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EDITORIAL

Dear Colleagues,

It's a privilege to invite you to the 6th Aegean Hematology Oncology Symposium
which will be held on 03-06 October 2019 in Cesme - Turkey. The symposium will be
organized in Turkey for the first time after five successful meetings in Greece.

Ahos 2019 Symposium is co-organized by the National and Kapodistrian University of
Athens (School of Medicine) in collaboration with the Turkish Medical Association of EHOD
(Aegean Hematology Oncology Society). For a second year the Symposium is categorized
and organized as International Congress under the auspices of the Balkan Myeloma Study
Group.

Also for third year it is a privilege and a great honor for AHOS to be organized under the
auspices of the European Hematology Association, “Scientific Working Group MM",

This meeting is planned to share country perspectives on Hematology Oncology topics
between Greek and Turkish Clinicians, to exchange experiences and to create the basis for
multi-center, multinational studies. During the last years, there was significant progress
in the biology of hematological malignancies that led to the development of several novel
drugs in the field. The scientific program includes all these data presented by experienced
hematologists and it is organized in well-balanced interactive sessions and teaching pro-
grams focusing on the needs of Hematology/Oncology Clinicians. We hope that you enjoy
both the scientific program and the beauties of Cesme and we thank you in advance for
your contribution to the development of this meeting in order to be even better than the
previous AHOS Meetings.

On behalf of the Organizing Committee
Evangelos Terpos & Giiray Saydam
Co-Chairs



6th AEGEAN HEMATOLOGY ONCOLOGY SYMPOSIUM

03 OCTOBER 2019, THURSDAY

17:30-18:00 AHOS 2019-0Opening Remarks

Summary of The Five Previous AHOS: 2014 (Athens), 2015 (Chios),
2016 (Thessaloniki), 2017 (Rhodes), and 2018 (Porto Heli) / Agenda
of the 6th AHOS

Glray Saydam, TR - Evangelos Terpos, GR

18:00-19:30 SESSION 1: MYELODYSPLASTIC SYNDROMES

Moderators: 0Osman Ilhan, TR - Nora-Athina Viniou, GR

Debate: NGS in The Diagnosis and Prognosis of MDS

Yes: Mehmet Ali Ozcan, TR

No: Georgia Kaiafa, GR

Lecture: Treatment of Lower Risk MDS After the Failure of ESAS

Vassiliki Pappa, GR

19:30-20:00 Tretament of Benign Platelet Disorders

Moderator:  Meltem Ayli, TR

Speaker: Itir Demiriz Sirinoglu, TR

20:15 Opening Ceremony - Welcome Reception
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04 OCTOBER 2019, FRIDAY

09:00-10:30 SESSION 2- Common Symposium of Balkan Myeloma Study Group and

AHOS: Practical Considerations for Frontline Therapy

Moderators: Hayri Ozsan, TR - Evangelos Terpos, GR

Lecture: What is The Optimal Number of Cycles for Induction pre-ASCT?
Speaker: Efstathios Kastritis, GR

Lecture: Double ASCT: Suitable for All Patients

Speaker: Meral Beksac, TR

Lecture: Maintenance Therapy: Which Drug and for How Long

Speaker: Sosana Delimpasi, GR

10:30-11:00 Satellite Symposium (sponsored by Amgen): New Era with Carfilzomib

in the Treatment of Relapsed Multiple Myeloma

Moderator:  Sami Karti, TR
Speaker: Ant Uzay, TR

11:00-11:30 Coffee Break

11:30-12:30 SESSION 3: ACUTE MYELOBLASTIC LEUKEMIA
Moderators: Maria Pagoni, GR— Nil Giiler, TR

Debate: High or Low Intensity Therapy for Elderly AML Patients?
Speakers: High Intensity: Mehmet Yilmaz, TR
Low Intensity: Sotiris Papageorgiou, GR

12:30-13:00 Meet the Expert - 1: Iron Chelation in Myelodysplastic Syndromes

Moderator:  Stavroula Giannouli, GR
Speaker: Argiris Symeonidis, GR

13:00-13:30 Immunomodulatory Drugs in Fit and Unfit Relapsed Refractory
Multiple Myeloma

Moderator:  Fahri Sahin, TR
Speaker: Omur Gokmen Sevindik, TR

13:30-14:00 Meet the Expert - 2: Multidrug Resistant Bacteria in Hematology

Clinics and BMT Units: a Very Serious Problem All Over The World

Moderator:  Pavlina Konstantinidou, GR
Speaker: Damianos Sotiropoulos, GR

14:00-15:00 Lunch Break
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04 OCTOBER 2019, FRIDAY

15:00-16:00 Poster Session 1 - Poster View and Discussion

Moderators: Erdal Kurtoglu, TR — Elisavet Grouzi, GR - Maria Kotsopoulou, GR
(posters 1-16)

16:00-17:00 Poster Session 2 - Poster View and Discussion

Moderators: Ismet Aydogdu, TR — Anastasia Pouli, GR - Nikolaos Giannakoulas, GR
(posters 17-32)

16:00-17:00 Oral Session 1 (page 9)

Moderators: Despina Mparmparoussi, GR —Duzgun 0zatli,TR

17:00-18:30 SESSION 4: NON-HODGKIN'S LYMPHOMA
Moderators: Zahit Bolaman, TR — Nikos Harhalakis, GR

Debate: Should Eligible Patients With T-cell Lymphoma Receive High-Dose
Therapy and Autologous Stem Cell Transplant in the Upfront Setting
Speakers: Yes: Maria Angelopoulou, GR

No: Elif Birtas, TR

Lecture: Modern Management of Follicular Lymphoma: Focus on First Relapse
Speaker: Marie-Christine Kyrtsonis, GR

18:30-19:15 Monoclonal Antibodies in the Treatment of ALL

Moderator:  Ali Unal, Tr
Speaker: Tayfur Toptas, Tr

19:15-20:00 Satellite Symposium (sponsored by Jannsen):

Ibrutinib in MCL and CLL

Moderators: Levent Undar, TR — Seniz Ongéren, TR
Speakers: MCL :Burhan Ferhanoglu, TR
CLL :0zan Salim, TR



5 OCTOBER 2019, SATURDAY

09:00-10:30 SESSION 5: ACUTE LYMPHOBLASTIC LEUKEMIA

Moderators: Filiz Vural, TR — loannis Kotsianidis, GR

Debate: Chemotherapy Free Strategy for ph+ ALL?
Speakers:  YES: Sinem Civriz Bozdag, TR
NO: Panagiotis Tsirigotis, GR

Lecture: Ph Like ALL

Speaker: Maria Papaioannou,GR

10:30-11:15 SESSION 6: Transplantation
Moderators: Zafer Gulbas, TR — loanna Sakellari, GR

Debate: Allo-BMT in All Eligible AML FLT3+, MPN1+ Patients: Yes or No

Speaker: YES : Mutlu Arat, TR
NO: loannis Baltadakis, GR

11:15-11:45 Coffee Break

11:45-12:30 Invited Speaker by the Organizing Universities

Moderators: Panayiotis Panayiotidis, GR — Fahri Sahin, TR
Speaker: Jane Apperley ,UK

12:30-13:30 Satellite Symposium (sponsored by BMS):Nivolumab in Relapsed

Refractory Hodgkin's Lymphoma

Moderator:  Giiray Saydam, TR

Lecture: Pre-clinical and Clinical Development of Nivolumab
Speaker: Meltem 0Olga Akay, TR

Lecture: Scientific Data of Efficacy of Nivolumab in RRHL
Speaker: Tilin Tuglular, TR

13:30-14:00 Lecture: Novel Proteasome Inhibitors and IMiDs Combinations for

Multiple Myeloma

Moderator:  Evangelos Terpos, GR
Speaker: Eirini Katodritou, GR
14:00-15:00 Lunch Break
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5 OCTOBER 2019, SATURDAY

15:00-16:00 Poster Session 3 - Poster View and Discussion

Moderators: Cengiz Ceylan, TR —Kyriaki Kokoviadou, GR — Pavlina Marinaki, GR
(posters 33-48)

16:00-17:00 Poster Session 4 - Poster View and Discussion

Moderators: Emin Kaya, TR — Anna Kioumi, GR — Emmanouel Spanoudakis, GR
(posters 49-64)

Moderators: Maria Gavriatopoulou, GR - Mahmut Tobu, TR

16:00-17:00 Oral Session 2 (page 10)

17:00-17:30 Meet the Expert-3: How | Treat Mediastinal Large B-cell Lymphoma?

Moderators: Kostas Konstantopoulos, GR - Atilla Ozkan, TR
Speaker: Theodoros Vassilakopoulos, GR

17:30-19:00 PNH and New MoAbs in CLL and NHLs
Moderators: Ridvan Ali, TR - Gulsum 0zet, TR

Lecture: PNH: Update and Current Status
Speaker: Asu Fergtin Yilmaz, TR

Lecture: Improvement of anti-CD20 MoAb: Obinituzumab
Speaker: Umit Yavuz Malkan, TR

Lecture: Efficay and safety of obinituzumab in CLL
Speaker: Birol Giiveng, TR

19:00-19:45 Invited Speaker by the Co-Chairs

Moderators: Gliray Saydam, TR - Evangelos Terpos, GR

Lecture: Mechanisms of Cardiotoxicity of Novel Anticancer Drugs
Speaker: loanna Andreadou, GR

19:45-20:00 Best Presentations Ceremony

Giray Saydam, TR - Evangelos Terpos, GR



06 OCTOBER 2019 SUNDAY
09:00-10:00 Oral Session 3 (page 11)

Moderators: Mehmet Sénmez, TR - irfan Yavasoglu, TR

10:00-11:00 Oral Session 4 (page 12)
Moderators: Emre Eskazan, TR - Nur Soyer, TR

11:00-11:15 Closing Remarks

Eirini Katodritou, GR - Fahri Sahin, TR




ORAL PRESENTATIONS - AHOS 2019

First Session Friday
Moderators: Despina Mparmparoussi, GR — Duzgun 0zatli, TR

16.00-16.10 01. Nivolumab For Relapsed Or Refractory Hodgkin Lymphoma: Re-

al-Life Experience
Burhan Ferhanoglu et al, Istanbul, Turkey

16.10-16.20 02. Incidence And Treatment Outcome Of Lymphomas In Hiv-Infect-

ed Patients: The Greek Experience
Panagiotis Tsirigotis et al, Chaidari, Greece

16.20-16.30 03. Audiologic Assessment in Patients with Beta Thalassemia Major
Receiving Chelating Regimens in Denizli State Hospital: Single Center Experience
Gulsum Akgun Cagliyan et al, Denizli, Turkey

16.30-16.40 04. Modulation of the IL-6/STAT3 Signaling Axis in CD4+ T Cells as a
Potential Immune Mechanism of Action of Azacytidine in High-Risk Myelodysplastic

Syndromes.
Eleftheria Lamprianidou et al, Alexandroupolis, Greece

16.40-16.50  05. Investigation Of The Effects Of Antifungal Drugs On Cyclosporin
Blood Level In Patients With Allogeneic Stem Cell Transplantation: Single Center Ex-

perience
Ayse Giinay et al, Kayseri, Turkey

16.50-17.00 06. Stereotyped Subsets #2 and #169: High Order Sequence Relat-

edness In The Immunoglobulin Repertoire of CLL
Katerina Gemenetzi et al, Thessaloniki, Greece
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Second Session Saturday
Moderators: Maria Gavriatopoulou, GR - Mahmut Tobu, TR

16.00-16.10 01. Long-term Results of Brentuximab Vedotin in Relapsed and Re-

fractory Hodgkin Lymphoma: Multi-center Real-life Experience
Burhan Ferhanoglu et al, Istanbul, Turkey

16.10-16.20 02. Newly Diagnosed Patients With Multiple Myeloma Receiving Asct
And Consolidation With Carfilzomib, Lenalidomide And Dexamethasone (Krd) Show
High Rates Of Minimal Residual Disease Negativity

Maria Gavriatopoulou et al, Athens, Greece

16.20-16.30 03. A Glance to Infectious and Immune Complications During the

Course of Chronic Lymphocytic Leukemia: Single Center Experience
Zehra Narli 0zdemir et al, Ankara, Turkey

16.30-16.40 4. Three tRNA-Derived RNA Fragments (3'-tRF-LeuAAG/TAG, i-tRF-
GluCTC, and i-tRF-ProTGG) Discriminate Smoldering from Symptomatic Multiple
Myeloma Patients

Aristea-Maria Papanota et al, Athens, Greece

16.40-16.50 5. The Evaluation Of The Clinicopathologic Characteristics Of T-Cell
Non-Hodgkin's Lymphoma: A Multicenter Experience
Elifcan Aladag et al, Ankara, Turkey

16.50-17.00 6. Rituximab-Dose-Adjusted-Epoch (R-Da-Epoch) In Primary Medi-
astinal Large B-Cell Lymphoma (Pmlbcl): The Combined Greek And Turkish Real-Life
Experience On Outcomes And Prognostic Factors

Vassilakopoulos TP et al, Athens, Greece
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Third Session Sunday
Moderators: Mehmet Sonmez, TR - Irfan Yavasoglu, TR

09.00-09.10 01. Retrospective Evaluation Of Clinical And Laboratory Characteris-
tics Of Patients With Folicular Lymphoma
Hasan Cagri Yildinm et al, Izmir, Turkey

09.10-09.20 02. Paroxysmal Nocturnal Hemoglobinuria Clone In Patients With
Refractory Anemia
Demet Cekdemir et al, zmir, Turkey

09.20-09.30 03. Splenic Marginal Zone Lymphoma; Single Center Experience
Hale Biilbiil et al, izmir, Turkey

09.30-09.40 04. Ibrutinib As Monotherapy For Relapsed Or Refractory Diffuse
Large B Cell Lymphoma Patients: A Single Center Experience
Sumeyye Balta et al, Elazig, Turkey

09.40-09.50 05. Loss Of Early Response With Midostaurine: A Case With Aggres-
sive Systemic Mastocytosis
Ayse Uysal et al, Balikesir, Turkey
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Fourth Session Sunday
Moderators: Emre Eskazan, TR - Nur Soyer, TR

10.00-10.10 01. Pomalidomide For Relapsed/Refractory Multiple Myeloma : A Sin-
gle Center Retrospective Study
Serkan Unal et al, Kocaeli, Turkey

10.10-10.20 02. Evaluation of Patients with Adult Onset Langerhans Cell Histio-
cytosis: A Single Center Experience
Onur Asik et al, Kayseri, Turkey

10.20-10.30 03. Ibrutinib In B-Cell Lymphomas And Chronic Graft Versus Host
Disease: A Single Center Experience
Aysenur Arslan et al, [zmir, Turkey

10.30-10.40 04. Single Center Experience: Retrospective Evaluation of Patients
with Primary Mediastinal Large B-Cell Lymphoma
Zeynep Tugba Gliven et al, Kayseri, Turkey

10.40-10.50 05. Nivolumab Treatment For Hodgkin Lymphoma: Ege Hematology
Experience
Fatma Keklik Karadag et al, [zmir, Turkey

10.50-11.00 06. Response Of Ruxolitinib To Reduce Spleen Size And Other Effec-
tors Of This Response, One Centre Experience
Aydan Akdeniz et al, Mersin, Turkey
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FACULTY

Akay Meltem Olga

Ali Ridvan

Andreadou loanna

Angelopoulou Maria

Apperley Jane

Arat Mutlu

Atesoglu Elif Birtas

Aydogdu Ismet

Ayl Meltem

Baltadakis loannis

Beksac Meral

Bolaman Zahit

Bozdag Sinem Civriz

Ceylan Cengiz

Delimpasi Sosana

Ferhanoglu Burhan

Professor of Hematology, Ko¢ University Hospital, Istanbul-Turkey.

Professor of Hematology, Uludag University, School of
Medicine,Bursa-Turkey.

Proffesor of Pharmacology, Laboratory of Pharmacology, Faculty of
Pharmacy, National and Kapodistrian University of Athens, Athens-
Greece

Associate Proffesor of Hematology, National and Kapodistrian
University of Athens, School of Medicine, Athens-Greece

Professor of Hematology, Chair of the Department of Hematology,
Imperial College London, Faculty of Medicine, Hammersmith
Hospital, London-UK

Professor of Hematology, Florence Nightingale Hospitals, [stanbul-
Turkey

Associate Professor of Hematology, Anadolu Health Center,
Kocaeli-Turkey

Professor of Hematology, Celal Bayar University, School of
Medicine, Manisa-Turkey

Professor of Hematology, Department of Internal Medicine and
Hematology, SBU Gulhane Medical School, Ankara-Turkey

Consultant Hematologist,Director,Department of Hematology
GBone Marrow Transplantation Unit, Evangelismos Hospital,
Athens-Greece.

Professor of Hematology, Ankara University, School of
Medicine,Ankara-Turkey.

Professor of Hematology, Adnan Menderes University, School of
Medicine, Aydin-Turkey.

Associate Professor of Hematology, Ankara University, School of
Medicine, Ankara-Turkey

Associate Professor of Hematology, Department of Internal
Medicine and Hematology, Tepecik Education and Research
Hospital, Izmir-Turkey

Consultant Hematologist, Director, Department of Hematology
GBone Marrow Transplantion Unit,Evangelismos Hospital,Athens-
Greece

Professor of Hematology, Kog University Hospital, Istanbul-Turkey.
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FACULTY

Gavriatopoulou Maria Assistant Professor of Medical Oncology, National and Kapodistrian
University of Athens, School of Medicine, Athens-Greece

Gemenetzi Katerina Biologist, Institute of Applied Biosciences, Center for Research and
Technology Hellas, Thessaloniki-Greece

Giannakoulas Nikolaos Assistant Professor of Hematology, Department of Hematology,
University of Thessaly, School of Medicine, Larissa-Greece

Giannouli Stavroula Associate Proffesor of Hematology, National and Kapodistrian
University of Athens, School of Medicine, Athens-Greece

Grouzi Elisavet Consultant Hematologist, Director, Department of Hematology, St
Savvas Anticancer Hospital, Athens-Greece

Gulbas Zafer Professor of Hematology, Anadolu Hospital, Kocaeli-Turkey.

Guler Nil Professor of Hematology, Pamukkale University, School of
Medicine, Denizli-Turkey

Guvenc Birol Professor of Hematology, Cukurova University, School of Medicine,
Adana-Turkey.

Harhalakis Nikos Consultant Hematologist, Metropolitan General Hospital, Athens-
Greece
Itlhan Osman Professor of Hematology, Ankara University, School of Medicine,

Ankara-Turkey

Kaiafa Georgia Assistant Professor of Hematology, Aristotle University of
Thessaloniki, School of Medicine, Thessaloniki- Greece

Karti Sami Professor of Hematology,Acibadem Hospital, Istanbul-Turkey

Kastritis Efstathios ssociate Professor of Medical Oncology, National and Kapodistrian
University of Athens, School of Medicine, Athens-Greece

Katodritou Eirini Consultant Hematolgist, Director, Department of Hematology,
Theagenio Cancer Hospital, Thessaloniki-Greece

Kaya Emin Professor of Hematology, Inonu University, School of Medicine,
Malatya-Turkey.

Kioumi Anna Consultant Hematolgist, Department of Hematology, General
Hospital "Papageorgiou”, Thessaloniki-Greece

Kokoviadou HKyriaki Consultant Hematolgist, Department of Hematology, General
Hospital "Papageorgiou”, Thessaloniki-Greece

Konstantinidou Pavlina Consultant Hematologist, Director, Department of Hematology,
Theagenion Cancer Hospital, Thessaloniki-Greece
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FACULTY
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0zcan Mehmet Ali

0Ozet Gulsum

Ozkan Atilla

Ozsan Hayri

Pagoni Maria

Panayiotidis Panayiotis

Professor of Hematology, National and Kapodistrian University of
Athens, School of Medicine, Athens-Greece

Professor of Hematology, Democritus Universtiy of Thrace, Medical
School, Alexandroupolis-Greece

Consultant Hematologist, Director, Department of Hematology,
Metaxa Cancer Hospital, Piraeus-Greece

Professor of Hematology,Antalya Education and Research Hospital,
Antalya-Turkey.

Associate Professor of Hematology, National and Kapodistrian
University of Athens, School of Medicine, Athens-Greece

Molecular Biologist, Department Of Hematology, Democritus
Universtiy of Thrace, Medical School, Alexandroupolis-Greece

Assaciate Professor of Hematology,Diskapi Yildirim Beyazit
Education and Research Hospital,Ankara-Turkey

Consultant Hematologist, BioClinic, Thessaloniki-Greece

Consultant Hematologist, Director, Hematology Divison, Alexandra
General Hospital, Athens-Greece

Associate Professor of Hematology, Istanbul University Cerrahpasa
Faculty of Medicine, Istanbul-Turkey

Professor of Hematology, Ondokuz Mayis University, School of
Medicine, Samsun-Turkey

Professor of Hematology, Dokuz Eyliil University, School of
Medicine, Izmir-Turkey

Professor of Hematology, Ankara Numune Education and Research
Hospital, Ankara-Turkey

Associate Professor of Hematology, Yeditepe University Hospital,
Istanbul-Turkey

Professor of Hematology, Dokuz Eyliil University, School of
Medicine, Izmir-Turkey

Consultant Hematologist, Director, Department of Hematology G
Bone Marrow Transplantion Unit, Evangelismos Hospital, Athens-
Greece

Professor of Hematology, National and Kapodistrian University of
Athens, School of Medicine, Athens-Greece.
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Consultant Hematologist, National and Kapodistrian University
of Athens, School of Medicine, Attiko University Hospital, Athens-
Greece

Associate Professor of Hematology, Aristotle University of
Thessaloniki, School of Medicine, Thessaloniki-Greece

Registrar in Internal Medicine, Alexandra General Hospital, Athens-
Greece

Associate Professor of Hematology, National and Kapodistrian
University of Athens, School of Medicine, Athens-Greece

Consultant Hematologist, Director, Department of Hematology, “St.
Savvas” Cancer Hospital, Athens-Greece

Associate Professor of Hematology, Ege University, School of
Medicine, Izmir-Turkey

Consultant Hematologist, Director, Department of Hematology G
Bone Marrow Transplantion Unit, George Papanicolaou Hospital,
Thessaloniki-Greece

Asistant Professor of Hematology , Akdeniz University , School of
Medicine, Antalya-Turkey

Professor of Medicine and Chair Dept. Of Hematology Ege
University, School of Medicine, Izmir-Turkey

Associate Professor of Hematology, Firat University, School of
Medicine, Elazig-Turkey

Associate Professor of Hematology, Istanbul Bakirkdy Dr. Sadi
Konuk Education and Research Hospital,Istanbul-Turkey

Professor of Hematology, Karadeniz Technical University, School of
Medicine, Trabzon-Turkey

Consultant Hematologist, Director, Department of Hematology G
Bone Marrow Transplantion Unit, George Papanicolaou Hospital,
Thessaloniki-Greece

Asistant Professor of Hematology, Demacritus Universtiy of Thrace,
Medical School, Alexandroupolis-Greece

Professor of Hematology, National and Kapodistrian University of
Athens, School of Medicine, Athens-Greece.



FACULTY

Tobu Mahmut

Toptas Tayfur

Tsirigotis Panagiotis

Tuglular Firatli Tulin

Unal Ali

Undar Levent

Uzay Ant

Vassilakopoulos

Theodoros

Viniou Nora-Athina

Vural Filiz

Yavasoglu Irfan

Yilmaz Fergun Asu

Yilmaz Mehmet

Professor of Hematology, Ege University, School of Medicine, Izmir-
Turkey

Associate Professor of Hematology, Department of Internal
Medicine and Hematology,Marmara University,Istanbul-Turkey

Assaciate Professor of Hematology, National and Kapodistrian
University of Athens, School of Medicine, Athens-Greece

Professor of Hematology, Marmara University, School of Medicine,
Istanbul-Turkey

Professor of Hematology, Erciyes University, School of Medicine,
Kayseri-Turkey

Professor of Hematology, Akdeniz University, School of Medicine,
Antalya-Turkey

Assistant professor Hematologist, Acibadem Hospital, Istanbul-
Turkey

Assaciate Professor of Hematology, National and Kapodistrian
University of Athens, School of Medicine, Athens-Greece

Assaciate Professor of Hematology, National and Kapodistrian
University of Athens, School of Medicine,Athens-Greece

Professor of Hematology, Ege University,School of Medicine, Izmir-
Turkey

Professor of Hematology, Department of Internal Medicine, Adnan
Menderes University, Aydin-Turkey

Consultant Hematologist, Department of Internal Medicine and
Hematology, Marmara University Faculty Of Medicine Pendik
Education Research Hospital, Istanbul-Turkey

Professor of Hematology,Gaziantep University, School of Medicine,
Gaziantep-Turkey
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GENERAL INFORMATION
6th AEGEAN HEMATOLOGY ONCOLOGY SYMPOSIUM (AHOS 2019)

VENUE LOCATION & DATES

The 6th AHOS 2019 will be held from Thursday, October 3th to Sunday, October 6th 2019 in
Cesme-lzmir, at Ontur Hotel Convention Center, http://cesme.onturhotels.com

REGISTRATION - CERTIFICATE OF ATTENDANCE

All registered participants are entitled to receive a Certificate of Attendance. The certificate will be
issued only upon display of a participant badge, which will be issued by the Symposium Secretariat
and only upon satisfactory attendance.

OFFICIAL LANGUAGE

The official language of the Symposium is English.

EXHIBITION

The Symposium will be accompanied by a major exhibition where pharmaceutical and/or equip-
ment/device industries will display relevant products and therapeutic developments.

ORGANIZING SECRETARIAT

L/O.V, I,

Congress World Tourism & Organization
Congress World, Single Member Private Company L.0.V.l.,, Tourism & Organization
< 27 Michalakopoulou str., 115 28 Athens, <@ Ali Cetinkaya Bulvari No:68 Doktor-
+302107222518, lar Sitesi D:202 Alsancak - Konak / izmir
+302107210 069 0090 232 465 18 88
E www.congressworld.gr, E www.loviturizm.com
D4 ap@congressworld.gr D4 cansin@loviturizm.com



ABSTRACTS
ORAL PRESENTATIONS



01. NIVOLUMAB FOR RELAPSED OR REFRACTORY HODGKIN LYMPHOMA: REAL-LIFE
EXPERIENCE

Burhan Ferhanoglu',Huseyin Bekoz2,Murat Ozbalak3,Nuri Karadurmus*,Semra
Paydas’,Alev Turker8,Tayfur Toptas’,Tulin Firatli Tuglular’,Fevzi Altuntas8 Merih Kizil
Cakar8,Mehmet Sonmez?®, Zafer Gulbas'%,Nazli Demir'!,Leylagul Kaynar'2,Rahsan
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OBJECTIVE : The programmed death-1 (PD-1) inhibitors have been approved by FDA for patients
who relapse following autologous stem cell transplantation and brentuximab vedotin (BV) thera-
py. We aimed to present long-term results of our previously published retrospective multicenter
study about the efficacy and safety of nivolumab in the “real-life” setting in Turkey (Bekoz et al.
Ann Oncol 2017).

METHODS : 23 centers from Turkey participated in this study. The study was approved by the lo-
cal ethical commitee. The primary endpoint was the overall response rate(ORR); secondary end-
points were overall survival (0S), PFS, and safety. The response was assessed by positron-emission
tomography/computed tomography or CT. Response evaluation was performed according to the
Lugano Classification and its update regarding immunomodulatory therapy.
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RESULTS : Between 06/2015-11/2016, 86 patients from 23 centers were retrospectively analyzed.
Although initial response evaluation was complete for seven patients, we could not reach their
long-term medical records and we included them in our analysis. Median follow-up was 29 months,
median age was 29 (18-75) and patients had a median 5 (2-11) previous lines of therapy. 59 pa-
tients (69%) had been treated by stem cell transplantation (SCT) and 46 (77%) patients had been
treated by BV. The best overall response rate was 70% (CR in 34% and PR in 36%). The median
PFS was 31.5 months and, the median 0S was not reached. The 24-month PFS and 0S rates were
58.5% (95% ClI 0.47-068) and 78.7% (95% Cl 0.68-0.86), respectively. 74% and 46% of patients
who achieved CR and PR continue their response at a median follow-up of 31 and 30.5 months, re-
spectively. Thirty patients (31%) received additional chemotherapy other then SCT conditioning,
following nivolumab treatment. Median duration of response according to best response achieved
was 29 months for CR, it was 28 months for PR and 11 months for SD patients. The survival curves
are clearly discriminated according to response type and patients who achieved CR, PR and even
SD had also survival advantage over PD patients. Twenty-eight patients underwent transplanta-
tion following nivolumab. Among 15 patients who underwent allo-SCT, 11 were alive at the time of
analysis at a median follow-up of 26.5 months. All patients with auto-SCT were alive with a medi-
an follow-up of 27.5 months. Safety profile was acceptable and eight patients required cessation
of nivolumab due to serious adverse events. At the time of analysis, 68 patients were alive and, 21
cases were still on nivolumab treatment (24%), 21 of them having ongoing responses. Additional
therapy following PD after nivolumab was needed for 30 patients (5 nivolumab re-initiation, 8 BV, 5
BV-Benda, 1 R-Benda, 3 Benda, 1 GVP, 1 GDP, 2 ICE, 1 oral endoxane and etoposide, 2 gemcitabine
based combination therapy and, 1 RT for abscopal effect). Two patients with CR and 3 patients with
PR had relapsed disease and, four of them needed second line treatment following nivolumab and
1 CR and 1 PR were achieved whereas 2 had PD.

CONCLUSION: In conclusion PD-1 blockers are new options to meet the unmet need in patients
with cHL refractory to BV.
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02. INCIDENCE AND TREATMENT OUTCOME OF LYMPHOMAS IN HIV-INFECTED
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OBJECTIVE: The aim of our study was to analyze the incidence and treatment outcome of patients
with lymphomas in HIV-infected individuals in Greece.

METHODS : A review of medical records of HIV-infected patients with the diagnosis of lymphoma was
performed in Greek HIV- medical centers.

RESULTS : NHL and Hodgkin lymphoma (HL) was diagnosed in 92 and 24 cases. Other lymphoprolif-
erative syndromes including T-cell NHL, Castleman disease, marginal zone lymphoma and plasmocy-
tomas were diagnosed in 10 patients. NHL: There were 59 patients with DLBCL with a median age at
diagnosis of 42 years, (range, 17-73). The vast majority presented with advanced stage ll, IV which
was attributed to the high incidence of diffuse extranodal involvement. R-CHOP was administered in
72%. CR was achieved in 62%. The median PFS was 96 months, (95% Cl, 8 — NA) and the median 0S
was 129 months, (95% Cl, 8 — NA). There were 8 patients with PBL with a median age at diagnosis
of 41 years, (33-47). All received CHOP and 3 out of 8 achieved CR. The median PFS was 5 months,
(95% CI, 3 — NA), and the median 0S was 24 months, (95% Cl, 9 — NA). There were 15 patients with
BL with a median age at diagnosis of 43 years, (range, 25-60). Stage IV was observed in 10 patients.
The vast majority of patients received HyperCVAD. The median PFS has not been reached, (95% Cl, 3
—NA), and the median 0S has not been reached, (95% CI, 5 — NA) Hodgkin lymphoma: There were 24
patients with HL with a median age at diagnosis of 45 years, (range, 30-60). Histologies were mixed
cellularity, and lymphopenic subtype in 60%, and 15% of the patients. Early stage (Ill, IV) was ob-
served at diagnosis in 75% of patients. ABVD was administered in 22 patients. At the end of treatment
83% achieved CR. The median PFS was 187 months, (95% Cl, 55 — NA), and the median 0S was 151
months, (95% Cl, 72 — NA). Time of diagnosis: Diagnosis of NHL occurred simultaneously with the di-
agnosis of HIV infection in 73% of patients, while in 27% NHL was diagnosed in a median of 15 months
(range, 2-200 months) after the initiation of HAART. Diagnosis of HL occurred simultaneously with the
diagnosis of HIV infection in 43% of patients, while 57% of HL patients diagnosed in a median of 22
months, (range, 3-192 months) after the initiation of HAART. Patients with NHL were more frequently
diagnosed before the initiation of appropriate HAART treatment or in a shorter period after HAART ini-
tiation as compared with patients with HL, and this difference was statistically significant (p=0.03).

CONCLUSION: The observation that the vast majority of patients with NHL are diagnosed before HAART
treatment or at the time of HIV diagnosis raises the possibility that early diagnosis of HIV infection
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and immediate treatment with HAART will reduce significantly the incidence of NHL. On the contrary,
it seems that HL is more often diagnosed long enough after the initiation of appropriate treatment.

03. AUDIOLOGIC ASSESSMENT IN PATIENTS WITH BETA THALASSEMIA MAJOR
RECEIVING CHELATING REGIMENS IN DENIZLI STATE HOSPITAL: SINGLE CENTER
EXPERIENCE

Gulsum Akgun Cagliyan’
'Pamukkale University Faculty of Medicine, Department of Hematology, Denizli /TURKEY

OBJECTIVE : Life-long transfusion therapy with chelators is a treatment choice for patients with
beta thalassemia major (BTM). Deferoxamine (DFQ), deferiprone (DFP) and deferasirox (DFX) are
used for chelating. All the chelating regimens have similar side effects on the hearing. The objec-
tive of this study was to identify the incidence and to monitor the progression of hearing loss in
adults with BTM.

METHODS : Fifty five (55) patients with BTM aged 18 - 43 years (mean :26.3 years) participated
in the study. 22 were male and 33 were female. All patients were on a regular transfusion-chela-
tion program maintaining a mean hemoglobin level of 9.28 gr/dl. The transfusion interval was 21.4
days. 48 patients were receving only DFX. 4 patients were receving DFP. 3 patients were receving
both DFO and DFX. Mean DFX dose was 1475.4 £ 512.9 mg. Mean ferritin level was 1484.4+ 740.1
ng/ml. Patients used chelating regimens for ten years. 11 of 55 patients received DFO therapy at
least one time on the following. All of the BTM patients were evuluated audiologic function with
otoscopy, pure tone audiometry and tympanometry.

RESULTS : We detected hearing loss in 12 of (21.8 %) 55 patients. 9 of 55 had sensorineural hear-
ing loss (SNHL). 3 of 55 had bilateral SNHL. 4 patients had mixed type hearing lose, both SNHL and
conductive type of hearing loss (CHL). And also, 3 patients had only CHL. No ototoxic factor, other
than chelating regimens, was present in any of the patients. No statistically significant difference
was observed between ferritin and hearing loss.

CONCLUSION: According to findings the high incidence of hearing loss in adult BTM is related to
chelating regimens. Therefore, regular audiologic evaluation is imperative in all BTM patients in or-
der to prevent or reverse hearing impairment.
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04%. MODULATION OF THE IL-6/STAT3 SIGNALING AXIS IN CD4+ T CELLS AS A
POTENTIAL IMMUNE MECHANISM OF ACTION OF AZACYTIDINE IN HIGH-RISK
MYELODYSPLASTIC SYNDROMES.
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OBJECTIVE : Azacytidine (AZA), the mainstay of therapy in high risk Myelodysplastic syndromes
(HR-MDS), affects CD4+ T-cell polarization and function, but the effect of these changes on tumor
immunity is unclear. Signal transducer and activator of transcription (STAT) proteins are regulators
of differentiation and polarization of CD4+ T-cells in health and cancer, but the STAT signaling ar-
chitecture of CD4+ T-cells in HR-MDS and its modulation by AZA are unknown.

METHODS : We applied single-cell phosphospecific flow cytometry in peripheral blood mononuclear
cells from 67 HR-MDS patients at various time-points during AZA therapy.

RESULTS : Unsupervised clustering of pretreatment STAT signaling profiles (SPs) of CD4+ T-cells re-
vealed three signaling clusters (SCs Compared to SC#1 and SC#3, patients in SC#2 displayed high-
er IL-6/STAT3 levels, higher levels of naive (p=0.05) and lower levels of PD1+ (p=0.04) and central
memory (p=0.04) CD4+ T-cells, and longer median overall survival (p=0.028)., Comparisons of sin-
gle signaling nodes revealed that the IL-6/STAT3 node correlated inversely with PD1+(p=0.02) and
IL-4+(p=0.04) and positively with naive CD4+(p=0.04) To assess the effect of AZA on STAT signal-
ing, we clustered the fold-change of pre- versus 6-month post-AZA SPs in CD4+ T-cells. Again the
IL6/STAT3 node was the only differentiator among the clusters, and, by single node analysis, down-
regulation of IL6/STAT3 at 6th cycle (n=26) was associated with better response to AZA (p=0.02)
and longer m0S (p=0.03), compared to upregulation of the same node (n=22); Further supporting
a direct and beneficial modulation of the IL-6/STAT3 axis in CD4+ T-cells by AZA, the kinetics of IL-6/
STAT3 during AZA therapy revealed a marked downregulation of the former node at day15 (p=0.04)
and cycle 6 after AZA (p=0.04) only in responders (n=5), We further compared the transcriptional
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profiles of isolated bone marrow CD4+ T-cells between responders (n=4) and non-responders to
AZA (n=4) by RNA-seq, prior and after AZA. No differences in pretreatment gene expression were
identified. By contrast, 105 genes were differentially expressed at cycle 6 compared to pretreat-
ment in responders (FDR<0.2) and 145 genes in non-responders. Gene set enrichmentrevealed a
significant downregulation of the IL-6/STAT3 pathway and the overall inflammatory response af-
ter AZA in responders, but a marked upregulation in non-responders, confirming the flow cytom-
etry results. To trace the molecular background associated with the differential regulation of the
IL-6/STAT3 pathway we constructed mutational profiles by targeted DNA sequencing of 156 genes.
No associations were found between pre or post-treatment IL-6/STAT3 node and mutational bur-
den. By contrast, mutations in RNA splicing and STAG2 correlated with lower (p=0.02) and high-
er (p=0.017) pretreatment levels of IL6/STAT3, respectively. Notably, all 5 patients with NPM1/
DNMT3A double mutation upregulated significantly IL6/STAT3 after AZA (p=0.03).

CONCLUSION: Collectively, our results reveal for the first time that downregulation of the IL-6/
STAT3 signaling axis in CD4+ T cells may represent an immune-mediated mechanism of action of
AZA. The IL-6/STAT3 axis is notoriously pro-tumorigenic and pharmacologic inhibition of various
individual modules of this pathway in cancer is under development. Our findings may serve as a
guidepost for the ongoing investigation of IL-6/STAT3 axis inhibition as a therapeutic strategy to
overcome azacytidine resistance in HR-MDS.

05. INVESTIGATION OF THE EFFECTS OF ANTIFUNGAL DRUGS ON CYCLOSPORIN
BLOOD LEVEL IN PATIENTS WITH ALLOGENEIC STEM CELL TRANSPLANTATION:
SINGLE CENTER EXPERIENCE
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Aycan', Leylagiil Kaynar?,Mustafa CetinZ,Biilent Eser2,Ali Unal?
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OBJECTIVE : Cyclosporine (CsA) is a drug with a narrow therapeutic range. The pharmacokinetics of
the drug may vary depending on inter-individual differences and drug interactions. The aim of this
study is to investigate the effect of antifungal agents on CsA blood levels in patients receiving CsA
treatment in Bone Marrow Transplantation Unit of Erciyes University between 2018-2019.

METHODS : In the study data from forty patients are analyzed. In all 40 patients, 23 females and 17
males who underwent allogeneic stem cell transplantation, CsA levels were measured immediate-
ly before intravenous or oral administration (C0) and the change of CsA depending on the method
of administration and the antifungals used together was shown by box-plot whisker graph. For this
purpose, 646 CsA blood levels observations are used. Except for common drugs used by patients
during chemotherapy, patients received various antifungals so that different patients can be giv-
en different antifungals. Results from CsA measurements are evaluated for patients receiving fol-
lowing drugs:fluconazole, posaconazole, voriconazole, liposomal amphotericin B, micafungin and
caspofungin.
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RESULTS : 269 observations from intravenous and 377 observations from oral CsA administration.
The median of intravenous CsA measurements is 195.2 ng/ml, the minimum value is 22.4 ng/ml
and the maximum value is 767 ng/ml. The median of the oral CsA measurements is 307.6 ng/ml,
the minimum value is 28.5 ng/ml and the maximum value is 918.4 ng/ml. In patients receiving an-
tifungal therapy, CsA blood levels were more balanced when intravenous administration of CsA and
liposomal amphotericin B, micafungin and caspofungin were used. Unbalanced distribution of CsA
levels is observed in the use of azole group antifungals in combination with intravenous or oral CsA.
Variability in distribution is particularly noteworthy when using oral CsA with azole group antifun-
gals. When posaconazole was used in combination with oral CsA, CsA blood levels were measured in
a relatively wider range. The minimum measured value is 28.5 ng/ml and the maximum measured
value is 918.4 ng/ml.Minimum CsA level in patients receiving voriconazole is 102.5 ng/ml and the
maximum CsA level is 721 ng/ml.

