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5th GRECO - ISRAELI
HEMATOLOGY MEETING

INVITATION

Dear colleagues,

We would like to welcome you to the 5t Greco-Israeli Hematology Meeting, which
is held in Thessaloniki, 18-20 May 2023.

After more than two years of pandemic we are very happy to invite you in a congress
with physical presentation. Colleagues from Israel, Cyprus and all over around Greece
will join us in another successful and of high scientific level meeting. New data in the
most important topics of hematology will be presented in the scientific program. We
also continue the successful sessions of working groups, which are active, offering the
participants the opportunity to discuss their work and research.

We invite you all to join the meeting to present data, discuss and work together.

The Co-Chairmen

Damianos Sotiropoulos Benjamin Brenner
G. Papanikolaou Hospital Rambam Health Care Campus
Thessaloniki, Greece Haifa, Israel

18-20 May 2023, Thessaloniki, Greece, Porto Palace Hotel
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SCIENTIFIC PROGRAM

Thursday May 18, 2023
09:00-10:00 MYELOMA WORKING GROUP
10:00-11:00 LYMPHOMA WORKING GROUP
11:00-11:30 Coffee Break

11:30-13:00 ROUND TABLE

MULTIPLE MYELOMA
Chair: E. Katodritou, I. Avivi

The value of MRD in multiple myeloma
0. Tsitsilonis

Treatment options in newly diagnosed multiple myeloma
I. Avivi

Biology and treatment of AL amyloidosis
M. Michael

13:00-14:00 ROUND TABLE

CELLULAR THERAPIES
Chair: I. Sakellari

Confronting GVHD
T. Zuckerman

CAR-T cells in NHL
I. Baltadakis

14:00-15:00 Lunch Break

18-20 May 2023, Thessaloniki, Greece, Porto Palace Hotel @



15:00-16:00

16:00-17:00

17:00-17:30

1820
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Thursday May 18, 2023

SATELLITE SYMPOSIUM

HOW INNOVATION IMPACTS ON TREATMENT OF B-CELL
MALIGNANCIES IN NEWLY DIAGNOSED PATIENTS
Chair: S. Delibasi, A. Papalexandri

Multiple myeloma
S. Delibasi

Chronic lymphocytic leukemia
A. Papalexandri

N—
Sponsored by janssen )' oncology

o)
)

ROUND TABLE

INFECTIOUS DISEASES IN HEMATOLOGY
Chair: S. Metallidis

Multidrug resistance bacteria: an unfortunate cause of death
N. Sypsas

Covid-19: differences between hematological patients and the
community

D. Sotiropoulos

Coffee Break

5% GRECO - ISRAELI HEMATOLOGY MEETING



17:30-18:30

17:30-17:55

17:55-18:20

18:20-18:30

18:30-19:30

18:30-19:00

19:00-19:30

19:30

5th GRECO - ISRAELI
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1820

Thursday May 18, 2023

SATELLITE SYMPOSIUM

WHAT WE EXPECT FROM A NEW JAK2 INHIBITOR: MORE THAN
SYMPTOM AND SPLEEN REDUCTION
Chair: D. Sotiropoulos, P. Panagiotidis

Anemia and blood transfusions at myelofibrosis patients
P. Panagiotidis

What's the impact we could have from a new JAK2 inhibitor on
anemia in myelofibrosis?
D. Sotiropoulos

Sponsored by GSK

Discussion

Opening Ceremony
Greetings

Opening Lecture

Ancient Thessaloniki

Eleni Papagianni, Associate Professor in Classical Archaeology,
Department of Archaeology, Aristotle University of Thessaloniki, Greece

Welcome Reception

18-20 May 2023, Thessaloniki, Greece, Porto Palace Hotel
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08:30-09:30

09:30-10:30

10:30-11:00

11:00-11:30

11:30-12:00

Friday May 19, 2023

MPN WORKING GROUP

ROUND TABLE
HEMOGLOBINOPATHIES
Chair: E. Vlachaki

New perspectives in $-Thalassemia
A. Kourakli

Advances in the treatment of sickle cell anemia
D. Pantelidou

SATELLITE LECTURE

Chair: P. Panagiotidis

Are there still dilemmas in the treatment of ITP after steroid failure?
G. Kaiafa

Sponsored by dSobi

rare strength

Coffee Break

SATELLITE LECTURE
Chair: G. Kaiafa
The role of lenalidomide in the current and the future therapeutic

algorithm of multiple myeloma
V. Douka

Sponsored by tevd

5% GRECO - ISRAELI HEMATOLOGY MEETING
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Friday May 19, 2023

12:00-13:00 ROUND TABLE
ACUTE LEUKEMIAS
Chair: J. Rowe

Clonal evolution in AML
L. Shlush

Bispecific antibodies and CAR-T cells in ALL
M. Angelopoulou

13:00-14:00 ROUND TABLE

LYMPHOMAS
Chair: M. Antoniadis, E. Mandala

CNS lymphoma
S. Ringelstein

Treatment related issues in Hodgkin lymphoma
T. Vassilakopoulos

14:00-14:30 SATELLITE LECTURE

Chair: N. Giannakoulas

The role of IMiDs as a backbone treatment in RRMM
E. Spanoudakis

Sponsored by L'“' Bristol Myers Squibb”

14:30-15:30 Lunch Break

18-20 May 2023, Thessaloniki, Greece, Porto Palace Hotel @



15:30-16:00

16:00-16:30

16:30-17:00

17:00-17:30
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Friday May 19, 2023

SATELLITE LECTURE

Chair: I. Kotsianidis

New treatments for unfit AML patients in clinical practice
E. Hatzimichael

Sponsored by obbvie

LECTURE
Chair: A. Pouli

Hematological malignancies in pregnancy
N. Horowitz

SATELLITE LECTURE
Chair: I. Sakellari
Isavuconazole in the treatment of invasive mould infections in the

hematology patient
M. N. Gamaletsou

Sponsored by é Pﬁzer

Coffee Break

5% GRECO - ISRAELI HEMATOLOGY MEETING



17:30-18:30

18:30-19:00

5th GRECO - ISRAELI
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Friday May 19, 2023

ROUND TABLE
THROMBOSIS AND HEMOSTASIS
Chair: E. Grouzi, B. Brenner

Travel related thrombosis
B. Brenner

The future in anticoagulant treatment
E. Papadakis

Hemophilia care in the new era, changing paradigm and evolving
challenges

G. Kenet

SATELLITE LECTURE

Chair: D. Sotiropoulos

What do people with hematologic diseases face due to COVID-19?

What is the role of mAbs
Th. Chrysanthidis

Sponsored by AstraZeneca

18-20 May 2023, Thessaloniki, Greece, Porto Palace Hotel



08:30-09:30

09:30-10:00

10:00-10:30

10:30-11:00

11:00-12:00
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Saturday May 20, 2023

AML WORKING GROUP

LECTURE

Chair: N. Stavroyianni

New treatment options in CLL
T.Tadmor

LECTURE
Chair: A. Papalexandri

NGS: a powerful tool
A. Argiriou

Coffee Break

ROUND TABLE

MYELODYSPLASTIC SYNDROMES
Chair: A. Symeonidis

Cardiovascular disease and MDS
I. Kotsianidis

MDS 2023: challenges in diagnosis and treatment
M. Mittelman

5% GRECO - ISRAELI HEMATOLOGY MEETING



12:00-13:00

13:00-14:00

14:00-14:30

14:30-15:30

15:30-16:00

18-20 May 2023, Thessaloniki, Greece, Porto Palace Hotel
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Saturday May 20*, 2023

SATELLITE SYMPOSIUM

NEW INSIGHTS IN POLYCYTHEMIA VERA AND CHRONIC
MYELOID LEUKEMIA
Chair: D. Sotiropoulos

Treating patients with inadequately controlled PV: is molecular
response linked to clinical outcomes?
G. Vassilopoulos

Management of CML patients after 2 TKls, challenges and emerging
therapy options
M. Dimou

Sponsored by !, NOVARTIS
Lunch Break

SATELLITE LECTURE

Chair: N. Giannakoulas

Clinical data and choice of treatment combination in 2nd line
management of relapsed and/or refractory multiple myeloma
E. Spanoudakis

Sponsored by SQ nofi

ROUND TABLE

MYEOLOPROLIFERATIVE NEOPLASMS
Chair: D. Sotiropoulos, P. Panagiotidis

Myelofibrosis beyond JAK2 inhibitors
I. Tsonis

10 years stop TK1s: where are we now?
P. Panagiotidis

Coffee Break
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Saturday May 20, 2023

PLENARY SESSION
Chair: B. Brenner, D. Sotiropoulos

THE DIAGNOSIS OF THE ETIOLOGY OF INFECTION AS BACTERIAL
USING INFRARED SPECTROSCOPY OF WHITE BLOOD CELLS AND

MACHINE LEARNING ALGORITHM

Kapelushnik J.', Sharaha U2 Beck G.', Eshel Y.!, Agbaria A3, Lapidot |.%
Huleihel M.2, Mordechai S.3, Salman A.*

'Soroka University Medical Center, Department of Hematology and Oncology,
Saban Pediatric Medical Center, 2Department of Microbiology, Inmunology,
and Genetics Ben-Gurion University, Department of Physics, Ben-Gurion
University, “Department of Electrical and Electronics Engineering Tel-Aviv
Academic College of Engineering, *Department of Physics, SCE-Sami Shamoon
College of Engineering

INCREASED NEUTROPHIL EXTRACELLULAR TRAPS DURING
CRISIS IN ADULT SICKLE CELL DISEASE PATIENTS

Varelas C.", Vlachaki E.2, Klonizakiss P2, Pantelidou D.3, Giatagantzidou I.3,
Koravou E.!, Christodoulou 1.2, Touloumenidou T.", Papalexandri A.",
Sakellari I, Gavriilaki E.>

'G. Papanikolaou Hospital, *Aristotle University of Thessaloniki, >AHEPA
Hospital, Thessaloniki, Greece

INCIDENCE AND RISK FACTORS OF CENTRAL NERVOUS SYSTEM
RELAPSE (CNSR) IN PATIENTS WITH PRIMARY MEDIASTINAL
LARGE B-CELL LYMPHOMA (PMLBCL): DATA FROM A LARGE
MULTINATIONAL COHORT STUDY

Vassilakopoulos T.', Panitsas F.!, Mellios Z.2, Apostolidis J.3, Piperidou A.},
Michael M.#, Gurion R, Akay 0.5, Hatzimichael E.7, Karakatsanis S.2,

Dimou M.', Kalpadakis C.°, Katodritou E.°, Leonidopoulou T."",

Kotsianidis I."%, Giatra H.2, Kanellias N.'3, Sayyed A3, Tadmor T.", Kaynar L.">,
Zektser M.'S, Symeonidis A."7, Atalar S.5, Verrou E.'°, Gutwein O.'%, Ganzel C.",
Karianakis G.%°, Isenberg G.?', Gainaru G.%, Triantafyllou T.'°, Vrakidou E.?°,
Palassopoulou M.%2, Ozgur M.%, Paydas S.*, Tsirigotis P.**, Tsirogianni M.,
Tuglular T, Chatzidimitriou C.!, Kotsopoulou M.%, Terpos E.'%, Zikos P,
Koumarianou A, Poziopoulos C.%°, Boutsis D.>', Gafter-Gvili A%, Karmiris T.?,
Angelopoulou M.', Bakiri M.2, Pangalis G.'*?, Panayiotidis P, Ferhanoglu B.,
Papageorgiou S.%, Horowitz N.*!

'Department of Haematology and Bone Marrow Transplantation, National

5% GRECO - ISRAELI HEMATOLOGY MEETING
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and Kapodistrian University of Athens, Laikon General Hospital, 2Department
of Haematology and Lymphoma, Evangelismos General Hospital, *Lymphoma
Program, Department of Adult Hematology & Stem Cell Transplantation, King
Fahad Specialist Hospital, “Department of Haematology, Nicosia General
Hospital, *Rabin Medical Center, PetachTikva, Tel Aviv University, ‘(Hematology
Department, Kog¢ University, School of Medicine, "Department of Haematology,
Faculty of Medicine, School of Health Sciences, University of loannina, Third
Department of Internal Medicine, National and Kapodistrian University of
Athens, Sotiria Hospital, °Department of Haematology, University of Crete,
"°Department of Haematology, Theagenion Anticancer General Hospital,
""Department of Haematology, Sismanoglion General Hospital, ?Department of
Haematology, Democritus University of Thrace, *Department of Therapeutics,
National and Kapodistrian University of Athens, Alexandra Hospital, “Bnai Zion
Medical Center, "Erciyes University, 'Soroka Medical Center, '"Hematology
Division, Department of Internal Medicine, University of Patras, ¥ Shamir Medical
Center, *Shaare Zedek Medical Center, °Hygeia Hospital, 2’ Rambam Medical
Center, #?Department of Hematology, University Hospital, University of Thessaly,
BKocaeli University, **Cukurova University, #?Second Propaedeutic Department
of Internal Medicine, National and Kapodistrian University of Athens, Attikon
Hospital, *Department of Hematology and Bone Marrow Transplantation,
Saint Savvas Regional Cancer Hospital, ?Marmara University, 2Department
of Hematology, Metaxa Cancer Hospital, ?Hematology Department, General
Hospital of Patras “Agios Andreas’, **Department of Hematology, Metropolitan
Hospital, *’Department of Hematology, Athens Navy Hospital, **Department of
Haematology, Athens Medical Center, Psychikon Branch

004 REAL-LIFE EXPERIENCE WITH RITUXIMAB-DOSE-ADJUSTED
EPOCH (R-da-EPOCH) IN PRIMARY MEDIASTINAL LARGE B-CELL
LYMPHOMA (PMLBCL): A MULTINATIONAL ANALYSIS OF 274
Vassilakopoulos T.!, Ferhanoglu B.2, Horowitz N.3, Mellios Z.#, Kaynar L2>,
Zektser M.5, Symeonidis A/, Piperidou A.', Giotas A8, Agathocleous A’
Kalpadakis C.'°, Akay O.", Atalar S'", Katodritou E', Leonidopoulou T.%,
Papageorgiou S.™, Tadmor T.”*, Gutwein O.'¢, Karakatsanis S."7, Ganzel C."¢,
Karianakis C.'%, Isenberg G.?°, Gainaru G.", Vrakidou E.", Palassopoulou M.?,
Ozgur M., Siakantaris M.!, Paydas S.%, Tsirigotis P.'#, Tsirogianni M.*,
Hatzimichael E.%, Tuglular T%, Chatzidimitriou C.", Megalakaki E.?,

Kanellias N.?8, Zikos P?°, Koumarianou A.3°, Gafter-Gvili A.3',

Angelopoulou M., Karmiris T.4, Gurion R.*

'Department of Haematology and Bone Marrow Transplantation, National
and Kapodistrian University of Athens, Laikon General Hospital, ?Hematology

18-20 May 2023, Thessaloniki, Greece, Porto Palace Hotel @
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Department, Kog¢ University, School of Medicine,, *Rambam Medical Center,
*Department of Haematology and Lymphoma, Evangelismos General Hospital,
*Erciyes University, SSoroka Medical Center, ’THematology Division, Department
of Internal Medicine, *MDH, °Bank of Cyprus Oncology Center, °Department
of Hematology, University Hospital, University of Crete, ""Department of
Hematology, Koc University, '“Department of Hematology, Theagenion
Anticancer General Hospital, *Department of Hematology, Sismanoglion
General Hospital, “Second Propedeutic Department of Internal Medicine,
National and Kapodistrian University of Athens, Attikon General Hospital,
*Department of Hematology, Bnai Zion Medical Center, '°Hematology
Department, Shamir Medical Center, "Third Department of Internal Medicine,
National and Kapodistrian University of Athens, Sotiria Hospital, ®Shaare Zedek
Medical Center, "Department of Hematology, Hygeia Hospital, °Hematology
Institut, Rambam Medical Center, ?'Department of Hematology, University
Hospital, University of Thessaly, #*Kocaeli University, »*Cukurova University,
2Department of Hematology and Bone Marrow Transplantation, Saint
Savvas Regional Cancer Hospital, *Department of Hematology, University of
loannina, *Marmara University, ¥ Department of Hematology, Metaxa Cancer
Hospital, #Department of Therapeutics, National and Kapodistrian University
of Athens, Alexandra Hospital, ?Hematology Department, General Hospital of
Patras “Agios Andreas’; **Department of Hematology, Metropolitan Hospital,
31Department of Hematology, Rabin Medical Center

PENTAVALENT-SPECIFIC T-CELLS POST HAPLO-IDENTICAL
TRANSPLANTATION FOR THE TREATMENT OF OPPORTUNISTIC
INFECTIONS

Papadopoulou A.', Bousiou Z.', Kyriakou ", Karavalakis G.!, Pantazi C."??,
Liga M.4 Vallianou L7, Giannaki M.", Koukoulias K., Zotou E.2, Batsis I.',

Vardi A.', Papalexandri A.', Kika F.!, Spyridonidis A.#4, Sakellari I.", Yannaki E."*

'Hematology Department - Hematopoietic Cell Transplantation Unit - Gene and
CellTherapy Center, G. Papanikolaou Hospital, Thessaloniki, Greece,’Department
of Genetics, Development and Molecular Biology, School of Biology, Aristotle
University of Thessaloniki, Greece’Institute of Applied Biosciences (INAB), Centre
for Research and Technology Hellas (CERTH), “University General Hospital of
Patras, Greece, *Department of Medicine, University of Washington, USA

5% GRECO - ISRAELI HEMATOLOGY MEETING
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006 IN VIVO BASE EDITING TO INDUCE A -113A>G HPFH MUTATION
RESULTS IN EFFICIENT HBF REACTIVATION IN HUMANIZED
MOUSE MODELS OF B-HEMOGLOBINOPATHIES
Paschoudi K.'?, Li C.2, Giannaki M.3, Georgakopoulou A.2, Christophi P3,
Piperidou C.'3, Papadopoulou A2, Vlachaki E.%, Sakellari 1.5, Psatha N.',

Lieber A.2, Yannaki E.>3

'School of Biology, Aristotle University of Thessaloniki, Thessaloniki, Greece,
2University of Washington, USA, *Gene and Cell Therapy Center, Hematology
Department, G. Papanikolaou General Hospital, Thessaloniki, Greece,
*Hematological Laboratory, Second Department of Internal Medicine, Faculty
of Health Sciences, School of Medicine, Aristotle University of Thessaloniki,
Hippokration General Hospital, Greece, *Hematology Department, G.
Papanikolaou General Hospital, Thessaloniki, Greece

007 ADMINISTRATION OF OBINUTUZUMAB, AND NOT RITUXIMAB,
DURING INDUCTION AND MAINTENANCE FOR FOLLICULAR
LYMPHOMA INCREASES THE LIKELIHOOD OF DEVELOPING
DELAYED NEUTROPENIA
Ringelstein-Harlev S.', Fadaos N.2, Azoulay T3, Leiba R.%, Sharon-Horesh N.',
Inbar T.!, Horowitz N.A."?, Tzoran |."?, Lavi N."?, Dann E. J."?, Zuckerman T'2
'Department of Hematology and Bone Marrow Transplantation, Rambam
Health Care Campus, Haifa, Israel, °The Ruth and Bruce Rappaport Faculty of
Medicine, Technion, Haifa, Israel, *Hematology Laboratory, Rambam Health
Care Campus, Haifa, Israel, *Department of Statistics, Rambam Health Care
Campus, Haifa, Israel

008 IMPLEMENTATION OF ANALGESIA PROTOCOL BEFORE

PERFORMING BONE MARROW BIOPSY

Arvanitou E., Drossou A2 Giannoulia P!, Kotoula V.2 Kyriakidis G.!,
Oikonomopoulos P.', Poupalou A3, Sionil A", Tsirogianni1 M.", Pouli A.
'Haematology Department, ?Day Clinic, *Anesthesiology Department, “St.
Savvas” General Oncology Hospital, Athens, Greece

17:00-17:30 Awards and closing remarks

18-20 May 2023, Thessaloniki, Greece, Porto Palace Hotel @
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E-POSTERS

PO1

P02

P03

P04

P05

P06

NPM1 MUTATION: A GOOD PROGNOSTIC MOLECULAR MARKER AML?
Lalayanni C., Gkousiaris D., Papalexandri A., Papathanasiou M., Syrigou A., Varelas C.,
Dolgyras P, Sourri S., Karypidis S., Iskas M., Marvaki A., Dimosthenous C.,
Dimou-Mpesikli S., Athanasiadou A., Sakellari I.

General Hospital of Thessaloniki G. Papanikolaou, Greece

THE ANTIOXIDANT PROPERTIES OF STEM CELL DERIVED MICROPARTICLES
IN HEMOPOIETIC CELLS

Kaiopoulos G.2, Xagorari A.", Papaioannou D.', Sakellari I.", Touraki M.2, Sotiropoulos D.’
"Public Cord Blood Bank of Thessaloniki, Haematology Unit, G. Papanikolaou, 2Department
of Genetics, Development and Molecular Biology, School of Biology, Aristotle University of
Thessaloniki, Thessaloniki, Greece

TOLERANCE AND TOXICITY OF MIDOSTAURIN IN COMBINATION WITH
INTENSIVE CHEMOTHERAPY FOR ACUTE MYELOID LEUKEMIA (AML)
Lalagianni C., Papchianou E., Papathanasiou M., Gousiaris D., Sourri S., Karipidis S.,
Papalexandri A., Mpesikli-Dimou S., Dolgyras P, Marvaki A., Sirigou A. Kanava V.,
Papaioannou G., Sakellari I.

Hematology Department-BMT Unit, G. Papanikolaou General Hospital, Thessaloniki, Greece

SIGNIFICANCE OF CO-MUTATIONS WITH NGS SCREENING IN NPM1+ AML
Varelas C., Dolgyras P, Paphianou E., Touloumenidou T., Koutra M., Konstantinidou G.,
Vachtsetzi L., Marvaki A., Papathanasiou M., Salvaras G., Sirigou A., Papaioannou G.,
Lalagianni C., Papalexandri A., Sakellari I.

Hematology Department-BMT Unit, G. Papanikolaou General Hospital, Thessaloniki, Greece

MIDOSTAURIN CARDIOTOXICITY: A REPORT OF 2 CASES

Dimou-Mpesikli S.', Kyriakou 1!, Paphianou E.!, Dolgyras P!, Papathanasiou M.,
Bountoura S.', Marvaki A.', Zarifis 1.2, Lalagianni C.', Sakellari I.”

