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O1- IMMUNE THROMBOCYTOPENIC PURPURA AS A HEMATOLOGIC
MANIFESTATION OF HIV INFECTION

Eren Arslan Davulcu

'hv]A E«]8C }(, 08Z ~]1v « IfEI}C EReseath<tospitaldidenadlody v
Clinic, Istanbul, Turkey.

Objective :Immune thrombocytopenic purpura (ITP) is an immumediated disease, caused by
accelerated platelet destruction and inadequate platelet production that results in low platelet
counts in the circulating blood. ITP can be a primary condition (primary ITP) oy hevsecondary to

other conditions (secondary ITP). Human immune deficiency virus (HIV) infection is among the causes
of secondary ITP. The study aims to evaluate ITP in patients with HIV infection.

Methods :Patients who were diagnosed with HIV infectiomhile being examined for

thrombocytopenia or who were found to have thrombocytopenia during follgpvdue to HIV

Jv( 8]})v AE Aopusd E3E}+% S3S]A oCX W 8] vie[ PU P Vv EU }u

HIV viral load at diagnosis of ITP, presewnicbleeding, treatment for ITP and HIV infections, median

time to response for thrombocytopenia, and complications of treatments were recorded. Patients

were excluded if they had another cause for thrombocytopenia (medications, another infection,

chronic [A E ]+ + U & XUe }E % VvV C3}% v] X KvoC 3z} Al3Z « A E

109/L) evaluated by a hematology specialist were included for further investigation. Complete

E *%o}ve ~ Ze ] (]v * VG %0 § 0 8 }uvs rpgpolsed(RyiS ddfined d361>U v
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count. The definition of responsequires concurrent resolution of bleeding symptoms. Data were

reported as frequency (percentage) or median for categorical and continuous variables.

Results There were 12 HPvelated ITP patients were recruited. Eleven of these patients were male
(92%).The median age at ITP diagnosis was 30,5 years (ran§8)2Except for one patient, 11
patients were diagnosed with HIV infection while being examined for thrombocytopenia. This
patient, who was diagnosed with ITP after the diagnosis of HIV, was @ffarea hematological
examination when his thrombocytopenia did not improve despite receiving antiretroviral therapy for
2 months. At the time of diagnosis, 5 patients were asymptomatic for signs of bleeding (42%), 6
patients had petechiae (50%), and 1 ipat had hematochezia in addition to mucocutaneous
hemorrhages (8%). All patients were started on antiretroviral treatment as recommended by current
guidelines, as soon as HIV positivity was detected. Two of the patients were given only antiretroviral
therapy without specific therapy for ITP, and the platelet counts were elevated. The remaining 10
patients received ITBpecific therapy in addition to antiretroviral therapy. The median time to the
best response was 66 days (rangé4!). The overall responsate in this study was 100%, and there
were no relapsed patients. There were no patients who received rituximab or had splenectomy. No
significant treatmentrelated adverse events were reported. Only one patient died and the cause of
death is unknown (pant number 2). This patient has never received-d$pecific therapy and is CR

for ITP at his last visit.

Conclusionin this study, it was shown that high remission rates for ITP were achieved with the
concomitant administration of treatments for ITP aHtV.
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O2- EXPERIENCE OF TOTAL SKIN ELECTRON BEAVERAPY IN
Wz/D Zz hd E Kh* '""Z A[s W7 ZDKdZKCBE8+T zdKdKYy
CELL LYMPHOMA

uo Ro 'WdSQXEuv R ETf2IF fu}ReEmMIine Serra Kamglavuz
Anacak U P | P © B Minetedkimgit,Nur SoyetU& Z E} W °ZFvC ~:C u

‘Department of Hematology, Faculty of Medicine, Ege Univetsity,
Faculty of Medicine, Ege Universiepartment of Nuclear Medicine, Faculty of Medicine, Ege
University,'Department of Pathology, Faculty of Medicine, Ege University

Objective :PrimaryCutaneous Aggressive Epidermotropic Cytotoxic CBB&lIT_ymphoma (AESTHL)
is categorized under the rare subtypes of cutaneowglllymphoma. AESTHL accounts for less than
1% of all CTCL cases. The clinical course of CD8+ AESTHL is aggressivereapdndige to
chemotherapy is poor. Reported median survival is less than two years.

Methods :Here, we present a rare case of CD8+ AESTHL that achieved improvement in existing
lesions after total skin Electron BEAM (TCEB) radiotherapy, following unresrassv to
combination chemotherapy regimens and autologous stem cell transplantation.

Results A 44yearold female patient without a known history of chronic diseases presented to the
dermatology department in July 2021 with painful and itchy lesiondénaxilla and groin. A skin
punch biopsy performed by the dermatology department was evaluated by our university's
pathology department, resulting in a diagnosis of cutaneous cytotoxic epidermotropic GEB8kF T
lymphoma. Considering the localized skinoiwement, the patient was started on the CHOEP
(cyclophosphamide, doxorubicin, vincristine, etoposide, and prednisolone) chemotherapy protocol.
After six cycles, an increase in existing skin lesions and ulceration were observed, and the patient was
consideed unresponsive to treatment. Allogeneic stem cell transplantation was recommended, but
the patient declined. Salvage chemotherapy and followed by autologous stem cell transplantation
was planned. After one month, new lesions appeared on the anterioaseiréf the legs, and a skin

the first cycle of ruksolitinib treatment, some improvement was observed in the lesions and
reduction in pain; however, afethe second cycle, the lesions and pain recurred. Ruksolitinib
treatment was discontinued. TCEB radiotherapy was decided for the patient. The patient received a
total of 12 Gray (Gy) / 12 fractions (Fx) radiotherapy, and an additional 1 x 5 Gy radiothaspy
applied to the necrotic lesion on the sole of the foot, which was not included in the total skin area.
The patient showed improvement up to 95% in exising lesions after TCEB treatment. However, new
lesions reappeared three weeks later. During this peri

and respiratory distress developed due to subcutaneous invasion. Palliative radiotherapy with 1 x 5
Gy was applied to the lymphoma infiltration extending into the oral cavity, gingiva, and nasal cavity,
resulting in a complete response in the lesion. Following this, a second course of 12 Gy total skin
electron therapy was applied, resulting in another complete palliation.

Conclusionin skin lymphomas, TCEB treatment can serve as a bridge therapy in cases-dfugul
resistance or as a palliative bridge therapy, preventing complications and gaining time for systemic
treatment. Treatment can be administered in three phases, with a total of 36 Gy, which further
enhances the importance of TCEB as a palliativgybriderapy before transplantation by preventing

three cycles of progression. In this case of AESTHL, TCEB treatment intervened when the lesions were

tfreatment p
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O3- PEGYLATED INTERFERONE W d/E d” t/d, WK>z zd, D/ s Z
ESSENTIAL THROMBOCYTHEMIA

C” h CMustafa Merter
1&fE § hv]A E«]S5C ~ Z}}o }( D ]]v , u 8}o}PC % ESu v$

Objective :In this retrospective study, we aimed to evaluate the efficacy on hematological response,
the response generation process and safety of pegylated interfaron WFR) treatment in patients
with polycythemia vera (PV) and essential thromboeytia (ET).

Methods :In this study, 68 patients with diagnosed ET or PV who had receiveldFRdgetween May
2016 and May 2022 were enrolled. Reponses rate, adverse effects and response process were
evaluated. For the response process, the hematologicabrpaters (the counts of leukocyte,
hemoglobin, hematocrit, and thrombocyte) and LDH value at the onset ciAMgvere compared
with the hematological parameters and LDH value at the 3rd month and 12th month of therapy.

Results Forty (58,8%) were diagned with ET and 28 (41,2%) with PV. Of the all cohorts, 35 (51,5%)
of them female and the median age 51,5 {&1) years at the time of Pd§N therapy. The median

prior therapy line was 2 (8) and the median time from diagnosis to REf) therapy was 27 {226)
months. Only 2 patients received REgN therapy as firdine treatment. In all cohorts, at the median
follow-up of 46 (379) months, the median duration of P&gN therapy was 21 {86) months. The
median durations of Peti-N therapy in patients Wi PV and ET were 24-§6) months and 20 ¢£6)
months, respectively. The median duration of REYN therapy was not statistically different between

in patients PV and ET (p=.653). For the response process, concerning leukocyte levels among both ET
and PVpatients, there was a significant effect of PE&N over time (p=0,026 and p=0.001,
respectively). Concerning hemoglobin levels among both ET and PV patients, no significant effect of
PeglFN over time (p=0,448 and p=0.212, respectively). There was ificsigheffect of PedFN on
thrombocyte levels in patients with ET and PV over time (p=0,0005 and p=0,00005, respectively).
Concerning LDH levels among both ET and PV patients, no significant effectIBNFagtime
(p=0,097, p=0,949, respectively).datients with PV, ORR was 53,6%, 85,7%, and 86,6% at the 3, 12,
and 24 months. In patients with ET, ORR was 67,6%, 90,9%, and 89,5% at the 3, 12, and 24 months.
At 24 months, the CR rate was statistically significantly higher in patients with ET (PV/;EBB, 3%,
p=.016). Currently, 22 patients are receiving ey treatment, 15 (22,1%) of them with complete
response and 7 (10,3%) with partial response. Treatment was discontinued in 45 (66,2%) patients
due to refractory to treatment (33,3%), side effec(42,2%), and inability to obtain medication
(22,2%). The most common hematological side effects were neutropenia (16,2%), thrombocytopenia
(11,2%), and anemia (11,2%). The most common-hwnatological side effects were fatigue
(13,2%), fever (11,8%) arfteadache/dizziness (10,3%). Autoimmune diseases were noted in 3
patients as autoimmune thyroiditis (1 patient), autoimmune thrombocytopenia (1 patient), and
autoimmune hemolytic anemia (1 patient).

ConclusionPeglFN is an effective and safe treatmentathshould be continued for as long as it can
be tolerated for the best effect.
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O4-1S CONUT SCORE AN INDEPENDENT PROGRALSIIOR IN HENTS
WITH DFFUSE LARGE B CELL LYMPHOMA?

Denis CetihFatma Keklik Karadaglur Akad SoyeMahmut Tobu,FilizVuraF,Fahri
Sahin,Guray Saydam

'Ege University Hospital Department of Internal Medictiepecik Training and Research Hospital
Department of HematologyEge University Hospital Department of Hematology

Objective :Theaim of the study was to evaluate the effect of Controlling Nutritional Status (CONUT)
score on the prognosis in patients with diffuse largeeB lymphoma (DLBCL).

Methods :In this study, the data of 209 adult patients who were followed up with therdiaip of

DLBCL at Ege University Hospital Hematology Clinic between 2012 and 2022 were retrospectively
analyzed. The CONUT score was calculated based on serum albumin, total cholesterol and
lymphocyte levels.

Results The median age was 60 years. Thea@CONUT was 1. A significant correlation was found
between the CONUT score and the presence of stage 1 and 4 disease (p<0.05). Bone marrow
JVAIOA u v3 A ¢ % @E » v3 Jv 8X09 }( % 3] vie A]5Z KEhd « }E& }( Gi
a score of >1 ahthis relationship was significant (p<0.05). A significant correlation was observed
between the CONUT score and the prognostic indices (p<0.05). There was a significant correlation
between CONUT score and overall survival (OS) time (p<0.05), but nicaigniforrelation was

observed between progression free survival time and CONUT score. Accordingly, while the OS was
AAXOFIAXO ulvdZe Jv 8Z % 3] v3 PE}u% A3z KEhd « }& }( GiU ]
patient group with a CONUT score of >1.ghigicant correlation was observed between the/@&ar

OS and the CONUT score (p <0.05). The risk of death was 1.42.QLp#&mes higher in patients

A15Z KEhd « J& Ei $8Z v ]V % 3] v3e A]SZ Gi ~%DiXifieX

ConclusionA high CONUT score is associated wdécreased OS, increased bone marrow
involvement and extranodal disease.
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0O5- HARY CELL LEUKEM REATED MH CLADBINE FOLLOWED BY
RITUAMAB: A 3YEAR IBIGLE CENTER EXERRE

Fatos Dilan Koseoglibuayp Korhan,Mehmet Can Ugur
t1Po] U SJ}v v Z e+ & Z ,}*%]S o

Objective :Hairycell leukemia (HCL) is a rare, slgmwing Bcell lymphoproliferative disorder. It is

marked by the buildup of B cells with a unigue "hairy" appearance in the peripheral blood, bone
marrow, and splenic red pulp. Cladribine treatment has been knownad 1e complete remission,

but relapses are still observed. HCL variant (HCLv), which constitutes about 10% of all HCL cases, does
not express CD25 and CD200. Its expression of Annexinla and CD123 is inconsistent or weak. HCLv
shows a poor response to sta@mdne purine analog therapy. However, a combination of cladribine
followed by rituximab has shown significant activity and lasting responses, particularly in HCLv
patients. This study examines the results of patients with untreated HCL and HCLv who umiderwe

this combination therapy.

Methods :We conducted a retrospective review using patient medical records. Cladribine (5.6
mg/m2) was administered intravenously daily for 5 days, followed about a month later by rituximab
(375 mg/m2 IV) weekly for 8 weeksegponse assessments followed standard criteria. Unconfirmed
complete remission (CRu) was identified by normalized blood counts and the absence of enlarged
organs, without the need for a bone marrow biopsy. Bone marrow evaluations were carried out 12
monthsposttreatment.

Results Six patients, with a median age of 49.5 years (ranging from 40.2 to 60 years), achieved an
initial CRu. Of these, five were male and one was female. The median-tgilgeriod was 12
months (324 months range). One patient wagagnosed with HCLv, showing a lack of CD25, 123,
and Annexinla expressions. All patients tested negative for Hepatitis C, Hepatitis B, and HIV. No
patients required hospital stays due to neutropenic fever during treatment. At the time of diagnosis,
four paients (or 66.7%) exhibited splenomegaly, and all had some form of cytopenia. Patient
baseline characteristics can be found in Table 1. Currently, two patients are still undergoing rituximab
treatment, yet they've achieved CRu. Two did not maintain CReai-month mark. The remaining

two are at their 24month follow-up and have confirmed CR with bone marrow biopsy.

ConclusionThe cladribingituximab sequence was safely and effectively administered to all HCL
patients at our facility without complicatis. This approach has shown robust and enduring
responses for HCL patients. Those with HCLyv, typically less responsive to nucleoside analogs alone,
might benefit especially from this strategy. The study's limitations include its retrospective nature,
beingfrom a single center, and the limited sample size. Furthermore, detailed mutation analyses of
IGHV, BRAF, and MAP2Kghich are crucial for HCLv identification and predicting refractory
diseasevwere not present.
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06- EVALUATION OF SOCIO DEMOGRAATITORS AND COMORBIDITIES IN
THE PATIENS WITH HEMOPHILIA AT EGE ADULTS HEMOPHILIA AND
THROMBOSIS CENTER

Fatma Keklik Karadaguhal Demir¢ciU & $}” ]Jo v <U'GEBoQ@ " Q&WZE} b Z]v

'Ege University Department of Hematology and Ege Adieitbophilia and Thrombosis Center, [zmir,
Turkey

Objective :Hemophilia A and B which occur in the deficiency of orderly Factor 8 and 9 are X linked
heritable coagulation disorders. The availability of replacement factor products and new treatment
strateges over the past seven decades have led to increased life expectancy of the patients with
hemophilia. Therefore, the age related morbidities are increased in this population. Both of the
comorbities ,that are the reason of hemophilia and age related, affee quality of life of
hemophilia patients. It is known that decreasing the quality of life impress the sociodemografic
factors such as education, work and home habitation. Herein, we described the prevelans of
comorbidities in patients with hemophiliand seeked the association between sediemographic
factors and hemophilia status.

Methods :111 Hemophilia A and 24 Hemophilia B patients who were visited Ege adults Hemophlia

unit from August 2016 through December 2016, were included in our study. Tlemtsawere filled

a quastionare form about their socio demographic factors (education, job, inhabitation, marriage,

I+ v I] e[ PV EU % Cu v3U 3E Ve%}ES S]}v A C (}E 3Z Z}*%]3 o
the severity of hemophilia accordingt8Z ( 3$}@& o A o+U ]JvZ] ]3,& o A oU }u}@E ]
methods, hemophilic arthropathy and viral status.

Results:D v P A « iUOFiUii C &+ (}E i1l Z u}%Z]o] % 3] vie v 90i
severe hemophilia disease and patients wigvere hemophilia were significantly higher among
Hemophilia A (p=0,000). %25 of patients were treated withkdemand therapy and rest of them

were treated with prophylaxis therapy. Inhibitor possitivity was found %9,6 among the patients. The
patients withhemophilic arthropathy at least one joint were %84,4. Unemployment rate was found
%33,3 and %5,6 of patients were student. Nearly half of the patients (%53,3) were living in city
center and most of the patiens (%60) were graduated from high school. H&Ydnfrate was found

%9,6 and only one patient with HCV had hepatocellular carcinoma. The prevalence of cardiovascular
disease was %6,7; hypertension was %17,8; diabetes mellitus was %13,3. Overweight (Body mass
]lv. £ ~ D/« H 1A IPlul « v 30 kg/in2Q patiddts Were %54,1 of all the patients. There

iS no association between obesity with joint bleeding, annual bleeding rate and hemophilic
arthropathy.

ConclusionPatients with hemophilia usually had some problems in their education andifb
because of the bleeding attacks and disability of arthropathy. In our study, the rate of graduation
from high school and university is the same as with normal population with the same age. Patients
who are working usually do more physical exercise thiadl is why the bleeding rate is more higher
among them. The prevalence of hypertension, cardiovasculary disease and diabetes mellitus in our
study patients is similar to normal population of the same age in our country. There is no effect of
these comoriities on bleeding rates, athropathy and severity of hemophilia. It is a challenge for the
hematologists to treat older hemophilia patients and manage their developing age related disease
because of relatively little experience.
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O7- METASTAC MAIGNANT MELANOMAN BONE MARROW
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Objective :Malignantmelanoma is a tumor arising from nevus cells, which is thought to be formed
as a result of differentiation of melanocytes. It constitutes 1.2% of all cancer deaths and its frequency
is increasing. The organs most frequently metastasized are the centradusesystem and the lung.
Bone marrow involvement in metastatic malignant melanoma i22%. In this report; we present a
34-yearold patient who was diagnosed with malignant melanoma by bone marrow biopsy while
being investigated for lymphoproliferativdisease.