CONCLUSION: In patients receiving antifungal therapy, the dose required for intravenous CsA blood
level measurements is lower than oral CsA administration.In patients receiving intravenous CsA,
CsA blood levels are less affected by antifungal drugs.Posaconazole has the highest median CsA
blood level measurements in patients receiving intravenous CsA. The highest median voriconazole
in CsA blood level measurements of patients using oral CsA. More stable CsA levels are obtained
when intravenous CsA is used with echinocandin group antifungals. According to the results ob-
tained in this study; the average dose of patients receiving intravenous CsA is lower. In patients re-
ceiving antifungal therapy, more stable blood levels were obtained by intravenous administration
of CsA. Blood levels were more variable with oral CsA. This can be explained by sex, inter-individual
CsA absorption differences, patient compliance problems, and inhibition of intestinal cytochrome
P450 enzymes. In conclusion, in patients undergoing allogeneic stem cell transplantation, the use
of intravenous CsA can be preferred to achieve stable blood levels when interaction with antifun-
gal drugs is present.
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OBJECTIVE : Subset #2 (IGHV3-21/IGLV3-21) is the largest stereotyped subset in chronic lympho-
cytic leukemia (CLL). At the clinical level, these patients experience an aggressive disease irre-
spective of the somatic hypermutation (SHM) status of the clonotypic immunoglobulin heavy vari-
able (IGHV) gene. At the immunogenetic level, subset #169 resembles subset #2: (i) the heavy
chain (HC) of subset #169 is encoded by the IGHV3-48 gene that is highly similar to the IGHV3-21
gene of #2, while both subsets (ii) carry VH CDR3s comprising 9 amino acids (aa) with a conserved
aspartic acid (D) at position 3; (iii) express light chains (LC) encoded by the IGLV3-21 gene with a
restricted VL CDR3; and, (iv) have borderline SHM status.

METHODS : Here, we assessed the ontogenetic relationship between CLL subsets #2 and #169 by
performing next-generation sequencing (NGS) of the HC and LC gene rearrangements from 6 sub-
set #169 patients and compared the results against respective data from 20 subset #2 cases.
Rearrangements with identical CDR3 aa sequences were defined as clonotypes, whereas clono-
types with different aa substitutions within the V-domain were defined as subclones.

RESULTS : Considering HCs, we obtained 894,849 productive sequences (mean: 127,836, range:
87,509-208,019). On average, each sample carried 54 clonotypes (range: 44-68); the dominant
clonotype had a mean frequency of 99.1% (range: 98.8-99.2%) and displayed considerable intra-
clonal heterogeneity (mean: 2,641 subclones/sample, range: 1,566-6,533). Turning to LCs, we ob-
tained 2,096,728 productive sequences (mean: 299,533, range: 186,637-389,258). LCs carried a
higher number of distinct clonotypes/sample compared to their partner HCs (mean: 148, range:
110-205); the dominant clonotype had a mean frequency of 98.1% (range: 97.2-98.6%) whereas
intraclonal heterogeneity was more pronounced than their partner HCs (mean: 6,325 subclones/
sample, range: 4,651-11,444). Analysis of the entire subset #169 dataset enabled the identifica-
tion of 2 VH clonotypes present in 3/6 cases, while a single VL clonotype was present in all 6 #169
cases as well as in all subset #2 cases. Focusing on SHM, the following observations were made:
(i) the frequent 3-nucleotide (AGT) deletion, present in the VH CDR2 of subset #2, was also detect-
ed in all subset #169 cases at subclonal level (average: 6% per sample, range: 0.1-10.8%); (ii) the
R-to-G substitution at the VL-CL linker, previously reported as critical for cell autonomous signal-
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ing in subset #2, was present in all subset #169 samples as a clonal event with a mean frequen-
cy of 98.3%; and, (iii) the S-to-G substitution at position 6 of the VL CDR3, present in all subset #2
cases (mean: 44.2% ,range: 6.3-87%), was also found in all #169 samples, representing a clonal
event in 1 case (97.2% of all clonotypes) and a subclonal event in the remaining 5 cases (mean:
0.6%, range: 0.4-1.1%).

CONCLUSION: In conclusion, the present data cements the immunogenetic relatedness of CLL ste-
reotyped subsets #2 and #169, further highlighting the role of antigen selection throughout their
natural history. These findings also argue for a similar pathophysiology for CLL patients assigned
these subsets that could also be reflected in a similar clonal behavior, with implications for risk
stratification.

07. LONG-TERM RESULTS OF BRENTUXIMAB VEDOTIN IN RELAPSED AND
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OBJECTIVE : Several studies have shown the efficacy of BV in relapsed/refractory HL patients.
We previously reported the primary retrospective results of named patient program from eleven
Turkish institutions, with an objective response rate of 63.5%(CR: 26.5%). Herein, we report long-
term results of our real-life cohort.

METHODS : From March-2011 to July-2013, 58 patients were included in the analysis and fol-
lowed-up until June 2019, 6 years since the last time of initiation of BV. The study was approved by
local ethical committee. Every patient provided written informed consent. BV was given at a dose
of 1.8mg/kg q3w.
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RESULTS : Eight patients remained in remission (6CRsG2PRs) without initiation of new therapy other
than stem cell transplantation(SCT). They had a median observation time of 75months (range:10-79
months) and the median observation time for all patients was 20months (range:4-84months). The
median PFS and 0S were 5.5 months(95%Cl:0.34-0.59) and, 19,5 months(95% CI:0.35-0.60). The
estimated 5-year PFS and 0S rates were 15%(95%Cl:0.07-0.26) and 26%(95%Cl:0.16-0.38), re-
spectively. Among our cohort, 33(57%) received >1 anticancer therapy following BV. Twenty-six
patients had SCT. Twenty-three patients bridged to SCT following BV without any additional che-
motherapy (7 CRs, 2 PRs, 2 SDs, 12PDs at the time of SCT). Four, 10, and 9 auto-, allo-, and hap-
lo-SCTs were performed and; 3, 4, 2 patients received auto-, allo- and haplo-SCT as consolidative
therapy following BV, respectively. Three patients had salvage transplantation (2-allo,1-haplo) fol-
lowing subsequent treatments after BV. Twenty-seven patients needed further therapy following
BV. Eighteen patients(31%) achieved a CR during the follow-up, and better survival outcomes were
observed in this group. The median duration of response was 36.5 months(range:4.5-79months).
The estimated 5-year PFS and 0S rates were 42%(95% CI:0.25-0.69) and 60%(95%Cl:0.33-0.78),
respectively. Among 15patients that were in remission at the time of analysis(14CR and 1PR), five
deaths were observed. Two patients died due to complications following allo- and haplo-identi-
cal SCT at 9th and 10thmonths. Two patients died due to secondary cancers. One patient died due
to sepsis after combination chemotherapy with BV at 12th month. Remaining 10 patients were in
the follow-up. Of 18patients achieving CR, 7 underwent consolidative SCT as next treatment fol-
lowing BV. Among these 7 patients, five had PD and 2 patients with allo-SCT remained alive being
in CR at the time of analysis. One patient with auto-SCT was alive with SD after having received
four lines of subsequent treatment. Four patients died all due to PD. The estimated 5-year PFS and
0S were 29%(95%Cl 0.04-0.61) and 71%(95%Cl 0.25-0.92) for these 7patients, and 53%(95%Cl
0.21-0.77) and 51%(95%Cl 0.19-0.76) for 11 non-transplant CR patients. However, the number of
patients in each group is too small to have an objective idea about SCT consolidation.

CONCLUSION: A total of 46patients died. Our survival rates in the entire cohort and in CR patients
are similar to the long term results of the pivotal study. Although our 0S rate is lower compared to
the literature, this may be due to our longer follow-up time and heavily treated cHL cohort.

08. NEWLY DIAGNOSED PATIENTS WITH MULTIPLE MYELOMA RECEIVING ASCT
AND CONSOLIDATION WITH CARFILZOMIB, LENALIDOMIDE AND DEXAMETHASONE
(KRD) SHOW HIGH RATES OF MINIMAL RESIDUAL DISEASE NEGATIVITY

Maria Gavriatopoulou',Evangelos Terpos',loannis Ntanasis Stathopoulos',Panagiotis
Malandrakis',Evangelos Eleutherakis-Papaiakovou',Athanasios
Papatheodorou?,Nikolaos Kanellias',Magdalini Migkou',Despina Fotiou',loanna
Dialoupi',Maria Roussou’,Nikoletta-Aikaterini Kokkali' Efstathios Kastritis',Meletios
A. Dimopoulos!

'Department of Clinical Therapeutics, National and Kapodistrian University of Athens, School
of Medicine, Athens, Greece, 2Department of Medical Research, 251 General Air Force Hospital,
Athens, Greece

OBJECTIVE : Consolidation therapy post autologous stem cell transplantation (ASCT) in patients
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(pts) with multiple myeloma (MM) seems to deepen disease responses. In this context, we pro-
spectively evaluated the role of carfilzomib, lenalidomide and dexamethasone (KRd) as consolida-
tion therapy post-ASCT in newly diagnosed MM pts who have not achieved MRD negative complete
remission (CR). The primary endpoint was to assess KRd efficacy in terms of improving disease
response, whereas secondary endpoints included percentage of minimal residual disease (MRD)
(performed by Next Generation Flow Cytometry) negativity post KRd, safety, time to progression
(TTP), time to next treatment (TtNT) and overall survival (0S).

METHODS : All pts achieving at least partial response and less than MRD negativity post-ASCT were
eligible for inclusion in the study. Consolidation consisted of 4 cycles of KRd, starting on day 100
post-ASCT: carfilzomib was given at a dose of 20 mg/m2 iv on day 1 cycle 1 and 56 mg/m2, on days
1, 8, 15 thereafter; lenalidomide was given at 25 mg daily on days 1-21 and dexamethasone at
40mg weekly every 28-days. All pts continued on lenalidomide maintenance 10 mg following con-
solidation until progressive disease. Pts did not receive bisphosphonates during or post-ASCT as
well as throughout the period of KRd consolidation.

RESULTS : Between January 2018 and May 2019, 39 consecutive pts (20M/19F, median age 56
years, range 44-67 years) entered the study. The distribution per revised ISS was 36.1% stage 1,
52.8% stage 2 and 11.1% respectively. After a median follow-up of 16 months (range 1-17) follow-
ing KRd initiation, 35 (89.7%) pts had received 4 cycles of KRD, whereas two pts continue on treat-
ment and two discontinued treatment due to toxicity. Following ASCT, one (2.6%) pt had achieved
stringent CR (sCR), 4 (10.3%) were in CR, 29 (74.4%) were in very good partial remission (VGPR)
and 5 pts (12.8%) were in PR. All pts in sCR/CR were MRD positive. Post KRd consolidation, 30 out
of 37 evaluable pts (81%) pts improved their response status with KRd. Overall, 28 (75.7%) pts
achieved a sCR, one (2.7%) CR and 8 (21.6%) VGPR, while 25 (67.6%) pts achieved MRD negativ-
ity at 10-5. Among the 25 MRD negative pts, 11 (44%) were R-ISS stage 1, 13 (52%) stage 2 and
one (4%) stage 3. Positron emission tomography—computed tomography (PET/CT) scans that were
performed in 14 MRD (-) pts were negative for all pts except one. No patient has progressed where-
as 37/39 (95%) are alive. One patient died due to staphylococcal pneumonia and another due to
refractory thrombotic thrombocytopenic purpura complicated by brain hemorrhage and in-hospital
infection during KRD. The regimen was well tolerated; however 7 (18%) pts experienced >grade 3
toxicities (mainly infections, TTP, fatigue, neutropenia, pneumonitis, hypocalcemia and increase of
YGT and ALP). There were no new cases of peripheral neuropathy.

CONCLUSION: In conclusion, KRd consolidation with weekly carfilzomib, post ASCT, is highly effec-
tive and improves the quality of response by increasing MRD negativity rates. This combination
should be further investigated as a potential consolidation regimen both for standard and high-
risk pts.
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09. AGLANCE TO INFECTIOUS AND IMMUNE COMPLICATIONS DURING THE COURSE
OF CHRONIC LYMPHOCYTIC LEUKEMIA: SINGLE CENTER EXPERIENCE

Zehra Narli 0zdemir?!,Nur Sima Sekban?,Berna Nur KaratasZ,Ugur Sahin3,Mesude
Falay# Funda Ceran',Simten Dagdas',Gulsum Ozet'

'Ankara City Hospital, Ankara, Turkey 2Ankara Yildirim Beyazit University School of Medicine,
Ankara, Turkey 3Yildirim Beyazit University Yenimahalle Training and Research Hospital,
Ankara, Turkey “Duzen Laboratories Group, Turkey

OBJECTIVE : Patients with chronic lymphocytic leukemia (CLL) have a high risk of various infections
due to immune defects related to the primary disease, and as a result of therapy. Infections are the
leading cause of morbidity and mortality in CLL patients. In this study, we aim to summarize the
main clinical and biological features of CLL patients diagnosed and/or treated in our center and in-
fections occurred during their disease.

METHODS: We retrospectively analyzed clinical features, treatment outcomes and infectious com-
plications of patients diagnosed with CLL between January 2000 and June 2019. The medical re-
cords of Ankara Numune Training and Research Hospital were retrospectively reviewed in terms of
age, sex, cytogenetic data, type and grade of infectious complications, comorbidities, the presence
of hypogammaglobulinemia, hemolytic anemia and immune thrombocytopenia, the need for intra-
venous immunoglobulin (IVlg) and the presence of secondary malignancies and Richter transfor-
mation. SPSS version 22 was used for statistical analysis and overall survival was assessed by of
Kaplan—Meier method. Multivariate analyzes were performed via a Cox-proportional hazards mod-
el.

RESULTS : A total of 324 patients, of whom 204 were male and 120 female, were included. The
median age was 64 years (33-91 years). During the follow-up, 42.9% (n = 139) were treated with
a chemotherapy/immunotherapy regimen and 17.2% (n=57) of these relapsed after the first line.
Patients were analyzed according to Rai stage at diagnosis and were divided into two groups, as
stage 0-2 and stage 3-4. Stage 0-2 group involved 82,4% (n=267) and stage 3-4 group 17,6%
(n=57) of the patients. The groups were all similar in terms of age, sex, comorbidities, cytoge-
netic features, the presence of hemolytic anemia, viral infections (upper respiratory tract, herpes
simplex, herpes zoster, chronic active HBV and CMV), fungal infections (superficial and invasive),
secondary malignancies (solid tumors, hematologic malignancies and skin tumors) and Richter
transformation. Acute and chronic bacterial (brucella, tuberculosis, etc.) infections were more fre-
quent among patients with stage 3-4 disease (50.6% vs 26.6% and 7.0% vs 0%, respectively,
p<0.001). However, CTC-AE grade 4-5 infections were higher in the stage 3-4 group (p<0.001).
Hypogammaglobulinemia and the requirement of 1Vlg therapy were more common in grade 3-4
group (45.6% vs 18.5% and 24.6% vs 9.7%, respectively; p<0,001 and p=0,002). Immune throm-
bocytopenia was also more frequent in the stage 3-4 group (5.3% vs 0.7%, p=0.03). Overall sur-
vival (0S) was significantly lower in the stage 3-4 group (P<0.001). Non-relapse mortality (NRM)
was similar in two groups. A multivariate analysis involving Rai stage at diagnosis, immune throm-
bocytopenia and the presence of relapse revealed that Rai stage at diagnosis and relapse were in-
dependent factors affecting 0S (p<0.001 and p=0.09, respectively).

CONCLUSION: In our study we found that immune thrombocytopenia, bacterial infections (acute
and chronic), any kind of grade 4-5 infections, hypogammaglobulinemia and requirement of IVIg
replacement were more common among RAI stage 3-4 patients. The distribution of type and se-
verity of infections are stage dependent. The fact that NRM was similar in both groups may be due
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to the frequent occurrence of severe infections at every stage of the disease.

10. THREE TRNA-DERIVED RNA FRAGMENTS (3'-TRF-LEUAAG/TAG, I-TRF-GLUCTC,
AND I-TRF-PROTGG) DISCRIMINATE SMOLDERING FROM SYMPTOMATIC MULTIPLE
MYELOMA PATIENTS

Aristea-Maria Papanota',Paraskevi Karousi?,Christos K. KontosZ,Christine
Liacos',Pinelopi | Artemaki?,Dimitris Patseas', Aikaterini-Anna LiosiZ,Nefeli
Mavrianou-Koutsoukou',Maria-Anna KaliorakiZ,Despina Fotiou,loannis
Ntanasis-Stathopoulos',Magdalini Migkou1,Panagiotis Malandrakis',Maria
Gavriatopoulou' Efstathios Kastritis',Andreas Scorilas?,Meletios A.
Dimopoulos',Evangelos Terpos'

'Department of Clinical Therapeutics, National and Kapodistrian University of Athens, School
of Medicine, Athens, Greece, 2Department of Biochemistry and Molecular Biology, National
and Kapodistrian University of Athens, Athens, Greece

OBJECTIVE : The risk of smoldering multiple myeloma (SMM) progression to active MM is deter-
mined by risk stratification models, such as the Mayo Clinic and the Spanish models. tRNA-derived
RNA fragments suggest a class of small non-coding RNAs, which derive from either pre- or mature
tRNAs. tRNA fragments have only recently emerged and therefore have not been broadly studied.
In this study, the clinical significance of 6 of these fragments was evaluated in MM, and three of
them showed interesting results. These molecules are 3¥-tRFs or internal tRFs (i-tRFs), which oc-
cur from the tRNAs bearing leucine, glutamic acid and proline anticondons, namely 3'-tRF-LeuAAG/
TAG, i-tRF-GluCTC, and i-tRF-ProTGG, respectively.

METHODS : CD138+ plasma cells were collected from 80 patients at the time of diagnosis: 65 with
MM and 15 with SMM. Total RNA was extracted from CD138+ cells using TRIzol and thereafter was
polyadenylated by Escherichia coli poly(A) polymerase. First-strand cDNA synthesis was performed
by MMLV transcriptase, using an oligo-dT-adaptor primer. Subsequently, we used and in-housere-
al-time quantitative PCR assay, based on SYBR Green chemistry, in order to quantify tRFs in all sam-
ples. Specific forward primers were designed for all tested molecules, along with a common reverse
primer, complementary to the adaptor used during reverse transcription. The small nucleolar RNAs
RNU43 and RNU48 were used as reference genes, in order to normalize gPCR data. Biostatistical
analysis was carried out to assess these results.

RESULTS : Out of 65 MM patients 13 were classified as having ISS | stage, 22 as ISS Il stage, and
30 as ISS 11l stage. Similarly, 13 of them were grouped in R-ISS | stage, 35 as R-ISS I, and 17 as
R-1SS 11I. The Mann Whitney U test revealed that the levels of 3X-tRF-LeuAAG/TAG, itRF-GluCTC, and
i-tRF-ProTGG differed significantly between MM and SMM cases (P=0.001, P=0.047 and P=0.033,
respectively). Specifically, these molecules had higher levels in the CD138+ cells of the SMM cas-
es. These results were validated by logistic regression analysis, which showed that patients with
lower expression levels of these molecules were at a higher risk of suffering from MM (P=0.003 for
3'-tRF-LeuAAG/TAG , P=0.036 for itRF-GluCTC, and P=0.032 for i-tRF-ProTGG). Furthermore, 3'-tRF-
LeuAAG/TAG was related with translocation t(4;14).
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CONCLUSION: 3'-tRF-LeuAAG/TAG, i-tRF-GLUCTC, and i-tRF-ProTGG may represent novel molecular
biomarkers for the differential diagnosis of MM from SMM in ambiguous cases, in which the diag-
nostic work-up does not provide a clear diagnosis. These novel biomarkers could also play a role in
the prediction of sMM cases at high risk of evolution to active multiple myeloma given their over-
expression in asymptomatic cases. A possible correlation of these biomarkers to prognosis in MM
patients may be indicated by their relationship with the t(4;14) translocation.

11. THE EVALUATION OF THE CLINICOPATHOLOGIC CHARACTERISTICS OF T-CELL
NON-HODGKIN'S LYMPHOMA: A MULTICENTER EXPERIENCE

Elifcan Aladag',Burak Yasin AktasZ,Seda Aydin3,Salih Aksu',Haluk Demiroglu',Hakan
Goker',0sman Ilhami Ozcebe',Ibrahim Celalettin Haznedaroglu',Yahya
Buyukasik!,Alev TurkerZ,Serkan AkinZ,Aysegul Uner,Gulsum 0zet3,Ibrahim
BaristaZ,Nilgun Sayinalp'!

'Hacettepe University Department of Hematology,Ankara,Turkey 2Hacettepe University
Department of Oncology, Ankara,Turkey 3Ankara City Hospital Department of Hematology,
Ankara, Turkey “Hacettepe University Department of Pathology Ankara, Turkey

OBJECTIVE : T-cell lymphoma is a subgroup of non-Hodgkin's lymphoma with different morpho-
logical, immunological and clinical features that constitute approximately 10-15% of all lympho-
mas. In this study, we have sought out to evaluate the clinical stages, histopathological diagno-
sis, treatment and response of T cell lymphoma patients in Hacettepe University Department of
Hematology, Department of Oncology and Numune Training and Research Hospital Department of
Hematology.

METHODS : Eighty-five patients who were diagnosed with T cell lymphoma followed between
2001 and 2019 in Hacettepe University Department of Hematology, Department of Oncology and
Numune Training and Research Hospital Department of Hematology were included in the study.
Patients were evaluated retrospectively with imaging studies and pathological reports and classi-
fied according to the National Comprehensive Cancer Network (NCCN Guidelines Version 4.18) clas-
sification. Overall survival was analyzed according to their response to the treatment.

RESULTS : The median age of the 85 patients was 50 (17-82). Fifty-one (60%) were male and 34
(40%) were female. ECOG performance scores of the patients were evaluated at the time of diag-
nosis, 44% were evaluated as ECOG 0, 33% as ECOG |, 20% as ECOG Il and 2% as ECOG IIl and 1% as
ECOG 4. Ann Arbor stage of the patients, 12% were Stage |, 21% were Stage Il, 22% were Stage I,
and 33% were Stage IV. Of the 85 patients, 13 were anaplastic types, 5 angioimmunoblastic types,
10 extranodal NK / T cell lymphoma nasal type, 5 enteropathy related, 2 follicular types, 8 hepa-
tosplenic types, 12 T cell large granular lymphocytic leukemia (T-LGL) and 30 unclassified periph-
eral T cells lymphoma. Out of the 12 patients who were diagnosed with T-LGL, 59 (84.3%) patients
received only chemotherapy and 11 (15.7%) patients received chemoradiotherapy as the first line
treatment. Nineteen of 73 patients (26%) were treated with CHOEP protocol and 40 (54.8%) were
treated with CHOP protocol and 14 (20%) were treated with the other protocols (SMILE, DHAP,
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oral cyclophosphamide, ICE, GEMOX). However, 28 (38.4%) of 73 patients had relapse disease and
23 (31.5%) patients underwent hematopoietic stem cell transplantation. Complete remission was
achieved in 76.3% of the patients receiving CHOP chemotherapy, 78.9% of those receiving CHOEP
chemotherapy and 75% of the patients receiving the other protocols. (p: 0.92). The mean surviv-
al of patients who underwent hematopoietic stem cell transplantation (142.9 months) was higher
than those without (111.7 months), the difference did not reach statistical significance (p = 0.41).
Kaplan meier estimate of 3-year survival was 76.4% and 5-year survival was 66.9. The group with
the lowest survival was hepatosplenic T cell lymphoma with 18.9[1 - 81] months (p = <0.001)
(FIGURE). In the logistic regression analysis, IPI score was found to be an independent prognostic
factor for overall survival (OR = 2.2, p = 0.002).

CONCLUSION: T-cell lymphoma is a type of non-Hodgkin lymphomas, consisting of several sub-
groups with different pathobiology and different clinical features. Pathobiology and clinical fea-
tures of this disease, inevitably affect treatment and prognosis. The patients with T-cell lymphoma
should be approached by considering these clinical features and distinct pathobiologies.

12. RITUXIMAB-DOSE-ADJUSTED-EPOCH (R-DA-EPOCH) IN PRIMARY MEDIASTINAL
LARGE B-CELL LYMPHOMA (PMLBCL): THE COMBINED GREEK AND TURKISH REAL-
LIFE EXPERIENCE ON OUTCOMES AND PROGNOSTIC FACTORS

Vassilakopoulos TP Mellios ZZ,Kaynar L3,Verigou E4,Papageorgiou S3,Giatra
HZ,Chatzidimitriou Ch, Liaskas A% Kalpadakis C, Papadaki E7,Paydas S8 Gainaru
G?,Palasopoulou M0, Karakatsanis S'1,Mehtap OM'2 Xanthopoulos V9,Koumarianou
A3 Katodritou E'4,Tsirogianni M'5,Arapaki M, Giannikos T',Kariannakis G, Grentzelias
D?,Symeonidis A% Tuglular T16,Plata E, Angelopoulou M, Konstantopoulos K',Guren
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Thessaloniki, Greece,’>Department of Haematolgy, Ag Savvas Anticancer Hospital, Athens,
Greece, '6Department of Haematology, Marmara University, Turkey, '’Department of
Haematology, American Hospital, Istanbul, Turkey

OBJECTIVE : To assess the clinical outcomes and prognostic factors after R-da-EPOCH, the use of
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consolidative RT and the compliance with the protocol in a real-life setting in Greece and Turkey

METHODS : The study was restricted to patients <60 years old. At present, 88 patients were en-
rolled from 17 Centers: 12 Greek (n=62) and 5 Turkish (n=5). Almost all patients were scheduled
to receive 6 cycles. Consolidative RT was given at the treating physician's discretion and was highly
affected by PET/CT results

RESULTS : The median age of the patients was 33 years (17-60), 52 (59%) were females, 37% had
B-symptoms, 29% extranodal involvement (E or stage V), 43% pleural and/or pericardial effusion,
26% PS>2, 86% elevated LDH and 37% highly elevated LDH (=2xnormal). The median follow-up
from treatment initiation was 19 months (1-62). Among 79 patients evaluable for response (too
early for 9), 72 achieved CR/PR (91%). The 7 non-responders (1 SD and 6 PD) did not receive RT and
were forwarded to salvage chemotherapy. Among 72 responders, RT was spared in 55 (76%; 84%
in Greece and 59% in Turkey), while 17 received RT mainly for Deauville 4 residuals. The 2-year
Freedom From Progression (FFP) was 84%. However, 2 patients developed therapy-related AML at
10.5 and 22 months from treatment initiation, while being in 1st remission, lowering the 2-year
event-free survival to 80%, if considered as events. The 4-year overall survival (0S) was 94% with
4 disease-related deaths. Protocol violations were common, mainly consisting of insufficient dose
escalation despite the absence of significant toxicity. Among 72 patients with available data, 36
reached level 3 or higher and 36 only levels 1 or 2. The outcome of these groups was identical. The
analysis of outcome according to protocol violations is currently ongoing. Any serositis (p=0.018)
and highly elevated LDH (>2x; p=0.044) were independent predictors for inferior FFP in multivariate
analysis with 31, 34 and 16 patients carrying 0, 1, or 2 adverse factors. The 2-year FFP for these
groups was 100%, 85% and 52% (p<0.001) and the 4-year 0S 100%, 96% and 81% (p=0.18).

CONCLUSION: In a moderately-sized series of 88 patients with PMLBCL treated with R-da-EPOCH,
FFP appeared somewhat but not impressively better than the expected with R-CHOP. However, con-
solidative RT was safely omitted in ~3/4 of responders mainly based on PET findings. 0S was almost
excellent at the time of the analysis. However, the appearance of 2 cases of secondary, therapy-re-
lated AML is worrisome. Serositis and LDH>2x were adverse prognostic factors. Significant dose-es-
calation violations were recorded. The effect of such violations on the outcome is currently under
evaluation and the series is expanded with the incorporation of Israeli cases.

13.RETROSPECTIVEEVALUATIONOFCLINICALANDLABORATORY CHARACTERISTICS
OF PATIENTS WITH FOLICULAR LYMPHOMA

Hasan Cagn Yildinm?',Fatos Dilan AtillaZ,Giiray Saydam?2,Mahmut Tébii?

'Ege University, Department of Internal Medicine,izmir, Turkey 2Ege University, Department of
Hematology, izmir, Turkey

OBJECTIVE : Follicular lymphoma is a indolent hematological malignancy, usually diagnosed in ad-
vanced stages and have no curative treatment option when detected at this stage. It is the second
most common non-Hodgkin's lymphoma subtype after diffuse large B-cell lymphoma. There are
some studies suggesting that the use of rituximab, an anti-cd-20 monoclonal antibody, in mainte-
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nance therapy improves the prognosis of the disease. In our study, we investigated the effects of
additional therapy with rituximab and additional factors on treatment response and survival. The
aim of this study was to investigate the efficacy of maintenance rituximab treatment in follicular
lymphoma.

METHODS : The study included 91 patients with follicular lymphoma who were followed-up in our
center. Age, gender, timing of diagnosis, grade, stage, B symptoms, biochemical parameters were
evaluated. Data were analyzed using IBM SPSS Statistics 25.0 package program. T-test was used
for numerical variables showing normal distribution.In non-normal group comparisons, non-para-
metric tests Mann-Whitney U test and Kruskal-Wallis test were used. Differences between categor-
ical variables were examined by Pearson chi-square test. Statistical significance was accepted as
p <0.05.

RESULTS : FLIPI risk score was found to be low in 29.7%, moderate in 29.7% and high in 40.6% of
patients at the time of diagnosis.The increase in risk score and the decrease in treatment response
are noteworthy.However, no statistically significant relationship was found in terms of treatment
response. A statistically significant correlation was found between FLIPI risk score and survival.No
mortality was seen in the low and medium risk group, whereas 5 patients died in patients with high
FLIPI scores. (P = 0.009) BCL-2 was positive in 88.9% of grade 1 patients, 93% of grade 2 patients,
63.2% of grade 3A patients and 40% of grade 3B patients.A significant correlation was found be-
tween the increase in grade and loss of BCL-2 expression (p <0.001). While the treatment response
was 89.5% in patients receiving maintenance rituximab treatment, the treatment response was
55.6% in the group without rituximab. It was found that rituximab administration in maintenance
treatment had a positive effect on treatment response. (P = 0.008). Significant loss of BCL-2 ex-
pression was observed as the grade increased. It was statistically significant (p <0.001). BCL-6 ex-
pression was similar in grade 1, 2 and 3A (87.5%, 87.8%, 89.5%, respectively) but it is seen in all
grade 3B patients.

CONCLUSION: There is a statistically significant inverse relationship between BCL-2 protein expres-
sion and lymphoma histological grade. There was no statistically significant difference between the
current first-line treatment regimens on treatment response. The treatment of selected patients
with rituximab for 2 years of treatment positively affects the patients in treatment response.

14. PAROXYSMAL NOCTURNAL HEMOGLOBINURIA CLONE IN PATIENTS WITH
REFRACTORY ANEMIA

Demet Cekdemir?
' Deparment of Hematology, Tepecik Training and Research Hospital, Izmir, Turkey

OBJECTIVE : To reveal the frequency of paroxysmal nocturnal hemoglobinuria (PNH) in cases fol-
lowed up with the diagnosis of refractory anemia.

METHODS : Patients with refractory anemia admitted to our hematology outpatient clinic were in-
cluded in the study. Serum iron, ferritin, and total iron binding capacity levels were assessed. In
all patients, bone marrow biopsy and aspiration were performed. The PNH clone was evaluated ac-
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cording to the defect in CD59 expressions of neutrophils.

RESULTS : A total of 18 (9 males, 9 females) refractory anemia patients (mean age, 76.4 years)
were included in the study. Of the 18 patients, the. The PNH clone was not detected in any of the
patients included in the study.

CONCLUSION: Studies suggesting routine screening for PNH clones in refractory anemia patients,
even with no clinical evidence for hemolysis are available in the literature. However, in this study,
we did not find a PNH clone in our refractory anemic group.

15. SPLENIC MARGINAL ZONE LYMPHOMA; SINGLE CENTER EXPERIENCE

Hale Biilbiil',Derya DemirZ,Eren Arslan Davulcu', Aysenur Arslan',Fatma Keklik
Karadag!,Yusuf Ulusoy?,Nur Soyer!,Mahmut Tébii',Murat Tombuloglu? Filiz
Vurall,Fahri Sahin,Giiray Saydam’

'Ege University Faculty of Medicine, Department of Hematology, izmir, Turkey, 2Ege University
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OBJECTIVE : Splenic marginal zone lymphoma(SMZL) is a low-grade B-cell non-Hodgkin lymphoma
characterized by massive splenomegaly, moderate lymphocytosis with or without villous lympho-
cytes, rare involvement of peripheral lymph nodes and indolent clinical course. Prognosis for SMZL
is variable with a median overall survival of between 8 and 10 years .However, approximately 10%
of SMZL have an aggressive clinical course and transform to diffuse large B-cell lymphoma. We
aimed to report the patients who were diagnosed SMZL at Ege University.

METHODS : Between 2007-2018 datas of 33 patients with SMZL were analyzed retrospectively. The
prognostic index(PI) consisting of hemoglobin, platelet, lactate dehydrogenase(LDH) and extrahe-
patic lymphadenopathy was calculated. We evaluated there risk factors consisting of hypoalbu-
minemia (<3.5 mg/dl), hemoglobin(<12 g/l) and LDH (above normal) parameters. However, treat-
ment and survival rates were analyzed.

RESULTS : The median age was 64 (range 27-82) and the female/male ratio was 2.3/1. 21 patients
were diagnosed with splenectomy material. 11 patients were diagnosed with bone marrow biop-
sy and 1 patient was diagnosed with lymph node material. Bone marrow biopsy was performed in
22 patients. Involvement of bone marrow was found in 20 patients (91%). The risk factors were
evaluated in 18 patients. No risk factor was found in 5 patients(28%); 1 risk factor was found in
5 patients(28%), 2 risk factors were found in 6 patients (33%) and 3 risk factors were found in
2 patients (11%). Pl was evaluated in 15 patients. 7 patients(47%) had good, 5 patients (33%)
had moderate and 3 patients (20%) had poor PIl. 17 patients(52%) underwent splenectomy, 9
patients(27%) were treated with splenectomy plus rituximab-chemotherapy combination, 2 pa-
tients(6%) were treated with single agent rituximab plus splenectomy and 2 patients(6%) were
treated with rituximab-chemotherapy combination. 3 patients (9%) were followed up without any
treatment. 3 of 33 patients died due to disease progression; 2 of them had high and 1 of them had
moderate Pl and also 1 of them had 3 risk factors and 2 of them had 2 risk factors. Death was not
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observed in patients with <1 risk factor and/or good PI. Overall survival(0S) rates at 1, 5 and 10
years were 97%, 91% and 82%, respectively. Median 0S could not be reached. Secondary malig-
nancies were observed in 3 patients; hodgkin lymphoma, malign melanoma and prostate adeno-
carcinoma. In the follow-up of 2 patients extranodal marginal zone lymphoma of eye was observed.

CONCLUSION: Even though SMZL is overall considered an indolent malignancy, some cases will
eventually progress to be more aggressive. In our study, 3 patients whom had more than 1 risk fac-
tor and moderate-high Pl died due to disease. Therefore, Pl and risk factors should be evaluated at
the time of diagnosis. Patients who have more than 1 risk factor and moderate or high Pl should
be closely monitored. Multicenter studies are needed to say that increasing incidence of secondary
malignancy in SMZL and to support other findings in our study.

16. IBRUTINIB AS MONOTHERAPY FOR RELAPSED OR REFRACTORY DIFFUSE
LARGE B CELL LYMPHOMA PATIENTS: A SINGLE CENTER EXPERIENCE

Sumeyye Balta' ,Mustafa Merter?,0mer Ekici2

'Firat University Faculty of Medicine Internal Medicine Department, Elazig, Turkey 2Firat
University Faculty of Medicine Hematology Department, Elazig, Turkey

OBJECTIVE : Ibrutinib is an oral covalent inhibitor of Bruton tyrosine kinase, which disrupts signal-
ing from the B-cell receptor to NF-kB. Ibrutinib has shown activity in non-germinal center B-cell dif-
fuse large B-cell lymphoma (DLBCL). In this study we aimed to evaluate the effectiveness of ibru-
tinib as a single agent in our relapsed or refractory DLBCL patients.

METHODS : We evaluate 6 patients who receive ibrutinib as a monotherapy for R/R DLBCL between
May 2018 and June 2019. Patients' previous treatments, Ann-Arbor stages, comorbidities and re-
sponses to ibrutinib were identified.

RESULTS : Six patients were evaluated. Median age was 71(44-84). All patients were female. Five
patients' Ann-Arbor stage were IV and one patient was stage Ill. Patients received median 3(range
1-5) lines of therapy. Ibrutinib was administered to all patients as a single dose of 560 mg peroral
daily. Three patients had no response to ibrutinib. Two patients had central nervous system(CNS)
involvement at the time of relapse and both did not respond to ibrutinib. One patient had Richter
transformation and she was the only patient that complete response was achieved. One patient
had stable disease and one has partial response. As the moment 3 patients are still alive.

CONCLUSION: In a phase 1/2 clinical trial that involved 80 subjects with relapsed or refracto-
ry DLBCL, Ibrutinib produced complete or partial responses in 37%. Our results were consistent
with this study. Interestingly ibrutinib had no activitiy in our CNS involved patients despite its well
known CNS penetration. Another interesting finding of our study was that the only patient who
achieved complete response had Richter transformation. All our patients had poor performance
status and were not eligible for high dose therapies. Ibrutinib were well tolerated in all our patients
and no adverse event was observed. Our study suggests that ibrutinib is a feasible choice for pa-
tients who are multi refractory and have poor performance status.
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17. LOSS OF EARLY RESPONSE WITH MIDOSTAURINE: A CASE WITH AGGRESSIVE
SYSTEMIC MASTOCYTOSIS

Ayse Uysal',Nur Akad Soyer?

'Balikesir University School of Medicine, Department of Hematology, Balikesir, Turkey 2Ege
University School of Medicine, Department of Hematology, Izmir, Turkey

OBJECTIVE : Systemic mastocytosis (SM) is a rare myeloproliferative neoplasm caused by clonal
proliferation of abnormal mast cells in multiple extra-cutaneous organs, with or without skin in-
volvement. The most affected tissues are bone marrow, the gastrointestinal truct, liver, spleen. SM
may have an indolent or aggressive course. Aggressive SM can lead to deterioration of tissue func-
tion such as hepatic fibrosis and portal hypertension, ascit malabsorption, or cytopenias as a result
of intense infiltration of tissues. Mast cells express a receptor for SCF on their surface, the receptor
tyrosine kinase KIT. Many of the molecular defects associated with mastocytosis involve gain-of-
function mutations in KIT. Clonal expansion and apoptotic defects of KIT-mutated mast cells are
thought to provide the basis for pathologic accumulation of mast cells in tissues.

RESULTS : A 72-year-old male patient presented with 2-month-history of fatigue, fever and weight
loss. On physical examination breath sounds were decreased on the basal of the bilateral chest
wall and mild hepato-splenomegaly was found. In laboratory examinations; hemoglobin 10 g/dl,
hematocrit 32, 6 %, platelets: 81000/mm3, leukocyte: 21700/mm3; liver and renal function tests
were normal. Left shift and neutrophil's hypo granulation- were observed in peripheral blood smear.
The computerized tomography scan revealed pleural and pericardial effusion. The ascit was de-
tected in the abdomen ultrasound. Bone marrow biopsy was performed. Histopathological exam-
ination reported as mastocytosis. Serum tryptase levels were significantly increased (154 pg/ml,
normal: <14). KIT mutation could not be examined. The patient was diagnosed as aggressive SM
with the present findings. Early access program for midostaurin was applied with the diagnosis of
aggressive SM. During this time hydroxyurea 1 * 500 mg/day was started. After a month, hydroxy-
urea was discontinued and midostaurin was started at a dose of 2 * 100 mg/day. One week later,
the dose was reduced to 2 * 50 mg because of nausea and vomiting. The complaints regressed af-
ter the dose reduction. Hepato-splenomegaly and ascites regressed, and platelet/leukocyte counts
returned to normal during follow-up. But anemia did not improve so erythropoietin levels were
measured, and erythropoietin was started. Level of Hb increased after erythropoietin treatment.
Abdominal swelling resumed in the 7th month of midostaurin treatment and ascites were detect-
ed in the abdomen. Liver biopsy revealed mastocytosis infiltration. The patient was evaluated as
progression under midostaurin.