'Hematology Department-BMT Unit, G. Papanikolaou General Hospital, Thessaloniki,
Greece, °Cardiology Department, Papanikolaou General Hospital, Thessaloniki, Greece

LIPOPOLYSACCHARIDE EFFECT ON CORD BLOOD MONONUCLEAR CELLS
AND HL60

Nasiadis A.%, Xagorari A.', Sianidou K.', Sakellari I.", Chlichlia K.?, Sotiropoulos D.!
"Public Cord Blood Bank of Thessaloniki, Haematology Department-BMT Unit, G.
Papanikolaou Hospital, °Department of Molecular Biology and Genetics, Democritus
University of Thrace

5% GRECO - ISRAELI HEMATOLOGY MEETING



5th GRECO - ISRAELI
HEMATOLOGY MEETING

P07 HOW EXPERIENCE AND GROWTH FACTORS BETTER USAGE IMPROVE
PBSCS COLLECTION OUTCOME
Karavalakis G., Spyridis N., Zdoupas G., Bouinta A., Batsis |., Panteliadou A.,
Demosthenous C., Paphianou E., Mallouri D., Karavasilidou P, Papadopoulou D.,
Gounopoulos S., Sakellari I., Sotiropoulos D.
Hematology Department - HCT Unit, G. Papanikolaou Hospital, Thessaloniki, Greece

P08 APLASTIC CRISIS IN A PATIENT WITH HBS-BETA THALASSEMIA AND SARS-
COV-19 INFECTION
Bourantas L.
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“Microbiology Laboratory, Laikon General Hospital, >Department of Opthalmology, Laikon
General Hospital, Department of Ophthalmology, National and Kapodistrian University of
Athens, 1st University Eye Clinic, G. Gennimatas General Hospital, Greece

5% GRECO - ISRAELI HEMATOLOGY MEETING



P17

P18

P19

P20

5th GRECO - ISRAELI
HEMATOLOGY MEETING

DIVERSE IMMUNOGENETIC PROFILE OF PATHOGEN-SPECIFICT CELLS IN
THE CONTEXT OF ADOPTIVE IMMUNOTHERAPY

Pantazi C."*3, Vlachonikola E.>3, Vardi A.", Zotou E.3, Koukoulias K., Vallianou I.’,
Giannaki M.", Boussiou Z.", Karavalakis G.", Papalexandri A.", Yiangou M2, Sakellari I.",
Chatzidimitriou A.2#, Papadopoulou A.", Yannaki E.'*

'Gene and Cell Therapy Center, Hematology Department - Hematopoietic Cell
Transplantation Unit, G. Papanikolaou Hospital, Thessaloniki, Greece, ?Institute of Applied
Biosciences (INAB), Centre for Research and Technology Hellas (CERTH),Thessaloniki, Greece,
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'Department of Hematology and Bone Marrow Transplantation, Rambam Health Care
Campus, Haifa, Israel, "lHematology Laboratory, Rambam Health Care Campus, Haifa, Israel,
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THE DIAGNOSIS OF THE ETIOLOGY OF INFECTION AS BACTERIAL USING
INFRARED SPECTROSCOPY OF WHITE BLOOD CELLS AND MACHINE LEARNING

ALGORITHM

Kapelushnik J.", Sharaha U.2, Beck G.", Eshel Y.!, Agbaria A3, Lapidot L%, Huleihel M.2,

Mordechai S.3, Salman A.#

'Soroka University Medical Center, Department of Hematology and Oncology, Saban Pediatric Medical
Center, Department of Microbiology, Inmunology, and Genetics Ben-Gurion University, Department of
Physics, Ben-Gurion University, “Department of Electrical and Electronics Engineering Tel-Aviv Academic
College of Engineering, *Department of Physics, SCE-Sami Shamoon College of Engineering

Introduction and Purpose: The etiology of infection must be identified to treat patients
with infectious disorders effectively. This is true for all patients, but it is especially crucial
for febrile pediatric oncology patients (FPOP). Current etiology-diagnosis techniques
used to identify the etiology of infection (culturing bacteria and real-time PCR for viruses)
are time-consuming (more than 24 hours). Moreover, these techniques are accurate for
infections that are accessible, but they are useless for infections that are inaccessible.
A mild pathogen infection, which is typically dealt with by the immune system in
non-FPOP patients, could endanger the lives of FPOP since their immune systems are
suppressed by chemotherapy treatments. Doctors prescribe a variety of antibiotics for
FPOP without awaiting the etiology lab diagnosis to avoid taking a chance, which is
not effective for any viral infections. One of the primary driving causes behind the rise
of resistant bacteria is thought to be the uncontrolled use of antibiotics. A quick and
accurate diagnosis of the infection’s origin is therefore crucial for treating FPOP.

Material and Methods: Blood samples were obtained from different oncology patients
at the Soroka University Medical Center: 141 blood samples were collected from 20
controls, 50 viral, and 71 bacterial samples. The white blood cells were separated from
the blood samples and measured by an infrared spectrometer. The acquired spectra
were analyzed using a support vector machine for rapid, and objective identification of
the cause of infections in FPOPs.

Results: The classification demonstrates that our unique method, which combines
infrared spectroscopy and machine learning algorithms, allows for the diagnosis of
the etiology of infection as bacterial or viral with 93% sensitivity and 88% specificity.
According to our methodology, it was found that more than 23% of the medical
physicians’ subjective diagnoses of the etiology of inaccessible infections were wrong.
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INCREASED NEUTROPHIL EXTRACELLULAR TRAPS DURING CRISIS IN ADULT
SICKLE CELL DISEASE PATIENTS

Varelas C.", Vlachaki E.?, Klonizakiss P2, Pantelidou D.3, Giatagantzidou .3, Koravou E.',
Christodoulou 1.2, Touloumenidou T.!, Papalexandri A.", Sakellari .I", Gavriilaki E.>

'G. Papanikolaou Hospital, *Aristotle University of Thessaloniki, >AHEPA Hospital, Thessaloniki, Greece

Introduction and Purpose: Despite advances in therapeutics of Sickle Cell Disease
(SCD), vaso-occlusion (VOC), and other complications (such as delayed hemolytic
transfusion reaction/DHTR) remain a major cause of morbidity and mortality. Neutrophil
extracellular traps (NETs) are released by activated neutrophils to trap and kill pathogens.
Recent evidence suggests that excessive release of NETs in SCD may contribute both to
the damage of blood vessels, leading to VOCs. We aimed to investigate the role of NETs
during crisis in adult SCD patients.

Material and Methods: We enrolled consecutive SCD patients from Thalassemia Units
in Northern Greece, meeting the eligibility criteria: (i) age > 16 years, (ii) established SCD
diagnosis and (iii) willingness to participate in the study and sign a written informed
consent. We collected samples at enrolment and at any updates of disease status
during 1-year follow-up/FUP (initiation of hydroxyurea, vaso-occlusive crisis, hemolytic
reactions, nephropathy, or TMA) or at last FUP if no update was observed. NETs were
detected using Citrullinated Histone H3 (Clone 11D3) ELISA Kit (Cayman Chemic).

Results: We studied 60 adult SCD patients. NETs were measured in all patients at steady
state and in 17 during FUP (11 painful VOCs, 3 proteinuria and 3 regular FUP). NETs at
steady state were significantly increased in patients that then developed painful VOCs.
Additionally, there was a significant increase of NETs measured at FUP compared to
steady state. Overall, the excessive release of NETs in SCD emerges as an important factor
contributing to the pathophysiology of the disease. Targeting NETs release and their
downstream effects could potentially provide novel therapeutic strategies to reduce the
severity and frequency of VOCs and mitigate the long-term complications of SCD.
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INCIDENCE AND RISK FACTORS OF CENTRAL NERVOUS SYSTEM RELAPSE (CNSR)
IN PATIENTS WITH PRIMARY MEDIASTINAL LARGE B-CELL LYMPHOMA (PMLBCL):
DATA FROM A LARGE MULTINATIONAL COHORT STUDY

Vassilakopoulos T.', Panitsas F.!, Mellios Z.2, Apostolidis J.3, Piperidou A.", Michael M.%,

Gurion R, Akay 0.5, Hatzimichael E.7, Karakatsanis S.%, Dimou M.!, Kalpadakis C.%,

Katodritou E."°, Leonidopoulou T.", Kotsianidis I.'%, Giatra H.?, Kanellias N."3, Sayyed A3,

Tadmor T."%, Kaynar L."*, Zektser M., Symeonidis A."7, Atalar S.°, Verrou E.'°, Gutwein O.",

Ganzel C."°, Karianakis G.%°, Isenberg G.?", Gainaru G.%°, Triantafyllou T.'°, Vrakidou E.%,
Palassopoulou M.2, Ozgur M., Paydas S.*, Tsirigotis P2, Tsirogianni M.*, Tuglular T.7,
Chatzidimitriou C.!, Kotsopoulou M.%, Terpos E.%, Zikos P.?, Koumarianou A.*, Poziopoulos C.2°,
Boutsis D.3', Gafter-Guvili A.>, Karmiris T.2, Angelopoulou M., Bakiri M.2, Pangalis G."*,

Panayiotidis P.!, Ferhanoglu B.5, Papageorgiou S.**, Horowitz N.?'

'Department of Haematology and Bone Marrow Transplantation, National and Kapodistrian
University of Athens, Laikon General Hospital, ?Department of Haematology and Lymphoma,
Evangelismos General Hospital, 3Lymphoma Program, Department of Adult Hematology & Stem
Cell Transplantation, King Fahad Specialist Hospital, “Department of Haematology, Nicosia General
Hospital, °Rabin Medical Center, PetachTikva, Tel Aviv University, *Hematology Department, Kog¢
University, School of Medicine, ’Department of Haematology, Faculty of Medicine, School of Health
Sciences, University of loannina, 8Third Department of Internal Medicine, National and Kapodistrian
University of Athens, Sotiria Hospital, °Department of Haematology, University of Crete, "°Department
of Haematology, Theagenion Anticancer General Hospital, ''Department of Haematology,
Sismanoglion General Hospital, ?Department of Haematology, Democritus University of Thrace,
3Department of Therapeutics, National and Kapodistrian University of Athens, Alexandra Hospital,
“Bnai Zion Medical Center, Erciyes University, "*Soroka Medical Center, '"Hematology Division,
Department of Internal Medicine, University of Patras, ®Shamir Medical Center, *Shaare Zedek
Medical Center,’Hygeia Hospital,”’Rambam Medical Center, ?Department of Hematology, University
Hospital, University of Thessaly, »*Kocaeli University, *Cukurova University, *Second Propaedeutic
Department of Internal Medicine, National and Kapodistrian University of Athens, Attikon Hospital,
%Department of Hematology and Bone Marrow Transplantation, Saint Savvas Regional Cancer
Hospital, ””Marmara University, Department of Hematology, Metaxa Cancer Hospital, ?Hematology
Department, General Hospital of Patras “Agios Andreas’, **Department of Hematology, Metropolitan
Hospital, 3'Department of Hematology, Athens Navy Hospital, *Department of Haematology, Athens
Medical Center, Psychikon Branch

Introduction and Purpose: CNSR is uncommon in PMLBCL. We aimed to evaluate its
incidence and explore any prognostic associations with baseline characteristics.

Material and Methods: This is a multinational study of 596 PMLBCL patients treated
with R-CHOP or DA-EPOCH-R in 2000-2022. The cumulative incidence of CNSR (CI-CNSR)
was estimated considering the competing risks of death from any cause or prior systemic
disease relapse/progression.
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Results: Baseline characteristics are shown in Table 1. Only 17 patients (2.9%) received
CNS prophylaxis [high-dose methotrexate (HD-MTX) 9, intrathecal MTX+other 7, both
1]. Kidney and/or adrenal involvement at diagnosis was highly correlated with advanced
stage, =2 extranodal sites and high CNS-IPI (p<0.001). With a 55-month median follow-
up [interquartile range (IQR) 32-97 months], all 10 first CNSR events (9 isolated and 1
associated with systemic relapse) were recorded within 2 years of diagnosis [median
time7.5 months, IQR 6-8, range 5-13 months], for a 2-year CI-CNSR of 1.78% (95% ClI
0.9-3.2%). Two of 10 CNSR cases had received CNS prophylaxis with HD-MTX. All
CNSR were parenchymal and only 2/8 were successfully salvaged. Four patients with
CNSR had kidney involvement (plus adrenal in 2/4). Kidney [subhazard ratio (SHR)
15.4, p<0.001], adrenal (SHR 13.6, p=0.001), any kidney or adrenal involvement (SHR
12.5, p<0.001), and high CNS-IPI (4-6, SHR 13.0, p<0.001) were associated with CNSR
in univariate analysis. Significant associations were also observed with high IPI (2-
5; SHR 6.3, p=0.009), advanced stage (lll/IV; SHR 5.5, p=0.007), impaired performance
status (=2; SHR 6.6, p=0.005), and =2 extranodal sites (SHR 5.4, p=0.009), but not
with chemotherapy (R-CHOP or DA-EPOCH-R), CNS prophylactic therapy or other
demographic characteristics. Consequently, CNSR is rare in PMLBCL and appears to be
primarily associated with kidney and/or adrenal involvement. Updated results with >30
more patients and one more CNS relapse will be presented at the Meeting.

Table 1.
Characteristic Distribution
Age median 32, range 16-85
Female 64%
LDH >uln 83%
PS=2 17%
Stage lll/IV 16%
Extranodal -Bulky: 2/1/0 factors 27%/45%/29%
Extranodal - LDH=2x: 2/1/0 factors 13%/37%/ 50%
IPI =2 29%
CNS IPI 4-6 6%
Extranodal sites =2 11%
Pleuritis 31%
Pericarditis 27%
Anyserositis 43%
Kidney involvement 4.2%
Adrenal involvement 2.4%
Kidney and/or adrenal involvement 5.4%
R-CHOP/DA-EPOCH-R 59% / 41%
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REAL-LIFEEXPERIENCEWITHRITUXIMAB-DOSE-ADJUSTED EPOCH (R-da-EPOCH)IN
PRIMARY MEDIASTINAL LARGE B-CELL LYMPHOMA (PMLBCL): A MULTINATIONAL
ANALYSIS OF 274 PATIENTS

Vassilakopoulos T.", Ferhanoglu B.2, Horowitz N.3, Mellios Z.4, Kaynar L., Zektser M.5,

Symeonidis A7, Piperidou A.', Giotas A%, Agathocleous A.°, Kalpadakis C."°, Akay O."", Atalar S.",
Katodritou E.'?, Leonidopoulou T.'3, Papageorgiou S.", Tadmor T.”®, Gutwein O.',

Karakatsanis S."7, Ganzel C.'8, Karianakis C.", Isenberg G.?°, Gainaru G.", Vrakidou E.",
Palassopoulou M.”', Ozgur M.??, Siakantaris M.!, Paydas S.%, Tsirigotis P."%, Tsirogianni M.*,
Hatzimichael E.%, Tuglular T.%¢, Chatzidimitriou C.!, Megalakaki E.?, Kanellias N.%, Zikos P%,
Koumarianou A.*°, Gafter-Gvili A3, Angelopoulou M., Karmiris T.4, Gurion R

'Department of Haematology and Bone Marrow Transplantation, National and Kapodistrian
University of Athens, Laikon General Hospital, 2Hematology Department, Kog¢ University, School of
Medicine,, *Rambam Medical Center, “Department of Haematology and Lymphoma, Evangelismos
General Hospital, *Erciyes University, °Soroka Medical Center, ’Hematology Division, Department
of Internal Medicine, ®MDH, °Bank of Cyprus Oncology Center, ’Department of Hematology,
University Hospital, University of Crete, '"Department of Hematology, Koc University, ?’Department of
Hematology, Theagenion Anticancer General Hospital, *Department of Hematology, Sismanoglion
General Hospital, *Second Propedeutic Department of Internal Medicine, National and Kapodistrian
University of Athens, Attikon General Hospital, *Department of Hematology, Bnai Zion Medical Center,
sHematology Department, Shamir Medical Center, " Third Department of Internal Medicine, National
and Kapodistrian University of Athens, Sotiria Hospital, '®Shaare Zedek Medical Center, *Department
of Hematology, Hygeia Hospital, ?’Hematology Institut, Rambam Medical Center, *’Department of
Hematology, University Hospital, University of Thessaly, ??Kocaeli University, *Cukurova University,
2Department of Hematology and Bone Marrow Transplantation, Saint Savvas Regional Cancer
Hospital, *Department of Hematology, University of loannina, *Marmara University, ¥ Department
of Hematology, Metaxa Cancer Hospital, ®Department of Therapeutics, National and Kapodistrian
University of Athens, Alexandra Hospital, ?Hematology Department, General Hospital of Patras
“Agios Andreas’; **Department of Hematology, Metropolitan Hospital, >’ Department of Hematology,
Rabin Medical Center

Introduction and Purpose: Real-life studies have shown satisfactory but less impressive
results compared with the original R-da-EPOCH publication for PMLBCL. We aimed to
assess the clinical outcomes after R-da-EPOCH, the use of RT and protocol compliance
in a large, multinational real-life setting.

Material and Methods: 274 patients were enrolled from 18 Greek, Israeli, Turkish, Saudi,
Cypriot and Maltese centers. Consolidative RT was given at the treating physician’s

discretion.

Results: The median age of the patients was 33 years(16-63), 62% were females, 38% had
B-symptoms, 33% extranodal involvement(E or 1V), 83% elevated LDH. RT was spared in
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the overwhelming majority of responders. The 5-year Freedom From Progression(FFP)
was 85%. Five patients developed therapy-related (t-)AML at 10.5-24 months from
treatment initiation and one Hodgkin lymphoma. The 5-year overall survival (OS) was
91% with 20 disease-related deaths. Protocol violations were common (54% of 245
patients with available data), mainly consisting of insufficient dose escalation. Among
258 patients with available data, 60% reached level =3 and 30% >4 (73% and 44% among
those with strict protocol adherence). The 5-year FFP was 89% vs 83% for patients with
strict protocol adherence or not (p=0.19); 5-year OS was not also different (91% vs
92%, p=0.74). FFP and OS did not differ according to the highest level reached. A more
detailed analysis of outcome according to the degree of protocol violations is currently
ongoing. Patients with both risk factors according to the prognostic systems including
any extranodal involvement and highly elevated LDH (=2x) or bulk had inferior outcomes
but still better than those achieved by R-CHOP. This is the largest real-life study reported
so far for R-da-EPOCH, where FFP appeared somewhat but not impressively better than
the expected with R-CHOP with safe omission of RT. A final analysis on 290-300 patients
will be presented at the Meeting.
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PENTAVALENT-SPECIFIC T-CELLS POST HAPLO-IDENTICAL TRANSPLANTATION
FORTHE TREATMENT OF OPPORTUNISTIC INFECTIONS

Papadopoulou A.’, Bousiou Z.', Kyriakou I.!, Karavalakis G.", Pantazi C."?3, Liga M.#, Vallianou I.",
Giannaki M.", Koukoulias K., Zotou E.™?, Batsis |., Vardi A.", Papalexandri A.", Kika F.',

Spyridonidis A%, Sakellari I.', Yannaki E.™»

'Hematology Department - Hematopoietic Cell Transplantation Unit - Gene and Cell Therapy Center,
G. Papanikolaou Hospital Thessaloniki, Greece, 2Department of Genetics, Development and Molecular
Biology, School of Biology, Aristotle University of Thessaloniki, Greece’Institute of Applied Biosciences
(INAB), Centre for Research and Technology Hellas (CERTH), “University General Hospital of Patras,
Greece, *Department of Medicine, University of Washington, USA

Introduction-purpose: Adoptive transfer of pathogen-specific T cells (pSTs) constitutes
an appealing treatment of opportunistic infections after allogeneic transplantation.
We present the primary results of a phl/Il study, evaluating the safety and efficacy
of donor-derived pentavalent-specific T cells (penta-STs) simultaneously targeting
cytomegalovirus-CMV, Epstein Barr virus-EBV, BK virus-BKV, adenovirus-AdV and
Aspergillus fumigatus-AF (EudraCT2020-004725-23).

Methods: Penta-STs were generated after pulsing blood mononuclear cells from
immunocompetent donors with viral+AF peptides and a 10-day culture. The specificity of
pSTs and the circulating specific T-cells were assessed by Elispot. Penta-STs were infused
at 2x10’/m?/dose in haplo-transplanted (with post-transplant cyclophosphamide)
patients developing an infection from the targeted pathogens and receiving no or
<0.5mg/kg methylprednisolone.

Results: So far, 11 GMP-grade products have been generated, comprising of CD4*(59+6%)
and CD8*cells(34+6%) expressing central(52+7%) and effector memory markers(32+8%).
All penta-STs presented activity against EBV[1023+210 spot forming cells (SFC)/2x107],
AdV(1243+195 SFC/2x10%), and BKV(476+103 SFC/2x10%), and 9/11 against CMV(912+241
SFC/2x10°%) or AF(151+41 SFC/2x10°). To date, 6 patients received penta-STs for single (EBV:2,
CMV:1, BKV:1), double (CMV+EBV:1) and triple viral infection (CMV+EBV+BKV:1). Penta-ST
infusion was safe and resulted in 9/10 complete and 1/10 partial responses (CMV:3, BKV:3,
EBV:4, including EBV diseases:2). Importantly, 2/10 infections (EBV, BKV) resolved without
additional drug therapy and a patient with EBV-PTLD required only a short course of anti-
CD20 treatment due to rapid/complete resolution of lymphadenopathy post-infusion. At
5.5 months(3-12) post infusion, only 2 patients reactivated viruses other than those they
had received the cells for; CMV and EBV were reactivated in a patient whose product was
CMV seronegative donor-derived and another one with poor in vivo expansion of EBV-
specific T cells who received a 2™ infusion, respectively.

Conclusions: Our data show that pST therapy is feasible and safe for patients at high risk
for opportunistic infections after allogeneic transplantation, potentially minimizing the
need for drug therapy and preventing reactivations.

Funding: Transcell-T2EAK-02437
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IN VIVO BASE EDITING TO INDUCE A -113A>G HPFH MUTATION RESULTS IN EFFICIENT
HBF REACTIVATION IN HUMANIZED MOUSE MODELS OF B-HEMOGLOBINOPATHIES
Paschoudi K.'?, Li C? Giannaki M., Georgakopoulou A2 Christophi P3, Piperidou C.'3,
Papadopoulou A2, Vlachaki E.%, Sakellari 1., Psatha N.!, Lieber A.2, Yannaki E.2?

'School of Biology, Aristotle University of Thessaloniki, Thessaloniki, Greece, ?University of Washington,
USA, 3Gene and Cell Therapy Center, Hematology Department, G. Papanikolaou General Hospital,
Thessaloniki, Greece, *Hematological Laboratory, Second Department of Internal Medicine, Faculty of
Health Sciences, School of Medicine, Aristotle University of Thessaloniki, Hippokration General Hospital,
Greece, *Hematology Department, G. Papanikolaou General Hospital, Thessaloniki, Greece

Introduction and Purpose.Genome editing approaches have led to new therapeutic
opportunities for gene therapy of beta-hemoglobinopathies. Most of these strategies
involve nucleases inducing double-strand DNA breaks(DSBs), which may cause
critical side-effects. In contrast, base editors(BE) efficiently install precise nucleotide
substitutions, without creating DSBs. Here, we used a non-integrating, tropic to human
hematopoietic stem cells(HSCs) via CD46, HDAd5/35++ vector, expressing a highly
efficient adenine BE(ABE8e) to install a -113A>G HPFH mutation in CD34* HSCs from
[-thalassemia and SCD patients ex vivo and in vivo in a humanized mouse. To further
expand the transduced cells, our vector contained an mgmt"“* gene allowing for
enrichment in edited cells after O°BG/BCNU treatment.

Materials and Methods.Following 48-hour transduction, and (+)O°BG&BCNU
treatment, patient CD34+ cells were seeded in erythroid differentiation(ED) medium.
The editing rate was evaluated by NGS and the y-globin expression by FCM. Next,
we generated xenotransplantation mouse models by transplanting NBSGW mice
with CD34* cells from either thalassemic or SCD donors to establish human, disease-
associated hematopoiesis. Six weeks post transplantation, HSPCs from the chimeric
bone marrow(bm) were successfully mobilized to the periphery by G-CSF&Plerixafor
and the mice were intravenously injected with HDAd-ABE. Six days later, one course
of in vivo selection with (+£)O°BG/BCNU was administered and the mice were sacrificed
three months post in vivo transduction.