Results :A 34-yearold male patient with unremarkable medical history for any chronic condition or
medication was admitted with complaints of weakness, weight loss, right cervical swelling and
abdominal pain lasting for-2 months. The patient, who was referred t@ with a preliminary
diagnosis of lymphoproliferative disease, was hospitalized in the hematology service for examination
purposes. On examination, the patient had a fever and his skin was pale. On palpation, multiple
painless, fixed lymph nodes were deted in the anterior cervical and bilateral inguinal regions, the
largest of which was 21x12 mm. Abdominal imaging revealed diffuse hypodense lesions in the liver
and spleen, diffuse intrabdominal lymphadenopathy and free fluid. Laboratory findings showed

Z u}Po} Jv idXo PEI >U AZ]s o}} oo0e O0Xio ? ii6l>U v %0 § 0 ¢
dehydrogenase 2000 U/L. The blood film was compatible with the blood count without any signs of
blastic infiltration. No and fragmentation or hemolysis in eryttyes. In the differential leukocyte
count, neutrophils showed a slight shift to the left2% myelocytes, 2% metamyelocytes, 46%
polymorphs, 40% lymphocytes, 5% monocytes, and 5% eosinophils. In consultation with
interventional radiology, trtcut biopsy fom the mass lesion in the liver segment 6 and finction

and simultaneously fine needle aspiration biopsy from the cervical lymph node were performed
under ultrasound guidance. In the follewp bone marrow biopsy section performed for diagnostic
purposes, cellularity was around 95% and diffuse infiltration consisting of neoplastic cell nests with
large, pleomorphic nuclei, prominent eosinophilic nucleoli and occasionally brown pigment
containing large eosinophilic cytoplasm suppressing bone marrow iels lwas observed.
Immunohistochemical staining features of the infiltrating cells were observed as PanCKT{ 4,

CK20 4), P16 {), MelanA (+), S100 (+), HMB45 (+), SOX10 (+). Ki67 was detedB&o38imilar
findings in the aspiration sample takémmm the lymph node. The patient was diagnosed with bone
marrow and lymph node metastasis of malignant melanoma. A detailed questioning revealed that a
few nevi had beenremoved in the axillary region and on the face a few months ago. There was no
exposureto UV light or organic dyes in the past. Finally, the patient was referred to tertiary oncology
centerfor the diagnosis of metastatic malignant melanoma and treatment planning.

~14 ~
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O8 RETROSPBUE ANALYS OF GNICAL FEATURES AND SURV
OUTCOMEB PATENTS W H CHROIK MYEL{D LEUKEM

Fatos Dilan KoseogliAytur Ayata,Mehmet Can Ugur
‘Bakircay University Cigli Education and Research Hospital

Objective :ChronicMyeloid Leukemia (CML) is a myeloproliferative disorder characterized by the
presence of the Philadelphia chromosome, producing the-BBIRfusion gene. The BEBL fusion

gene leads to abnormal proliferation of myeloid precursor cells and is a hallnfa@Mih. The
majority of patients are diagnosed in the chronic phase. Treatment options for CML have
dramatically improved with the introduction of tyrosine kinase inhibitors (TKIs), which have
revolutionized the management of CML and significantly improsedvival outcomes. However,

there is still heterogeneity in treatment responses and lbaign outcomes among CML patients.

This study aims to retrospectively analyze the clinical characteristics and survival outcomes of CML
patients treated at our clinic.

Methods :dZ u ] o G }E ¢ }( % S] vSe ] Pv}e Alsz D> v SE 3§
University were retrospectively reviewed. Data on demographics, clinical features, laboratory
findings, treatment regimens, and survival outcomes were extractenh ftlee records. Descriptive
statistics were used to summarize the clinical characteristics of the study population. Survival
outcomes were analyzed using the Kaplaier method. Pvalues less than 0.05 were considered
statistically significant. All statisal analyses were performed using SPSS version 26.0.

Results Twentyfour patients were involved in the study (Table). The median age of the participants
was 57 years, with an interquartile range of 25.2 to 72.7 years. The sample consisted of 14nmales a
10 females. A significant portion of the participants had comorbidities: 45.8% had hypertension,
25.0% had diabetes mellitus, and 8.3% had coronary artery disease. At the time of diagnosis, there
was a marked neutrophilia. Regarding the blast ratioandomarrow, 37.5% had a ratio of less than

1%. The reticular fiber ratio showed that 60.9% had a ratio of 1, 34.8% had 2, and 4.2% had 3. For
treatment, 91.7% received firdine treatment, and 8.3% received secelitk treatment. Among the
first-line treaments (n=24), 95.8% received imatinib, and 4.2% received hydroxyurea. In the case of
secondline treatments (n=2), 50.0% received dasatinib, and 50.0% received nilotinib. The median
duration of followup was 21 months (:83). The response times were c@ient across patients,

with a median of 30 days for hematologic response, three months for cytogenetic response, and six
months for molecular response. Regarding adverse events, 54.2% of participants experienced emesis,
50.0% had edema, 8.3% reported ngial 4.2% had diarrhea. On survival analysis, the overall
mortality was 8.3%, while there was no diseaskted mortality. Median survival time could not be
reached (Figure). As deaths were not related to disease itself, any treatment related factonoobuld

be studied.

Conclusionin conclusion, our retrospective analysis of CML patients treated at our clinic highlights
the significance of early diagnosis and the effectiveness of TKI therapy in improving survival
outcomes. The data further emphasize tingportance of regular monitoring for treatment response

and resistance, allowing timely intervention and optimization of treatment strategies.
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09 TP53 GENE MUTATION AND 17P DELETION FREQUENCY IN CHRONIC
LYMPHOCYTIC LEUKEMIA PATIENTS IN A NHEWTBEAISEARY REFERRAL
CENTER

Yusuf Ulusoy, Bekir AyaU P Cl° YEzegnep Karadlj Mesut Ayet

1. Basaksehir Cam and Sakura City Hospital, Hematology Department, Istanbul
2. Basaksehir Cam and Sakura City Hospital, Internal Medicine Department, Istanbul

Aim: We aimed to determine the frequency of TP53 mutation and to examine the relationship
between the clinical reflection of TP53 mutation and 17p deletion andytear survival in newly
diagnosed and untreated chronic lymphocytic leukemia (CLL) patients.

Materials and Methods:We retrospectively analyzed newly diagnosed CLL patients referred to
Basaksehir Cam and Sakura City Hospital Hematology Department betwee@(@2@ears. The
demographic characteristics of the patients at the time of diagnosis, labgraists, physical
examination or imaging records, Rai and Binet stages, TP53 mutation and 17p deletion status, the
time they needed the first treatment, the last date of admission to the hospital, and whether they
were still alive recorded via the electiiw patient registration system.

Results: There were 64 patients in the cohort. In our study, 39 (61%) of 64 patients were. The
male/female ratio was calculated as 1.56. The age distribution was between 40 and 81 years and the
median age was 63 years. TA€53 mutation, which was examined by the next generation
sequencing method, was positive in 5 patients (7.8%). Deletion of 17p, which was examined by
fluorescent insitu hybridization, was positive in 5 patients (7.8%). While 17p deletion was negative in
1 of 5 patients with positive TP53 mutation, 17p deletion was positive in the remaining 4 patients. A
statistically significant correlation was found between TP53 mutation and 17p deletion status. There
was no statistically significant correlation betweerP5B mutation and laboratory findings,
lymphocyte doubling time, lymphadenopathy, splenomegaly, hepatomegaly, B symptoms, Rai and
Binet staging. While there was a difference in the number of patients received treatment between
the TP53 mutation positive gup and the TP53 mutation negative group, no statistically significant
relationship was found. In addition, although there was a quantitative difference in treatfinemt
survival (TFS) between the TP53 mutation positive group and the TP53 mutation negetige no
statistically significant relationship was found.

Conclusion:The reason for no significant TFS difference between mutated andmuated group

was thought to be the number of patients, the small number of samples between the groups and the
shat follow-up period. In many studies published in the literature, altered TP53 function due to 17p
deletion and/or TP53 gene mutation has been associated with poor prognosis and resistance to
chemoimmunotherapy in CLL. As a result of our study, TP53 mtatas detected in patients
without 17p deletion. In order to better understand the prognostic value of the TP53 mutation, it
should be supported by studies with larger number of patients and lotegen clinical followup. It

is thought that our study wlilcontribute to the literature because it is one of the rare studies in the
clinical reflection of TP53 mutation is examined, the incidence of TP53 mutation in newly diagnosed
CLL patients in Turkey is determined, and it refers to the relationship betwB&3 mutation and

17p deletion.

Key WordsChronic lymphocytic leukemia, TP53 mutation, 17p deletion
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016 VEXAS SYNDROME : NEW KID IN THE TOWN

Meral Ulukoylu MengugTayfur ToptasU ep & EPpwW ezfdu § PyFatmpd
EfFy EC u,AtEreteD ES 2,0dém CandarU” ]Jo »™ ofu

'Marmara University Faculty of Medicine Pendik Training and Research Hospital

Objective :VEXASyndrome is a novel entity affecting multipl systems which was first described in
2020 in 25 male patients. The clinical picture consists of vacuolinisation in bone marrow progenitors ,
ubiquitin activating enzyme mutations ;liked tranmission and auioflammatory disease . The
acronym of the features based the name Vexas syndrome. Herein we present the diagnostic period
of a patient with Vexas Syndrome .

Methods :Seventy two years old male patient was referred to hematology with a diagnosis of Sweet
Syndrome that was refractory to conventional therapies and macrocytic anemia. Patient suffered
joint pain, cutaneous lesions and subfebrile temperature during the past 2 years with an episodic
pattern. Joint pain was unresponsive to nsieroidal antiinflammatory drugs and steroids for the

last 2 months. He had biopsy proven Sweet Syndrome exhibiting pale erythematous papulonodular
lesions located mainly on extremities .Basal evaluation for malign conditions was normal . After
failure of 3 lines of therapie was followed with prednisolone 5 mg /day and hydroxychlorocine 2x
200mg /day.He had elevated acute phase reactans with normal blood counts initially.During the
course he had macrocytic anemia .Peripheral smear showed mild macrocytic anemia. Bone marrow
aspiration was normocelluler.Erythroid lineage showed dysplastic features and vacuolinization.
Genetics showed lack of myelodysplastic syndrome defining abnormalities:1 Ljg&fie exon 3
analysis showed c.121A>C (p.Met4llLeu) variant.This somatic variantcovessdered to be
pathogenic in ClinvVar and INFEVERS databases for Vexas syndrome. Azacytiditine was commenced
and patient is still on therapy with a Hb level of 9,6 g/dl with improved symptoms after 2 courses .

Results in the first report of Vexas Syrane 92 % had fever and 88% had skin lesions similar to our
case. Each subject received steroids and median 2 lines of synthetic DMARDs before the diagnosis of
Vexas Syndrome like our patient received 4 lines of antiinflammatory drugs before the diaghosis.
patient had a diagnosis of Sweet Syndrome before Vexas diagnosis which was one of the most
associated rheumatological condition in the original series. Somatic UBA1 p.Met4lLeu variant was
the second most common variant which was determined in our d@eae marrow vaculoinization

was limited to erythroid and myeloid progenitors as our case showed vaculoinisation only in
erythroid precursors .

ConclusionVexas syndrome should be considered in elderly male patients if treatment refractory
systemic inflarmatory conditions are accompanied by macrocytic anemia.
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011 OPTIMALLY DELIVERED RITUXIMAB-ROBESTED EPOCHI&R

EPOCH) VERSUS RITUXHZABP (FCHOP) IN PRIMARY MEDIASTINAL

LARGE®ELL LYMPHOMA (PMLBCL): A REA COMPARISON WITH
CONSECUTIVE HISTORICAL CONTROLS IN A SINGLE CENTER

TP Vassilakopoulé#\ Piperidou,A LiaskasA KopsaftopouloyME Lefakil Vassilopoulosl

Drandakis,A GeorgopouloyK ZerzjA KarapaschalidisA MachairasE SiavoyM Belia,C

Chatzidimitriou,EKonstantinou,M Arapaki,JV Asimakopoulod TsaftaridisF PanitsasE
Plata,M SiakantarisMK AngelopouloyP Panayiotidis

'National and Kapodistrian University of Athens, School of Medicine, Laikon General Hospital, Athens,
Department of Hematology

Objective :RCHOP + consolidative radiotherapy (RT) has been historically the usual treatment
option for PMLBCL with a cure rate of-88%. Current research focuses on increasing efficacy while
minimizing RT. The National Cancer Institute introduced ritensified Rda-EPOCH regimen, which
produced better outcomes compared tc@HOP, while minimizing RT. However, there is no direct
randomized comparison of -&EPOCH vs-BHOP. A few retife comparisons demonstrated
borderline differences without usingoptimally selected controls. Such studies are further
compromised by the fact that the escalation process is not strictly followed in thdifeand this
information is not recorded in detail. The objective of this study was to compa@EPOCH with-R
CHORP in patients with PMLBCL of a single, large referral center, whereddhEFROCH escalation
schedule was strictly followed almost universally.

Methods :We retrospectively analyzed all 35 consecutive patients who receivaeEPOCH in the
Departmen of Haematology (201:2022). RCHOP controls (all-&HOR21; RCHOPL4 not used)

were 35 consecutive patients treated at the same Department (or the 1st Department of Internal
Medicine prior to May 2008, when the Department of Haematology was foundedruhdesame
director), starting from the most recent patient and going backwards (ZW&). Thus, selection

bias was minimized. Consolidative RT was used at the discretion of the treating physician, usually
based on PET/CT results, but was systematiaattyded after Rla=EPOCH in case of Deauville score
1-4. Rda-EPOCH was given strictly in 33/35 (94%) patients: Two patients reached level 4 and 5 but
were not further escalated despite the lack of prohibitive toxicity. Comparably to the origidal R
EPOGE publication 47% received at least level 4, 85% at least level 3 and only 6% just level 1.

Results :\W 3] v3e[ Z E & E]*3] » Jv 8Z 3A} PE}u%+ A E Jopus oC }u
inRda WK , ~u ] v ifi Ae 10U %AiXiiV Hi80.Q01)@&d Do fhequérlt Serbids
effusions in RCHOP (37% vs 64%, p=0.03). Relapse/progression was observed in 2 and 11 patients
after RdaEPOCH or-BHOP, while 2 patients developed theraplated AML (tAML) after -Ba
EPOCH. Theyear freedom from prgression (FFP) was 91% vs 69% (p=0.027).-Yé&ar ®vent free
survival (EFS with tAML counted as events) was 84% vs 69% (p=0.124yeBheoerall survival
(0S) was 97% vs 80% (p=0.063). AmoeadiRFesponders, 20/29 (69%) received RT compared to
2/34 (6%) Rda-EPOCHesponders, both with Deauville score 5. In multivariate anakgsigisting for
P Hi6 v e« E}*]S]s }E& (}JE E VvSO0C %M 0]*Z %oE}PV}eS] u} 0 ~¢8&
bulky disease)R-da-EPOCH remained better than(RIOP regardg FFP [hazard ratios (HR) 0.21
0.26, all p<0.05]. The difference regarding EFS was borderline (HR.453p~0.10), as well as for
OS despite very favourable HRs (HR-0.18, p=0.09.12).

ConclusionWe report for the first time a minimally biasedmparison between optimally delivered
Rda-EPOCH and-BHOR21 with weltmatched subgroups of consecutively treated patientslaR
EPOCH minimized the use of RT in a-liealsetting and provided statistically superior disease
control than RCHOP at thexpense of 2/35 cases of tAML. EFS and OS benefits were borderline.
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012 PET FOR RESPONSE ASSESSMENG&EO®CH IN PRIMARY
MEDIASTINAL LARGEBLL LYMPHOMA: WHO IS WORTHY TO BE
IRRADIATED?

Vassilakopoulos THPiperidou A Mellios 2,Verigou EKatodritou E Kalpadakis
C,Papageorgiou hatzidimitriou GPrassopoulos VSiakantaris MGiatra
H,Leonidopoulou T, Xanthopoulos ¥,Karakatsanis ‘SHatzimichael E Skoura B Terpos
E:,Pappa V,Verrou E Tsirigotis BSymeonidis ABouzani M,Panayiotidis RAngelopoulou
M:,Rontogianni P

National and Kapodistrian University of Athens, School of Medicine, Laikon General Hospital, Athens,
Department of Hematology, Athens, Greetfigepartment of Hematology and Lymphoma,
Evangelismos Generabspital, AthensiHematology Division, Dept of Internal Medicine, University
of Patras, Rion, Patras, Greetizepartment of Hematology, Theagenion Cancer Hospital,
Thessaloniki, Greec®epartment of Hematology, University of Crete, Iraklion, Crete,
GreecefSecond Department of Internal Medicine, Propaedeutic, Hematology Unit, National and
< %} ]*S3E] v hv]A E+]3C }( 3Z veU hv]A E+]3C 'v E 0 ,}*%]3 o
Greece/Department of Nuclear Medicine, HYGEIA Hospital, Athens, GfBagariment of
Hematology, Sismanoglion General Hospital, Athens, Grégepartment of Hematology, HYGEIA
Hospital, Athens, Greec€Third Department of Internal Medicine, National and Kapodistrian
University of Athens, Sotiria Hospital, Athens, Gregbepatment of Hematology, University of
loannina, loannina, Greec&)epartment of Nuclear Medicine and PET/CT, Vioiatriki, Athens,
Greece;“"Department of Therapeutics, National and Kapodistrian University of Athens, Alexandra
Hospital, Athens, GreeceéDepartment of Nuclear Medicine and PET/CT, Evangelismos General
Hospital, Athens

Objective : 5 %PHT is a valuable tool in the assessment of residual masses in PMLBCL and has been
extensively evaluated after-BHOP or RMACORB. After RdaeEPOCH, the clinicsignificance of EeT

PET may be different, since most patients with positive scans achieveelongdisease control

without radiotherapy (RT). The omission of RT in patients with Deawplbenb scale score (D5PSS) 4

often causes anxiety to the treatinphysicians, while handling of patients with D5BS8mains
controversial [RT vs high dose chemotherapy/autologous stem cell transplantation (ASCT)].The
purpose of the study was to provide an extensive fwatld experience on EGPET imaging for
respon® evaluation after RlazEPOCH in PMLBCL, and assess its clinical significance and effect on
further treatment guidance.

Methods : Among145 PMLBCL patients withkd&@EPOCH in 20 Hellenic Centers, 139 were evaluated
with EOFPET and 2 were considered as D5&38thout EOTPET/CT, since they had progressive
disease (PD) at the assumed time of EoT assessment. Cases with4DBI@Sretrosgctively
evaluated by a single nuclear medicine physician and scored visually according to the D5PSS.
Freedom from Progression (FFP) was measured from the time ePE®T

Results Among 141(139+2) E€HET evaluable patients, 24 had D5RP83%), 35 D52 (25%), 42
D5PS8(30%), 22 D5P8$16%) and 17 D5PS8.2%) D5PSS including both with frankly PD, who

did not undergo EoPET. A single patient (0.7%) had D5R%i8determinate) and was classified as
negative. The fear FFP for patients with D5RPE3,3,4, and 5 were 95.7%,97.1%,97.5%,86.4% and
29.4%(p<0.001). D5R%S8:Only 3/102 patients (3%) received RT and only 3/102 relapsed. Two
relapses were associated with CNS involvement (unpreventable by mediastinal RT). One patient
developed Hodgkin lymmma and 4 tAML. D5PS&E0TPET was available for central review in
20/22 patients. By visual interpretation, 7/20 (35%) were reclassified as EBRB#y 5/22 received

RT and only 3/22 relapsed-{&ar FFP 86.4%; 100% versus 82.4% for irradiated vesstisradiated
patients (p=0.33)]. Following central review, 2/3 relapses were observed in patients with-B5PSS
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the third being a patient reclassified as D5BS#®ho was salvaged with RT and relapsed as Hodgkin
lymphoma ~3 years later. FFP rates remdiugtually unchanged. Only 3/15 revised D5RS3fs had

residual SUVmax>5; 2/3 did not receive RT and both relapsed compared to 0/12 of pts with
"hsu A GiX5:/AMArMg 17 patients, 6 had responsive disease by conventional imaging and 11

AW W A lo respesive D5SPSB. E  ]JA ZdV oo }wlegdi@ and yerddindin

continuous CR (median duration 26 months;range®8«X 00 ii % 3] vie A]E3Z ~ IW ~"
D5PSSi_« A E (JEA E §} « 0A P Z u}¥§ar@®S%yas| 83.3¢06XvsBh fdi

% 3] v3e A13Z NE %fi}v4E "EWINSAV S ~ BMTR{Te X

Conclusionin this large realife study of RlaEPOCH in PMLBCL, RT was safely omitted in the vast
majority of patients with D5PSS41 The reproducibility of D5P94Svas moderag. RT and can be

ESE uoC (( 8]A AZv E +3E] & }voC 8} 8Z +u 00 u]Jvi®]3C }( %o
i v "Z]IPZ u% -4 (SUVImak25), roughly corresponding to just 6% of patients who achieve
a conventional response by CTs witdd&REP@H.
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013 HOW EARLY PONHBITORS CANMDUCE A COMPLETE METABOL
RESPONSN CHEMOREFRACTORY HINDGKMPHOMA?