CONCLUSION: Activating mutations of KIT, a receptor tyrosine kinase also known as stem cell fac-
tor receptor, are central to mastocytosis pathogenesis, enabling proliferation and survival of ab-
normal mast cells in affected tissues. Although various activating mutations have been described,
the D816V mutation in the activation loop of KIT (KITD816V) accounts for more than 90% of all
KIT mutations in SM. The D816V mutation is resistant to imatinib and second generation tyrosine
kinase inhibitors. The midostaurin, a broad spectrum tyrosine kinase inhibitor (TKI) with activity
against KITD816V improved the prognosis of patients with SM. Overall response rate was 75% and
median duration of response of 17 months for aggressive SM. The response rates were indepen-
dent of KIT mutation status, and number of previous therapies.
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18. POMALIDOMIDE FOR RELAPSED/REFRACTORY MULTIPLE MYELOMA : A SINGLE
CENTER RETROSPECTIVE STUDY

Serkan Unal',0zgiir Mehtap!,Pinar Tarkun',Ayfer Gediik',Meral Ulukoylii
Mengiic'!,Sinan Mersin!,Merve Gékcen Polat!,Kemal Aygiin!,Abdullah Hacihanefioglu'

'Kocaeli Universitesi Tip Fakiiltesi Hematoloji Bd , Kocaeli, Turkey

OBJECTIVE : Pomalidomide plus dexamethazone has been approved for patients who has recieved
at least two prior therapies including lenalidomide and proteasome inhibitors, in the setting of re-
lapse and refractory disease. Pomalidomide can also be used in combination with cyclophosfamide
or bortezomib plus dexamethazon. Pomalidomide seems to be an effective anti-myeloma agent
with succesful overall survival and progression free survival(PFS) rates but, it may cause some se-
rious side effects which can decrease the quality of life. Grade 3-4 neutropenia and thrombocyto-
penia, grade 3-4 pulmonary infections requiring hospitilization are some of the most common side
effects.

METHODS : In this study we aim to report 20 cases of relapsed and refractory multiple myeloma
who have a history of at least 2 prior therapy, recieving pomalidomide plus dexamethazone (PD) or
PD plus bortezomib or PD plus cyclophosfamide between 2015 and 2019. This is a report of a sin-
gle center retrospective analysis.

RESULTS : The median age was 64.1 years(range 55 to 72).18 of 20 patients were male( %90).
Median time since diagnosis was 4.3 years and median number of prior therapies was 4.17 patients
had a history of otologous stem cell transplantation( %85) and 6 of 20 had an extramedullary plas-
mocitoma at the time of diagnosis(% 30).Cytogenetic abnormalities were not included in the an-
laysis because it is not available for each patient.PD was administered to 14 of 20( %70), PVD was
administered to 1 patient (%5) and PCD was administered to 6 ( %25). Most common multiple my-
eloma subgroup was IgG- kappa with a number of 7 (%35). Patients received a median number of
6 cycles of pomalidomide (range, 1-22). The overall response rate (ORR) was 55%, including 10%
complete response and %25 partial response. %40 of patients had a progressive disease after at
least 3 cycles of pomalidomide. Only 2 patients were observed without any side effects but rest of
the patients had grade 3-4 complications. Grade 3-4 neutropenia was the most common side ef-
fect ( %60) and grade 3-4 respiratuary tract infections requiring hospitilization were observed in 7
patients (%35). Severe thrombocytopenia which had caused the treatment change, was observed
in 1 patient. Deaths during the pomalidomide treatment were 7. Although they recieved profilac-
itic antibiotherapies, they all suffered from pulmonary infections. Median PFS was 18.4 months.
Patients who have reccurent pulmonary infections had a lower 0S ( 75.4 months vs 81.9 months
p <0.01). Also , patients who had a plasmocitoma had lower 0S (49.9 months vs 81.9 months p :
0.012).

CONCLUSION: Recurrent pulmonary infections can be a reason of poor prognosis so prophylactic
antibiotherapies and G-CSF adminstiration can be considered during the pomalidomide therapy.
Efficacy of triplet combinations with pomalidomide can not be evaulated because of the improp-
er distrubiton of patient numbers so new prospective studies should be designed. Median PFS was
good in all patients but infections and plasmocitoma can be a reason of pomalidome refractoriness
or discontinuation. So, patients with a history of less prior therapies and patients who are fit can
benefit from pomalidomide treatment.
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19. EVALUATION OF PATIENTS WITH ADULT ONSET LANGERHANS CELL
HISTIOCYTOSIS: A SINGLE CENTER EXPERIENCE

Serhat Celik',Zeynep Tugba Giiven',0nur AsikZ,Biilent Eser',Leylagiil
Kaynar! Mustafa Cetin',Ali Unal'

'Erciyes University, Faculty of Medicine, Hematology Department, Kayseri, Turkey 2Erciyes
University, Faculty of Medicine, Internal Medicine Department Kayseri, Turkey

OBJECTIVE : LCH; is an idiopathic group of disease that can cause damage as a result of the local
or the diffuse accumulation of atypical histiocytes in various tissues such as skin, bone, lung, liver,
lymph nodes, mucocutaneous tissues and endocrine organs (1,2).

METHODS : Nine patients with LHH followed in Erciyes University were included.Age, sex, smoking,
additional disease, symptom at diagnosis, biopsy location, involvement areas, BRAF mutation, re-
currence status, laboratory data and treatments were examined.

RESULTS : The median age of the patients was 36 (23-52) years. Two of the patients were female
(22%) and 7 were male (78%). The first symptom at the time of diagnosis was pain in six patients
(66%), while two patients had swelling (22%) and one patient (11%) had polyuria. Bone involve-
ment in 6 (66%) patients, lung involvement in 3 (33%), pituitary involvement and diabetes insip-
idus in 2 patients (22%), lymph node in 1 patient and liver in 1 patient and brain involvement in 1
patient were observed at the time of diagnosis. BRAF mutation was performed in 2 patients. One
patient was positive and the other was negative. The patient with BRAF mutation was clinically
benign while the patient with BRAF negatif has recurrent.Surgical excision was performed in 1 pa-
tient, steroid treatment was performed in 1 patient and the clinical course of these 2 patients was
positive and no recurrence was observed. In one patient, ARA-C was given as the initial treatment.
After 3 years he had recurrent and Vinblastin + Metilprednison (VB + MP) were given but then he
had recurrent againt and Clofarabine was started. The other 6 patients received VB + MP as initial
treatment. Complete remission was observed in 2 of these patients. One patient was still under
treatment and 3 had recurrence. Only one patient underwent RT, and the same patient received 6
cycles of ARA-C, 3 cycles of Clofarabine, and 2 cycles of ARA-C + Clofarabine. Remission was ob-
served with Clofarabine in the other two patients with relapse. Table-2 summarizes the treatment
and relapse status of the patients.

CONCLUSION: LHH is classified into two main groups as single and multisystem involvement. While
single organ involvement is the most common bone in LHH can involve almost everywhere (3).
In our study, bone involvement was the most common (66%) and atypical region involvement
such as vulva, temporal lobe, tympanic membrane and liver were also observed. Single system
LHH treatment; prednisone,VB+MP combination, curettage of bone lesions include (4,5). Remission
was achieved with excision only in one patient, steroid only in one patient and VB + MP in two pa-
tients. In the treatment of multisystem LHH, radiotherapy can be given with vinblastin-prednisone,
cladribine, cytarabine, clofarabine, vincristine in appropriate combinations, induction and / or sec-
ond-line treatment plans (12). In patients with relapse, remission was achieved with ARA-C and
Clofarabine. Conclusion: LCH is a rare disease that develops better when it occurs in adulthood.
Although bone involvement is the most common but is observed in all systems.Treatment decision
depends on local or systemic involvement.
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20. IBRUTINIB IN B-CELL LYMPHOMAS AND CHRONIC GRAFT VERSUS HOST
DISEASE: A SINGLE CENTER EXPERIENCE

Aysenur Arslan',Fatma Keklik Karadag',Hale Bulbul',Eren Arslan Davulcu',Yusuf
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OBJECTIVE : Bruton's Tyrosine Kinase (BTK) is one of the tyrosine kinases that play a role on the
development of the B-cell malignancies. Ibrutinib, is an approved BTK inhibitor which also inhib-
its the interleukin-2 related T-cell kinases. Therefore, ibrutinib is used for both B-cell malignancies
and the chronic graft-versus-host disease (GVHD). Its use on chronic mantle cell lymphoma is ap-
proved. In this report, we aimed to show the effect of ibrutinib in patients who had B-cell lympho-
mas and cGVHD, retrospectively.

METHODS : 13 patients were evaluated who had mantle cell lymphoma (MCL) (n=6), marginal zone
lymphoma (MZL) (n=2), diffuse large B cell lymphoma (DBBL) (n=3) and chronic graft-versus-host
disease (cGVHD) after allogeneic stem-cell transplantation (ASCT) due to relapsed and refracto-
ry Hodgkin's lymphoma (n=2).Age, gender, follow-up period, stage of the disease, the lymph node
size which was measurable with BT or PET-BT, cell blood count, peripheral smear, biochemical pa-
rameters, bone marrow aspiration and biopsy, treatments prior to ibrutinib and the response to the
treatment were recorded, retrospectively.

RESULTS : 6 of 13 patients diagnosed with MCL. Four of the patients have stage 4 diseases and two
of them have stage 3 diseases. Median prior therapy was 3. Ibrutinib was administered for median
3 courses to five patients. The sixth patient was 87 year-old and that was treated with ibrutinib as
a 1st line therapy more than six courses achieved complete remission. One patient underwent al-
logeneic stem cell transplantation after ibrutinib treatment and still is followed up. Two of the pa-
tients died because of progressive disease under ibrutinib treatment. 3 of patients' diagnoses were
DBBL which were refractory to 2 lines of treatments. At the time of diagnosis, 2 of the patients were
double expressors while 1 patient was triple expressor diseases. None of three patients respond-
ed to therapy and had progressive disease. Two patients, whose diagnoses were MZL, had stage 4
diseases. lbrutinib was administered as a 3rd line therapy to one of them and provided complete
remission after four courses. The other patient with MZL was treated with ibrutinib as a 3rd line
therapy showed partial response after two courses and the therapy is continued. Two patients were
treated with ibrutinib for 10 months who had lung cGVHD after ASCT. The patients, who were admin-
istered at least 3 diffirent immunsupressive agents prior to ibrutinib, were also resistant to ibruti-
nib. No recovery were observed in the lung cGVHD related symptoms. Ibrutinib was well-tolerated
and only 1 of 13 patient’s treatment were discontinued because of adverse effect.

CONCLUSION: Ibrutinib is widely in use for KLL and relapse refractory MCL and response rates up
to 70% are achieved. The data is limited on the other B-cell malignancies and chronic GVHD. In this
clinical study we present, where also the number of patients are few, only two of six patients with
mantle cell lymphoma and MZL cases were responsive to the treatment. As a result, ibrutinib can
be considered as a well tolerated agent for patients with B-cell lymphomas and cGVHD, and may
provide a treatment option.
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21. SINGLE CENTER EXPERIENCE: RETROSPECTIVE EVALUATION OF PATIENTS
WITH PRIMARY MEDIASTINAL LARGE B-CELL LYMPHOMA
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OBJECTIVE : Primary mediastinal B-cell lymphoma originates from the thymus and is a subgroup of
diffuse large B-cell non-hodgkin lymphoma. The median age is 30-35 years and it is mostly seen in
young women. They present with a mass that fills the anterior and upper mediastinum rapidly and
surrounds the tissues. Early diagnosis is made because of compression symptom. The aim of this
study was to investigate the epidemiological, histomorphological characteristics, response rates
of treatment of primary mediastinal large b cell lymphoma patients admitted to our center and to
share our experience on long-term outcomes.

METHODS : In this study, we retrospectively evaluated the clinicopathological features, treatment
modalities, follow-up time, response rates and survival analysis of 15 patients with primary medi-
astinal B-cell lymphoma.

RESULTS : A total of 15 patients were eligible, including 9 female and 6 male patients. The median
age was 35.4 (20-60) years. 53% of the patients had B symptoms, 26.6% had vena cava superior
syndrome and 13% had bone marrow involvement. According to IPI scores, 66.6% of the patients
were in the low risk group, 26.6% were in the intermediate and 6.6% were in the high risk group.
66.6% of the patients had stage 2 and 20% had stage 3 and 13.3% had stage 4 pathological dis-
eases. In the study, 60% patients had bulky lesions in the mediastinum and 60% had pleural or
pericardial effusion. All patients received chemotherapy and 86.6% completed 6 cycles of R-Da-
EPOCH chemotherapy as the first line treatment. Seven patients (46.6%) received radiotherapy.
After the first row chemotherapy; total remission rate was 93.3%, complete response was observed
in 46.6% and partial response was observed in 40% of the patients. Two of the 3 patients who had
relapsed in the first year after the response to the first line treatment died due to pneumosep-
sis. Thirteen (86.6%) of the patients were still in remission. Two of the 15 patients included in the
study underwent autologous hematopoetic stem cell transplantation. The median follow-up time
in our study was 30.62 months (13.08-73.69 months). Median disease-free survival was 61.35
months and overall survival was 65 months. The 5-year survival rate was 85.6%.

CONCLUSION: According to the results of our study, the epidemiology, response rates and survival
data of our center were similar to the literature. In patients with primary mediastinal B-cell lym-
phoma whose complete remission is not achieved in the initial treatment and relapsed within 1
year, the prognosis is worse.
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22. NIVOLUMAB TREATMENT FOR HODGKIN LYMPHOMA: EGE HEMATOLOGY
EXPERIENCE
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OBJECTIVE : Activation of the programmed death 1 (PD-1) pathway in malignant cells inhibits
T-cell-mediated immune responses. Reed—Sternberg cells of classical Hodgkin lymphoma (cHL) is
characterized by genetic alterations at the 9p24.1 locus which has been shown to upregulate ex-
pression of the PD-1 ligands helping them evade immune attack. Nivolumab, a human immuno-
globulin G4 immune checkpoint inhibitor antibody that targets PD-1, is approved by the US Food
and Drug Administration for the treatment of advanced stage melanoma, non small cell lung can-
cer, renal cell carcinoma and cHL. Recent data show that blocking PD-1 with Nivolumab providing
high response rate in relapsed refractory cHL with acceptable safety profile.

METHODS : We hereby present 5 patients with relapsed-refractory classical Hodgkin lymphoma
treated with Nivolumab in our center.

RESULTS : We retrospectively evaluated 5 patients treated with nivolumab. Age range was 25-84
years and threre was a male predominance (4/5). None of them had bone marrow infiltratation at
the time of diagnosis. Four patients had advanced stage disease. Four patients have relapsed-re-
fractory Hodgkin lymphoma. All patients were previously treated with 2 to 7 different chemother-
apy regimens. Only one patient who is 84 year old was treated with nivolumab as a second line
therapy after brentixumab vedotin. Three patients had autologus hematopoietic cell transplanta-
tion (auto-HCT) and 2 of them underwent both autologous and allogeneic stem cell transplanta-
tion (allo-HCT) from full match sibling donér prior to nivolumab therapy and they have relapsed
disease within 1 year after allo-HCT. Both of them have been still under followup in complete re-
mission after 8 weeks of nivolumab treatment course. None of them experienced any adverse re-
action related to therapy.

CONCLUSION: Nivolumab has provided safe and effective results in our RRcHL patients even af-
ter failed auto and allo SCT with or without brentuximab therapy. Although response rates with
nivolumab have been promising and these responses have been quite durable with acceptable
safety profile, we need further clinical trials for earlier use and bridging therapy for allo-HCT.
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23. RESPONSE OF RUXOLITiNiB TO REDUCE SPLEEN SiZE AND OTHER EFFECTORS
OF THiS RESPONSE, ONE CENTRE EXPERIENCE

Aydan Akdeniz'
Mersin University Research Hospital, Hematology department

OBJECTIVE : MF is characterized by clonal proliferation of a pluripotent hematopoietic stem cell
that can appear de novo (primary MF or PMF) or secondary (post-ET / post—PV MF). Usually mu-
tations in the JAK2, CALR, MPL genes drive the disease. Patients suffer from symptoms of ane-
mia,splenomegaly or constitutional symptoms . After 1995, median survival was increased from 5
to 7 years in time.Survival improved with ruxolitinib in comparison with placebo or best therapy,but
datas are still insufficient to allow any conclusion regarding the survival gain(1) Survival varies ac-
cording to the other risk factors. Risk status is usually determined with DIPPS plus scoring scale.
Because of its being an elderly patients’ disease, most of the patients are not eligble for hema-
topoietic stem cell transplantation. Nowadays, treatment modalities aimed to control symptoms
rather than cure. We use hydroxycarbamide, corticosteroids and thalidomide for this purpose. in
2011, FDA approved the first JAK 2 inhibitor- Ruksolitinib. it is now used tu reduce spleen length
and symptoms.

METHODS : 20 patients with MF, followed in Mersin University Hematology Department in 2012-
2019 and treated with ruxoltinib, were enrolled. 2 patients were excluded because of insufficient
datas. Patients were diagnosed according to WH0-2008 or 2016 criterias. We evoluated 18 pa-
tients diagnosed with MF, and have noted their demografics, spleen sizes volues before and after
the use of ruksolitinib. There were 13 patients who have USG imacing before and after ruxolitinib
Our first endpoint was the proportion of patients who achieved reduction from baseline spleen vol-
ume after 24 week or more . Other endpoints were determinig the corelation between DIPPS plus
score, gender, JAK2 mutation status, dosage of treatment and reduction of SS.

RESULTS : Results:Median diagnosis age was 56.9.Most of the patients had JAK 2 mutation, and
most of them had intermediate-II DIPPS plus score (n:12). Median ruksolitinib treatment duration
was 38 months. All 13 patients’ SS were significiantly decreased 4,19 cm (% 19,7) with treatment.
Males significiantly achived more reduction in SS than females (4,6 cm vs 3,78 cm) SS was reduced
in Jak 2 mutant patients and in patients used 2x20 mg significiantly, There was no difference in SS
in patients with itermediate | DIPPS plus, but it differed in patients with intermediate Il/ high.

CONCLUSION: The main studies-COMFORT-I and Il- showed that ruxolitinib reduced SS and symp-
toms compared with best available treatment and placebo.(2) in our study median diagnose age
was a little young compared with literature, while JAK 2 mutation rate was similar to the litera-
ture.(2, 3) In contrast of COMFORT studies we measured SS with USG.SS reduced significiantly in
patients with DIPPS plus Il/high unlikely Palandri's study.(4) Males achived more reduction in SS
than females .there is no data weather SS response differs in males and females.Here is shown that
higher dosages are more effective than lower dosages. It is coherent with previous studies.
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PO 1. TREATMENT OF BING-NEEL SYNDROME WITH FIRST LINE SEQUENTIAL CHEMO-
IMMUNOTHERAPY
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of Medicine, Alexandra General Hospital, Athens, Greece, ZFirst Department of Radiology,
National and Kapodistrian University of Athens, School of Medicine, Areteion Hospital, Athens,
Greece, 3"Athens Vision” Ophthalmology Clinic, Athens, Greece

OBJECTIVE: Bing-Neel syndrome (BNS) is a rare manifestation of Waldenstrém's macroglobulinemia (WM)
with less than 200 cases reported in the literature. Herein, we describe a case of BNS treated with a nov-
el therapeutic strategy.

METHODS : A sequential chemoimmunotherapy approach was implemented in a patient with newly di-
agnosed BNS.

RESULTS : A 67-year-old woman diagnosed with asymptomatic WM 3 years ago presented with gradu-
al vision deterioration the past three months. Ophthalmologic exam revealed bilateral reduction in visual
acuity (7/10) and bilateral optic disc swelling which was more prominent in the left eye. The patient re-
ported no weight loss or B-symptoms. The patient had no MYD88 or CXCR4 mutations detected. Although
the IgM was relatively low, we evaluated serum viscosity, which was 2.0cp and, thus, we ruled out hyper-
viscosity syndrome. Magnetic resonance imaging (MRI) of brain revealed bilateral swelling of optic nerves
extending from the retina to the optic chiasm and swelling of the left optic tract. Patchy enhancement
of optic nerves was also shown upon intravenous contrast administration. MRI of the spine indicated no
abnormalities. Subsequently, we performed a lumbar puncture; flow cytometry of the cerebrospinal flu-
id (CSF) revealed the presence of k-light chain restricted, monoclonal B-lymphocytes accounting for the
86% of CD45 positive cells along with CD3(+)CD4(+) and CD3(+)CD8(+) T-lymphocytes. CSF protein elec-
trophoresis showed a monoclonal band in the gamma region and immunofixation was positive for IgM and
kappa light chain. MYD88 status was indeterminate. Thus, the diagnosis of BNS was established. Patient
was initially treated with intrathecal methotrexate 15mg twice weekly and systemic chemotherapy with
HyperCVAD. However, after the course 1 of the first cycle she experienced grade 3 neutropenic fever that
eventually resolved with granulocyte-colony stimulating factor and intravenous antibiotics. Following two
intrathecal methotrexate infusions, CSF flow cytometry did not detect any cells, whereas the patient re-
ported improvement in visual acuity. Therefore, we opted to start treatment with iv rituximab 375mg/
m2 every four weeks and per os ibrutinib 420mg daily. Six months post treatment initiation the patient
has great visual improvement with resolution of papilledema and bilateral optic nerve swelling, whereas
IgM levels have been reduced to 25.6mg/dl, the serum protein electrophoresis and immunofixation are
negative for monoclonal component and bone marrow biopsy shows no evidence of disease infiltration.
Therefore, the patient has achieved clinical, hematological and radiological complete response. No ad-
verse events have been reported expect for transient diarrhea grade 1 probably related to ibrutinib.

CONCLUSION: Bing-Neel should be considered in Waldenstrém's macroglobulinemia patients with neuro-
logical symptoms regardless the disease status. A chemotherapy course achieves rapid disease control
and treatment with rituximab and ibrutinib provides a deep and durable response.
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OBJECTIVE : The aim of this analysis was to evaluate the characteristics of patients who achieved
at least 7-year of progression-free survival (PFS) after frontline therapy and compare them with
those of all other patients who were treated in a single center during the same time period.

METHODS : Between January 1994 and December 2010, all consecutive newly diagnosed MM pa-
tients receiving first line therapy were deemed eligible for this analysis.

RESULTS : All 406 patients had symptomatic disease with at least one CRAB symptom. Thirty-six
(8.8%; 23M/13F) patients achieved a PFS of at least 7 years after frontline treatment. The medi-
an PFS of these 36 patients is 10 years, while the other patients had a median PFS of 22 months.
Long PFS patients were younger (p<0.001), had bigger body surface area (p=0.013) and lower
ECOG performance status (p=0.014) compared to all others. Long PFS patients had higher hemo-
globin (p=0.001), higher platelet count (p<0.001) and higher creatinine clearance (p<0.001). More
patients in the long PFS group had ISS-1 or ISS-2 disease (p=0.002) and normal pattern of marrow
infiltration in the MRI of the spine and pelvis (p=0.035). No patient in the long PFS group had high-
risk cytogenetics vs 32% in all other patients. There was no difference between the two groups
regarding conventional chemotherapy versus novel agent-based induction treatment. Long PFS
patients had received more often autologous stem cell transplantation (ASCT, p=0.001) as part of
first line therapy. Higher proportion of patients achieved at least VGPR (74% vs 41%) or at least CR
(32% vs 18%) in the long PFS group. 14/23 (61%) of patients of the long PFS group were minimal
residual disease (-) at the level of the 10-6. The probability of achieving long PFS (=7 years) for pa-
tients who managed to be progression-free at 2, 3 and 4 years was 11.6%, 13.2% and 15.3%, re-
spectively. In the multivariate analysis, only younger age was associated with probability for long
PFS (p<0.001). The median 0S of the whole group of patients was 5 years; in the long-PFS group
median 0S has not been reached yet while in all other patients the median 0S was 4.3 years.

CONCLUSION: In conclusion, our study in an unselected group of patients, the majority of whom did
not participate in clinical trials, showed that 9% of patients with newly diagnosed myeloma expe-
rience prolonged PFS of more than 7 years (median: 10 years) even in the era of CC or first-gener-
ation novel agents. These patients have low risk disease, mainly of ISS-1 or -2, no high-risk cyto-
genetics, no or mild renal impairment, and achieve deep responses after ASCT. These patients may
be considered as "functionally” cured. The incorporation of novel treatment approaches may lead
to a significant improvement in the probability of achievement of this "functionally” cured status.
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P0O3. MULTIPLE MYELOM MANUFACTURING WITH OSTEOSCLEROTIC AND OSTEOLYTIC
ASSOCIATION
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OBJECTIVE: Multiple myeloma (MM) is a hematological malignancy characterized by uncontrolled
and monoclonal increase in plasma cells, the mature form of B lymphocytes. The disease is char-
acterized by lytic bone lesions, presence of M protein in serum and urine, and plasma cell infiltra-
tion in the bone marrow. . Osteoblastic lesions are rare in multiple myeloma cases. In patients with
multiple myeloma with osteoblastic lesion, this condition can usually occur with POEMS syndrome.

RESULTS : An 80-year-old male patient; He was admitted to our outpatient clinic of our hospi-
tal with the complaint of weight loss, widespread body pain. When his anemia and sedimentation
height were determined, the patient was hospitalized for general examination and treatment. The
patient was 37.6 C, TA: 130/62 mmHg, Nb: 72 / min, and SS: 18 / min. Physical examination re-
vealed no organomegaly. Peripheral lymphadenopathy was not detected. Respiratory sounds were
normal in the lungs. The cardiac sounds were rhythmic. The patient had diffuse pain and tender-
ness in the chest. When the laboratory findings of the patient were evaluated, biochemistry and
complete blood count glucose: 119 mg / dL, creatinine: 1.1 mg/dL, AST: 47 U/ L, ALT: 25U/ L, Na:
135 mmol /L, K: 4.78 mmol /L, Ca: 8.9 mg/ dL, Albumin: 2.3 g/ dL, Globulin: 4.8 g/ dL, IGA: 3480
mg / dL, IGG: 413 mg / dL, IGM: 19.3 mg / dL, IGE: 24.4 mg / dL, Prostate specific antigen (PSA):
0.6 microgram / L, WBC: 5,900x109 / L, HGB: 12,4 g/ dl, PLT: 179x109 / L, sedimentation: 120 mm
/ h. Thoracic computed tomography of the patient revealed fracture of the ribs. The patient had
lytic lesions on his x-ray. The patient's whole body bone scintigraphy revealed an increase in het-
erogeneous osteoblastic activity in the corpus sternus and increased heterogeneous osteoblastic
activity in the T9-L1 vertebrae . Erythrocytes were normocytic and hypochromic. There was a roll
formation. Bone marrow aspiration and biopsy were performed on the patient. A 60% plasma cell
infiltration was detected in the biopsy. Biopsy results were reported as compatible with multiple
myeloma. The patient was started on melphalan and prednol. Hematology policlinic control was
recommended and discharged.

CONCLUSION: Bone lesions in multiple myeloma are generally associated with osteolytic and os-
teoblastic activity balance. The pathogenesis of sclerotic lesions in multiple myeloma is still un-
clear. Martha Q Lacy et al. The possible etiology of sclerotic lesions in multiple myeloma suggests
that the separation of osteoclastic and osteoblastic activity or increased activity of platelet-de-
rived growth factors. Most of the patients with sclerotic bone lesions described in the literature
have monoclonal gammopathy with lambda chain. Sclerotic lesions are more common in POEMS
syndrome, but can also be seen in patients treated for multiple myeloma. Our case did not meet
the POEMS syndrome criteria. Common osteosclerosis due to plasma cell myeloma is seen in less
than 3% of patients. Combination of both lytic and sclerotic lesions is much more rare.
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PO4. LENALIDOMIDE-DEXAMETHASONE VS LENALIDOMIDE-BASED TRIPLETS IN
SECOND LINE THERAPY OF MULTIPLE MYELOMA: REAL-WORLD SINGLE CENTER
EXPERIENCE
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OBJECTIVE : Lenalidomide-based triplets (LBT) have been recently approved for the treatment of
relapsed/refractory Multiple Myeloma (RRMM), based on the results of phase Ill randomized trials
which have shown superiority of LBT over Lenalidomide-dexamethasone (LD), especially when of-
feredin 2nd line. However, real-world data on this setting are limited. Herein, we present real-world
data comparing LD vs. LBT administered as 2nd line therapy in a single MM Center.

METHODS : We have studied 76 RRMM patients (M/F: 44/32, median age: 63, range: 45-80, IgG: 40,
IgA:23, light chain: 12 non-secretory:1, 1SS1: 26, 1SS2: 31, 1S53:19) who received 2nd line therapy
with LD or LBT. We compared baseline characteristics, induction therapy, response rates, progres-
sion-free survival (PFS), progression-free survival 2 (PFS2) and overall survival (0S) after 2nd line
therapy. Statistical analysis was performed with standard equations; p<0.05 was considered as
statistically significant.

RESULTS : One hundred fourteen patients, treated in our Center after 2010, experienced relapse/
progression; 76/114 received 2nd line therapy with either LD (n=45) or LBT (n=31; Ixazomib-LD: 14,
Carfilzomib-LD: 12 and Daratumumab-LD: 5). Median age and B2 microglobulin were higherin LD vs.
LBT group (p<0.05), whereas hemoglobin, calcium, lactate dehydrogenase, creatinine, platelets,
high-risk cytogenetics, ISS and revised-ISS were well balanced between groups (p>0.05). Upfront
therapy included thalidomide-based (n=52) or bortezomib based regimens (n=23) and did not dif-
fer between groups (p>0.05). High-dose therapy and stem-cell transplantation was performed
more often in LBT group (57% vs. 16%; p<0.001). Overall response rate (ORR) or at least very good
partial response (=vgPR) after induction therapy did not differ between groups (p>0.05); median
PFS was longer in LBT vs. LD group (30 months vs. 24 months; p=0.007). After 2nd line therapy, ORR
was marginally higher in LBT vs. LD group (89% vs. 70%; p=0.06) and >vgPR was significantly high-
erin the LBT vs. LD group (63% vs. 12%; p<0.001). Median duration of treatment (DOT) and treat-
ment discontinuation due to progression or toxicity did not differ between groups (p>0.05). After a
median follow up of 32 months (95% Cl: 22-42), 31 patients have died (LD: 24, LBT: 7; p=0.007).
Early mortality (<6months from 2nd line therapy initiation) was observed in 8/31 patients and did
not differ between groups (p>0.05). Median PFS for LD and LBT group was 18 months (95% Cl: 11-
24 months) vs. 19 months (95% Cl: 11-27months), respectively (log rank: p=0.4; HzR: 0.79); me-
dian PFS2 was marginally longer for LBT group (54 months vs. 45 months; p=0.2, HzR:1.4); median
0S was 41 months (95% I: 15-67 months) for LD group whereas it has not been reached for LBT
group (log rank: p=0.4; HzR=0.7); 24-month 0S was 50% vs. 70%. for LD vs. LBT group.
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CONCLUSION: Lenalidomide-based triplets offer significantly higher quality response rates com-
pared with LD, without increasing toxicity or early mortality; PFS advantage has not been confirmed
yet. Higher percentage of patients of LBT group were alive after 24 months from 2nd line treatment
initiation. Larger number of patients and a longer follow up is warranted in order to document a
clear benefit of LBT in the real-world setting.

POS5. NATURAL HISTORY OF SKELETAL RELATED EVENTS IN PATIENTS WITH
MULTIPLE MYELOMA WHO RECEIVED FIRST- AND SECOND- LINE THERAPY WITH
NOVEL AGENTS: A SINGLE CENTER ANALYSIS IN 620 PATIENTS

Nikolaos Kanellias',Efstathios Kastritis!,Maria Gavriatopoulou',loannis
Ntanasis-Stathopoulos' Aristea-Maria Papanota’,Despina Fotiou'!,Magdalini
Migkou',Evangelos Eleutherakis-Papaiakovou',Panagiotis Malandrakis',Tina
Bagratuni',Maria Roussou',Meletios A. Dimopoulos',Evangelos Terpos'

'Department of Clinical Therapeutics, National and Kapodistrian University of Athens, School
of Medicine, Athens, Greece

OBJECTIVE : The aim of the study was to evaluate skeletal-related events (SREs) rate in MM pa-
tients who received frontline and second line therapy with proteasome inhibitors (Pls) or immuno-
modulatory drug (IMiD)-based therapies and to explore possible correlations with disease features
and type of treatment.

METHODS : MM patients who received frontline therapy in our center, between 2007-2017, were
included in this analysis. All patients had either conventional radiography or WBLDCT at diag-
nosis. SNPs in genes that are involved in bone destruction in osteoporosis were also evaluated:
LRPS (rs4988321), GC vitamin D (rs4588), TNFRSF11A (rs3018362), DKK1 (rs1569198), RANKL
(rs9594759), OPG (rs6469804) and ERS1 (rs1038304).

RESULTS : In total, 620 consecutive patients with symptomatic MM were studied. The median fol-
low-up was 54 months. At diagnosis, osteolytic disease was present in 408 (66%) patients. SREs
were observed in 271 (44%) patients: 213 (34%) presented with pathological fractures (183 with
vertebral fractures, 18 with rib fractures and 15 with long bone fractures; 32 patients had both ver-
tebral and long bone or rib fractures), while 34 (5.5%) patients needed surgery to bone, 45 (7.2%)
radiotherapy and 31 (5%) patients presented with SCC. The incidence of SREs was higher in pa-
tients with osteolytic lesions (76.4% vs. 12.4%, p<0.0001) at diagnosis. No correlation was found
between the presence of SREs at diagnosis and a specific SNP of those studied. Frontline therapy
with IMiD-based regimens was given in 38% of patients; 27% patients received bortezomib-based
regimens and 28% both IMiD and bortezomib-based therapies (VTD or VRD); 7% received only con-
ventional chemo. Bisphosphonates (BPs) were given to 465 patients (75%) at diagnosis; the vast
majority (91%) received zoledronic acid. The remaining 155 patients did not receive upfront BPs,
mainly due to renal insufficiency. During first line treatment, 39 (6.3%) patients developed a SRE:
25/341 (7.3%) on bortezomib- (including combos with an IMiD) and 14/235 (6%) on IMiD-based
regimens. At the time of first relapse, 4.5% of patients presented with new fractures and 12% re-
quired local radiotherapy to bone (SRE rate: 16.5%). The rate of SREs at first progression was much
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higher in patients who did not receive upfront BPs (92.3% vs. 7.7%). There was no difference in the
incidence of SREs at first relapse between patients who received PI- vs. non-Pl-based regimens as
first line therapy (54.2% vs. 45.8%, p=0.544). During second line therapy, 12.2% of patients devel-
oped a SRE, with no difference regarding the second line therapy (PI- or IMiD-based regimens). In
total, 126 (20.3%) patients developed at least one SRE, during the course of the first and second
line of therapy; this was more common in those who presented with an SRE at diagnosis (33% vs
12%; p<0.03).

CONCLUSION: SREs remain a significant complication in MM. Despite high response rates after first
line therapy and the broad use of BPs, more than 20% of patients develop a new SRE during the
first and second line treatment or at the time of first relapse. Importantly, patients who do not re-
ceive BPs due to renal impairment develop very frequently SREs, suggesting an unmet need in this
setting.

P06. A RARE HEMATOLOGICAL MALIGNANCE IGM MULTIPLE MYELOM: A CASE
REPORT

Damla Casgla Patir!,Sibel Demiral Sezer!,Aybiike OlgunZ,Harun Akar!

'Department of Health Sciences, izmir Tepecik SAUM, Department of Internal Medicine,
Izmir, Turkey 2Department of Health Sciences, izmir Tepecik SAUM, Hematology Clinic, izmir,
Turkey

OBJECTIVE : IgM multiple myeloma(MM) is a very rare hematological malignancy with only less
than 0.5% of MM cases. IgM MM and Waldenstrom's macroglobulinemia (WM) are two distinct he-
matologic entities with the common finding of an IgM monoclonal gammopathy. A case of IgM MM
with monoclonal IgM increase overlapping with MM is presented in this paper.

RESULTS : A 67-year-old male patient; He was admitted to internal medicine outpatient clinic with
the complaint of weight loss and fatigue. When his anemia and sedimentation height were deter-
mined. In the patient's first examination, the fever was 37.6 C, TA: 128/62 mmHg, Nb: 72 / min, and
SS: 18 / min. Physical examination revealed no organomegaly. Peripheral lymphadenopathy was
not detected. Respiratory sounds were normal in the lungs. The cardiac sounds were rhythmic. He
had pain and tenderness on the chest. When the laboratory findings of the patient were evaluated,
creatinine: 0.8 mg/dL, AST: 10 U /L, ALT: 10 U/ L, Na: 139 mmol / L, K: 4.18 mmol /L, Ca: 8.9 mg /
dL, Albumin: 3.2 g/ dL, Globulin: 5.9 g/ dL, spot urine protein / creatinine: 1.7 g, IGA: 7.82 mg / dL,
IGG: 443 mg/ dL, IGM: 7770 mg / dL, WBC: 3,300x109 /L, HGB: 8,3 g/ dl, PLT: 250x109 / L, sedimen-
tation: 140 mm / h. Thoracic computed tomography of the patient was evaluated, it was found that
there were bilateral fractures in ribs 7 and 10 in the first costa. The patient's peripheral smear was
evaluated, leukocyte formula was compatible with hemogram and lymphocyte morphology was
normal. Erythrocytes were normocytic and hypochromic. There was a roll formation. Bone marrow
biopsy revealed 20% plasma cell infiltration. Biopsy results were reported as compatible with my-
eloma. The patient was transferred to the hematology service with a diagnosis of MM.

CONCLUSION: Diagnosis of IgM MM is a difficult subject considering the rarity of the disease and
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the few reported cases in the literature. The difference between IgM MM and WM in treatment and
prognosis is very important for the differentiation of these two diseases. Some overlap in the clini-
cal presentation and diagnostic difficulties in biopsy are creating difficulties in terms of discrimina-
tion. The presence of lithic bone lesions or translocation t (11; 14) may show differences between
IgM MM and WM, but these features can't be find %20 of the patients. The diagnosis of IgM MM is
nowadays; The presence of IgM monoclonal gammopathy requires the presence of plasma cells
above 10% in bone marrow biopsy and the presence of lytic bone lesions or translocation t (11;
14). Itis generally CD20 (+) in WM. IgM protein was increased in serum and IgG and IgA protein lev-
els were normal. Radiographic examination revealed fractures due to lytic lesions. In patients with
IsM monoclonal gammopathy, MM diagnosis should not be ignored; it should be kept in mind in the
differential diagnosis. In patients who cannot be diagnosed due to clinical overlap, diagnostic ac-
curacy should be increased by cytogenetic analysis.

PO7. SERUM NEUTROPHIL GELATINASE-ASSOCIATED LIPOCALIN INDEPENDENTLY
PREDICTS FOR RENAL RESPONSE IN MYELOMA PATIENTS WITH SEVERE RENAL
IMPAIRMENT

Evangelos Terpos',Maria Roussou', Efstathios Kastritis!,Alexandra
Margeli2,Evangelos Eleutherakis-Papaiakovou',loannis Ntanasis-
Stathopoulos',Nikolaos Kanellias',Gerasimos-Petros Papassotiriou?!,Despina
Fotiou',Magdalini Migkou',Maria Gavriatopoulou',Erasmia Psimenou’,loannis
PapassotiriouZ,Meletios A. Dimopoulos'

'Department of Clinical Therapeutics, National and Kapodistrian University of Athens, School
of Medicine, Athens, Greece, 2Department of Clinical Biochemistry, Aghia Sophia Children's
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OBJECTIVE : Neutrophil gelatinase-associated lipocalin (NGAL) is one of the earliest and most ro-
bust markers of acute kidney injury while serum Cystatin C (CysC) reflects renal function more ac-
curately than creatinine and correlates with both tumor burden and renal function in MM. GDF-15 is
secreted by bone marrow stromal cells and high serum levels indicate a poor treatment prognosis
and a high risk of progression to dialysis in AL amyloidosis. Our aim was to evaluate serum NGAL,
CysC, and GDF-15 in multiple myeloma (MM) patients with severe renal impairment (RI) defined as
eGFR<30 ml/min/1.73m2, by CKD-EPI formula, including those on dialysis, as biomarkers for pre-
diction of renal responses.

METHODS : 101 MM patients (median age 71 years) who presented with myeloma-related severe
RI were included in this study.

RESULTS : Median creatinine was 4.6 mg/dl (range 2->10 mg/dl), median eGFR (ml/min/1.73 m2)
was 11.3 (1.3-29.8) and dialysis was required in 35 (35%) patients. Median involved FLC was 4740
mg/L; hypercalcemia was found in 24%, LDH >ULN in 44% and high-risk cytogenetics in 25% of
patients, while 98% of patients were classified as having ISS-3 and 49% as having R-ISS-3 dis-
ease stage. Treatment was bortezomib-based in all patients (in 21% VD and in 79% a triplet: VCD
or VTD). Median NGAL levels were 182.3 ng/mL (range 20-550 ng/ml) and of CysC were 3.3 mg/L
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(0.9-8 mg/L); there was a strong correlation between NGAL and CysC levels (R2=0.653, p<0.001).
Both NGAL and CysC levels were higher in patients requiring dialysis vs those not in dialysis (median
NGAL: 308 vs 166 ng/mL, p<0.002 and median CysC: 4.99 vs 2.83 mg/L, p=0.008). Renal response
(Rrenal) was achieved in 63% of patients, including 45% with major Rrenal. Importantly, 40% of
patients who required dialysis became dialysis independent. Median time to Rrenal was one month
and median time to dialysis independence was two months. Lower levels of NGAL (p=0.0003) and
CysC (p=0.03) were associated with higher probability of major Rrenal among patients with severe
RI. Baseline eGFR, levels of sFLC and GDF-15 did not correlate with major Rrenal. None of these
markers was associated with probability of dialysis independence among patients who required di-
alysis. Based on ROC analysis, in patients with severe RI (but not on dialysis), NGAL <138 ng/ml was
strongly associated with major Rrenal (80% vs 20% at 3 months, p<0.001). Regarding CysC, levels
<2.9 mg/L were associated with higher probability and shorter time to major Rrenal (p=0.012). In
multivariate analysis performed in patients not on dialysis, that included age, NGAL, CysC and eGFR,
only NGAL <138ng/ml remained a significant prognostic factor associated with major Rrenal (HR 5,
95% Cl 2-18, p=0.002).