Results.The -113A>G conversion rates reached ~60% after in vitro selection
resulted in significantly higher percentage HbF+ cells in enucleated cells over the
untransduced(%HbF*/NucRedcells Thal:60%, SCD:85%) and improved erythropoiesis
and disease characteristics. The in vivo transduction with HDAd-ABE8e/selection with
O6BG-BCNU didn't negatively affect human HSCs engraftment reaching up to 60%
hCD45+cells in the thalassemic humanized model. The in vivo transduction resulted in
increased rates of HBF*cells within the hGlyA*cell population of the chimeric bm postin
vivo transduction (up to 43%), being further increased post in vivo selection (up to 60%).
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ADMINISTRATION OF OBINUTUZUMAB, AND NOTRITUXIMAB, DURING INDUCTION
AND MAINTENANCE FOR FOLLICULAR LYMPHOMA INCREASES THE LIKELIHOOD
OF DEVELOPING DELAYED NEUTROPENIA

Ringelstein-Harlev S.', Fadaos N.2, Azoulay T3, Leiba R.%, Sharon-Horesh N.’, Inbar T.},

Horowitz N.A."?, Tzoran I.'?, Lavi N."?, Dann E. J."?, Zuckerman T'

'Department of Hematology and Bone Marrow Transplantation, Rambam Health Care Campus,
Haifa, Israel, °The Ruth and Bruce Rappaport Faculty of Medicine, Technion, Haifa, Israel, *Hematology
Laboratory, Rambam Health Care Campus, Haifa, Israel, “Department of Statistics, Rambam Health
Care Campus, Haifa, Israel

The results of the PRIMA trial published a decade ago, substantiated the benefit of
maintenance therapy with anti-CD20 monoclonal antibodies (MoAb), following chemo-
immunotherapeutic induction, for prolongation of the progression-free survival (PFS) of
patients with high-tumor- burden follicular lymphoma (FL). Rituximab-associated delayed
neutropenia, defined as an event occurring after recovery of cytopenias related to the
chemotherapy backbone, has been reported in lymphoma patients, with the prevalence
varying between 8-27%. Several mechanisms have been implicated in its pathogenesis,
mainly related to B-cell recovery, such as a disrupted stromal-derived factor-1 gradient
and the generation of anti-neutrophil antibodies. The available data associated with anti-
CD20 MoAb-mediated delayed neutropenia during the prolonged (2-year) maintenance
treatment in FL are limited, and the consequences of its occurrence remain unclear. The
aims of this study were to assess the prevalence of neutropenia and risk factors for its
development in FL patients during maintenance therapy as well as to evaluate its severity
and impact on decisions regarding modification of the original treatment protocol.

In this retrospective study, clinical data were retrieved from electronic medical records
of FL patients treated at the Rambam Health Care Campus between 2006 (when
maintenance therapy was first applied) and 2021.

Continuous variables were statistically processed using the Mann Whitney U test and
categorical variables - using Fisher exact tests. Statistical significance was defined as p <0.05.
During the study period, a total of 305 patients treated for high-tumor-burden FL were
identified in the institutional database; 164 of these patients (53.8%) also received
maintenance therapy with anti-CD20 MoAb (rituximab or obinutuzumab). Data on
157/164 patients were included in the final analysis after the exclusion of 7 patients due
to their concomitant autoimmune disease. During maintenance therapy, 37/157 (23.6%)
patients developed delayed neutropenia, with 4/37 (11%) of them experiencing at least
one recurrent event. This relatively high percentage of delayed events is comparable
only to that observed in a study which evaluated heavily pretreated lymphoma patients
(Cattaneo C et al. Leuk Lymphoma, 2006), exposed to highly myelotoxic regimens or
fludarabine and did not include a maintenance phase. Median time from the start of
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maintenance to the first neutropenic episode in the current study was 5 (range 1.5-12)
months and the majority of these events were of high grade (Ill and IV in 24% and 38%
of patients, respectively). Despite the fact that 15/37 (40%) patients who developed this
complication were hospitalized with neutropenic fever, the occurrence of neutropenia led
to early discontinuation of maintenance treatment solely in 14% of the cohort and had no
effect on PFS, measured at a median follow-up of 91.5 months. Univariate and multivariate
analyses identified the use of the obinutuzumab/bendamustine (O/B) combination for
induction therapy, or maintenance with obinutuzumab (O) as the only risk factors of
delayed neutropenia development in patients on maintenance therapy (odds ratios in
case of O/B induction followed by O maintenance: 4.433 [95%Cl=1.387-14.17, p=0.012];
in case of O maintenance: 3.048 [95%Cl=1.207-7.697, p=0.018]). All other laboratory and
clinical factors examined did not impact late neutropenia occurrence (Table 1).

The current study demonstrates that the administration of obinutuzumab both as part
of induction with bendamustine and as maintenance therapy increases the likelihood
of developing anti-CD20 MoAb-induced delayed neutropenia, suggesting that
pharmacokinetic differences between type | and type Il MoAb are partly responsible
for this effect. Moreover, the findings regarding the prevalence of neutropenia and time
to its first episode in this study cohort do not support the involvement of processes
related to B-cell recovery in the pathogenesis of this complication during maintenance
treatment, and warrant investigation of alternative mechanisms. The risk factors for
delayed neutropenia in FL patients on maintenance therapy, identified in this study,
should be considered in the treatment paradigm for older frail patients who are more
prone to complications of neutropenic fever.

Table 1
Patients without | Patients with | P value
neutropenia; | neutropenia;

n=120 n=37
Age 58.9+12.8 59.7+13.9 0.74
Gender, male 57 (47.5%) 17 (46 %) 1.00
Metabolic syndrome 67 (56%) 17 (46%) 0.35
Heart disease 25 (21%) 6 (16%) 0.64
Smoking 26 (22%) 3 (8%) 0.088
Other malignancy 26 (22%) 9 (24%) 0.82
Stage of disease 0.78
1 2 (2%) 1(3%)
2 22 (19%) 5(13.5%)
3 39 (33%) 15 (40.5%)
4 55 (47%) 16 (73%)
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Lymphoma BM involvement by flow cytometry 33 (28%) 11 (30%) 0.84
Lymphoma BM involvement per biopsy 41 (37%) 16 (43%) 0.56
Median T-NK cell percentage [25-75] at staging 5[3-9.75] 7 [3.75-12.5] 0.06
Median NK cell percentage [25-75] at staging 12 [6-20] 14[9.5-22.25]| 0.18
Lines of therapy prior to maintenance 0.42
1 (128 patients) 96 (75%) 32 (25.0%)

2 (21 patients) 18 (85.7%) 3(14.3%)

3 (5 patients) 3 (60%) 2 (40%)

4 (3 patients) 3 (100%) 0

Type of therapy prior to maintenance

Rituximab single agent 5(4.2%) 2 (5.4%) 0.67
CHOP 1(0.8%) 2 (5.4%) 0.14
CHOP+ Rituximab 58 (48%) 15 (40.5%) 0.45
Bendamustine 6 (5.0%) 2 (5.4%) 1.00
CHOP+Obinutuzumab 5 (4.2%) 3(8.1%) 0.39
Bendamustine+Obinutuzumab 6 (5.0%) 7 (18.9%) 0.014
Bendamustine+Rituximab 7 (5.8%) 1(2.7%) 0.68
CVP+Obinutuzumab 2 (1.7%) 0 1.00
CVP+ Rituximab 17 (14.2%) 2 (5.4%) 0.25
DVIP+Rituximab 2(1.7%) 0 na
Chlorambucil+Rituximab 6 (5.0%) 0 0.33
FCR 2 (1.7%) 3(8.1%) 0.086
ESHAP 2 (1.7%) 0 1.00
Radiotherapy 1 (0.8%) 0 na
Type of maintenance 0.03
Obinutuzumab (n=23 patients) 13 (11%) 10 (27%)
Rituximab (n=134 patients) 107 (89%) 27 (73%)

Disease status before maintenance initiation 0.43
Complete remission 86.5% 81.1%

Partial remission 13.5% 18.9%

ANC before maintenance initiation (X10%/pl) 3.78+1.67 3.25+1.46 0.086
Time on maintenance at data cutoff (years) 1.72+0.80 1.59+0.63 0.38

ANC=absolute neutrophil count, BM=bone marrow, NK=natural killer
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IMPLEMENTATION OF ANALGESIA PROTOCOL BEFORE PERFORMING BONE
MARROW BIOPSY

Arvanitou E.', Drossou A.2, Giannoulia P.", Kotoula V.2, Kyriakidis G.!, Oikonomopoulos P,
Poupalou A3, Sionil A.", Tsirogianni1l M.", Pouli A.

'Haematology Department, °Day Clinic, Anesthesiology Department, “St. Savvas” General Oncology
Hospital, Athens, Greece

Aim: Performing bone marrow biopsy using only local anesthetic is usually not sufficient
to relieve patients from pain and intense discomfort. Aiming at an effective patient-
centered care, in collaboration with the Anesthesiology Department, we decided to
implement an enhanced analgesic protocol after informed patient consent.

Patients and Methods: From 25/11/2021 to 30/06/2022, 98 patients underwent
bone marrow biopsy in the Day Clinic of our Hospital. At first the nurse interviewed
the patient to obtain medical history and recorded vital signs (blood pressure, heart
rate, temperature, and oxygen saturation). Lorazepam tabl 1Tmg and Paracetamol tabl
1gr were administered one hour before the procedure. Just before the procedure, 1/2
amp Pethidine was administered subcutaneously and an IV catheter was placed. Bone
marrow biopsy was then performed according to standard procedures and the patient
remained in supine position for one hour. During this period of time, he was encouraged
tofill out a questionnaire to assess the pain caused by the procedure, based on a 10-point
scale as following: 0 grade absence of pain, 1-2 mild pain does not affect any activity,
3-4 light pain that affects some of the usual physical activities, 5-6 moderate pain does
not affect reading a book or talking on the phone, 7-8 severe pain affects these activities
and finally 9-10 unbearable pain. After the procedure the patient was strongly advised
to avoid driving or any other activity that requires attention for a short period of time.

Results: The enhanced analgesia protocol was applied to 30 patients (group A). In 19
patients it was estimated that the administration of pethidine was not needed (group
B). At the same period in 49 patients only local anesthesia was applied (group C). 28
patients of group C (57%) presented pain of scale 3-4 in contrast to 4 patients of group B
(21%) and 8 patients of group A (27%). 13 patients in group C (27%) complained about
pain of scale 5-6 in contrast to 3 patients in group B (16%) and 3 patients in group A
(10%). Unbearable pain was reported by 8 patients (16%) of group C and only one
patient from group A (the data shown in the table). One patient experienced a syncopal
episode and needed oxygen ventilation and immediate use of Naloxone.

Conclusions: Although no statistical test was applied to confirm the differences, it appears
that the implementation of the enhanced analgesia protocol before performing bone
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marrow biopsy reduced the pain caused by the procedure without remarkable side
effects. The patients were able to undergo the biopsy with great comfort. This protocol
is easy and safe to apply and is now a routine approach in our center.

Assessing analgesia based on a 10-point scale after bone marrow biopsy (N=98 patients)
10-point Enhanced Analgesic Enhanced Analgesic Analgesia only with local
scale Protocol Protocol without Pethidine anesthesia
(Group A - 30 patients) (Group B - 19 patients) (Group C - 49 patients)
0 8 4 0
1-2 10 8 0
3-4 8 4 28
5-6 3 3 13
7-10 1 0 8
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NPM1 MUTATION: A GOOD PROGNOSTIC MOLECULAR MARKER AML?

Lalayanni C., Gkousiaris D., Papalexandri A., Papathanasiou M., Syrigou A., Varelas C., Dolgyras P,
Sourri S., Karypidis S., Iskas M., Marvaki A., Dimosthenous C.,

Dimou-Mpesikli S., Athanasiadou A., Sakellari I.

General Hospital of Thessaloniki G. Papanikolaou, Greece

Introduction and Purpose: AMLNPM+ without FLT3-ITD mutation is regarded low-risk
(ELN-2022). However, relapses are common. Aim of the study: to assess the prognostic
value of NPM1 mutation in clinical practice.

Material and Methods: 163 AML patients intensively treated, aged 53(17-72) years
were screened for FLT3-ITD and NPM1 mutations (intermediate cytogenetics, 133/163
normal karyotype). 78 patients were NPM1+, and 25/78(32%) were NPM1+/FLT3-ITD+,
while 85 patients were NPM1neg (14% FLT3-ITD).

Results: No significant difference was found between NPM1+ and NPM1neg patients
in CR, relapse and overall survival. Specifically in the NPM1(+)/FLT3-ITD(-) group (53
patients) high CR rates were observed (96.2%). Relapse was 33.3% (3 relapses were
NPM1neg). No significant difference was found in outcome between NPM1+ and
NPM1- patients, with no FLT3-ITD (5-year OS 55% versus 46.7% respectively, p=0.8 and
5-year DFS 48% both groups), Double positive patients had worse outcome (5-year OS,
DFS for NPM1+/FLT3-ITD+ 32.7% and 40.8%). Allo-HCT in CR1 (n=26/78) had a positive
influence in NPM1+ patients (with or without FLT3-ITD): 5-year OS 68.4% versus 45%
without HCT, p=0.038. When comparing the NPM1+/FLT3-ITD- group to 58 patients with
good prognosis cytogenetics (CBF AML), we found similar relapse rates (33.3% versus
34% respectively) and DFS (5-year DFS 48% versus 54.8% respectively, p=0.1), however
there was significant difference in survival (5-year OS 55% versus 67.9% for CBF AML,
p=0.025). In conclusion, in this cohort of intermediate cytogenetics patients, we found
that NPM1+ patients had similar outcome as NPM1- patients, while concurrent FLT3-ITD
expression worsened the outcome. Prognostically, NPM1+ patients were closer to the
intermediate risk group, rather than the low risk group (CBF AML). Earlier HCT based on
MRD (quantitative PCR-NPM1) and concurrent mutations (NGS), which are already in use
in recent years, is expected to improve the outcome in NPM1+ patients.
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THE ANTIOXIDANT PROPERTIES OF STEM CELL DERIVED MICROPARTICLES IN

HEMOPOIETIC CELLS

Kaiopoulos G.2, Xagorari A.", Papaioannou D.!, Sakellari I.", Touraki M.?, Sotiropoulos D.!

'Public Cord Blood Bank of Thessaloniki , Haematology Unit, G. Papanikolaou, ?Department of
Genetics, Development and Molecular Biology, School of Biology, Aristotle University of Thessaloniki,
Thessaloniki, Greece

Microparticles are small membrane vesicles released from different cell types upon
activation or oxidative stress. Oxidative stress occurs as a result of prooxidant-antioxidant
imbalance. Antioxidant enzymes like superoxide dismoutase (SOD) and catalase protects
the cells from the oxidative stress. The SOD activity was increased in leukemic patients.
The present study aims to investigate a possible correlation between oxidative stress
and hematopoietic stem cell derived microparticles in acute promyelocytic leukemia
cell line HL-60 and mononuclear cells from umbilical cord blood. Specifically the
enzymes which participate in hydrogen peroxide pathway, SOD and catalase has been
studied. The source of mononuclear cells (MNC) as well as CD34*microparticles was
the umbilical cord blood. MNC were isolated with density gradient centrifugation and
CD34+MPs were isolated from the plasma of UCBs using immunomagnetic separation
technique. Cells and CD34+MPs were then co-incubated for 24 and 48 hours. The SOD
activity was measured using spectrophotometry and the catalase expression using
Proteome ProfilerMArray Human Apoptosis Array Kit. The SOD activity was increased by
CD34+MPs in HL-60 leukemic cells (48,85 and 38,44% respectively) and in MNCs (36,12%
and 56,44%) after incubation for 24 and 48 hours compared to control. Protein analysis
showed that the CD34+MPs induced the expression of the catalase only in HL60 cells
after 3 days incubation. In conclusion CD34+MPs induced the activity of SOD and the
expression of catalase participating in an antioxidant mechanism.

5% GRECO - ISRAELI HEMATOLOGY MEETING



5th GRECO - ISRAELI
HEMATOLOGY MEETING

P03
TOLERANCE AND TOXICITY OF MIDOSTAURIN IN COMBINATION WITH INTENSIVE

CHEMOTHERAPY FOR ACUTE MYELOID LEUKEMIA (AML)

Lalagianni C.', Papchianou E.’, Papathanasiou M.", Gousiaris D.!, Sourri S.', Karipidis S.!,
Papalexandri A.", Mpesikli-Dimou S.!, Dolgyras P.", Marvaki A.", Sirigou A.", Kanava V.!,
Papaioannou G.", Sakellari I.!

'Hematology Department-BMT Unit, G. Papanikolaou General Hospital, Thessaloniki, Greece

Introduction and purpose: Mutations of the FLT3 gene are reported in 1/3 of the adults
with AML, and are associated with poor prognosis. Point mutations FLT3-TKD and FLT3-
ITD are targets for target-specific therapies (inhibitors). Midostaurin, a type | inhibitor,
administered during chemotherapy/ maintenance increases overall survival (RATIFY
study) with low hematological, gastrointestinal and cardiovascular toxicity.

Methods and materials: We studied the tolerance and toxicity of midostaurinin 18 AML
FLT3+ patients with median age 52 (23-66) years. 11/18 had FLT3-ITD mutation, 7/13
had FLT3-TKD mutation and in 12/18 patients there was also NPM1 mutation. Patients
received midostaurin (50mg x2) on days 8-15 of treatment. Altogether, 60 cycles of
midostaurin were given with chemotherapy. 5/18 patients also received maintenance
therapy for 6 (3-12) months.16/18 patients achieved complete remission (89%), 1
died prematurely and 1 had refractory disease. Six patients relapsed (37.5%) and 4/6
underwent allogeneic hematopoetic cell transplantation while 4 patients received a
second FLT3 inhibitor. Eventually, 12/18 (66.6%) patients are alive and in remission.

Results: Cytopenias grade 3,4 were reported as a result of chemotherapy. The most
common adverse event was gastrointestinal toxicity (12/18): hepatotoxicity grade 1-2,
diarrhea grade 1-2 in 28/60 cycles and grade 3 in 3 cycles, nausea grade 1-2 in 26/60
cycles. ECG was conducted twice per week. Cardiovascular toxicity included QTc
prolongation grade 1 (4 times) and other events grade 2 (2 patients) causing treatment
discontinuation. Rush was reported in 2 patients (grade 1). During the maintenance
period adverse events were less often (<10%). Interstitial lung disease was reported in
one patient after the maintenance phase. In conclusion, midostaurin in combination
with chemotherapy is well tolerated with mainly gastrointestinal toxicity. Nevertheless,
clinicians must be informed and alerted for less common but possibly severe
complications of the treatment.
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SIGNIFICANCE OF CO-MUTATIONS WITH NGS SCREENING IN NPM1+ AML

Varelas C., Dolgyras P, Paphianou E., Touloumenidou T, Koutra M., Konstantinidou G.,
Vachtsetzi L., Marvaki A., Papathanasiou M., Salvaras G., Sirigou A., Papaioannou G., Lalagianni C.,
Papalexandri A., Sakellari I.

Hematology Department-BMT Unit, G. Papanikolaou General Hospital, Thessaloniki, Greece

Introduction and purpose: Acute myeloid leukemia (AML) with mutated NPM1 is
characterized by heterogeneity in terms of prognosis. FLT3-ITD concurrence defines
intermediate risk. We studied the gene profile of AML NPM1+ patients using NGS
techniques and explored its prognostic role.

Methods and materials: Following DNA isolation, NPM1 mutations were detected
using fragment analysis. FLT3-ITD and FLT3-TKD were detected with commercial assays.
The NGS panel involved 30 genes associated with myeloid malignancies. Analysis was
performed in the lllumina platform. We reported variants classified as pathogenic or
potentially pathogenic, met the criterion of x500 reads and frequency greater than 5%.

Results: We studied 21 AML NPM1+ patients, aged 50 (26-71) years, diagnosed
between 2018-2022. Nineteen patients received intensive chemotherapy and two
hypomethylating agents +/- venetoclax (cycles 8-9). All but 1 [del9(gq22g34)], had
normal karyotypes. FLT3-ITD mutations were detected in 5. The most frequent co-
mutations were DNMT3A (14/21), NRAS (8/21), and IDH1/2 (6/21). Coexistence of 2 or
more co-variants (other FLT3) was found in 13/21 patients. Eleven out of 25 patients
relapsed. Median RFS was 18.3 months,and OS 35.4. FLT3-ITD and DNMT3A co-mutations
adversely impacted RFS and OS (HR 1.9, 95%Cl: 0.48-7.4, HR 1.31, 95%Cl: 0.3-5.69 for
NPM1+/FLT3-ITD+ respectively and HR 1.12, 95%Cl: 0.11-11.38, HR 2.52, 95%Cl: 0.29-
21.2 for NPM1+/DNMT3A+ respectively, p=ns). On the contrary, NRAS mutations were
associated with better prognosis (RFS:HR 0.27, 95%Cl: 0.034-2.29, OS: HR 0.27, 95%Cl:
0.34-1.69 for NPM1+/NRAS+, respectively). The triple mutation pattern of NPM1+/
DNMT3A+/ FLT3-ITD+ showed a trend for lower RFS and OS (HR 1.9, 95%Cl: 0.48-7.4,
HR 1.31, 95%Cl: 0.3-5.69, respectively, p=ns). NGS techniques in AML NPM1+ patients
detect concurrent mutations with potential prognostic significance and can contribute
to daily clinical practice. These techniques must be carried out in patients diagnosed
with AML who will receive treatment and only in specialized and accredited centers.
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MIDOSTAURIN CARDIOTOXICITY: A REPORT OF 2 CASES

Dimou-Mpesikli S.', Kyriakou 1.!, Paphianou E.!, Dolgyras P, Papathanasiou M.!, Bountoura S.",
Marvaki A.", Zarifis 1.2, Lalagianni C.", Sakellari I.!

'Hematology Department-BMT Unit, G. Papanikolaou General Hospital, Thessaloniki, Greece,
2Cardiology Department, Papanikolaou General Hospital, Thessaloniki, Greece

Acute myeloid leukemia (AML) is a heterogenous disease with challenging treatment
options. FMS-like tyrosine kinase-3 (FLT3) mutation is a poor prognostic marker.
Midostaurin, a multikinase inhibitor approved for the treatment of FLT3 positive AML
in combination with standard chemotherapy has been reported as a well-tolerated
medication. Although, authors of RATIFY trial proposed a dose adjustment or even
discontinuation of Midostaurin in cases of QTc interval prolongation. In this report we
aimed to present two cases of patients with FLT3 TKD positive AML who developed
cardiotoxicity possibly related with midostaurin.

Case 1.A23-year-old female patient diagnosed with AML, FLT3-TKD mutated and double-
mutated CEBPA genotype (favorable risk, according to 2017 ELN). The patient was treated
with induction chemotherapy (743 regimen) and midostaurin. On day 17 of the second
cycle of chemotherapy and midostaurin, she complaint about cardiac palpitation.
The electrocardiogram revealed sinus tachycardia. Decreasd ejection fraction~40%
and generalized hypokinesia were found by US. Midostaurin was discontinued and
bisoprolol was initiated while midostaurin was not added to the following regimens.