A. N. GeorgopouloyC. ZerzjV. SamarasPhivi RondogianiT.P. Vassilakopoulos

‘Department of Hematology and BMT of the National &agbodistrian University of Athens, Laikon
General HospitatDepartment of Radiology, Laikon General Hospital, Athens, Grsgartment
of Radiology and Nuclear Medicine, Evangelismos General Hospital, Athens, Greece

Objective :In the KEYNOTEB7 and KEYNOTEO4 trials of pembrolizumab monotherapy in
relapsed/refractory classical Hodgkin lymphoma-@tHL) the first formal evaluation for metabolic
complete remission (MCR) was performed after the fourthddy infusion, specifically after 12
weeks-roughly at 3 months. Thus, we know that the best mCR rate to pembrolizumab monotherapy
is ~2530%, but we do not know how early is that expected to occur.

Methods :To evaluate how early can mCR be achieved through a case report, in which response
assessment was incidentally made very early in the course of pembrolizumab monotherapy.

Results A 24yearold man with stage IIIB mixed cellularity cHL {6ML) achieved niC with
Deauville gpoint scale score (D5PSS) 1 after ABVDx6. Four years later, he presented with
lymphadenopathy and-Bymptoms. M&HL was reconfirmed. &Bsed staging revealed generalized
lymphadenopathy and multiple focal spleen lesions. PET/CT relveatensive, lymphadenopathy
(SUVmax=17), multiple left cervical nodes and low uptake in a small right cervical node, multiple
bone marrow foci (SUVmax=11), a single liver lesion (SUVmax=5), and splenic lesions (SUVmax=17).
Due to drug addiction, the patie was lost to followup for 10 months, when he presented in very

poor clinical condition with jaundice,-BCu% 3}usU 0}A E o]Ju ] u vV % E(}E&uU v
Laboratory testing revealed marked hyperbilirubinemia (direct bilirubin 6.79mg/dL) and etevate
liver function tests (LFTs), due to which he received modified salvage therapy with cisplatin and
brentuximab vedotin (BV). Hyperbilirubinemia resolved, but, as he felt better, he decided to
discontinue treatment. One month later, he presented again withrsening clinical status and
received BvMBendamustine. After two cycles he remained bedridden, with severe hypoalbuminemia,
peripheral edema, Bymptoms, and worsening liver dysfunction with serum bilirubin >11 mg/dL. A
PET/CT was scheduled prior to pewilzumab initiation, but his clinical condition rapidly
deteriorated. Staging contrastnhanced CEcan revealed extensive left supraclavicular and axillary
nodes, mediastinal lymphadenopathy, hepatosplenomegaly with multiple subtle hypoattenuating
liver and spleen lesions and retroperitoneal lymphadenopathy. Three days after pembrolizumab
infusion, the patient experienced a gradual improvement both in clinical condition and LFTs. On day
+10 he had a prescheduled appointment for a PET/CT evaluation, whagimeant to have been
performed prior to pembrolizumab initiation but had been postponed due to the urgent need of
treatment. Surprisingly, this very early PET/CT assessment revealed an impressive, nearly mCR with a
small residual right cervical lymph nedvith lowintensity uptake (SUVmax=2.7), still interpreted as
D5PSS=4 and raising issues of differential diagnosis between persistent lymphoma versus
inflammation. As we were impressed by this unexpected finding of earlycwaplete resolution of

all the hypermetabolic foci, a repeated IEDGPET/CT was performed on day +21 day from
pembrolizumab initiation (prior to cycle 2). At that still very early assessment, a clear mCR was
established with D5PSS=1.

ConclusionThe lesson to be learnt from this gue case is that metabolic response to

pembrolizumab can be dramatic and clearly evident as early as 10 days after the first infusion and a
formal mCR can be demonstrable even just prior to the second infusion, on day +21!
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014 SOLUBLE CD163 PREIVEOF OVERALL SURAL AND I[ME TO
TREATMENIN WM AND LPL.

Alexandros GkiokasAnnita GkiokaMavra PapadatoeGigante,Alexandros
Alexandropoulog Vassiliki BartzjAspasia KoudourtaTlhommais TryfoyNikolitsa
Kafasi,Marie-Christine Kyrtsonis

FirstDepartment of Propedeutic Internal Medicine, Laikon General Hospital, National and
Kapodistrian University of Athens, Greece

Objective :As a key component of the bone marrow microenvironment, tumor associated
macrophages (TAM) could eventually play act@lurole in the pathogenesis of the hematologic
uo]J]Pvv]eU ep2zZ <+ to veSE}u[s D E}PO} po]v u] ~tDeX , u}Po} ]
CD163, is a cytokine secreted by TAM, and can be detected in its soluble form (sCD163). Its levels
seem to be indicafA }( d D[+ HE Vv vV luo e . %18 v§] o ]J}lu CEI
progression. In our study, we aimed to investigate whether levels of sCD163 in patients with WM and

LPL, correlate with prognosis.

Methods :Out of 194 patients with WM and LPL liused in our database, sCD163 was measured in
74 patients, of whom 60 were diagnosed with WM, 8 with IgM&US and 6 with LPL. Clinical and

0 JE S}JEC Z E § E]*8]*AE EA]JA U (83 E % 3] vi3e[ JV(}EU }
yrs (range, 33®1), 61% were men and 39% women. Serum sCD163 was tested in frozen sera

}oo § § % 3] v8e[ ] Pv}ele v Jvii Z 083ZC ]Jv ]A] p os ~,/+ X D eput
ELISA (Du® § Z~ Y vS]cu]v - }E JvP S} §Z u vpu( SuCEvamé¢eof]veSEY S
variables was used as the cut off point. Median time to treatment (TTT) was 10,5 months (range,1
120) and median overall survival (OS) was 93 months (rang@6)l Statistical analysis was
performed with the SPSS v.26 software.

Results Median sCD163 was 26826 pg/ml (11837286) in HI, 28163 pg/ml (166907286) in

WM, 26821 (1428B7280) pg/ml in IgMMGUS, and 27368 (25481319) pg/ml in LPL patients. WM

and LPL patients with lower levels of sCD163 showed statistically improveea2d OSp=0.058)
(Flg.1). Additionally, shorter time to treatment was observed in WM patients with sCD163 levels
above median (p = 0.05) (Fig.2). A strong correlation was found between sCD163 and other cytokines
of the microenvironment of WM; Blys (p=0.0001),65(p=0.0001), IL10 (p=0.0001), serum syndecan
(p=0.0001) (table 1).

ConclusionSince WM is an indolent yet incurable disease, finding factors that aid physicians predict

the prognostication of its course is crucial. Our findings suggest that serum 3GD&& are able to

predict 25yrs OS and TTT in WM and LPL patients, with higher levels indicating worse prognosis.
Elevated sCD163 levels correlate with elevation of other cytokines known to be important for WM
pathogenesis (Blys,sIL6 IL10,serum syndecd + i0i o A o 3Z 8 & (o $ d D[« uE
eventually prove to be a significant prognostic marker in WM and LPL.
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015 PERESTENT BONE MARROW AMBGNG MRD NEGAVITY ARE

VALUABLE CHERA TO STOP LENBOMDE MANTENANCE FOLLOWS

ASCTN MULTPLE MYELOMA: RESULTS FROM A PROSPEOHORT
STUDY

Panagiotis Malandrakidoannis NtanasisStathopoulos,loannis V KostopoulcdVaria
Gavriatopoulou,Foteini TheodorakakotyDespina FotioyMagdalini Migkou,Maria
RoussoyVassiliki SpiliopouloyNikoletta-Aikaterini Kokkali, RodanthtEleni
Syrigoy,Evangelos EleutherakiBapaiakovou Efstathios KastritisOurania E
Tsitsilonig,Meletios A. DimopoulosEvangelos Terpos

‘Department of Clinical Therapeutics, School of Medicine, NationaKapddistrian University of
Athens, Athens, Greectection of Animal and Human Physiology, Department of Biology, School of
Sciences, National and Kapodistrian University of Athens, Athens, Greece

Objective :Autologous stem cell transplantation (ASGilpfved by lenalidomide maintenance is the
standard of care for eligible patients with newly diagnosed multiple myeloma (MM). Sustained
marrow and imaging minimal residual disease (MRD) correlate with prolonged progréesion
survival (PFS) and overallgival (OS). It is important to define the optimal duration of maintenance.

Methods :In this prospective study, we included patients with newly diagnosed MM from January
1st, 2016 to December 31st, 2019, who underwent ASCT followed by lenalidomide=maaice.

MRD status was assessed in patients who had achieved stringent complete remission (sCR) and then
at 6, 12, 24, and 36 months after the initiation of lenalidomide maintenance. MRD samples were
evaluated by next generation flow, according to the Etiow protocol. Patients, who had at least 3
consecutive MRD negative results and had received at least 36 months of maintenance, underwent a
PET/CT scan. If patients had achieved imaging MRD negativity, they discontinued lenalidomide
maintenance and MRD waperformed every 6 months thereafter. If a patient converted from MRD
negative to positive or if the patient relapsed from sCR, lenalidomide maintenance was restarted.

Results Overall, 151 patients received induction with proteasome inhibitased regnens (VCD or

VRD) and underwent ASCT. During a median fallpwf 70 months (range-84 months) from the

time of ASCT, 44 (29.1%) patients had disease progression and 20 (13.2%) patients died. Out of 107
patients who did not progress or die, 42 (39.2%j}ignts achieved sustained bone marrow MRD
negativity and imaging MRD negativity at 3 years after maintenance initiation. Thus, they
discontinued lenalidomide maintenance, according to study schedule. Their median age at MM
diagnosis was 56 years (range-@6). Twentyone (50%) patients were males, whereas 52.4% had
IgG, 26.2% had IgA and 21.4% had light chain MM. The patient distribution per ISS was ISS 1 63.4%,
ISS 2 19.5% and ISS 3 17.1%, whereas-[{#8 Ras RISS57.5%, RISE35% and RISS7.5%. Ta

median follow up time from maintenance discontinuation for all patients was 16 months (range 1
31). Six months after discontinuation of lenalidomide maintenance, 39 out of 41 patients were found

to be MRD negative. At 12 months pdshalidomide discontiuation, 36 out of 38 patients
continued to be MRD negative. At 18 months, all evaluable patients (n=18) remained MRD negative.
At 24 months, 13 out of 14 patients were MRD negative and at 30 months all 4 evaluable patients
were MRD negative. Overall, fipatients restarted treatment with lenalidomide monotherapy after
converting from MRD negative to MRD positive following the initial completion of maintenance, and
out of them one patient progressed and received second line of treatment. Only one patient w
discontinued maintenance died for reasons not related to multiple myeloma, and with no symptoms

of disease progression.

ConclusionSustained MRD negativity after ASCT and a completion of 3 years lenalidomide
maintenance may guide the safe discontinoatof maintenance, although this has to be proven in
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prospective randomized clinical trials. Close foHagpvwith consecutive MRD testing can trace an
early myeloma relapse.
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016 PROGNO3IT 3GNHCANCE OHRCULAING TUMOR CELLS BY NEXT
GENERADN FLOW CYTOMETIRMIGHT (AL) CHN AMYLIDOS3S

loannis V. KostopoulgdDespina FotioyFoteini TheodorakakoyEirini Solia Pantelis
RousakigChrysanthi PanteljVassiliki SpiliopouloyMagdalini Migkou,Asimina
PapanikolaoyHarikleia GakiopouloyEvangelos Terpo®urania TsitsilonisMeletios A.
Dimopoulos,Efstathios Kastritis

‘Department of Clinical Therapeutics, Plasma Cell Dyscrasia Unit, National and Kapodistrian
University of Athens, School of Medicine, Athens, Greece

Objective :In light chain (AL) amyloidosis a plasma cell clone produces monoclonal light chains that
form amyloid fibrils deposited in organs and causing tissue toxicity. Circulating tumor cells (CTCs)
detected by next generation flow cytometry (NGF) in monoclonal gapathy of undetermined
significance (MGUS) or asymptomatic multiple myeloma (MM) are associated with high probability of
becoming symptomatic, while in symptomatic MM patients, CTCs is a negative, independent,
prognostic factor. We aimed to evaluate theognostic and biological impact of CTCs in treatment
native patients with AL amyloidosis using the highly sensitive NGF.

Methods :The analysis included 158 consecutive patients with AL amyloidosis evaluated for the
presence of CTCs in peripheral blood)(@&ording to EuroFlow guidelines. Two independecoldr
panels were used, both of which containing CIPI97, CD2BV510, CD3BITC, CD4BerCPCy5.5,
CD56PE, CD13BV421; in addition, CD14APC and CD8APCC750 were used only in the surface
tube or CyP-f W v AFZC750 only in the intracytoplasmic tube. A median number of 5
million events (range 3.9x18&1x106) were acquired for each tube with median limit of detection
(LOD) 2.3x16 (range 2x14-3.1x106).

Results The median age of the patits was 67 years (387), 57% were males; 86% had cardiac and
56% renal involvement. According to Mayo staging, 13%, 33% and 54% of patients were classified as
stage 1, 2 and 3, respectively, while 20%, 57% and 23% were rated as renal stage 1, 2 alan3. Me
iFLC and dFLC levels were 299.3 mg/dL and 288.5 mg/dL. Bone marrow (BM) infiltration was 10%
(range 060%) and the most common cytogenetic finding by FISH was t(11;14) in 46% of the patients.
96% of the cohort received bortezomlifased treatment whilé34% of patients were treated with
daratumumab. CTCs were detectable in 57% of patients and the median level of CTCs (detectable)
was 0.0024% (range 0.0002%.4%); only 15 (9.5%) patients had CTCs > 0.02% (which has
prognostic significance in MM). Patientvith detectable CTCs had higher levels of LDH, iFLCs, BM
infiltration and NTproBNP and there was a correlation among the levels of detectable CTCs with iFLCs
(p<0.001) and BM infiltration (p<0.001). CTCs were present more often in patients with +1g21
(p=0.022); interestingly, their levels patients were higher compared with patients with CTCs but
without +1g21 (p=0.014). 59 patients (37%) were evaluated for MRD in the BM by NGF; among
MRDneg patients, 80% had no detectable CTCs at diagnosis; no patiént wlite S ] Pv}4]e Hii
achieved MRD negativity. Presence of CTCs did not affect overall survival (OS). Different cutoffs of
CTCs had no statistically significant prognostic impact, even after adjustment for Mayo stage,
nevertheless, patients with detegble CTCs had lower probability of CR/VGPR at 3 months (57% vs
75%, p=0.049).

ConclusionNGF is a highly sensitive method that can detect CTCs in 57% of patients with AL
amyloidosis. Even though the presence of CTCs is associated with adverse prqgmasiiters, by
themselves CTCs did not affect the prognosis of AL amyloidosis, as the extent of the cardiac
impairment has the leading role in prognosis.
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O17 EVALUATION OF EARLY PROGRESSIVE DISEASE (EPD) IN NEWLY
DIAGNOSED MYELOMA PATIENTSIBENTIFICATION OF PROGNOSTIC
FACTORS IN THE ERA OF MODERN THERAPIES. THE GREEK MYELOMA STUI
GROUP EXPERIENCE.

Eirini Katodritou,Dimitra Dalampira,Efstathios KastritisFotini TheodorakakoyDespina
Fotiow,Sosana DelimpaSEmmanouil Spanoudakigtoannis Ntanasis
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Verrou,Marie ChristineKyrtsonis,Meletios-Athanasios DimopoulgsEvangelos Terpés

'Department of Hematology, Theagenio Cancer Hospital, Thessaloniki, Gisuatment of
Clinical Therapeutics, National and Kapodistrian University of Athens, Athens, Gegpaetment
of Hematology and Bone Marrow Transplantation Unit, Evangelismos Hospital, Athens,
Greece/Department of Hematology, University Hospital of Alexandroupolis, Alexandroupolis,
Greece’Department of Hematology, Agios Savvas Cancer Hospital, AtReasDepament of
Propaedeutic Internal Medicine, Laikon General Hospital, National and Kapodistrian University of
Athens, Athens, Greece

Objective :Despite treatment improvements there is still a respectable proportion of newly
diagnosed multiple myeloma (MM) patients that experience early progressive disease (EPD) defined
as relapse or progression <18 months from start of therapy. Herein we describe tiealcli
characteristics and outcomes of patients with EPD and examine the prognostic ability of staging
systems, molecular cytogenetics, and type of upfront treatments, in the current therapeutic
landscape.

Methods :We evaluated 1436 newly diagnosed MM @4/700/736; median age: 67, range-29)

with complete data for international staging system (ISS) aif8SR All patients had achieved at least

MR to primary therapy and had complete data regarding 1st line treatment and outcomes.
Ju% EJe}ve }( %haddctedstics was performed with Mathitney-U test, OneWay

ANOVA and X2. A binary logistic regression analysis was performed to determine significant

prognostic factors for EPD; p<0.05 was considered as statistically significant.

Results Early prgressive disease was observed in 335/1436 (23.3%). Patients with EPD had higher
u ] v P unitioglobulin, LDH and bone marrow infiltration and lower hemoglobin and eGFR,
compared to norFEPD (p<0.05); ISSand RISS3 were more frequent in patients VD (34% vs.

