomevia, Konwar,
vautio, oroparinda, avaia, Sidppow, chwnexia kol Bpopfonevia, Ch mo augvés (= 2%) avemBiunTeg evepyeieg BaBpod = 3 Tou palbociclib frav uuﬁm:mnewu. AeuKo-
nevia, AoyuiEeis, avaula, auEnuiévn aonapTi aunveTpavadepdon (AST), Kdmwom koL QUENUEVT) auUVOTRaVaHEpaoT TG akavivng (ALT). Mewwoelg e Séang 1 Tpomono-
foeig TNE ddomg Adyw onowoshnoTe avemBiunne evépyeiag avagepinxay oto 38,4% Twy aoBevay nou iafay 1o IBRANCE of TuXQonnUEVES KAVIKES MEAETES
aveEapthrwe ouvduaouold. Oplotikd Saxkom Adyw avem8ounme evépyenas avagépbnee oto 5.2% twv aclevuy nou Ehafay 1o IBRANCE oe Tuxaionomuéves khvikée
perbres aveEapTitws cuvduaopod. Napaxdtw avadépovial o avernBiunTes evipyelEs and T0 OUyKEVT P TIkG 0Uvoko Sedopudvuy 3 Tunpmionomuéviey peietaw. H Supeon
Sdpxeia e Bepansiog pe palbociclib oto ouykevTpwTikd olvohro Sedopdvwy katd Ty Tekikh avdhuon e ouvolkne emPiwone (0S) Arav 14,8 pives. O avemBiunTeg
evEpYEIES NapaTiBevTar ava katryopla ouxvdtnTag, O katnyopies ouxvotnTag opifovtal we akoholBwe: okl ouyvec (= 110), ouxvec (= 1100 Ewe < 1710) ki &L ouxvEeg
(= 171,000 £we < 1100}, Nponpupevoe poc® Mol ouyvéc: AopwEsick, ouBetsponevia’, Aeukonevia®, avaipia®, BpopPonevia®™, pswpévn dpekn, otoparinda’, vautia, Suap-
pow, Epetoc, eRavBnpa”, akunexia, Enpodeppia, womwon, sEacBéwvion, mupelia, ALT auEnpévn, AST avEnpévn. Zuyvec: Epmipetn oubsteponevia, Suoyewaia, dpaor Baprm,
Saxplippowa avEnpévn, EnpodBaipia, eniotaln, ILDMmveupovitla™ ", ALT= apvotpavogepaon g akavivig, AST= acomapmikf apivotpavagepaan, ILD=Mhaueon mveupovo-
mdfzia, Nin = apiBpds aoBeviv, NA=Gev egappdletar "AvemBiunm avtidpoaon oto ¢dpparo (Adverse Drug Reaction, ADR) mow evtoniZetar petd v kukiodopla oty
ayopd, *O npoTipwpevol dpol (PT, Preferred Terms) avaypddovtal olpgwva pe 1o MedDRA 17,1, "0 howiEew nepihapBavouy Shoug Toug PT now anoteholy PEpog TG
Katnyopiog Opyavikod Zuorhiuaros «AosELE Kol napaciTeoegs, *H cudeteponevia nepihapavel Toug ardhoubous PT: Qudeteponevia, ApBude cudeTepodihuy per-
wptvos, *H deuromevia repiapBavel Toug akdhouBous PT: Acukonevia, ApBpos AsurokuTtdpwy peimpbves. H avapia nepiapBdver towg asdhouBous PT: Avaipia, -
poogaipive HEWPEYT], AAToKMING pekspévos. T H Bpopforevia mnepiappdver Toug andhovBous PT: Bpopfonevia, ApBude aworetakiuy peumpbvoc. *H otoparinda
nepthapfavel Tous akdiouBous PT: AdBwdng otopatinda, Xewkinda, Muwooinda, M wocoduvia, EEELkwon Tou oTdpates, SAeypov] BAevvoydvou, Ahyos Tou orduaroc,
Itoparodapuyyikn Suogopla, IToparodapuyywd diyoc, Itopatinda. "To eEavBnpa nephapBavea Toue akdhovBouc PT: EEavBnua, Knubofhanbodee eTavBnua, Kvn-
op@dec eEavBnua, Epulnuatwdes eEavanpa, BhomBwles efavBnua, Acpuatinda, Asppatinda opodlovoa pe axpn, ToEkd eEavBnua &Eppatoc. *H ILDVmveupovinda
nephapBave kale avagepoyevo PT nou anotelei pépog Tou Tunonompévou Epatipares MedDRA yia T Sipeon veupovonaBeia (e Tn oTevi £vvoaa). Z1ov napaxdre
MNivaka avagépovTal o1 EpYacTNAWLES NOBCAOYIKES TILES NoU NopaTnEENKaY 0 CUYKEVTRITIKG gUvolo Sedopbvay 3 Tuymonomuevey pehetav (N = 872).