CONCLUSION: Serum levels of NGAL were independent predictors of major renal response in MM
patients with severe RI. Thus, serum NGAL could identify MM patients with severe Rl who should be
treated with more aggressive therapies and more effective and rapidly acting antimyeloma regi-
mens. The absence of any predictive value of GDF-15 in MM-related severe Rl in contrast to AL am-
yloidosis patients reflect the different biology of Rl in these plasma cell dyscrasias.

P08. CORRELATION BETWEEN INTERIM POSITRON EMISSION TOMOGRAPHY (IP-
ET) RESULT AND SERUM CRP LEVELS AFTER 2 ABVD CYCLES IN PATIENTS WITH
ADVANCED HODGIN LYMPHOMA (HL): A SINGLE CENTER ANALYSIS AND POTENTIAL
PROGNOSTIC SIGNIFICANCE

Vassilakopoulos TP1,Liaskas Al,Angelopoulou MK',Assimakopoulos I, Boutsikas
G',Chatziioannou S2,Dimou M3,Prassopoulos V4,Dimopoulou M, Siakantaris

MP' Kyrtsonis MC3,Variami E, Viniou NA3, Petevi K',Kanellopoulos A',Gainaru G,
Arapaki M',Konstantinou I',Belia M',Efstathopoulou M1,Pessach I',lliakis T3,Maltezas
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of Nuclear Medicine, Evangelismos General Hospital, Athens, Greece, 7st Propaedeutic
Department of Medicine, Laikon General Hospital, Athens Greece

OBJECTIVE : We aim to evaluate the correlation between iPET result and CRP alterations between
baseline and the initiation of the 3rd cycle of chemotherapy and whether this alteration may have
additive prognostic value to iPET.
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METHODS : The study included 94 patients from a single hospital. Eligible were cases: i) diagnosed
with advanced HL according to GHSG (stages I1I/IV or IIB X and/or E), who received ABVD treatment
and underwent iPET, ii) who had available serum CRP levels at diagnosis (CRPO) and at the day of
initiation of the 3rd cycle of chemotherapy (ABVD if Deauville score 1-3 or BEACOPP if Deauville
score 4-5) (CRP3), iii) to whom G-CSF was not given during the cycle that the iPET was performed.
CRP3 was evaluated at the cutoffs of 3.5 mg/L (undetectable vs detectable) and 5 mg/L (normal
vs abnormal). Also, we evaluated the percent reduction of CRP from baseline to the 3rd cycle. A
cutoff of 75% was adopted, defining a favorable response (CRP3_fav) as either <3.5 mg/L or >75%
reduction from baseline.

RESULTS : At diagnosis the median CRP was 76.10 mg/L; 88/94 patients (94%) had elevated CRP
levels (>5 mg/L) and 90/94 (96%) had detectable levels (>3.5 mg/L). iPET was negative in 72
patients (77%) and positive in 22 (23%).CRP remained high in iPET(+) patients more frequently
than in iPET(-) ones: 55% vs 29% at the cutoff of 3.5 mg/L (p=0.029), 46% vs 21% (p=0.022) at 5
mg/L and 23% vs 10% for CRP3_fav (p=0.11). Overall, the 5-year progression free survival (PFS)
was 76%: 85% in iPET(-) and 49% in iPET(+) patients (p=0.008), despite that 86% of the latter
received BEACOPP. The persistence of detactable, elevated or unfavorable CRP levels was also as-
sociated with inferior PFS [absolute difference 14% (p=0.02), 21% (p=0.02) and 30% (p=0.008)
for each cutoff]. For iPET(-) patients, reduction of CRP to CRP3_fav levels was achieved in 65/72
patients and was associated with better PFS (87% vs 71%, p=0.017). For iPET (+) patients, reduc-
tion of CRP to CRP3_fav levels was achieved in 17/22 patients and was associated with better PFS
(57% vs 20%, p=0.01). In multivariate analysis both iPET(+) and failure to achieve CRP3_fav were
independent adverse prognostic factors for PFS [hazard ratios 3.7 (p=0.004) and 4.8 (p=0.001 re-
spectively].

CONCLUSION: The analysis of CRP fluctuation during the initial 2 ABVD cycles may provide a new
prognostic factor, independent of iPET status, for iPET(-) and iPET(+) patients. The analysis of ad-
ditional timepoints and cutoffs for CRP and further investigational biomarkers is ongoing.

P9. LIGHT CHAIN MYELOMA WHO APPLIED WITH NEPHROTIC SYNDROME AND
ACUTE RENAL FAILURE: CASE REPORT

Nagihan Akkas',Yilmaz Cankurtaran',Zeki Soypacaci?,Serife Solmaz Medeni3

'izmir Katip Celebi University Ataturk Training and Research Hospital, Department of Internal
Medicine,izmir, Turkey 2izmir Katip Celebi University Ataturk Training and Research Hospital,
Department of Nephrology, izmir, Turkey 3izmir Katip Celebi University Ataturk Training and
Research Hospital, Department of Hematology, izmir, Turkey

OBJECTIVE : Multiple myeloma(MM) is amalignant disease characterized by the proliferation of
clonal plasma cells in the bone marrow.It accounts for1% of all cancers and 10% of all hematologic
malignancies.Mean age was70 years and12% of patients were younger than 50 years.Renal failure
developsin 40% of patients and renal replacement therapy is required in10-15% of patients.In this
case,we presented a Light chain myeloma in a patient who admitted to hospital with acute renal
failure and proteinuria at a young age.
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METHODS : A 45-year-old woman presented to the nephrology with complaints of nausea, weakness
anddecreased urinationl.In her medical history there were use of intermittent NSAIDs ,3yearsago
totalabdominal hysterectomy and bilateral salpingoooferectomy due to bilateral over-serous bor-
derlinecarcinoma and paclitaxel carboplanin therapy,andt hyroidectomy story due to multinodu-
largoiter.Hepatosplenomegaly was present in the examination of the abdomen. In the laborato-
ry, Hb is8.9 gr /dl, WBC 6270 uL,PLT 70.000 uL, BUN 68 mg /d|, creatinine10.35 mg / d|, potassium
5.5mEq / L,sodium136 mEq /L, calcium 9.6 mg / dl, phosphorus 6.7 mg / dl, bicarbonate 14.3 meq
/ Luric acid 12.2 mg/ dl, albumin 3.9 g/ dl, globulin 3.8 g/ d|, sedimentation 5 mm / h, CRP <0.02.
Urineanalysis revealed leukocyte-negative, erythrocyte-negative, protein 1+, spot urine protein /
creatinine15161 mg /day.Peripheralspread 64% hypersegmente neutrophil 28% lymphocyte, 4%
monocyte, 4% eosinophil,erythrocyte serine hypochromic micrositeranemia anisocytosis,plate-
letswere adequate and clustered.His serology for hepatits B and C virus and HIV were repeated,re-
vealed negative results.All the serologic test were negative.Abdominalultrasonography revealed
that the liver caroniocaudal dimension was 237mm,splenic craniocaudal dimension210 mm, right
kidney 164 x 63 mm, parenchymal thickness16 mm,parenchyma echocardiography grade 1-2, left
kidney 70 x 23 mm,parenchymal thickness7 mmandparenchyma echocardiography grade 2 in-
crease. She was admitted to internal medicine service with diagnosis of acute renal failure with
current clinical and laboratory findings.The patient was hemodialised and iv hydration started.
Abdominotoracal computed tomography was performed in patients with known overmalignity for
the purpose of recurrent or secondary tumor resection.Osteolytic lesions were found in the medul-
lary region of the right clavicle and in the corpus of the fifth, seventh, and ninth thoracic vertebrae.
Noadditional osteolytic lesions were detected.Serum B2 microglobulin> 20,000 ng /ml,panhypog-
amaglobulinemia (1gG 2.7 g /1,1gA0.09 g /L and IgM 0.08 g / l)in serumimmunofluorescence,lamb-
da light chain> 61 mg /dl in urine immunization electrophoresis and lambda 24.6 mg / dl in urine
immunization electrophoresis revealed.Bonemarrow aspiration andbiopsy were done.A common
plasma cell ,which is an immunecharacteristic, nuclear nucleus,wasobserved.The patient was eval-
uatedas a ISS stage3,andDursalmon stage 3B lambda light chain myeloma and she has begun VCD
(bortezomib /cyclophosphomide /dexamethasone)therapy.She was taken to the routine hemodial-
ysis program 3times a week.VCD treatment was continued in the patient with partial response after
2 cyclesofVCDtreatment.After 4th VCD,autologous stem cell transplantation is planned.

RESULTS : The patient was diagnosed with malignancy at a young age and presented with acute
renal failure andproteinuria findings, wasdiagnosed a hematologic malignancy,MM.Only 20% of all
MM cases have serum and urine light chains, also called light chain myeloma.One in three patients
with light chain myeloma is presenting with renal insufficiency.MM is always remembered in pa-
tients withyoung, cytopenic, renal dysfunction.
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P10. PET-SCAN FOR RESPONSE ASSESSMENT AFTER RITUXIMAB-DOSE-ADJUSTED-
EPOCH (R-DA-EPOCH) IN PRIMARY MEDIASTINAL LARGE B-CELL LYMPHOMA
(PMLBCL): CLINICAL AND PROGNOSTIC SIGNIFICANCE
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OBJECTIVE: To assess the clinical and prognostic significance of end-of-treatment PET (EOT-PET)
in patients with PMLBCL and to evaluate the outcome of patients without subsequent radiothera-
py (RT).

METHODS : 54 patients with PMLBCL treated with R-da-EPOCH were identified in 11 Greek Centers,
of whom 45 were evaluated with EOT-PET-scan after 6 cycles. PET assessment was pending in 5 pa-
tients, whereas no data were available in 4 patients at the time of the analysis. EOT-PET was eval-
uated according to Deauville 5-point scale (D5PS).

RESULTS : The median follow-up from treatment initiation was 17 months. Among 45 evaluable
patients, 6 had an EOT-PET D5PS of 1 (13%), 9 had D5PS 2 (20%), 13 had D5PS 3 (29%), 12 had
D5PS 4 (27%) and 5 had D5PS 5 (11%). The 12 patients with D5PS 4 were evaluated according to
the “1,4" criterion; 8 were reviewed as D5PS score 4 (SUVmax of residual lesion >1.4xSUVmaxliver)
and 4 were reclassified as D5PS score 3 (SUVmax of residual lesion <1.4xSUVmaxliver). As a result,
the frequency of D5PS score 4 was reduced from 27% to 14% (6/43) whereas, that of DSPS score 3
increased from 29% to 40% (17/43). Only one of the patients with D5PS scores 1-3 (28 or 62% of
total) received RT (a patient with D5PS score 2). Among the 12 patients with D5PS score 4, 5 were
irradiated (42%). The SUVmax for these 5 patients was 2.9, 3.8, 4.3, 4.5, and 6.0 (4 out of 5 had
D5PS score 4 according to the “1.4" criterion). Two of them achieved complete metabolic remission
(D5PS 1 and 2), the 3rd continued to have D5PS score 4 after RT, and 2 had no available follow-up
scans post-RT. Overall, despite of the fact that consolidation with RT was omitted, none of the 40
patients with D5PS score 1-4 developed disease progression in 34/40 (85%). On the contrary, all 5
patients with D5PS score 5 either progressed or received salvage chemotherapy.
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CONCLUSION: Our study highlights that PET/CT could be a response assessment tool for patients
with PMBCL after R-da-EPOCH treatment, regarding the decision of proceeding to further consoli-
dative RT. In the majority of patients with EOT-PET D5PS scores 1-4 RT was safely omitted as there
were no cases of treatment failure. However, patients with D5PS score 5 are rare and treatment
strategies require further study.

P11. MUTATIONAL PROFILE IN A PATIENT WITH ADVANCED SYSTEMIC
MASTOCYTOSIS

Maria Garofalaki',loannis Tsonis',Christos Masaoutis?,Eirini Tziotziou',Zoi
Arapidou’,loannis Markou',Aikaterini Psarra3,Dimitra RontogianniZ,Nikolaos
Harhalakis',Themistoklis Karmiris!,Maria Pagoni'

'Hematology and Lymphomas Dpt and BMT Unit, Evangelismos General Hospital, Athens,
Greece, 2Pathology Department, Evangelismos General Hospital, Athens, Greece, 3Department
of Immunology and Histocompatibility, Evangelismos General Hospital, Athens, Greece

OBJECTIVE : Systemic mastocytosis (SM) is a rare disease with diverse manifestations and prog-
nosis. It can present as an indolent disorder or aggressive disease (Aggressive SM,ASM) with in-
volvement of several organs and considerable morbidity. Many patients present with a co-existing
hematological malignancy (SM with an Associated Hematological Neoplasm,SMAHN). Previously
reported data of the SM Registry of Hellenic Society of Haematology suggest that the aggressive-
ness of the underlying neoplasm is the major survival risk factor. We present a patient with SMAHN
along with mutational profile analysis at diagnosis and disease progression that provides insight
into disease clonal evolution.

METHODS : Next generation sequencing (NGS) was performed on an Illumina MiSeq platform us-
ing myeloid panel of SOPHiA GENETICS that targets 30 genes recurrently mutated in hematologic
malignancies.

RESULTS : A 63 year-old male patient was referred due to neutropenia and thrombocytopenia.
He had undergone laboratory evaluation because of worsening anorexia, nausea and asthenia.
The patient reported a 7kg weight loss over the previous month. Past medical history was re-
markable for ankylosing spondylitis, hypertension and hypercholesterolemia. Physical examina-
tion was insignificant. The complete blood count revealed neutropenia (870/uL) and thrombocy-
topenia (95000/pL). Peripheral blood (PB) smear showed dysplasia of neutrophils with presence
of 2% of blast cells. Bone marrow biopsy revealed dense infiltrates of mastocytes with abnormal
phenotype, marked fibrosis and mast-cell free compartments with histological features of myel-
odysplastic/myeloproliferative neoplasm. Blast cell infiltration did not exceed 4%. Cytogenetics
were normal and the SM workup revealed elevated tryptase levels (200 ng/mL), infiltration of the
colon and presence of KITD816V mutation. The patient was diagnosed with SMAHN with features
of ASM. He was treated sequentially with 2CdA, combined chemotherapy and dasatinib without re-
sponse. He subsequently received interferon-a with ensuing improvement of both the malabsorp-
tion syndrome and cytopenias. Four years following the diagnosis, the disease progressed to acute
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myeloid leukemia (AML) and the patient died of primary refractory disease. NGS results of PB sam-
ples at both diagnosis and progression revealed the co-existence of mutations in ASXL1, SRSF2 and
IDH2 genes. The burden of these mutations almost doubled at disease progression (variant allele
frequency [VAF], 26%n vs 46%). Of note, KITD816V was detected only at the initial sample at low
levels (VAF:9.1%). Conversely, at progression a highly pathogenic RUNX1 mutation in was present
(VAF:5.5%).

CONCLUSION: We present a patient with SMAHN and high mast-cell burden that prompted aggres-
sive treatment. The levels of KITD816V at diagnosis were 3 times lower compared to the remaining
clonal markers indicating that KIT mutational burden in PB does not correlate with the extent of
tissue mast-cell infiltration. The disease progressed to AML, whereas mastocytosis itself remained
stable over the years. NGS results confirmed the multi-mutational nature of the disease providing
indirect evidence that KITD816V mutation is a late clonal event that modifies the phenotype to-
wards mastocytosis as supported by previous observations. The emergence of additional muta-
tions (i.e. RUNX1) in the initial clone may further modify the phenotype to more life-threatening
entities, providing insight into our original observation that the aggressiveness of the underlying
disease is the main determinant of survival.

P12. SYNCHRONOUS NON HODGKIN LYMPHOMA AND GASTRIC ADENOCARSINOMA:
A CASE REPORT
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Cakir4,llgin Aydin®
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3[zmir Katip Celebi University Ataturk Training and Research Hospital, Department of Medical
Oncology, “izmir Katip Celebi University Ataturk Training and Research Hospital, Department
of Pathology

OBJECTIVE : Synchronous multiple primary tumors are defined as two or more tumors that occur
within six months of each other, and the incidence is very low.Primary colorectal lymphoma is a ra-
re malignancy that accounts for 0.1-0.5% of all colorectal malignancies and 1-4% of all non-Hod-
gkin's lymphomas (NHL).Stomach cancer is one of the most common gastrointestinal tract carci-
nomas and is the fourth most common cancer worldwide.The incidence ofsynchronous gastric can-
cer ranges from 0.7% to 3.5%.We aimed to investigate the diagnosis and management of synchro-
nous gastric adenocancer association with the rarely seen colon NHL in this case.

METHODS : A 75-year-old female patient was admitted to our hospital due to bloody stool.Amobile
mass was detected in the rectum of the patient, about 5-6 cm posteriorly.The leukocyte count was
6120 / mm3, hemoglobin 12.2 g /dl,platelet 243,000 mm3, creatinine 0.7 mg / d,AST19 U /L,ALT
17 U/L and albumin 4.3 g/dl in the laboratory tests Sedimentation was31 mm/ h,CEA, CA19-9,AFP
was normal.In thelower abdomen MR; malignant tumoral wall thickening with mesorectal invasion
in the segment of approximately 7cm in the proximal middle of the proximal rectum,8mmdiame-
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ter accompanied lymph node in the left mesorectal area.Inthecolonoscopicexamination;polypoid
lesions in the rectum,middle and distal rectum,3-4 foci with a diameter of approximately 1cm
wereobserved.The biopsyresults from polypoid lesions there are reported in agreement with
Diffuse Large B-cell lymphoma. Atypicalcells identified in the immunohistochemical study were
CD20,MUM-1,bcl-2positive,CD3,CD5 positive inthe accompanying T cells, CD-30 positive in the im-
munblasts, CD-10 negative.Ki67proliferation index was 60%.High metabolic activity was observed
in PET / CT consistent with extranodallymphoma (Deauville 5), which holds almost all segments of
the rectum and rectum.Lymph nodes with highmetabolic activity compatible with nodal lympho-
ma involvement with increased metabolic activity wereobserved in the cervical region (Deauville
3/4),mediastende,both hilary regions and inthe western(Deauville 4/5).Asreported.A biopsy from
a polypoid lesion in stomach curvature at the uppergastrointestinal endoscopy following PET /
CT resulted in poorly differentiated adenocarcinoma.ln the immunohistochemical study, synapto-
physin, chromogranin, CD3, CD20 negative, Oscar ck 80%positive.The patient's bone marrow biop-
sy was not consistent with normocellular (40-45%) bonemarrow, diffuse large B cell nonhodgkin
lenfoma infiltration.Three cycles of R-ICE (rituximab, ifosfamide, carboplatin, etoposide) treatment
was started.Total gastrectomy +Roux enY esophagjejunostomy + D2lymph node dissection was
performed by general surgery on the response to treatmentin PET / bt after 3.cure.Inthe postoper-
ative period,the bowel passage was open,the oral intake was tole andthe patient wasdischarged
with salah becauseof no additional surgical complication.Theresultof totalgastrectomy was report-
ed as"badstomachcorpus,poorly differentiated adenocarcinoma without perineural invasion"with
2.5cmdiameter lymphovascular vasculature on small curvature.Surgicalmargin without tumor re-
ported.Immunohistochemical study reported cytokeratin AE1-AE3positive,chromogranin,synapt
ophysin negative,CEAmfocalpositive.Therewasnoevidence ofrecurrence in PET /CTof the postop2
monthsrequired.

RESULTS : In patients diagnosed with primary cancer, a detailed examination should be done in
terms ofsynchronous and metachronous tumors. Multidisciplinary approach in patients with multi-
ple primer tumordiagnosis is very important in terms of survival.Thanks to a common sense diag-
nosis and treatment plan,the complete resection of the tumor burden and the combination of che-
motherapy will lead to healing in the survival of the patient. The accumulation of clinical reports is
very important for the systematicanalysis of these rare concomitant malignancies.
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P13. COMPARISON OF RITUXIMAB DOSE-ADJUSTED EPOCH (R-DA-EPOCH) WITH
RITUXIMAB-CHOP (R-CHOP) CHEMOTHERAPY IN PRIMARY MEDIASTINAL LARGE
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OBJECTIVE : The comparison between R-da-EPOCH and R-CHOP regarding the efficacy for disease
control and omission of RT in patients with PMLBCL

METHODS : At a certain timepoint R-da-EPOCH was established as a treatment strategy for all pa-
tients with PMLBCL in 10 participating Centres in Greece, where R-CHOP had previously been the
standard of care. Consolidative RT was used at the discretion of the treating physician. In order
to minimize selection bias R-CHOP controls (<65 years old) were used and selected our database
among consecutive patients treated at the same Centers, starting from the most recent patient
and selecting, if possible, an equal number of R-CHOP patients to those treated with R-da-EPOCH,
going backwards.

RESULTS : R-da-EPOCH was given in 52 consecutive patients (median follow-up 17 months). As
R-da-EPOCH-treated patients were more than R-CHOP-treated ones in 3 participating Centers,
R-CHOP-treated controls were 43 (median follow-up 34 months). The two treatment groups (R-da-
EPOCH and R-CHOP) had similar baseline characteristics: Age (median 30.5 vs 32), gender (female
69% vs 72%), B-symptoms (31% vs 36%), performance status =2 (35% vs 23%; p=0.21), stage
[1/IV (17% vs 12%), any extranodal involvement (27% vs 43%, p=0.11), any serositis (49% vs
46%), bulky disease (71% vs 75%), LDH levels >twice normal (>2x; 41% vs 39%), anemia (48%
vs 42%), leukocytosis >10x109/L (31% vs 27%), ESR =30 mm/h (78% vs 79%), albumin <4 g/dL
(49% vs 45%), age-adjusted IPI (aalPI) >2 (39% vs 38%) (all p-values >0.40, unless otherwise
stated). 10/43 of R-CHOP treated group had treatment failure compared to 5/52 for R-da-EPOCH.
One R-da-EPOCH patient developed early-onset acute leukemia with t(9;11) and was counted as
event in event-free survival (EFS) analysis. The 2-year freedom from progression (FFP) was 89% vs
77% (p=0.22), the 2-year EFS was 86% vs 77% (p=0.35) and the 3-year overall survival (0S) was
96% vs 90% (p=0.27) for R-da-EPOCH and R-CHOP groups respectively. Five deaths were recorded
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(4in R-CHOP vs 1 in R-da-EPOCH), all related to the disease. Among R-CHOP-treated patients, 5 did
not receive consolidative RT due to refractory disease; 29/38 potentially eligible patients (76%)
received RT. 5/46 R-da-EPOCH-treated patients had completed final response assessment, and did
not underwent RT due to chemorefractory disease; only 6/41 potentially eligible patients (15%)
received RT (p<0.001). In multivariate analysis of FFP and EFS adjusting for any extranodal involve-
ment and LDH >2x, only LDH >2x was an independent prognostic factor, while the R-da-EPOCH vs
R-CHOP difference was non-significant.

CONCLUSION: Our study consists of a non-randomized comparison between R-da-EPOCH and
R-CHOP with well-matched subgroups of consecutively treated patients. The 2-year FFP and EFS
appeared to be less impressive than originally reported by the NCI group, however, R-da-EPOCH
minimized the use of RT in a real-life setting and provided better disease control than R-CHOP.

P14. CYTOMEGALOVIRUS (CMV) REACTIVATION AND GUILLAIN-BARRE SYNDROME
(GBS) IN A NEWLY DIAGNOSED PLASMA CELL LEUKEMIA (PCL) PATIENT
TREATED WITH CYCLOPHOSHAMIDE, LIPOSOMAL DOXORUBICIN, BORTEZOMIB,
DEXAMETHASONE (C-PAD) AND DARATUMUMAB. A CAUSATIVE CORRELATION?
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OBJECTIVE : Peripheral neuropathy (PN) is common in multiple myeloma patients mostly due to
drug toxicity or cord and nerve root compression. GBS has been recognized as a rare cause of PN in
myeloma patients. In general, CMV activation is listed among infectious triggers of GBS. We report
a case of primary PCL who received Proteasome inhibitor (PI) and Daratumumab treatment and ex-
perienced CMV reactivation and GBS.

RESULTS : A 58-year-old man was diagnosed on 11/2018, with IgGk primary PCL; he presented with
circulating plasma cells, severe anemia, thrombocytopenia, renal impairment, high LDH, severe im-
munoparesis. FISH showed del(17p) 70%, t(11;14) 72% and add(1q) 11%. Imaging didn't reveal
significant bone disease or extramedullary masses. Patient denied sensory symptoms or weakness
at diagnosis. Medical history included emphysema and coronary heart failure. He was hepatitis and
HIV seronegative but CMV IgG seropositive. He received two cycles of C-PAD with Daratumumab fol-
lowed by 3-week treatment break because of toxicity and chest infection. Fever recurred in January
2019 with negative infection work-up (imaging, cultures, panel testing for respiratory viruses in-
cluding mycoplasma) and no response to empirical antibiotics. He also developed new unexplained
thrombocytopenia. CMV RQ-PCR in mid-January 2019 showed significant viremia (2x105 copies/
mL whole blood). EBV PCR was negative. There was no evidence of end-organ disease. Ganciclovir
(2-week course) was given with clearance of viremia. He was lymphopenic at the time of CMV re-
activation. Starting from late December 2018 he reported increasing leg weakness, which led him
in wheelchair by the end of January 2019. He also reported symmetrical finger and peripheral feet
and knee-high leg paresthesias. Muscle weakness and sensory symptoms were initially attributed
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to steroid myopathy, prolonged immobility and bortezomib. Symptoms of bulbar palsy (dysphagia,
dysarthria) also emerged. Respiratory muscles were not significantly affected. There were no signs
of ophthalmoplegia or dysautonomia. Neurology assessment at symptom peak (end of January)
showed intact cranial nerves, reduced lower extremity strength, areflexia and affected deep sen-
sation but normal plantar responses (flexion) on both sides. MRI brain imaging was unrevealing.
Neurophysiology testing showed length-dependent sensorimotor axonal type polyneuropathy with
very low amplitude CMAP and SAP in upper and lower limbs and denervation-type muscle activity.
CSF examination was negative for leptomeningeal infiltration but showed albuminocytologic dis-
sociation (no cells, protein 431 mg/dL). GBS was considered and five-day course of intravenous
immunoglobulin was given. There was gradual neurological improvement with resolution of dys-
phagia and dysarthria. He was transferred to rehabilitation center in February 2019 and has since
recovered much of his strength and independence. He continued therapy with lenalidomide, dexa-
methasone and daratumumab achieving VGPR.

CONCLUSION: Clinical, laboratory and neurophysiology findings suggest that our patient devel-
oped GBS with sensorimotor axonal neuropathy triggered by CMV reactivation caused by disease
and therapy-related immunosuppression. CMV reactivation in myeloma patients has been mainly
observed after autologous stem cell transplantation. Pls have been linked to increased incidence
of herpesvirus reactivation (mainly HSV-1, VZV but also CMV). CMV reactivation has been rarely re-
ported after Daratumumab treatment in the setting of cumulative immunosuppression from mul-
tiple lines of treatment.

P15. GASTROINTESTINAL PLASMOBLASTIC LYMPHOMA ASSOCIATED WITH
WISKOTT-ALDRICH SYNDROME: A CASE REPORT

Ali Unal',Serhat Celik'!,Zeynep Tugba Giiven',Leylagiil Kaynar!,Biilent Eser!,0lgun
Kontas2,Berna Talaslioglu3,Mustafa Cetin!

'Erciyes University, Faculty of Medicine, Hematology Department,Kayseri,Turkey ZErciyes
University, Faculty of Medicine, Patology Department, Kayseri Turkey 3Erciyes University,
Faculty of Medicine, Internal Medicine Department, Kayseri,Turkey

OBJECTIVE : Introduction: Plasmablastic lymphoma (PBL) is a rare and aggressive subtype of
non-Hodgkin lymphoma that commonly occurs in human immunodeficiency virus (HIV)-positive
individuals.1 But also PBL can be seen in patients with other immunodeficiencies as well as in im-
munocompetent individuals. Wiskott-Aldrich syndrome (WAS) is a primary immunodeficiency dis-
order with X-linked recessive transmission that being susceptible to infections and also reduced
ability to form blood clots.2 We report a case of gastrointestinal PBL in a 28-year-old male patient
who had been diagnosed with WAS for 12 years.

METHODS : Case description: He was admitted to our clinic with hematemesis and melena com-
plaints and endoscopy was performed. A 5X4 cm mass was observed in the gastric antrum and bi-
opsy was reported plasma cell dyscrasias with kappa monoclonal. PET/CT was performed: Bilateral
paraaortic area, common iliac chain, internal and external iliac chain and bilateral inguinal area
were observed in multiple lymph nodes with moderate-dense hypermetabolic activity of 35x25
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mm in size, and intense hypermetabolic activity in lung, stomach and spleen were seen. These
findings were primarily evaluated as nodal and extranodal involvement of malignant lymphoprolif-
erative processes (lymphoma?). Physical examination revealed ascites, hepatosplenomegaly and
hyperpigmentation under both knees. Ascites sampling showed diffuse plasmocytic cells, and flow-
cytometry showed peritoneal involvement of: CD38 +, CD138 +, CD56-, CD19-. Bronchoscopy was
performed and atypical plasma cell proliferation was observed. Anti-HIV was negative. We started
Bortezomib, Cyclophosphamide and Dexamethasone treatment.

RESULTS : Discussion: PBL is a subtype of diffuse large B-cell lymphoma usually seen in HIV-positive
patients.3 In a review of 590 cases by Castillo et al., 28% of PBL patients were HIV-negative.4
However, in all cases with PBL, as in our patient, there is an immunosuppressed situation. Again in
the same review the sex distribution shows a male predominance (75%). In PBL, the most common
site of involvement, regardless of whether HIV-positive or negative, is oral (48% and 40%) and gas-
trointestinal (12% and 21%) respectively.4 However, involvement can be seen almost everywhere.
PBL is a high-grade neoplasm with cytomorphologic features such as large immunoblasts or large
plasma cells that express plasma cell markers and lack B-cell markers. The diagnosis of PBL is
challenging because it has features that overlap with those of myeloma and with lymphomas that
have plasmablastic morphology. The immunophenotype is similar to that in plasma cell neoplasms,
positive for CD79a, IRF-4/MUM-1, BLIMP-1, CD38, and CD138.5 The neoplastic cells are negative for
B-cell markers CD19, CD20, and PAX-5; however, a subset may be dim positive for CD45. Some cas-
es express T-cell markers CD2 or CD4.6 Epstein—Barr virus infection and MYC rearrangements are
frequently observed. Treatment of PBL is challenging because of the lack of established treatment
and poor outcomes, with median survival times shorter than one year.

CONCLUSION: PBL is a very rare disease and it is quite difficult to diagnose because it contains dif-
ferent components. PBL should be considered in immunosuppressive patients that have negative
B cell markers and positive plasma cell markers.

P16. SYSTEMIC MASTOCYTOSIS WITH AN ASSOCIATED HEMATOLOGICAL
NEOPLASM (SM-AHN) 16 YEARS AFTER INITIAL TREATMENT OF T-CELL ACUTE
LYMPHOBLASTIC LEUKEMIA (T-ALL): RARE PRESENTATION WITH PANCYTOPENIA,
EOSINOPHILIA AND COAGULATION DISORDERS
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OBJECTIVE : To describe a rare case of very late SM-AHN in a patient with past medical history of
T-ALL, who presented with pancytopenia, eosinophilia and coagulation disorders
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METHODS : : A 68 year-old male patient, with past medical history of T-ALL in remission for 16
years, presented with asymptomatic thrombocytopenia, macrocytic anemia, borderline neutro-
penia and eosinophilia (Hct:28.7%, Hb: 10g/dl, MCV:100fl, MCH:35pg, MCHC: 34.8g/dL, RBC:2.86M/
pl, WBC:3.640/pl with N:1.800 /ul, L:530/pl ,M:150/pl, E:1200/ul, and B:100/uL, PLT:31.000/ul). A
bone marrow biopsy was performed but the patient developed a rapidly worsening hematoma at
the area of the procedure. Coagulation tests revealed PT/INR prolongation, elevated d-dimers and
low fibrinogen [PT:17", APTT:39.5", INR:1.5, D-Dimers:27.7pg/ml (normal:<0.5), fibrinogen :129mg/
dl (normal range: 180-400 mg/dl)]. Physical examination and imaging were unremarkable

RESULTS : Blood and bone marrow smears were non-diagnostic. No secondary causes of eosino-
philia were found. Bone morrow immunophenotype was consistent with eosinophilia without ele-
vated CD34+ blast cells or findings consistent with T-ALL relapse. Serum tryptase levels were >200
ng/ml (normal: <20). The bone marrow examination revealed MDS with fibrosis and mastocytic fil-
tration with SM characteristics (spindle-like cells in clusters, ckit+, tryptase+, CD25+). The karyo-
type showed monosomy 7 (45,XY, -7 [5]/45,X,-Y[8]/46,XY[7]) and the molecular testing revealed
the mutation of c-kitD816V. Based on the above foundings, an SM-AHN was diagnosed with AHN
being an MDS with unfavorable karyotype. The patient was treated with interferon alpha (IFN-a)
and had rapid clinical and laboratory improvement. The low fibrinogen levels were attributed to
proteolytic cleavage by tryptase, a rare complication of SM. The patient did not tolerate IFN-a and
refused the option of midostaurin. Despite this decision, he maintained a normal coagulation pan-
el for 9 months. Concomitantly he underwent treatment with azacytidine and achieved a complete
remission of MDS. However, after 6 months he decided to discontinue treatment and presented
later again with asymptomatic pancytopenia and low fibrinogen and. He responded well to a short
course of INF-a and then to midostaurin and azacytidine but he had again poor compliance. He died
20 months since initial diagnosis.

CONCLUSION: SM with bleeding disorder due to hypofibrinogenemia is an extremely rare manifes-
tation of the disease. SM-AHN with secondary MDS developing 16 years since initial treatment of
T-AL,L represent a unique case in literature. Treatment strategies should deal this condition as in-
dependent diseases, and can be effective if the patients can comply. In the present case poor com-
pliance was probably the reason for the adverse outcome.

P17. COMBINATION OF VENETOCLAX WITH HYPOMETHYLATING AGENTS (HMA) IN
ACUTE MYELOID LEUKEMIA (AML). A SINGLE CENTER EXPERIENCE FROM THREE
HIGH RISK AML PATIENTS

Fotios Panitsas’,Maria Palassopoulou’,Eleni Georgiadi',Theodolida Testa',Georgia
Stefani',Eleni Bouronikou,George Vassilopoulos',Nikolaos Giannakoulas'
'Department of Hematology, University Hospital of Larissa, Larissa, Greece

OBJECTIVE : Despite improvements in outcomes of younger AML patients, prognosis is still poor for
older AML patients or patients with comorbidities unfit for intensive chemotherapy, poor genetic
risk AML and/or relapsed AML. Bcl-2 is highly expressed in AML stem cells and also appears im-
portant for blast persistence after treatment. Venetoclax has single agent activity in AML and ap-
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pears to significantly augment HMA activity. Molecular markers (NPM1, IDH 1, RAD21) have been
associated with sensitivity of AML blasts to Venetoclax. We present our experience with Venetoclax
in combination with HMAs in 3 cases of traditionally poor prognosis AML. All patients consent to
anonymous presentation of their cases. Venetoclax off-label use was approved by the National
Medicines Authority.

RESULTS : Case 1. A 41 year-old woman diagnosed in April 2018 with high risk AML (FLT3-ITD pos-
itive, NPM1 mutation negative, hyperleukocytosis, normal karyotype) underwent myeloablative al-
loSCT in September 2018 in CR1 but with flow-measurable residual disease, following intensive in-
duction and consolidation chemotherapy plus Midostaurin. She relapsed very early at two months
post-transplant and was put into second remission with salvage chemotherapy (Mitoxantrone-
Etoposide), which was very short. She subsequently received two cycles of Decitabine plus
Venetoclax and achieved marrow blast clearance with persisting cytopenias and restored full do-
nor chimerism. She remains disease and GvHD free under Venetoclax 200 mg qd. Case 2. A 67
year-old lady was diagnosed with ELN favourable risk AML (NPM1 mutated, FLT3 negative, normal
karyotype) in April 2017 and achieved CR1 with standard “7+3" induction followed by intermedi-
ate dose Cytarabine. First hematological relapse without new cytogenetic or molecular aberrations
occurred two years later. She was unfit for intensive salvage and was treated with two cycles of
Decitabine plus Venetoclax. She achieved CR2 by marrow morphology and full recovery of periph-
eral counts with no detectable disease by flow cytometry and a 5-log reduction of leukemia bur-
den by NPMTmut RQ-PCR. She continues monthly Decitabine plus Venetoclax 100-200 mg qd 2
weeks per cycle with G-CSF support. Case 3. A 71 year-old man with intermediate risk AML was di-
agnosed in January 2019 but considered unfit for intensive induction. He initially received one cycle
Azacytidine with persistence of high blast count in the periphery. He was switched to Azacytidine
SC plus Venetoclax. Venetoclax was stopped after 3 weeks because of severe pancytopenia with
neutropenic fever. He received G-CSF with recovery of neutrophil count and rebound thrombocyto-
sis. Marrow examination after recovery of counts showed CR without detectable residual disease by
flow cytometry. He continues with monthly cycles of Azacytidine (100 mg qdx5d) and Venetoclax
(200 mg qd x14d) per 28d cycle with G-CSF support and remains in remission.

CONCLUSION: Our experience with Venetoclax in combination with HMAs in various AML settings
shows significant activity with rapid responses, consistent with reported studies. Further follow-up
is needed to see durability of responses. Full dose of 600 mg daily is hard to deliver and treatment
interruptions with G-CSF support are often needed to avoid excess hematological toxicity.

P18. TWO CASE REPORTS OF A RARE DISEASE, LANGERHANS CELL HISTIOCYTOSIS

Aysenur Cirak!,Elif Nur Karaoglu',Serhat CelikZ,Zeynep Tugba Giiven?,Biilent
Eser2,0zlem Canéz3,Ali Unal?

'Erciyes University, Faculty of Medicine, Internal Medicine Department,Kayseri, Turkey 2Erciyes
University, Faculty of Medicine, Hematology Department,Kayseri, Turkey 3Erciyes University,
Faculty of Medicine, Patology Department, Kayseri, Turkey

OBJECTIVE : Langerhans cell Histiocytosis (LCH); is an idiopathic group of disease that can cause
damage as a result of the local or the diffuse accumulation of atypical histiocytes in various tis-
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sues such as skin, bone, lung, liver, lymph nodes, mucocutaneous tissues and endocrine organs.
The treatment is planned according to the involved organ system of the disease, the extensiveness
of the lesions and the presence of specific organ dysfunction. Here,radiological and pathological
findings of two separate rare cases with the diagnosis of LCH were explained;one in the external au-
ditory canal of 39 years old patient and other one is a multisystemic LCH in a 32-year-old.

METHODS : CASE REPORT I:A 39-year-old man was admitted with a complaint of pain in the right
ear.In physical examination; granulation tissue-like mass anterior to the tympanic membrane was
observed in the external auditory canal.Temporal bone CT findings;soft tissue increments of which
medial planes with facial nerves are indistinguishable at the level of petrous apex extending to epi-
tympanum starting adjacent to the right side of the malleolus,in the left side.Incisional biopsy was
reported as LCH.By the hematology council,it was decided that there was no systemic involvement
in the patient.As the lesion localized in the middle ear eroded the bony wall of the internal carotid
artery and the canal of the tympanic segment of the facial nerve, considering that it may be sur-
gically risky and radiotherapy may cause a secondary malignancy years after, it was decided that
systemic steroid and antibiotic treatment would be given first and the sizes of the lesion would be
re-evaluated with contrast-enhanced MR and CT during clinical follow ups.CASE REPORT I1:32 years
old patient was admitted with a complaint of pain in the left axilla.Pet CT was reported as; intense
hypermetabolism in bilateral palatine tonsils,multiple lymph nodes showing moderate hypermet-
abolic activity in 18x12 mm dimension in bilateral cervical and observed in the left 5th costal an-
terolateral face and causing osteolytic expansion in the rib.Left 5th costa excisional biopsy pathol-
ogy report of the patient was LCH.Lymph node excision was performed from the left cervical, pa-
thology report was presented as;Lymph Node Showing Focal Langerhans Cell Infiltration.With given
circumstances, the patient followed up after initiating Vinblastine treatment due to multisystemic
LCH presence.