Case 2. A 47-year-old male patient was diagnosed with AML, NPM1 and FLT3-TKD
mutations (favorable risk, according to 2017 ELN). The patient was treated with induction
chemotherapy (7+3 regimen) and midostaurin. On day 12, he felt chest discomfort with
abnormal ECG findings. Midostaurin was discontinued for three days. On day 14 of
the second cycle of chemotherapy and midostaurin, flattening T waves were detected
and myocardial enzymes were increased. Midostaurin was permanently discontinued
with full recovery. In this report we presented two cases of patients with FLT3 TKD
positive AML who developed cardiotoxicity possibly related with midostaurin. Further
investigation is needed to confirm the cardiac adverse events of Rydapt and clarify the
pathophysiology of them.
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LIPOPOLYSACCHARIDE EFFECT ON CORD BLOOD MONONUCLEAR CELLS AND
HL60

Nasiadis A.%, Xagorari A.', Sianidou K.', Sakellari I.", Chlichlia K.?, Sotiropoulos D.!

'Public Cord Blood Bank of Thessaloniki, Haematology Department-BMT Unit, G. Papanikolaou
Hospital, 2Department of Molecular Biology and Genetics, Democritus University of Thrace

Cord blood is a source of multipotent hematopoietic stem cells like peripheral blood
and their use focuses specifically in hemopoietic stem cell transplantation. Umbilical
cord blood cell culture has been used for diagnosis of neonatal early-onset sepsis with
high sensitivity. The lipopolysaccharide (LPS) may simulate sepsis in culture blood cells.
LPS is an endotoxin, major component of Gram-negative bacteria outer membrane
and through TLR4/MD2/CD14 complex induces proinflammatory cytokines, mainly

in monocytes M. Cord blood derived mononuclear cells (MNCs) has been used for
research and therapeutic development?, In parallel leukemic cell lines such as the
promyelocytic HL60 are widely used in research as model of cell differentiation,
proliferation and apoptosis'.

The aim of this research is to compare the sustainability of cord blood MNCs and
HL60 cells after addition of LPS (E. coli 026 : B6 or Salmonella typhimurium), in various
concentrations and incubation times. Cells were incubated in 6-well plates at 37°C,
5%CO0,. The viability was measured after 3, 6, 24 and 48h by Trypan Blue exclusion. Cord
blood MNCs were isolated from fresh neonatal cord blood through ficoll-separation
method and cultivated in IMDM, while HL60 in RPMI. Both media consisted of 10%fetal
bovine serum (FBS) and 2%Pen-Strep. Experiments were performed in the presence and
absence of FBS.

Results showed that S. typhimurium LPS induced a time-independent response of on
MNCs at Tpug/ml. FBS addition has no effect on cell viability. The viability was reduced
from 67,9+7,4% (3h) to 55,8+8,5% (6h) at concentration 5ng/pl of S. typhimurium LPS
in MNGCs. In similar conditions, sustainability of treated HL60 decreased by 4,5% and
2,9% from 3 to 24 hrs treatment with E. coli LPS treatment (200 ng/ul) in MNCs and HL60
respectively.

In conclusion, lipopolysaccharide affects the sustainability of cord blood derived
mononuclear cells and HL60.

[1] Pimentel-Coelho, P. M., Rosado-de-Castro, P. H., Barbosa da Fonseca, L. M., & Mendez-
Otero, R. (2012). Umbilical cord blood mononuclear cell transplantation for neonatal
hypoxic-ischemic encephalopathy. Pediatric Research, 71(4-2), 464-473.

[2] Robert J. Henning et. al, Human Umbilical Cord Blood Mononuclear Cells for the Treatment
of Acute Myocardial Infarction, Cell Transplantation, Vol. 13, pp. 729-739, 2004

[3] Collins, S., The HL-60 promyelocytic leukemia cell line: proliferation, differentiation, and
cellular oncogene expression. Blood, 1987. 70(5): p. 1233-1244.
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HOW EXPERIENCE AND GROWTH FACTORS BETTER USAGE IMPROVE PBSCS
COLLECTION OUTCOME

Karavalakis G., Spyridis N., Zdoupas G., Bouinta A., Batsis I., Panteliadou A., Demosthenous C.,
Paphianou E., Mallouri D., Karavasilidou P, Papadopoulou D., Gounopoulos S., Sakellari [,
Sotiropoulos D.

Hematology Department - HCT Unit, G. Papanikolaou Hospital, Thessaloniki, Greece

Introduction and Purpose: The use of peripheral blood stem cells (PBSC) has been
established as the gold standard procedure for both autologous and allogeneic
transplantation with few medical exceptions. In order toimprove the existing techniques,
systematic recording is required. The aim of the current study was to gather, analyze and
evaluate results of PBSC mobilizations and collections from our center.

Material and Methods: The study is a single-center, retrospective study, conducted
at a Hematology Department and HCT unit of a tertiary Hospital after approval from
local Ethics Committee. Donors informed consents were obtained in accordance with
the Declaration of Helsinki. Overall, 1052 individuals were included during the period
2013-2021, 638 male (60.6%) and 414 (39.4%) female with a median age of 42 years.
473 cases of them concerned healthy allograft donors divided to unrelated volunteers
(20.72%) and haploidentical or siblings (79.28%). Out of total 602 autologous collections,
52.17% concerned patients with lymphomas and the rest with multiple myeloma.
The standard mobilization regimen which was used in all cases was 10 pg/kg GCSF
(filgrastim) administered subcutaneously for 4-5 consecutive days. Leukapheresis was
performed targeting of collecting a minimum of 5x10%kg patient’s weight CD34+ cells
for allografts and 2x10%kg patient’s weight CD34+ cells for autologous transplants.
COBE Spectra apheresis platform initially and Spectra Optia system later were used for
PBSC harvesting.

Results: Collection timing was determined by monitoring CD34+ cells in healthy donor’s
or patient’s blood from the 3rd day of growth factor administration. In case of poor
mobilization on day 4, plerixafor was used in both autologous and allogeneic donors
with equal success and scarce side effects including mainly bone pain, nausea, headache,
and fatigue. Mean number of CD34+ cells in healthy donor’s or patient’s peripheral blood
was 62.49x10%/kg in male and 49.61x10%kg in female individuals without statistical
difference according to different age groups or plerixafor’s use. There were no statistical
differences among hematocrit mean values or absolute mean values of CD34+ cells in
both allogeneic and autologous transplants. The use of plerixafor didn’t increase the
absolute number of the collected CD34+ cells per transplant but allowed the possibility
of successful collection in cases where the administration of GCSF alone would have
failed. Total average collections per donor were 1.28 sessions for allo-transplants and
1.17 sessions for auto-transplants, with female donors/patients tended to require a
second collection day. Overtime there was a characteristic and remarkable continued
reduction of the required number of collections per person, a fact that reflects the staff’s
familiarity with the mobilization procedures and growth factors better usage.
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APLASTIC CRISIS IN A PATIENT WITH HBS-BETA THALASSEMIA AND SARS-COV-19
INFECTION

Bourantas L.

General Hospital Larnaca, Cyprus

Case presentation: A 67-year-old man with a history of HbS-beta0 thalassemia, was
admitted to our hospital with dyspnoea, low oxygen saturation <90%, on room air,

for 12 hours before admission, palpitations, and tachycardia for 3 days. He had been
tested positive for Sars-Co-V-19(Covid-19) 7 days before admission, when he had
cough and pharyngitis symptoms.

Patient was vaccinated with 2doses of Astra-Zeneca vaccines, February and May
2021, and one dose of Pfizer vaccine end of November 2021, two months prior his
admission. His medical history included diabetes mellitus, hypertension and prostate
hypertrophy. He did not suffer often severe veno-occlusive crises and had been for long-
term on Hydroxycarbamide 1g daily. His other medication included Folic acid 5mg od,
Glimepiride 4mg od, Sitagliptin 100mg od, Telmisartan 80mg; he had no drug allergies.
On examination the vital signs showed blood pressure 140/80mmHg, pulses 100/min,
temperature 36°C, Sat O, 98% on room air, with pO, 96.8mmHg, and lactates 1.1mmol/I.
The GCS score was normal 15/15, full orientated. Bilateral crepitation sounds on both
bases were noted, and the chest x-ray showed small shadowing of both bases.

The full blood count showed pancytopenia with WBC 1.69 x10%lit, Neut 1.17 x10%/lit,
Hb 85g/l, PLTs 66 x10%lit; LDH was 642u/l, total and indirect bilirubin were normal,
and CRP 53.8. D-dimers were high, 1025.7ug/l. The peripheral blood film confirmed
pancytopenia, with very few circulating sickle cells.

Patient was admitted in the Covid Unit of our Hospital. Intravenous fluids, and
antibiotics, Ceftriaxone and Azithromycin, were commenced, amongst with Enoxaparin
80mg BD s/c. One unit of packed red blood cells was transfused. Hydroxycarbamide was
discontinued.

On day 2 of admission, patient was still stable haemodynamically, however there was
further drop on blood cells with WBC 1.2 x10%lit, Neut 0.89 x10%/lit, Hb 79g/I, with stable
PLTs 67 x10%lit. The reticulocytes were low, 0.027 x10%/ul. A further unit of red cells and a
dose of GCSF 300mcg were administrated. Dexamethasone 6mg and Remdesivir 200mg
STAT dose, were started. A CT of thorax showed bilateral lung changes, consistent with
Covid infection, but no elements of pulmonary embolism or acute chest crisis.

On day 4, patient became hypoxic on nasal canula 2litters, with SatO, 89%, off oxygen,
and tachycardic, heart rate 105/min; the arterial blood gas showed satO2 91.8%, with
pO, 64.4mmHg, pCO, 25.8mmHg, pH 7.508, HCO, 20mmol/I. He was switched to high
flow O, 50% on venturi mask, keeping satO, 94%. He was reporting tiredness and
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dizziness, but no significant pains. There were still bilateral crepitations on both lung
bases. A CT pulmonary angiography of chest showed again bilateral lower lung field
changes, consistent with Covid 19 infection, but no evidence of pulmonary embolism,
or acute chest syndrome.

On full blood count the WBC 8.27 x10%lit and Neut 6.56 x10%lit were normal, Hb was
low 78g/l, with retic 0.030 x10°/ul, and PLTs were 78 x10°%/lit. GCSF was discontinued, and
another unit of packed red blood cells was administrated. Ceftriaxone was switched to
Meropenem.

Patient was transferred to Covid Unit of General Hospital of Nicosia, continued treatment
with fluids, antibiotics, Dexamethasone and Remdesivir; he remained haemodynamically
stable, and no red blood cell exchange was required. He completed 10 days of antibiotics
and was discharged from Hospital in stable condition. His full blood count cells were
gradually recovered, with neutrophils and platelets to normal levels, and Hb 115g/I,
back to his baseline, with high reticulocytes; Hydroxycarbamide was restarted.

Further investigation showed negative serology for HIV, HBV, HCV, as well as negative
IgM for EBV, CMV, VZV and Parvovirus B19; however, no DNA PCR for Parvovirus B19
was tested, which cannot exclude completely the possibility of this infection. The
urine antigen for Legionella and Streptococcus pneumonia, and serum antibodies for
Rickettsia typhi, Rickettsia Coroni and Salmonella typhi were all negative.

Interestingly, a few months after this episode, patient started experiencing joint pains;
after Rheumatology review, he was found positive on ANA and ds-DNA anti-bodies and
was started on Hydroxychloroquine.

Patient received a fourth dose of Covid vaccine, Moderna, mid-January 2023, and
remains in stable condition.

Discussion: Since the begging of Sars-CoV-19 pandemia, there are numerous reports
of haematological complications of the virus, including neutropenia, lymphopenia,
thrombocytopenia, haemolytic anemia, including micro-angiopathic haemolytic
anemia and, in rare cases, pancytopenia and aplastic anemia, in haematological and
non-haematological patients (1).

Furthermore, the vaccines against Sars-CoV-19 have been rarely reported to be involved
in pancytopenia and aplastic anemia, with usually easy and quick recovery of full blood
count after management (2,3,4).

Patients’ laboratory findings of pancytopenia and low reticulocyte count were
consistent with aplastic crisis. Aplastic crisis is usually caused by Parvovirus 19 in sickle
cell patients, but also other viruses, HIV, HBV, HCV and EBYV, Streptococcal infection as
well as medications, such as Hydroxycarbamide. The aplastic crisis related to Parvovirus
19 is usually self-limited within 7-10 days (5).

Since patient had been on Hydroxycarbamide for several years, and all results for other
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potential microbial causes were negative, we suggest that patient’s laboratory findings
of pancytopenia with low reticulocyte counts, were most likely related to the Sars-
CoV-19 infection.

Patients’ counts and reticulocytes were recovered within a few days and Sars-Cov-19
infection was well controlled with red cell transfusions, GCSF, Dexamethasone,
Remdesivir and antibiotics, without need to perform red cell exchange transfusion,
or bone marrow aspiration and trephine. To our knowledge, this is the first reported
episode of acute aplastic crisis in a patient with sickle cell disease, related to Sars-CoV-19
infection, in the literature. The aplastic crisis could have protected patient from veno-
occlusive crisis or Covid-related thrombotic episode.
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DIAGNOSING ALGORITHM IN CONGENITAL DYSERYTHROPOETIC ANEMIA (CDA):

A CASE REPORT

Bountola S.", Makris M.!, Apostolou C.2, Ververi A3, Tsara E.', Kaiafa G.", Perifanis V.’

'Hematology Department- 1st Propedeutic Department of Internal Medicine, Aristotle University of
Thessaloniki, University Hospital AHEPA, Thessaloniki, Greece ?Hematology Department, General
Hospital Papageorgiou, Thessaloniki, Greece 3Genetics Unit, General Hospital Papageorgiou,
Thessaloniki, Greece

Congenital dyserythropoietic anemias (CDAs) are rare inherited blood disorders that
affect erythropoesis. CDA type 2 being the most common, is characterized by anemia,
jaundice, splenomegaly, and often leads to liver iron overload and gallstones. Treatment
includes blood transfusions, iron chelation therapy, and bone marrow transplantation
in severe cases.

Herein, we describe a patient diagnosed with CDA I, after 18 years of investigation.

A 21-years-old man, with microcyticc Coombs negative hemolytic anemia, mild
hyperferritinemia and splenomegaly, was first admitted in 2005. During the following 15
years he had multiple admissions in three other hospitals with progressive splenomegaly
and cholelithiasis. Specific biochemical, molecular and genetic blood analysis excluded
several diagnosis such as hemoglobinopathies, congenital hemochromatosis, G6PD
and Puruvate Kinase definiency, PNH, Gaucher disease and hereditary spherocytosis.
Bone marrow biopsy showed a hyperplastic marrow with clear prevalence of the
erythroid lineage which was dyserythropoietic with multiple binuclear and multinuclear
erythroblasts. Re-investigation in 2022 confirmed hemolytic anemia (Hb 10.9g/dl), high
ferritin level (809ng/ml), splenomegaly (19cm) and moderate iron loading in the liver
by T2* MRI. Next generation sequencing (NGS) was performed and showed compound
heterozygosity of c.40C>T and ¢.790C>T mutations in the SEC23B on chromosome
20, which has been described in patients with CDA Il. He was initially treated with
venesections which further deteriorated his anemia. The patient started iron chelation
treatment and showed mild progressive improvement.

In the era of NGS, CDA Il, formerly known as hereditary erythroblastic multinuclearity
with a positive acidified-serum test (HEMPAS), is caused by biallelic mutations in the
SEC23B gene.

Diagnosing criteria of CDA should maybe be re-evaluated.
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EFFICACY AND SAFETY PROFILE OF CARFILZOMIB IN RELAPSED REFRACTORY
MULTIPLE MYELOMA (RRMM): ADEQUATE SAFETY PROFILE AND HIGH EFFICACY

IN EARLY TREATMENT LINES

Douka V., Iskas M., Dimou-Besikli S.", Paphianou E.", Kyriakou G.', Lalayanni C.},

Papathanasiou M., Gavriilaki E."?, Vadikoliou C.!, Sakellari I.!

'Department of Hematology & HCT Unit, General Hospital G. Papanikolaou, Thessaloniki Greece, *2nd
Propedeutic Department of Internal Medicine, Aristotle University of Thessaloniki, Greece

Duration of response in multiple myeloma patients has significantly ameliorated.
Carfilzomib is an approved treatment option beyond first-line. The aim of our study is
the efficacy and safety of carfilzomib in daily practice.

In a cohort of 35 patients since 2017, 22 received carfilzomib in combination with
lenalidomide and dexamethasone, 12 with dexamethasone only, and one with
pomalidomide and dexamethasone. The study cohort consists of male/female:14/21
patients with median age 68(41-82) years old, 1gG/IgA/FLC=20/11/4. Carfilzomib
was administered as 2n¢/319/4th/5%/6 line treatment in 13/6/ 9/5/2 patients. Median
treatment cycles:10 (1-76). Left ventricular ejection fraction (LVEF%) was determined by
heart ultrasound prior to treatment initiation in all patients. Median LVEF% value was
65% (55%-80%).

Thrombotic microangiopathy occurred in 2 patients and treatment was permanently
withdrawn. Two patients developed hypertension treated successfully with
antihypertensives. Reduction in LVEF more than 10% comparing to baseline was noted
in 3/24 (12%) evaluated patients. Two sudden deaths occurred in two patients without
cardiac history, one 72 y-o male patient during cycle 7 and one 75 y-o female upon
treatment initiation. Disease assessment was performed in 34 patients. At least partial
response (PR) was achieved in 27 (79%) patients, 8 (25%) in CR. Median progression free
survival (PFS) and overall survival (OS) was 15 (1-80) and 40 (1-80) months respectively.
Median PFS and OS were significantly higher in patients with carfilzomib administered
at first relapse vs before the third, fourth and further relapse: PFS:54/36/28/9 months,
p<0.001 and OS 49/49/40/20 months respectively (p<0.001) except for less than fourth
regimen.

In conclusion, carfilzomib administration in relapsed/refractory multiple myeloma
exhibits adequate efficacy and safety. Quality and duration of response was augmented
when integrated in 15t or 2" relapse treatment plan.
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RARE CASE OF MPAL T/MYELOID WITH COEXCISTING MONOBLASTS

Kaliou M., Douka V.', Charalampidou S.2, Avramidou R.!, Moutsiana M.}, Vadikoliou C.},
Tsompanakou A.', Kapsali E.2, Sakellari I.!

'G. Papanikolaou Hospital, Thessaloniki, Greece 2Department of Hematology, School of Medicine,
University of loannina, Greece

Introduction and Purpose: Mixed phenotype acute leukemia (MPAL) refers to leukemia
in which blasts express antigens of more than one hematopoietic lineage, to a degree
that it cannot be assigned to one lineage with certainty. MPAL, as defined by the World
Health Organization (WHO2016), includes categories that were previously referred to as
bilineage leukemia, containing separate population of blasts of more than one lineage
and biphenotypic acute leukemia, containing a single population of blasts coexpressing
antigens of more than one lineage. It is a rare disease that accounts for <3% of acute
leukemia cases.

Material and Methods: In our center 1429 cases of acute leukemias were reported since
1999, with only fifty of them being diagnosed as MPAL. In March 2023 a 65-year-old male
presented with feverand rush. His CBC revealed neutropenia, anemia, thrombocytopenia
and a small increase in monocytes. Physical examination showed no organ or lymph
node enlargement, but extensive rush that was accompanied by pruritus. Skin and bone
marrow biopsy were performed and bone marrow specimens for flow cytometry and
cytogenetic analysis were taken. Flow cytometry revealed two blast populations: The
first one having 18% blasts with both T-cell and myeloid antigens, as it was positive
for CD34/cytCD3/CD5/CD7/CD4/CD99/CD1a/TDT/HLA-DR/MPO/CD33 markers and a
second one of monoblasts at 6%, identified by using monocytic differentiation markers.
Clonal chromosomal abnormalities were reported with hypodiploid karyotype. Bone
marrow biopsy showed 80% infiltration of blasts with the same as in flow cytometry
immunophenotyping characteristics and so did the skin biopsy. A diagnosis of MPAL T/
Myeloid NOS (WHO2016) was established.

Results: This was the first case of MPAL T/Myeloid as a biphenotypic acute leukemia

with the particularity of coexisting monoblasts as separate population of blasts that was
ever identified in our center.
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NANO-BIOCERAMICS: FROM BONE REGENERATION TO CANCER NANOMEDICINE:

A PRELIMINARY STUDY OF HEMOCOMPATIBILITY

Tsamesidis 1!, Pouroutzidou G.!, Axipolitou S.2, Simoglou M.?, Manola M2, Tsitlakidou M.,
Michalakis D.%, Bakaloudi V.4 Torbantoni E.>, Samara D.°, Lettas A.>, Kontonasaki E.

'Department of Prosthodontics, School of Dentistry, Faculty of Health Sciences, Aristotle University
of Thessaloniki, Thessaloniki, Greece, 2Department of Biomedical Sciences, International Hellenic
University, Greece, *Department of Biomedical Sciences, Metropolitan College, Thessaloniki campus,
Greece, “AHEPA University General Hospital Blood Centre, Thessaloniki, *Blood Bank Section, Naoussa
General Hospital, Naousa, Greece

Introduction and Purpose: Recently, cancer nanomedicine has emerged as a powerful
way to utilize nanotechnology advancements for therapeutic applications. Around 15%
of hematologic malignancies are caused by multiple myeloma, with the maxillofacial
area frequently experiencing the disease’s principal consequences. Combining
medication release with ceramic resorption is made possible by the ability to insert
therapeutic compounds into the structure of biomimetic bioactive ceramics. In this
pilot investigation, we examine firstly the hemocompatibility of akermanite-based
nanoparticles (NPs) to assess the safety of these nanoparticles for future application in
cancer cells.

Material and Methods: Freshly drawn blood samples from 6 healthy donors (both
sexes were used) from General hospital of Naousa were collected in EDTA-tubes. All the
donors provided informed consent to participate in the study. The synthesis of NPs in the
system of Akermanite was performed via the sol-gel method as previously published.
To investigate the hemolytic effect of nAK aggregation on healthy erythrocytes (RBCs
stock: 5% w/w), the nAK stock suspensions (concentration: 5mg/ml) were sonicated in
a probe sonicator and in an ultrasonic bath at temperatures 37°C, 50°C and 70°C for 5,
10, 20 and 30 min. The suspensions were then prepared at increasing concentrations
(125, 250, 500, 750, 1000 pg/ml) for 24h incubation with RBCs at 37 °C. The absorbance
of hemoglobin release in the supernatant was measured using spectrophotometer in
triplicate at 540nm.