|ivrance ouv AeTpolodn N doukBeoTpdyTn IKEAN ouykpITiKoU napayovTa®
EpyaornplaKés Kabe Bafpol 3 | Babpol 4 Kade Bofpol 3 | BoBpol 4
nafoloyikés Tipée Badpol % % % Bofpol % % %
WEBC peuwptva 97 .4 41,8 1,0 26,2 0.2 02
QuizTepddiin pEwpiva 95,6 57.5 1"n,7 17,0 0,9 0,6
Avaipia 801 5,6 A 421 23 A
ALLOTETAMO PEWOUEVT 65,2 1.8 0,5 13,2 0,2 0,0
AST aufnpévn 55,5 39 0,0 433 2.1 0,0
ALT auEnuévn 46,1 25 0,1 33,2 04 0,0

WEBC-Acukd |:|||l|:|-u¢||:|1|:lu:| AST-aoraprikf auivotpavodepdon, ALT-auivetpavodepdor e akavivng, N-opilBude aoBevoy, Al-Bev ioiel. Enueiwon: Ta anotehéoparta Twy
spr'fumﬂpmwv eEeTdoewy EuElp.ﬂ.".n‘l.lowml u'.lﬂlfl.l:r'fu pE Tov BaBpd Papltnrac e Exdoornc 4.0 Twv MCI CTCAE. * Actpoldin i douABeoTplvr.