RESULTS : LCH is a reactive condition in which cells in Langerhans cell phenotype accumulate in
various tissues causing damage.In the classification made by LCH Working Group according to or-
gan involvement, the disease was examined in two main groups as a single system and multisys-
tem involvement.While the most common single organ involvement in LCH was bone,the second
one was reported as skin.Single system LCH treatment consists ofsingle agent prednisone,vinblas-
tine and prednisone combination, curettage of bone lesions and topical treatment for skin lesions.
In the treatment of multisystem LCH, radiotherapy, vinblastine-prednisone,cladribine,cytarabine,-
clofarabine,vincristine with appropriate combinations could be administered.

CONCLUSION: LCH is rarely seen in adult age, observed in bone, skin and lung.It may progress with
local or systemic involvement and this may alter the treatment of the disease.Therefore,LCH is an
important disease to keep in mind in young adult patients with atypical symptoms.
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P19. VERY LATE REALAPSES (VLR) >5 YEARS AFTER INITIAL TREATMENT WITH
CHEMOTHERAPY+RADIOTHERAPY (CT+RT) IN HODGKIN LYMPHOMA (HL): A JOIN
STUDY ON TREATMENT STRATEGIES AND PROGNOSTIC FACTORS FOR THE OUTCOME

Vassilakopoulos TP1,Liaskas A',Rizzuto GZ,Angelopoulou MK?,Giatra H3,Kondopidou
F4,Dimopoulou M',Musseti A2,Siakantaris M, Assimakopoulos JV, Arapaki

M1, Triantafyllou F, Chatzidimitriou C',Giannikos T',Korkolopoulou P5,Cabras

A8, Rassidakis G7,Dimou M8,Variami E9,Panagiotidis P8,Corradini PZ,Bakiri M, Karmiris
T3,Konstantopoulos K',Pangalis GA'9,Viviani S2

'Department of Haematology, National and Kapodistrian University, Laikon General Hospital,
Athens, Greece, 2Department of Hematology, Istituto Nazionale dei Tumori, Milano, Italy,
3Department of Hematology, Evangelismos General Hospital, “2nd Department of Internal
Medicine, National and Kapodistrian University of Athens, Ippokration General Hospital, ®1st
Department of Pathology, National and Kapodistrian University of Athens,Laikon General
Hospital, Athens, Greece, 6Department of Diagnostic Pathology and Laboratory Medicine,
Istituto Nazionale dei Tumori, Milano, Italy, Department of Oncology-Pathology, Karolinska
Institutet, Stockholm, Sweden, 81st Propaedeutic Department of Internal Medicine, National
and Kapodistrian University, Laikon General Hospital, Athens, Greece, 91 st Department of
Internal Medicine, National and Kapodistrian University, Laikon General Hospital, Athens,
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OBJECTIVE : To describe the treatment strategies adopted for patients with VLRs as well as their
outcome and prognostic factors for Freedom From Second Progression (FF2P) and Overall Survival
after failure (02S)

METHODS : Cases were identified retrospectively from the databases of the 5 participating centers;
4 referral centers in Athens and 1 in Milan. Patients were eligible if they had been diagnosed with
HL, received chemotherapy with or without RT on first line treatment, and had experienced a VLR
defined as discovery of relapse 5 years or more form the initiation of first line chemotherapy. Study
endpoints were the estimation of FF2P and 02S and the identification of relevant prognostic factors

RESULTS : A total of 103 patients were identified. 69% were males, 18% were 265 years old at re-
lapse, 24% had relapsed >15 years after the initial diagnosis, 38% had B-symptoms, 25% extran-
odal disease and 30% anemia at relapse. The initial histologic subtype was nodular lymphocyte
predominant in 13% of the cases, lymphocyte rich classical in 3%, nodular sclerosis (NS) in 43%
and mixed cellularity in 40%. Reinduction with the same regimen was given in 24% of the cases,
6 patients (6%) received salvage RT as a monotherapy, and 26% received salvage chemothera-
py with the intention to proceed to autologous transplant (ASCT; 30% for patients <65 years). The
5- and 10-year FF2P was 55% and 50%, while the 02S was 78% and 55% respectively. Among 37
deaths, 21 were due to HL and 1 due to toxicity of salvage therapy, while 11 were purely attribut-
ed to 2nd malignancies and 4 to unrelated causes. Patients with and non-NS classical HL his-
tologic subtype seemed to have worse FF2P but this was not an independent prognostic factor.
Reinduction with the same regimen did not significantly affect FF2P and 02S; Of note, 5/6 patients
selected for salvage RT only achieved longterm remission. Intention to proceed to ASCT was asso-
ciated with numerically higher FF2P and 02S in patients <65 years old, but the differences did not
reach significance [5-year FF2P 82% vs 56%, 10-year FF2P 59% vs 56% (p=0.57) and 10-year 02S
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84% vs59%, (p=0.19)]. In multivariate analysis only anemia at relapse was independent predic-
tor of FF2P (p=0.025), whereas age >65 (p=0.064) and B-symptoms at relapse (p=0.073) entered
the model with borderline significance. However, both anemia and age 265 years at relapse were
independent adverse prognostic factors for 02S (p=0.042 and p<0.001 respectively). We further
constructed a prognostic model including anemia and age 265 years as adverse prognostic fac-
tors. The presence of either one and/or both factors at relapse, identified a subgroup patiens who
had highly compromised 10-year FF2P and 02S (65% vs 28% and 66% vs 35% respectively for pa-
tients, p<0.001 for both).

CONCLUSION: The prognosis of VLRs after CT=RT for HL did not appear favorable. However, a con-
siderable proportion of patients relapse at advanced age and also, a non-negligible number of pa-
tients succumb to 2nd malignancies and unrelated conditions. Salvage RT may cure a small pro-
portion of selected patients, while ASCT should be included to treatment options despite the long
duration of the initial remission. Advanced age and anemia at relapse were the most important
prognostic factors in our study

P20. ABSENCE OF ABERRANT PLASMA CELLS IN THE APHERESIS PRODUCT
PREDICTS FOR MINIMAL RESIDUAL DISEASE NEGATIVITY AFTER AUTOLOGOUS
TRANSPLANTATION IN MYELOMA PATIENTS WHO RECEIVE FIRST LINE THERAPY

Evangelos Eleutherakis-Papaiakovou',loannis V. Kostopoulos?,Aristea-Maria
Papanota’,Paraskevi MicheliZ,Panagiotis Malandrakis',Nikolaos Kanellias',loannis
Ntanasis-Stathopoulos',Despina Fotiou'!,Magdalini Migkou',Christine-lvy
Liacos',Maria Gavriatopoulou1,Efstathios Kastritis1,0urania TsitsilonisZ,Meletios A.
Dimopoulos',Evangelos Terpos'

'Department of Clinical Therapeutics, National and Kapodistrian University of Athens, School
of Medicine, Athens, Greece, 2Section of Animal and Human Physiology, Department of
Biology, National and Kapodistrian University of Athens, Athens, Greece.

OBJECTIVE : Despite recent therapeutic advances, multiple myeloma (MM) remains an incurable
disease. High-dose chemotherapy with autologous stem cell support (ASCT) is the standard front-
line therapy for eligible patients. “Contamination” of leukapheresis products with aberrant plasma
cells has been considered as a possible predictive factor for response and outcome, though there
are limited data in the literature and concerns regarding the sensitivity of the techniques applied
for their enumeration. We evaluated the frequency and the clinical value of the remaining clonal
plasma cells in leukapheresis products, by utilizing highly-sensitive next generation flow (NGFC)
cytometry, able to detect aberrant clonal cells at levels reaching 10-6.

METHODS : Leukapheresis products from 98 MM patients, who received four cycles of induction
therapy based on bortezomib (VCD or VRD), were assessed for the presence of clonal plasma cells.
Sample evaluation was performed with the 8-color NGFC protocol suggested by EuroFlow. Following
this method, 8-10 million cells were examined; the median sensitivity of the test was 2-4x10-6 per
sample. All patients received high-dose melphalan and ASCT. Using the same NGFC protocol, 53 pa-
tients who achieved complete response (CR) post-ASCT, based on the IMWG criteria, were also ex-
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amined for the presence of minimal residual disease (MRD)

RESULTS : Our analysis revealed 58/98 (59%) “uncontaminated” (con-) and 40/98 (41%) “con-
taminated” (con+) leukapheresis products. Interestingly, the majority of con+ cases had very low
numbers of aberrant plasma cells detected; 18/40 (45%) at the level of 10-6, 15/40 (38%) at the
level of 10-4 and 7/40 (18%) at levels >10-3. On day +100 post-ASCT, MRD evaluation was per-
formed in 33 con- and 20 con+ patients, who had achieved CR. MRD positivity was found in 11/53
(20.8%) cases. Of note, only 3/33 (9.1%) con- patients were found MRD+, all of which at very low
levels (<10-5). On the other hand, 8/20 (40%) con+ patients were MRD+ at levels varying from 10-
2 to 10-5.

CONCLUSION: Using NGFC, we were able to detect aberrant plasma cells in 40% of apheresis prod-
ucts at the level of 10-6. The absence of clonal plasma cells in the apheresis products predicted
for MRD- in our series of patients. These results highlight the necessity of highly sensitive tech-
niques for the detection of the clonal plasma cells that may be present in the stem cell collection.
Despite the relatively low number of patients in this analysis, presence of aberrant plasma cells in
the apheresis products correlates with higher probability for MRD+ after ASCT.

P21. A CASE OF HODGKIN LYMPHOMA PRESENTED WITH THE SYMPTOMS OF ADULT
STILL DISEASE
Ceren Gumusel',Itir Sirinoglu Demiriz2

'Sbu Bakirkoy Dr. Sadi Konuk Suam, Department Of Internal Disease, Istanbul, Turkey 2Sbu Bakirkoy
Dr. Sadi Konuk Suam, Department Of Hematology istanbul, Turkey

OBJECTIVE: Hodgkin's lymphoma constitutes 1% of all cancers and 25% of lymphomas and usually pres-
ents with painless, enlarged lymph nodes in neck, armpit or groin. Some patients have B-symptoms; fe-
ver, weight loss and night sweats. Here we aimed to present a patient diagnosed as HL with symptoms of
Adult Still's Disease(ASD).

METHODS : 54-year-old female patient with hypothyroidism applied to dermatology clinic with urticarial
lesions on whole body. She had complaints of chills, tremor and fever of 39 degrees, admitted to our rheu-
matology clinic with preliminary diagnoses of ASD, vasculitis and connective tissue disease. Prednisolone
was started in the external center and lesions regressed. No pain, oral/genital aphthae, dry mouth/eye,
abdominal pain, diarrhea were detected. She had no history of rheumatologic disease, travel or animal
feeding. On physical examination, minimal splenomegaly and palpable lymphadenomegaly in inguinal and
cervical chains. In laboratory, hb 8.6 g/dl, whc 3.2 10e3/L, plt 226 10e3/L, ESR 116 mm/h, total protein
6.13 g/L, albumin 2.98 g/L, ferritin 2541 pg/L, CRP 20.4 mg/dL, gamma globulin level 6,9% (polyclonal).
In urinalysis, 11 leukocytes, 4 erythrocytes and dipstick(+ +) albuminuria was detected. Serology and au-
toimmune markers were negative (Table 1). Because of hypoalbuminemia, normochrome anemia, leu-
kopenia and hyperferritinemia; rheumatologic diseases, endocarditis, hematologic malignancies, infec-
tious diseases such as brucella, tuberculosis were considered. In ultrasonography, multiple reactive lymph
nodes measuring 15.5x4 mm on right and 11x8 mm on left in both inguinal regions and in right cervical
chain, the largest one was 12x8.5 mm. Intracardiac vegetation was not detected in ECO and TEE for endo-
carditis. Thorax CT, gastroscopy, colonoscopy and mammography were normal.
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RESULTS : Because of fever, rash, bicytopenia and hyperferritinemia, hemophagocytic lymphohistiocy-
tosis(macrophage activation syndrome) secondary to rheumatologic disease was considered and bone
marrow aspiration biopsy was planned and revealed PAX-5 and CD 30 positive, CD 5-15-20-23 nega-
tive neoplastic cell infiltration. IPS score was 7 and found as high risk. Biopsy and PET revealed Stage IV
Hodgkin's Lymphoma. Bleomycin was not given to the patient with long-term steroid use and secondary
immune deficiency due to lymphoma because of pneumonia during hospitalization. Brentuximab vedotin,
doxorubicin, vinblastine and dacarbazine were started(A+AVD). The patient was still under chemotherapy
and did not need transfusion, ECOG was 1 and B symptoms regressed.

CONCLUSION: HL is seen with rate of 2,3/100000, most commonly seen in young adults between ages of
20 and 40 with a second increase after age of 55. Cytopenias are rare. If cytopenia is seen, autoimmuni-
ty, hypersplenism and hemophagocytosis should be considered. ASD generally observed in young adults
with fever, skin rash, arthralgia/arthritis but effects many systems. Elevated sedimentation, leukocytosis
with neutrophil dominance, hypergammaglobulinemia, anti-nuclear antibody negativity, rheumatoid fac-
tor negativity and high levels of serum ferittin are leading laboratory findings of ASD. We report a case of
HL, which was thought to be ASD in terms of laboratory and clinical findings. HL may mimic rheumatologic
diseases. Standard treatment is ABVD, but nowadays, more effective treatment protocols are being devel-
oped. We preferred to use Brentuxumab vedotin instead of Bleomycin in patient who developed pneumo-
nia due to secondary immunodeficiency and prednisolone use.

P22. MINIMAL RESIDUAL DISEASE IN PATIENTS WITH MULTIPLE MYELOMA WHO
ACHIEVE COMPLETE RESPONSE AFTER FIRST LINE THERAPY

loannis V. Kostopoulos' Efstathios KastritisZ,Aristea-Maria Papanota?2,Paraskevi
Micheli',Panagiotis MalandrakisZ,loannis Ntanasis-Stathopoulos?,Despina
Fotiou?,Nikolaos Kanellias?,Magdalini MigkouZ,Evangelos Eleutherakis-
PapaiakovouZ,Maria GavriatopoulouZ,Ourania Tsitsilonis',Meletios A.
Dimopoulos?,Evangelos Terpos?

'Section of Animal and Human Physiology, Department of Biology, National and Kapodistrian
University of Athens, Athens, Greece, 2Department of Clinical Therapeutics, National and
Kapodistrian University of Athens, School of Medicine, Athens, Greece

OBJECTIVE: Novel treatments have significantly increased the rates of complete response (CR) in patients
with multiple myeloma (MM), however most of them will eventually relapse. The presence of minimal re-
sidual disease (MRD) has emerged as a valuable biomarker as it discriminates patients with a higher risk
of progression despite the achievement of CR. Previous studies have highlighted the prognostic value of
MRD negativity at the time of CR after frontline therapy; there is limited data on the impact of MRD in pa-
tients achieving long-term CR. In this prospective study, we evaluated the incidence of MRD- in MM pa-
tients at first CT, at prolonged CR and the probability of achieving sustained MRD- after frontline treatment.

METHODS : A total of 173 MM patients have been tested for the presence of MRD af-
ter achieving CR post frontline therapy, using the EuroFlow next generation flow cytome-
try (NGFC) approach. The cohort was divided in two groups: (A) 109 patients were tested at
the time of CR and (B) 64 patients were tested after achieving long-term CR (=2 years; medi-
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an period 61 months). MRD evaluation was repeated after 6 and 12 months post the first MRD- test.
Results : All patients had received bortezomib-based triplets as induction therapy: in group A, 98/109 pa-
tients had received VRD combination, while 67 patients received an autologous transplantation (ASCT)
after 4 cycles of VRD; in group B all patients had received 4 cycles of a bortezomib-based triplet (mainly
VCD) followed by ASCT. MRD was negative in 63/109 (57.7%) of group A and in 37/64 (57.8%) patients
of group B. Among MRD+ patients in both groups (n=73), 31 (42.4%) showed very low numbers of re-
sidual clonal cells (<10-5), irrespective of their CR status (first CR, 19/46 or prolonged CR, 12/27). Over
a median follow-up period of 18-months after their MRD evaluation, 22/46 (47.8%) MRD+ patients of
group A and 8/27 (29.6%) MRD+ patients of the long-term CR group progressed. Twenty-nine patients
of group A and 22 patients of group B, who were MRD-, had subsequent MRD evaluation after 6 and 12
months post their first test. During the first year of follow-up, 4/29 (13.7%) of MRD- patients of group A
and 6/22 (27.2%) of MRD- patients of group B became MRD+. These 4 patients of group A and 2/6 pa-
tients of group B progressed (IMWG criteria for progression) within the following 18 months of follow-up.

CONCLUSION: MRD negativity, using NGFC EuroFlow methodology, was achieved in approximate-
ly 58% of both patients at first CR and at prolonged CR, after first line therapy based on bortezo-
mib. Sustained MRD- (i.e. MRD- 12 months after the first evaluation) was observed in 85% of pa-
tients at first CR. Although the number of patients in this study is relatively small to have final con-
clusions, the transition of MRD- to MRD+ within a year correlates with high rates of progression.

P23. SYNERGISTIC EFFECT OF CARFILZOMIB AND METFORMIN IN VASCULAR
PLASTICITY

Panagiotis Efentakis',loanna Andreadou’,Panagiota-Efstathia Nikolaou',loannis
Ntanasis-StathopoulosZ,Maria Gavriatopoulou?, Efstathios KastritisZ,Meletios A.
Dimopoulos?,Evangelos Terpos?

'Laboratory of Pharmacology, Faculty of Pharmacy, National and Kapodistrian University of
Athens, Athens, Greece, 2Department of Clinical Therapeutics, School of Medicine, National
and Kapadistrian University of Athens, Athens, Greece.

OBJECTIVE : Carfilzomib (Cfz), a clinically used proteasome inhibitor against Multiple Myeloma, in-
duces reversible cardiotoxicity in patients. We have recently showed that metformin (Met) acts as
a prophylactic therapy against the induced cardiotoxicity, through activation of AMPKa axis. While
the cardiac effects of Cfz are described, the impact on vascular function is not clarified. Therefore,
we sought to investigate the i) the acute, ii) the sub-chronic effect on Cfz on the vasculature iii)
the effect of metformin co-administration on the phenotype and iv) Cfz and Met effect on primary
young Vascular Smooth Muscle Cells (prVSMCs) and senescent Human Aortic Smooth Muscle Cells
(HAoSMCs).

METHODS : Male C57Bl/6 mice were randomized as follows: Acute Protocol i. Normal Saline (N/S
0.9%) ii. Cfz (8mg/kg ip) iii. Met (140mg/kg po) iv. Cfz+Met (8mg/kg ip; 140mg/kg po, respective-
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ly). Administrations were performed for 2 days (n=5 per group). : Sub-chronic Protocol i. N/S 0.9%
ii. Cfz (8mg/kg ip) iii. Met (140mg/kg po) iv. Cfz+Met (8mg/kg ip; 140mg/kg po, respectively) for 6
days. Administrations were performed on alternate days (n=5 per group). Whole blood (WB) sam-
ples were used to determine ROS production (oxidative burst) and aorta sections (1mm) under-
went ex vivo vascular relaxation and contraction studies. For the in vitro experiments prVSMCs pas-
sage (P) 2 and HAoSMCs P7 were subjected to Cfz (0.1, 0.3uM), Met (10uM, 10mM) treatment and
to the combination of the two compounds. Subsequently, both cell lines were treated the optimal
concentrations of the compounds 24h after treatment with Angiotensin 1l (Angll, 100nM), CoCL2
(150uM) and 48h after Glucose (25uM) to simulate the hypertensive, hypoxic and diabetic stimuli
respectively. Proliferation was assessed by MTT and p53 expression was analyzed by immunoflu-
orescence (IF).

RESULTS : In the acute setting, Met did not inhibit the oxidative burst induced by Cfz, while no ef-
fect of Cfz on vascular function was evident. In the sub-chronic setting, Met confined WB macro-
phage-derived oxidative burst and, while Cfz did not affect vascular function, the co-administration
of Cfz and Met increased PDGF2a aortic contraction, deducing an increased plasticity of the vessel.
In the prVSMCs, both Cfz and Met (10mM) led to a decreased proliferation and when co-adminis-
tered, an additive effect in presence of high glucose, in a p53 dependent manner was observed. In
the senescent HAoSMCs, only Met exhibited anti-proliferative capacity, while Cfz failed to exhibit
any cytotoxicity. The co-treatment of Cfz and Met led to an additive effect in presence of CoCL2 and
Angll, which was independent of p53 expression.

CONCLUSION: Sub-chronic co-administration of Cfz and Met increases vascular plasticity in vivo.
In vitro Cfz alone does not present any effect on senescent cells, probably due to the decreased
proteasome activity, while Met synergizes with Cfz to decrease proliferation in a p53 independent
mechanism.

P24. DIAGNOSING NIEMANN-PICK TYPE B BY BONE MARROW BIOPSY
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Bakirkoy Dr Sadi Konuk Research and Training Hospital, Medical Genetics istanbul, Turkey

OBJECTIVE : Niemann-Pick disease (NPD) is a rare autosomal recessive lysosomal lipid storage dis-
ease characterized by accumulation of intracellular sphingomyelin and cholesterol in various or-
gans of the body, particularly in the reticuloendothelial system and central nervous system, due to
deficiency of the sphingomyelinase enzyme. The clinical phenotype is extremely variable, ranging
from an acute neonatal form, to an adult late-onset form. Diagnosis is made by detecting sphingo-
myelinase activity and demonstrating Niemann-Pick cells in bone marrow examination. Here, we
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report a patient who admitted to hematology outpatient clinic diagnosed as Niemann-Pick disease
type B.

METHODS : 36-year-old woman was sent to the hematology outpatient clinic to investigate an
accidentally discovered hepatosplenomegaly and thrombocytopenia. The patient had been diag-
nosed interstitial lung disease before admitting to our outpatient clinic. The initial workup revealed
an unexplained splenomegaly and persistent thrombocytopenia. She was diagnosed with a dyslip-
idaemia. Liver function was completely normal and viral serologies were negative. CT of abdomen
reported heterogeneous splenomegaly with some hypodense nodules which is prominent in two
venous phases. Portal vein Doppler usg reported no evidence of thrombus or aneurysm in the por-
tal vein. Gastroendoscopic evaluation was normal. CT of the lungs showed ground glass opacity
with basal predominance, and pulmonary function tests revealed low diffusing capacity of carbon
monoxide (DLCO) and hypoxaemia. Finally had a bone marrow biopsy was performed and revealed
sea-blue histiocytosis, a sign of storage disease was proven. The NPD was confirmed when resid-
ual activity of ASM was detected 0.1 Mmol/l/h (normal >1.2) from dried blood spot. All the typical
clinical features of NPD type B were present: splenomegaly with thrombocytopenia, interstitial lung
disease and lipid abnormalities. Finally, the molecular study showed homozygosity for the SPMD1
mutation described as causing NPD type B.

CONCLUSION: There are several types of NPD, mainly types A, B and C, differing from each oth-
er in age of onset, neurological manifestations and type of substrate accumulation. The overall
prevalence of ASM deficiency (types A and B combined) is estimated to be 1:250 000. NPD type
B is pan-ethnic, generally later in onset and less severe, with a good prognosis for survival into
adulthood. It is characterised by hepatosplenomegaly with progressive hyperesplenism, worsening
atherogenic lipid profile, gradual deterioration in pulmonary function and stable liver dysfunction.
Diagnostic suspicion is the main path to diagnosis. The presented case describes a patient whose
first disease manifestations were thrombocytopenia and splenomegaly. Our patient has survived
until the 4th decade of life with mild symptoms and even now, despite the lung involvement, she
continues to have a fairly healthy life. It is known that her neurological functions may also become
affected and her pulmonary function may deteriorate even more. As it is rare disease, most clini-
cians are unaware of the initial clinical features of NPD and probably leaving some patients undi-
agnosed. This report aims to illustrate the initial presentation of NPD type B, the way to diagnose it
and the most important clinical features to keep in mind.
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P25. CARFILZOMIB-ASSOCIATED RENAL TOXICITY IN MULTIPLE MYELOMA: A
SINGLE CENTER ANALYSIS OF 114 PATIENTS
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OBJECTIVE : Carfilzomib (CFZ) has been associated with a risk of cardiovascular toxicity but al-
though a signal of clinically significant renal complications has also been identified, renal toxicity
is less extensively investigated.

METHODS : Thus, we analyzed the data of 114 consecutive patients who received CFZ for RRMM for
renal outcomes and complications.

RESULTS : During CFZ therapy, 19 (17%) patients developed renal complications, not related to
MM progression: 6 (5%) developed thrombotic microangiopathy (TMA), 7 (6%) developed albumin-
uria > 1gr/day (in all with very low amounts of light chains or with negative urine immunofixation)
and 6 (5%) developed acute kidney injury/ acute renal failure (AKI/ARF) at least grade 3, which
was not otherwise explained. Median time to development of renal complications was 62 days (~2
months) (IQR 35 to 272) and in 15/19 patients CFZ was discontinued due to renal complications.
Median time from CFZ start to TMA was 3 months (0.3-19.5). At diagnosis of TMA, median platelet
counts were 20x109/L (range 11-30), median hemoglobin 8 gr/dl, median LDH 449 1U/L (ULN<225,
range 371-619) and median blood schistocytes were 2.5% (range 2%-6.5%). All received plasma-
pheresis: 5 recovered renal function and platelet counts while one died of sepsis. In 2 patients in
whom ADAMTS13 was measured, no deficiency was found. No patient was re-exposed to CFZ after
TMA. Median time to proteinuria >1 gr/d was 6 months (range 2-59 months), median proteinuria
was 3.7 gr/d (range 1 - 4.5) and in all cases >90% of urine protein was albumin; all patients were
in disease remission (VGPR or CR); median eGFR was 53 ml/min/1.73 m2 (range 41-92). Only one
patient had proteinuria before CFZ which was mainly Bence Jones proteinuria. Following interrup-
tion of CFZ, proteinuria decreased in 2/7 patients and in one patient CFZ was resumed at a reduced
dose. A renal biopsy was performed in 5/6 patients with albuminuria and one with AKI: none had
immunoglobulin mediated pathology (cast nephropathy, MIDD or amyloidosis) or pathology relat-
ed to the alternative complement activation pathway. The most constant finding (in all patients
with albuminuria), was a pattern of focal segmental glomerulosclerosis (FSGS) of various subtypes.
Coexistent with the previous lesions, a pattern of TMA with intraglomerular and/or arteriolar fibrin
microthrombi and/or mucoid degeneration of arteriolar/arterial wall and/or reduplication of glo-
merular basement membranes with endothelial cells’ swelling, was seen in 4 biopsies. We found no
association between CFZ dose with renal complications or of baseline proteinuria (immunoglobulin
or albumin), sFLC or myeloma type, age, prior history of cardiovascular disease or hypertension or
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baseline eGFR. Among 33 patients with baseline eGFR < 60 ml/min, 18 (54.5%) patients improved
their eGFR to >60 ml/min after CFZ therapy.

CONCLUSION: We conclude that renal complications during CFZ therapy are common, occur most-
ly early and are essentially unpredictable. Albuminuria associated with FSGS and TMA developed in
6% and 5% of our patients respectively and warrant further investigation. A potential effect of CFZ
on the renal endothelium could be implicated in the pathogenesis of these complications and may
also share common pathophysiology with cardiovascular effects of CFZ.

P26. CARFILZOMIB INDUCES ACUTE ENDOTHELIAL DYSFUNCTION WHICH
CORRELATES WITH THE OCCURRENCE OF CARDIOVASCULAR EVENTS
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OBJECTIVE : Carfilzomib (CFZ) is a proteasome inhibitor associated with cardiovascular (CV) ad-
verse events (AEs) mainly hypertension (HTN) and cardiac dysfunction.

METHODS : We prospectively evaluated CFZ effects on CV system.

RESULTS : In this prospective study (NCT03543579), 48 relapsed/refractory myeloma patients
(median 1 (1-3) lines of therapy, median age: 67.5, 67% men) received Kd [CFZ 20/56 mg/m2 and
dexamethasone] in routine practice. A detailed medical history and evaluation of risk factors for
cardiotoxicity were recorded. Before CFZ start and at prespecified timepoints cardiac echo, hemo-
dynamic parameters and vascular function that reflect pivotal mechanisms involved in develop-
ment of HTN and CV events were non-invasively assessed [aortic blood pressure and arterial wave
reflections, aortic stiffness and endothelial function using flow-mediated dilatation of the brachi-
al artery (FMD)] along with 24h ambulatory blood pressure monitoring. Proteasome activity (PrA)
was measured in peripheral blood mononuclear cells (PBMC) before and 2 hours post CFZ infusion
on days 1 (FMDbaseD1 and FMDpostCFZD1) and 2 (FMDbaseD2 and FMDpostCFZD2) of cycle 1 and
at prespecified time points concurrently with vascular function assessment. CV AEs were recorded
and rated according to CTCAE v4.03. The prevalence of risk factors for cardiotoxicity was high (me-
dian 3 factors, IQR 2-4). After first CFZ dose, FMD decreased acutely at 2 hours (FMDbaseD1: 5.2%,
IQR: 3.2-7.4 vs FMDpostCFZD1: 3.6%, IQR: 1.5-4.7, p=0.008), which partially recovered before and
after second CFZ infusion (FMDbaseD2: 4.1% and FMDpostCFZD2: 4%, as compared to FMDbaseD1).
However, FMD decrease was more pronounced among patients who subsequently had lower recov-
ery rate of PBMC PrA 24 hours after first CFZ administration (FMDbaseD1: 5.1%, vs FMDpostCFZD1:
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3%, p=0.002) while FMD was not decreased significantly in those who had higher recovery rates
of PrA (FMDbaseD1: 5.3%, vs FMDpost CFZD1: 4.5%, p=0.197), suggesting that the ability to recov-
er PrA is implicated in CFZ induced endothelial dysfunction. At the time of analysis, enrolment has
completed. CV AEs were recorded in 17 (35.4%) patients [HTN(Gr3): 20.8%, Gr3 Left Ventricular
dysfunction : 8.3%, Gr3 acute coronary syndrome: 4.2%, Gr3 pulmonary embolism: 2.1%] and gen-
erally occurred early (median time to CV event 2.9 months). Kd was discontinued in 2 patients
(4.2%) due to cardiotoxicity and in 2 patients (4.2%) CFZ dose was reduced due to cardiotoxicity;
no CFZ dose reduction or discontinuation was needed for HTN. Among clinical and hemodynamic
parameters assessed at baseline, patients with higher aortic SBP had a higher risk of HTN even af-
ter adjustment for age, gender and baseline HTN. Lower PrA recovery rate was associated with in-
creased risk of developing Gr3 HTN. Higher post-CFZ reduction of FMD was associated with HTN in
patients not receiving statins but not in those receiving statins, indicating that statin treatment
may exert protective effects against CFZ-related CV toxicity.

CONCLUSION: In conclusion, CFZ causes acute endothelial dysfunction; however, higher recovery of
proteasome activity is associated with ameliorated depression of endothelial function. Given that
poor proteasome recovery rate and acute deterioration of endothelial function are both associated
with development of HTN, these findings may improve our understanding of CFZ-related CV toxici-
ty and its prevention.

P27. A RARE CASE REPORT: ACQUIRED HEMOPHILIA A
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Soyer2,Giiray Saydam?Z,Fahri Sahin?
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OBJECTIVE : BACKGROUND: Acquired Hemophilia is a rare bleeding disorder. IgG type auto-anti-
bodies against specific clotting factors was responsible from the disorders with no family histo-
ry of hemophilia. Auto-antibodies against factor VIII (FVIII) are the most commonly defined entity.
According to studies, the incidence of FVIII inhibitor is 1.30-1.50 per million in the population per
year. Although the age of diagnosis is mostly 74-78 years of age, it shows biphasic distribution:
between 20-30 years and over 65 years. Autoantibodies are related to postpartum period, various
malignancies, rheumatologic diseases and some drugs. Patients with FVIII autoantibodies have
hemorrhages into the skin, muscles, soft tissues and mucous membranes whereas hemarthroses,
a typical feature of congenital FVIII deficiency, are uncommon. In this report, we present a patient
with acquired hemophilia A (AHA) as a rare case.

METHODS : CASE REPORTS: A 73-year-old female patient complained bleeding for one week as a
result of a knife cut 2 months ago, presented with widespread ecchymoses. She had type 2 dia-
betes and hypothyroidism for 30 years at her past medical history. Physical exam was notable for
eccymoses on her hands and lower extremities. The activated partial thromboplastin time(aPTT)
was elevated at 48.7 seconds (reference range 22.5-31.3). A 1:1 mixing study performed and did
not correct the aPTT. Because of no improvement, FVIII and FVIII inhibitor levels were examined:
FVIII level was 0.9% and factor VIl inhibitor level was 46.8 Bethesda Units (BU). She was evaluat-
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ed for rheumatologic diseases, autoimmune diseases, malignancies and drug use for investigating
the underlying reason. There was no significant finding. The patient was started on intravenous (iv)
methylprednisolone at a dose of 1 mg/kg/day. After one week of iv steroid treatment, FVIII level
increased to 1.2%, FVIII inhibitor level decreased to 35.8 BU/ml and aPTT value decreased to 45.1
seconds. 2 mg/kg/day cyclophosphamide was added to methylprednisolone treatment as a second
line. APTT level returned to normal range on day 14 of treatment. On the 27th day of the treatment,
FVIII inhibitor level was negative. Steroid treatment completed in 6 weeks by reducing dose. Oral
cyclophosphamide treatment was continued for 6 weeks. One month after the patient completed
the treatment, the tests repeated. The aPTT level was in normal range and FVIII inhibitor were still
negative.

CONCLUSION: DISCUSSION AND CONCLUSION: AHA is a rare, potentially life-threatening auto-im-
mune bleeding disorder and should be considered in patients with bleeding if aPTT is long and does
not improve with mixing assay. Management of treatment has two stages: controlling the bleeding
and eliminating the inhibitor. Desmopressin, factor VIl concentrates, activated prothrombin com-
plex concentrates, recombinant human FVlla, and recombinant porcine sequence FVIII concentrate
are used to control bleeding. Immunosuppressive treatments are used for the elimination of in-
hibitors. The most commonly used therapeutic strategy, utilizes steroids alone or in combination
with cyclophosphamide. Other treatment options are rituximab, azathioprine, 6- mercaptopurine,
and vincristine, cyclosporin A or IV immunoglobulin. Although AHA is associated with morbidity and
mortality, early diagnosis and controlling bleeding followed by immunsupressive therapy achieves
complete remission in approximately 70— 80% of patients.

P28. CONSOLIDATION WITH A SHORT COURSE OF DARATUMUMAB IMPROVES
COMPLETE RESPONSE RATES IN PATIENTS WITH AL AMYLOIDOSIS OR LIGHT CHAIN
DEPOSITION DISEASE
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OBJECTIVE : Recent data indicate that even a short course of daratumumab was able to induce he-
matologic responses in several patients with relapsed or refractory AL.

METHODS : The endpoint was improvement of response 1 month In order to evaluate the feasi-
bility and activity of a short course of daratumumab as a consolidation strategy, we administered
4 weekly infusions of daratumumab in consecutively treated patients with AL or LCDD which had
achieved either PR or VGPR after completing their primary therapy. Patients that had not achieved
a response to primary therapy were excluded and received full dose salvage therapy. All patients
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received consolidation with 4 weekly infusions of daratumumab 16 mg/kg with dexamethasone
20 mg. Pre-emptive therapy for IRR was given starting two days before the first infusion of dara-
tumumab that included low dose steroids (equivalent of 16 mg of methylprednisolone), H1 G H2
inhibitors and montelukast.

RESULTS : So far 17 patients (15 AL and 2 LCDD) have received daratumumab consolidation.
Among patients with AL amyloidosis, median age is 67 (range and 73% were males, kidneys and
heart were involved in 80% and in 73% respectively, baseline Mayo stage was 20%, 67% and 13%
for stage 1,2 G 3 respectively. Baseline immunofixation in serum or urine was positive in all pa-
tients (13/15 of AL patients were lambda). Median time from start of first line therapy to daratu-
mumab consolidation was 9 months and all patients had completed the planned therapy of bor-
tezomib-based treatment. At the time of initiation of daratumumab, 16 patients were in VGPR and
one in PR and the median level of dFLC was 12 mg/L, all had positive serum or urine immunofixa-
tion and in all patients next generation flow (NGF) according to Euroflow protocol was positive for
the presence of MRD. Except for one patient, all the others received the planned 4 daratumumab
infusion; the single patient that did not receive the planned therapy did so because of a severe in-
fection that occurred 1 day after the first daratumumab infusion and was not considered daratu-
mumab related. IRRs occurred in 3 patients and were mild (grade 1 in 2 and grade 2 in one patient);
no IRRs occurred after the first infusion. One month after completion of consolidation with daratu-
mumab, median dFLC dropped to 5 mg/L and 41% of the patients improved their response: 37.5%
from VGPR to hemCR and the one patients with PR to VGPR. Notably, small IgGkappa bands were
found in 4 patients at one month post daratumumab. Among those that achieved a CR after dara-
tumumab, 50% became MRD negative by NGF; however, further follow up is needed for the evalua-
tion of organ responses after consolidation.

CONCLUSION: We conclude that consolidation with a short course of daratumumab can improve
the depth of response in patients with AL or LCDD that have not achieved a hemCR after primary
therapy. In addition, some patients may even achieve MRD negative disease status.
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P29. SECOND PRIMARY MALIGNANCIES AND DISEASE TRANSFORMATION IN NEWLY
DIAGNOSED SYMPTOMATIC PATIENTS WITH WALDENSTROM'S MACROGLOBULINEMIA:
AN ANALYSIS FROM THE GREEK MYELOMA STUDY GROUP
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OBJECTIVE : Waldenstrém's Macroglobulinemia (WM) is an indolent lymphoma with heterogeneous
presentation. The occurrence of a second malignancy and transformation to high grade lymphoma
are intriguing.

METHODS : The current study included all patients with symptomatic WM that have been regis-
tered in the prospectively maintained database of the Greek Myeloma Study Group.

RESULTS : The analysis included 598 symptomatic newly diagnosed patients with WM with a me-
dian follow up of 114 months. The median age was 69 years and 284 (47%) have died. Primary
therapy was rituximab-based in 65%, contained alkylating agents in 78%, a nucleoside analogue
in 2% and an anthracycline in 4%. In 46 patients (7.7%) the diagnosis of a second tumor was made
after the initiation of treatment for symptomatic WM. The most common malignancies were can-
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cer of the prostate (18%), stomach (6%), colon (6%), lung (6%), pancreas (3%), non-melanoma
skin (3%) and central nervous system (6%) and AML/MDS (6%). In addition, in 12 (2%) patients, a
diagnosis of another malignancy preceded the diagnosis of WM. The median time from treatment
initiation for symptomatic WM to the diagnosis of a second primary malignancy was 51 months
[interquartile range (IQR): 16-79]. The incidence ratio (IR) of a second primary malignancy was
0.0095 per person-years and the cumulative incidence of a second primary malignancy, account-
ing for death due to WM or other causes as a competing event, at 5 and 10 years was 3.6% and
6.6%, while, the risk of death from WM or other causes was 22.5% and 46%, respectively (Figure).
The IR of a second malignancy was higher in men [IR ratio (IRR): 0.5, 95% Cl 0.2-1.1, p=0.067]
while it was similar for younger vs older patients (>75 years) (IRR: 1.57, 95% CI 0.61-3.5, p=0.27).
Importantly, the use of rituximab as primary treatment was not associated with any increased risk
of a second malignancy (IRR: 0.99, 95%Cl 0.5-2.1, p=0.97). The incidence of second malignan-
cies has not changed significantly in the era before vs after 2000. Overall, 19 (3.1%) transforma-
tion events were identified; the median time from treatment initiation to transformation was 51
months (IQR: 28-106). The IR for transformation was 0.005 per person-years and the cumulative
risk for transformation, accounting for death of any cause as a competing event, was 2.2% and
3.6% at 5 and 10 years respectively. The presence of anemia (hemoglobin <11.5 gr/dl) at diagno-
sis was associated with increased risk of transformation (IRR: 6.75, 95% CI 1.06-50, p=0.02), while
the use of rituximab in first line therapy decreased transformation risk (IRR: 0.36, 95% Cl 0.11-
1, p=0.041). Interestingly the incidence of transformation decreased after 2000 (IRR: 0.23, 95%
0.07-0.69, p=0.0035). We found no increased risk of transformation among patients that received
alkylating agents in their primary therapy.

CONCLUSION: We conclude that the incidence of a second malignancy among patients with symp-
tomatic WM is 7.7%. Transformation occurred in 3.1% which was higher among patients presenting
with anemia and has been reduced after 2000. This may be related to the extensive use of ritux-
imab and less frequent use of alkylating agents and nucleoside analogues.