Results: Although the dissociation of nAk aggregates lead to higher hemolytic effect
after 20min of sonication at higher concentrations, the NPs proved to be compatible
with erythrocytes at low concentrations (125,250 pg/ml) at all investigated sonication
parameters. Akermanite-nanoparticles were proved to be hemocompatible at
concentrations lower than 125 pg/ml at all the tested procedures. Future studies in
cancer cells with drug-loaded akermanite-based NPs will clarify the potential capabilities
of these materials in cancer Nanomedicine.
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A NOVEL, POTENT AND WELL-CHARACTERIZED INDUCED REGULATORY T-CELL
PRODUCT AGAINST GRAFT VERSUS HOST DISEASE

Christofi P.'? Kefala D.!, Lysandrou M.!, Papayanni P*3, Pieridou C#, Savvopoulos N.', Chatzidaniil A.23,
Kyriakou M4, Pastelli N.%, Sakellari 1.2, Costeas P* Papadopoulou A2 Yannaki E.*¢, Spyridonidis A."
'Institute Of Cell Therapy, University of Patras, Greece, °Gene and Cell Therapy Center, Hematopoietic
Cell Transplantation Unit, Hematology Department, G. Papanikolaou Hospital, Thessaloniki, Greece,
3Department of Genetics, School of Biology, Aristotle University of Thessaloniki, Greece, *Center for
the Study of Haematological and other Malignancies & Karaiskakio Foundation, *Histopathology
Department, G. Papanikolaou Hospital,Greece, *University of Washington, USA

Introduction/Purpose: Graft-versus-host disease (GvHD) is a major complication
of allogeneic hematopoietic cell transplantation for which T-regulatory cell-(Treg)
immunotherapy represents a potential alternative treatment. We have shown that the
expression of HLA-G, known to mediate the maternal-fetal tolerance, can be induced
by pharmacological hypomethylation(Decitabine-Dec) of T-cells, generating T-cells with
immunoregulatory properties (iG-Tregs). We aimed to generate iG-Tregs, a fully characterized
and enriched in HLAG* T-cells product as a safe and efficacious treatment of GvHD.

Material/Methods: iG-Tregs were generated after a 3-day exposure of anti-CD3/
CD28-activated T-cells to Dec and assessed in vitro and in vivo (NSG mice). FACS-sorted
HLAG*CD4* T-cells were characterized in depth by RNA-seq (Illumina) and single cell
RNA-seq (scRNA-seq) (10XGenomics). The clinical scale/grade iG-Treg production was
validated by GMP manufacturing.

Results: iG-Tregs contained higher CD3*HLAG" cells over control untreated cells [median
18% (5.86-28%) vs 1.4% (0.12-3.9%), p<0.0001]. RNA-seq revealed a distinct expression
profile of FACS-sorted HLAG*CD4*cells over their HLAGCD4* counterpart, in terms of
regulatory genes(CCL17/CCL22/CXCL9) and the myeloid suppressor gene IDO-1, while
scRNA-seq uncovered underlying regulatory signatures. iG-Tregs showed diminished in
vitro alloreactivity against allogeneic targets over controls (1.8%vs49% lysis, p<0.0001) and
hyporesponsiveness after restimulation via reduction of intracellular pro-inflammatory
cytokines(IL2/IFNy/IL17a/TNFa), thus implicating a favorable safety profile. Safety was also
confirmed invivo; all control mice succumbed early from clinically&histologically confirmed
GvHD whereas 67% of iG-Treg-treated mice survived until sacrifice (d84,p=0.0019). As
regards efficacy, co-administration of iG-Tregs with donor lymphocyte infusions (DLIs)
delayed or prevented the onset of GvHD versus DLI-treated-mice. The manufacturing of
iG-Tregs was validated in three large-scale runs under GMP.

Conclusion. iG-Tregs have a good safety profile and ameliorate GvHD. Towards clinical
translation, we demonstrate the feasibility of generating clinically relevant doses of
well-characterized GMP-produced iG-Tregs. We are currently evaluating iG-Tregs for
the prevention and treatment of steroid-refractory GvHD in a phasel/Il clinical trial
(EUDRACT 2021-006367-26)).
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HIGH RESPONSE RATES IN PATIENTS WITH HIGH-RISK AML AND MDS/AML TREATED
WITH THE COMBINATION OF HYPOMETHYLATING AGENT AND VENETOCLAX
Kalomoiri S., Mellios Z., Garofallaki M., Karaolidou F., Tziotziou E., Nikolou E., Loutsidi N.,
Bristogiannis S., Souravla A., Darmani |, Theodorou E., Tzenou T., Gigantes S., Karakasis D.,
Baltadakis I., Delibasi S., Tsonis I., Pagoni M.

Haematology-Lymphomas Departmnent & BMT Unit, Evangelismos Hospital, Athens, Greece

Introduction and Purpose: Retrospective, single-center study to assess the efficacy of
the combination Hypomethylating agent and Venetoclax(HMA+Ven) in the molecular
subgroups of patients with high-risk myeloid malignancies.

Materials and methods: Our study included 34 consecutive patients of median age
70.5(range;46-90) years, ineligible for intensive chemotherapy, with either AML(n=29)
or MDS/AML(n=5) that were treated with the combination of HMIA+Ven. Most patients
had significant comorbidities [medianHCT-Cl:2(range;0-8)]. DNA from bone marrow
specimens was used to perform NGS on an lllumina MiSeq platform using myeloid panel
of SOPHiIA-GENETICS. Survival analysis was performed using R-statistics.

Results: Twenty-six out of 34 patients (76.5%) achieved CR/CRi at a median time of
1(range;1-8) month following initiation of treatment. With a median follow-up of
8(range;2-19) months the median LFS in the entire cohort was 11.6(95%CIl:10-NA)months
and the median OS was 12(95%Cl:7-NA)months. Considering both cytogenetic and
molecular profile of each case, most patients (30/34, 88.23%) were classified as high-risk
according to ELN2022 recommendations. Since in our cohort intermediate and low risk
groups are underrepresented, we divided patients into three groups. Group A consisted
of patients with TP53mut disease(n=7), group B with other high-risk mutations(n=20) and
group Clow/intermediate risk mutations(n=7). CR/CRi rates were similar among the three
groups (71.4%, 75.0%, 85.7% for groups A, B and C respectively). LFS and OS for groups A,
B and C were 5.66(95%Cl: .9-NA), 11.6(95%Cl:10.0-NA), 13.67(95%Cl:4.5-NA) months and
10.0(95%Cl:1.0-NA), 14.0(95%Cl:7.0-NA), 24.0(95%Cl:1.0-NA) months, respectively.
Although our results did not reach statistical significance due to the small number
of patients, certain observations are still significant. The combination of HMA+Ven
is associated with high response rates even in the presence of mutations that confer
dismal prognosis. Still, the duration of response is directly associated with the mutational
profile. Thus, eligible patients should undergo alloSCT following initial response to the
combination to increase the chances of prolonged survival.
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PROTEASOME PROTEOLYTIC ACTIVITY IN HEMATOPOIETIC CELLS OF PATIENTS
WITH MYELODYSPLASTIC SYNDROMES IS INVERSELY ASSOCIATED WITH THEIR
OXIDATIVE STRESS

Zafeiropoulou K.?, Alexis S.", Kalampounias G.?, Katsoris P.2, Symeonidis A.

'Hematology Division, Internal Medicine Department University Hospital of Patras, Patras, Greece
2Department of Biology, University of Patras, Greece

Introduction and Purpose: The proteasome is a multi-enzymatic protein complex
that degrades excessive, misfolded or damaged proteins inside the cells. Inhibition
of the chymotrypsin-like (ChT-L) proteasomal activity is a therapeutic target for
several neoplastic diseases, for which proteasome inhibitors (Pls) are effective. There
is no evidence whether Pls could be an effective treatment option for patients with
Myelodysplastic Syndromes (MDS). It is also unclear whether these patients can develop
resistance to Pls or their proteasome proteolytic activity (PPA) is constitutively low, thus
restricting Pls effectiveness. Reduced PPA might result in the accumulation of oxidative
proteins. Therefore, determination of PPA and ROS levels of the hematopoietic cells of
MDS patients could represent a useful tool, predicting the effectiveness of treatment
with Pls.

Materials and Methods: Twenty patients with newly-diagnosed MDS were stratified
according to IPSS into Lower- or Higher-risk groups. We determined the PPA of
Peripheral Blood Mononuclear Cells (PBMCs), Bone Marrow Mononuclear Cells (BMMCs)
and of purified CD34+ cells from 20 patients and 10 sex- and age-matched controls
(blood donors). Protein extracts of isolated cells were incubated with the fluorogenic
substrate-peptide Suc-LLVY-AMC, with or without the proteasome inhibitor MG-132.
The fluorescence intensity was directly dependent on ChT-L activity (PPA). We also
measured ROS levels of BMMCs and CD34+ cells with the fluorescence of H2DCFDA,
quantified by flow cytometry.

Results: Statistical analysis showed that both, PBMCs and BMMCs of the lower-risk group
had significantly lower PPA (P<0.05), compared to the higher-risk group. Consistently, in
the CD34+ cell population of the lower-risk patients, PPA was also significantly lower.
Lower PPA levels paralleled with higher intracellular ROS levels (P<0.05), which we
observed in these patients, providing a potential explanation for the increased apoptotic
rate and the multiple cytopenias. PPA correlates with disease aggressiveness in MDS
patients and is inversely associated with intracellular ROS levels.

18-20 May 2023, Thessaloniki, Greece, Porto Palace Hotel @



5th GRECO - ISRAELI
HEMATOLOGY MEETING

P16

DIFFUSED CUTANEOUS FUSARIOSIS AND ASPERGILLUS ENDOPHTHALMITIS IN A
PATIENT WITH R/R DLBCL POST CAR T-CELL THERAPY

Voutsinas P.', Tsaprouni K.!, Anastasopoulou A2, Tsifi A", Lefaki M3, Petsa P2, Benekou K., Apostolou
0.4 Pantazatou A.%, Siasou G.°, Georgalas 1.5, Angelopoulou M., Gamaletsou M.’

'Pathophysiology Department, Medical School, National and Kapodistrian University of Athens, 2First
Department of Internal Medicine, Laikon General Hospital, National and Kapodistrian University of
Athens, *Department of Haematology and Bone Marrow Transplantation, National and Kapodistrian
University of Athens, Laikon General Hospital, “Microbiology Laboratory, Laikon General Hospital,
*Department of Opthalmology, Laikon General Hospital, °Department of Ophthalmology, National and
Kapodistrian University of Athens, 15 University Eye Clinic, G. Gennimatas General Hospital, Greece

Introduction and Purpose: The proteasome is a multi-enzymatic protein complex
that degrades excessive, misfolded or damaged proteins inside the cells. Inhibition
of the chymotrypsin-like (ChT-L) proteasomal activity is a therapeutic target for
several neoplastic diseases, for which proteasome inhibitors (Pls) are effective. There
is no evidence whether Pls could be an effective treatment option for patients with
Myelodysplastic Syndromes (MDS). It is also unclear whether these patients can develop
resistance to Pls or their proteasome proteolytic activity (PPA) is constitutively low, thus
restricting Pls effectiveness. Reduced PPA might result in the accumulation of oxidative
proteins. Therefore, determination of PPA and ROS levels of the hematopoietic cells of
MDS patients could represent a useful tool, predicting the effectiveness of treatment
with Pls.

Materials and Methods: Twenty patients with newly-diagnosed MDS were stratified
according to IPSS into Lower- or Higher-risk groups. We determined the PPA of Peripheral
Blood Mononuclear Cells (PBMCs), Bone Marrow Mononuclear Cells (BMMCs) and of
purified CD34+ cellsfrom 20 patients and 10 sex- and age-matched controls (blood donors).
Protein extracts of isolated cells were incubated with the fluorogenic substrate-peptide
Suc-LLVY-AMC, with or without the proteasome inhibitor MG-132. The fluorescence
intensity was directly dependent on ChT-L activity (PPA). We also measured ROS levels of
BMMCs and CD34+ cells with the fluorescence of H2DCFDA, quantified by flow cytometry.

Results: Statistical analysis showed that both, PBMCs and BMMCs of the lower-risk group
had significantly lower PPA (P<0.05), compared to the higher-risk group. Consistently, in
the CD34+ cell population of the lower-risk patients, PPA was also significantly lower.
Lower PPA levels paralleled with higher intracellular ROS levels (P<0.05), which we
observed in these patients, providing a potential explanation for the increased apoptotic
rate and the multiple cytopenias. PPA correlates with disease aggressiveness in MDS
patients and is inversely associated with intracellular ROS levels.
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DIVERSE IMMUNOGENETIC PROFILE OF PATHOGEN-SPECIFICT CELLS IN THE
CONTEXT OF ADOPTIVE IMMUNOTHERAPY

Pantazi C."?3, Vlachonikola E.>3, Vardi A.", Zotou E.'3, Koukoulias K.', Vallianou 1., Giannaki M.,
Boussiou Z.", Karavalakis G., Papalexandri A.", Yiangou M., Sakellari I.!, Chatzidimitriou A.>4,
Papadopoulou A.', Yannaki E.'®

'Gene and Cell Therapy Center, Hematology Department - Hematopoietic Cell Transplantation
Unit, G. Papanikolaou Hospital, Thessaloniki, Greece, ?Institute of Applied Biosciences (INAB), Centre
for Research and Technology Hellas (CERTH),Thessaloniki, Greece, *School of Biology, Department
of Genetics, Development and Molecular Biology, Aristotle University of Thessaloniki, Greece,
“Department of Molecular Medicine and Surgery, Karolinska Institute, Sweden *Hematology,
University of Washington, USA

Introduction-Purpose: Adoptive immunotherapy with pathogen-specific T-cells (pSTs)
constitutes an alternative treatment of opportunistic infections post hematopoietic cell
transplantation. Given the lack of knowledge regarding theT-cell receptor (TR) repertoire
of T-cell products, we here immunogenetically profiled two phase I/Il immunotherapy
products: tri-virus specific T-cells (tri-VSTs) targeting cytomegalovirus (CMV), Epstein
Barr virus (EBV) and BK virus (BKV) (EudraCT:2014-004817-98) and pentavalent-specific
T-cells (penta-STs) additionally targeting adenovirus (AdV) and Aspergillus fumigatus (AF)
(EudraCT:2020-004725-23).

Material-Methods: pSTs were manufactured after pulsing immunocompetent-
donors’ peripheral blood mononuclear cells (PBMCs) with viral +AF peptides and a 10-
day culture. pST’s and PBMC's specificity was assessed by Elispot. TR beta-chain gene
repertoire was analysed by next-generation sequencing (NGS, Miseq/NextSeq) in whole
pST products (tri-VSTs:n=2, penta-STs:n=4), their corresponding immunomagnetically-
enriched pathogen-specific cell subsets (n=26) and patient PBMCs (n=26), after RT-
PCR amplification of TRBV-TRBD-TRBJ rearrangements (BIOMED-2). Annotation was
conducted with IMGT/HighVQUEST. Metadata analysis and clonotype computation
were based on a validated purpose-built bioinformatics platform (tripr).

Results: pSTs provided a diverse TR repertoire (clonotypes/sample:6,580-33,863,
median: 2,530) and high clonality (median major clonotype frequency:6.48%, range:
2.23%-20.7%). Post strict filtering of the clonotypesin the enriched subpopulations:i) =10
reads, ii) higher frequency in the enriched subpopulations over the unselected product,
8,749 of total 9,799 were present in a single specific-cell fraction (CMV-specific:2,768,
EBV-specific:1,763, BKV-specific:2,003, AdV-specific:1,363, AF-specific:852), suggesting
their specificity to pathogens. Importantly, their presence in vivo in two patient-derived
PBMCs (Pt1: CMV-specific:32, EBV-specific:25, BKV-specific:29 & Pt2: CMV-specific:20,
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EBV-specific:31, BKV-specific:31) up to 15 weeks post tri-VST infusion was inversely
correlated with the corresponding viral load and positively correlated with the frequency
of circulating virus-specific T cells.

Conclusions: We provide a novel method to track pSTs in vivo and identify potential
pathogen-specific clonotypes conferring protection against infections, which may
serve as a tool for patient risk stratification for suboptimal responses and help to select
the best candidates forimmunotherapy.

Funding: Transcell, T2EAK-024377
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THE PROFILE OF EXTRACELLULAR VESICLES, MEDIATED BY THEIR MICROENVIRONMENT
NICHE, IMPACTS THE PROLIFERATIVE CAPACITY OF DLBCL CELLS

Katz T."? Taha B.2, Bettman P. N.', Horowitz N.A."? Tzoran |.'2, Brenner B. 1

'Department of Hematology and Bone Marrow Transplantation, Rambam Health Care Campus,
Haifa, Israel, 2Ruth and Bruce Rappaport Faculty of Medicine, Technion, Haifa, Israel

Diffuse large B cell lymphoma (DLBCL) cells originate from differentiating B cells in
lymph nodes (LN), with bone marrow (BM) involvement observed in up to 30% of DLBCL
cases at diagnosis. The latter fact is associated with an inferior prognosis and reduced
response to therapy. The heterogeneity of tumor microenvironment (TME) niches has
been found to significantly impact the biology and behavior of lymphoma cells. The
crosstalk between DLBCL cells and various stroma cell types in the tumor-supportive
niches is part of the established mechanisms underlying lymphoma cell survival and
expansion. Extracellular vesicles (EVs), released from stromal cells, are known to be key
players in intercellular communication through transferring bioactive contents [e.g.,
cytokines and micro RNA (miRNA)] between cells and affecting the function of recipient
cells. Yet, there is paucity of data regarding the role of EVs derived from particular
microenvironment niches in DLBCL propagation. The present study investigated the
content of EVs in correspondence to their specific niche of origin (bone marrow versus
lymph nodes) and potential contribution the EV profile to DLBCL cell proliferative
capacity, as a prospective mechanism involved in the disease progression.

DLBCL celllines OCI-LY18 and U-2946 were used for the evaluation of the cell proliferative
capacity. EVs were isolated by high-speed centrifugation from mesenchymal stromal
cells, drawn from BM aspirates of healthy donors [normal (NBM)], a human BM-derived
stromal cell line (HS-5; ATCC, USA) and a lymph node stromal cell line [follicular dendritic
cell line (HK; ATCC, USA)L. EVs (200 pg) were then incubated with lymphoma cells
for 24 hours, and the cell proliferation rate was evaluated using flow cytometry. The
proliferation rate of lymphoma cells without EV addition (control) was considered 100%.
The EV content was assessed for the presence of 15 cytokines (IL-6, IL-10, EGF, BAFF,
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osteopontin, PDGF-AA, TGF-a, HGF, IL-11, IL-4, CDA40, Flt ligand, FGF2, TNF-a and Fas
ligand) using the Cytokine Multiplex Assay (R&D Systems, USA). Additionally, EV-derived
miRNAs were quantified using next-generation sequencing.

Exposure of OCI-LY18 lymphoma cells to EVs originating from the BM cell line, NBM
and lymph node cell line was found to affect malignant cell proliferation, with the rates
equating to 70%, 96%, and 107%, respectively, relative to control. The corresponding
values for the U-2946 lymphoma cells were 92%, 82% and 104%. Hence, BM-derived EVs
significantly decreased lymphoma cell proliferation, whereas LN-derived EVs tended to
increase this parameter. Given such difference in the EV influence depending on their
niche source, the EV content (cytokines and miRNA) was investigated in correspondence
to the stroma origin. Expression profiling of 15 cytokines associated with cell proliferation
and survival revealed a significant elevation in the levels of FGF2 and CD40L in HS-5-
derived EVs compared to HK-derived EVs (FGF2: 42.2 vs. 8.6 pg/ml, p<0.01 and CD40L:
94.1 vs. 27.1 pg/ml, p<0.05 respectively). Conversely, in NBM-derived EVs, the levels of
FGF2 and CD40L were significantly lower than those found in HK-derived EVs (FGF2:
6.2 vs. 8.6 pg/ml, p<0.05; CD40L: 14.46 vs. 27.1 pg/ml, p<0.05). Furthermore, the miRNA
content of BM- and LN-originating EVs differed in 1328 of the 3000 assessed miRNAs,
with 15 of them found to be significantly overexpressed in BM-EVs compared to LN-EVs.
The currentstudy has demonstrated that EVs derived from the BM niche areless supportive
of DLBCL cell proliferation compared to the EVs derived from lymph nodes. This could be
related to the identified differences in the specific cytokine and miRNA content of the
EVs, whose cargo is transferred from their originating TME niches to malignant cells.

P19

IMPAIRED ACTIVITY OF NATURAL KILLER CELLS IN DIFFUSE LARGE B-CELL
LYMPHOMA MOST LIKELY ORIGINATES FROM LYMPHOMA-INDUCED MODULATION
OF THEIR SURFACE RECEPTOR EXPRESSION

Ringelstein-Harlev S.'?, Azoulay T.?, Slouzkey I.2, Karmona M.?, Filatov M.?, Sarig G.%*
'Department of Hematology and Bone Marrow Transplantation, Rambam Health Care Campus,
Haifa, Israel, ’Hematology Laboratory, Rambam Health Care Campus, Haifa, Israel, °The Ruth and
Bruce Rappaport Faculty of Medicine, Technion, Israel Institute of Technology, Haifa, Israel

Background: Natural killer (NK) cells play a role in cancer cell elimination; however,
modifications in their activity induced by malignant cells can lead to solid and
hematological cancer immune evasion. Diffuse large B-cell lymphoma (DLBCL)
extensively infiltrates the lymphoid tissue, where environmental stimuli mediate the
development of NK cell subpopulations.

Aims: The aim of this study was to explore phenotypic and cytotoxic activity of DLBCL
patient NK cells that could support lymphoma immune escape.
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Methods: Given that peripheral blood (PB) NK cells reflect lymph node subpopulations,
CD56*PB NK cells, derived from 26 DLBCL patients at staging, and from 13 healthy age-
matched healthy controls (HC), were collected and analyzed for the surface expression of
NK-cell specific C-type lectin receptors (CLRs), killer cell immunoglobulin-like receptors
(KIRs), natural cytotoxicity receptors (NCRs) and other co-stimulatory receptors, using
FACS. To assess NK cell activation, degranulation (evaluated by CD107a staining) and
intracellular IFNy and TNFa production were examined following co-culture with
the K562 malignant cell line. The percentage of CFSE stained target K562 cells that
underwent necrosis/apoptosis upon co-incubation with NK cells was used to measure
cytolytic activity of the latter cells. All statistical analyses were conducted with the Mann
Whitney U test.

Results: The percentage of NK cells among lymphocytes was comparable in patients and
HC. As all the patient mature NK subsets were found to be CD564™, all further experiments
were conducted on this fraction only. The mean expression of the inhibitory CLR NKG2A
was significantly higher in DLBCL than in HC samples (42%z+5.1 vs. 27%=2.3; p<0.001).
Conversely, the levels of activating CLRs NKG2D and CD161 were significantly lower in
patients (15%=8 vs. 40.2%+4; p<0.01 and 47.8+7 vs. 82.7+5, respectively for both antigens;
p=0.006). Patient NK cells demonstrated decreased levels of KIRs (CD158a and CD158b)
compared to HC (16.2+5 vs 33.8+2.1; p<0.01 and 17.6+6 vs 32.4+3.1; p<0.01, respectively),
despite being exclusively CD56™, and as such expected to highly express KIRs.
Degranulation was found to be lower in patient than in HC cells (CD107a of 2.8% vs.
14.6%; p<0.01), as was intracellular cytokine production [2.4% vs. 6.9% for TNFa
(p=0.03) and 3.2% vs. 11.3% for IFNy (p=0.04)]. This difference maintained upon IL-2
supplementation, which enhanced NK cell responses in both patient and HC cells. Non-
receptor dependent activation with PMA/inomycin led to a marked and comparable
increase in degranulation and cytokine production, in patient and HC cells. Dose-
dependent lysis of target K562 cells was significantly lower with patient NK cells. At
the highest effector: target cell ratio of 5:1, patient cells induced lysis of only 16.3% of
target cells, whereas 24.2% of these cells were lysed following exposure to HC NK cells
(p=0.001). IL-2 supplementation increased cytotoxicity, that still remained inferior in
patient cells (20.7% vs. 28.1% target cell lysis; p=0.04).