. Zuvohkd, ouBeTeponevia onowoudnnote BaBuod avapépinke os 716 (82,1%) aoBeveic nov £hafav IBRANCE aveEap-
TS guvieaopod, ue cudeteponevia BaBpol 3 va exen avagdepbel oe 500 (57,3%) aoBevels xa oubeteponsvia BoBuod 4 va £xe1 avapeplzi oe 97 (11,1%) aolievels. O
Sapeoos ¥pdvog BEXDL TO MpRTo eneeddn cudeTeponevios encoudinote Baluod Atav 15 nuepeg (12-700 nuépec) ko n Swipeon Swipken ouleTeponeviog Bolpol =3
OIS 3 TURQIOTIMNUEVES KAMVIKES MEAETEG fTav 7 nuépes, Epmipetn owdeTeponevia avadepinke oto 0,9% twy aoBeviy mou kafav IBRANCE oz cuviuvaoud pe gouhpe-
oty KaL oto 1,7% Tav aoBevay mou Exafay palbociclib oe ouvBuaopd pe Aetpoléan. Eumbpetm cudeteponevia avage plnke o8 mepinou 2% Twy aoBevay nou exTEEnKay
oto IBRAMNCE katd m Sudpreia Tou ouvehikol kAviKol npoypdupeatod. ﬂmmpﬁ_mﬂumﬁmmmy_mm&ummmm H avagopd mBavohoyoluevwy averndi-
UMWY EVERYEWWY BETA and Tr xopfynon adeng kukkogopios Tow GapuarkeuTIKol NpoidyTos clvan onuavTikd. Emtpéne. mn ouvexf napaxoho0Bnan e oxtons odEhoue-
KwSUvoU TOU GapuakeuTiked npoidvTo. Znieitaland Tous enayyeApaties uysiag va avadépouy omaeodinote miavoioyolpeves avenBipunTtes evipyeiee péow: EAMGSa:
Efvixdc Opyaviopdc Pappdkwy, Meooyeiuy 284, GR-15582 Xohapydc, ABfva, Trnh: + 30 21 220403800337, @al: + 30 21 06540585, lotdTonoc: hifpafwww, eof gr. Kdmpog: dap-
paksuTIKES YTmpeoies, Ynoupyeio Yyeiag, CY-1475 Asuswaia, dal: + 357 22608549, lotéTonoc: www.moh. gov.cyiphs. KATOXOE THE AAEIAZ KYKAOD®OPIAE: Pfizer Eurape
MA EEIG, Bowlevard de la Plaine 17, 1050 Bruxelles, Béhyio. TOMIKOZ ANTINPOENNOE ETHN EAAAAA: Plizer EAAAc AE., A Meooyeioy 243, 154 51 M, Wuykd, ABfva, Tk
+30 210 6785800. TONIKOZ ANTINPOZONOE ETHN KYNPO: Plizer Ebac AE. (Cyprus Branch), Azwgdpog ABakaooag 26, Krijpo Itegavi, 2 ‘0pogog, 2018 Azukwdoin,
Kimpos, Tk #357 22 8176090, APIGMOZ(0]) AAEIAZ KYKAOSOPIAZ: EUMMEM147/001-009. HMEPOMHNIA ANASEQPHIHE TOY KEIMENOY: 02/2020. AIANIKH KAI NO-
IOKOMEIAKH TIMH - EAAMAAA: IBRANCE CAPS 7T5SMGICAP BTx21 oe PVC/PCTFEPVC alu blister AT.: 3.251,06€, N.T.: 2.696,93€. IBRANCE CAPS 100MG/CAP BTx21 oc
PYC/PCTFEPYC alu blister A.T.: 3.251,06€, N.T.: 2696 33€. IBRANCE CAPS 125MG/CAP BTx21 oe PYC/PCTFEPVE alu blister AT.: 3.251,06€, N.T.: 2.696,93€. AIANIKH TIMH
= KYNPOZ: IBRAMCE CAPSULE, HARD 100MG, PACK WITH 21 CAPS IN BLISTER(S) A.T.: 3.235.17€. IBRANCE CAPSULE, HARD 125MG, PACK WITH 21 CAPS IN BLISTER(S)
AT.:3.23517€. IBRANCE CAPSULE, HARD 75MG, PACK WITH 21 CAPS IN BLISTER(S) A.T.: 3.23517€. TPONOZ AIABEEHE: Mepopiopévr laTpel] auvtay and eliwd
atpd K napakcAolBnon katd Tn Sipkeia TG aywyme.
A MAHPEIE EYNTAMOrPA®IKEEZ NAHPO®OPIELZ NAFAKAMAEIZGE NA ANEY@YNBEITE EITON TOMEKD ANTINFOZONO.
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Moac eptvéel Eval LOVaOIKO Opapac:

Na aAA&Coupe tn (wry Twy aoBevwy
Q&LOTIOLWVTOG TNV ETUOTNUN

dh Bristol Myers Squibb’

lNa nepiooodtepeg mAnpodopies emokedBeite tnv totooeAiba www.bms-greece.gr
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...ylat pazi pnopoupe Eporatio’
va BeAuwooupe Epot et

N ZwA TOUS. Trondamet

Ondansetron

lasibon

Ibandronic Acid

Bentalya’

Bon i v 3ivouy 1o i T o e Bendamustine Hydrochloride
Avagiprre

OAEE ng avemBipnres evégyees yin
OAA T Qg
Evpminpevovios vy <KITPINH KAPTA=

Tia mepioadrepse mAnpopapiee owBoudeuberre g XN, v mpoltvwy INNOVIS PHARMA SA

mou Sraribevror amd mv TmpEin. l n n ovl s | ;;.ﬁ.;; :Iujﬂma \. 1« j:JI::I r?,,'fr fll:‘Lr o1 ATtk