26%; p<0.001 and 19% vs. 10%; p<0.001, respectively). Data for second revision cf3SEWBRE
available in 73% of patients: R2S Il and IV were more frequent in patients with EPD (63% vs. 42%;
%o DiXilieX W@E ¢ v -risk(mbldcullr] &rdormalities i.e. dell7p, t(4;14), t(14;16) or +1g21
(ultra-high risk myeloma) was also more frequent in the EPD group (13.5% vs. 6.6%; p<0.001). The
percentage of patients treated with lenalidomidased therapies (LBT), including triplets, did not
differ between groups (EPD: 29% vs. others: 33%; p>0.05), whereas daraturhasebtherapies

(DBT) were administered less frequent in patients with EPD vs. others (2% vs. 10%; p<0.001).
Autologous stem cell transplantation (ASCT) was given in 11% of gat@htEPD vs. 33% of ron

EPD (p<0.001). Binary logistic regression analysis demonstrated thatl§55,R2SS, ultrehigh-risk
myeloma, ASCT and DBT were significant predictors for EPD (p<0.05); LBT did not have any
prognostic value in the univariatenalysis (p>0.05). In the multivariate analysisI®2, ASCT and DBT
were the stronger significant prognosticators for EPD (HR fd6B2(1) vs. (1V): 0.24; p<0.001, (Il) vs.
(IV): 0.28; p<0.001, (1) vs. (IV): 0.48; p=0.017), HR for ASCT: 0.26; pxtdOBR for DBT: 0.18;
p<0.001). After a median follow up of 77 months (95% GB3j2median progression free survival
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and overall survival for patients with EPD vs. others were 10 vs. 40 months (p<0.001) and 29 vs.76
months (p<0.001), respectively.

Cortlusion:In conclusion, >20% of newly diagnosed MM patients experienced EPD, in tineorkhl
setting; EPD patients were more frequently older, with higher tumor burden andrtggteatures.
Upfront DBT and ASCT were the strongest prognostic factalscireg by 82% and 74%, respectively
the risk for EPD; R&S proved a significant predictor for EPD however, its value was mitigated when
adjusted to the type of primary therapies.
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018 SAFETY AND EHERCY OF BELANTAMAB MAFORONTCOMBNATION
WITHLENAIDOMDE AND DEXAMETHASONPATENTS WTH NEWLY
DIAGNOSED MUIALE MYELOMA WHO ARE ISBILE FOR TRANSPLANT:
THE PHASE 1/2 BELARD STUDY
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Fotiout,Magdalini Migkou,Foteini TheodorakakotVasiliki SpiliopoulogRodanthi
Syrigoy,Evangelos EleutherakiBapaiakovoy Stavros GkolfinopoulosKyriaki
Manousou,Efstathios KastritisMeletios A. DimopoulosEvangelos Terpos

‘Department of Clinical Therapeutics, Nationatld&apodistrian University of Athens, School of
Medicine, Athens, Greec#ealth Data Specialists, Dublin, Ireland

Objective :Thecombination of lenalidomide and dexamethasone (Rd) is preferred in the treatment
of transplant ineligible (TI) patients (pts) with newly diagnosed multiple myeloma (NDMM).
Belantamab mafodotin (belamaf;, GSK2857916) is an antidaaty conjugate targetin@CMA, which

has shown efficacy in pretreated MM pts. Preclinical data demonstrate synergy between belamaf
and lenalidomide, while these drugs do not have overlapping toxicities. Thus, there is a strong
rationale for investigating the belam#&d combinationn TI NDMM pts.

Methods :BelaRd (NCT04808037) is an ofeel, phase 1/2 study conducted in Greece, aiming to
enroll 66 TI NDMM pts. Here we report results from Part 1 which evaluates the safety/tolerability of
three belamaf doses (2.5/1.9/1.4 mg/kglup Rd in 36 pts and establishes the recommended phase 2
dose (cutoff date 15/04/2023). In this part, belamaf is initially administered q8w and, depending on
toxicity, dosing may be rescheduled to q12w.

Results Of the 36 pts [median age: 72.5 years;leal9 (53%)] in Part 1, 29 (81%) are still on
treatment, while 7 (19%) have discontinued [6 pts due to belanmsélated fatal events: (COUID

infection: 1/1/2; Pneumonia: 1/1/0, for cohorts 2.5/1.9/1.4 respectively); 1 pt withdrew consent].

The mediarbelamaf administrations and number of cycles reached were 6/7/7 and 18.5/21.5/18.5,

(JE 83Z € *% S]A }Z}ESeX dZ u}ed FuupvEHi9E( Egeor WS

adverse events were fatigue (21 pts, 58%:; [7 (58%)/7 (58%)/7 (58%)]), rah) &%:; [2 (17%)/2

(17%)/2 (17%)]), diarrhoea (8 pts, 22%; 2 (17%)/3 (25%)/3 (25%)]), insomnia (4 pts, 11%; 0/4
(33%)/0]) and COVIDS ]Jv( S]}v ~A %SeU 109V €1 ~i69eli ~69¢li ~i09ee-l
thrombocytopenias and infusierelated reactions were r%}ES X Z P & JvP H'ET Jv( S]}v
than COVID, pneumonia was reported for 3 (8%) pts [1 (8%)/1 (8%)/1 (8%)]. Among 201/227/192

best corrected visual acuity (BCVA) assessments in cohorts 2.5/1.9/1.4, a worse than 20/50 result (in

the better seeingeye A « } « EA Jv 11 ~ii9«ITi ~ii91id ~69+U AZ]o s GTilli
2 (1%)/3 (1%)/11 (6%). The overall response rate was 100% across all cohorts. More specifically, CR

or better was achieved in 6 (50%)/4 (33%)/5 (42%), VGPR in 3 (25%)/7 (583%)}4a(® PR in 3

(25%)/1 (8%)/3 (25%) of the pts in cohorts 2.5/1.9/1.4, with a median time to first response of 1
month. Finally, over a median folleup of 18.7 months no disease progression was observed.

ConclusionBelamafRd, with the extended schedulfor belamaf, has shown a very manageable
safety profile with minimal impact in visierelated functioning in an elderly, nefit pt population.
Meanwhile, a very promising clinical activity is observed with rapid, deep and durable responses
across all dse levels. Consequently, after validation with bigger pt numbers, this novel combination
may well be a very attractive frontline option for this vulnerabldNDIMM population.
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P1- BORTEZONM THERAPY OF NBIWDGKE [* >zD W, KDINGLE ~*
CENTEEXPERENCE
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'Necmettin Erbakan University Medicine Faculty Hematology Department

Objective :Someof aggressive non} Pl]v[e >Cu%Z}u « ~E,>*U opu Z 31A &
diffuse large B cell lymphoma (DLBCL), is characterized by additional signal pathway abnormalities.
Activation of NFKB signal pathway, one of those pathways, demonstratedlyirist plasma cell
diseases promotes cell proliferation and inhibits apoptosis. Bortezomib,the first proteazom
inhibitor,induces malign cell apoptosis via-K& inhibition and also some of caspdasdependent
mechanisms, and has approved for patient witHapsed mantle cell lymphoma (MCL), one of
aggressive lymphomas.

Methods :We analyzed patients undergoing between 01.01.2013 and 01.01.2023 with diagnosed
relapse/refractory NHL and received bortezomib based chemotherapy, retrospectively. Kaplan Meier
method used to survival analysis.

Results The study included 14 patients. (et patients, 8 (57.1%) were male, 6 (42.9%) were
female, and the median age was 57 {B8).All bortezomib based protocols were BORID (Bortezomib,
rituximab, dexamethasone). The most common type of NHLs was MCL and included of 10 (71.4%)
patients. The othes were DLBCL and follicular lymphoma and included of 3 (21.4%) and 1 (7.1%)
patient, respectively. The median time from diagnosis to bortezomib for all patients was14,9 months
(3-70). Median number of previously therapy was 24jIHalf of the patients wit MCL achieved
minimum partial response. The median estimated ProgresBiee Survival (PFS) and/dar PFS

were 11 months and 36%.

ConclusionAlthough bortezomib based regimes was investigated as a first line therapy for active B
cell DLBCL, improvemén Jv *u@EA]A o ] v[&ahalysi€ Hpwevers several study including
patients with relapsed aggressive lymphomas, particularly MCL, have been shown that overall
response rate was about 50%, as in our study.
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P2 A CASE OF ACWINIEEL@D LEUKEM AFTER LUTIEM-177 TREATMENT
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'Ege University Faculty of Medicine,Department of Hematoltpe University Faculty of Medicine,
Department ofPathology, Izmir, Turke$Ege University Faculty of Medicine, Department of Medical
Genetic

Objective :Introduction: The incidence of neuroendocrine tumors is increasing worldwide. In 2018,
Lutetium177 received FDA approval for the treatment METs.Side effects associated with this
treatment include myelotoxicity and nephrotoxicity due to reabsorption of radiopeptides,
accumulation in the renal interstitium. According to a previous systematic review andanatgsis,
myelodysplastic syndrome dracute myeloid leukemia were not observed after the use of Lutetium
177. Herein,. We aimed to present a case of acute myeloid leukemia after the use of Let@&ium

Methods :Aims: The side effects of new agents used in the treatment of oncologic andtblegic
malignancies should be well known, side effects such as myelotoxicity should be kept in mind, and
the patient should be consulted to hematology in case of unexplained cytopenia for potential MDS
and acute leukemia.

Results Case: A 5§earold female patient underwent right hemicolectomy in 2018, the pathology

result revealed weltlifferentiated neuroendocrine tumor, and she was followed up for 3 years

without treatment. She received 6 doses of lutetium treatment in nuclear medicine due to the
development of liver and pleural metastasis during follap. Later on, the treatment was continued

with 6 doses of subcutaneous octreotide injection. She was consulted to hematology because of
weakness, easy bruising and bleeding gums and pancytopenilow-fqp examinations. Laboratory

Aopge 8§ 38Z 3lu }( UJee]}vW t W 1X086 vy 1i1"TIR>U v uSE}%Z]JoW i)
fi"lMIR>U Z u}Po} JvW 8Xo £ Pl >U ¢« Ju vs S]}vW iié6 U ZWW iiAi uPl>
normal. Peripheral smear sthved 2030% blastic cells. Bone marrow biopsy was consistent with

acute myeloid leukemia. Approximately 90% of the cells in the bone marrow aspiration smear and
imprint preparation had blastic morphology with aberrant TdT expression as well as CD3&KRD68

1, CD117 and MPO in blastic cells. Chemotehrapy containing ldarubicin, Cytarabine was started.
Venetoclax at a dose of 100 mg was added due to confirmation of translocation in the CBFB gene at

the 16922 locus with a rate of 90%.Possibly related to t(D§ple.1;922) or inv(16)(p13;922) in FISH

analysis. . Control bone marrow biopsy performed after first cycle of this treatment confirmed
remission with hypocellular (10%) bone marrow without any blastic cells. The patient was planned to
receive venetoclax rad azacitidine as consolidation treatment and continues to foligvin our

clinic.

ConclusionConclusion: Lutetiuri77 is a relatively newly used agent in the treatment of
neuroendocrine tumors. Myelosuppression is among its side effects. In patien&virgy this
treatment, hemograms should be monitored at regular intervals and in case of cytopenia, the patient
should be referred to hematology without losing time. Until to date, there is only one case of chronic
myeloid leukemia in the literature anduo case, based on our search, is the first case of acute
myeloid leukemia in the literature. It should be kept in mind that cytopenias that develop after
oncologic treatments may be caused by other hematologic malignancies.
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P3 " [E'-ENTERED REVIBWBACTERIAL INFECTIONS IN PATIENTS WITH
NEUTROPENIC FEVER WHO RECEIVED CHEMOTHERAPY IN HEMATOLOGY
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‘Department of Hematology, University of Health Sciences, Bakirkoy Dr. Sadi Konuk Training and
Research Hospital, Istanbul, Turki&epartment of Hematology, Ege University Hospital Izmir,
Turkey

Objective :Febrileneutropenia (FEN) occurs during and after chemotherapy (CT) applied in patients
with hematological malignancies. Fedated mortality rates are quite high. Our study discusses FEN
diagnosis methods, risk assessments, agents in patients with bacteeatiams, empirical and
broadspectrum treatments for these agents, conditions affecting the treatment process, and
adverse outcomes.

Methods :The study included 193 patients (mean age 50 years and 51.8% women) who received
chemotherapy and developed newojenia in Ege University Hospital Hematology Clinic between
January 2017 and December 2019 from the electronic database. Patients under the age of 18,
patients who received allogenic bone marrow transplantation, patients with FEN who developed
bacterial idection without CT, and patients with hematological malignancies whose bacterial focus
and causative agent were not determined even though they received multiple antibacterial
treatments were not included in the study.

Results in the study, a significarorrelation was found between mortality and diagnosis (p=0.033),
disease phase (p=0.033), and granulocyte cekimgulating factor (GCSF) administration (p=0.002).

It was found that mortality was higher in those who were not administeregdSE compareit those

who were administered, and the mortality rate was higher in those diagnosed with leukemia and in
the remission induction phase. There was a statistically significant correlation between the mortality
and the duration of neutropenia (p= 0.028), tlereactive protein (CRP) level at the start of
chemotherapy (p= 0.005), the day on which neutropenia was reproduced (p=0.001), the time to
neutropenia (p=0.001). According to this, mortality was higher in those with a long period of
neutropenia, with a lgh CRP when chemotherapy was started, and with a longer period of
neutropenia and bacterial growth.

ConclusionEarly recognition of infections and effective empirical antibiotic therapy is important in
febrile neutropenic patients. In this context, the tdemination of the flora of a center, common
infections, parameters that may help the diagnosis, and its effectiveness are guiding. At the same
time, it is thought that the identification of the primary risk factors that may be effective in
neutropenic feer and mortality will contribute to the determination of the empirical treatment
protocols of the patients.
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P4 A RETROSPHCZE ANALYS OF ACUTE PROMYELGCYHUKEM; A
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Objective :Acute myeloid leukemia (AML) is,in itself, a rare disease. Acute promyelocytic leukemia

(APL) is a particularly aggressive subtype of AML and accounts for approximately 10% of AML cases.
Large studies have shown the median age o8 40 years. The incidence did not vary by gender.

APL represents a medical emergency with a high early mortality rate. This is evidenced by the fact

that the early mortality rate in patients participating in clinical trials is less than 10%, whereas the

early mortality rate in the general population is still more than 15%. Data on APL patients from
d°EI]C E o]Jul]d X dzZ E (JEUA Ju &} & Eulv 38Z o]v] o ( 3u
survival outcomes of patients with APL who were diagndsexlir center in the last 5 years.

Methods :15 patients diagnosed with APL between 2017 and 2022 were retrospectively analyzed.
Survival analysis was performed using Kapleier analysis

Results Theu v P A « AOXAFiAX6 C &« A]3Z u ] v-tdmalérgtio@dsX dz ( u
1.5:1. The majority of our patients had the hypergranular variant (73.3%). Risk stratification revealed
that low-risk disease predominated (93.3%). Bleeding and thromsbasturred in 40% and 13.3% of
patients, respectively. 13.3% of patients died due to early hemorrhagic complications with
disseminated intravascular coagulation. Overall, 10 (66.6%) patients survived, and 5 patients (33.3%)
died. 3 patients died within 2ays after diagnosis. The early mortality rate was 20%. 5 (33.3%), 1
(6.6%) and 6 (40%) patients were treated withti@hs retinoic acid + arsenic trioxide (ATRA+ATO),
ATRA+Idarubicin and 7+3 regimene+ATRA, respectively. The rate of complete remissl®@%as
Median eventfree survival (EFS) and overall survival (OS) were not reached, whereas the median of
EFS and OS were 34.1 and 37 months, respectively. -Jear 10S rate was 66.7%. FLT3 mutation
status was known in 8 patients. FET3D and TKD mutats were found in 2 and 3 patients,
respectively. No FLT 3 mutation was observed in 3 of 8 patients. 1 of 2 (50%) patients who had FLT3
ITD and 1 of 3 (33.3%) patients who had FLKB mutations were died.

ConclusionMost of our cohort consisted of femajmtients with advanced age and low risk disease
and this study shows that early death is now the greatest factor in treatment failure for this
otherwise curable form of leukemia. Despite the low early mortality rates in clinical studies, it should
be keptin mind that early mortality may be higher in reality. In this study, the high molecular CR rate
was found to be independent of remission induction therapy for APL. There are limited data showing
an association between the FL-TZD mutation and decreasedS. The clinical significance of FLT3
ITD mutation in patients with APL remains controversial. Conversely; TR 3nutation has not
been associated with the hematologic features of APL and studies show no correlation between
FLT3TKD mutation and diseaseitcome. Further studies with larger numbers of patients are needed
to confirm the abovementioned findings.
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P5 A RARE PRESENTATION-OELL ACUTE LYMPHOBLASTIC LEUKEMIA IN
THE PREVIOUSLY KNOWN AS CHRONIC LYMPHOCYTIC LEUKEMIA
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'Ege University Hospital, Department of Hematoldgge University Hospital, Department of
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Objective :Richter'stransformation (RT) is a rare complication of chronic lymphocytic leukemia (CLL)
or low-grade lymphoma sudden onset of clinical deterioration and signs of accelerated tumor
burden. Transformation to large cell lymphoma (diffuse largeelBlymphoma, et.and Hodgkin's
disease (HH) has been mostly reported in patients. In our case, We aimed to present the case report
of T-cell acute lymphoblastic leukemia-@LL) as a result of investigations performed with a
differential diagnosis of RT.

Methods :A 61-yearold male patient with known hypertension was admitted to our center in 2014

with a diagnosis of CLL who had been investigated for diffuse lymphadenopathy (LAP) and
constitutional symptoms. Cytogenetic analysis by fluorescence in situ hybridiZ&tiSHl) revealed

no 17p deletion, IgH, 11q deletion or 13q deletion. The patient, who was evaluated as RAI stage 3 at

the time of diagnosis, was considered in remission aftéfCRchemoimmunotherapy protocol was

applied in the 1st step treatment.6 yearddg due to the development of B symptoms and diffuse

LAPs, 3 cycles offC protocol was administered again but he could not end up his treatment as his
follow-up was interrupted for 1.5 years due to the Cot® pandemic. In 2021, bone marrow
aspirationand biopsy (BMAB) was performed due to stage 3 CLL/. No mutation was detected in the
karyotype and cytogenetic analysis by FISH in the patient who was diagnosed with CLL as a result of
BMAB. During the 17th cycle of ibrutinib 420 mg/g as 3rd line treatntéet patient was evaluated

(1&E EIl v]vP Jv pE]v Y *CU%S}ueX ,]* o }E& S}EC & -posSe &E
0Cu%Z} €S 006ilRoU Z u}Po} JvW oUi Pl oU %0 8§ o S*W 06iiilRoU pE
5,5 meg/l. Whole body computed tongoaphy (WBCT) revealed massive hepatosplenomegaly and

LAPs in the abdomen, the largest of which was 53x50 mm. The patient was admitted to our service
with a prediagnosis of RT/secondary malignancy.

Results in the aspiration smear of the patient who unsent BMAB showed a diffuse
lymphoblastic cell population infiltrating 80% of the bone marrow and increased reticular fiber grade

lll. Immunohistochemical examination revealed positive CD2, CD3, CD7, GATA3-&nd ki
proliferation index was 100% in neoplistells.CD4, CD8, CD5, CD1la, CD33, CD34, TdT, CD79a, TCR
beta/gamma and delta were negative. FISH did not detect 17p del, IgH, 11q, 13d del. Conventional
cytogenetic analysis revealed 45¥{2). In the light of all findings, HyperCVAD chemotherapy
protocol was planned considering-ALL in the foreground. After 2 cycles of HyperCVAD A+B
protocol, allogeneic stem cell transplantation from an unrelated donor was planned in the 1st
remission and the préransplant preparation process continues in our center.

