EUROPEAN
HEMATOLOGY
ASSOCIATION

*

* ¥ x
* *
3
*
* o, *

b AEN)AtOIOTICALS

r. - ¥ A . .

Journal of ing Eurggsan rlameiolaey Assaciaiion
b =) ) . [ . L . .- .

Puslisnad oy ing Farraia Siorii Foundeiion

45° Congress of

the Italian Society of Hematology
Florence, Italy, October 4-7, 2015

ABSTRACT BOOK

Haematologica /
2015; 100:S3



EUROPEAN
HEMATOLOGY
ASSOCIATION

i

*

haematologica

Journal of the European Hematology Association
Published by the Ferrata Storti Foundation

Editor-in-Chief

Jan Cools (Leuven)

Deputy Editor

Luca Malcovati (Pavia)

Managing Director
Antonio Majocchi (Pavia)

Associate Editors

Hélene Cavé (Paris), Paolo Ghia (Milan), Claire Harrison (London), Paul Kyrle (Vienna), Ross Levine (New York), Pavan
Reddy (Ann Arbor), Andreas Rosenwald (Wiierzburg), Juerg Schwaller (Basel), Pieter Sonneveld (Rotterdam), Swee
Lay Thein ( Bethesda), Wyndham Wilson (Bethesda)

Assistant Editors

Anne Freckleton (English Editor), Cristiana Pascutto (Statistical Consultant), Rachel Stenner (English Editor),
Kate O’Donohoe (English Editor)

Editorial Board

Walter Ageno (Varese), Maurizio Arico (Firenze), Paolo Arosio (Brescia), Yesim Aydinok (Izmir), Giuseppe Basso
(Padova), Sigbjern Berentsen (Haugesund), Erik Berntorp (Malmé), Jackie Boultwood (Oxford), David Bowen (Leeds),
Monika Bruggemann (Kiel), Oystein Bruserud (Bergen), Michele Cavo (Bologna), Francisco Cervantes (Barcelona),
Oliver Cornely (Kéln), Javier Corral (Murcia), Francesco Dazzi (London), Marcos De Lima (Houston), Valerio De
Stefano (Roma), Ruud Delwel (Rotterdam), Meletios A. Dimopoulos (Athens), Inderjeet Dokal (London), Hervet
Dombret (Paris), Johannes Drach (Vienna), Peter Dreger (Hamburg), Martin Dreyling (Miinchen), Sabine Eichinger
(Vienna), Emmanuel Favaloro (Westmead), Augusto Federici (Milano), Jean Feuillard (Limoges), Letizia Foroni
(London), Jonathan W. Friedberg (Rochester), Dave Gailani (Nashville), Carlo Gambacorti-Passerini (Monza),
Guillermo Garcia Manero (Houston), Christian Geisler (Copenhagen), James N. George (Oklahoma City), Ulrich
Germing (Dusseldorf), Paolo Ghia (Milano), Piero Giordano (Leiden), Corrado Girmenia (Roma), Mark T. Gladwin
(Bethesda), Thomas M. Habermann (Rochester), Claudia Haferlach (Miinchen), Christine Harrison (Southampton),
Claire Harrison (London), Andreas Hochhaus (Jena), Ulrich Jaeger (Vienna), Leonid Karawajew (Berlin), Gregory Kato
(Bethesda), John Koreth (Boston), Robert Kralovics (Vienna), Nicolaus Kréger (Hamburg), Thomas J. Kunicki (La Jolla),
Ralf Kiippers (Essen), Marco Ladetto (Torino), David Jacobsohn (Chicago), Ola Landgren (Bethesda), Jean Jacques
Lataillade (Clamart), Veronique Leblond (Paris), Roberto Lemoli (Bologna), Per Ljungman (Stockholm), Francesco Lo
Coco (Roma), Henk M. Lokhorst (Utrecht), Rita Maccario (Pavia), Guido Marcucci (Columbus), Judith Marsh
(London), Giampaolo Merlini (Pavia), Anna Rita Migliaccio (Roma), Constantine S. Mitsiades (Boston), Mohamad
Mohty (Nantes), Rosario Notaro (Firenze), Johannes Oldenburg (Bonn), Jan Palmblad (Stockholm), Animesh Pardanani
(Rochester), Jakob Passweg (Geneva), Louis Pelus (Indianapolis), Melanie J. Percy (Belfast), Rob Pieters (Rotterdam),
Stefano Pileri (Bologna), Miguel Piris (Madrid), Paolo Prandoni (Padova), Jerald P. Radich (Seattle), Andreas Reiter
(Mannheim), Mats Remberger (Stockholm), Josep-Maria Ribera (Barcelona), Francesco Rodeghiero (Vicenza), Radek
C. Skoda (Basel), David P. Steensma (Rochester), Martin H. Steinberg (Boston), David Stroncek (Bethesda), Ronald
Taylor (Charlottesville), Evangelos Terpos (Athens), Xavier Thomas (Lyon), Armando Tripodi (Milano), Han-Mou Tsai
(New York), Alvaro Urbano-Ispizua (Sevilla), Alessandro M. Vannucchi (Firenze), Edo Vellenga (Groningen), Umberto
Vitolo (Torino), Guenter Weiss (Innsbruck), Mervin Yoder (Indianapolis), Alberto Zanella (Milano)