P30. BRENTIXUMAB PLUS BENDAMUSTINE IN RELAPSED AND REFRACTORY
HODGKIN LENFOMA: A CASE REPORT
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TombulogluZ,Giiray Saydam?
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OBJECTIVE : Hodgkin lymphoma (HL) is characterized by malignant Reed-Sternberg cells which ex-
press CD30. The combinations used to treat cHL are often referred to by abbreviations; adriamycin,
bleomycin, vinblastine, dacarbazine (ABVD) or etoposide, adriamycin, cyclophosphamide, oncovin,
procarbazine and prednisone (BEACOPP) as first line regimens. Brentuximab vedotin (BV) is an an-
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ti-CD30 antibody conjugated by a protease-cleavable linker to the microtubule-disrupting agent
monomethyl auristatin E. BV is currently approved by US Food and Drug Administration (FDA) for
patients with relapsed or refractory Hodgkin's lymphoma who previously received an autologous
stem cell transplant (ASCT) or two previous multiagent chemotherapy regimens. In studies, bren-
tixumab vedotin plus bendamustine combination as salvage therapy in relapsed/refractory HL was
shown that combination is highly effective with a manageable toxicity profile. Here, we presented
a case with multi-relapsed Hodgkin lymphoma who treated with BV as a single agent and BV plus
bendamustine.

METHODS : A 52-year-old male patient with no medical history of additional disease or drug use
presented with fatigue, weight lost, night sweats and swelling of the neck. Cervical lymph node bi-
opsy was performed and he was diagnosed with mixed-cellular Hodgkin lymphoma. The case was
evaluated as stage 4B and treated with 6 cycles of ABVD. Complete remission was achieved. 37th
months after treatment, mediastinal mass was detected and 2 cycle of ICE (ifosfamide, carbopla-
tin, etoposide) protocole was performed as a salvage therapy and patient received BEAM (BCNU,
etoposide, cytarabine and melphalan) protocole followed by ASCT and radiotherapy. Complete re-
mission was provided again and patient followed 44 months in remission after ASCT. Patients pre-
sented with swelling of the inguinal area in follow-up period and a positron-emission tomography
(PET)-CT scan showed relapsed disease. Patient who did not accept allogeneic stem cell transplan-
tation was treated with 2 cyclye of ICE protocole again and partial remission was provided. Therapy
was continued with BV (1.8mg/kg) on day 1 of a 21 day. Patient achieved complete remission with-
out any intolerable adverse effect with 19 cycle of BV and therapy was completed. 9 months lat-
er, the disease relapsed from cervical lymph node for the third time. At this relapsed, patients re-
ceived BV (1.8 mg/kg) on day 1 and bendamustine (90 mg/m2) on days 1 and 2 of a 21 day. After
6 cycle of BV plus bendamustine combination, PET-CT scan showed low abnormal focus of fluoro-
deoxy-glucose (FDG) uptake in only inguinal lymph node. BV is continued as a single agent for 23
cycle. Currently, patient still receive BV therapy without progressive disease or unmanagable ad-
verse affect.

CONCLUSION: Although complete remission is achieved approximately 70% of classic HL patients
with the first line chemotherapy regimens, considerable percentage of patients have recurrence.
Salvage chemotherapy followed by ASCT is the standart care for patients with relapsed HL. This
treatment provides cure at approximately %50 of patients. BV as a single agent or in combination
therapies is favorable choice with good outcomes considering side effects such as nerve damage,
low blood cell counts, fatigue, fever, infections and diarrhea in patients with relapsed disease af-
ter ASCT.
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P31. THE CLINICAL SIGNIFICANCE OF A NOVEL MICRORNA SIGNATURE IN
MULTIPLE MYELOMA

Aristea-Maria Papanota’,Pinelopi | ArtemakiZ,Paraskevi KarousiZ,Christine
Liacos',Christos K. Kontos?2,Dimitris Patseas',Maria-Alexandra
Papadimitriou?,Evangelos Eleutherakis-Papaiakovou' Margaritis

Avgeris?,Nikolaos Kanellias',Tina Bagratuni',Maria Roussou',loanna
Dialoupi',Efstathios Kastritis',Maria Gavriatopoulou’,Andreas Scorilas?,Meletios A.
Dimopoulos',Evangelos Terpos'

'Department of Clinical Therapeutics, National and Kapodistrian University of Athens, School
of Medicine, Athens, Greece, 2Department of Biochemistry and Molecular Biology, National
and Kapadistrian University of Athens, Athens, Greece

OBJECTIVE : MicroRNAs (miRNA) are single-stranded, small non-coding RNA molecules (~21 nt)
that regulate protein-coding gene expression at the post-transcriptional level, mainly through in-
teractions with the 3X-untranslated region of target mRNAs. The results of such interactions can
be mRNA degradation and/or translational repression, depending on the complementarity of the
miRNA seed sequence with the mRNAs 3X-untranslated region. They can function as oncogenes
or tumor suppressors, possessing a vital role in several aspects of all stages of tumorigenesis and
cancer progression. In the present study, we have investigated the clinical value of a molecular
signature consisting of 10 cancer-related miRNAs in multiple myeloma (MM): miR-15a, miR-16,
miR-21, miR-221, miR-222, miR-25, miR-125, miR-155, miR-223, and miR-181a. These molecules
were selected due to their well-documented role and clinical significance in numerous human ma-
lignancies.

METHODS : Bone marrow aspiration samples were collected from 94 patients with MM and smol-
dering MM (SMM), and CD138+ plasma cells were positively selected using magnetic beads coated
with an anti-CD138 antibody. Total RNA was isolated using TRIZol. Thereafter, 200ng RNA of each
sample were polyadenylated at the 3 end and reversely transcribed. An in-house developed re-
al-time quantitative PCR assay was conducted and the results were biostatistically analyzed. For
the normalization of the expression levels of each miRNA, the mean expression of two small nucle-
olar RNAs (RNU43 and RNU48) was used as reference.

RESULTS : Seventy six out of the 94 BM aspiration samples were derived from MM patients and 18
of them from SMM patients, at the time of diagnosis. The MM patients were classified, according to
the R-ISS staging system, as follows: 15 patients had stage | disease, 42 patients had stage Il, and
19 patients stage Il MM. Forty nine myeloma patients presented with osteolytic lesions at diagno-
sis. The statistical analysis revealed significantly lower expression levels of miR-16 (p=0.036) and
miR-155 (p=0.045) in CD138+ cells of MM patients, compared to those from SMM patients, high-
lighting their potential value to discriminate MM from SMM. Furthermore, miR-221 and miR-222
expression levels were negatively correlated with R-ISS; thus, miR-221 and miR-222 expression
was significantly downregulated in MM patients with R-ISS stage Ill (p=0.004 and 0.034, respec-
tively). This tendency reveals a potential favorable prognostic value of miR-221/222 cluster in MM.
Next, miR-15a and miR-16 expression was shown to be associated with the presence of osteolytic
lesions. In this regard, the expression levels of miR-15a (p=0.048) and miR-16 (p=0.047) were de-
creased in MM patients with bone disease, compared to those without bone disease. The observed
decreased expression of these two miRNAs in symptomatic MM patients could constitute a predic-
tive biomarker for the occurrence of bone disease and, hence, a putative predictive biomarker of
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SMM patients at high risk of evolution to symptomatic disease with bone lesions.

CONCLUSION: We conclude that miR-221/222 correlate with more favorable R-ISS stage, while
miR-15a and miR-16 correlate with the presence of osteolytic disease in MM. This ongoing study
will further reveal the possible prognostic significance of this 10 miRNAs signature studied, when
response to therapy, progression-free and overall survival is available.

P32. NEXT GENERATION FLOW CYTOMETRY PROVIDES A HIGHLY SENSITIVE
METHOD FOR THE EVALUATION OF CIRCULATING PLASMA CELLS IN NEWLY
DIAGNOSED MULTIPLE MYELOMA: A SINGLE CENTER STUDY IN 182 PATIENTS

Evangelos Terpos',loannis V. Kostopoulos?,Aristea-Maria Papanota',Konstantinos
Papadimitriou2,Panagiotis Malandrakis',Paraskevi Micheli2,loannis Ntanasis-
Stathopoulos',Despina Fotiou',Andreas Metousis?,Nikolaos Kanellias',Magdalini
Migkou',Evangelos Eleutherakis-Papaiakovou',Maria Gavriatopoulou',Efstathios
Kastritis',0urania E. Tsitsilonis?,Meletios A. Dimopoulos’

'Department of Clinical Therapeutics, National and Kapodistrian University of Athens,
School of Medicine, Athens, Greece, 2Section of Animal and Human Physiology, National and
Kapaodistrian University of Athens, Department of Biology, School of Science, Athens, Greece

OBJECTIVE : In the present study, we applied the standardized and highly sensitive Next Generation
Flow Cytometry (NGF) approach, to detect circulating plasma cells ( CPCs) in diagnostic peripher-
al blood (PB) samples from newly diagnosed patients with multiple myeloma (MM), we compared
their phenotypic characteristics with the aberrant clonal cells of BM matched samples and we cor-
related their presence with disease characteristics.

METHODS : PB and BM matched samples from 182 consecutive MM patients, at diagnosis, were
evaluated for the presence of aberrant plasma cells (APCs) following the standard operat-
ing procedures (SOP) of NGF, according to EuroFlow guidelines. Samples were collected in EDTA-
anticoagulated tubes and treated with the bulk-lysis procedure. Recovered cells were stained with
antibodies against surface CD19-PEC7, CD27-BV510, CD38-FITC, CD45-PERCP, CD56-PE and CD138-
BV421 and the intracellular Cylgk-APC and CylgA-APCC750 to verify clonality. Six to ten million cells
were acquired per sample, thus reaching a median Limit of Detection (LOD) of 3.5x10(-6).

RESULTS : CPCs were detected in 158/182 (86.8%) MM diagnostic samples within a range of
0.0002% to 63.8% of total PB nucleated cells (PBNCs). The CPCs showed the same aberrant phe-
notype as the one detected in the BM for all cases, although with a significantly reduced inten-
sity for the markers CD27, CD38, CD138 and CD56. When more than one phenotypically distinct
subgroups were detectable in the BM, the same phenotypic subsets were present in the PB with
the same relative frequency for >90% of bi/multi-phenotypic cases. The higher number of CPCs
(>0.1% of all PBNCs) strongly correlated with an increased BM infiltration rate by myeloma cells
(p<0.0001), with ISS-3 disease stage (p<0.0001) and with the presence of high-risk cytogenetics
[t(4;14), t(14;16) and/or del(17p53); p<0.0001]. There was also weaker correlation between high
number of CPCs and high serum creatinine levels (p=0.015). Inversely, the absence of CPCs or the
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presence of CPCs at numbers <0.001% correlated with lower serum B2-microglobulin (p<0.0001),
with higher hemoglobin levels (p<0.0001) and with the presence of an elevated normal plasma
cell compartment within the BM (i.e. >5% of all PCs; r2=0.84, p<0.0001). There was no associa-
tion between the CPC number and the therapeutic response to induction treatment (IMWG crite-
ria). Despite the short follow-up period (median of 16 months), there is a trend for inferior PFS in
patients with high CPCs (p=0.16).

CONCLUSION: The NGF approach using the EuroFlow protocol enables the detection of even rare
CPCs in diagnostic MM PB samples, due to the high number of cells acquired and the elegantly elab-
orated 8-color marker combinations which allows for the detection of CPCs with even a non-typi-
cal phenotype. Our matched PB and BM analysis revealed that BM APCs and CPCs share very similar
characteristics suggesting that liquid biopsy offers a representative alternative for the phenotyp-
ic characterization of BM APCs. The correlation of high CPCs with adverse disease characteristics
suggests that the quantification of CPCs by standardized NGF may emerge as a valuable surrogate
prognostic biomarker which could replace other invasive methods or other less informative assays.

P33. A RARE CASE REPORT: ALK POSITIVE B CELL LYMPHOMA, AUTOLOGOUS
STEM CELL TRANSPLANTATION AFTER COMPLETE REMISSION

Denis Cetin',Hale Biilbiil2,Murat Tombuloglu?2

'Ege University Faculty of Medicine, Department of Internal Medicine, Izmir, Turkey, 2Ege
University Faculty of Medicine, Department of Hematology, Izmir, Turkey

OBJECTIVE : ALK+ large B cell lymphoma(LBCL) is a rare type of large cell lymphoma recognized by
the World Health Organization's classification of tumors of hematopoietic and lymphoid tissue. To
date, less than 140 cases have been reported in the literature. ALK+ LBCL is generally considered
an aggressive disease with approximately half of the reported patients dying within two years and
a five-year overall survival rate of 34%. Poor clinical response has been consistently reported to
conventional therapies, such as CHOP and CHOP-derived treatments. New treatment options avail-
able such as ALK inhibitors have shown promising therapeutic activity in ALK+ ALCL, which could
become a rationale therapy to be considered in ALK+ LBCL. The diagnosis of ALK+ LBCL is challeng-
ing due to the rare incidence, morphology resembling DLBCL, plasma cell neoplasms, myeloid sar-
comas and epithelial neoplasms and ALK immunostain is not routinely performed in practice. In
this paper we reported that a patient which was treated with CHOP and improved after autologous
stem-cell transplant(ASCT).

METHODS : A 52 year old man presented with fatigue and an enlarging left-side neck mass in July,
2018. The patient didnt have any of B symptoms. Physical examination: Left cervical lymph nodes
were palpable. Blood count releaved bicytopenia(Hb: 12.6 gr/dl, Platelet: 111.000, WBC: 5.100).
Routine biochemical tests were normal. Peripheral smear was not diagnostic. All of the serologic
hepatitis markers were negative. Excisional biopsy of the left cervical lymph node resulted in ALK
positive large B cell lymphoma. It was not easy to make this diagnosis. Carcinoma was consid-
ered as lymph node metastasis in the first evaluation. Since epithelial tumor markers were pos-
itive in this type of lymphoma, it was usual to consider epithelial malignancy in the foreground.
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Lymphoma was considered when there was no other site involvement to suggest carcinoma me-
tastasis. Pancytokeratin, CD4, CD45, CD138, MUM1 and ALK were positive in further investigations;
CD3, CD7, CD8, CD10, CD20, CD38, EBER, TTF1 and HMB45 were negative. After the diagnosis, 6 cy-
cles of CHOEP protocol were given to the patient. Control PET-CT showed complete remission. ASCT
was performed without any complication after BEAM protocol. The patient is currently in the second
month after ASCT and has no complaints.

CONCLUSION: ALK+ LBCL is a rare, aggressive subtype of B-cell lymphoma with characteristic clin-
ical presentations, morphologic features, immunophenotypic profile, recurrent cytogenetic chang-
es, and unfavorable outcomes. ALK+ LBCL should be considered in the differential diagnosis of
neoplasms with plasmablastic and/or immunoblastic appearance, particularly in cases with immu-
nocompetent young patients, involvement of extramedullary sites (especially lymph nodes), pres-
ence of sinusoidal infiltration, no immunoreactivity to routine B-cell markers, and coexpression
of CD45, CD138, and EMA. BOB1 and OCT2 are very sensitive lineage markers for identifying ALK+
LBCL. Wass et al reported a patient of stage IV ALK+ LBCL who had relapsed lymphoma after 6 cy-
cles of standard chemotherapy with CHOP and ASCT; he received crizotinib and achieved partial re-
sponse initially but soon relapsed again. Therefore, further basic and clinical studies are needed to
explore the mechanisms of ALK+ LBCL and to develop more effective therapies.

P34. BONE LOSS AND HIGH BONE TURNOVER IN PATIENTS WITH NON-HODGKIN'S
LYMPHOMA WHO RECEIVE FRONTLINE CHEMOTHERAPY: FINAL RESULTS OF A
MULTICENTER PROSPECTIVE STUDY

Despina Fotiou'!,Konstantinos AnargyrouZ,Theodoros P. Vassilakopoulos3,Dimitrios
Christoulas?,Polyzois Makras“ Maria Dimou3,loannis Ntanasis-
Stathopoulos',Stavroula Masouridou3,Maria K. Angelopoulou3,Athanasios
Papatheodorou“ Konstantinos Tsionos?,Panayiotis Panayiotidis®,Kostas
Konstantopoulos3,Meletios A. Dimopoulos',Evangelos Terpos!

'Department of Clinical Therapeutics, National and Kapodistrian University of Athens, School
of Medicine, Athens, Greece, 2Department of Hematology, 251 General Air Force Hospital,
Athens, Greece, 3Department of Hematology, National and Kapodistrian University of Athens,
School of Medicine, Athens, Greece, “Department of Medical Research, 251 General Air
Force Hospital, Athens, Greece, *Department of First Propedeutic Medicine, National and
Kapaodistrian University of Athens, School of Medicine, Athens, Greece

OBJECTIVE : The aim of this study was to evaluate bone remodeling in newly diagnosed patients
with non-Hodgkin lymphoma (NHL) prior and post chemotherapy administration.

METHODS : Patients with NHL who received frontline treatment were eligible for participation in
this study. Bone Mineral Density (BMD) of the lumbar spine (L1-L4, antero-posterior view), and
femoral neck (FN) was measured on day 1 of cycle 1 (baseline) and on day 30 post the last cycle
of chemotherapy. The following serum markers of bone remodeling were measured on samples
collected on the days of DXA in NHL patients and in 44 healthy controls of similar age and gender,
using ELISA methodology: (i) osteoclast regulators (sRANKL, OPG); (ii) osteoblast regulators (Dkk-
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1, PTH, vitamin-D); (iii) bone resorption markers: NTX, CTX, and TRACP-5b; and (iii) bone formation
markers (bALP and osteocalcin (0C).

RESULTS : Sixty-one newly diagnosed patients with NHL were prospectively enrolled: 42 (68.9%)
patients had diffuse large B-cell lymphoma, 6 (9.8 %) follicular lymphoma (grade Ill), 4 (6.6%)
mantle-cell lymphoma, 7 (11.5%) marginal-zone lymphoma and 2 (3.3%) T-cell NHL. Fifty-four pa-
tients (88.5%) received R-CHOP (47 every 21 days and 7 every 14 days), 4 (6.6%) received R-CVP
and 3 (4.9%) CHOP as first-line therapy. At baseline, NHL patients had a median T-score of L1-L4
BMD of -0.71 (range -4.27 to +4.36) and of FN BMD of -0.79 (-4.01 to +2.49). The administration
of chemotherapy resulted in a dramatic reduction of BMD in L1-L4 (median T-score: -1.12; range
-4.49 to +4.34; p=0.001) and in FN BMD (median T-score: -0.95; range: -3.68 to +2.12; p=0.0001)
compared to baseline values. The reduction of L1-L4 BMD post-chemotherapy and of vertebrae
BMD with major loss was more profound in males than in females (p=0.001) and in patients of >55
years compared to all others (p=0.0001). Patients who received 8 cycles of chemotherapy had a
greater reduction of L1-L4 (p=0.0001), of vertebra with major loss (p=0.003) and of FN (p=0.0001)
BMD compared to patients who received 6 cycles of chemotherapy. This reduction was irrespective
of the NHL stage (I/I1 vs. I1l/IV). At baseline, patients had decreased levels of OC (0.6 vs. 10.4 ng/
mlin controls; p=0.001) and increased levels of TRACP-5b (1.82 vs. 1.52 U/L in controls; p=0.005),
with no other alterations in bone markers studied. The administration of chemotherapy resulted in
a dramatic increase of markers of bone resorption, CTX (6.93 vs. 0.6 ng/ml, p=0.008) and TRACP-
5b (2.78 vs. 1.82 U/L; p=0.0001). Markers of bone formation and Dkk-1 were also increased: bALP
(26.2 vs. 19.0 U/L; p=0.0001), OC (18.6 vs. 0.6 ng/mL; p=0.0001) and Dkk-1 (192.2 vs. 166.5
pg/mL, p=0.005 and), respectively. There was a greater increase of CTX (p=0.04), sRANKL/OPG
(p=0.015), TRACP-5b (p=0-.03), bALP (p=0.003) and OC (p<0.0001) in patients who received 8 cy-
cles of chemotherapy compared to all others. During study period, one patient had a pathological
fracture in his right FN.

CONCLUSION: First-line chemotherapy results in high bone turnover, which leads to increased bone
loss in NHL patients. These patients should benefit from the prophylactic use of bone-targeted
agents, i.e. bisphosphonates, denosumab or romosozumab.

P35. INCIDENCE AND RISK FACTORS FOR SECOND PRIMARY MALIGNANCIES IN
MULTIPLE MYELOMA: A SINGLE CENTER ANALYSIS OF 595 PATIENTS

Efstathios Kastritis!,Despoina Spanomihou',Maria Gavriatopoulou',Maria
Roussou',Evangelos Eleutherakis-Papaiakovou',loannis Ntanasis
Stathopoulos',Nikolaos Kanellias',Despina Fotiou',Magdalini Migkou',Evangelos
Terpos',Meletios A. Dimopoulos'

'Department of Clinical Therapeutics, National and Kapodistrian University of Athens, School
of Medicine, Athens, Greece

OBJECTIVE : The aim of this study was to evaluate the incidence and treatment-related risk fac-
tors for a second cancer in non selected, consecutive patients with multiple myeloma (MM) treat-
ed with modern therapies
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METHODS : The analysis included 595 consecutive MM patients. We adjusted for the risk of my-
eloma-related death, by treating death due to MM as a competing event for a second cancer di-
agnosis.

RESULTS : The median age of the cohort at the time of initiation of myeloma therapy was 67
years. The median follow up of living patients was 6 years and the median 0S of the cohort was
70 months. Myeloma therapy included melphalan in 57% of patients while 33% had received high
dose melphalan (HDM); 59% had been exposed to cyclophosphamide and 14% to doxorubicin.
Bortezomib had been used in 63%, carfilzomib in 9%, thalidomide in 37.5%, lenalidomide in 62%
and pomalidomide in 8% of the patients. A history of a malignancy that preceded or was concur-
rent (i.e within 3 months) with the diagnosis of myeloma was present in 5.2%; these patients were
excluded from further analysis. We found that 43 (7.7%) patients developed a second cancer after
they started therapy for MM: NSCLC, urothelial, breast, prostate, Gl, skin, melanoma, MDS and AML
were the most common . The median age of those who developed a second cancer was 72 years
and 78% were males. Median time from initiation of MM therapy to second cancer diagnosis was 3
years and the cumulative incidence of second cancer at 3, 5 and 7 years was 3.8%, 6.7% and 8%;
the incidence of MM-related death at the same time points was 28%, 42% and 49%, respective-
ly. The incidence ratio (IR) of a second cancer was 1.9 per 100 person-years. The IR of a second
cancer was 1.3 vs 2.4 per 100 patient-years for patients <65 vs >65 years. Men were more likely
to be diagnosed with a second cancer than women (11% vs 3.4%, p<0.001) but had similar risk of
MM-related death; the corresponding IR was 2.8 vs 0.9 per 100 person-years. This remained sig-
nificant even after adjustment for exposure to lenalidomide, HDM or age. Melphalan exposure per
se was not associated with a significant increase in the risk of second cancer. The use of HDM was
not associated with an increased risk of a second cancer. Median duration of lenalidomide thera-
py among exposed patients was 12 months. Exposure to lenalidomide or longer duration was not
associated with significantly higher risk of a second cancer, however, there was a trend for higher
risk among those that had also received HDM (4.92 vs 2.32 per 100 person-years of lenalidomide
exposure, p=0.17).

CONCLUSION: In conclusion, 5% of MM patients have a history of cancer that precedes or is con-
currently diagnosed with MM, while, 7.7% of those without a previous history were diagnosed with
a second primary cancer during the course of MM. Males were at a higher risk, while the use of new
therapies is not associated with a significant increase in the risk of secondary malignancies.

P36. RUXOLITINIB FOR POLYCYTHEMIA VERA AND ESSENTIAL THROMBOCYTOSIS:
A SINGLE CENTER EXPERIENCE

Sumeyye Balta',Mustafa MerterZ,0mer Ekici?2
'Firat University Faculty of Medicine Internal Medicine Department,Elazig, Turkey 2Firat
University Faculty of Medicine Hematology Department, Elazig, Turkey

OBJECTIVE : Ruxolitinib is a JAK1/2 inhibitor and was demonstrated to be effective in patients with
primary myelofibrosis and in those with polycythemia vera(PV) who were resistant or intolerant to
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hydroxyurea. Ruxolitinib was also evaluated for essential thrombocytosis(ET) but no improvement
was shown in treatment efficacy compared to best available therapy. Here we present our experi-
ence with ruxolitinib in PV and ET patients.

METHODS : For this retrospective study patients who had a diagnosis of PV or ET and treated with
ruxolitinib between March 2018 and June 2019 were evaluated. Patients who had progressed to
myelofibrosis were excluded. Patients' hemogram paremeters, spleen size, symptoms, previous
treatments and adverse events were identified.

RESULTS : Sixteen patients were evaluated. Median age was 73(range 29-91). Eleven patients
were female and 5 were male. Of the patients, 4 were PV and 12 were ET. Ten patients had bone
marrow biopsy evaluation. There were grade 1 fibrosis in 9 patients and one patient had no fibro-
sis before ruxolitinib treatment. Five patients had splenomegaly. Median spleen long axis measure-
ment was 12(range 10-31) cm. Before ruxolitinib, 14 patients received hydroxyurea, 10 received
anagrelid and 7 received classical interferon. Four patients were intolerant to previous therapies
and 12 were resistant. Patients received ruxolitinib for median 9(range 2-14) months with a medi-
an dose of 25 mg(range 10-40). Pneumonia was developed in 2 patients who were older than 70
years old and one was died. There was multiple sclerosis(MS) in one patient who had frequent at-
tacks and interestingly patient had no attack after ruxolitinib. No thrombotic event was observed.
Only one patient could not tolerate ruxolitinib. Patients who had PV did not need phlebotomy any-
more.

CONCLUSION: All patients in our study responded to ruxolitinib treatment. Ruxolitinib is a feasible
option with a high response rate for both PV and ET patients who were resistant or intolerant to
previous therapies. It was well tolerated in our patients. Because our follow up period was short it
is difficult to estimate the long term efficacy of ruxolitinib.

P37. EVALUATION OF ANTIGEN EXPRESSION PROFILE OF CLONAL PLASMA CELLS
IN LYMPHOPLASMACYTIC LYMPHOMA/ WALDENSTROM'S MACROGLOBULINEMIA
(LPL/WM) AND ITS POTENTIAL ROLE IN DIAGNOSIS AND DISEASE MONITORING:
PRELIMINARY DATA

Theodora Triantafyllou? Efthalia Yiannaki',Vasiliki Palaska',Dimitra Markala',Elena
Giannouli!,Athanasia Adamoudi',Aglaia Skolariki!,Konstantina Keramidioti,Pasxalis
Karadaglis'!,Katerina Tsiara',Kyriaki Tsirou',Persefoni Xirou?,Sotiris
Barbanis',Evgenia Verrou',Pavlina Konstantinidou',Eirini Katodritou'

' Department of Hematology, Theagenion Cancer Hospital, Thessaloniki, Greece
OBJECTIVE : Multiparameter Flowcytometric Immunophenotype (MFCI) of lymphocytes is consid-
ered as the major diagnostic tool for the initial disease diagnosis of Lymphoplasmacytic Lymphoma/

Waldenstrom's Macroglobulinemia (LPL/WM). However, the exact role of clonal plasma cells (cPCs)
in diagnosis, disease monitoring and outcome is still under investigation.

METHODS : B cells and cPCs from bone marrow (BM) samples were analyzed. Two samples from
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patients with IgM-secreting disease (Multiple Myeloma and Marginal Lymphoma) were used as
controls; MFCI was performed using 6-8 color antibody panels on the SYSMEX CUBE8 or NAVIOS
flow-cytometer and data analysis was performed using FCS express V4 or KALUZA Software V2.1.
Correlations were performed with standard equations.

RESULTS : Bone marrow samples from 13 patients with LPL/WM (M/F:6/7, median age: 72, range
53-85) were analyzed; 10/11 evaluated patients were positive for MYD88 L265P mutation; 9/13
patients were symptomatic and were treated with rituximab-based combinations; According to re-
sponse criteria, 3 patients achieved partial response (PR), 2 achieved minor response (MR), 2 had
stable disease (SD), and 1 patient had progressive disease (PD); At baseline, median % of B lym-
phocytes % 12,5% (1,2-75%) and median % of cPCs was 0,4% (0.06-18%). Clonal B cells were
positive for B cell markers i.e. CD19, CD20, CD45, CD22 and surface light chain (LC) and negative
for CD5, CD10, CD11¢c, CD103, FMC7 and CD43; CD38 and CD25 ranged from negative to positive as
previously described. In addition, CD24 was positive (moderate to bright) and CD27 was negative
to moderate; CD200 was negative to moderate; cPCs expressed the same surface LC as neoplas-
tic B cells, albeit at lower level compared with intracellular detection. Surface LC expression was
dimmer on cPCs compared with B cells; CD38, CD138, CD19, CD45 and CD27 expression pattern on
PCs was close to that of normal bone marrow PCs however, surface CD20 displayed dim expression;
on the other hand, CD56 was negative whereas in MM is most commonly positive; samples from 6
treated patients who received therapy, were evaluated for minimal measurable detection of clon-
al B cells and cPCs after therapy. In patients who achieved 2 PR both B-cell and cPCs compartment
was reduced. Of note, in those achieved <PR, BM cPCs increased even though B cells were dramat-
ically reduced.

CONCLUSION: Our results confirmed the presence of a typical immunophenotype of clonal B cells in
LPL/WM; a possible role of an extended immunophenotype including CD200, CD27 and CD24 needs
further investigation; cPCs immunophenotype of LPL/WM patients revealed a unique profile, differ-
ent from normal PCs and MM cPCs; this latter finding, could help in the differential diagnosis be-
tween LPL/WM and MM. Interestingly, among treated patients those who displayed <PR increased
cPCs compartment suggesting that cPCs fluctuations could be used as a supplementary tool for
response evaluation and disease monitoring. A larger number of patients is warranted in order to
validate these preliminary observations.

P38. PROGNOSTIC FACTORS OF LONG-TERM OUTCOMES IN ALLOGENEIC
HEMATOPOIETIC CELL TRANSPLANTATION FOR SEVERE APLASTIC ANEMIA

Eleni Gavriilaki!,loanna Sakellari!,Despina Mallouri',loannis Batsis!,Thomas
Chatziconstantinou',Anna Vardi',Zoi Boussiou',Marianna Masmanidou’,Vassiliki
Douka',Antonia Syrigou',Damianos Sotiropoulos’,Varnavas Constantinou!,Achilles
Anagnostopoulos'

'Department of Hematology and BMT Unit, G. Papanicolaou Hospital, Thessaloniki, Greece

OBJECTIVE : Severe aplastic anemia (AA) is a disease of young people, in which allogeneic hemato-
poietic cell transplantation (HCT) provides curative therapy. Recent studies have investigated the
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role of peripheral grafts, complement inhibition in patients with paroxysmal nocturnal hemoglobin-
uria (PNH) clones and long-term complications. We aimed to determine prognostic factors of long-
term outcomes in HCT for AA.

METHODS : We retrospectively reviewed charts from consecutive patients transplanted for AA in
our center and analyzed: age, gender, ECOG performance status, time from diagnosis to trans-
plant, pre-transplant lines of treatment, pre-transplant transfusions, hemoglobin and neutrophils
at transplant, PNH (paroxysmal nocturnal hemoglobinuria) clone, graft source (bone marrow/pe-
ripheral), donor type (sibling/unrelated), HLA matching, conditioning (Cyclophosphamide/Anti-
thymocyte globulin with/without fludarabine), days of neutrophil and platelet engraftment, acute
(grade 2-4) and extensive chronic GVHD (graft-versus-host disease), TMA (thrombotic microangi-
opathy), post-transplant lymphoproliferative disease (PTLD), infections, relapse, late complica-
tions and survival. Multivariate analyses were performed to determine independent predictors of
outcomes.

RESULTS : We studied 24 patients aged 20 years (range 9-46) with severe (18) or very severe (6)
AA. PNH clones (=60%) were detected in 3 patients without signs of hemolysis or thrombosis. The
majority of patients (14/24) were transplanted at refractory disease following a median of 2 (range
1-4) previous lines of immunosuppression according to current recommendations. Bone marrow
grafts (19/24) and sibling donors (15/24) were preferred when available. Matched unrelated do-
nors were chosen in 7 patients without sibling donors; while 2 patients were transplanted with mis-
matched unrelated donors before the era of alternative transplantations. Fludarabine was added
to the conditioning in 13/24 patients. Regarding complications, TMA developed in 3 patients and
resolved in 2/3 with cyclosporine cessation; whereas PTLD in 2: one involving the central nervous
system with a fatal outcome and one that resolved after Rituximab treatment. With a follow-up of
59 months (0.9-245), Cl (cumulative incidence) of acute GVHD was 22.2% and was independent-
ly predicted by peripheral grafts and TMA (p<0.001). Ten-year Cl of chronic GVHD was 31.6% and
was independently predicted by hemoglobin at transplant (p=0.007), HLA mismatch (p<0.001),
PNH clones (p<0.001) and TMA. Lastly, 10-year 0S reached 70.6% and was independently associ-
ated with a PNH clone (p=0.034). No secondary malignancy or fatal long-term complication was
observed.

CONCLUSION: Our study confirms that high cure rates are achieved in heavily immunosuppressed
refractory AA patients, even in older ones or post unrelated transplants. Peripheral grafts increase
morbidity but not mortality in HCT for AA. More than that, our data suggest that novel approaches
are needed in patients with PNH clones in order to improve morbidity and mortality in the era of ef-
fective complement inhibition.
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P39. TRISOMY OF THE C-MYC GENE IN ACUTE LYMPHOBLASTIC LEUKEMIA: A
RARE CASE REPORT

M.irem Toksoy Sentriik!,Aysenur Arslan2,Yusuf Ulusoy?,Nur Akad Soyer?,Fahri
Sahin2,Giiray Saydam?
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University Faculty of Medicine, Department of Hematology, Izmir, Turkey

OBJECTIVE : Introduction: C-myc, a known oncogene which acts a transcription factor and is in-
volved in various pathways including cell cycle progression, apoptosis and cellular transformation
and is located on the long arm of chromosome 8. C-myc also plays a major role in hematopoiesis.
A gain of chromosome 8 is the common abnormality observed in myeloproliferative diseases and
acute myeloid leukemia but there is limited data about the effect of trisomy of the c-myc in acute
lymphoblastic leukemia. In this report, we aimed to present a rare B-cell acute lymphoblastic leu-
kemia (B-ALL) case had trisomy of the c-myc.

METHODS : Case report: 63 years-old male patient presented fatigue and weakness for 2 months.
On examination, there was no organomegaly or lympadenopathy. Blood count revealed pancytope-
nia. Level of hemoglobin was 7.6 g/dl, platelet count was 112000/mm3 and neutrophil was 1120/
mm3. Bone marrow aspiration showed 90% blast cells. Flow cytometry of bone marrow aspirate
showed positivity for CD19, CD20, CD22, cyCD79a. TdT and C10 were negative. Patient diagnosed
with B-ALL. Conventional cytogenetic was reported as normal karyotype. Trisomy was detected on
c-myc gene on 8q24.1 loci by fluorescent in situ hybridization (FISH). Patient was treated with a
hyper CVAD/arm A (cyclophosphamide, vincristine, doxorubicin and dexametasone) protocol. Bone
marrow aspiration and FISH were repeated at the end of the fourth week of cycle. Blastic cells were
less than 5 percent in bone marrow and FISH was negative for c-myc gene.

CONCLUSION: Conclusion: Although B-ALL is primarily a disease of children, there is a peak of inci-
dence in adults >60 years old and adults have much worse prognosis than children. Isolated myc
gene abnormalities, especially a gain of chromosome 8 without other genetic abnormalities is rare
in B lymphoblastic leukemia with some cases reported in pediatric patients. The prognosis of triso-
my of c-myc gene in adults is still unclear and there need to be more data to determine.
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P40. FOUR WEEKLY INFUSIONS OF DARATUMUMAB CONSOLIDATION CAN
SIGNIFICANTLY IMPROVE COMPLETE RESPONSE RATES IN PATIENTS WITH AL
AMYLOIDOSIS OR LCDD
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Dialoupi',Maria Roussou',Nikolaos Kanellias',Despina Fotiou',Evangelos
Eleutherakis-Papaiakovou',loannis Ntanasis-Stathopoulos',Magdalini

Migkou' Aristea-Maria Papanota’,Asimina Papanikolaou3,Charikleia
Gakiopoulou“,Erasmia Psimenou’,Maria Eirini Tselegkidi!,Ourania Tsitsilonis2,loannis
Trougakos?2,Evangelos Terpos',Meletios A. Dimopoulos'’

' Department of Clinical Therapeutics, National and Kapodistrian University of Athens, School
of Medicine, Athens, Greece, 2Department of Biology, National and Kapodistrian University of
Athens, School of Medicine, Athens, Greece, 3Department of Haemopathology, Evangelismos
Hospital, Athens, Greece, #1st Department of Pathology, National and Kapodistrian University
of Athens, School of Medicine, Athens, Greece

OBJECTIVE : A deep hematologic response is associated with the highest probability of organ func-
tion and survival improvement in patients with AL amyloidosis. Bortezomib-based therapy is the
primary therapy for patients with AL amyloidosis but less than 40% achieves a CR. Further im-
provement of hematologic response may be achieved by consolidation strategies but HDM-ASCT is
associated with significant toxicity, and only a minority of AL patients is eligible for this treatment.
Recent data indicate that even a short course of daratumumab (DARA) was able to induce hemato-
logic responses in patients with relapsed or refractory AL. Thus, DARA may be a unique treatment
to improve the outcomes of patients with AL amyloidosis. To evaluate the feasibility and activity of
a short course of daratumumab as a consolidation strategy, in patients with AL or LCDD which had
achieved either PR or VGPR after completing their primary therapy, with bortezomib-based therapy.

METHODS : The endpoint of this exploratory approach was improvement of response post com-
pletion of DARA consolidation. All patients received 4 weekly infusions of daratumumab 16 mg/kg
with dexamethasone 20 mg. Pre-emptive therapy for IRR was given starting two days before the
first infusion of DARA. In all patients next generation flow (NGF) according to Euroflow protocol was
performed before and after consolidation

RESULTS : 26 patients (23 AL and 3 with LCDD) received DARA consolidation. Median age is 67 and
73% were males. Kidneys and heart were involved in 80% and 73% respectively, baseline Mayo
stage was 20%, 67% and 13% for stage 1,2 G 3 respectively. Baseline immunofixation in serum or
urine was positive in all patients (19/23 of AL patients were lambda). Median time from start of first
line therapy to DARA consolidation was 8 months and all patients had completed the planned bor-
tezomib-based treatment. Before consolidation all patients were in either VGPR (23/23 AL patients
and 2/3 LCDD patients) or in PR (1/3 LCDD patients); all patients had positive serum and/or urine
immunofixation with or without abnormal FLC ratio. All but one patient received the planned 4 infu-
sion of DARA. Mild IRR (Gr1) were observed in 3 patients. After consolidation with DARA, 42% of the
patients (10/23 with AL and 1/3 with LCDD) achieved a CR. In 9/26 patients small monoclonal IgGk
was observed 1 month post DARA and in all but one patient IgGk resolved at 2-3 months post DARA.
The patient that received only one dose of daratumumab also achieved a CR. In all patients MRD by
NGF was positive before DARA consolidation while DARA 6/11 patients in CR became MRDnegative.
All patients that did not achieve a VGPR remained MRD positive. One patient with IgGk AL that re-
mained with positive immunofixation after DARA was MRD(neg). Because of interference with da-
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ratumumab we repeated immunofixation, which 2 months after daratumumab became negative.

CONCLUSION: Consolidation with a short course of DARA can improve the depth of response in pa-
tients with AL or LCDD that have not achieved CR after primary therapy.

P4 1. UPFRONT TREATMENT IN AL AMYLOIDOSIS: A DEEP AND EARLY, WITHIN THE FIRST
MONTH, RESPONSE SHOULD BE THE PRIMARY GOALS OF THERAPY

Efstathios Kastritis',Eleni A Karatrasoglou',loanna Dialoupi',Maria
Gavriatopoulou',Maria Roussou',Despina Fotiou',Nikolaos Kanellias',loannis
Ntanasis-Stathopoulos',Evangelos Eleutherakis-Papaiakovou' Efstathios
Manios',Magdalini Migkou' Aristea-Maria Papanota',Elektra Papadopoulou?,Kimon
Stamatelopoulos',Argyrios Ntalianis',Asimina PapanikolaouZ,Erasmia
Psimenou’,Charikleia Gakiopoulou3,Ourania Tsitsilonis# Maria Eirini
Tselegkidi',loannis Trougakos*,loannis V Kostopoulos*,Evangelos Terpos' ,Meletios A.
Dimopoulos'

'Department of Clinical Therapeutics, National and Kapodistrian University of Athens, School
of Medicine, Athens, Greece, 2Department of Haemopathology, Evangelismos Hospital, Athens,
Greece, 31st Department of Pathology, National and Kapodistrian University of Athens, School
of Medicine, Athens, Greece, “Department of Biology, National and Kapodistrian University of
Athens, School of Medicine, Athens, Greece

OBJECTIVE : The goal of therapy in AL amyloidosis is to reduce the burden of amyloidogenic light
chains and their effect of tissues and organs. We sought to evaluate the importance of early re-
sponse to bortezomib-based therapy in previously untreated patients with AL amyloidosis.

METHODS : We analyzed the outcomes of 205 consecutive patients with previously untreated AL
amyloidosis with available data for evaluation of response at 28 days and at 3 months post initia-

tion of bortezomib-based therapy.