Conclusions: NK cells derived from DLBCL patients are found to display an aberrant
surface receptor repertoire leading to receptor-dependent attenuated degranulation
and cytokine production, along with diminished ability to promote lysis of malignant
target cells. The demonstrated functional impairment of NK cells is likely to be driven
by their exposure to the DLBCL environment and could promote lymphoma immune
evasion.
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THERAPY RELATED RESPONSE AND SURVIVAL OF ELDERLY PATIENTS WITH
DIFFUSE LARGE B-CELL LYMPHOMA (A 20-YEAR SINGLE CENTER EXPERIENCE)
Tsirogianni M., Kyriakidis G., Arvanitou E., Sioni A., Oikonomopoulos P, Giannoulia P., Pouli A.
Haematology Department, St. Savvas General Oncology Hospital, Athens, Greece

Aim: Elderly patients with neoplastic diseases are usually undertreated because of the
fear of chemotherapy related toxicity. This retrospective study aims to record the clinical
course of elderly patients (> 75 years) with a diagnosis of NHL-DLBcL as a representation
of real data, in order to investigate the effect of the type of chemotherapy on the
response and survival of these patients.

Patients-Methods: All patients above 75 years old, who were diagnosed with NHL-
DLBcL between 01/12/00 and 04/11/2021 were recorded. Response, progression free
survival (PFS) and overall survival (OS) were calculated using the Kaplan-Meier method.

Results: 81 patients (439) with a median age of 80 years (range 75-94) were enrolled.
According to the R-IPI score, 43.2% had a good prognosis and 55.5% had a poor
prognosis. Six patients had pre-existing low-grade non Hodgkin Lymphoma (FL 2,
MZL 4), while two already suffered from CLL. Eight patients had activated B-cell and
two double hit lymphoma. The comorbidity of the population was assessed with the
Charlson Comorbidity Index: grade 5 was represented by 12.3%, 6 by 38%, 7 by 25%, 8
by 12.3% and 9 by 7.3%. Thirty % of patients had ECOG performance status >1 and 17%
had B symptoms in diagnosis. Sixty one point seven % had an advanced disease stage,
while 13.5% had bulky disease. Bone marrow biopsy was performed in 63% of patients
and bone marrow involvement was found in 23.5% of them. Extranodal disease was
present in 50.5% (> 2sites- 18.5%). A risk of CNS involvement (CNS-IPI) grade > 4 was
present in 25%, however lumbar puncture was performed in only two patients. R-CHOP
regimen was given in 44%, R-COP in 43%, RT alone in 3 patients. Others received other
forms of therapy. A total of 38% received RT. Low intensity regimens were administered
to 54%, while 15% of patients discontinued treatment early, due to toxicity or disease
progression. Eighty six % completed >4 cycles of treatment. Thirty six % discontinued
follow-up after a median time of 29 months. Of the 61 patients who completed
treatment, 66% achieved complete remission, 18% achieved partial remission, and 16%
had primary refractory disease. Eleven patients died during the induction treatment.
The three-year progression-free survival was 71% and the three-year overall survival
was 79%. Fourteen patients relapsed at a median interval of 21 months after response
achievement (range 3-90) and their median survival was 6 months (2-34). None relapsed
with CNS involvement. Primary refractory disease occurred in 23% of patients who
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had poor prognosis based on R-IPI score versus 7% of those with good prognosis, and
22% of those receiving R-COP versus 3% of those receiving R-CHOP. Median survival of
patients with primary refractory disease was determined at 9 months. Administration of
low intensity regimens (R-miniCHOP/R-miniCOP) did not differentiate disease response.
Grade =3 hematologic toxicity occurred in 11 patients and grade =3 neurotoxicity in
one patient, while grade =3 infection occurred in 16% of patients.

Conclusion; In daily clinical practice, elderly patients are usually undertreated due to
concerns about potential toxicity. Our study, in agreement with international data,
suggests that elderly patients can be cured equally as younger patients, when they are
treated with standard intensity regimen, while receiving the appropriate supportive
medication.

Elderly patiets (>75 years old)
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ADCETRIS €ivai 1,8 mg/kg xopnyotpevn wg evoophéBia éyyuan oe diaotnua 30 hemtv kabe 3 epdopddec. Evalhaktika,
1) Bepaneia pnopei va Eexvrioel e T Teheutaia S6on mou éywve avekt. H Bepaneia Ba npénet va auvexiCetar péypt Ty
€6ENEN TG voaou 1y T ejigdvian pn anodektr¢ TogikatnTag (BA. mapdypago «Eidikég mpoeidonotnoel kal npo@uAdéelg
kata tn xprjon). Ot aoBeveic mou emtuyydvouv otabepr vooo 1y Bektiwon Ba mpénetva AdBouv ToukayioTov 8 kikhoug kal
éxpL Héy10To apiBpo 16 KUKAwv (1 zm( nepimov). sALCL ywpic mponyoduevn Gepaneia: H bpevn doon o€ i
e ynHetoBepaneia 1(C), Soop 1 (H) kat ﬂpzév&(ovn (P), (CHP)] eivai 1,8 mg/kg yopnyoUpeva
0 evboghéa éyyuon UE émcmuu 30 hemav kade 3 Bdopades yia 6 éwg 8 KUkhoug. Zuviotdtal mpwtoyevric
nipo@Ulagn pe G-CSF, Eekivavtac pe Ty mpwt 860, yia 6houg Toug evihikoug aoBeveic e SALCL xwpic mponyolpevn
Bepancia mov AapBdvouv auvduaotikiy Bepancia (BX. mapdypago «Eidikéc mpogidomoiogic kat MpogUAGEEL katd T
Xprionp). Avatpé€te otig MXM Twv xnpeloBepaneutikay mapayovwy mou xopnyolvral oe auvduaco e 1 ADCETRIS yia
Toug aoBevelc e SALCL ywpic mponyoUpevn Bepaneia. Yirotpomd(ov ff avBextikd atn Bepaneia sALCL: H auviotwpevn 6on
elvat 1,8 mg/kg xopnyopevn we evooghépia éyxuon oe didotnua 30 hemtav kae 3 eBdopades. H auviotwyievn apyiki
doan yia v enavadnmrikii Bepaneia aoBeviv ot onoiot éxouv ato napeNBov avranokpiBei o Bepaneia pe ADCETRIS eival
1,8 mg/kg yopnyoupeva wg evioghéBia éyxuon oe didotnyia 30 hemtv kabe 3 efoopddec. EvaMakrikd, n Bepaneia
unopel va Eekivioel e T Teheutaia oo mou €ywve avekn. H Bepaneia mpénet va ouveyiCetal péypt v eEENEN g
V000U 1 TV eugdvion i amodektr TogikotnTag (BA. mapdypago «Eidikéc mpogidomoinael kat TpoguAGEelC katd T
Xpriony). Ot aoBeveic mou emtuyydvouy atabepri vooo i Pektiwon Ba mpénel va haBouv Touhdyiotov 8 kukhouG Kat péxpt
Léyioto apiBuo 16 kukhwv (1 €tog mepinou). CTCL: H ouviotapevn doon elval 1,8 mg/kg yopnyobpevn wg evdophépla
£yyuon o¢ didotnpa 30 Aemtav kabe 3 eBdopddec. Or aoBeveic pe CTCL mpémet va hapBavouv péypt 16 kukhoug Bepaneiac.
Tevikd: Av to Bapog Tou aoBevoic eivat Heyahutepo and 100 kikd, Ba npémet va xpnatponoinBei o fapog Twv 100 kGv
yia Tov umohoylopd ¢ doang. Mptv amd T yoprynan T kabe doong T Bepaneiac mpémel va mpaypatonoleitat mijpng

patohoyikoc éheyyoc (). 90 «EI0IKEC T flO€IG Kal TPoUAASeLS katd T ypronp). Ot aoBevelc mpénel
va napakohovBolvral katd T S1dpKela TG éyxuang kal petd and Ty éyxuon (BA. napdypago «Eidikéc poeidomoioelg
Ka mpouAd&elc katd ) yprian»). Mpooapuovéc S6anc: Oudereponevia: Avapouotaotei oudetepomevia katd T Sidpkela
¢ Bepaneiac Ba mpénet va avripeTwoTed e kaBuateproelg Twv S00ewv. AvatpeTe atov Mivaka 1 kat tov Mivaka 2 yia
TICKaTaMnheC 0uoTAoELC yiag yta p paneia katyla f Bepaneia, avtiototya (BA. emiong mapaypago
«Eidikéq mpoeidomolroels kat TpoguAGEELS katd T Xprion»).
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Mivaag 1: Zuotdoeic Sooohoyiag yia pOTEVia e e P

BaBpdg sopapotnrag ovdetepomeviag Tp inon Tou xpovodiaypapy
(onpeia kar oupmTapata [obvioun mepiypagr CTCAEY])

Sogohoyiag
BaBuog 1 (< LLN-1.500/mm?’ < LLN-1,5%10°/1)

Babpoc 3 (< 1.000-500/mm’*< 1,0-0,5x 10°/1) f
Babpoc 4 (< 500/mm’< 0,5 10°/1)

Mn xopnynoeTe T §6on péxpt n ToEikGTTA v
emoTpéel oe < BaByo 2 1 oty apyikn TR kat ot
auvéyela enavapyiote T Bepaneia pe T idla doon
Kat xpovodiaypaypa®. E€etdore To evdeyopievo G-CSF
1) GM-CSF o€ enoyevous Kikhoug yia aoBeveic iou
eppaviCouy ovdeteponevia Bablioo 3 1 Babyos 4.

( Tuveyiote pe T {dla doon kat ypovodiaypaypia
BaBpog 2 (< 1.500-1.000/mm’ < 1,5-1,0x 10°/l)

(

(

X ToBaporn; i ic| Tp in n e Gourlc Ka Tpononolnan me Boan: Kat
e nKlvnnKn:vsuponaeslac TouXp ypapp Tou Vpauy
[onpeia kat oupmTapata (oviopn
nepiypagry CTCAEY)]

Babo T (napatoBnaia f/ka aneheia
avtavakhaoTIkay, xwpic anhela
Aetroupyiac)

Babac 2 (napepBoh ot Aertoupyia,
X1 O OTIG BpaoTnpIOTTEC TG
kabnpepuiic (i)

Yuveyiote pe Ty ibla doon Kat
Xpovodidypapa

Juveyiote pe v i6la 6o kat
Xpovodidypapiua

Meiworte ) 600n o€ 0,9 mg/kg
£0¢ T0 PéyloTo Twv 90 mq kaBe 2
Bdopadec

AtoBnTikn veupondBela: Yuveyiote
n Bepaneia oto idlo eninedo Song.
Kk veupondBeta: Meiate T
doon o 1,2 mg/kg, w 0 péyioto
Twv 120 mg kaBe 3 epdopadec.

ATk veupondBela: Metwore

Babac 3 (napepBon otig Spaoctnpiotnec | Mn xopnyroete Bepaneia pe
¢ kabnpepnc (wnc) ADCETRIS péxpt va emotpéetn doon o 1,2 mg/kg, w T0 péyioTo
ToIkdTa o < Babyo 2, oty Twv 120 mg kde 3 epdopddec.
auvéyela Eexviote nahitn Bepaneia | Kk veupondBela: Alakoyte

e petwpévn d6on v 0,9 mg/kg [  Bepaneia.
£0T0 éyloTo Twv 90 mg Kafe 2
Bdopadec.
BaBpoc 4 (awoBnikij veupondBeta mov Aiakoyre T Bepaneia Aiakdyre T Bepaneia

Em@épel avannpia 1 KIVTIKA veupondBela
Tiov elvat amentir yia m (wn 1 odnyet
o€ napdhuon)

<0t Badyoi BaciCovtar ata Kowa Kpirripta Opohoyiag yia AvemBopnte Evépyetec (CTCAE) Tou EBvikod lvatioutou yia Tov
Kapkivo (NCI) €8. 4.03- B). veuponaBeta: kvnikii- veupondBeia: aiobnike- kau 6¢ TIOVOG.

Eibikoi minBuapol aoBevav: Neppikij kar nratixij duahermoupyia: Luvduaoikn Oepaneia: OtaoBeveic e veppikii duokermovpyia
Tpémelva A TIpOGEKTIKA yla avemBUpnTeC evépyetec. Aev undpyel eumelpia KAIKGY HENET@V yia T Xprion Tou
ADCETRIS ¢ ouvduaopo e ynpieloBepaneia oe aoBevelc e vegpiki Suohermoupyia, otav n kpeatvivi opou eivar = 2,0 mg/
dL kai/ n kaBapon kpeativivng f 1y unohoyICoevn kdBapon kpeatwvivg eival < 40 mL/Nemto. H xprion tou ADCETRIS oe
0uvbuaopo e ynpeloBepaneia mpénet va anogeyetal oe aoBeveic He Bapid vegpikr duakertoupyia. Ot aoBeveic e nratikr

pyla npénetva (vtat mpooeKTIKd yia 0 evépyetec. H Devn apyiki 6oon o aoBeveic
e fmia nratikr) Suohertoupyia ov AayBdvouv ADCETRIS oe ouvduaayio yie AVD elvar 0,9 mg/kg yopnyoupevn we evbophépla
éyyuon oe diaotnpa 30 emiov kafe 2 epdopadec. H ouviotpevn apyikn doon o€ aoBeveic e fima nratikr duokertoupyia
Tiou haBavouv ADCETRIS oe ouvbuaopo pe CHP eivat 1,2 mg/kg yopnyoopievn w evboghéBia éyxuan oe didotnpia 30 Aemtaw
Kafe 3 edopddec. Aev undpyel eymelpia khwikav Sokipcv yia T xprion Tou ADCETRIS g ouvduaopo e nueioBepancia o
aoBeveic e nmatiki) Guohertoupyia, 6av 1y oNiki} xohepubpivn elvat > 1,5 popd To avibTepo 6pio Tou Guatohoyikol (ULN)
(extoc eav opeihetar oto abvdpoyo Gilbert) 1 n aonaptiki} apwotpavagepdon (AST) ) n ajvotpavagepdon T ahavivng
(ALT) etvar > 3 gopéc To ULN 1 > 5 popéc To ULN edv n atgnon Toug pmopei va anodoBei evhoya ot napouaia HL ato fimap.
H yprion ou ADCETRIS o€ auvduaoyo e ynietoBepaneia mpémel va anogelyetat o€ aoBeveic pe fma kat fapid nnarikr
duoherroupyia. MovoBepaneia: H ovviotapen d6on évapéng o aoBeveic e coapr vegpikr duokertoupyia eivar 1,2 mg/kg

* 01 Babuol BaoiCovtat ota Kowa Kprripta Opohoyiag yia AvemBupnteg Evépyetec (CTCAE) Tou Evikol Ivatitodtou yia tov
Kapkivo (NCI) éxd. 3.0 BA. Ovdetepapira/kokkiokutrapa: LLN = katwtato guatohoyikd opio
¥ Ot aoBeveic mou eyigavilouv hepgorevia Babyiod 3 1) BaBliod 4 propov va ouveyioouw t Bepaneia xwpic Slakor.

Mivakag 2: Zuotdoeig Socoloyiag yia oudeteponevia katd T Sidpketa suvduaoTikiic Bepaneiag

BaBudg soPapdtntag ovdetepomeviag Tp inon Tou xpovodiaypdpp

pyodpevn we evioghépla éyxuon oe didotnyia 30 Aemtav ke 3 eBSopiadec. Ot aoBeveic e vegpikr Suakertoupyia mpénet
va Bovvial oTevd yia avemBUpnTeC evépyetes. H ouviatapevn doon évapéng oe aoBeveic pe nratiki) duokertovpyia
evar 1,2 mg/kg Xopnyobyievn wg evoophépia éyyuon og 5|acmua 30 hemiv KGSE 3 sBéouu&( Ot aoBeveic pe nmatikn

rToupyia mpénel va maf Ovial otevd yia avemBopnTeg evépyetec. Hhikwpévor: Ot ovotdoeic Sooohoyiag yia
aoBeveic nhikiag 65 eTav kar avw elvar (Bleg pie TIc ouotdoelc Sooohoyiag yia evijhiec. Ta Tpéyovta dlabéota dedopiéva
Tepiypdgovral ot mapaypago «AvemBlynTeC evépyetec. Marbiatpikdc mnfuaudg: H aopalela kat amoteheopatikdtnta Tov
AD(ETR\S ¢ maibid nhikiag £wg 18 Tav dev exouv akopa TekynplwBet. Ta Teyovwg dlabéalyia dedopiéva mepiypdgoviat oTic

[onpeia kav supmtapata (obvioun nepypagn CTCAE)] Sogohoyiag

BaBpog 1 (< LLN-1.500/mm?* < LLN-1,5%10°/1) Yuviotatat npwtoyevi¢ mpogiaén pe G-CSF
Babpoc 2 (< 1.500-1.000/mm’ < 1,5-1,0x 10°/1) Sexwavtac pe Tv mpwn 860, yia GAoug Toug eviMkoug

(

(
Babpo¢ 3 (< 1.000-500/mm* < 1,0-0,5x 10°/1) 1y aoBeveic mou AapBavouy auvduaoTiki) Bepaneia.
BaBpog 4 (< 500/mm’ < 0,5x 10°/1) Yuveyiote e Ty idla doon kat ypovodiaypaypia.

° 0Ot Babpioi paciCovtat ota Kowa Kpiripta Opohoyiac yia AvemBupnteg Evépyeteg (CTCAE) Tov Evikol IvoTitodtou yia tov
Kapkivo (NCI) ékd. 4.03-BA. Oubetepogiha/kokkiokiTtapa: LLN = katatato guatohoyiko dpio.

Nepipepikri d0sta: Av { | aodnuikg f kvnTike veupondBeta 1 av emoevwlel katd T
didpkela ¢ Bepaneiac, avquz{Ts otov Mivaka 3 kat 4 yia Ti¢ katdMnhec ouataoeic dodohoyiag yia povoBepaneia kat
ouvduaotikr} Bepancia, avtiotoya (BA. mapdypago «Eidikég mpoetbonoinaeiC kat mpoguAGEELS katd T xprion)

evépyetec» ah\a Sev mopei va yivel abotaon yia T Socohoyia. Tponoc yopiynong: H ouwcwuzvq
éooq mu ADCETR\S eyxVerat oe diaotnyia 30 Aerrtav. fa 0dnyieq oxeTIKa e TV | Kall apaiwon To Qap
mpoioviog mpiv and m xoprynan. To ADCETRIS dev mpénet va yopnyeitat e Tayeia zv&oq)%e[ﬂa £yxuon (push f bolus). To
ADCETRIS 6a mpénet va yopnyeitat péow amokhetotikil evbophepiac ypappng Kat dev mpénel va avapiyvoetal pe dha
gapyakevtika mpoidvra. Avreveigels: Ynepevaiobnoia o dpaotikr} ovoia fy o¢ Kanom ané Ta ékdoxa. H auvbuaopévn
Xprion Bheopukivng kat ADCETRIS mpokalei Togikotnta nveupovwy. Ebikég mp Kat Nagelg katd
Xprion: Mpoodevtiki molveotiaxi Aeukoeykeahondbeia: Ye aoBeveic ov umopaMovtat oe Sspaﬂaa e AD(ETR\S propeiva
TipoKUet enavevepyomoinon tou 1ou John Cunningham (JCV) mou odnyel o€ mpoodeutiki} mohveoTiaxi Aeukoeykegpahomabeta
(PML) ka1 Bdvaro. H PML éyel avagepBei ot aoBeveic mou éhaBav autr T Bepaneia petd and mponyodiiev Mjyn moamv
Bepaneutikav aynpdtwy npetoBepanciac. H PML eivat pta omdvia anopuehvwTIKi voo0¢ Tou KEVTpIKOU VeupIkoU OUaTAHATOS
TIou MpoKUMTel ané enavevepyonoinan Tou AavBdvovtog 100 JCV Kat auyva elval Suvamtpopa Or aoBeveic Ba mpénet va
napakohouBolvtal oTeva yia véa onpeia DJIaTa f embeivwor] TOUG O€ ENMeGO VEUPONOYIKO, YVWITIKO T} GULTEPIQOP
miou pmopei va unodnhavouy PML. To ADCETRIS 8¢ Ba mpénet va Xopnvneal Y1 omoI1001TIoTE MePIOTATIKG e umopia PML. H