ConclusionRT cases are an emergency picture characterized by progressive clinical deterioration in
cases of lowgrade leukemia/lymphoma. It is known that the majority of CLL cases transform into
large Bcell lymphoma, while Hodgkin lymphoma develops fesquently.1 In a patient with known

CLL background, newly developing acute lymphoblastic leukemigaeif drigin may be considered
among the differential diagnoses in collaboration with hematology and pathology.
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P6- EXTRALYMPHJIINVOLVEMENT AND BONEYOLVEMENT ARE A
FACTOR ON RELAPSE/PROGERREBENONHODGKN LYMPHOMA?

C” h CMustafa Merter
1&fE § hv]A E«]S5C ~ Z}}o }( D ]]v , u 8}o}PC % ESu v$

Objective :In this retrospective study, we aimed to examine the effect of extralymphatic
involvement, bone involvement and then number of areas with extralymphatic involvement on
relapse/progression in patients with neiodgkin lymphoma (NHL).

Methods :In this study,i0fi % 3] vSe (}oo}A Jv 8Z , u 8}o}PC o]v] }( &fE §
between 20042022 were evaluated retrospectively. Demographic and clinical data of the patients,
presence of extralymphatic disease, bone involvement, relapse rate and-geenturvival (EFS)

were evaluated.

Results A total of 165 (63.5%) patients were diagnosed with NHL. The median age at the time of
diagnosis was 61 years @Q) and 90 (54.5%) of them male. Extralymphatic involvement was
detected in 69 (41.8%) of all patientt the time of diagnosis. Fifteen (9.1%) of them with
extralymphatic involvement had extralymphatic involvement in more than one area. Bone
involvement was the most common (n: 21, 36.4%) extralymphatic involvement, followed by stomach
(n: 16, 23.2%) anddme marrow (n:12, 17.4%) involvement, respectively. In the median fallow
time was 40 (range,-161) months, the relapse was detected in 18 (10.9%) patients and 10 (55.5%)
of them had extralymphatic involvement at the time of diagnosis. The mean EF#disng8.35 (95%

Cl 78.897.89) months and 134.16 (95% CI 114 123.59) months in patients with extralymphatic
involvement and in patients without extralymphatic involvement, respectively. EFS detected shorter
in patients with extralymphatic involvemenban in patients without extralymphatic but there was

no statistically significant difference between the extralymphatic involvement and without
extralymphatic involvement (p=.186). The mean EFS was 91.9 (95%-0C058months in patients

with bone invdvement and 81 (95% Cl 782.9) months in patients with extralymphatic
involvement other than bone involvement. There was no statistically significant difference between
the bone marrow involvement and extralymphatic involvement other than bone involntraad
without extralymphatic involvement (p=0.220). When the EFS is evaluated in patients with more than
one extralymphatic involvement, the median EFS was 85.33 (95% CH®64.®5) months, while
126.6 (95% CI 109.3613.85) months in patients with 1 dess extralymphatic involvement. There
was no statistically significant effect of the number of extralymphatic involvement on EFS (p=0.776).

Conclusionin our study, extralymphatic involvement, bone involvement, and the number of areas
with extralymphaic involvement had no effect on relapse/progression.
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P7- AN UNUSUAL JAK INACTIVATION WITH PREVIOUSLY KNOWN
THROMBOCYTOPENIA, AND NEWLY DIAGNOSED B CELL ACUTE
LYMPHOBLASTIC LEUKEMIA: A DISCUSSION FOR POTENTIAL EFFECTS ON
BASIS AND PROGNOSIS8®@EL MANAGEMENT
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'Ege University Hospital, Department of Hematoldgge University Hospital, Department of
Pathology

Objective :Genomicprofile of Philadelphia chromosome negative {PB cell acute lymphoblastic
leukemia (BALL) mainly consists of recurrent genetic abnormalties (hypo or hyperdiploidy),
translocations of fusions of thyrosine kinase receptors. Germline mutations that caaesation of

janus kinase receptors (JAK) is associated with bone marrow failure and premature death in mice.
Somatic mutations that cause JAK inactivation in bone marrow is not well understood yet. Increased
PDL1 resistance has been noted in colom@a and melanoma case series with JAK inactivation
mutations. Here we aimed to present a case report eAlB with JAK inactivation and potential
effect on clinical progress.

Methods :A 68yearold male patient with known hypertension. While he had bdeltowed up in

an external center since 2018 due to thrombocytopenia, he was referred to our center in June 2022
due to weight loss and monocytosis. On physical examination, general condition was good, vitals
were stable, neurologic, respiratory, and cangiscular system examinations were normal. No
hepatosplenomegaly or pathologic lymphadenopathy was found. Complete blood count showed
o I} €8 W i8i6ilRoU o0Cu%Z} CS W id7ilRoU u}v} €S W o0ifilR0 v
smear, bone marrow aspirath and biopsy (BMAB) revealedABL. No mutation was detected in
conventional cytogenetic analysis and HyperCVAD chemotherapy (CT) protocol was initiated. After
the 1st induction CT, septic shock and prolonged thrombocytopenia were detected, and the 2nd CT
protocol was administered with a dose reduction. Allogeneic stem cell transplantation ("AlloSCT")
from a fully matched sibling donor (MSD) was planned for the patient who was in remission after
induction CT.

Results Duringthe preparations for transplantation, monocytosis and thrombocytopenia persisted,
and a BMAB revealed increased blasts and mildly increased myeloid precursors. Next generation
sequencing (NGS) analysis revealed JAK2 p.l1437 inactivation with frameshifiomublloSCT from

MSD was performed on June 23 while the patient was in remission after salvage KT and no new
pathology was detected in conventional cytogenetic analysis. Posttransplant follow up is under
remission.

ConclusionJAK2 V617F mutation is stty determined in myeloproliferative neoplasms (MPN) and
rarely myelodysplastic neoplasms/ myeloproliferative neoplasms (MDN/MPN) with ring sideroblasts
and thrombocytosis. Other JAK mutations in hematologic malignancies have not been described well,
nevatheless potential effects on survival are not known yet. We would like to perform NGS analysis
to determine any overlap chronic myelomonocytic leukemia (CMML) /MDN or MDN/MDN overlap
syndromes. Neither cytomorphologic appearance nor cytogenetic anabgeslrany sign of clonal
monocytic or proliferative disorder. On the other hand, previous history of mild thrombocytopenia
and development of B\LL, JAK2 inactivation we detected with NGS could be a sign of
myelodysplastic baseline. There are limited data JAK inactivation and bone marrow effect. We
would like to present clinical followp and we aimed to contribute to the literature to improve our
knowledge about JAK mutations. In conclusion, we need more randomized clinical trials to better
understand he potential effects of JAK inactivation significantly.
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P8 PRMARY CENTRAL NERVOUS SYSTEM LYMPHOMA: RETWROSPECT
ANALYE OF 19 CASBSA INGLE CENTRE
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Objective :Primary central nervous system lymphoma (PCNSL) is a rare and aggresdsiladgkim
lymphoma that affects the brain, eyes, cerebrospinal fluid (CSF), or spinal cord without systemic
involvement and approximately 90% of PCNSL cases are diffuse tacgk Ipmphomas (DLBCL).
Current treatments of PCNSL are a hilgise methotrexate (HEMTX)-based polychemotherapy and
whole-brain radiotherapy.

Methods : W 8] v8e AZ} A E SE & Al8Z 8Z Z]PZ 1} u 3Z}3E £ § .
RT in our hematolgy department between 2012 and 2021 were analyzed retrospectively. All the
patients with PCNSL were histologically documented with the examination of mass biopsy materials

or surgically resected specimens. Contrashanced computed tomography (CT), pasitemisssion
tomography (PET) and bone marrow biopsy was performed to confirm the absence of systemic
disease.

Results Total nineteen cases are retrospictevely evaluated. Median fello% A « 6UOTF3UT u}vsizZe
and median age was 47 years (rangetl88. Two of the cases of PCNSL were associated with renal
transplantation, 1 case was associated with HIV infection. The Ki67 index in all patients was
evaluated as >70%. Thirteen patients had received 2 cycl®OARAM, 2 patient had recieved

MATRIX, 3 patientsad received 2 cycles of HNDTX monotherapy, 1 patient had recieved rituksimab
monotherapy due to age. Twelve patient had chemotherapy followed by WBRT. Seven patients
received ASCT as second line treatment, the first line treatment of these patientsgvene R

| Z D %@E}8} }oX dZ u ]v }A &E oo *uEA]JA o ] BUOIF&ftée u}vsz.U
follow-up was 8.9 months. Responses to first line treatments had been complete remissions (CR) in 9
(40%) patients, partial remissions (PR) in 6 (40%gmtati respectively. Four patients died during the

course of chemotherapy. The median overall survival of patients who received chemotherapy
(Joo}A CtZzZd A+ 60XiFiiXA u}vdZeU v 3Z %}e]3]A (( & }(t zd }
(p: 0,019 hazard t 0,11 (95%CI 0,6D,6)). No significant effect was found on survival with ASCT
following cehmeoterap with or without WBRT (p:0,282).

ConclusionPrimary central nervous system lymphomas are rare and have poor prognosis. A
significant difference was obsved in terms of survival in patients who received chemotherapy and
radiotherapy. Further clinical trials with a larger number of patients are required to evaluate
appropriate treatment options for prolonging the life expectancy of patients.
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P9 MULTPLE MYELOMAN A PATENT WTH CHROIE MYEL(D LEUKEM:
A CASE REPORT

Selin < f,8azan P | « sEminKaracaNur Akad SoyetFahrib Zju'° GSagdam
P mv]A Ee]8 ¢] df% & 1°03 «]JU 7I1u]E

Objective :Chronicmyeloid leukemia (CML) is a disease characterized by clonal proliferation of
pluripotent hematopoietic stem cells resulting from Philadelphia chromosome positivity.Multiple
myeloma (MM) is a disorder of uncontrolled proliferation of plasma cells deriveh fa single
clone,characterized by renal failure,lytic bone lesions,hypercalcemia and anemia.Synchronous or
metachronous presentation of MM and CML in the same patient is extremely rare.To date,a limited
number of cases of MM associated with CML have begrorted and the reason behind the co
occurrence of both malignancies is not understood.Here, we report a case of a patient diagnosed
with CML who developed MM 16 years later.

Methods :In case of treatment nonesponse in CML,bone marrow biopsy shouldpeeformed to
investigate the presence of other hematologic malignancies.It should be kept in mind that multiple
hematologic malignancies may be seen in the same patient at the same or different times.

Results A 7tyearold female patient was diagnosesith CML at an external center, followed up
under imatinib treatment, and switched to nilotinib treatment due to loss of molecular response. She
was switched to dasatinib treatment due to severe nausea and vomiting complaints under nilotinib
treatment.Shedeveloped shortness of breath and bilateral massive pleural effusion was detected on
chest radiography. After excluding cardiac and other causes of pleural effusion,it was thought to be
dasatinibrelated and dasatinib treatment was discontinued. The padtieoluntarily discontinued
treatment for 3 months. The patient referred to our clinic due to loss of hematologic response and
ponatinib 45 mg/day was started by us. Under ponatinib treatment, ponatinib treatment was
discontinued due to skin peeling, anendad thrombocytopenia.Under the current treatment, bcr

0 ~% 1ile /"W 08X309 v § ~0WIiTeW 60Xi09 A E u uyE Ut W TiX]
ii"TIR>U u}v} CS W 0X66 A ii"IIR>U ZP W iiXd £ Pl >U %0SW id1 A& ii
in peripheral smear. Bone marrow biopsy showed increased plasma cells in dense interstitial
distribution forming groups with CD138 up to 40%, most of the plasma cells were positive with kappa
and a few with lambda and multiple myeloma was diagnosed. V@matherapy was started.

ConclusionML is a myeloproliferative disorder characterized by the proliferation of pluripotent
hematopoietic stem cells.MM is characterized by abnormal proliferation of plasma cells
differentiated from lymphoid B cells. Therefrthe abnormal cell types of CML and MM are
markedly different. The mechanism of synchronous or metachronous occurrence of these two
malignant tumors in the same patient is not fully understood.Different hypotheses have been
proposed about this issue.Onef ahem is that MM occurs as a consequence of CML
treatment.Another potential hypothesis is that multiple myeloma and CML share the presence of
malignant pluripotent progenitor stem cells.This suggests the ability of CML to differentiate into
either myeloidor lymphoid cells.The third hypothesis is the presence of-Bpetific factors,which

also explain the presence of two different malignancies in the same hostseng CML may
create a more sustainable environment for the formation of secondary naiiges.As there are
multiple hypotheses,more cases are needed to further investigate and monitor potential related
conditions.
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P10 A CASE OF TONISAR AMYLIDOSS
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‘Department of Hematology, Ege University Medical Faculty Hospital, Izmir, TiD&pgtment of
Pathology, Ege University Medical Faculty Hospital, Izmir, TiBegyartment of Radiation
Oncology, Ege University Medical Faculty Hospital, IZmikey

Objective :A 56yearold female patient had bilateral mastectomy due to breast cancer in 2022. The
patient, who did not have a history of chemotherapy, was under follpawith hormonal therapy.

The biopsy was taken because of a mass in the omyplaby the otolaryngologist, whom she went

to due to sore throat, and it was concluded as amyloidosis -@arntype). Lambda light chain and
serum amyloid A levels were found to be slightly elevated in the examinations of the patient, who
was referred to he hematology department for further examination. In the serum immunofixation
electrophoresis of the patient whose immunoglobulin values were normal, paraproteinemia was not
detected. Bone marrow biopsy was normocellular. No involvement outside the orpphawas
observed in the simultaneous PET/CT of the patient. A tonsil biopsy of the patient resulted in
amyloidosis. The patient, whose creatinine and urine protein values were normal, and no cardiac
involvement was detected, was evaluated as isolated ttamsamyloidosis and was interviewed in
terms of radiation oncology and radiotherapy. The decision to follow up was given to the patient who
did not have any active complaints.

Methods :
Results :

ConclusionAmyloidosis is an accumulation of an abnormabtein with eosinophilic fibrillary
structure in the intercellular space of different tissues and organs because of different causes. It may
be systemic or localized, primary or secondary. Amyloidosis is rarely seen in the oral cavity. In this
case, we wated to share our clinical experience.
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P11} COEXSTENCE OF BLASPLASMOCNKIDENDRIC CELL NEOPIAS
ACUTE MYEID LEUKEM AND LUNG CANCER
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‘Department of Hematology, Ege University Medical Faculty Hospital, 1zmir, TiD&pgrtment of
Pathology, Ege University Medical Faculty Hospital, 1zmir, Turkey

Objective :
Methods :

Results A 63-yearold male patient with known comorbidity of hypertension was referred to us
because of blastic plasmacytic dendritic cell neoplasia (BPDCN) as a result of the biopsy taken in the
dermatology outpatient clinic, where he applied for atrophic skimoles with erythematous follicular
prominence, starting from the lumbar region and spreading to the back and anterior chest wall. In
the initial evaluation of the patient, thrombocytopenia and leukopenia were present, while myeloid
precursors and blasts werobserved in the peripheral blood smear. On the thoracoabdominal CT, a
24x21 mm nodule in the left lung apex in favor of primary lung malignancy with a spiculated edge, a
5x5x5 cm solid mass lesion in the left adrenal gland, and numerous pathologichl igdes in the
abdomen and axilla were seen. Due to the patient's primary diagnosis and peripheral smear findings,
bone marrow biopsy was performed. Simultaneously, a biopsy was planned to elucidate the lesion in
the lung. In the bone marrow biopsy of thmatient, acute myeloid leukemia was diagnosed, and
when evaluated with immunohistochemical examinations, CD34 and CD117 and positive blastic cells
A E § § Eluv 8§72 SCE po S & § }( 179U 7v §Z wu] o }( 8z
TCL1, CH, CD4 and CDA43 Positive cell population was seen showing the plasmacytic dendritic cell
phenotype. In the transthoracic fineeedle aspiration biopsy performed for the mass in the lung, the
patient was diagnosed with nesmall cell lung carcinoma, and thabtyping could not be performed
precisely because the biopsy material was insufficient-clitubiopsy performed from the lymph

node in the axilla to determine the type of lung malignancy of the patient resulted in BPDCN. In the
light of this information the patient's treatment was started as 7+3 chemotherapy. After
chemotherapy, the patient's skin lesions regressed. Bone marrow biopsy performed as a control was
evaluated as normocellular. In the imaging taken for lung malignancy, the lesion in thetnamed

stable, while the metastasis in the left adrenal gland was observed to have progressed. In the light of
this information, a treatment plan was drawn up for the patient by ESHAP chemotherapy increasing
the day with cytarabine and venetoclax po. Whthe patient's cytopenias improved after the
treatment, the skin lesions at the time of first diagnosis started to reappear. Progression was
observed in the axillary lymph node, which also had a diagnosis of BPDHN. Tagraxofusp was applied
to the patientwhose control bone marrow biopsy was evaluated as normocellular. The fofcand
treatment of the patient continues.

ConclusionBlastic plasmacytic dendritic cell neoplasia is a rare, malignant tumor that has been
described in recent years. The diagmsosis usually made by applying the appropriate
immunohistochemistry panel in the skin biopsy. There is no consensus on treatment and life
expectancy is short. In our patient, the presence of AML and lung malignancy together with the
diagnosis of BPDHN corigaltes us in terms of treatment. With this article, we wanted to share our
patient-specific experience with you.
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P12 ACUTE RENALIEBRE SECONDARY TO CHROYMPHOCKT
LEUKENA: A CASE REPORT

Nigar AbdullayevgFatma Keklik Karadagviine Hekimgil, Guray Saydam

‘Department of Hematology, Ege University Hospital 1zmir, TuiRepartment of Hematology
Tepecik Training and Research Hospital 1zmir, TuiRepartment of Pathology Ege University
Hospital 1zmir, Turkey

Objective :Acute renal failure (ARF) secondary to chronic lymphocytic leukemia (CLL) has several
causes. An extremely rare cause of renal dysfunction is extensive leukemic infiltration in the renal
interstitium. This diagnosis should always be considered when a patiemGLkL presents with renal
failure, regardless of the clinical stage. In this case, a CLL patient who developed acute renal failure
secondary to massive leukemic infiltration of the kidney and was treated with chemotherapy and had
a significant improvemerit renal function is presented.