GappakeuTind mpoidvra yia Ta onola onarTEiTal REplopIOpEVI 1ATPUCH OUVTOYY. Future health foday wwwinnovisphanmagr I
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“CABOMETYX"

(cabozantinib) tablets

60 mg |40 mg |20 mg

H véa amodedelyyeva a&lomorn
OcparmEUTIKN EMAOYN
O(ITO TOU OTOUKXTOC

OTNV QVTIMETWITION TOU
| KOPKIVOU TOU VEPPOUL2 Kol TOU
NMTAXTOKUTTOPIKOU KXPKiIVOUZ.

15 CABC-RIGER 2018

0 véac yevide avooToréac TKI mou pEow Tou pnxaviopou dpdonc Tou
oToxelel aTnV TPIMAR avoieTOAR Twv mapayovTwy AXL,MET, VEGFR 124

 IIPSEN

Innovation for patient care

IPSEN MON. ENE

ANCY AHMHTPIOY B3

174 56 AAMOE, ABHNA

THA: 210 9843324, 210 5858930

FAX: 210 9887911

E-mail: ipsenepe@ipsan.com

Luvtayoypagkes TANPopopiE TOU TIPOIGYTOS oty oeAiSa hitp:ffwww.ipsen.gr

1) Chouelri T, Escudier B, Powles T, 8t al, Cabozantinib versus everolimus in
advanced renal cell carcinoma (METEDR): final results  from a randomised,
apan-labal, phasa 3 trial. The Lancet Oncotogy. 201617 (781727

2) Choueldri TK, Hessel C, Halabl 5, et al. Cabozaniinib versus sunitinib as iniial

therapy for metastatic renal call carcinoma of intermediate or poor risk (Alliance Bonfifore vo pivouy to dapjem mo aopak o
AD31203 CABOSUN randomised trial); Progression-free survival by independent Aoty

review and overall survival update, Eur J Cancer. 2018:94:115-25 m“wmm

3} Abou-Alla, G, Meyer T, Chang AL, et al. Cabozantinib in patienis with advanced and LAV nwllﬂTP'IllﬂlPIIl

progressinkg hepatocellular carcinoma. N Engl J Med. 2018
4} Cabometyx smpe



INVENTING FOR

YKOMOX MAL, H ANAKAAYWH

LTHN MSD, ANAKAAYNTOYME
O©EPAMNMEIEZ I'A THN IAIA TH ZOH

Avolntodpe ouvexig vees Beponelee, yioti xoupe va oxond:
BEhoupE orovaKaklyES LOg VO NPoopEpOUY NEMICOOTERN

wai wahdtepn fwf, o doo to Suvatd nepootiEpoug avBpainoug

noyKoopiwe.

Ernv MSD npotanopaliye atny Epeuvo yiotl o Koo por exel
oviyrn ond Beponeleg yio 1ov Kopkivo, Tn vooo Aktoxdipep,
1w 16 HIY ko nAnBoc ahduwy neBnoewy, nou tehainwpoty
avBptanous ke £ix oe A Tov kdaps,

Trdnogpog, vo BonBriooupe tous avBplbnousg

viy anakhayody and tig nie Sloxoheg kol onommtikég
ooBtveies yio va efakoAouBody va Snpoupyody,

va anohopBaveuy ke va Zouv o KeAltepn Ju,

MSD. Inventing for Life.
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e MSD ABrwn: Ay, Anpmploy 53, 174 56 Aluoc. Tk 210 9857 300, www.msd.gr MSD Uncﬂlﬂgv
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LIFE*

v g yuvaizeg pe HR+/HER2- petaotamizo eprivo paotot

KISQALI

Dispsilrpaensmas v ~KITRIEH IAFTA- '. |

SAPMAKDENATPYTINHEH; +30 210 2828812
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To SUPPORTONE =ivai éva Npoypappa unoothpiEng aoBeviv pe HR+ HER2- peTaoTaTmikd kapkivo pactol
uno Bepaneia pe pignogikAiynn f peAavwpaTog und BepanEgia Pe vTAUNPa@EVIPNN/TPaPETIVIMNN 1
NPOXWPNHEVOU UN HIKPOKUTTapIkoU kapkivou nvelpova und Bepansgia pe vTapnpagpevignn/TpapeTivipnn.