Editorial Office

Simona Giri (Production & Marketing Manager), Lorella Ripari (Peer Review Manager), Paola Cariati (Senior Graphic
Designer), Igor Ebuli Poletti (Senior Graphic Designer), Marta Fossati (Peer Review), Diana Serena Ravera (Peer Review)

Affiliated Scientific Societies

SIE (Italian Society of Hematology, www.siematologia. i)
SIES (Italian Society of Experimental Hematology, www.siesonline.it)



* Jr.* EUROPEAN
7 J HEMATOLOGY
w " ASSOGIATION

haematologica

Journal of the European Hematology Association
Published by the Ferrata Storti Foundation

European Hematology Association (EHA)

The European Hematology Association (EHA) promotes excellence in patient care,
research and education in hematology.
EHA was founded in June 1992 and today — with over 4000 members from 100 countries —
is a consolidated representative of European hematologists.

Our aim

— To become the official European representative of hematology and hematologists — especially where research,
education and regulatory issues are concerned — and to become a conduit for European harmonization;

— To promote the creation of a highly attractive market for practitioners and researchers in Europe thus
fostering the mobility of hematologists in and to Europe;

— To reach out and offer a platform to countries that wish to further develop excellence in hematology;

— To promote education, training and scientific research in hematology in Europe;

— To exchange and disseminate knowledge and scientific information in the field of hematology.

Our activities

— Organizing an annual scientific and educational congress in a major European city;

— Dissemination of medical research, both basic and clinic, through the Haematologica;

— Collaborating with other leading organizations in the field of hematology and oncology;

— Providing postgraduate education through the annual congress, tutorials and workshops;

— Supporting junior basic and clinical researchers in the development of their careers through the EHA
Fellowship Program.

— Strengthening the quality and professional status of hematology throughout Europe by accrediting scientific
meetings and providing CME accounts.

EHA Membership

Join the European Hematology Association's 4000 members from 100 countries and support programs
and projects, which promote excellence in clinical practice, research and education in European hematology.

Benefits of EHA membership:

— Subscription to Haematologica, including on-line access

— Free and unlimited access to the EHA Learning Center

— Eligibility to Career Development Program of EHA

— Eligibility to EHA Congress travel grants

— Discount on EHA Congress registration fee & all other EHA events
— Nomination and voting rights in EHA board member election

— Access to EHA membership directory

— Subscription to Hematopics

— Subscription to EHA e-bulletin

For information about how to become an EHA Member, contact us at membership@ehaweb.org

www.ehaweb.org
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Information for readers, authors and subscribers

Haematologica (print edition, pISSN 0390-6078, eISSN 1592-8721) publishes peer-reviewed papers on all areas of experi-
mental and clinical hematology. The 1ournal is owned by a non-profit organization, the Ferrata Storti Foundation, and
serves the scientific community following the recommendations of the World Association of Medical Editors

(www.wame.org) and the International Committee of Medical Journal Editors (www.icmje.org).

Haematologica publishes editorials, research articles, review articles, guideline articles and letters. Manuscripts should be
grepared according to our dguidelines (www.haematologica.org/information-for-authors), and the Uniform Requirements
or Manuscripts Submitted to Biomedical Journals, prepared by the International Committee of Medical Journal Editors
(www.icmje.org).

Manuscripts should be submitted online at http://www.haematologica.org/.

Conflict of interests. According to the International Committee of Medical Journal Editors (http://www.icmje.org/#conflicts),
“Public trust in the peer review process and the credibility of published articles depend in part on how well conflict of
interest is handled during writing, peer review, and editorial decision making”. The ad hoc journal’s policy is reported in
detail online (www.haematologica.org/content/policies).

Transfer of Copyright and Permission to Reproduce Parts of Published Papers. Authors will grant copyright of their articles to the
Ferrata Storti Foundation. No formal permission will be required to reproduce parts (tables or illustrations) of published
papers, provided the source is quoted appropriately and reproduction has no commercial intent. Reproductions with com-
mercial intent will require written permission and payment of royalties.

Detailed information about subscriptions is available online at www.haematologica.org. Haematologica is an open access

journal. Access to the online journal is free. Use of the Haematologica App (available on the App Store and on Google
lay) is free.