Methods : A 62yearold male patient was diagnosed with CLL in July 2018 as a result of a left cervical
lymph node (LN) excisional biopsy. The patient, who was followed up with stage | disease without
treatment, was admittel to our clinic in November 2019 with ARF. The patient, who had a history of
operation and postoperative radiotherapy for colon cancer in 1991, has been followed up with
colostomy since then. A renal biopsy was performed to investigate the etiology ahAlRFpatient

with no known history of renal pathology and normal renal function tests, and the pathology result
was CLL infiltration (Ig G, A, M, kappa, and lambda negative, CD5, CD20, CD23 diffuse positive). CLL
infiltration (CD20+, CD5+, CD23+) waseol=d in the bone marrow aspiration biopsy (BMAB)
performed on the patient who also had deep anemia. As a result of the positron emission
tomography (PET) performed on the patient for staging purposes, the spleen and liver were normal
in size, multiple LN& the cervical, thoracic, and abdominopelvic areas, the posterior wall of the
nasopharynx and bilateral tonsillar area were observed to be hyperplasic, hypermetabolic, and were
reported to be consistent with CLL involvement. Stage IV disease was accapdeithe patient was

given 6 cycles of -BVP (Rituximab, Cyclophosphamide, Vincristine, Prednisolone) chemotherapy
regimen. The laboratory results of the patient who needed hemodialysis 5 times during the
hospitalization, before the treatment, on the 15thay, and the 1st month are shown in the table.

The patient, whose treatment was completed in May 2020, was followed by normocellular BMAB
results. The patient was followed up in remission without treatment for 3 years and developed B
symptoms and diffusé¢ymphadenopathy in March 2023. LN excisional biopsy was performed from
the right inguinal region, and it resulted in CD 5 Negative CLL. In the cytogenetic result sent from the
peripheral blood, 18% deletion was detected in the 17p13 locus TP53 gene. Tibat peas
evaluated as relapsed CLL and was started on Bruton's tyrosine kinase inhibitor (BTK) lbrutinib, a
secondline treatment. The patient's B symptoms regressed, his anemia improved, and his lymph
nodes remained stable. The patient's follay and teatment continue.

Results :> E *pOS- E}ee o0]Jv] 0 }UEe ¢ > pl}>Cu% 2z} ii"iIIR> P PI >
mg/dL Glob g/dL Moment of Diagnosis 13.09/6.79 11.2 290 39/0.99 8.1 At Hospital Admission
12.49/6.47 7.6 188 97/8.24 88.7 AfterQR/P 15th da 10.73/4.2 6.7 382 159/4.53 54.6 in the 1st

month 8.43/2.99 7.9 445 181/2.35 58.1 Before ibrutinib 5.96/1.98 8.8 236 72/2.47 49 Current
13.98/7.49 10.1 239 67/1.87 48.4

Conclusionieukemic infiltration causing acute renal failure in CLL is an extrerueycondition.

However, it should be considered in the differential diagnosis as it responds very well to various CLL
treatments.
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P13 A CASE WITH CYCLIC THROMBOCYTOPENIA

Fatma Keklik Karadag\jda GunesNihal Mete GokmefFahri SahihGuray Saydam

‘Tepecik Research and Training Hospital,Department of Hematology, 1zmir, TEHdesYniversity
Department of Hematology, 1zmir, Turkégge University Department of Allergy and Immunology,
[zmir, Turkey

Objective :Cyclic thrombocytopenia (CTP) is ayedre condition and periodic fluctuation of the
platelet count is mandatory for the diagnosis. The pathogenesis of CTP is unclear and most likely
heterogeneous however, usually there is no clue for the underlying disease. Unfortunately, most of
CTP patiets are misdiagnosed as primary immune thrombocytopenia (ITP).

Methods :We describe a case with CTP.

Results Our patient is a 5@earold female with no medical history but she has a past surgical
history significant for thyroid lobectomy. She presentedhe hospital for further management after

she was found to have a low platelet count of 21 x 10"9/L (range:4580x1079/L) on her routine
examination. On further history, she reported petechiae in her extremities some times. There was no
organomegalyor lymphadenopathy and cytopenia other than thrombocytopenia. On further review
of laboratory workup in the past several years, she was noted to have multiple episodes of low
platelet counts. We performed CBC every week for 3 months and saw the recum#atnpof
fluctuations in her platelet count with improvements sometimes without intervention. No infiltration
was detected in bone marrow aspiration and biopsy. Based on and periodic fluctuation of the
platelet count she was diagnosed with CTP.

ConclusionCTP is a rare disease but it should be considered for ITP patients who did not respond
standard therapy. It was reported to be related with thyroid diseases, menstruation cycle and some
infections such as hepatitis B. Currently, there is no known etydlogCTP and no guidelines for the
treatment of CTP yet.
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P14 REALUFE EXPHRNCE W H POMAIDOMDE PLUS DEXAMETHASONE
IN PATENTS W H MULTPLE MYELOMA: AN&sLE CENTER RETROSYPECT
STUDY
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*Ege University School of Medicine, Department of Hematofkame University School of Medicine,
Department of Internal MedicinéEge University School ofddicine, Department of Pathology

Objective :Multiple myeloma (MM) is a heterogeneous disease with the uncontrolled clonal
proliferation of plasma cells, accounting for approximately 10% of all hematologic cancers .Hence
without curative therapy, the treatment aims to improve overall survival. Pomalidonia\) is a
third-generation immunomodulatory agent. It has an proapoptotic and antiproliferative action on
tumor cells.We retrospectively analysed all patients treated with pomalidomide at our centre
between 2017 and 2023.

Methods :All patients who had resived or were currently receiving treatment with pomalidomide
at Ege University Hematology Outpatient Clinic between January 2017 and August 2023 were
included.

Results A total of 25 patients who received treatment with pomalidomide were identifiedh©se,

24 were able to be included in response analyses. Of the remaining 1 patient for whom response

could not be assessed ,had an anaphylactoid reaction with pomalidomide and did not complete a

single cycle of treatment. Median patient age at diagnosis \B5 years (range 432), 7 (28%)

patients were 65 or older than 65 years old. 13 patients were male ( 54,25%) and 11 were female
(45,85%). .Nearly all patients had received at least two previous lines of therapy and, as per
guideline, had been exposed thoto lenalidomide and bortezomib. Efficacy In a total of 24 patients,

the treatment response rate (ORR), including all patients with a partial response or better, was
41.7%. A total of 10 patients gained a partial response (3) or a complete respondée(iian
progression(E *uEA]JA 0 ~W&"e A« A E i6UBA FAUIG ujvdzZeX D ] v ~/)\
8(2006°ulvsSZeX 1 C &+« KN Z ipnes e« TAUOG FiTUG 9 XdZ wu}eS }uu}v
hematologic toxic effects , such as neutropenia (11 pasigranemia (3), thrombocytopenia (1); we

also described gastrointestinal symptoms such as diarrhea, infections or sepsis, pneumonia.

Conclusionin this study, we analyzed the efficacy of oral pomalidomide plus dexamethasone
regimen in our patients thateceived more than one cycle of P@MEX therapy. Although our
patients received PONDEX at an advanced stage of disease the findings from odifecekperience
indicate that PoméD is a safe and welblerated regimen with acceptable toxicity. The ORporéed

in our study was 41.7% and is better than previous studies (33% if008VM31% in Nimbus, and
iTX09 Jv "EE SpueeX dZ W&&" } « EA v }uCE e e }( iOUBA FAUIG u}
comparable with that of previously mentioned trials (whichsdribed median results of 4t8.6
months). Nowadays triplet regimens are widely considered the standard of care in myeloma. Though
the efficacy of POMDEX, should not be underestimated for all those patients in which itireg
regimens are not indicate(because they are frail or very elderly, or with significant adverse effects
related to proteasome inhibitors ).
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P15 A CASE OF MUPLE MYELOMA PRESIEKBTWTH CENHAL NERVOUS
SYSTEM PLASMACYTOMA
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Objective :Multiple Myeloma (MM) is a disease that takes place as a result of uncontrolled
proliferation of clonal plasma cells in the bone marrow. It is possible to see extramedullary plasma
cell infiltrates during diagnosis. Central nervous system (CNS) plasmatisomastraraely rare
(occuring in less than 1% of patients with MM). We present a case presenting with CNS involvement
in this article.

Methods :

Results A51-yearold woman, applies by reasons of severe headache and diplopia. In the conducted
cranial MRI; a hypovascular mass lesion measuring 28x36 mm is observed in the anterior of the
sphenoid sinus and posterior to the cavernous sinus laterally, fillig pituitary gland. The
pathological examination of the taken brain tissue biopys material is evaluated as extraosseous
plasmacytoma. The examinations of the patient that is referred to us are evaluated as: Hemaoglobin
(hb) 12,7 g/dL, creatinine 0,81 mg/dalbumin 41 g/L, globulin 27 g/L, calsium 10,3 mg/dL, fk/fl
11200 mg/L, free lambda 33 mg/L, free kappa/free lambda 339,3, ig G 9,81, Ig A>0,5, Ig M 0,38.
Based on the pathological examination of the bone marrow biopsy material, the patient was
diagnosed wth CD38(+), kappa myeloma. In the conducted-EETexamination, a hypermetabolic

soft tissue lesion is observed starting from the anterior clivus and continuing along the posterior wall
of the nasopharynx. Additionally, hypermetabolic soft tissue denditlesy the ethmoid sinuses and
showing continuity to bilateral maxillary sinuses are observed; some of these are subcentimeter
sized multiple hypermetabolic lymph node involvements seen in bilateral cervical chains, as well as
axilalry, mediastinal, andbdominopelvic locations. The patient underwent radical radiotherapy of
the tumor bed of 40 Gy divided into 20 fractions and boosted up to 50 Gy for residual tumor. The
patient is started on bortezomipomalidomidedexamethasone (VPd) treatment. 1% plasowds

are observed in the bone marrow biopsy after 4 cures of VPd. In the resjpeasgation purposeful
PETCT examination, the hypermetabolic foci from the previous examination are observed to have
fully regressed. Autologous stem cell transplantatiopggformed in the patient with a full response.

At the Imonth posttransplant followup visit, the control tests are revealed the following values:
free kappa 29.4 mg/dL, free lambda 32.8 mg/L, tk/fl 0.89, IgG 13.6, IgA 0.8, IgM 0.75. These results
have leen evaluated, and the patient continues to be motinored at our outpatient clinic.

ConclusionThe use of agents that can cross bldwdin barrier (BBB) is important in its treatment

of Central nervous system plasmacytomas.Combining radiotherapy witlensgs treatment is
recommended. Proteasome inhibitors (PIs) (bortezomib, carfilzomib, and ixazomib) cannot cross
BBB.its has been reported that when bortezomib is used in combination with other agents, it
enhances radiosensitivity and chemosensitivityhiés been reported that when bortezomib is used

in combination with other agents, it enhances radiosensitivity and chemosensitivity BBB. Treatment
should include agents that can cross the bldwein barrier (BBB) and may be a valid option for
survival extesion when combined with a preparative regimen targeting CNS involvement, alongside
a second autologous stem cell transplant. ).
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P16 OCULAR ADVERSE EVENTS AND EXINWCTIMPACIN TRANSPLANT
INELGIBLE PAENTS WTH NEWLYIBGNOSED MUIHLE MYELOMA
TREATED WH BELANTAMAB MAFODRIN COMBNATON WTH

LENAIDOMIDE AND DEXAMETHASONE (BelaRd Trial)

loannis NtanasisStathopoulog,Maria Gavriatopouloy,Panagiotis MalandrakisDespina
Fotiout,Magdalini Migkou,Foteini TheodorakakotVasiliki SpiliopoulogRodanthi
Syrigoy,Evangelos EleutherakiBapaiakovoy Stavros GkolfinopoulosKyriaki
Manousou,Efstathios KastritisMeletios A. DimopoulosEvangelos Terpos

‘Department of Clinical Therapeutics, National and Kapodistrian University of Athens, &chool
Medicine, Athens, Greec#ealth Data Specialists, Dublin, Ireland

Objective :Ocularadverse events (OAEs), manifesting as visual acuity changes, ocular symptoms, and
corneal findings, are common with belantamab mafodotin (belamaf; GSK2857916) and the main
reason for dose modifications. Here, we present the OAEs and the associatedrfahetipairment

in transplantineligible (TI), newly diagnosed multiple myeloma (NDMM) patients (pts) treated with
an extended dose schedule of belamaf in the phase 1/2 BelaRd study.

Methods :BelaRd (NCT04808037) is an ofael, phase 1/2 study conducted Greece, aiming to

enroll 66 TI NDMM pts. In Part 1, which investigates the safety/clinical activity of belamaf plus Rd, 36
pts are randomized (1:1:1) to receive belamaf at doses of 2.5, 1.9 or 1.4 mg/kg. In this part, belamaf
is initially administeredj8w and, depending on toxicity, dosing may be rescheduled to g12w. Ocular
exams include Snellen best corrected visual acuity (BCVA) and slit lamp corneal evaluation. Ocular
symptoms are classified by CTCAE v5.0, while the Ocular Surface Disease IndecafDB€d dry

eye disease and activities of daily living (ADL). This descriptive analysis included all Part dofits (cut
date 15/04/23).

Results Among 201/227/192 BCVA assessments in cohorts 2.5/1.9/1.4, a worse than 20/50 result

(in the better seeing C « A « } « EA Jv Ti ~ii9«ITi ~ii9+lid ~69+U AZ]o S
noted in 2 (1%)/3 (1%)/11 (6%), with a median time to resolution of 1 month. Across all cohorts, the
U}e8 (E <p v30C E %}ES } po E *Cu%3}u H'E T A rBkempaly ~i6d10i6
was noted in < 2% of assessments. Regarding OSDI, from 186/217/181 responses received, the
number of "all/most' of the time worst responses in the ocular symptoms category were 5 (3%)/6
(3%)/8 (4%), while the respective proportions in theLAEategory were 6 (3%)/4 (2%)/3 (2%). In

terms of missed doses, among 122/129/112 planned belamaf infusions across cohorts, the number

of skipped doses due to OAEs were 48 (39%)/41 (32%)/30 (27%). The overall response rate was
100%, no disease progressiaas observed over a median follewp of 18.7 months, and 29 (81%)
patients achieved at least VGPR while 15 (42%) achieved at least CR, with a median time to first
response of 1 month.

ConclusionBelamaiRd, with the extended schedule for belamaf, had aimal impact in vision

E o3 (pv 8]}vV]vPU =+« 8Z Z oolu}e3[ }( 8Z 3Ju A}E+3 veA E- Jv §Z
across cohorts. Furthermore, the frequency of clinically relevant impairment in vision was low, as a
meaningful BCVA decline was obEA Jv Gii9 }( e+ eeu v3eU A]3Z E %] 3]u
Finally, the treatment combination induced rapid, deep and durable responses across all dose levels.

In conclusion, this novel extended belamaf schedule nearly eradicates the risk for lgliretatant

ocular toxicity and impact on ADL, without any compromise in clinical activity.
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P1%~HIGH SERUM BCMA LEVELS EVALUATED BY ELECSYS SBCMA ASSAY A
DIAGNOS ARE ASS(XTED WI'H ADVERSE PROGNSINS PATENTS WH
MULTPLE MYELOMA

loannisNtanasisStathopoulog,Panagiotis MalandrakisAliya SarmanovaDespina
Fotiou,Katharina BuckMagdalini Migkou,Galina BabitzkjEvangelos Eleutherakis
PapaiakovoyMaria RoussoyMaria Gavriatopouloy,Meletios A DimopoulosEfstathios
Kastritis,Evangelos Terpos

‘Department of Clinical Therapeutics, School of Medicine, National and Kapodistrian University of
Athens, Athens, Greectoche Diagnostics International Ltd, Forrenststrasse, 6343 Rotkreuz,
Switzerland*Roche Diagnostics, Nonnenw@d82377 Penzberg, Germany

Objective :Serum BCMA (sBCMA) levels have emerged as potential biomarkers for disease
monitoring with prognostic value in patients with multiple myeloma (MM).

Methods :We A op § « D ]*3E] us]}v A]JS8Z o +Ce + D ee C ~Z} .
International Ltd, Rotkreuz, Switzerland) and its potential prognostic role in patients with MM and
smoldering MM (sMM) by a single institution. Elecsys sBCMA is a quantitativiegserawo
incubationtstep assay using the sandwich test format (total assay time of 18 minutes) for the
detection of SBCMA in human serum. Patients with sSBCMA values outside of measuring range (1.2

900 ng/mL) were excluded.

Results 166 patients diagnogkfrom 2018 to 2020 were included (median follow up: 38 months).

The median age was 67 years (range930Qyears), 101 (61%) were males, 122 had symptomatic MM

and 44 had SMM. 37 patients (30%) were ISS 1, 44 patients (36%) were ISS 2 and 41 patients (34%)
were ISS 3. The baseline mean sBCMA value was 162 ng/mL (SD 169) for patients with MM and 19.4
ng/mL (SD 16.5) for SMM. In a subset of patients with MM, there were available data at the time of
first (n=68) and second (n=20) disease progression. At fiseage progression, the mean sBCMA

value was 102 ng/mL (SD 148), whereas at second disease progression the mean sBCMA value was
169 ng/mL (SD 275). There was a general trend towards decreasing SBCMA values from baseline to
first disease progression (meairiffdrence-82.9ng/mL, 95%C4118 to-47.8ng/mL, p<0.0001). The
sample size was rather small for the second disease progression timepoint (the estimated mean
difference of 56.1% which corresponds to a 43.9% decrease from baseline, p = 0.028). The baseline
mean sBCMA value was lower in patients without documented disease progression (103 ng/mL, SD
107) compared with patients who had one (200 ng/mL, SD 194) or two (198 ng/mL, SD 185) disease
progressions during the followp period. In addition, there was noeaningful association between
sBCMA baseline values and best response during first line treatment. Furthermore, patients with
symptomatic MM were categorized as low (n=61) or high expressors (n=61) based on sBCMA
expression at baseline; low expressors lideline SBCMA values below 113 ng/mL (median) and
ZIPZ A% E <}E- Z e« 0]v ¢« D A op e H iii vPRreexinival (RFS)] v %o E }
was 24.7 months (95%CI: 20.1 to 32.4) for high expressors and 53.7 months (95%CI: 26.9 to not
reached) forlow expressors (HR 1.67, loank p=0.031). In the subgroup analysis according to ISS, a
significant association became evident only for patients with ISS 3 (HR 2.24, 95%CI: 1.12 to 4.48,
p=0.023, high versus low expressors). Interestingly, high expsebadra median OS of 58.4 months
(95%CI: 46 to not reached) compared with low expressors (median OS not reached, HR-2ad;, log

p = 0.039).

ConclusionMM patients with high baseline sBCMA levels seem to have a dismal prognosis

compared to those with v SBCMA levels. Sequential evaluation of SBCMA in prospective studies
will determine the value of incorporating sSBCMA measurement in the clinical practice.
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P18 EVALUATION OF THE PROGNOSTIC IMPACT OF SECOND LINE ANTI
MYELOMA TREATMENTS ON PRESOGRESSIQNUTCOMES IN THE REAL
WORLBSETTING: THE GREEK MYELOMA STUDY GROUP EXPERIENCE

Eirini Katodritou,Dimitra Dalampira,Efstathios KastritisFotini TheodorakakoySosana
Delimpasi,Emmanouil Spanoudakisoannis NtanasisStathopoulog, Theodosia
Papadopoulog,Aggeliki SevastoudiTheodora TriantafyllogyAikaterini Daiou,Vasiliki
PalaskaKyriaki TsirogVasiliki LabropoulogAnastasia PouljiMaria RoussoyMaria
Gavriatopoulou,Evgenia VerroyMeletios-Athanasios DimopoulosEvangelos Terpés

‘Department ofHematology, Theagenio Cancer Hospital, Thessaloniki, GFBegartment of
Clinical Therapeutics, National and Kapodistrian University of Athens, Athens, Gbegaetment
of Hematology and Bone Marrow Transplantation Unit, Evangelismos Hospital, Athens
Greece/Department of Hematology, University Hospital of Alexandroupolis, Alexandroupolis,
Greece:Department of Internal Medicine, Division of Hematology, University of Patras Medical
School, Patras, GreecBepartment of Hematology, Agios Savvasdeamlospital, Athens

Objective :Treatment landscape of relapsed/refractory Multiple Myeloma (RRMM) has improved
with the incorporation of monoclonal antibodies, novel proteasome inhibitors and pomalidomide.
However, there is limited reaborld data regading the prognostic impact of therapies applied in 2nd

line on postprogression survival. Our aim was to describe the treatment approaches in 2nd line and
to evaluate posfprogression survival parameters i.e., progression free survival (PFS), PFS2 and
overall survival (OS) according to different therapies.