To npoypappa SUPPORTONE napéxe eEatopikeupévee nAnpogopiec kal unooThpiEn oTo pecodidornua
TWV EMNoKEWEWY Twv aogBevwy pe Tov BepanovTa 1aTpd Touc. Mnopeite va anowpaadigsTe yia To gidog TNE
NpogapuocgUEVnS UNoaTAPIENS nou Bhete va hapBavouv ol acBeveic gac oupnepihapBavopevay Twv eERC:

AlanpoocwMNKES ENIOCKEWPEIC and eEaIBIKEUPEVD VOONAEUTIKG NPOTwWIKO yia TRV EYypagn
Tou/Tn¢ aoBevolc oag oTo NPOYPAPNA Kal TNV Napoxr NANPOPOPILY OXETIKO HE TOV
HR+/HER2- peTaoTaTikd kapkivo Tou pacTtol kai T Bepaneia pe pipnoagikAipnn i Tou
HeAavwpaTog / npoxwpnuEvoU Pn HIKpokuTTapikol kapkivou nvelpova kai Tn Bspansgia Pe
VTAUNPaQEVIPNN/TpapeTIvipnn.

Koutaki anoBnkeuang kal opyavwone diokiov kal nuepoAoyio (oe nAekTpovikn i
gvrunn popen) nou napadidovral oTov/oTnV aoBevh oag anod eEEIBIKEUNEVD VOOTIAEUTIKO
npocwniko yia Tnv kahltepn diaxeipion e Bepansiac Tou/Tnc Kal anokAEioTIKn ¥pRan ano
Tov/Tnv acBevn.

AIanpoocwWMNIKES ENIOCKEWEIC OE JiaTpoPoloyo 1 KoIVaVIKO AsiITroupyd
¥ia TNV Napoyn CUPPBOUAEUTIKWY UNMPETIWV OXETIKA WE Tr diaTpopn Kal
Wuxokovwvikoy BegdTwy nou pnopei va anaoyoholyv Tov/Tnv agBevh gac.

TRAepwvIKN ypappn puxoAoyikng unooThpiEng yia Toug/Tig agBeveig
nou xpeialovral wuyohoyikr oThpiEn. "OAec o) TRHAEPWVIKES ouvoiAES Eival
anoppnTeE Kal ev KaTaypagovTal.

MNa tnv kaAUTepn unoaThpIER gag Tnv nepiodo Tng emdnpiag Tou kopovoiol COVID-19
kol emBupvTag va guvBpauoupE oTny MOTH epapuoyn Twy odnyiwy Tou EBvikol
OpyaviopoU Anpdaiag Yyeiag, To npoypappa eninAéov nepihapfavel napadoon Tou
papudkou oTo XWpo Twv acBevav oac,

H unnpeoia auth NepIAaPPAavel TNV EKTEAEDN TRC CUVTAYAC 0Oc and ouvepydaTn TnC
eTaipeiac Bioaxis kal NOpEXETAl YE yvwPova Tnv NpoTepaldoTATa Tne Novartis yia TAv uyeia
Kal agpdAeia Twv agBeviv Nou CUPHETEXOUY OTO OUYKEKPINEVO Npoypdpua unoaThpiEnc
agBevwv. H napoxf T npogBeTne unnpesiac gival EKTAKTA Kal apopd Jovo To YpovIKo
BIA0TNUAa Nou Ta KUBEPVATIKA PETPA YIO TOV NEQIOPITPO TS eEQNAWONC TOU Kopovoiol gival
o€ 10%U.