RESULTS : Median age was 65 years, 57% were males; 69.5% had renal involvement, median eG-
FR was 73 ml/min/1.73 m2 and 3% required dialysis at the time of diagnosis. Heart was involved
in 69%, median baseline NTproBNP was 2364 pg/ml and 18%, 52.5%, 18.5% and 11% patients
were stage Mayo stage-1, -2, 3A and 3B respectively. Liver was involved in 19% and peripher-
al/autonomic nerves in 23%. Median baseline dFLC was 194 mg/L and 13% had baseline dFLC<
50 mg/L. Median follow up for living patients is 38 months and median 0S is 41 months. At 1
month landmark, among patients with baseline dFLC>50 mg/L, 29% had achieved at least VGPR,
27.5% a PR while 43% had not achieved a hematologic response. The respective median 0S for the
three groups was 57, 34 and 14 months (p=0.026). The early death rate was 13%, 14% and 24%
(p=0.152) for the three early response groups. At 3 months landmark, at least VGPR rate was 46%,
PR was 26% and 29% had not achieved a response and the respective median 0S was 84, 29 and
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20 months (p<0.001), however, 10% of the patients died after the 1st month and before the 3rd
month of therapy and 60% of them had not achieve a response at 1 month. In stage 1 or 2 patients
VGPR, PR or NR at 1 month was associated with median 0S of 112, 47 and 25 months respective-
ly (p=0.021). In stage 3 patients the respective 0S was 79, 38 and 4 months (p=0.021). In multi-
variate analysis, adjusting for baseline dFLC levels and Mayo stage, the achievement of a VGPR at
1 month was associated with a reduced risk of death (HR: 0.438, p=0.003). At 3 month landmark,
the 0S in stage 1 or 2 patients for VGPR, PR or NR was 85, 47 and 21 months respectively (p<0.001)
and in stage 3 patients was 30, 12 and 6 months; in multivariate analysis, adjusting for baseline
dFLC and Mayo stage, the HR for death was 0.290 (p<0.001) for patients that had a VGPR or bet-
ter vs those without a response while for those with a PR was 0.684 (p=0.25) vs those without a
response.

CONCLUSION: The achievement of early and deep response should be the goal of therapy. The most
active combination should be used to rapidly reduce toxic FLCs, however, even among those who
achieve an early VGPR, early mortality remains high, indicating the advanced cardiac dysfunction
and late recognition of the disease.

P42. PRIMARY EXTRANODAL PANCREATIC NON-HODGKIN LYMPHOMA: A RARE
CASE REPORT

Sercan Kamalak',Aysenur ArslanZFatma Keklik Karadag?,Yusuf Ulusoy?,Giiray
SaydamZ,Murat Tombuloglu?

'Ege University Faculty of Medicine, Department of Internal Medicine, Izmir, Turkey, 2Ege
University Faculty of Medicine, Department of Hematology, Izmir, Turkey

OBJECTIVE : INTRODUCTION: Primary extranodal pancreatic non-hodgkin lymphoma (PPL) is ex-
tremely rare condition and is fewer than 1% in all non-Hodgkin's lymphomas (NHL). PPL may have
a similar clinical manifestation and similar radiographic appearance to pancreatic adenocancer and
often not diagnosed until surgery. By the reason of diffirent prognosis and diffirent treatment strat-
egies of these tumors, pathological diagnosis becomes very important. In this report, we aimed to
present a rare case with PPL.

METHODS : CASE REPORT: A 57 year-old female patient presented to with jaundice, dark urine and
light-coloured stool. She had no abdominal pain, fewer, diarrhea or constipation. Lymphadenomegaly
or organomegaly was not detected. Her past medical history was unremerkable. Endoscopic retro-
grade cholangiopancreatography (ERCP) was performed and revealed pancreatic mass in the head
of pancreas which was compressed the bile and stent placed. Patient underwent Whipple surgery
with an initial diagnosis of pancreatic adenocarcinoma. Immunohistochemical studies of resect-
ed tissue showed diffuse infiltration of CD20 positive neoplastic large lymphoid cells with an high
mitotic index. CD3, cytokeratin AE1/AE3 and bcl-2 was negative. A positron-emission tomography
(PET)-CT scan showed no significant fluorodeoxy-glucose (FDG) uptake in lymph nodes. Only FDG
uptake was detected in masses nearby surgical margin and caudal part of superior mesenteric ar-
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tery. The diagnosis was PPL. She treated with R-CHOP (rituximab, cyclophosphamide, doxorubicine,
vincristine and prednisone) regimen.

CONCLUSION: DISCUSSION: PPL is extremely rare, comprising 1% of extra-nodal lymphomas and
0.5% of malignant pancreatic tumors. Although pre-surgical diagnosis provide to avoid surgery
esprecially on young patients, diagnose is difficult due to similar clinical symptoms imaging tecnics
as well as biochemical markers. PPL should always be suspected in the differential diagnosis of
pancreatic tumor as long-term disease remission can be achieved with chemotherapy in patients.

P43. BORTEZOMIB, LENALIDOMIDE AND DEXAMETHASONE (VRD) AS PRIMARY
TREATMENT OF LIGHT CHAIN (AL) AMYLOIDOSIS

Efstathios Kastritis!,loanna Dialoupi',Maria Gavriatopoulou',Maria
Roussou’,Nikolaos Kanellias',Despina Fotiou',loannis Ntanasis-
Stathopoulos',Evangelos Eleutherakis-Papaiakovou',Efstathios Manios',Magdalini
Migkou' Aristea-Maria Papanota’,Elektra Papadopoulou’,Kimon
Stamatelopoulos',Argyrios Ntalianis',Asimina PapanikolaouZ,Charikleia
Gakiopoulou3,Erasmia Psimenou',Maria Eirini Tselegkidi',0urania Tsitsilonis#,loannis
Trougakos?,loannis V Kostopoulos?,Evangelos Terpos',Meletios A. Dimopoulos'

'Department of Clinical Therapeutics, National and Kapodistrian University of Athens, School
of Medicine, Athens, Greece, 2Department of Haemopathology, Evangelismos Hospital, Athens,
Greece, 31st Department of Pathology, National and Kapodistrian University of Athens, School
of Medicine, Athens, Greece, “Department of Biology, National and Kapodistrian University of
Athens, School of Medicine, Athens, Greece

OBJECTIVE : Bortezomib/dexamethasone with cyclophosphamide or melphalan are commonly
used as primary treatment for AL amyloidosis, but limited data exist on the safety and activity of
bortezomib with IMiDs combinations. To evaluate the safety and activity of VRD combination in
newly diagnosed, previously untreated patients with AL amyloidosis.

METHODS : Between March 2017 and March 2018, 34 consecutive newly diagnosed patients with
AL amyloidosis were treated with VRD; standard organ involvement and updated organ and hema-
tologic response criteria were used.

RESULTS : The median age of all patients was 66.5 years (range 46-84); 71% were males, 75% had
cardiac involvement, median NTproBNP was 3649 pg/ml (81- >30000), per Mayo stage 14%, 54%,
14% and 18% were stage 1, 2, 3A and 3B respectively; 54% had renal involvement, median eGFR
was 59 ml/min/1.73 m2 (range 10-133) and renal stage distribution was 13%, 53% and 33% for
stages 1, 2 G 3. Measurable FLCs (dFLC>40 mg/L) were present in 29 (85%) patients; in 4 patients
baseline dFLC was >20 mg/dl and were also evaluable for response. Twenty-two patients complet-
ed the planned 8 cycles, 9 died prior to completion of planned therapy, 1 patient discontinued ther-
apy for personal reasons (while in VGPR), 1 discontinued therapy after physician's decision (while
in VGPR) and one discontinued due to bortezomib-related toxicity (while in CR). After the first cycle
of VRD, 24/34 (70.5%) patients had achieved a hematologic response (42% a VGPR or CR and 27%
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a PR). After 3 months of VRD, 82% of the evaluable patients (N=27) had achieved at least VGPR,
including CR in 6 (22%), and PR in 5 (18%). After 6 VRD cycles, CR, VGPR and PR rates among eval-
uable (N=24) patients were 9 (37.5%), 13 (54%), and 2 (8%) respectively. On intent to treat, best
hematologic response was CR in 11/34 (32%) and among CR patients 5/11 were MRD negative by
NGF; 17/34 (50%) achieved VGPR and in 9 of them dFLC was <10 mg/dl; 2/34 (7%) achieved a PR.
Median time to first response (at least a PR) was 28 days (1 treatment cycle), median time to at
least VGPR was 84 days (3 cycles of therapy). Cytogenetics were available in 28 patients; among
patients with t(11;14) (N=7), all achieved at least a VGPR (3 a CR and 4 a VGPR). Organ respons-
es were documented in 12 (35%) patients. Median follow up for all patients is 12.5 months and
6 and 12 month survival is 73.5% (100%, 85% and 71% for stage 1, 2 G 3A patients respectively,
but only 20% for stage 3B). Starting lenalidomide dose was 5 mg in 86% of patients. Hematologic
toxicity was mild.

CONCLUSION: VRD with weekly bortezomib and low dose lenalidomide is a very effective and rap-
idly acting regimen that can induce deep hematologic responses within 3 months of therapy.
However, toxicity of VRD in patients with AL amyloidosis is significant, despite the use of low dos-
es of lenalidomide.

P44. ABNORMAL LEVELS OF FUNCTIONAL CTLS ON HIGH RISK MDS PATIENTS
UNDER AZACYTIDINE TREATMENT

Eleftheria Lamprianidou'!,Menelaos Papoutselis',Chryssoula Kordella',Emmanouela
Zoulia',Evangelia Nakou',George Vrachiolias',loannis Mitroulis!,loannis Kotsianidis'

' Department of Hematology, University Hospital of Alexandroupolis, Demaocritus University of
Thrace, Alexandroupolis, Greece.

OBJECTIVE : CD3+CD8+ cytotoxic T cells (CTLs) play important role in antitumor immunity.
Myelodysplastic Syndromes (MDS) are typically associated by immune dysregulation leading to
compromised function of CTLs. The hypomethylating agent azacytidine (AZA) appears to affect the
antitumor immune response, therefore we investigated both pretreatment and after treatment lev-
els of functional subsets of CTLs in high-risk MDS patients under AZA treatment and their associa-
tion with various clinical parameters.

METHODS : Peripheral blood mononuclear cells from 72 patients and 13 healthy donors were ob-
tained before, at Day15 and at the 6th cycle of AZA treatment. According to IWG criteria patients
were characterized as responders (complete remission and hematologic improvement, 55%) and
non-responders (stable disease and failure, 45%). We utilized various protocols of multiparame-
ter flow cytometry to assess the polarization, differentiation and functional states, by measuring
the intracellular levels of Interferon v, Interleukin 4, the levels of naive CTLs (TN, CD27+CD45RA+),
effector memory (TEM, CD27-CD45RA-), terminal effector memory (TEMRA, CD27-CD45RA+) and
central memory (TCM, CD27+CD45RA-) and the levels of perforin, CD57 and program death recep-
tor (PD1+ CTLs).

RESULTS : Pretreatment levels of CTLs were decreased in high-risk MDS patients in comparison
to healthy controls (p=0.037). MDS patients had also decreased pretreatment levels of perfo-
rin+ CTL cells (p=0.045) and increased levels of PD1+ TEMRA CTLs (p=0.019) in comparison to
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healthy donors. The levels of perforin+ CTLs were positively associated with the levels of TEMRA
CTLs (p=0.041). Also, TEMRA CTL cells had higher levels of CD57 molecule (p<0.001) and lower
levels of PD1 (p<0.001) in comparison with TEM, TN and TCM, indicating higher cytotoxic activity
of that subset. In line with current literature, AZA treatment significantly upregulated CTL levels
at the 6th cycle (p=0.03). Non-responders to AZA had reduced levels of pretreatment PD1+ TCM
CTLs (p=0.03) compared to responding patients but demonstrated a significant upregulation of the
same subset at the 6th cycle of treatment (p=0.028), whereas PD1 expression on all CTL subsets
remained unchanged in responders. Moreover, the levels of perforin+ CTLs, both on responders and
non-responders, were not affected by AZA treatment.

CONCLUSION: Collectively, our results demonstrate the CTL-mediated antitumor immune response
is defective in high-risk MDS. AZA therapy increased CTL levels independently of response, without
affecting their differentiation or functional state. PD-1 expression on CTLs remained unaffected by
AZA treatment in all patients but was upregulated in TCM cells of non-responders potentially indi-
cating a link, an undesirable compromise of antitumor immunity with failure to AZA.

P45. POLYNEUROPATHY RELATED IBRUTINIB: AN EXTREMELY RARE SIDE EFFECT

Pinar Cémert! Murat Albayrak',Abdulkerim Yildiz',0sman Sahin',Hacer Berna Afacan
Oztiirk? Merih Reis Aras'

'Diskapi Yildirim Beyazit Training and Research Hospital, Department of Hematology, Ankara,
Turkey

OBJECTIVE : Introduction Ibrutinib is an oral irreversible inhibitor of Bruton's tyrosine kinase (BTK)
signalling that is important for B-cell development and immunoglobulin synthesis. Ibrutinib is
well-tolerated agent although has some adverse events. The most common side effects are diar-
rhea, upper respiratory tract infection, fatigue, nausea, rash and cytopenias that may seen 20% of
patients and these toxicities are often mild. Atrial fibrilation, hypertension and bleeding are serious
side efects and may require dosage reduction or discontination of treatment. Here in we reported
that a patient with CLL who had diagnosed with polyneuropathy cause of ibrutinib. In our knowl-
edge, this is the first case-report of ibrutinib-induced polyneuropathy.

RESULTS : A 63-year-old male patient who was diagnosed as CLL 6 years ago and was received two
lines of cemotherapy due to B symptoms presented with fatigue, weight loss, night sweating and

abdominal pain 18 months after his last treatment. Physical examination revealed painless multi-
ple lymphadenopathy (LAP) in the neck, axilla and inguinal region. Computed tomography revealed
multiple LAP's that 37x177 mm in the neck, 74x29 mm in the left axilla and conglomerated 42x20
mm in the mediastinum and 74x299 mm in the abdomen. 17 p deletion was detected negative.
In the 10th month of his treatment, he was admitted with progressive complaints of numbness
and tingling in his legs. Grade 3 sensorineural polyneuropathy was detected in the patient who
was consulted for neurology. Considering that ibrutinib treatment may cause neuropathy, ibruti-
nib was discontinued. After the discontinuation of ibrutinib, the patient's neuropathic complaints
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improved and neuropathic symptoms completely resolved in 4 weeks. However neck and axillary
lymph nodes were enlarged and ibrutinib was started again. The dose was increased to 1x140 mg
at first week, 1x280 at second week, and 1x420 mg - the optimal dose- at third week 3. During the
weekly follow-up, the patient was evaluated for neuropathy and at the 4th week, the neuropathic
complaints started again to a lesser extent, but ibrutinibe was continued because symptoms was
not serious to stop treatment. Vitamin B complex and alpha lipoic acid were started by neurology
department and his complaints were controlled. Now, the patient is in 14th month of treatment
and is continuing ibrutinib without any side effects.

CONCLUSION: Discussion Ibrutinib, decreased proliferation and increased apoptosis in malignant
B-cells. Some rare side effects have also been identified. A recent case-report series had written
Shaikh et all, they reported unique advers events include palindromic rheumatoid arthritis, diffuse
spongiotic dermatitis, bullous pemphigoid, recurrent hemorrhagic, stroke, peripheral neuropathy,
recurrent paronychia, intramedullary fibrosis, recurrent joint pains, pulmonary aspergillosis and
autoimmune hemolytic anemia. Our case was polyneuropathy related ibrutinib and to the best of
our knowledge, this is the first study to report such findings. In conclusion, Ibrutinib is a effective
therapy which therapy has acceptable tolerability for CLL patients. We learn more about the side
effect profile of the drug managing toxicities with new studies day by day. In our case, it should be
kept in mind that polyneuropathy may also develop due to ibrutinib.

P46. PANOBINOSTAT AND MELPHALAN SYNERGISTICALLY IMPAIR THE DNA
REPAIR MACHINERY AND TRIGGER ANTI-TUMOR ACTIVITY IN MULTIPLE MYELOMA

Maria Gkotzamanidou',Vassilis Souliotis2,Meletios A. Dimopoulos',Evangelos Terpos'

'Department of Clinical Therapeutics, National and Kapodistrian University of Athens, School
of Medicine, Athens, Greece, ZInstitute of Chemical Biology, National Hellenic Research
Foundation, Athens, Greece

OBJECTIVE : Studies demonstrate the dynamic interplay between protein acetylation status, cell
cycle progression and apoptosis in multiple myeloma (MM) cells have provided a strong rationale
for the use of the nonselective histone deacetylase inhibitor (HDACi) panobinostat, as a therapeu-
tic option for MM. This HDACi has been shown to function synergistically with a range of structurally
and functionally diverse chemical compounds, including genotoxic drugs, biologically active poly-
peptides, and novel immune therapies. Herein we investigate the mechanistic basis for the action
of the combination treatment of panobinostat and melphalan in MM.

METHODS : Malignant bone marrow plasma cells (BMPCs) and peripheral blood mononuclear cells
(PBMCs) of 26 unselected newly diagnosed MM patients (12F/14M; median age 60 years, range
42-66) were analyzed. PBMCs from 25 apparently healthy controls were examined in parallel. Cells
were pre-treated with 5nM panobinostat for 24h, then treated with 100ug/ml melphalan for 5min
and critical DNA damage response and repair (DDR/R) signals, including fundamental DNA repair
mechanisms [nucleotide excision repair (NER) using Southern blot analysis; interstrand cross-links
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repair (ICL/R) using quantitative-PCR; double-strand breaks repair (DSB/R) using immunofluores-
cence quantification of yH2AX foci by confocal microscopy], cells' viability, cytotoxicity and apopto-
sis rates were evaluated. Moreover, in untreated cells, chromatin organization (using micrococcal
nuclease digestion-based analysis) and the levels of certain DNA repair proteins associated with
NER and DSB/R mechanisms were also analyzed.

RESULTS : Following ex vivo panobinostat-only treatment, both BMPCs and PBMCs showed acetyl-
ation of histone H4 and significant relaxation of chromatin structure. BMPCs showed a dramatic
panobinostat-induced decrease in the levels of critical DNA repair proteins associated with NER
and DSB/R mechanisms. No significant effect of panobinostat treatment on the DNA repair proteins
was observed in PBMCs from the same MM patients and in PBMCs from healthy controls. In BMPCs
from MM patients, panobinostat potentiates melphalan cytotoxicity, through the inhibition of criti-
cal DNA repair mechanisms and the resulting to intensification of melphalan-induced DNA damage.
Indeed, combined treatment of BMPCs with panobinostat and melphalan significantly reduced the
NER, ICL/R and DSB/R capacity of the cells, resulting in significantly increased DNA damage bur-
den compared with melphalan-only treatment (all P<0.01). Moreover, co-treatment of BMPCs with
panobinostat and melphalan resulted in significant enhancement of the cytotoxicity and apopto-
sis rates of the cells, while it significantly reduced BMPCs' viability compared with melphalan-on-
ly treatment (P<0.001). In contrast to the BMPCs results, panobinostat pre-treatment of PBMCs
from the same patients reduced melphalan-induced toxicity through amelioration of the DNA repair
capacity of these cells and the resulting lower melphalan-induced DNA damage burden. Indeed,
co-treatment of PBMCs with panobinostat and melphalan significantly increased the NER, ICL/R
and DSBs/R capacity of the cells, decreased DNA damage burden, reduced cytotoxicity and apop-
tosis rates, while it significantly increased PBMCs' viability compared with melphalan-only treat-
ment (all P<0.05).

CONCLUSION: Our data demonstrate that panobinostat potentiates melphalan-induced apoptosis
of myeloma cells, and in parallel it helps minimize untoward side effects, thus paving the way to
combination therapies with lower side effects and improved anti-myeloma efficacy.

P47. SHOULD WE ROUTINELY SCREEN FOR PNH IN PATIENTS WITH PRIMARY
MYELOFIBROSIS?

Sofia Chatzileontiadou',Eleni Mpampalou',Sofia Papadaki',Dimitra MarkalaZ,Pantelis
Chaloudis',Maria Papaioannou'

"Hematology Unit, 1st Dept of Internal Medicine, Aristotle University of Thessaloniki, AHEPA
Hospital, Thessaloniki Greece, 2Theagenion Cancer Hospital, Thessaloniki Greece

OBJECTIVE : Introduction: Paroxysmal nocturnal hemoglobinuria (PNH) is an acquired clonal he-
matopoietic stem cell disorder that makes blood cells more sensitive to the action of complement
and manifests with bone marrow failure, hemolytic anemia and thrombosis. PNH has been shown
to be closely associated with other bone-marrow disorders such as aplastic anemia (AA) and my-
elodysplastic syndromes (MDS). There have been also reported a few cases of PNH associated with
myelofibrosis (MF). However, the actual incidence of PNH among patients with MF is not known,
despite the fact that patients with MF commonly have high levels of lactate dehydrogenase, low
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levels of haptoglobin, and in some cases elevated levels of indirect bilirubin, findings that are pos-
sibly indicative of intravascular hemolysis. Here we present a rare case of a patient with primary
myelofibrosis and concomitant PNH.

RESULTS : Case Report: A 62-year-old man without previous medical history, in January 2018 un-
derwent laboratory testing after a month-long weakness. The laboratory tests showed anemia and
mild thrombocytosis. The clinical examination did not reveal abnormal findings other than mild
splenomegaly, that was also confirmed by abdominal ultrasound. The peripheral blood smear ex-
amination revealed erythroblasts, immature myeloid cells, ovalocytes, teardrop cells, anisocyto-
sis and macrocytosis, which are characteristic of a leukoerythroblastic reaction. Therefore a bone
marrow biopsy was also performed and the diagnosis of primary myelofibrosis MF2 was estab-
lished. Despite the patient's symptoms of anemia he refused red cell transfusion due to religious
beliefs and he was treated with erythropoietin without any improvement in anemia. On the con-
trary hemoglobin (Hb) levels deteriorated. At the same time, laboratory testing showed a large in-
crease in LDH, with a negative Coombs test and a very low level of haptoglobin. To note that the pa-
tient did not have any major thrombotic event. Nevertheless, a four-color flow cytometry immuno-
phenotypic analysis was performed to investigate for the presence of PNH clone that resulted pos-
itive for classical PNH (PNH granulocytes 56%, PNH monocytes 81%, RBC Type Il 40%, RBC Type lII
6.75%). In January 2019, after close consideration and due to worsening of anemia treatment with
eculizumab was started. The patient has shown clinical improvement, with increase of Hb levels.

CONCLUSION: Conclusion: PNH is extremely rare in MF patients. It is appropriate to look for PNH on-
ly in those patients with unexplained serious thrombaosis and significant intravascular hemolysis.
To date, in this patient population routine screening for PNH is not recommended in order to explain
anemia. However, due to the rarity of both conditions further investigation may be in order to es-
tablish the actual incidence of the occurrence of anemia due to PNH in patients with MF.

P48. CHRONIC MYELOID LEUKEMIA PRESENTED WITH EXCESSIVE
THROMBOCYTOSIS

Mesut Tiglioglu' Murat Albayrak!,Pinar Cémert! Merih Reis Aras',Fatma
Yilmaz',Senem Maral'

'Diskapi Yildirim Beyazit Training and Research Hospital, Department of Hematology, Ankara,
Turkey

OBJECTIVE : Introduction: CML (Chronic myeloid leukemia) is a stem cell disease characterized by
abnormal clonal proliferation of myeloid precursor cells. Physiopathology of CML based on the ini-
tiation of tyrosine kinase activity by the BCR-ABL1 gene formed by fusion of the 11q BCR gene on
chromosome 22 and the q34 ABL gene on chromosome 9. This translocation that identified as the
Philadelphia (Ph) chromosome (t (9:22)), causes the proliferation of myeloid cells. In this case, we
wanted to present a case of CML with a very high platelet count.

METHODS : Case Report: A 36-year-old patient with no previous systemic disease; admitted with
fatigue, dizziness, tinnitus. In his hemogram exams white blood cell ( Whc) count: 29600 / L, he-
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moglobin: 7.8g / dL, platelet count: 3.461.000 pL, basophil count: 5800 pL and eosinophil count:
1000 pL were detected. The patient was hospitalized with the preliminary diagnosis of chronic my-
eloproliferative disease .Intravenous hydration, allopurinol and hydroxyurea treatment was started
immediately. Daily platelet apheresis was also planned to prevent possible serious complications
due to hyperviscocyte and hemorrhage. Thrombocyte count did not decrease sufficiently so ana-
gralide was added to the treatment. Patient's bone marrow aspiration revealed dysplasia, hyper-
cellularity, and increased eosinophilic precursor cells in the erythroid and myeloid series. spleno-
megaly (136x56 mm) and hepatomegaly (180 mm) in the USG were detected. t (9:22) Ph chromo-
some was detected (IS value 64%) by PCR, and the patient was diagnosed with CML. SOCAL score
was evaluated as high risk (28.8).Imatinib (400 mg /day) treatment was initiated. The patient had
a dramatic improvement in platelet count and regressed to 650,000 pL. During follow-up, hydroxy-
urea and anagralidedoses was reduced and discontinued. In the third month of treatment, the pa-
tient's BCR-ABL IS value is 14% and hematological remission was achieved.He is now followed up
asymptomatically with imatinib (400 mg / day) treatment.

CONCLUSION: Discussion:While leukocytosis is frequently detected in patients with pre-diagnosis
of CMPH, it should be kept in mind that other myeloid serial cells may proliferate. Excessed throm-
bocytosis associated with poor prognosis. Since thrombocytosis values above 1,000,000 .000L
can lead to serious bleeding with acquired von willebrand disease and severe thrombotic compli-
cations due to hyperviscoste, the diagnosis should be reached quickly and thrombocyte apheresis
should be performed when it is necessary. It should be kept in mind that platelet levels are high
enough to require apheresis in CML disease and THI (tyrosine kinase inhibitors) is the most effec-
tive treatment.

P49. A CASE OF PRIMARY THYROID LYMPHOMA (PTL) IN AN ADULT FEMALE PATIENT
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Kostopoulos3,Christos Savopoulos',Apostolos Hatzitolios!
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AHEPA, Thessaloniki- Greece, 3Laboratory of Pathological Anatomy - Aristotle University of
Thessaloniki.-Greece

OBJECTIVE : Primary thyroid lymphoma (PTL) is a rare entity and threatening condition for the pa-
tient, as the spatial process, constantly and rapidly increasing, is gradually pushing and blocking

the airway. The majority of those extranodal beta-cell lymphomas belong to the diffuse large B-cell
non-Hodgkin lymphomas - highly malignant. Early diagnosis is crucial for the prognosis, as the dif-
ferential diagnosis of anaplastic thyroid cancer.

METHODS : An 82 -year-old female patient with a six month progressively worsening malnutri-
tion and dyspnoea had initially underwent thyroid ultrasound which revealed enlargement of the
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left thyroid lobe with concomitant esophageal occlusion. After an endocrinological, surgical eval-
uation and subsequently cervix/chest CT performance, pathological process around the thyroid
that surrounds the trachea and esophagus was detected. The FNA (fine needle aspiration biopsy)
was negative. The endoscopy showed occlusion of the upper esophagus (external pressure), with-
out mucosal invasion and failure of the endoscope to pass through the esophageal sphincter. The
patient was treated with dexamethasone to relieve malnutrition and dyspnea during hospitaliza-
tion ( 2 x 15 days) and for 3 months in total. To treat hypothyroidism ( TSH : 10,6) she received
Levothyroxine 125ug/d. After stopping the cortisone therapy the patient deteriorated in her clinical
image and finally 6 months later she was admitted to the surgical department of our hospital for a
thyroid biopsy which raised the diagnosis of high grade DLBCL. During the staging, the patient un-
derwent cardiac ultrasound. The whole body CT didn't show any abnormal finding. The bone mar-
row biopsy showed no evidence of lymphoma involvement. Her laboratory tests showed a moder-
ate elevation of LDH :340 U/L (normal range: 135-214 U/L). According to the clinical and imaging
examination the patient was classified to stage IE (IELSG) and was treated with combined chemo-
therapy,3 cycles of R-CHOP regimen (every 3 weeks) plus radiation of the thyroid gland (only once).
She presented clinical recession, but we could not complete the treatment due to deterioration in
heart function and age.

CONCLUSION: Although Primary Thyroid Lymphoma accounts for 2% of extranodal lymphomas it
requires rapid diagnosis by thyroid biopsy rather than fine needle aspiration biopsy (FNA) and im-

mediate treatment with chemotherapy and local radiation.

P50. MONITORING MINIMAL RESIDUAL DISEASE BY USING QUANTITATIVE RT-PCR
IN PATIENTS WITH NPM1 MUTATED ACUTE MYELOID LEUKEMIA
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OBJECTIVE : The prognosis of acute myeloid leukemia (AML) with NPM1 mutation is affected by
the concurrent presence of FLT3-1TD mutation and especially by the mutant/wild type allele ratio.
However, minimal residual disease (MRD) kinetics by using quantitative RT-PCR for NPM1-mut de-
tection is probably the most significant predictor of treatment outcome. Our aim is to monitor MRD
kinetics in patients with NPM1-mut AML and the evaluation of molecular relapse or progression as
a predictor of an imminent hematological relapse. In our study we validate the significance of ELN
guidelines regarding MRD monitoring in real life data.
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METHODS : Twenty-three patients with NPM1-mut AML who received intensive chemotherapy from
October/20089 till August/2018 in Greek centers were included in the study. Criteria for inclusion in
the study was eligibility for intensive chemotherapy and MRD monitoring by using QT-PCR in suc-
cessive bone marrow samples taken in 3-month intervals. MRD results were presented as num-
ber of mutant copies/10.000 ABL copies. The following definitions according to ELN guidelines
were used: Complete Molecular remission (CMR), Molecular Relapse/Progression (MR/MP), and
Molecular persistence at Low Copy Numbers (MPLN).

RESULTS : FLT3-ITD mutation was detected in 10 out of 23 patients with high, low or not-deter-
mined allelic ratio in 2, 4, and 4 patients respectively. Normal karyotype at diagnosis was detected
in 21 patients. One patient had two different translocations, while another 1 patient had a complex
and monosomic karyotype. All patients achieved complete morphological remission after intensive
induction chemotherapy consisted of the standard “7+3" regimen. During follow up, 6 out of 23
patients developed MR/MP and 4 out of these 6 patients progressed to hematological relapse in
approximately 2 months after the detection of molecular relapse. In one patient MR was diagnosed
at the same time with the extramedullary relapse (EMR). At the time of EMR, bone marrow and pe-
ripheral blood were both free of leukemia. Two patients with MR underwent allo-SCT immediately
after the diagnosis and before progression to hematological relapse. Hematologic relapse was not
observed in any of the 17 out of 23 without MR/MP, after a median follow up of 23 months (range,
4-27 months). Thirteen out of these 17 patients had detectable MRD at low copy numbers for a
median follow up time of 12 months (range, 4-27 months). All 13 patients were followed close-
ly without any therapeutic intervention. None of these patients developed hematological relapse
with at least half of them spontaneously converted to CMR.

CONCLUSION: ELN guidelines for MRD monitoring have been successfully integrated in Greek prac-
tice. Molecular relapse or progression is almost always followed by hematological relapse. On the
contrary, patients with molecular persistence at low copy numbers should not receive any treat-
ment but they are in need for close MRD monitoring. The median time from molecular to hemato-
logical relapse is crucial for clinical decision making, but the precise estimation should be based
on a large body of data.

P51. LEUKOCYTOCLASTIC VASCULITIS RELATED RUXOLITINIB TREATMENT: A RARE
SIDE EFFECT

Mesut Tiglioglu?,Pinar Cémert! ,Murat Albayrak!,0sman Sahin',Bugra Saglam?,Hacer
Berna Afacan Oztiirk!

'Diskapi VYildirim Beyazit Training and Research Hospital, Department of Hematology,
Ankara, Turkey

OBJECTIVE : Introduction: Pimer myelofibrosis (PMF) is defined as progressive fibrosis of bone mar-
row with extramedullary hematopoiesis, such as spleen and liver, characterized by clonal neo-

plastic proliferation of megakaryocytic series.The diagnosis is made according to the 2016 World
Health Organization classification. Symptomatic therapies are used in addition to cytoreductive
agents. Ruxolitinib, an oral jack2 inhibitor that is particularly effective in constitutional and sple-
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nomegaly-related symptoms, is used for this purpose.In this case report, we present a rare case
of leukocytoclastic vasculitis in our patient who was started ruxolitinib treatment after the diag-
nosis of PMF.

METHODS : Case Report: The patient was diagnosed as PMF by positive JAK2 V617F mutation anal-
ysis performed by peripheral blood PCR. Hydroxurea treatment was started and no response was
obtained. Ruxolitinib (2x15mg) was started. After the treatment, a 2-3 cm diameter lesion was de-
tected in the posterior area of the left ankle and dermatology consultation was planned.Skin biop-
sy was performed with a preliminary diagnosis of drug eruption.Regression was detected in the ex-
isting lesions of the patient who was discontinued with ruxolitinib treatment and was expected to
biopsy result. Meanwhile, skin biopsy was reported as leukocytoclastic vasculitis. All skin lesions
disappeared approximately 2 months after discontinuation of the drug. Ruxolitinib treatment (2x15
mg) was restarted and the skin rash recurred ,the drug dose was reduced to 1x 15 mg and the rash-
es regressed and disappeared. Currently, the patient has no active complaints and is being followed
up without any complications with ruxolitinib 1x15 mg.

CONCLUSION: Discussion: Ruxolitinib is a commonly used oral JAK-2 inhibitor that is effectively
used for constitutional and splenomegaly symptoms of PMF patients.Although cytopenia, neuro-
logical findings, ALT / AST elevation and shingles were the most common side effects, there were no
cases of leukocytoclastic vasculitis in the literature.The patient had no previous skin lesions, the
onset of concomitant rashes, complete disappearance after discontinuation of the drug, and the
reappearance of the drug upon re-initiation were considered as drug-related side effects.It should
be kept in mind that there may be cases of leucytoclastic vasculitis in the use of ruxolitinib that is
increasingly used nowadays.We wanted to share this case in terms of its contribution to the liter-
ature.

P52. FAVORABLE-RISK ACUTE MYELOID LEUKEMIA WITH MUTANT NPM1: THE
ROLE OF ALLOGENEIC HEMATOPOIETIC STEM CELL TRANSPLANTATION

loannis Tsonis!,loannis Baltadakis',Chara Giatra',Zois Mellios',Dimitra
Oikonomopoulou', Konstantinos Girkas?,Maria Garofalaki',Eirini Tziotziou',Zoi
Arapidou’,Tatiana Tzenou',Maria StamouliZ,Maria Bouzani',Sosana Delimpasi'!,Maria
Pagoni',Stavros Gigantes',Panagiotis TsirigotisZ,Nikolaos Harhalakis', Themistoklis
Karmiris',Dimitrios Karakasis'!

'Department of Hematology and BMT Unit, Evangelismos Hospital, Athens, Greece, 22nd
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OBJECTIVE : Allogeneic stem cell transplantation (allo-HSCT) is not indicated as consolidation
of first complete remission (CR1) in favorable-risk acute myeloid leukemia (AML) bearing muta-
tions in nucleophosmin (NPM1) in the absence of FLT3 internal tandem duplication (FLT3-ITD).
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Nevertheless, a substantial proportion of patients eventually proceed to allo-HSCT beyond CR1 or
for chemoresistant minimal residual disease (MRD) while in CR1, which might compromise trans-
plantation outcomes. The study aimed at examining the characteristics and results of allo-HSCT in
AML cases with mutated NPM1 and wild-type FLT3 (NPM1mut/FLT3wt), with special focus on mo-
lecular monitoring of MRD following transplantation.

METHODS : From 11/2010 until 04/2018, 16 patients (women/men, 9/7) underwent allo-HSCT for
NPM1mut/FLT3wt AML. At transplant, median age of patients was 44.5 years (range, 35-63), and
disease phase was CR1 (n=5), CR2 (n=9), or primary refractory (n=2). Among the 13 patients who
were transplanted in CR and had available molecular MRD assessments, 10 had detectable mu-
tant NPM1 transcripts by real-time quantitative PCR (RQ-RCR). Also, 4 patients fulfilled criteria of
molecular relapse (increasing levels of NPM1-mutated transcripts in two successive bone marrow
samples), with mutant NPM1 load of 386-4,900 transcripts/10,000 ABL transcripts). The condi-
tioning regimen was myeloablative in the majority of cases (n=14) or reduced-intensity (n=2). The
type of donor varied, namely HLA-identical sibling (n=6), matched unrelated (n=5), haploidentical
relative (n=3), or double umbilical cord blood (n=2).

RESULTS : Engraftment was achieved in all cases, with a median time to absolute neutrophil count
>500/uL of 16 days (range, 12-29). Among the 13 patients with post-transplant monitoring of
MRD by RQ-PCR, 9 exhibited a stable molecular remission whereas a rising level of NPM1-mutated
transcripts was observed in 4 cases due to either hematologic (n=3) or molecular (n=1) relapse of
disease. The cumulative incidences (CIN) of hematologic relapse and non-relapse mortality (NRM)
were 18.75% and 25% at 12 months, respectively. No events of relapse or NRM were encountered
beyond 6 months from allo-HSCT. Out of 3 patients with hematologic relapse post transplant, 2
died of disease whereas one achieved a stable complete remission after withdrawal of immuno-
suppression. At a median follow-up time of 40 months (range, 14-89), 10/16 patients continue to
be alive in CR. The estimated disease-free (DFS) and overall survival (0S) at 3 years is 56.2% (95%
Cl, 36.5-86.7%) and 62.5% (95% Cl, 42.8-91.4%), respectively.

CONCLUSION: Although the majority of patients are transplanted in relatively advanced phase of
disease, allo-HSCT remains a highly curative modality for NPM1mut/FLT3wt AML cases with refrac-
tory disease or molecular relapse following conventional therapy. Regular monitoring of MRD by
RQ-PCR, as well as identification of additional prognostic molecular markers by next-generation
sequencing (NGS) may allow better timing of allo-HSCT with further improvement of outcomes.
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P53. BONE MARROW RIBONUCLEOTIDE REDUCTASE MRNA LEVELS AND
METHYLATION STATUS AS A PROGNOSTIC FACTOR IN PATIENTS WITH
MYELODYSPLASTIC SYNDROME TREATED WITH 5-AZACYTIDINE
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OBJECTIVE : Ribonucleotide Reductase (RNR) is the enzyme that converts ribonucleotides to de-
oxyribonucleotides required for DNA replication and repair.Imbalance in the regulation of RNR ac-
tivity and control of dNTPs' pool increases mutation rate. Allosteric mechanisms with positive and
negative effectors control enzyme's activity. 5-Azacytidine (AZA) has been found to be a potent
RRM2 inhibitor in acute myeloid leukemia. High expression of RNR is associated with chemoresis-
tance and poorer overall survival in several malignancies. Moreover, RNR overexpression is a poten-
tial mechanism for chemoresistance to nucleoside analogs competing for DNA incorporation. We
investigated the potential role of RNR as a prognostic factor in patients with MDS and the correla-
tion of bone marrow RNR mRNA levels with treatment response to AZA

METHODS : Bone marrow samples were collected from patients with MDS at diagnosis. RNA ex-
traction and reverse transcription were performed using standard protocols. A Tagman based re-
al-time PCR was performed on a CFX96 RT-PCR system (Bio-Rad Laboratories, Hercules, CA, USA).
For both the housekeeping and target genes, a Tagman primer/probe mix was used according to
the manufacturer's instructions (Applied Biosystems, Foster City, CA, USA). RRM1 and RRM2 mR-
NA levels were expressed as an RRM1-2/beta-actin ratio. A High-Resolution Melt (HRM) analysis
for mutation detection of 8 genes of interest in MDS (IDH1, IDH2, SRSF2, SF3B1, U2AF1, ASXL1,
DNMT3A, BCOR) and quantification of the methylation levels of RRM1/RRM2 promoters were al-
so carried out in a subset of 63 samples. IBM SPSS statistics, version 23.0 (IBM Corporation, North
Castle, NY, USA) was used for the analysis of the results.

RESULTS : The study included 123 patients diagnosed with MDS per the WHO 2008/2016 classifi-
cation; 98 of them were treated with AZA. The median mRNA levels of RRM1 were 4.2 times higher
in non-responders (p=0.019) in comparison to responders. The median Overall Survival (0S) of the
cohort was 38.6 months. The median survival after treatment with AZA (0ST) was 20.4 months. A
statistically significant correlation was found between splicing mutations and lower RRM1 mRNA
levels (p=0.044). SF3B1 mutation was found to be correlated with higher RRM2 mRNA levels (me-
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dian 0.2850 vs 0.0241, p=0.023) and with increased platelet and WBC counts. The methylation
status of RRM1 and RRM2 was also correlated with treatment response. Higher methylation per-
centages of both RRM1 (median 64.3% vs 25.2%, p=0.004) and RRM2 (median 24.5% vs 11.8%,
p=0.046) were found in responders.