For subscriptions to the printed issue of the journal, please contact: Haematolo?ca Office, via Giuseppe Belli 4, 27100

Pavia, Italy (phone +39.0382.27129, fax +39.0382.394705, E-mail: info@haematologica.org).
Rates of the International edition for the year 2015 are as following:
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Print edition Euro 500 Euro 150
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ARA-C SC DURING TREATMENT WITH AZACITIDINE IN ACUTE MYELOID LEUKEMIA
SECONDARY TO MYELODYSPLASTIC SYNDROME: A CASE REPORT

G. Guaragna, A. Spina, G. Mele, A. Melpignano
Haematology, “A. Perrino” Hospital, Brindisi, Italy

Azacitidine is a hypomethylating agent approved for the treatment
of myelodysplastic syndromes (MDS) with Intermediate-2 or high IPPS
risk and acute myeloid leukemia with myelodysplasia related changes
(AMLWMRC) with blasts from 20 to 30%. We report a 77 years old
patient with myelodysplastic syndrome (RAEB-2) IPSS high risk, treated
with azacitidine (75 mg/mq day 1-7 every 28 days). At the start of treat-
ment the transfusional dependence was 2 units/month. After 7 cycles,
the MDS evolved to AMLWMRC with circulating blasts 35%. The neu-
trophil granulocytes count was 200/pl, anemia was severe, platlets
count was in the normal range. The transfusional dependence increased
to 8-9 units/month. Thus we started ARA-C 30 mg sc for 7 consecutive
days. After 28 days, the circulating blasts decreased to 2% but the
hematological profile didn’t improve. So we started again azacitidine
with the same schedule. After 1 cycle the neutrophil granulocytes count
increased to 1500/pl and the transfusional dependence decreased to 2-
3 units/month. The hematological profile is stable after further 2 cycles.
The association of ARA-C sc with azacitidine can have a synergistic
action to reduce the peripheral blasts count and improve hematological

profile.
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METAPLASIA OF IMMATURE CELLS IN BONE MARROW, PANCYTOPENIA AND ELEVATED
NSE: A SMALL CELL LUNG CANCER CASE REPORT

L. Cutini, M.I. Bonetti, E Mannelli, G. Gianfaldoni, G. Raugei,
S. Bencini, V. Carrai, A. Bosi

Hematology Unit, AOU-Careggi, Florence, Italy

In suspect of hematological malignancies, a 62 years-old woman came
to our center and underwent a bone marrow (BM) biopsy. Her clinical
presentation included smoke addiction, pancytopenia, fever, hypercal-
cemia, left hilar adenopathy, an history of chronic obstructive pul-
monary disease and breast cancer. A total body CT scan revealed
multiple mediastinal and abdominal lymph nodes, brain lesions and a
lingula lung mass. Serum neuronal specific enolase (NSE) was 112000
ng/ml and chromogranineA (CgA) was 1055 ng/ml. Due to a worsening
clinical status and severe thrombocytopenia, we could not perform a
lung biopsy. BM sections revealed a massive infiltration of CD45-
/CD34-/CD117+/CD56++/pancytokeratin+ cells; Ki-67 proliferation
rate was about 80% and p63 was negative. BM smears showed an im-
mature population with atypical features and large cytoplasm some-
times in syncytium. Flow cytometry on BM revealed a neoplastic
population (6,88 % of global cells) with an elevated side scatter, negative
for CD45 and positive for CD117, CD15 and CD56 antigens. According
to oncologist consultant, this was a case of small cell lung cancer (SCLC)
at an advanced status with BM carcinomatosis; in this setting, aggressive
clinical course and paraneoplastic syndromes at diagnosis are common.
The diagnostic challenge relied on morphologic analysis, showing a dif-
fuse infiltration of immature cells with scarce residual hemopoiesis, and
on the expression of myeloid antigens (i.e. CD15, CD117), suggesting a
diagnosis of acute myeloid leukemia (AML). AML can be CD45-negative
and this finding does not rule out its diagnosis. CD56 is frequently seen
as well. On the other hand, CT scan results and neoplastic markers
posed diagnosis of BM carcinomatosis. NSE is frequently elevated in
SCLC at diagnosis and linked to advanced disease; CgA levels are also
correlated with metastatic disease included BM carcinomatosis; CD56
is found in a variety of cell types and it is quite common in SCLC and
correlated with NSE. SCLC is a distinct histological subgroup: it occurs
almost exclusively in smokers and is characterized by a high growth
fraction and early development of widespread metastases. The hema-
tological morphology and immunophenotype assays potentially guiding
to a misdiagnosis of AML need to be carefully interpreted in correlation
with other laboratory findings.
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UPREGULATION OF MIR-29A AND GENOMIC DNA HYPERMETHYLATION IN NORMAL
KARYOTYPE AML SHOWING DNMT3A MUTATION