Znuedvoups 0TI oI UNOAOINES UNNPECIEC Tou Npoypduparous Ba napapsivouy we Exouv Kar
pera v Anén Twv pETpwY autwwv.”

SHONGIOMO

@ Nwc va eyypawgeite | va evnuepwBeiTe yia To npoypappa SUPPORTONE

THAEDONIKA
EmIKoIviovnaTe oTo £50C TRAEpwvo: 214 4169 555

AsuTépa - Napaokeun: 08:00 gwg 22:00 : ¥né Trv aiyida Tng ETaipeias
Efl|3|3ﬂTD! 09:00 émq 14:00 BIDAXIS Oyrokdywy NoBohdywy Elkddag
i " . ) . . H l.th (EOQNE) wan Tnv EUyEVIKE
(exToc enfonuay BonoxEUTIKWY Kol EBVIKWOV E0pTEW) ead care uncaTimEn ™G Novartls Hellas
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BonBhote va yivouy ta Sdappona mo aogakh ki
Avmpipric
OAEE us averslgnies evEpynies yia
OAR T peipproKa
Euwymdnpuvovtos vy «KITPINH KAPTA=

16 AANGETS CUTOYOYDOPINES NANPOPODIES OUpOUNEUTEIE Ty

Meplngn Xopaxtnpurtingey tou Mpofdwios nou SiotiBenm ond my cropeia.

SUTENT

SLIrH .|!+.l’-r-l"rI rmalate

! " PFIZER EAAAZ A.E. A Meooyeluv 243, N, Wuyod 15451, ABfiva, EAMBa,

T Emmowwviag 210-6785800, Apb. I E.MH, 000242901000
PFIZER EAMAZ A.E. (CYPRUS BRANCH) Acwdopoc ABokdooog 26. 2018 Acukwola, Kimpos,
T Emronoviog: +357 22 817680
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KAOE AZOENHZ
EINAI
TO IAIO KAI TO MONOI'IATI
NMNPOXZ TH ©OEPATIEIA TOY

O NpoodIopIoUOC TOU OAOKANPWHEVOU
VOVISIWMATIKOU NPo@IiA HE TNV UNNPEeoia
Foundation Medicine ynopei va avaodei&el
VEEC BEPANEUTIKES EMIAOYECG Kal

va BEATIWOE! TIC eKBAcEIg TwV agBevwv™

See mee, dO more ﬁgéfgﬂgﬂnﬂ | ¢ Roche'
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SANOF| GENZYME v EIEQIT?NAD
CabdZitaxe

Sanofi-oventis AEBE, Aetp. Zuyypou 348, Kinpio A, 176 74 KahhBéa EnjECtan
ToA: 210:90 01 600, Fast 210 9249 088, www sanofi.gr
SAGR.CABIB.030128
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VUBTAYO'

(cemiplimab)

Mo tn ouvrayoypepnon oupfoukeureire my DX
now SeaviBero ko omw iareokibo rou EMA; www.europa.eu

REGENERON | SANOF| GENZYME wg

Sanofi-fventis AEBE.
fewp, Euyypou 348, Kripio A, 176 74, KolBén
Tnk.: 21090 01 800, Fac 210 92 493 BER, www sanofi.gr
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SANOFI GENZYME wp

Sanofi-aventls AEBE. Arop: Tuyypon 348, Kmpio &, 176 74 KolBéo
Tk 21090 07 600, Fex: 210 92 49 088 wwwizancfigs
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™ WinMedica

Serving Health for Life Rompastshoe v iy
Mo mepioooTepes nAnpopopies aneuBuvBeiTe oy ETapEID mmm
WIN MEDICA SAPMAKEYTIKH A.E. OMA Ta popyaNa
OwlinoBoc 1-3 & MNopddpopoc Atriknc OS50l 33-35, 15238 XohavBp e

Trh.: 2107488821, Fax: 2107488827, info@winmedica.gr, www.winmedica.gr H KAPTA
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