nipotevopevn aglohdynon e PML mepthayBavel oupBoul veupohdyou, payvTiki Topoypagia eykegpdhou pie evioyuon
yadohwiou kat avahuon eykepaloviotiaiou uypov yia JCV DNA e akuatdwn avtidpaon mohupepdan i Bloyia eykepaou e
evdeierc JCV. H apvnmikn) €éraon JCV PCR dev amokheiet v PML. Evdéxetar va dikaiohoyeftat mpdaBetn napakohotBnon kat
adlohoynon €av dev pmopel va TekpnplwBel evaMaktiki| didyvwon. H doooloyia Tou ADCETRIS Ba npénet va dlakometal
oploTika v emBeBaiwdei Siayvwon PML. 0 yiatpdc Bampémel va mpoaéyet 1Blaitepa yia aupmtapata niou uiodnAavouy PML,
Ta omoia evoéyetatva pny aviihneBet o aoBevig (. ywoikd, veupohoyikd i puyiatpika oupmapara). Naykpeatiuda: Exel
napatnpnfei of¢ia maykpearitida o aoBeveic mou umofaNovar oe Bepancia e ADCETRIS. Bavatnpopec ekBaoeic éyouv
avagepBel. Ot aoBeveic mpémel va mapakohouBolvrat otevd yia véo i emdevoljievo kothiakd dhyog, To omoio pmopei va elvat
uodn\wTiko ogeiag maykpearindac. H alohoynon ¢ katdoTaon Tou aoBevouc pmopei va mepihayavel owpiaTiki) eéétaon,
epyaonpiakn aglohdynan yia apudon opol kai Aimdon opov, kat KoINaKr amelkovion, Gmwe UMépNKo kat AMa kataMnha
Slayvwotika pétpa. To ADCETRIS mpénet va otapatael yia omoladrnote Umomtn rrzp{mwan ofeiag naykpeatindac. To
ADCETRIS mpénet va dlakomel €av emBePaiwdel 5|uvvw0n ofgia maykpeatiudac, Mvevpovik Tofikotnra: Mepmaoel;
TIVEUHOVIKI}G ToEIkGTTac, mou aupepthapBavouy nveupovinda, Sideon mveupovondBela kat o0vopopo 0&eiag avanveuoTkiic
duoyépetac (ARDS), oplopévec pie Bavatnpopeg exBdoeic, xouv avagepBei oe aoBeveic mou apBdvouv ADCETRIS. Av kat dev
éyel emPeaiwdei amohoyikr ouayrion pe To ADCETRIS, o Kivduvog epavion mveugiovikiig ToéikdtnTac dev pmopei va
anokheloTel. Te mepimTwon véwv 1 EMOEWOUNEVWY TIVEUHOVIKGY OUMTWHATWY (M. Briya, dvomvoiac), mpémet va
npaypatomoinBei tayeia Stayvworik aloAdynan kat ot aoBeveic mpémel va umoBAnBot o Bepaneia kataMihwe. E¢etdote To
evdeyopevo va Slatnprioete T doon Tov ADCETRIS katd v alohdynon Kat péxpt n BeNtiwon Twv oupmwpdtey. ZoBapéc
Nowiwéerc kat evkaipiakéc howdéec: e aobeveic mov unopaMoviar oe Bepaneia pe ADCETRIS éxouv avagepBei oopapéc
Noywéerg omwe nveupovia, ot | Bakmplaiia, ongayia/onmik mmw)\nim auunzpwauﬁavopzvmv
Bavatnpopwy exBdoewy) kat épmng (wotipac, kuttapopeyahaidg (CMV) (emavevepyoroinan) kaBag kat
Notpixéeic omwg nveupovia Pneumacystis jiroveci kat otopariki] kavivtiaon. Ot aoBeveic a mpémet va mapaxohouBotvtal
otevd katd T didpkela G Bepaneiag yia v eppdvion duvnikd coBapav kat eukaiplakwy hotpwéewv. Avibpdoeic mou
oyeriCovtat e Ty éyyuan: Eyouv avagepBel dueae Kat kaBuaTepniiéves avtibpdoeig mou aetiCovtal pe T éyxuon (IRR),
KaBue kar avaguhaktikés aviidpdoeg. Ot aoBeveic Ba mpénet va napakohouBolvral oteva katd T didpKela T éyyuang kat
petd and v éyxuon. Edv eggaviotei avaguhaktikii avridpaon, n xopriynon tou ADCETRIS Ba mipénet va dlakonel apéowg kat
oploTikd kat va xopnynBei n katdMnAn tatpikr Bepaneia. Edv mpokdwel pia IR, n éyxuon Ba mpémet va Slakomei kat va
emBhnbei katdMnAn tatpiky dlaxeipton. H éyxuon pmopei va emavapyiogl e mo apyd pubpo petd Ty emhuon Tou
ovpmopatog. Ot aoBeveic mou éyouv avtipeTwrioel mponyoupévig IRR Ba mpémet va AdBouv mpoBepaneia yia Tig
petayevéotepec eyxloei. H mpoBepaneia pmopei va mepihapBavel mapaketapohy, éva avruotapvikd kai éva
KopTiootepoeldc. Ot IRR eival o auyvég kat o ooBapéc o€ aoBeveic e avtiowiata atny pmpeviouipapn Bedotiv (BN,
niapaypago «AvemBopntec evépyetec»). Lovdpopo Mang dykou: Exet avagepfei ouvdpopio hong ykou (TLS) e o ADCETRIS.
O aoBeveic yie Tagéws moManhaotalopevo oyko kal éviovn empdpuvon oykwy Kvduvel abvbpopo Aoong
Gykou. Autoi ot aoBeveic Ba mpénel va mapakohouBolvial oevd Kat ) dlayeiplor Toug mpéMel va yiveTat appwva e T
BéNnom tatpik) mpakikn. H Sayeipion Tou TLS pmopei va mepihapiBaver emBeriki evuddtwan, mapakohoiBnan e veppikiic
etmoupyiag, 810pBwan Twv avwpahdv aToug NAEKTPONITES, avTI-UTEPOLPIYaIIKI] Bepamela kar uToaTNPIKTIKI @povTida.
Nepupeptkry veupondBeia: To ADCETRIS pmopei va mpokahécel meplgepikr) veupondBeta, kat aoBnTikr kat kvntik. H
TIEPIOEIKT) vzupondezm mou endyetal and to ADCETRIS elvat ouvr']ew( ANOTENEOA TG GUOOWPEVTIKMC ékBEang o€ auto T0
D TIpoIov Kat 0TI 0 D0€IG elvat pEYN. Ye KAVIKEC 50K|uec,m)\aovmnm Twv a0Bevav
napoumaas uroywpnon n Beltiwon Twv ovp d /00 (BX. mapdypago «AvemBUpnTeC evépyetecy). Ot aoBeveic Ba
TIDETEL va TIap ya upondbelac, omwg unepatoBnoia, mapaioBnoia, duogopia,
aioBnon kavoov, veupomaBTikdg novog f uéuvaula Ot aoBeveic mov avripeTwiCouy véa 1) EmOeivon TG TEPIPEPIKIiG
veupondBela pmopei va anartodv kaBuotépnan i peiwan e d6ang Tou ADCETRIS / dtakom ¢ Bepaneiac (BX. Napdypago
«hooohoyia kat tporog yopriynang»). Aulatohoyikéc Toéikdtntec: Me to ADCETRIS uopei va epgaviorel avaipia BaBiod 3 1
Babiiov 4, BpopBonevia katnapatetapevn (= 1epdopdada) oudeteponevia Babou 3 1 Badyod 4. Mpw and m xopriynon kabe
doong npénel va mpaypatonoleftat MAApNG aiuatohoyik ENeyxoc Edv elpaviotei oudeteponevia Babpod 3 1) Badyiod 4,
avatpé&re oty mapdypago «Aocohoyia kat Tpémog xopriynane. nugnn ouéasgonsvm Byt avagepbel eympetn
ovdeteponevia (mupetoc Gyvwatng mpoeNeuang ywpic kKAvikd 1} pikpoB éun Moipiwen pe andhuto apiBd
ovdetepopitav < 1,0 x 10°/1, mupetoc > 38,5 °C- avag. CTCAE 8. 3) e m Bepaneia e ADCETRIS. Mpw amé ) xoprynon
KkdBe doong e Bepanciag mpénel va mpaypatomoleital mijpng aipatoloyikog éleyxoc. Ot aoBeveic Ba mpémel va
niapakohouBolvTal Tevd yia eyigdvion TupETol kat 1 dlaeipton mpémet va yivetat oppwva e T BeNtoTn tatpik mpakTiki,
€dv eipaviotel eumupetn oudeteponevia. Xe Bepaneia ouvbuaopol pe AVD 1 CHP, 1y mpoywpnuévn nhiia anotéheoe
Tiapayovta Kivduvou yia eumipetn ovdeteponevia. Otav To ADCETRIS yopnyeitar o€ ouvduaopo pe AVD f CHP, ouviotdral
npwroyevic mpouhadn e G-CSF, Eekvava and Ty mpan doan, yia 6Aoug Toug eviikoug aoBeveic, avetdptnTa and Ty
nhikia. Bapiéc depyatikéc avemBountec evépyeiec (SCAR): Me 1o ADCETRIS éxouv avagepBei mepimtwoelc SCAR,
ouunzpmauﬁavouévou Tov ouvdpdpou Stevens-Johnson (SJS), m Ioﬁlm( emeppkiic vekpohuong (TEN) kat g
¢ avtidpaong pe gikia kat a (DRESS). Bavatngdpec exBaaeic éxouv avagepBei
wa 10 SIS KmmvTEN Edvmpokiyet SIS, TEN DRESS w AD(ETRIS Ba TipéneLva dlaxomei katva xopnynBei karaMnhn tatpikr
Bepaneia. [aotpeviepikéc emmokéc: Taotpeviepiké emmhoké mou oupmepihapBavouy evieptkr| anogpagn, €ned,
evtepokohinida, ovdetepomevik koNimida, SidBpwon, éNkog, didtpnon Kar aipoppayia, oplopéveg jie Bavatngopec expdoei;
£youv avagepBel o aoBeveic mou umoBaMovial e Bepaneia yie To ADCETRIS. X mepimtwon epipdviong véwv 1 emdeivwong
UTaPYOVTLV YAOTPEVIEPIKWY OUTLA levepyroTe Tayela Slay f a§loAdynon kat umoBahete Toug aoBeveic o
katdMnAn Bepaneia. Hnatoto€ikotna: Exer avagepBel nnatotofikotta yie To ADCETRIS, uno m poper avéfoewv g
apwotpavapepdong ¢ ahavivng (ALT) kar ¢ aomaptikic  apwotpavogepdong (AST). ZoPapéc mepmtaoel
NIATOTOEIKATNTAC, Mou Uuunsp\)\auﬁavouv Kat Bavatnpopeg exBdoelc, éyouv emiong egavioBel. Tuxév mpoind q

va efpavi

0Bevv. H ougvatnTa Ty Hovadikev coBapiv avemBOynTwy evepyeiy Tou pappdkov fitav < 1%. AvemBupnTeC evépyete
0driynoav ce dlakomr g Bepaneia oo 24% Twv aoBeviv mou ehdyuBavav ADCETRIS. Ta deSopiéva yia Tv aogahela oe
aoBeveic mou unohiBnkav oe emavanrik Bepancia pe To ADCETRIS (SGN35-006, BN) Atav Opoia e autd mou
napatnprBnkav oTi ouvduaopéves BaolkéC PeNETeq pdong 2, e e€aipean TV MepIYERIKI} KIvnTIkr veupondBela, n onoia ele
uynhétepn enimwon (28% évavti 9% otic Baoikéc pehétec pdong 2) Kat fitav Kupi BaBov 2. Ot aoBeveic eiyav emiong
uynhotepn enimtwon apBpalyia, avaiac Babol 3 ka oagualyiag oe olykpion He Touc aoBeveic mov mapatnpnBnkav ot
ouvbuaopevec Baoikéc peNétec paon 2. Ta dedopiéva aopalelag og aoBeveic pe umotpomalov f avBeikd ot Bepaneia HL,
ol onoiot dev eixav Adpel autohoyo HOOKEVHA apyéyovwv KUTTApwy kal umoPhiBnkav o€ Bepameutik aywyr He
ouvioTpevn doon Twv 1,8 mg/kg kdbe Tpeic epdopddec oe ua pehétn povol okéhoug, pdang 4 (n = 60), oty Khidkwon
860n¢ @dong 1, o€ KAvikég pappakooyikég HeNéteg (n = 15 aaBeveic) kat oto NPP (n = 26 aoBeveic), fav abpgwva pe To
Tpogik aopaheiag Twv Baotkav KKy peEketav. Suvduaorikii epaneia: Tia minpogopiec aopdhelag yia Toug Tapayovteg
XnueloBepaneiag mou yopnyolvtat oe ouvduacyo pe To ADCETRIS (GogopouBikivn, BvBactivn kai dakapBalivy (AVD)
Kukhoguogapion, SofopouBikivn kat mpedviCovn (CHP)) avarpé€te oy mepilnyn Twv XapakTNPIOTIKGY QUTGV Twy
mpoioviwv. 2Tic pehéteg Tou ADCETRIS wg auvduaoTiki) Bepaneia oe 662 aoBeveic pe mpoxwpnuévo HL ywpic mponyoUpevn
Bepaneia ((25003) kat o 223 aoBeveic pe (D30+ mepipepikd T-kuttapiko Aéppwpia (PTCL) ywpic mponyoupevn Bepaneia
(SGN35-014), o o quyvéq avemBopnTec evépyeles (= 10%) frav: hotpwéel, oudetepomevia, meplpepikry atoBniky
veuponddela, vautia, Suokohiotna, épetog, Oidppota, komwon, mupedia, aNwnmekia, avaipia, pelwpévo owpaTikd Bapoc,
aopartitda, eunbpetn ovdeteponevia, kohiakd aNyoc, pelwpévn Opedn, ainvia, oatikdg movog, e€avBnua, Briyac, dbomvola,
apBpalyia, puakyia, ooguakyia, nepigepikr Kvmtikr veuponadeta, hofwén e aviotepng avamveuotikic 0dov, kat (ahn. Ze
aoBeveic mov umoPdovral oe auvduaoTikiy Bepaneia ADCETRIS, doBapéc avemBopnTeC evépyelec epgaviatnkav 1o 34% Twv
aoBevav. Or coapéc avemBupnTec evépyeteq mou eppaviotnkav o€ > 3% Twv aoBeviv mepiehduBavav epmbpetn
oudeteponevia (15%), nupecia (5%) kat oudetepomevia (3%). Ot avemBupnTes evépyetec 0driynaav oe diakonr g Bepaneia
o€ 10% twv aoBeviv. Ot avemBopnTeq zvspyaz( oy oérwnaav oe dlakom ¢ Bepaneiag oe > 2% Twv aoBeviv

aup | aobnTik Kal G Katahoyoc avemBountwv evepyeiav oe
mivaka: Or avemBopntec evépyetec yia 1o ADCETRIS kataypdpovrar avd Katnyopia Opydvou Zuatrpatog kat Mpotiiapievou
6opov MedDRA (B. NMivaka 5). Evtoc kaBe Kanyopiag Opyavou uatipato, ot avemBopnTes evépyele mapatibevial pe
KaTnyopiec uyvoTnTac w¢ akohouBuwg: mokd auyvé (= 1/10), auyvée (= 1/100 éwg < 1/10), oxt auyvéc (= 1/1.000 éwg <
1/100), omavieg (> 1/10.000 éw < 1/1.000), mokd omavieg (< 1/10.000), pn yvwaté (8ev pmopodv va extiunBodv pe faon
Ta Glabéoa dedopéva). Evioe ke katnyopiag ouyvoTnTac, ol avemupnTe evépyete mapouaidlovial katd oelpd
petobpieng copapdtnTac.

Mivakag 5: AvemBOpnTEC avridpdoeig oto ADCETRIS

Katnyopia/opyavikd ovotnpa | AvemOUpnTeC evépyeteg

(povoBepaneia)

AvemBUpnTEC Evépyeteq
(ouvduaoTikr) Bepaneia)

No@EEI Kat MapaoiToe

NATIKES Vo001, pom EC aywyéq evbeyetar eniong va augfioouy Tov kivbuvo. H
natikn Aerroupyia mpénet va ehéyeta, mptv and Ty évapén T Bepaneiac, kat va napakohouBeital TakTikG o€ aoBevei¢ mou
hapBévouy ADCETRIS. Ze aoBeveic mou mapouatdouv nratotogikdTTa evdéyetar va xpeialetar kabuatepnon, akhayr ot
60n 1} Slakonr ov ADCETRIS. Ymepyhukaupia: Katd tn Sidpxela khwikedv Sokipav éxel avagepbel umepyhukaipia o acezvac
e auénpévo etk pacag owparog (BMI), e f wpic lotopiko aakyapdouc dlaprt. Qotéao, Ba mpénetva

Kal TaUTOPOVES (papHaKEUTIK

otevd 1) yY\ukodn opod omotovdiinote aoBevii nou Ba eyipavioet appapa unepylukatuiac. Avtidlapnik Bepancia Ba npénel
va yopnyeitat 6tav anartefar. Eayyeiwon ot Béon éyyvong: Exel mapatnpnBel eSayyeiwon kata t Sidpketa evioghéfiag
éyyuong. AeSopévng T mBavoTnTac e§ayyeiwon, ouviotdtat n otevi) mapaxohouBnon e Béang éyyuong yia mbavi tronon
Katd T opriynon Tou pappdxov. Negpikd kat nuatiki duokermoupyia: H epmeipia o aoBeveic e veppiki kai nratikr
Suohermoupyia eivar nepioptopévn. Ta SlaBéatpa dedopeva uméderéav o1t n kdBapan e MMAE evbéxetai va ennpeaotel and
aopapr veppiki} uakettoupyia, nratik duahertoupyia kai and yapnhéc auykevtptaeic Neukwpativng opov. (030+ CTCL: To
WéyeBog Tov anoteléapatog T Bepanciag ae uotumoug (D30 + CTCL dMoug and v omoyyoerd pukniaon (MF) kai to
nipwtonabéc deppatiko avamaotiko Mpgwia peydhwv kuttdpwy (pcALCL) Sev eivat sapég Aoyw TG ENEING Loyupev
orolyeiwv. 2 500 pehétec paong I, povod Bpayiova, Tov ADCETRIS, evepyotnta T vooou ejgaviabnke oToug unotinoug

Sézary (S5), Neppuwparoeidouc Bhatidwong (LyP) kat peiktric totohoyiag CTCL. Ta dedopéva autd umodeikviouy ott
) anoteheopatikdTTa kai N acpaheta popoly va e&axBodv oe aMoug urotdmoug CTCL (D30+. Qotdoo, To ADCETRIS mpénel
va ypnalponoteftar e ipoaoy o€ aoBevei e aMoug unotdmoug (D30+ CTCL, petd an6 mpoaektiki Bewpnon Tou duvntikod
0pENUC-KIVEVOU 0t eatopkeupév don. MepiektikdTnTa vatpiov o1a ékdoya: AUTO T0 QAPHAKEUTIKO TIPOIOV MEpIéyel
Jéylotn moodtta 13,2 mg vatpiou ava giakidio, ov avtioTolyel o€ 0,7% Trg ouvioT@evng and Tov Maykdapio Opyaviopd
Yyelag (WHO) péytotng npepriotag mpooknyng 2 g vatpiou yia evijhika. lyvnhaowotnta: Mpokeiévou va Pertiwdei n
1vnAaoWOTATA Twy BIONOYIKWY QAPHAKEVTIKGY TpOTOvTWY, To dvopa Kat 0 apiBpo¢ Taptidag Tou xopnyoljievou gapyidkou
TIpémeL va kataypdpeTal e oagrvela. AvemBUpnTeg evépyetec: Zovoyn 1ou ipogik aogakeiac: To mpogik aogdhelac Tou
ADCETRIS BaciCetar ota Sladéaipa dedopéva Twv khvikav Sokipwv, ato Mpoypappia AcBevav oe Ovopiaotiki Baon (Named
Patient Program NPP), kai otnv epmeipia mou umdpyel et Ty Kukhogopia Tou péxpt orjpepa. H auyvotnta Twv avemBopntwy
avTibpacewy Tou nzpwpdguovml napaKdrm M\ kat otov Mivaka 5 éxouv kaBoplotei e Bdan Ta dedopiéva mov Mpoépyovtal
and khwiké peNétec. Movobepanela: £to évo a0voho dedopiévwv Tou ADCETRIS wg povoBepareiag amd Tic pehéteg
yiata HL, sALCL kat CTCL (SG035-0003, 56035+ 0004, SGN35-005, SGN35-006, €25001, C25006 ka1 (25007, BA. mapdypago
5.1) ot mo ouyvéc avemBopnTeC evépyeteq (= 10%) fitav Mol mepigepikri aobniki veuponddela, vavria, komwon,
didppota, mupegia, ouémpomm Aou.lm{n e uvmripﬂ( avanveuotikiig odod, apBpalyia, e§avonua, Bryac, épetoc,
KVNOWOG, MEPIPEPIKT] KIvNTIKT veupondBela, aviidpdoeic oyeniopeves e Ty éyyuon, duakohidtna, duomvola, puakyia,
0waTIKO Bpog elwpiévo, kar kohiakd dhyog. ZoBapéc avemBupNTeC evépyele Tou papyidkou epgpaviotnkav 1o 12% Twv

Moo ouyvéc: Aoipwén®, Aoipwén Tou avatepov Noipwen®, Moipwén Tov avirtepou
QVATVELOTIKO) OUOTApaTog QVOTVEUOTIKOU OUOTAATOG
Juyvéc: ‘Epring (wotdpag, mveupovia, amhdg | NMveuplovia, kavivtiaon Tov aTopatoc,
£prng, kavavtiaon Tou 0Topatog ongaipia/ ok katamhngia, épmng
(wotpag
Ot ouyvéc: Mveuptovia Pneumocystis jirovedi, ‘Eprng amhoc, mveuyiovia ano
Baktnpiaipia ané oTa@UAGKOKKo, Pneumocystis jiroveci
oijiwén and kuttapopeyaroio i
enavevepyonoinon, onyaiia/onmik
katamnéia
TugvotnTa pn ywotr: Mpoodeutiki moNveaTiakr
Muxozyxsguakonaﬂaa
payéq Tou aiy 1TIKOU Kat To Aep 0 jpatog
Moho ouyvéc: Ouésrzponzv[u QOudetepomevia® avaipia, epmbpetn
oudeteponevia
Yuyvéc: Avaipia, BpopBomevia OpopBonevia
Oyt ouyvc: Eymipetn oudeteponevia
g Xéq Toy | fpatog
0y1 ouyvéc: | Avaguhaktiki) avtidpaon Avaguhakiki avridpaon
Matapayéc Tou petaBoliopol Kat g Opéyng
MloNo ouyvéc: Metwpiévn 6peén
Yuyvéc: Yrepyhukaipia Ynepyhukatpia
Oyt ouyvéc: v8popio Abon¢ ykov YvGpopio Ajong bykou
o0 ouyvéc: | Ainvia
A XEC TOU VEUPIKOD i
Mok ouyvec: Nepipepikn) aobrikn vevponadela, | Meptoepikr aiobnTiki veupondeia’,
TIEPIPEIKI KIVNTIKR veuporaBela TIEPIPENIKI] KIVNTIKT veupondBela®,
(@l
Yuyvéc: 16\
Ox1ouyvéc: Anopuehvwik nohuveuponadeta
A ¢ Tou 0 fjHatoc, Tou Bipaka Kat Tov pecobwpdkiou
Moo ouyvéc: Brac, Suomvola Brjyac, duomvola
Matapayéc Tou yaoTpevtepikol
Moo ouyvec: Nautia, 8idppoia, épetoc, Nautia, duokothiotnTa, épetoc,
duakohotnTa, Kohiakd ahyog dldppola, kothiakd dhyoc, oTopiatitida
Oyt ouvéc: O&la maykpeatinida Otela maykpearitioa
PayéG TOU [TATOC Kat Twv XoAN(pop
Juyvéc: Apwotpavogepdon ¢ akaviv/ Auworpavopepdon ¢ ahavive/
aonapriki} apvotpavagepdon (ALT/ | aomaptikn apvotpavagepdan (ALT/
AST) auénpéveg AST) auénpéveg
Matapayéc Tou §éppatog kat Tou umo§optov 10Tol
Moo ouyvéc: EavBnpac, kvnopog Mnekia, e§avenpa®
JugvE: Awneia Kvnayioc
Oy ouyvec: TovBpopo Stevens-Johnson/toikr| | ZovSpopo Stevens Johnson®

€mbepiIki] vekpohuan




Teploodtepwy mapayoviwv. Metaf) twv aoBevav mov epgdvioav mepigepikr veupondBeia, o Sldpedog ypovog
mapakohodBnong amé v ohokhpwan T Bepaneiac éwg Ty Teheutaia aglohoynon Atav mepimou 286 epSopadec. Katd
XPoVIKT) oty T Teheutaiag aglohdynong, ot meplogotepol and Toug acBevelc (86%) mou eppdvioay MEPIQEPIKT
veupondBela ixav aon 1 Pektiwon wG mPog Ta GUUTTWUATA Toug amd TV Mepigepikr veupondBeta. O didpeaog pévog and
T évapén wg Ty faon i BeNtiwon and Ta oupmdpata mepipepikic veupondBela ritav 17 efdopades (ebpog and O
epdopadec éwg 283 pdopadec). Tty khwikr dokiur tou ADCETRIS we ouvbuaotikii Bepaneia pe CHP, veupondBela mou
010 52% Tov oU. Meptgepikr KVTIKI veupondBeia eypaviotnke 010 9%
Twv aoBeviv. H mepigepikr veupondBea odrynoe oe dlakom g Bepaneiac ato 1%, o eldoeic Te Soong 0o 7% kat o€
KaBuatépnon doogwv oe < 1% Twv aoBeviv. Ze aoBeveic ov eppavioav TepipepIKi) veupondBeia, o 1éoog ypovog Evapeng
EUpaviong TG mepigepikic veupondBeiag ritav 9,1 epdopadec. Or aoBeveic mou diékowav T Bepanela Aoyw mepIPEPIKIiC

é\aPav éva didyeoo 5 Sooewv ADCETRIS + CHP (A+CHP) mpw am6 ) dlakomr] evog 1) mepioodTepwy
napayovwy. Metal Twv aoBeviv mov eugdvioav mepipepikr veuponddela, o didpedog xpovog mapakoholBnong and to
Téhog T Bepaneiag éwg v Teheutaia aglohoynan fitav epinou 177 efdopddec. Katd m xpovikr oty e TeAevtaiag
a€lohdynong, to 64% Twv aoBeviov o epdviaay mepigepikr veupondbela ixav faon 1 PeNtiwon we Mpog Ta upmdaTa
T and TV TEpIPEPIKI] veupondBela. O dideoog xpvog amo Ty évapgn éwe Ty iaon 1 Bektiwon ano ta oupnTeHaTa
TEpIpepIkric veupondBetac frav 19,0 efdopddec (eupog amd 0 efdopddec éwe 205 eBdopddec). Avtidpdaeis ayeni{dueves e
v éyyuan: Movobepareia: IR, omw kepahalyia, e6avinjia, oopualyia, épetog, piyn, vautia, Shomvola, kvnopoc kat Brxa
avagépnkav oto 12% Twv aoBevav. Exouv avagepBei avapulaktikéc avtibpaoel (BA. Mapdypago «Eidikée mpoeidomotioeig
Kat mpogUAGEEIC Katd T ypron). Ta oupmtidpata ¢ avaguhakTikig avridpaong propei va mepapBavouy kvidwan,

Xwpic opwq va meptopiCovtar oe autd. uvduaotik Bepaneia: IRR onwg
ia, €avenpa, oopuakyia, épetog, piyn, vautia, dbomvota, Knopds, Brixac, dhyog T Béong éyxuong kat mupetia

Katnyopia/opyavikd obotnpa | AvemBupnteq evépyeleq AvemBopnTEC Evépyeieq
Hovob: i (ouvdvaoTiki) Bepaneia)
Mn ywotéc: OapyaeuTiki avtidpaon pe
Nwoo@INia kal GUOTNATIKE
oupmtepata (DRESS)
Matapayég Tou \ETIKOD f|1aTog Kat Tou 6uvd 0 10700 éypn{e dyieong aviieTdmong eppaviot
MoA0 ouyvec: ApBpalyia, pakyia Movog oo, apBpalyia, pualyia,
00puayia
Jupéc: Oagualyia
Tevikég Slatapayég Kat ¢ 0dou xopriynon
Moo ouyvéc: Konwon, nupegia, avidpdoeic mov Komwon, mupegia
oxetiCovra e Ty éyyuon®
JugvEC: Piyn Avuibpdoelg nou oxetiCovrat pe Ty
Eyxuon’, piyn
Mn ywotéc: E¢ayyeiwon oo anpeio g éyxuong
Napakhwikég e€eTdoec ! )
oAy ouyvéc: |Zwuonkb Bapoc pelwpévo |Zwuanxé Bapog petwyiévo v 110, Lnoaon Kat pp
¢ Avtimpoouwr inon MPOTIHWNEVIY GPWV.