Methods :We evaluated 725 RRMM patients (M/F: 349/376, median age: 66, rang§8)38ut of

1519 newly diagnosed MM patients with complete staging per International Staging System (ISS) and
revised ISS (BS) and complete 1st and 2nd line data, diagnosed between-2IRR in Greek
Myeloma Centers. A cox regression analysis was used to determine prognostic factors for post
progression OS; pogirogression PFS and OS were plotted with Kaplaier; p<0.05was
considered as statistically significant.

Results 1SS stage was 1, 2 and 3 in 192, 345 and 188 patients, respectii®&fsiRge was 1,2 and 3

in 161, 472 and 92 patients, respectively. Data of second revision of I5SS(R&as available in 75%;
Re-ISS stage was 1,2,3 and 4 in 96, 168, 235 and 42 patients, respectively. Induction therapy included
conventional chemotherapy or thalidomidesed regimens (CT/TBR; n=211), bortezdvaifed

triplets (BBR; n=321), lenalidomidexamethasone (Ld; n=90),nlidomidebased triplets (LBT;

n=85), daratumumaibased regimens (DBR; n=18); 190/725 patients underwent upfront autologous
transplantation (ASCT). Second line therapies were distributed as follows: CT/TBR: 106, BBR: 173, Ld:
204, LBT: 87, DBR: 115, poidamnide-based regimens (PBR): 40; Patients treated with DBR or PBR
were more often Lenalidomide exposed/refractory compared to others (55% and 62% vs. 17% for all
others; p<0.001). After a median follow up of 63 months (95% C&9%6nedian posprogresson

PFES for patients treated with CT/TBR, BBR, Ld, LBT, DBR and PBR in 2nd line was 11, 9, 15, 14, 31 and
16 months, and it was significantly longer for patients treated with DBR (p<0.05)piegsession

OS was 20, 23, 33, 40, 42 and 25 months, respdygtiaad it was significantly longer for patients
treated with DBR compared to BBR, CT/TBR, PBR and Ld), however it did not differ compared with
patients treated with LBT. PFS2 was 31, 33, 45, 54, 72 and 45 months respectively and it was
significantly longein patients treated DBR compared with others. Univariate cox regression analysis
demonstrated that ISS,-BS, RESS at diagnosis, ASCT, 2nd line LBT and DBR were significant
predictors for posiprogression OS; ASCT;IR3 and 2nd line treatment witrBR were independent
predictors for posfprogression OS in the multivariate analysis (HR for ASCT: 0.67, HR$S: 2

vs. (IV): 0.33; (I1) vs. (1V): 0.31; (Ill) vs. (1V): 0.50 and HR for DBR: 0.63).
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Conclusionin conclusion, these realorld data denonstrated that treatment with DBR in 2nd line
induced a 49% and 37% reduction in the risk for progression or death, respectively, and improved
significantly posprogression PFS and OS. First line therapies including LBT did not affect post
progression OSsuggesting that DBR, may mitigate the negative impact of lenalidomide
refractoriness.
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P19 ISATUKMABIN COMBNATON WTH POMAIDOMDE AND
DEXAMETHASONEPATENTS W H MULTPLE MYELOMA PROGRHEGS
ON OR AFTER ONBE OF LENARROMDECONTMNING THERAPY; A PHASE 2
STUDY

Evangelos Terpodaria Gavriatopoulod,Eirini Katodritou,Argiris SymeonidisAnastasia
Pouli,loannis NtanasisStathopoulos,Panagiotis MalandrakisDespina FotioyMagdalini
Migkout,Foteini Theodorakakoty Vasiliki SpiliopoulogiRodanthi SyrigoyEvangelos
EleutherakisPapaiakovog loannis NinogSosana DelimpaSEleftheria
Hatzimichael Efstathios KastritisMeletios A. Dimopoulos

‘Department of Clinical Therapeutics, National &agpodistrian University of Athens, School of
Medicine, Athens, Greect)epartment of Hematology, Theagenio Cancer Hospital, Thessaloniki,
Greece’Hematology Division, Department of Internal Medicine, University of Patras, Medical School,

Patras, GreecéHematology Department, "St Savvas" Oncology Hospital, Athens, Gildeatth
Data Specialists, Dublin, Irelafidepartment of Hematology and Bone Marrow Transplantation Unit,
Evangelismos Hospital, Athens, Greébepartment of Hematology, Faculty ofeldicine, University
of loannina, loannina, Greece

Objective :Isatuximab combined with pomalidomide and dexamethasone (IsaPomDex) is indicated
for the treatment of patients with relapsed/refractory multiple myeloma (RRMM) who have received
H1 %o (E ]} des sntlud@ingedenalidomide and a proteasome inhibitor. The current study aims to
evaluate the efficacy and safety of IsaPomDex in patients with MM relapsing after one line of
treatment containing lenalidomide.

Methods :EAE115 (NCT05298683) is an ongdimgestigatorinitiated, phase Il, prospective, open

label, multicenter study aiming to enroll 108 patients with RRMM at first relapse. Patients receive six
28-day cycles of IsaPomDex at the approved schedule. Following initial 6 cycles, patients aahieving
least very good partial response (VGPR) are randomized 1:1 to receive Isa (Q2W or Q4W) plus
PomDex, and pts achieving <VGPR continue treatment with Isa (Q2W) plus PomDex. Treatment is
given until progressive disease, death, unacceptable adverse evAHhits),(lost to follovwp, or
consent withdrawal. The study primarily evaluates the overall response rate (ORR) to IsaPomDex
therapy at six months. Adverse events are classified using the Medical Dictionary for Regulatory
Activities. Herein, we present sajeand efficacy data for all treated patients (@ff date 15/05/23).

Results Twenty patients had received at least one dose by theofutiate, of whom 16 (80.0%)

were continuing with IsaPomDex treatment; four (20.0%) had discontinued. At baselirentpdtad

a median age of 72.0 years (range: 6@8%.0), 10 (50.0%) were male, and 13 (65.0%) had ECOG PS 0.
Eleven (55.0%) patients were RISS stage Il, 9 (45.0%) patients had lytic bone lesions, 5 (25.0%) had
highrisk cytogenetics, and 1 (5.0%) had d@&fsue plasmacytomas. Regarding previous treatment

JuS Ju sU id ~0iXi9e % 8] vie Z Z] A Hs'WZU 1 ~iiXi9e« «3E]VP
(10.0%) complete response; 10 (50%) VGPR. Five (25%) and 1 (5.0%) patients achieved partial and
minimal responserespectively. Six (30.0%) patients had received ASCT in the prior line. At a median
follow-up of 3.4 (range:0.6.1) months, the median number of IsaPomDex cycles received was 3.0
(range:1.0t7.0); one (5.0%) patient received six treatment cycles. Of thg9D30%) response
evaluable patients VGPR and PR were achieved by 4/18 (22.2%) and 9/18 (50.0%) patients,
respectively. ORR was achieved by 13/18 (72.2%) patients, and the median (range) time from

I+« WY}u £ Su C }o 38} (JE*3 E +%}ve 0.9ty months.. Thikdéen- @.0%)

% S] vSe Z Hi S GR vE A E+ A vde ~d X K( 8Z +« U il ~AIXi9e
~PE-+Hi d v 0 ~ifiXi9e Z Hi PE Hi « E]}pued X dZ wu}es }luu}v d
patients (45.0%), anaemia $patients (15.0%) and fatigue in 3 patients (15.0%). The most common

PE Hi d A e v usE}% Vv] ]Jv 6 % 5] vie ~TfiXi9eX
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ConclusionSecondine treatment with IsaPomDex in patients with MM who have progressed on or
after one lenalidomidecontaining line otreatment appears to be effective, although longer follow
up is needed to assess its efficacy. No new safety signals were observed.
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P20 ISATUKMABIN COMBNATON WTH BORTEZQB!
CYCLOPHOSPHIM, AND DEXAMETHASONEL.LOWED BY ISATUXB
AND LENADOMDE MANTENANCHE NEWLY IAGNOSED PANTS WH

MULTPLE MYELOMA AND SEVERE RENAIRMBNT; A PHASE 2 STUDY

Evangelos Terpogfstathios KastritisArgiris SymeonidisAnastasia PouliSosana
Delimpasi,Eirini Katodritow, Eleftheria Hatzimichaelloannis Ntanasis
Stathopoulos,Panagiotis MalandrakisDespina FotioyMagdalini Migkou,Foteini
Theodorakakou Vasiliki Spiliopouloy Rodanthi SyrigoyEvangelos Eleutherakis
PapaiakovoyKyriaki ManousogMaria Gavrigopoulou,Meletios A. Dimopoulos

‘Department of Clinical Therapeutics, National and Kapodistrian University of Athens, School of
Medicine, Athens, Greec#lematology Division, Department of Internal Medicine, University of
Patras, Medical Schodatras, GreecélHematology Department, "St Savvas" Oncology Hospital,
Athens, GreeceDepartment of Hematology and Bone Marrow Transplantation Unit, Evangelismos
Hospital, Athens, Greec®epartment of Hematology, Theagenio Cancer Hospital, Thessaloniki
GreecefDepartment of Hematology, Faculty of Medicine, University of loannina, loannina,
Greece/Health Data Specialists, Dublin, Ireland

Objective :Anti-CD38 antibodies have been incorporated in the upfront treatment of patients with
newly diagnosednultiple myeloma (NDMM). We investigated the efficacy and safety of induction
treatment with isatuximab plus bortezomib, cyclophosphamide, and dexamethasone (IsaVCd) in
patients with NDMM and severe renal impairment (RI).

Methods :EAE116 (NCT05147493)is ongoing, prospective, phase Il study aiming to enroll ~51
patients. Eligible patients have NDMM and severe RI (estimated glomerular filtration rate [eGFR] <30
ml/min/1.73m2) or in need of dialysis. In induction (sixd®/ cycles), patients receiveal&0 mg/kg

IV (Cycle 1: D1, 8, 15, 22; Cy6:2D1, 15); bortezomib 1.3 mg/m2 SC (Cycle 1: D1, 4, 8, 11;t€yc 2

D1, 8, 15, 22); cyclophosphamide 300 mg/m2 IV (Cycle 1. D1, 8, 15;6Cy212 8, 15, 22); and
dexamethasone 40 mg PO or IV (Cycle 1: DB, 2, 9, 10, 11, 12; Cyct® D1, 8, 15, 22). In
maintenance (Cycle 7 onwards), patients receive isatuximab 10 mg/kg IV (D1 of each Cycle) and
lenalidomide 10 mg PO (or adjusted according to renal function) daily. The study primarily assesses
the renal reponse rate (RRR, partial renal response or better) at six months of treatment with
IsaVCd. Other study objectives assess the overall response rate (ORR; defined as partial response [PR]
or better) and the safety of IsaVCd. Herein, we present safety anchejf data for all treated
patients (cutoff date 15/05/23.

Results Twentyfive patients have been enrolled; 20 (80.0%) are continuing with treatment and five

(20.0%) have died. At baseline, patients had a median age of 70.0 years (rant¥ 45,08 72.0%)

AE uoU v 11 ~606Xi9s Z K'" WA GiX dZ]ES v ~ATXi9e % 5] vie A
patients at stage lll by the revised International Staging System, 6 (24.0%) patients had lytic bone
lesions, 5 (20.0%) patients had higek cytogaetics, and 5 (20.0%) patients had stifsue
plasmacytomas. Seven (28.0%) patients were in need of dialysis. At a mediaruipldd\8.9 months

(range 0.1t8.3), patients have received a median of 4.0 treatment cycles (rang&.0)0 Eight

(32.0%) pati’Se Z A lu%o 3 H 0 SE 3uvs C o X zZzzZZ A Z] A C i
who had initiated treatment 6 months before the cutoff date. The median time to RR was 2.8 months

(range 0.97.0). Of the 19 (76.0%) response evaluable patients, 11 (5a&8i@ved ORR (very good

partial response: 6 [31.6%]; PR: 5 [26.3%)]). The median time to first response was 1.0 months (range
09tiXdeX dA vEC ~0iXi9+ % 5] vSem@rgenHddveEe eventy $TEAE). 10 (50.0%)
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ConclusionPatients with NDMM and severe RI treated with upfront IsaVCd achieve RR consistent

with those reported in the literature for paénts receiving bortezomibased therapy, although

longer follow %o ] Vv 8} ee e §Z @& Plu Vv[* Ju% 3 }v Z/X E} v A o
observed.
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P21} PREEXPOSURE PROPHYEAOR COWD® WTH
TIXAGE\BAM/CLGAWAB (EVUSHELDy PATENTS WTH MULTPLE
MYELOMAN THE ONCRON SARGoVV2 ERA

loannis NtanasisStathopoulog,Maria Gavriatopoulot,Charalampos FilippatogNikoletta-
Aikaterini Kokkali,Evangelos EleutherakiBapaiakovoyPanagiotis Malandrakigvassiliki
Spiliopoulou,RodanthiEleni SyrigoyFoteini TheodorakakouDespina FotioyMagdalini

Migkout,Maria RoussoyEfstathios KastritisMeletios A. DimopoulosEvangelos Terpos

‘Department of Clinical Therapeutics, National and Kapodistrian Uiitiyef Athens, School of
Medicine, Athens, Greece

Objective :In patients with multiple myeloma (MM), SARE®\2 infection has been associated with
severe clinical course and high mortality rates, due to the concomitant diseask treatment
related immunosuppression. Furthermore, immune response to CQYNaccinatn is attenuated.
Therefore, patients with MM are eligible to receive meposure prophylaxis with
tixagevimab/cilgavimab (Evusheld).

Methods :Consecutive patients with MM were prospectively enrolled in the study. All patients had
measurement of neutrating antibodies (NAbs) against SARS®2 using an FDA approved
methodology (enzymdinked immunosorbent assay, cPass SBB$¥2 NAbs Detection Kit;
GenScript, Piscataway, NJ, USA) before the administration of tixagevimab/cilgavimab and at one
month theredter. Evusheld was administered at 150mg as two intramuscular injections.

Results Fifty-five patients with MM were included in this analysis and were followed for a median of

5 months (range & months) after receiving tixagevimab/cilgavimab. The mediga was 63 years
(range 3684), whereas 27 (49%) were females. The majority of the patients had performance status
(PS) 0 (n=27, 49%), 22 patients (40%) has PS 1 and 6 patients (11%) had PS 2. Thirty patients (55%)
were ISS 1, 17 (30%) were ISS 2 and &) 1#ere ISS 3. Most patients (n=37, 67%) were at their first
line of treatment, 16 (19%) were receiving their second line of treatment, one patient was at the
third and one at the fifth line of treatment. Thidyne patients (56%) had previously received
autologous stem cell transplant. At the time of tixagevimab/cilgavimab administration, 19 patients
(34%) were receiving combinations including @8@IMA agents, 24 patients (44%) were receiving
combination including ar€CD38 drugs and 12 (22%) were on ottreatments. Four patients had a

prior history of COVH29. Regarding vaccination status for COY8D42 patients (76%) had received

4 vaccine doses and 13 patients (24%) had received 3 vaccine shots. All patients were vaccinated with
mRNAbased vaccinesThe median NAb level before the administration of tixagevimab/cilgavimab
was 87% (range-98%), whereas it increased to 97% (rangB26) at one month thereafter. Overall,

5 patients (9%) were diagnosed with CO¥®at a median of 1 month (range2) ater receiving
tixagevimab/cilgavimab. All of these patients received nirmatrelvir/ritonavir (Paxlovid) for 5 days as
outpatients along with supportive care as per standard clinical practice and recovered completely.
There were no COViIDM-related hospitalzation or deaths. Tixagevimab/cilgavimab was well
tolerated; no infusiorrelated reactions or major adverse events were reported. Fifteen patients
(27%) experienced pain at the injection site that resolved after a few days.

ConclusionTixagevimab/cilgaviab (Evusheld) seems beneficial in patients with MM who had a low
incidence of COVHDI infections during the Omicron wave. No new safety concerns emerged.
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P22 REAL WORLD BEERCY AND T@XTY OF BELANTAMAB MAFODOT
IMPORTANCE OF DOSE INTENSNIPOST PROGREIS OUTCOMES

loannis NtanasisStathopoulog,Panagiotis Malandrakidrene SoligFoteini
Theodorakakoy Vassiliki SpiliopouloyRodanthiEleni SyrigoyNikoletta-Aikaterini
Kokkalt,Magdalini Migkou,Despina FotioyEvangelo€leutherakisPapaiakovoyMaria
RoussoyNikolaos KanelliagMaria Gavriatopoulod,Evangelos Terpédeletios A.
Dimopoulos,Efstathios Kastritis

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

Objective :Belantamabmafodotin (belamaf) is a firsh-class Bcell maturation antigertargeting
antibody-drug conjugate (ADC) that has been approved for relapsed/refractory multiple myeloma
~ZZDDe Jv % 3] v3e A]3Z HO % E]}E 3Z E %] *U ]Jv ou JVP %o
immunomodulatory drugs (IMiDs) and a@D38 monoclonal antibody (MAb). The aim of this study

]* 8} % @E}A] ~"E o A}Eo _ & }v EvV]vP 3Z ((] C v =« ( 3C }(
postbelamaf outcomes.

Methods :This is a retrospective studincluding 36 patients who received belamaf in the
Department of Clinical Therapeutics, Athens. The efficacy and safety data were collected
% E}e% 35]A oC }E JvP §} }uE lemptivepliulino[eertidindd Gphthalféo@gic
examination forocular toxicity was performed, as in everyday practice.