V. Randazzo,' C. Agueli,! D. Salemi,' D. Valenti,'! M. Mirto,?
A. Marfia,! M.G. Bica,' S. Cannella,! P. Dragotto,! A. Romano,’
C. La Rosa,? E Caradonna,? E Fabbiano,! A. Santoro*

'Laboratorio di Diagnostica Integrata Oncoematologica e Manipolazione Cel-
lulare, Divisione di Ematologia con UTMO, Ospedali Riuniti Villa Sofia-
Cervello, Palermo; *Dipartimento di Scienze e Tecnologie Biologiche Chimiche e
Farmaceutiche, Sezione di Biologia Cellulare, Universita di Palermo, Palermo,
Italy

DNMT3A, a member of DNA methyltransferases, is mutated in ap-
proximately 22 % of de novo normal karyotype acute myeloid leukemia
(NK-AML) patients leading to adverse overall survival. The highly re-
current mutation in DNMT3A is a “gain of function-like” at codon R882.
To indagate about miRNA signature in NK-AML R882-DNMT3A mu-
tated we studied by qRT-PCR the expression of 384 known human
miRNA in 9 selected de novo AML DNMT3A mutated. We compared
miRNA expression data with our previous results obtained in 31 AML
DNMT3A wild type (WT) and we focused on a strong up-regulation of
miR155, miR29a, miR196b and miR25. We consolidated this data in ad-
ditional 24 new DNMT3A mutated AML and we confirmed the upreg-
ulation of miR29a (fold 289,201; p-value 0,000); miR29a has been
demonstrated to directly target 3'UTR of DNMTB3A resulting in a global
hypomethylation but also directly suppress two major DNA demethy-
lases TET1 and TDG. To understand the pathogenesis of the subgroup
of AML DNMTS3A mutated and the existing correlation between
miR29a and its targets, we evaluated the expression levels of miR29a
targets DNMTB3A, TET1 and TDG in 43 AML DNMTS3A mutated pa-
tients and in 43 control group AML DNMT3A WT by qRT-PCR. Results
obtained revealed a no significant difference in expression of DNMT3A
and of TDG; however we found a significant downregulation of the
demethylases TET1 (0,661 fold; p-value 0,039). These data suggest that
miR29a acts as a crucial regulator of DNA methylation and probably in
presence of DNMTB3A activating mutations and TET1 downregulation
may cause a perturbation of methylation pattern. We analyzed the
methylation status of the genomic DNA of bone marrow cells from 6
AML patients (including 3 DNMT3A-mutated and 3 DNMT3A-WT
cases) and from 5 healty donors as control by Methylation Sensitive Ar-
bitrarily Primed-PCR that provides a qualitative estimate of genome-
wide DNA methylation. Results showed a global hypermethylation of
genome in DNMT3A mutated patients compared to DNMT3A WT
group and healthy bone marrow. The performed study increasingly sug-
gests that the DNMT3A gain-of-function mutation, the significant up-
regulation of miR29a and significant downregulation of demethylase
TET1 target gene would contribute to the maintenance of the hyperme-
thylation status of the genome in patients with DNMTS3A mutation.
This issue may have important implications for treatment and response
to hypomethylating drugs in patients affected by alterations in
DNMT3A.
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RISK STRATIFICATION OF ACUTE MYELOID LEUKEMIA: A SICILIAN NETWORK FOR INTE-
GRATIVE ANALYSIS OF MULTIPLE MOLECULAR MARKERS AND KARYOTYPE

C. Russo Lacerna,! C. Agueli,! M.G. Bica,! D. Salemi,! V. Randazzo,!
M. La Rosa,! A. Marfia,! L. Cascio,' A. Malato,'! M. Pagano,!

S. Siragusa,’ G. Longo,® D. Mannina,* G. Cardinale,” M. Rizzo,5

C. Musolino,” G. Garozzo,® E Di Raimondo,’ E Fabbiano,' A. Santoro!

'Divisione di Ematologia con UTMO, Ospedali Riuniti Villa Sofia-Cervello
Palermo; *Divisione di Ematologia, Policlinico Universita degli Studi di Palermo,
Palermo; 3Divisione di Ematologia, PO S.Vincenzo Taormina, ME; *Ospedale
Papardo, Messina; *Ospedale Civico, Palermo; *Ospedale S. Elia, Caltanissetta;
"Universita di Messina, ME; *Ospedale Arezzo, Ragusa; *Universita di Cata-
nia, CT, Italy

Acute myeloid leukaemia (AML) is a cytogenetically heterogeneous
disorder with acquired recurrent chromosomal alterations in about
55% of patients. The remaining normal katyotype AML (NK-AML)
are characterized by molecular abnormalities; gene mutations of FLT3,
WT1, IDH1, DNMTB3A and high expression levels of the BAALC and