¥ ey uvaq)zpenks Io{lm embeppikii vekpohuan oTo oyrpa cuvduaoTikic Bepaneiag.
Y H e€ayyeiwon pnopei va emoépel epuBpotnta ov Séppiatoc, dhyog, oidnua, oynpatiopd GAuKTawy, anokémon déppatog
1 kuTtapitda oo onpeio T éyyuong f yopw and auto.

Neptypar| emheyyiévwy avemBountw evepyeldv: Qudeteponevia kar eumiipety oudeteponevia: MovoBepaneia: Ye kNVIKEC
dokiiéc, 1 ovdeteponevia 0driynoe oe kaBuateproeic Sooewv 010 13% Twv aoBevav. Oudetepomevia BaBiiol 3 avagépbnke
010 13% Kat ovdeteponevia Badpiov 4 avagépbnke o1o 5% Twv aoBevav. Evag uoezvn'( xpadomxs pefwon e Soong kat 1
aoBeviic Siéoe T Bepanceia Aoyw g oudeteponeviac. oapr kat mapatetapiévn (> 1 epdopada) oudeteponevia pmopel
va mpokue pe auth T Bepaneia kat evdéyetat va avéroel Tov kivduvo ejgdvionc oofapwv Moipiéewv aToug aoBeveic.
Eumbpetn oudeteponevia avapépBnke 01o < 1% Twv aoBevav (BA. mapdypago «Aocohoyia Kat Tpomog xoprAynone»). Ltov
hn6uop6 Twv Bactkev Sokipcv paon 2 (SG035-0003 kat SG035-0004), n Sidpeon didpela g oudeteponeviac Badyod 3
1) BaBpou 4 fitav mepiopiapiévn (1 €BSopada). To 2% Twv aoBevev mapouaiacav ovdeteponevia BaBpol 4 e Sidpkeia > 7
NHépec. Ayotepol and Toug poolg aoBeveic otov minBuopd g Baaiki Hehétng @dong 2 He oudeteponevia Babuol 3 1
BaByiot 4 napouoiaav meplotaotakd oyeTiCopevee Nolpwéels kat ny melovoTnTa Twv Meplotaotakd oyeTi(opevav hoagewy
fitav BaBpol 11 Babyoy 2. Tuvbuaotiki) Bepaneia: TTic khvikég doiéc Tou ADCETRIS we auvduaotikii Bepaneia, n
oudeeponevia 0drynae oe kaBuatépnan doaewv ato 19% Twv acbevv. AvapépBnke oudeteponevia Babiiol 3 0to 17% kat
ovdeteponevia Babjiov 4 oto 41% Twv aoBeviv. Abo Toi¢ ekatd Twv aoBeviov xpeidoTnkav peiwon g ddong kat < 1%
Slékoav éva 1 MeploobTepa and Ta papaka TG pehéng, Adyw ovdetepomeviac. AvapépBnke eumipetn oudetepomevia oto
20% Twv aoBevav mou dev éhapav mpwroyevi npopuAadn jie G-CSF (). napaypago «Aoookoyia kat tpémog xoprynone»). H
QUYVOTINTa TG ENMOpETNG oudeTepomeviac fav 13% oe aoBeveic mov éhaBav mpwtoyev mpopuAaln e G-CSF. SoPapéc
Noweséers kar evkaipiaxés Aowéer: MovoBepaneia: Y& khvikéc doipiéc, G0Bapéc MoBEeIC Kal eVkaIpIakeq AIHGEEIC
eupaviotnrav oo 10% Twv aoBevav, onaipia fj ok katamngia epgaviotnkav oe < 1% Twv aoBevav. Ot o auyva
avagepBeioeg eukaiplaxé hopiéels firav pmng (wotripac kat amhc épmng. Zuvduaotikr Bepaneia: ITi¢ khwikéc Sokiég Tou
ADCETRIS wg auvduacTir Bepancia, eppaviotnkav coBapéc Motpiselg, oupmephapBavopiévwy eukaplakv NotEewy, oto
15% Twv aoBevav. Znpayia, ovdetepomevikr onpaiia, onmik katamngia i Baktnplaipia egpaviotkav 0To 4% Twv
aoBeviav. 01 mo ouyva avagepBeioeg eukatpiakéq IHGEeL fitav howwéeic and Tov 10 Tou épmma. Mlepipepikri vzupo;ra@era
MovoBepareia: 3 khiké SoKipiéc eppaviotnke veuporabela ogetoplevn ot Bepaneia oto 57% Tou mnBuoy

avagépBnkav 1o 8% Twv aoBevav. Exouv avagepBel avapuhaktikéc aviibpaceic (). Mapdypago «Etdikég mpoeidoroiroelg
Kat mpoguAGger; katd T yprony). Ta oupmopata e avaguhaktikig avtidpaong propei va mephapBdvouy kvidwon,
ayyetooidnyia, umbtaon kai Bpoyxdomaciio, xwpic Opwe va meplopilovial o€ autd. AvodoyovikdTra: L€ KMVIKEC GOKIHEC, ol
aofeveic eSetdCoviav meplodikd v avTowyaTa on pmpevtougiuan Pedotivy ypnaipomolaviag pia- evaioBnt
NapatnprBnke uypnAotepn enimtwon avtidpaoewy ayeTICopEvwY Pe TV éyxuon
0¢ a0Beveic e avtionpata ot urrpavmuému[in Bedorivy o€ axéon e Toug aoBeveic Twv omoiwv Ta anotehéopata Twv
Sokipav fitav napodika Betika i apvntikd. H napouaia avtiowpdtav oty pnpeviouiudpn Pedotivn 8e ovoyetiotnke e
Khikd onpaviik peiwon ota enineda g pnpevioudidpng edotivc atov opd Kat dev elye oav anotéleapia Heiwon TG
anoteheopatikdTtag e pmpeviovéiang Bedorivng. Mapoho mou n mapouoia avtiowpdTwy oty prpevioudiudpn Pedotivn
dev ouvendyeta anapaitta Ty avamtuén IR, mapatnpribnke uyndtepn emtmwon IRRs o€ aoBeveic e emipiova Btk Ty
avtiowpdtwv évavtl Tou pappdkou (ADA) ot ayéon e aoBeveic mou eiyav mapodikd Betiki) i ADA kat moté Betiki) T
ADA. MeAérn povobepaneiac (25002: Ymip&e Tdon auénpévng kdBapang g pmpeviouéiudpng Pedotivng oe maidiatpikodg
aoBeveic emPeBatwpéva Betikoug yia ADA. Mndév aoBeveic nhikiag < 12 ecov (0 amd 11) kat 2 aoBeveic nhikiag > 12 etcov
(2 and 23) katéotnaav enipiova Betikoi yia ADA. Meém guvdvagrikric yoriang (25004: To mogooto Betikdtntac ADA oty
pehérn C25004 rirav xapno. And toug 59 aoBeveic, 4 aoBeveic (nhikiag > 12 etwv) katéotnoav napodikd Betikof oe ADA kat
Kavévag aoBeviic dev katéotn enipiova Betikdg oe ADA. Adyw Tou pikpod apiBiiol mapodikd Betikwy oe ADA aoBevav, n
enimwon 1wy ADA oty anoteheopatikotnta dev elvar katahnkrikry. Nabiatpikoc mhnBuoyoc: Meémn uovobepaneiac
(25002: H aogaketa aglohoyiBnke o€ jua pehém qdong 1/2 oe naibiatpixolg aoBeveic nhikiag 7-17 ewav (n = 36) pe
unotpomddov ) avBexiko on Bepaneia (u/a) HL kat SALCL. e autd ) pehém oe 36 aoBevelc, dev avagépBnkav véa Bépata
aogdhelag. Medérn ouvduaomikric ypronc (25004: H aopdhela aglohoyiibnke oe jua mohukevipik SoKi avoikTig
enorpavong oe 59 naidlatpikolc uuezvzlc nhikiac 6- 17 10V e nporwouuzvu {0 avriperwmlopevo khaootkd (D30+ HL
mp Wévou otadiou o O e X {a (BX. napaypago 5.7). 2 autiy T pehém Oev avagépBrkav véol
Moyot avnaugiac yia v aogdela. H mo ouyvr ooBapq avemBopnT avnépaam TI0U avagépBinke o autr T pehém ftav
unupetn ovdeteponevia (17%). H mpoguhadn pe G-CSF e€etdotnke wg evdeydiievo katd T Kpion Tou tatpol. Zupavia
TEpIpEpIKriC veupondBeiag (obpguwva e To Tuomompévo eptpa MedDRA) avapépbnkav oTo 24% Twv Maidlatpikav
aoBevev oe autr T pehémn. Hhiwuévor: Movofepaneia: To mpogik aogdhelac oe nhikiwpévoug aoBeveic yevikd oupiBadicel
e auTo Twv evihikwv aoBevav. Qotdoo, ot nhikiwpévol aoBevei jmopei va eivat mo evaioBryrol o cupBdvTa omwe mvevjiovia,

fa ek
yela

KIvNTIKr veuporaBela epgaviotnke 0to 13% Twv aoBevav. H nepigepikr veuponadeta odrynoe oe dlakon e Bepaneiag oto
15%, o¢ peiwoelc e 86ang oto 15% kat ot kaBuoteprioelc ¢ 86ang ato 16% Twv aoBeviv. lia Tou aoBeveic mou
updvicav mepigepiki veupondBela, o SidpEcog xpovog Evapéng eupdvians TG MePIPEPIKAC veupomdbelag Aav 12
epdopadec. H diapeon didpketa Bepaneia yia 1oug aoBeveic mou diékoav hoyw mepipeptkiic veupondBeiag fav 11 kikhot.
Avéyeoa otoug aoBeveic mov ejgdvioav mepgepikr veupondBela, oTic Baoikéc pelétec gdong 2 (SG035-0003 kai
$6035-0004) Kat oTi¢ Tuxatomoinyéves PeNétes povoBepaneiag gdong 3 (SGN35-005 kat (25001), o idyieaog xpovog
niapakohouBnong and to Téhog e Bepaneiac péxpt Ty Tekeutaia aglohoynon kupdvenke ano 48,9 éwg 98 efdouddec. Kata
Tov ¥povo T Teheutaiag alohoynang, ol meplagotepot aaesva( (82-85%) mov epipavioav mepigepiki] veupondBela eiyav
uroxwpnon 1 BeAtiwon Twv dtwv e d 0 Sldpeaog xpovoc and v évapgn péxpt v
uroywpnon 1 PeNtiwon dhwv Twv oupBapdtwy Kupavinke ano 16 éwg 23,4 efdopadec. Ze aobevei e umotpomadov 1
avBextikd HL  SALCL mou umoBAiBnkav oe emavahnmrikr Bepaneia pe ADCETRIS (SGN35-006), n mhetovdtnta Twv aoBeviov
(80%) nay eniong Peltiwon 1 WV OUPITTWPATWV TG EPIPEPIKI|G veupomaBelag Katd Tov ypovo ¢
Teheutaiag aélohdynonc. Zuvduaotikr Bepaneia: Tt khwiki| dokiu Tou ADCETRIS wg ouvbuaotikii Bepaneia pe AVD,

{a a1 eumipetn oudeteponevia. Suvduaaikii Bepanela: e nhikiwpévoug aoBeveic (nhikiag > 60 etwy, n = 186
[219]), n enimtwon avemBOpNTWY evepyeldv fTav TAPopoIa G€ GAOUC TOUC ﬁpax\ov&c G Bepaneiac. AvagépBnkav
¢ doBapéc EVEYELEC Kal foeic Soong POEWY, HEIOEWY
Kat dlakomiv b00€wv) o€ nhikiwjiévoug aoBeveic oe aYKpION e ToV yevikd mnBuopd g psmnc H mpoywpnpév nikia
fitav napdyovtag kvd0vou yia TNV eppavion eumbpem oudeteponeviag otoug aoBevei¢ kar otoug dlo Bpayiovec. Ot
nhikiwpévor aoBeveic mov éhaBav mpwtoyevr) mpoguAadn e G-CSF eupavioay pikpoTepn emimwon oudetepomeviag kai
unupeTn; oudeteponeviac o alykpion e autodg mou Sev é\aBav mpwroyevy mpopuaén e G-CSF. Avagopd
TmBavohoyoupevwv avemBupnTwy evepyelwv: H avagopd mBavohoyoUpeviv avemBOpnTwy evepyeiav etd and Tn xoprynan
@0e1a¢ kukhoopia Tou (papyiakeuTIob MpoidvTog elval onpavikr. Emtpémel Ty owvey napoxohouenan me oxzcng
0QENOUG-KIVGDVOU TOU (apHAKEVTIKOU MpoidvToc. Zntetar and Toug emayyeharieg vyeiag va avagép
mBavohoyodpieves avemBUpnTeC evépyelec péow: ENNGSa: tou EBvikou Opyaviopol apyidkwy, Meooyeiwy 284, GR-15562
Xohapyoc, ABva, Tnk: + 30 213 2040380/337, Da€: + 30 210 6549585, lototomoc: http://www.eof.qr. Kimpog: twv
Oapyaeutikav Ympeolav, Yroupyeio Yyeiac, CY-1475 Aeukwoia, Tnk: 4357 22608607, Oag; + 357 22608669, lototomoc:

veuponddela mou éxpnle dpeans avTPETAMIONG ElgavioTnke aTo 67% Tou MnBuoy ] KWNTIKY

www.moh.gov.cy/phs. KATOXOZ THZ AAEIAZ KYKAO®OPIAZ: Takeda Pharma A/S, Delta Park 45, 2665 Vallensbaek

gpaviotnke 00 11% Twv aoBevav. H nepipepiki veuponddeta odriynoe oe Siakonri e Bepaneiag 1o 7%, 0¢ PeIwOELC TG
doong ato 21% kat o€ kaBuotépnan dooewy aTo 1% Twv aoBevav. e aoBevelc mou eipavioay mepIPEpIKI veupomadela, o
Léoog Xpdvog évapéng epgaviong T mepipepikiic veupondBelag frav 8 efdopddec. O aoBeveic mov dikopav T Bepaneia
Noyw mepipepikiic veupondBeiag éhaBav éva Sidpeao 8 Soaewv ADCETRIS + AVD (A-+AVD) mipwv amd T dlakomr evog 1

Strand, Aavia, medinfoEMEA@takeda.com. Tomikdg po m¢Aderac Kukhogopiag anv ENAada: TAKEDA
EAMAL AL, Tnk: +30 210 6387800. APIGMOZ AAEIAZ KYKAO®OPIAZ: £U/1/12/794/001. HMEPOMHNIA
ANAGEQPHZHZ TOY KEIMENOY: 11/2022. TPOMOX AIAGEZHE: ME EPIOPIZMENH IATPIKH XYNTATH: MONO [1A
NOXOKOMEIAKH XPHZH ANIO T1ATPO ME KATAAAHAH EIAIKEY2ZH KA EMMEIPIA.
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HEMATOLOGY MEETING

GENERAL INFORMATION

» Meeting dates and venue

May 18%-20%, 2023

Porto Palace Hotel, Thessaloniki, Greece

(65, 26th Oktovriou Avenue, Port 54628, tel.:+30 2310 504504, www.portopalace.gr)

» Abstract awards

Eight (8) of the submitted abstracts will be oral presentations and they will be presented
in the plenary session. A three-member evaluation committee will evaluate the best
plenary paper. The rest papers will be presented as e-posters.

Prize award for the best plenary paper: 500,00€

» Official language
English will be the official language of the congress. No simultaneous translation will be
provided.

» Certificate of attendance
The certificates will be send via email by the end of the meeting and as soon as the
evaluation form will be submitted to the meeting secretariat.

» Congress badge
It is mandatory for the delegates to show their congress badge at the entrance of the
meeting halls in order to calculate their attendance time in all sessions.

» Exhibition
There will be an exhibition of medical equipment and pharmaceutical products at the
meeting venue.

» Presentations-Technical support

Available visual equipment for all presentations will be through power point presentation.
Presentations must be uploaded at the technical secretariat one hour prior to the
presentation. The use of personal computers will not be feasible.

5% GRECO - ISRAELI HEMATOLOGY MEETING
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» Registration fees

Registration type Cost

Specialists 100,00 €
Residents 50,00 €
Other health professionals 60,00 €
Nurses 30,00€
Undergraduate students* 10,00 €

*Kindly please note that there is no possibility of covering by the pharmaceutical companies.
Students should cover the registration fees on their own.
24% VAT is not included in the above registration rates

Registration fees include:

- Admission to the scientific sessions
- Congress material

- Certificate of attendance

- Admission to the exhibition area

» Meeting secretariat

BN i nakes the differe

&7 Conference & Event Management

Thessaloniki: 50A Stadiou Str. 55534 Pilea, Thessaloniki, Greece

Tel.: +30 2310 247743, +30 2310 247734, e-mail: info@globalevents.gr
Athens: 2 Valestra str. & 168 A. Syngrou Av., 17671 Kallithea, Athens, Greece
Tel.: +30 210 3250260, e-mail: athens@globalevents.gr
www.globalevents.gr

18-20 May 2023, Thessaloniki, Greece, Porto Palace Hotel @
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ACKNOWLEDGEMENTS

The Organizing Committee of the Meeting would like to acknowledge the following
companies

obbvie AMGEN

yaStQHaS AstraZeneca

Leading Light for Life

dh Bristol Myers Squibb’ DEMO agee
BIOMHXANIA ®APMAKQN

b, )feeness

FARAN

G S K Janssenj' Oncology

PHARMACEUTICAL COMPANIES OF WWWW
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Driven by innovation™
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M WinMedica

Serving Health for Life

18-20 May 2023, Thessaloniki, Greece, Porto Palace Hotel @



5

th GRECO - ISRAELI
HEMATOLOGY MEETING

1820

MAY 2023 Ciners

5% GRECO - ISRAELI HEMATOLOGY MEETING



Kyprolis

Carﬂ |Zom | b) for solutlon

for infusion

la Toug aocBeveig
pEe TIOAAATIAO HLEA WA
otnv 1n LMOTPOTN:

EmiA€€te To KYPROLIS®
w¢ 0dnyo oo “OepamevTiko Hovomatt”’

OepanevTIKES evoei§erg:
To Kyprolis® oe cuvduaopo pe dapatovpovpaprn kat de§apedagovn, pe Aevahidopidn kat degapedagovn n povo pe degapedalovn evdeikvutal yla tn Bepaneia
evnAikwy acBevwv pe TOANAMAG HUEAWHGA, OL oTtoiot £xouv AABeL TOUAAXLOTOV pia TiponyoLpevn Bepaneia.’

Tpomog AaBeong: Meploplopévn LaTpLkn ocuvtayn. H évapén tng Bepaneiag yivetal o€ vOoOKOUEIO Kal PTIOPEL va GUVEXIZETAL EKTOG VOOOKOMELOL UTIO TNV
miapakoholBnon eL61koL LaTpou.

Awaviki} TipR: KYPROLIS PD.SOL.INF 60MG/VIAL BTx1 VIAL: 1043.76 €

BonBriore va yivouv Ta pappaxa mo aopohr ko Avaépete B A N
OAEZ 1ig avemBupnteg evépyeies yia ONA Ta pdppaxa

oupnAnpa@vovrag Ty “KITPINH KAPTA” 1. Kyprolis® (carfilzomib) MepiAnyn
poidvTog AMGEN HELLAS ENE

AvagépeTe KA UMOTTN QVETUBUNTN EVEPYELD OUMPLYVA KE TO EBVIKG 0UOTNHA iy XapakTnPLoTIKW -
avagopdg 010 Tuiua Avem@uuntov Evepyetwv Tou EBvikou Opyaviouou 1 ) ) Ay. Kwvatavtivou 59-61
appdkwy (E0®) TnA. 2132040380, Fax 2106549585, e T xprion g Kitpwng lMa neplocoTepes MANPOPOPIES, Green Plaza KIiplO 15124 MGDOUOI
Kaptag S1aB€owun kat oty 1otooehida tou EO®: www.eof.gr yia €viumn f oupBouAevBeite TNV Mepidnyn _ ) -

TAEKTPOVIKN UOBOAN 1 EvAAAAKTIKA 0TV AMGEN EAAGG OaplaKEUTIKG E.NE. XapaKTNPLOTIKGY Tou MpoidvTes TnA: 210 3447000 - Fax: 210 3447050
A ENETE D, oKavdpovTag To QR code. Email: info@amgen.gr, www.amgen.gr
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