CONCLUSION: MDS patients with low RRM1 levels had a better response to AZA-treatment. High
RRM1 methylation status was observed to responders, thus making RNR a possible biomarker for
predicting success of epigenetic treatment. This is theoretically sound, since inhibition of RR leads
to deoxyribonucleotide pool reduction, which is fatal for DNA synthesis and repair. RNR activity
is related directly to dNTPs production, therefore AZA-mediated inhibition is likely to cause dis-
turbances in DNA synthesis. Although, patients bearing splicing mutations had low RRM1 levels,
SF3B1+ patients did not respond to AZA. In conclusion, expression of RNR could be used as a prog-
nostic factor for response to AZA treatment and a possible therapeutic target in MDS.

P54. BLASTIC PLASMACYTOID DENDRITIC CELL NEOPLASIA WITH DIFFERENT
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Muruvvet Seda Aydin',Hamza Sumter?,Nalan AkyurekZ,Funda Ceran',Simten
Dagdas',Gulsum Ozet!

'Ankara City Hospital, Department of Hematology, Ankara, Turkey 2Gazi University Medical
Faculty, Department of Pathology, Ankara, Turkey

OBJECTIVE : Blastic Plasmacytoid Dendritic Cell Neoplasia is a very rare and aggressive hemato-
logic neoplasm. Cutaneous involvement is the most common presentation but sometimes the dis-
ease may progress with leukemic presentation. It is a separate entity in WHO 2016 classification of
myeloid neoplasms and acute leukemia. Cell of origin is plasmacytoid dendritic cell. Differentiating
Blastic Plasmacytoid Dendritic Cell Neoplasia from other skin lesions or those of acute myeloid leu-
kemia is challenging. There is no defined standard of care in this rare neoplasia. Inductions ther-
apies may be as ALL/AML like regimens and immunotherapy with tagraxofusp is an option where
available.

METHODS : Herein, we present two cases diagnosed with Blastic Plasmacytoid Dendritic Cell
Neoplasia followed at Hematology Department of Ankara City Hospital.

RESULTS : Case_1: Thirty eight year old male patient admitted to our clinic with left eye swelling.
Before admitting to us, a biopsy was done by otolaryngologists for the soft tissue mass in left max-
illary sinus and nasal cavity seen at computed tomography. Mass was destructing the adjacent
bony features. Biopsy revealed CD20 negative high grade lymphoma. Bone marrow aspiration and
biopsy was negative for lymphoma involvement and PET-CT imaging was consistent with stage IE
disease. CHOP regimen was given for 2 cycles and control PET-CT was negative. Pathology consul-
tation of the paraffin blocks for second look was consistent with blastic plasmacytoid dendritic
cell neoplasia with high TdT and CD56. EBER was negative. The treatment plan was changed as hy-
per-CVAD regimen, with intrathecal chemoprophylaxis. Autologous stem cell transplantation was
planned for the patient. Case_2: Thirty eight year old male patient admitted to our clinic with left
elbow swelling. Biopsy of the elbow revealed CD56 and TdT positive blastic plasmacytoid dendritic
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cell neoplasia with 80% Ki-67 proliferatson index. Bone marrow biopsy was consistent with blastic
plasmacytoid dendritic cell infiltration. PET-CT staging was consistent with stage IV involvement.
He had vitiligo also. Complete blood count was normal during his first admission but he had pancy-
topenia and spontaneous disseminated intravascular coagulation and tumor lysis when pathology
results gathered. Hyper-CVAD regimen was started with aggressive tumor lysis and coagulopathy
management. After 1 cycle of Hyper-CVAD and high-dose methotrexate/cytarabine; he was in com-
plete remission. Intrathecal chemoprophylaxis was done also. Allogeneic stem cell transplantation
was planned for the patient due to leukemic clinical presentation but he had no matched sibling
donor. As control bone marrow biopsy was in complete remission, we decided to proceed with au-
tologuous stem cell transplantation.

CONCLUSION: In this report we aimed to mention that, although median age at diagnosis in this
neoplasia is 65-67 years; younger cases may present to us needing treatment with a curative in-
tent. Stem cell transplantation at first CR is a good option and there is no high grade evidence that
allogeneic stem cell transplantation has better results than autologous. We planned autologous
stem cell transplantation for both of our cases as they also did not have matched sibling donors.

P55. IN CHRONIC LYMPHOCYTIC LEUKEMIA IGHV-IGHD-IGH) GENE
REARRANGEMENTS WITH 100% IGHV GERMLINE IDENTITY CARRY SOMATIC
HYPERMUTATIONS WITHIN THE VH CDR3
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OBJECTIVE : Stratification of patients with chronic lymphocytic leukemia (CLL) based on the so-
matic hypermutation (SHM) status of the immunoglobulin heavy variable (IGHV) gene has estab-
lished predictive and prognostic relevance. SHM assessment takes into account only mutations
within the rearranged IGHV gene excluding the VH CDR3, due to the difficulty in discriminating ac-
tual SHM from nucleotides added during V(D)) recombination. Hence, this approach may underes-
timate the true impact of SHM, overlooking the most critical region for antigen-antibody interac-
tions. In this context, studies from our group in CLL cases with mutated IGHV genes, particularly
subset #4, have revealed considerable intra-VH CDR3 diversity attributed to ongoing SHM.

METHODS : Prompted by these findings, here we investigated whether SHM may also be pres-
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ent in cases bearing unmutated IGHV genes by performing next generation sequencing (NGS) in
12 subset #1 (IGHV clan I/IGHD6-19/1GHJ4) and 5 subset #6 (IGHV1-69/IGHD3-16/IGH)3) patients.
These subsets carry germline-encoded amino acid (aa) motifs within the VH CDR3, namely QWL and
YDYVWGSY, encoded by the IGHD6-19 and IGHD3-16 gene, respectively. Rearrangements with the
same IGHV gene and identical VH CDR3 aa sequences were defined as clonotypes.

RESULTS : Overall, we obtained 1,232,958 (mean: 102,746, range: 20,796-242,519) for subset #1
and 337,710 (mean: 67,542, range: 50,403-79,683) for subset #6. On average, 64.4% (range: 1.7-
77.5%) of subset #1 reads and 49.2% (range: 0.7-70%) of subset #6 reads corresponded to rear-
rangements with IGHV genes lacking any SHM. Clonotype computation revealed 1,831 and 1,048
unique clonotypes for subset #1 and #6, respectively. Subset #1 displayed a mean of 157 distinct
clonotypes per sample (range: 74-267), with the dominant clonotype having a mean frequency of
96.9% (range: 96-98.2%). Of note, 44 clonotypes were shared between different patients (albe-
it at varying frequencies), including the dominant clonotype of 11/12 cases, which was present
in 2-6 additional subset #1 patients. Subset #6 cases carried a higher number of distinct clono-
types per sample (mean: 219, range: 189-243) while the dominant clonotype had a mean frequen-
cy of 95.6% (range: 94.5-96.5%). Shared clonotypes (n=30) were identified also in subset #6 and
the dominant clonotype of each subset #6 case was present in 3-5 additional subset #6 patients.
Focusing on the VH CDR3, in particular the IGHD-encoded part, the following observations were
made: (1) in both subsets, extensive intra-VH CDR3 variation was detected at certain positions
within the IGHD gene; (2) in most cases, the observed aa substitutions concerned aa with similar
physicochemical properties. Particularly noteworthy in this respect were the observations in sub-
set #6 that: (i) the valine residue (V) in the D-derived YDYVWGSY motif was very frequently mutated
to another aliphatic residue (A, I, L); (ii) in cases were the predominant clonotype carried |, several
minor clonotypes carried the germline-encoded V.

CONCLUSION: In conclusion, we provide immunogenetic evidence for intra-VH CDR3 variations, very
likely attributed to SHM, in CLL patients carrying ‘truly unmutated' IGHV genes. While the prognos-
tic/predictive relevance of this observation is beyond the scope of the present work, our findings
highlight the possible need to reappraise definitions (‘semantics’) regarding SHM status in CLL.
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OBJECTIVE : Recent evidence suggests immunomodulatory effects of daratumumab in heavily
pre-treated Multiple Myeloma (MM) patients; however, the precise effects remain under-charac-
terized. REBUILD is an ongoing prospective, multicenter, non-comparative, open-label, phase Il
study that evaluates the effects of daratumumab monotherapy on bone metabolism of patients
with relapsed and/or refractory MM who have had >2 prior lines of therapy, including lenalidomide
and a proteasome inhibitor. Secondary endpoints of the study included the evaluation of T cell dy-
namics by employing next generation sequencing (NGS) and multi-color flow cytometry. Herein we
report the results of this secondary endpoint for the first 14 patients who completed 3 cycles of
daratumumab monotherapy.

METHODS : Overall, we analyzed 28 paired samples collected at screening (n=14) and on Day 1 of
Cycle 4 (C4D1, n=14) of treatment in order to assess potential changes in relation to treatment and
clinical response. Patients were grouped based on best responses into responders (i.e. patients
with partial response [PR, n=1], very good PR [VGPR, n=6]), and non-responders (i.e. patients with
minimal response [MR, n=2], stable disease [SD, n=4], or progressive disease [PD, n=1]).

RESULTS : Only productive TRBV-TRBD-TRB) rearrangements were taken into consideration
(n=3,097,565 | median 101,670/sample) for clonotype computation (i.e. TRB rearrangements with
identical TRBV gene usage and amino acid complementarity-determining region 3 sequence), which
revealed 151,153 distinct clonotypes (median 5,084 clonotypes/sample). Both groups displayed
clonal T cell expansions both pre- and post-treatment and increased clonality after treatment, with
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statistical significance in the responders (median cumulative frequency of the 10 most expanded T
cell clonotypes/sample: 31% pre-treatment versus 40% post-treatment | p=0.04). In both groups,
the clonotype repertoire was almost completely renewed after treatment. Interestingly, in the re-
sponders’ group we noticed that the 10 most expanded clonotypes/sample at C4D1 represented
expansions of clonotypes present at very low frequency at screening, whereas the most expand-
ed clonotypes at screening decreased or even diminished post-treatment, suggesting that daratu-
mumab treatment led to the emergence of anti-myeloma T cell clones which contributed to clinical
response. On the contrary, the 10 most expanded pre-treatment clonotypes in the non-responders’
group tended to dominate also the post-treatment repertoire. Notably, 13 shared clonotypes were
identified amongst the post-treatment repertoires of different patients (responders/non-respond-
ers); shared clonotypes were not found in other entities in public databases, indicating that they
may be “disease-specific” and selected by common tumor-associated antigens. With one excep-
tion, shared clonotypes were detected in cases with relevant HLA restrictions, which is noteworthy
given the random HLA background of our cohort. Finally, flow cytometry analysis revealed a signif-
icant increase post-treatment in the percentage of CD3+ T cells (median frequency at screening
60% versus 83% at C4D1 | p=0.003), driven mostly by the expansion of the CD8+ T cells (median
frequency at screening 30.8% versus 48.9% at C4D1 | p=0.03) in both groups.

CONCLUSION: In conclusion, T cell receptor clonality increases post-treatment through a renewal
mechanism; however, pre-treatment clones significantly expanded post-treatment in responders,
alluding to the existence of anti-MM clonotypes that may be activated after treatment with dara-
tumumab, arguably contributing to clinical response.

P57. ATYPICAL FINDINGS WITH FLOWCYTOMETRY :FOUR CASE REPORTS

Emine Eylem Genc!,Mesude Falay?,Merve Pamukcuoglu! Mehmet Sezgin
Pepeler!,Funda Ceran',Simten Dagdas’,Giilsiim Ozet’

'Ankara City Hospital, Ankara, Turkey 2Diizen Laboratories Group, Turkey

OBJECTIVE : Flowcytometry is a tool which is helpfull for immunephenotyping of heamatologic dis-
eases.Flowcytometric analyse is a technique of identifying cell surface markers by conjugating an-
tibodies with fluorochrome dyes.lIt is frequently used in the diagnosis, routine follow-up and eval-
uation of treatment efficacy.Sometimes atypical findings can be detected.In some cases this test
may present us with different diagnoses and new follow-up parameters.In this report we discussed
four atypical results which was detected with flowcytometry.

RESULTS : Case 1: 60 years old woman admitted with high fever.Patient's blood counts results
are Whbc:2.3x103KL , Neu:0.6x103Hl, Hgb:5g/dL , PLT:67x103Kl. Peripheral blood smear examina-
tion showed blastic cells and it was performed a bone marrow biopsy.Sample was studied with
flowcytometry for immunophenotyping.Results showed that CD34,CD19,TDT,cCD79a,CD22,HLA-
DR,CD15,MPQ positivity at the leukemic cells. Flowcytometry and pathologic results are compatible
with pre-pre B acute lymphoblastic leukemia. MPO positivity was considered an aberrant expres-
sion. Case2: 34 years old male who has leukocytosis at blood count test was reffered to hospital.
Leukemic blasts was seen at peripheral blood smear test. Bone marrow biopsy is compatible with
acute lymphoblastic leukemia.At flowcytometry CD45, CD34, CD10,CD19, ¢TDT, CD38, cCD79a,CD22,
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MPO were positive at flowcytometry.Common ALL was diagnosed which was concomitant with MPO
aberrant expression. Case 3: 72years old man was admitted with a symptom of fatigue.His blood
test showed cytopenia.There was some blasts at peripherical smear.It was performed bone marrow
biopsy.Two clonal cell group were seen at flowcytometry. Myeloperoxidase,CD13,CD117 and HLA-DR
were positive at first clonal cell group, CD38,CD138 positive and MP0,CD13,CD117 and HLA-DR were
negative at second clonal cell group.A composition of multiple myeloma and AML were diagnosed.
Case 4: A 72 years old woman was admitted with lypmhocytosis at blood test.Laboratory results
was wbc:32.700Kl, neu:8.400HL, lym:23.300Kl, Hgb:12.5g/dL, PLT:395x103KL and lypmhocytosis
was only determined. %10 clonal lymphocyte cell group CD5,CD19,CD20,CD200,CD23,CD43,ROR1
were positive at flowcytometry and result was compatible with CLL.We determined another clon-
al cell group.These cell group had CD19,CD79b,CD20 ,CD25,CD200,CD22,Anti kappa was positive,
CD43,CD81,CD10,CD11¢,CD23,CD103,ROR1T was negative. This group of cell was immunophenoty-
phically compatible with MZL.Then we performed bone marrow aspiration and studied flowcytom-
etry too and result was compatible with previous.Result we diagnosed a composite B lymphopro-
liferative disease of CLL and SMZL.

CONCLUSION: Discussion :In this case series we were discussing four patients who has atypical
flowcytometric results.The first and second case who diagnosed ALL but had MPO aberrant ex-
pression.This findings was used to follow-up the minimal residuel disease status.After the chemo-
therapy treatment bone marrow was in remission and achieved to MPO negativity at MRD study.
This aberran marker is more spesific indicator for showing minimal residuel disease.The third and
fourth case were diagnosed composite disease which was seen rare and has frequently incidental-
ly diagnosed.Especially diagnosis of SMZL without splenectomy was difficult.Immunochistochemical
studies at the pathological specimen was still gold standart for the diagnosis,however flowcytom-
etry always support the other techniques which we had been used for diagnoses.Flowcytometry
was also cheaper and faster diagnostic test therefore we suggest to use frequently flowcytometry.

P58. GENOME-WIDE HISTONE ACETYLATION PROFILING IN CHRONIC LYMPHOCYTIC
LEUKEMIA REVEALS A DISTINCTIVE SIGNATURE IN STEREOTYPED SUBSET #8

Maria Tsagiopoulou',Vicente ChapaprietaZ,Nuria Russifiol?,Fotis Psomopoulos3,Nikos
Papakonstantinou®,Niki Stavroyianni®,Achilles Anagnostopoulos,Panagoula
Kollia8,Elias CampoZ,Kostas Stamatopoulos3,).l. Martin-Subero?

lInstitute of Applied Biosciences, Centre for Research and Technology Hellas, Thessaloniki,
Greece; Department of Biology, National and Kapodistrian University of Athens, Athens,
Greece, ZInstitut d" Investigacions Biomédiques August Pi i Sunyer (IDIBAPS), Departamento
de Fundamentos Clinicos, Universitat de Barcelona; Barcelona, Spain, 3Institute of Applied
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6Department of Biology, National and Kapodistrian University of Athens, Athens, Greece

OBJECTIVE : In CLL, subsets of patients carrying stereotyped B cell receptors (BcR) share similar bi-
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ological and clinical features independently of IGHV gene somatic hypermutation status. Although
the chromatin landscape of CLL as a whole has been recently characterized, it remains largely un-
explored in stereotyped cases. Here, we analyzed the active chromatin regulatory landscape of 3
major CLL stereotyped subsets associated with clinical aggressiveness.

METHODS : We performed chromatin-immunoprecipitation followed by sequencing (ChIP-Seq)
with an antibody for the H3K27ac histone mark in sorted CLL cells from 19 cases, including sub-
sets #1 (clan | genes/IGKV(D)1-39, IG-unmutated CLL (U-CLL)(n=3)], #2 [IGHV3-21/IGLV3-21, |G-
mutated CLL (M-CLL)(n=3)] and #8 [IGHV4-39/IGKV1(D)-39, U-CLL(n=3)] which we compared to
non-stereotyped CLL cases [5 M-CLL|5 U-CLL]. In addition, a series of 15 normal B cell samples
from different stages of B-cell differentiation were analyzed [naive B cells from peripheral blood
(n=3), tonsillar naive B cells (n=3), germinal centre (GC) B cells (n=3), memory B cells (n=3), ton-
sillar plasma cells (n=3)].

RESULTS : Initial unsupervised principal component analysis (PCA) disclosed a distinct chromatin
acetylation pattern in CLL, regardless of stereotypy status, versus normal B cells. Detailed anal-
ysis of individual principal components (PC) revealed that PC4, which accounts for 5% of the to-
tal variability, distinguished subset #8 cases and GC B cells from other CLLs and normal B cell
subpopulations. This observation suggests that subset #8 cases may share some chromatin fea-
tures with proliferating GC B cells, in line with the fact that subset #8 BcR are IgG-switched. We
also investigated whether stereotyped CLLs have different chromatin acetylation features com-
pared to non-stereotyped CLLs matched by IGHV somatic hypermutation status and identified 878
Differential Regions (DR) in subset #8 vs. U-CLL, 84 DR in subset #1 vs. U-CLL and 66 DR in #2 com-
pared vs. M-CLL. In aggressive subset #8, the 435 and 443 regions gaining and losing activation,
respectively, mostly targeted promoters (29.5%) and regulatory elements located in introns (31%)
and distal intergenic regions (21.8%). Hierarchical clustering based on the 878 DRs enabled the
clear discrimination of subset #8 cases from U-CLL and normal B cells. Of note, 11/435 regions
gaining activity on subset #8 were found within the gene encoding for the EBF1 transcription fac-
tor (TF); additional regions were associated with genes significant to CLL pathogenesis, e.g. TCF4,
E2F1, CTLA4. Next, we performed TF binding site analysis by MEME/AME suit, separately for regions
gaining or losing activity, and identified significant enrichment (adj-p<0.001) for TFs such as AP-1,
FOX, GATA, IRF.

CONCLUSION: Taken together, subset #8 cases have a distinct chromatin acetylation signature
which includes both loss and gain of active elements, shared features with proliferating GC B cells,
and specific changes in chromatin activity of several genes and TFs relevant to B cell/CLL biology.
These findings corroborate the concept that BcR stereotypy defines subsets of patients with con-
sistent biological profile, while they may also be relevant to the particular clinical behavior of sub-
set #8, known to be associated with the highest risk of Richter's transformation amongst all CLL.
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P59. ACCUMULATION OF ENDOGENOUS DNA DAMAGE SUSTAIN MALIGNANT
PROGRESSION AND INCREASE THERAPY RESISTANCE IN MULTIPLE MYELOMA

Maria Gkotzamanidou',Vassilis Souliotis2,Meletios A. Dimopoulos',Evangelos Terpos'
'Department of Clinical Therapeutics, National and Kapodistrian University of Athens, School

of Medicine, Athens, Greece, ZInstitute of Chemical Biology, National Hellenic Research
Foundation, Athens, Greece

OBJECTIVE : Increased endogenous DNA damage pose a serious threat to cell health, since it may
lead to mutagenesis, genomic instability and cellular apoptosis. Herein, we report high levels of en-
dogenous DNA damage in multiple myeloma (MM) and characterize its type.

METHODS : Malignant bone marrow plasma cells (BMPCs) and peripheral blood mononuclear cells
(PBMCs) of 16 patients with MGUS, 18 with smoldering myeloma (SMM) and 41 with MM were an-

alyzed. Patients with MM were categorized according to their outcome to responders (>PR, n=27)
and non-responders (n=14) to subsequent melphalan therapy. PBMCs from 40 healthy controls
(HC) were examined in parallel. In untreated cells, the endogenous DNA damage (using alkaline
comet assay), the detection of critical markers of the DNA damage response and repair (DDR/R)
network (using western blot), basal oxidative stress (using a luminescence-based assay) and the
endogenous levels of abasic sites (AP-sites) were analyzed. Moreover, cells were ex vivo treated
with 100pg/ml melphalan for 5min and critical DDR/R signals, including fundamental DNA repair
mechanisms [nucleotide excision repair (NER) using Southern blot; interstrand cross-links repair
(ICL/R) using quantitative-PCR; double-strand breaks repair (DSB/R) using immunofluorescence
quantification of yH2AX foci by confocal microscopy] and the induction of apoptosis (using a pho-
tometric enzyme-immunoassay) were evaluated.

RESULTS : In both BMPCs and PBMCs from MGUS, SMM and MM patients, significant progressive in-
crease in the endogenous single-strand breaks (SSBs) and double-strand breaks (DSBs) was found
in MGUS, SMM and MM patients, respectively; PBMCs from HC showed the lowest DNA damage lev-

els (all P<0.05). MM patients, non-responders to subsequent melphalan therapy, showed elevat-
ed levels of endogenous DNA damage compared with responders (P<0.001). Also, in both tissues
analyzed, significant progressive increase in the induction of molecular markers associated with
DSBs (yH2AX, p-53BP1) and SSBs (p-RPA32) was observed in MGUS, SMM and MM patients, respec-
tively, confirming the progressive accumulation of both SSBs and DSBs in patients' cells. Moreover,
in both BMPCs and PBMCs, significant progressive increase in the oxidative stress and the AP-sites
was observed in MGUS, SMM and MM patients; PBMCs from HC showed the lowest levels of both
factors (P<0.05). Non-responders exhibited higher levels of oxidative stress and AP-sites (P<0.05).
Significant correlations were observed between the endogenous DNA damage and the oxidative
stress or the AP-sites in the same patients, suggesting that the endogenous DNA damage may,
at least partly, result from oxidative stress and/or the induction of AP-sites. In addition, in both
tissues analyzed, substantial progressive increase in the NER, ICL/R and DSB/R efficiencies were
observed in MGUS, SMM and MM patients, respectively; PBMCs from HC showed the lowest repair
rates (all P<0.001). Non-responders showed higher NER, ICL/R and DSB/R rates (P<0.001). Finally,
in both BMPCs and PBMCs a gradual suppression of the apoptotic pathway was observed in MGUS,

116



SMM and MM patients; PBMCs from HC showed the highest apoptosis rates (all P<0.001). Non-
responders showed lower apoptosis rates(P<0.001).

CONCLUSION: Increased levels of endogenously generated DNA damage, which are correlated with
increased formation of DNA damage and preserved DNA repair, may be implicated in the transfor-

mation process of myelomagenesis and the outcome of anti-myeloma therapy.

P60. IS PRESCRIBING ACID SUPPRESSIVE DRUGS FOR EVERY PATIENT IS A GOOD
DECISION? : A PH+ ALL CASE REPORT

Ayse Giinay',Zeynep Tugba GiivenZ,Serhat Celik2,Mustafa CetinZ,Miikerrem Betiil
Aycan',Eren Demirpolat!Ali Unal2

'Erciyes University, Faculty of Pharmacy,Kayseri,Turkey 2Erciyes University, Department of
Hematology, Kayseri, Turkey

OBJECTIVE : Prescribing acid suppressant drugs is a common practice used to prevent patients
from gastrointestinal symptoms that can occur due to use of co-medications. Especially patients
with malignancy are exposed to many medications during their cancer treatment regimens. Drug-
drug interactions are among major problem that can cause treatment failures. While it is crucial to
take into account potential interactions for getting the desired effect from drugs physicians may
not always be aware of the effect of those interactions on the success of the treatment. In recent
years novel orally administered, molecularly targeted anticancer drug therapies have been intro-
duced in oncology and hemato-oncology fields. These new drug class members are weak bases
that shows pHdependent solubility, thereby suppression of patient's gastric acidity with proton
pump inhibitors, H2 receptor blockers or antacid supplements could impair their absorption and
it results decreasing bioavailability of tyrosine-kinase inhibitors. Many studies suggest that drug-
drug interactions between acid suppressive drugs and tyrosine-kinase inhibitors can be clinical-
ly relevant. The oral absorption of dasatinib, crizotinib, erlotinib, lapatinib, gefitinib and pazopanib
can be substantially altered by concomitant use of acid suppressive treatment. If it is not neces-
sary, the combination of these drugs with acid suppressive medications should be avoided.

METHODS : Case report 24 years old woman was diagnosed with philadelphia gene positive acute
lymphoblastic leukemia nine years ago. The patient used acid suppressive drugs through her all
treatments and continued using them. She treated with 8 course of Hyper-CVAD chemotherapy
regimen and imatinib 600 mg/day and continued using imatinib for 2 years with bad compliance.
After recurrence of patient's malignancy, imatinib was switched to dasatinib 140 mg per day. After
some serious side effects, nilotinib was prescribed. But patient's genetic tests showed that bcr-
abl mutation ratios were increasing therefore again dasatinib 100 mg per day therapy was started.
With this treatment major molecular response had been achived but bcr-abl positiveness was still
an issue. After genetic tests revealed that patient's philadelphia chromosome is 0.18 positive, hap-
lo allogenic bone marrow transplantation was planned from her brother. The interaction between
dasatinib and lansoprazol is brought to physician's' attention and proton pump inhibitor therapy is
changed to antacid supplements before 13 days of transplantation. Patient received antacid sus-
pensions and sucralfate at least 2 hours before or after dasatinib administration instead of lanso-
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prazole. Patient's pH chromosome test results started to become negative and transplantation was
successfully performed. Her latest gene flow showed no positiveness of philedelphia chromosome.
Patient is fully recovered and accepted by clinicians in fully remission.

RESULTS : The usage of PPIS and H2RA is common and it may not be a good decision to prescribe
those type medicines to patients that are on tyrosine-kinase inhibitor drug treatment

CONCLUSION: Altered bioavailability of tyrosine-kinase inhibitors due to acid suppressive therapy
is an important issue. Therefore drug-drug interactions must be a prominent issue that is taken in-
to account when planning patients' cancer therapy. Physicians and clinical pharmacists should be
aware of these interactions and take necessary precautions.

P6 1. BONE MARROW NECROSIS IN ACUTE MYELOID LEUKEMIA: A CASE REPORT

Aglaia Skolariki',Theodora Triantafyllou',Konstantina Keramidioti',Vasiliki
Palaska',Antonios Gerofotis',Paschalis Karadaglis',Aikaterini Tsara',Kiriaki
Tsirou',Evgenia Verrou',Asimina Papanikolaou?,Eirini Katodritou',Pavlina
Konstantinidou'

'Hematology Department, Theagenio Cancer Hospital, Thessaloniki, Greece,?’Hematopathology
Department, Evangelismos Hospital, Athens, Greece

OBJECTIVE : Bone marrow necrosis (BMN) is an uncommon, non-specific pathologic finding associ-
ated with a wide spectrum of inflammatory, infectious and thrombotic conditions, as well as under-
lying malignancies, especially of hematopoietic origin. We report the case of a 70-year-old woman
with acute myeloid leukemia (AML) presenting with bone marrow failure and extensive BMN.

METHODS : A 70-year-old woman with an 8-year history of chronic lymphocytic leukemia (CLL) Rai
stage 0, for which she received no treatment, was admitted to a cardiology department and sub-
sequently referred to our hematology department due to progressive chest pain, along with a 20-
day history of generalized bone pain. During her hospitalization, she manifested night sweats and
fever > 38 °C. Physical examination was unremarkable. A complete blood count revealed leuco-
cytosis and neutropenia (lymphocytes; 14.38 G/L, neutrophils; 1.49 G/L) and a low platelet count
(49 x 109/pL). Further blood tests demonstrated elevated serum levels of lactate dehydrogenase
(LDH); 4044 U/L, alkaline phosphatase (ALP); 691 IU/L, ferritin; 9344.8 ng/ml, fibrinogen 771.9 mg/
dL, CRP 53.5 and D-Dimers 32867 ng/mL. Imaging tests with computed tomography of the chest
and abdomen, as well as CT pulmonary angiography, were unrevealing of significant pathology. No
pathogen was isolated from blood, urine, sputum and blood marrow cultures. The results of a broad
panel of autoantibody tests were negative, as well as Mantoux and quantiferon-TB Gold tests. Her
peripheral blood smear contained rare blast cells and the bone marrow aspiration and biopsy re-
vealed a hypocellular marrow with extensive necrosis. The patient exhibited progressive anemia
and low levels of fibrinogen (87.5 mg/dL), requiring transfusion support. Concurrently, the FDG-PET
scan revealed diffuse bone marrow FDG uptake with photopenic lesions consistent with the find-
ings of BMN. A second attempt at bone marrow biopsy yielded extensive necrosis, leukemic infiltra-
tion of immature cells of the monocyte-macrophage series, along with infiltration of rare CLL cells
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and a final diagnosis of acute monoblastic leukemia was established.

RESULTS : The patient received induction chemotherapy with 7 + 3 regimen (cytarabine and
daunorubicin), followed by two cycles of the HiDAC regimen, to which she responded with remis-
sion of the systemic symptoms, blood count recovery and partial metabolic response according to
the PET/CT scan. However, repeat bone marrow biopsy persistently showed necrosis. Two months
later, new-onset fever and bone pain, as well as PET/CT restaging findings, revealed relapse with
detection of new bone marrow lesions of increased uptake, while BMN adhered. We continued her
treatment with the FLAG-Ida regimen for refractory AML with no signs of response. She is now un-
der treatment with decitabine and supportive care.

CONCLUSION: BMN is an uncommon finding in AML and has been associated with aggressive AML
variants leading to inferior treatment outcomes and poor prognosis. Most prominent symptoms are
bone pain and fever, while laboratory findings include anemia, thrombocytopenia and elevated se-
rum levels of LDH and ALP. Diagnosis is typically established through bone marrow aspiration and
biopsy. In conclusion, physicians should maintain a high index of suspicion for an underlying malig-
nant condition and proceed to treatment accordingly and in a timely manner.

P62. DIFFUSE LARGE B CELL LYMPHOMA AND HODGKIN LYMPHOMA: A CASE OF
COMPOSITE LYMPHOMA

Gokhan Tazegul!,Unal Atas',0rhan Kemal Yiicel!,0zan Salim',Levent Undar!

'Akdeniz University Faculty of Medicine, Department of Internal Medicine, Division of
Hematology,Antalya, Turkey

OBJECTIVE : Composite lymphoma (CL) is lymphomas that occur together, typically within the
same organ, simultaneously in the same patient; however, two separate sequential lymphomas
are classified as CL as well. Herein, a case with diffuse large B cell lymphoma and Hodgkin lympho-
ma is presented.

RESULTS : A 55-year-old male patient presented with abdominal pain and fatigue that had start-
ed 3 months ago. Gastroscopy revealed an ulcerated mass of 8 centimeters in diameter. Curative
surgery was performed because the first tissue biopsy was malignant but the subtype could not be
differentiated and imaging was consistent with gastric malignant neoplasm at an advanced stage.
Postoperative pathology revealed lymphoma, he was referred for subtyping and treatment plan-
ning. On admission, he had weight loss. Pathology showed neoplastic cells with irregular nuclear
membranes, lobulated nuclei and/or multinuclear cells, prominent nucleoli, some of which resem-
bled Reed-Steinberg cells in both the gastric wall sections and adjacent lymph nodes. In immuno-
histochemical examination, tumor tissue in the gastric wall was positive for CD20, 23, 30, 45, 79a,
BOB1, Bcl2, C-myc, MUM1 and PAXS5, whereas CD 5, 10, 15, 138, Bcl6 were negative. CD 30, BOB1,
Bcl2, MUM1 and PAX5 were positive in lymph node tumor tissue, whereas CD 5, 10, 15, 20, 23, 794,
138, Bcl6 and C-myc were negative. With these findings, R-EPOCH (rituximab, etoposide, predniso-
lone, vincristine, cyclophosphamide, adriamycin) treatment was planned. Patient had a partial re-
sponse after 2 cycles and the treatment was completed in 6 cycles. He was in complete remission
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after 3 months of treatment. Clonality analysis of neoplastic cells from lymph node and stomach
tissue is continuing.

CONCLUSION: The diagnosis of CL is difficult and there is a possibility of overlooking the disease,
making it a rare condition. In the present case, surgery was performed considering a solid organ
malignancy. Postoperative pathology revealed a composite lymphoma, although there were similar
microscopic findings in the stomach and lymph nodes, the gastric tissue profile supports non-ger-
minal cell double compressor Diffuse Large B Cell Lymphoma, whereas lymph node immunohisto-
chemistry profile supports Hodgkin Lymphoma due to widespread loss of CD20 and CD30 positivity.
Although these findings are interpreted as neoplastic cells showing different differentiation in both
tissues, clonality analysis of neoplastic cells from lymph node and gastric tissue is continuing to
support this hypothesis. Both components of the disease need to be taken into consideration when
determining the treatment strategy for CL. When CL occurs consecutively, the treatment strategy is
determined by the order of development of the disease, but in concurrent cases a treatment regi-
men that may be effective on both subtypes should be preferred. In this case, a treatment regimen
which was effective for both subtypes was used and after 6 cycles of treatment, the patient is be-
ing monitored in remission. The diagnosis and management of CL is difficult because of the hetero-
geneity of the clinical, biological and histological aspects of the disease. If there is a discrepancy
between the different histological tests, the diagnosis should be suspected. Treatment should be
based on lymphoma subtypes.

P63. I1GD MYELOMA PRESENTING WITH MYELOMATOUS PLEURAL EFFUSION: A
RARE PRESENTATION OF A RARE CASE
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OBJECTIVE : IgD multiple myeloma (MM), which is less than 2% of the patients with MM, is a rare
disease with poor prognosis. Most patients present with bone pain, extramedullary disease is ra-
re. Pleural effusion is rarely observed among all MM patients and may occur due to nephrotic syn-
drome, pulmonary embolism, heart failure or amyloidosis. Myelomatous pleural effusion (MPE)
constitutes less than 1% of effusion in MM patients. MPE is correlated with poor prognosis and
advanced disease. It is rarely seen as the first symptom of MM. Herein, we report a very rarely en-
countered IgD-MM patient who suffers from a very rare presenting finding, MPE.

RESULTS : A 42 years old female patient, who was taken into intensive care unit with dyspnea was
consulted to us for thrombocytopenia. Her symptoms started 2 months ago and she had been receiv-
ing antibiotherapy for pleural effusion. First laboratory measurements were: Hemoglobin;7.2 gr/dl,
Thrombocytes;241.000/mm3, Leucocyte;9.230/mm3, Neutrophil;6.560/mm3, Creatinine;5.8 mg/
dL, GFR;8 mL/min/1.73/m2, BUN;59 mg/dL, Calcium;13 mg/dL, Total protein;6.5 g/dL, Albumin;3.3
g/dL. On the second day of hospitalization her peripheral blood smear, which was inspected due
to a thrombocyte count of 43.000/mm3, was consistent with pseudothrombocytopenia. However,
some atypical plasma cells were seen. Pleural efussion was exudative and leucocyte count was
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13.284/mm3. In flow-cytometric examination of pleural effusion, 92% of these leucocytes were
CD38 and CD56 positive plasma cells. Serum 1gG, IgA, IgM and free kappa levels were low, on the
contrary free lambda level was high (lambda/kappa ratio; 379). She had a 3.5 gr/day proteinuria
and almost all of it was nonalbuminuric (lambda) proteinuria. We diagnosed the patient as MM and
MPE with bone marrow smear and flow cytometry findings. While the patient was still intubated, we
began VCD treatment (bortezomib; 1,3 mg/m2-dexamethasone; 40 mg (1-4-8-11), cyclophospha-
mid; 500 mg/day (1-8-15)). At the same time, we applied plasmapheresis twice. With the addition-
al tests the following findings are obtained; IgD;3860lu/ml, serum immunofixation electrophoresis
(IFE) IgD-lambda and lambda light chain biclonal band, lambda light chain monoclonal band was
found in urine IFE. Chest CT showed a hematoma on the left thorax due to rib fractures caused by
lytic lesions. After the first cycle, renal functions rapidly improved and proteinuria regressed. In the
meantime, we also administered zoledronic acid. Patient was in complete response after 4 cycles
of VCD treatment. After that, she subsequently recieved autologous stem transplantation. In the
third month of the transplantation, we continue to follow up the patient with complete response.

CONCLUSION: Literature suggests that the probability of MPE is more at IgD-MM patients.
Extraosseous spread, one of the prominent features of IgD myeloma, is thought to cause this con-
dition. It was also reported that the clinical course of patients with MPE was more aggressive and
that prognosis could be poor regardless of the MM subtype. In such cases, bortezomib based regi-
mens and autologous stem cell transplantation in the long term are considered as the most effec-
tive treatment method.

P64. A VERY RARE CASE OF HEMOGLOBINOPATHY: HBS-BETA THALASSEMIA
DISEASE

Elif Karaca',Serhat CelikZ,Zeynep Tugba Giiven3,Leylagiil Kaynar4 Mustafa Cetin3 Ali
Unal®,Biilent Eser’”

Erciyes University, Faculty of Medicine, Hematology Department, Kayseri, Turkey

OBJECTIVE : Sickle cell Anemia, is a disease that occurs with valine is replaced by glutamate in
the 6th gene in beta hemoglobin and HBS occurence.1,2 Due to the fact that all clinical symptoms
in Sickle Cell Anemia are proportional to the amount of HBS in the cell, Hb S Beta Talasemia have
faint and nonspecific sympthoms then Sicle Cell Anemia, because of the mild increase of Hb A2.3
Therefore, sickle cell anemia and beta thalassemia patients are often diagnosed in childhood, while
Hb S / Beta thalassemia is usually diagnosed in the middle-aged. The clinical course of the disease
is characterized by attacks of spontaneous muscle-bone pain, microinfarcts in many organs, and
stress-induced occlusive crises.

METHODS : A 51-year-old female patient had intermittent attacks of muscle and bone pain lasting
up to 1 week since the age of 6 years. In 2012 and 2015, aseptic osteonecrosis was diagnosed in
tibial biopsies. The patient who was evaluated as fibromyalgia was admitted to our intensive care
unit because of frequent and severe pain and confusion.In laboratory assesment, WBC: 3,970/uL
HB: 6,8g/dL PLT: 128.000/pL LDH: 2401u/L indirect bilirubine:2.1 g/dL. In peripheral smear (PS)
showed erythroblasts, dacryocytes and mild left shift, and schistocytes were seen in second PS af-
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ter 8 hours. Plasmapheresis was performed. The diagnosis of TTP was discontinued in the patient
with ADAMTS 13 activity of 95%, but plasmapheresis was continued due to partial response. Pulse
steroid for 7 days was given. Bone marrow biopsy performed erythroid series increased. There were
no clues in flow cytometry for paroxysmal nocturnal hemoglobinuria. Serum electrophoresis was
requested in the patient who had splenic microinfarcts in abdominal CT and millimetric infarcts
in cranial CT. The patient with HbS:> 35, HbA2: 5.5 in electrophoresis was diagnosed as Hb S Beta
Thalassemia and started Hydroxiurea. The treatment was discontinued upon the development of
rash and bisitopenia. Hemoglobin exchange was performed twice in the patient who was decided to
undergo electrophoresis, we achieve laboratory and clinical response with hemoglobin exchange.

RESULTS : Because of a blurred consciousness after a painful attack her symptoms followed up
with the differential diagnosis for TTP in the first place The presence of schistocytes in PS and par-
tial response with improvement in consciousness with plasmapheresis brought us closer to TTP.
Due to high activity of ADAMTS 13 this diagnosis has been removed.Increased erythrocyte series
in bone tissue, cranial and splenic microinfarcts in CT and the compatible laboratory tests with mi-
croangiopathic hemolytic anemia guided us to use hemoglobin electrophoresis for the evaluation
and diagnosis. Hemoglobin exhange showed significant response both in electrophoresis, clinical
symptoms and laboratory findings.

CONCLUSION: HB S - Beta Thalassemia is a rare and nonspecific clinical entity in childhood. In pa-
tients with symptoms suggestive of TTP-HUS as in this case, a good childhood history should be
considered in the differential diagnosis in the presence of microangiopathic findings (cranial and
splenic microinfarcts, aseptic osteonecrosis) and hemoglobin electrophoresis should be performed
for diagnosis.
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