Results The median age of the cohort was 68 years (rang&8X¥1with a median of 5 prior lines
(range 3iT*X 00 % 3] v3+ Z @& ]JA HSA} W/«U o v o] }«pP38®Mhblu o] }u]
and 72% did not respond to carfilzomib, 77% to pomalidomide, 92% toGIDE8 and 19% to
selinexor. Median duration of belamaf therapy was 1.4 months and the starting dose was 3.4 mg/kg
and 2.5 mg/kg in 11 and 25 patients, respectively. On intertiietmeat (ITT) overall response rate
(ORR) was 36% (13/36; CR:1, VGPR:6, PR:6) with a median progression free survival (PFS) being 3.7
ujvdzZe (}E& 8Z AZ}o }Z}ES v ii u}vdZe (JE 3Z & *%}v E+ ~HWZ+X
by at least one level was requiddn 15 patients who received more than one dose. To adjust for
dose delays, relative dose intensity (RDI) was evaluated. Median RDI was 0.7mg/kg/week (range
0.27-1.13) and better PFS was associated with lower RDI; we performed an analysis with patients
received at least 3 doses, suggesting that there is a benefit if patients receive lower dose of belamaf
Alsz FES v }o Jvd EA 00X 0 SE v (JE 8§ E W&" A« o0°} Vv}§]
prior treatment lines (8 vs 1.9 months, p=0.126). Thedian overall survival (OS) after start of

ou (A e« ifAXi u}vdZe ~id %3 & u Jv o0]A «V 87 u}vsdZe (}E-5Z} A]S5:
responding patients. The most common adverse events included keratopathy and ophthalmic toxicity
recorded in 47% (@r 17%, Gr3: 19%) of patients and was the main reason leading to dose delays or
reductions. Other side effects included infections (19%,%513 11%) and thrombocytopenia (22%,
Gr34 in 11%). Concerning peselamaf outcomes, further therapy was given2é patients; on ITT,
the ORR was 37.5% and the PFS was 3 months.

ConclusionOur realworld findings are consistent with phase 2 studies concerning the efficacy of
belamaf in heavily preteated RRMM patients. Responder patients recorded long remissio@Sand
and may benefit from dose adjustments. However, patients who relapse on belamaf and receive
treatment prior given have moderate results; hence, novel therapies need to be assessed.
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P23 MANAGEMENT AND OUTCOMES OH-EN38 REFRACTORYIBNTS:
THEMPACT OF RETREATMENT AND OF SUBSEQUENTEBHERAP
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Stathopoulog,Vassiliki SpiliopouloyPanagiotis MalandrakigRodanthi SyrigoyNikoleta
Kokkalt,Magdalini Migkou,Evangelo€leutherakisPapaiakovoyMaria RoussoyNikolaos
Kanellias,Maria Gavriatopouloy,Evangelos Terpodeletios A. DimopoulosEfstathios
Kastritis

‘Department of Clinical Therapeutics, Plasma Cell Dyscrasia Unit, National and Kapodistrian
University of Alhens, School of Medicine, Athens, Greece

Objective :Themanagement of refractory myeloma (RRMM) patients to -#ili38based therapies

is challenging despite the increasing treatment options. Moreover, the use cC&8B monoclonal
antibodies in earlier lines increases the number of refractory patients tedltgugs. Management of

such patients is based either in the use of drugs with new mechanisms of action (if available) or in
the retreatment with agents or drug classes used in prior lines. We aimed to describe the outcomes
of patients with RRMM failing GB-based therapy.

Methods :A total of 183 consecutive patients with RRMM that received -@ii38 containing
therapy (index therapy) and relapsed/progressed and received subsequent therapy were included in
this study. The patients started treatment with daratumumab or isatuxifhabedregimens from
1/1/2015 to 31/12/2021.

Results The median age of the patients was 68 years (rang889550% of patients received index

ant- 76 u}v}3Z E %C ~F /&£ u $Z D38 Wasigika in compination (triplet) with

an immunomodulatorydrug and proteasome inhibitor (PI) in 25% and 25% of patients, respectively.
On index antiCD38 therapy, overall response rate (ORR) was 55% (CR: 5%, VGPR: 25%, PR: 25%) and
median progression free survival (PFS) was 6.4 months: 5.5 months #@R88H+/dexamethasone

and 7.4 months for aCD38 triplets (p=0.055). After as@D38 therapy failure (median 3 prior
lines), 40% of patients received Pl (23% carfilzomib), 30% pomalidomide, 23@Da38titriplet
combinations, 15% belantamab mafodotin, 5% selimef¢/-Pl); 50% received a triplet and 50% a
doublet. ORR on the next treatment was 43% with a median PFS of 6.4 months. The corresponding
PFS was 4 months for a:s@D38 containing, 6.4 months for-lfdsed regimens (for carfilzomib 6.7
months), 4.5 monthdor pomalidomidebased, 6 months for triplets, 6.8 for doublets, while it was

9.1 months for belantamab mafodotin and 3.7 months for the few patients receiving selinexor. The
main prognostic factor for PFS post antiid % E}P E e¢]}v A e W &iingHmdlexiamts Z«
CD38 treatment and was not associated with the number of prior lines, the type of treatment or

% }u o] }ul E ]33 Vv X IV % 8] v+ A]8Z W &"-CO38 thevapy,*PFRAE VP |v
the line after antiCD38 failure was 11.6 morghThe median overall survival (OS) after -@id38

failure was 17.6 months; 12.8 and 22.5 months for patients who failed on antiCD38+/
dexamethasone and an@€D38 combinations, respectively (p=0.327). The median OS after index
therapy was 16.6 months fquatients treated with aniCD38 regimens, 22.9 months for Pls (22.7
months for carfilzomib), 20.9 months for pomalidomidased treatment, 21 months for triplets,

19.3 months for doublets, 24.5 months for belantamab and 30 months for selinexor. The only
SiPv](] v3 % E}Pv}ed] ( 3}E A « W&"HD3&%thesapy ahd the OFEafter &t
CD38 for these patients was 39 months.

ConclusionProgression after aCD38 therapy is associated with poor outcomes. Novel agents may
improve PFS and shoulte further evaluated especially in triplet combinations. Therapies that have
been previously used, including a®@D38 agents, may be beneficial for selected patients with
prolonged remission during initial afiD38 therapy; participation in clinical f6ashould be highly
encouraged.
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P24 REAL WORLD BEEARCY AND T@XTY OF SBNEXOR: IMPORTANCE OF
DOSE INTENS AND POST PROGRBN®UTCOMES

Panagiotis MalandrakisEirini SoligVassiliki Spiliopouloyloannis Ntanasis
Stathopoulos,Foteini Theodorakakot Rodanthi SyrigoyNicoleta KokkaliMagdalini
Migkout,Evangelos EleutherakiBapaiakovoyDespina FotioyMaria RoussoyNikolaos
Kanellias,Maria Gavriatopouloy,Evangelos Terpodeletios A. DimopoulosEfstathios
Kastritis

‘Departmentof Clinical Therapeutics, Plasma Cell Dyscrasia Unit, National and Kapodistrian
University of Athens, School of Medicine, Athens, Greece

Objective :Selinexor is an orally available first in class exportin inhibitor enhancing the therapeutic
armamentariumfor relapsed or refractory multiple myeloma (RRMM) patients. It has been approved

in combination with dexamethasone (Sd) and in combination with bortezomib and dexamethasone

~Ns eX dZ Ju }( 8Z]e e3p C A« 8} A opu & ~E oicdcyGEmul toxicitg of v E V]
selinexorbased treatment and postelinexor outcomes.

Methods :This is a retrospective study which included 44 RRMM patients treated with Sd (N=21,
48%) or SVd (N=23, 52%) in the Department of Clinical Therapeutics, Athens, Gheeefficacy
and safety of selinexor combinations were evaluated based on the prospective collection of data

JE JvP 8} JUE ]Jve3]3pud [+ %}o] CX d}AE] 18C }( SE 3u vs A« u
guidelines.

Results The median age of the cohort w&9 years (range 489 years) with a median of 6 prior

lines of therapy (range-24). Starting dose was 4M0 mg per week in 16 (37%) and >100 mg week

in 28 (63%) patients. The median duration of selinexor therapy was 2.7 months. On intentreat

(ITT), overall response rate (ORR) was 29.5% (13/44, of which CR: 2, VGPR: 3, PR: 8); ORR was 35% for
SVd and 24% for Sd patients. In @@MA pretreated patients, ORR was 13% (2/15). Median time to

first response was one month (range 23). Median progrssion free survival (PFS) was 3.0 months

(JE 00 % 5] vie v (}E 8Z @& *%}v Ee+ ~HWZe A ¢ 0X8 u}viZeX D ]
iXd ujvdzZe (JE ~ v ~"s SE 8 % 5] v3*U E *% S]A oCX /v 3 ES]
months while in staihg doses>100 mg per week the PFS was 2.7 months (p=0.163). Dose reduction

of selinexor was required in 56% of patients, but it was not associated with worse PFS. The number

of prior lines and prior exposure to afBICMA therapy did not affect the PFS. Thedian overall

survival (OS) was 13.7 months. In univariate analysis, serum albumin<3.5 gr/dl (2.1 vs 4.6 months,
p=0.001) and LDH>ULN (2.7 vs 3.97, p=0.032) were associated with inferior PFS and OS. However,
serum albumin levels were independent with te&arting dose of selinexor, dose reduction or prior

lines of therapy. After progression to Sd/SVd 20 patients received further therapy; on ITT, the ORR

was 40% (8/20) and the subsequent PFS was 3.4 months. The most common adverse event was
fatigue (66%),while the most recorded grade 3 or 4 side effect was thrombocytopenia (23%).

ConclusionSelinexor combinations provide a new treatment option for patients with RRMM, as
responding patients have significant probability of longer remission. Serum albawghdeemed a

*SE}IVP % E}PVv}eS] ( S}CE JE JvP 8} "E o0 A}Eo _ 3§ X D}E }A EL
of the adverse events of the treatment, as well as appropriate dose adjustments may provide
additional benefit in this heavily pretreated poptitan.
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P25 THERARRELATED MYBDONEOPLASMS FOLLA® PARP
INHBITORS: REAIFE EXPHENCE OF A GREEK CANCER CENTER

Evgena Verrou,Prodromos KoutoukogloyEvaggeh Kontang Stavros
GogolopoulogAggelki Sevastoudt,Aikaterini Daiou,NikolaosKarampatzaks, Theodosa
Papadopoulod,Georgos Dougaiotis’,Dimitra Dalamprat, Theodora Tiantafyllou*,Efthaia

Giannak®,Dimitrios Kasarals',Charalambos Andread,Pavlos Papakotouladrini
Katodritou*

'Hematology Department, Theagenion Can€enter,’1th Oncology Department, Theagenion Cancer
Center,*3rd Oncology Department, Theagenion Cancer Cet2id Oncology Department,
Theagenion Cancer Centdfematology Laboratory, Theagenion Cancer Center

Objective :Poly(ADRribose) polymerase inhibitors (PARPi) are highly effective as maintenance
treatment in Epithelial Ovarian Cancer (EOC). The incidence of thextapgd myeloid neoplasms-(t

MN) post PARPI in clinical trials did not exceed 1.2%. However, concerrisirgeregarding the
development of tMN following therapy with PARPI in the light of data from a rraatalysis of
clinical trials in combination with results from reabrld studies. In our knowledge this is the first
report of the incidence and the charristics of tMN among patients receiving PARPI in the real
world setting in Greece.

Methods :We retrospectively analyzed EOC patients who received PARPi as maintenance therapy
between 20172023 at our institution. Age, type of PARPI, duration of treeitrand coexistence of
breast cancer were recorded. RegardifAgl patients immunophenotype analysis, cytogenetics and
Next Generation Sequencing (NGS) results, therapy and survival were also reported.

Results We identified 103 EOC patients treated WRARPI as maintenance with a median age of 58
years (range 284). The median number of previous chemotherapy lines and duration of treatment
with PARPi were 2 (range9) lines and 12 (range-24) months respectively. Breast cancer was a
second diagnosigil4 patients. Olaparib and Niraparib were used in 86 and 17 patients respectively.
The incidence of-MN among patients treated with PARPi was 3.88% (4/103). All patients with a t
MN diagnosis had received Olaparib. A sixty years old patient developdddygplastic syndrome

with 10% blasts and normal karyotype after 2 lines of previous chemotherapy and 7 months of PARPI
exposure. NGS results are pending and she is currently treated with hypomethylating agent. A fifty
years old patient was diagnosed withMDS/AML with 12% blasts, complex karyotype-@8 U-M M U
5,add(7)(q11.217,-17-18,-20,i(21)(q10),+Bmar] and normal NGS after 2 previous lines of
chemotherapy and 24 months of PARPI exposure. She received 4 cycles of decitabine plus venetoclax
achievingcomplete response. She underwent allogenic stem cell transplantation but died 9 months
after the documentation of MN. Additionally, 2 patients developedAML. A patient aged 69
developed tAML after 3 lines of previous chemotherapy and 2 months of P#&Rment and died

within 8 days subsequent to the diagnosis éANIL due to sepsis. A patient aged 48 with a second
diagnosis of breast cancer developedML following 3 lines of previous chemotherapy and 24
months of PARPi exposure respectively. Aseekaryotype [45, XX ,(t3;3)(921;926)] was
documented by cytogenetic analysis while NGS revealed mutated SF3B1( VAF ~ 38%). Patient
received decitabine plus venetoclax for 8 cycles achieving hematological response and sequentially
she was treated withiposomal daunorubicin and cytarabine showing no response. Patient died 11
months subsequent to the diagnosis eAML.

Conclusionin accordance with two previous european real world studies we confirm a high risk of t
MN in EOC patients treated with PAR®sociated with unfavorable cytogenetic abnormalities
leading to poor prognosis. As PARPi are an emerging therapy for many neoplasms, there is an unmet
clinical need to identify patients in increased risk for developiltit post PARPI.
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P26 EVALUAIDNOF FEROTYIN WOMEN TREATED'W THE RAEPOCH
REGVEN FOR RRARY MEDASTNAL B CELL LYMPHOMA (PMBCL)

A. N. Georgopoulo\T.P. Vassilakopoulé®. PanayiotidisN.A. GeorgopoulosS.
Kalantaridou,M. SiakantarisK. KeramarisD. GalopoulosC.Chatzidimitriou,A.
Kopsautopouloy,M. Belia,l. Mammali,M.K. Angelopoulo

‘Department of Hematology and BMT of the National and Kapodistrian University of Athens, Laikon
General HospitatDepartment of Endocrinology of the University Hospital of PatBaObstetrics
and Gynecology Department of the National and Kapodistrian University of Athens, Attikon General
Hospital,"2Department of Endocrinology of the University Hospital of Patras

Objective :RDAEPOCH and-BHOP +/radiotherapy are the most commonly used regimens in
PMBCL, a disease that primarily affects young women. The cure rate exceeds 80%. Consequently,
treatment-related complications are increasingly recognized, with gonadal failureaar@horrhea

playing a fundamental role, causing significant psychological and social impact. This is more prevalent
in female patients, in whom collection and cryopreservation of oocytes/ovarian tissue are not
applied in everyday clinical practice. Pubdididata are scarce on this subject. The aim of this study is

the prospective evaluation of gonadal function in young women with PMBCL who are receiving
chemotherapy (CT) with the -BAEPOCH regimen. We present our preliminary results on 13
patients.

Methods :t}u v G381 C E-<U E -linpAtjaalmef} @itls 6 cycles of -RAEPOCH, were

included. Up to date, 13 patients have been analyzed, with a median age of 27.5 years: 12 PMBCL, 1
grey zone lymphoma. Hormonal measurements were performed aspeeifed time points: before

treatment (t0), during CT(t1), at the end of CT(t2) and every six months (t6, t12) thereafter. The
following hormones were measured: folliedimulating hormone (FSH), lutenizing hormone (LH),

% E}P 8§ E}v ~W'eU <SHoPlEFY I AJEUFVY ~0@8X &", E (0o S« P}v
women (increased levels indicate gonadal dysfunction). AMH is considered to be the most sensitive
biomarker for gonadal reserve (decreasing values correlate with ovarian insufficiency). E2 and
progesterone are the major sex hormones.

Results Gonadal damage, reflected by the decrease in AMH, was evident [median values:
16,6pmol/L(t0), 0,16pmol/L(t1), 3,28pmol/L(t2), amhOp=0.005, amh@ p=0.028]. AMH values
sharply decreased from the beginning the middle of CT and remained low throughout the
treatment period. After the end of CT, AMH remained low, and returned to normal values a year
after the end of treatment. In contrast to AMH, no clear alteration was seen with FSH and LH possibly
because 8% of the patients received prophylactic treatment with GnRH analogues, that blocks their
release from the pituitary. Estradiol and progesterone did not change significantly. As far as the
menstrual cycle is concerned, all patients reported cycle disoyadéts 80% developing amenorrhea

after the first cycle of immunochemotherapy.

ConclusionGonadal function in female patients with PMBCL malignant lymphomas is affected by the
RDAEPOCH regimen. Gonadal dysfunction was evident from treatment initiat@mamalized a

year after the end of CT, indicating a chemotherdppendent genotoxic effect. AMH proved as a
more sensitive marker compared to FSH, as it is independent of menstrual cycle phases and of
prophylactic GnRH analogue administration.
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P2+ EVALUAIDN OF GONADAL FUNGNIN YOUNG MEN AND WOMEN
TREATED WH ABVD FOR HODEBKYMPHOMA (HL)

A. N. Georgopoulo\T.P. Vassilakopoulé®. PanayiotidisN.A. GeorgopoulosS.
Kalantaridou,M. SiakantarisK. Keramarisl. Konstantinou,M. Arapaki,E.Lalou,A.
Machairag,l. Mammalt,M.K. Angelopoulot

‘Department of Hematology and BMT of the National and Kapodistrian University of Athens, Laikon
General HospitatDepartment of Endocrinology of the University Hospital of PatBa§bstetrics
and Gyneology Department of the National and Kapodistrian University of Athens, Attikon General
Hospital

Objective :ABVDor esc.BEACOPP- #ddiation are the two main chemotherapy (CT) regimens used
as 1stline treatment for HL patients. As a result of treatment improvement, many -teng
survivors and treatmentelated complications are being recognized, among which, dalna
insufficiency that plays a fundamental role for future quality of life. Moreover, little is known about
the kinetics of gonadal function and sex hormones during CT to safely guide contraceptive measures.

Methods :This is a prospective study of gonadghv $]}v Jv ,> % §] v3.U A]8Z v P o]
C E«]Jv Aluv v GdA C Ee JvuvXt Z E %E e Vv3 §Z % E oJu]v C
Hormonal measurements were performed at gpecified time points: before treatment (t0), during

CT(t1), athe end of CT(t2) and every six months (16,t12), thereafter.The following hormones were
measured: folliclestimulating hormone (FSH), lutenizing hormone (LH), progesterone (PG), estradiol
~57+U-Dydlo E] v Z}EuU}v ~0@8+ ]v Alu v v XMW and, bhiBin<3}vs E}v
men.

Results The study included 55 men (median age 30 years) and 39 women (median age 29 years)
with HL, all receiving firdine treatment with ABVD. In women, FSH showed an increase from the
start of CT, peaked in the middle areiained high for up to 6 months after the end: (t0=4,1U/mL,
t1=8,8U/mL, t2=7,7IU/mL, t6=6,6U/mL, fsh(p<0,001, fsh p<0,01, fsh@ p=0,05). AMH showed

a dramatic decrease in the middle of treatment, its levels remained low until the end: (t0=
2.85ngmL, t1=0.45ng/mL, t2= 0.62ng/mL, amhQp<0.001, amh@ p<0.001), and progressively
returned to normal levels 6 months later. Sex hormones were unaffected. In men, FSH increased
from the start of treatment, peaked at the end and remained above normaldevehonths after the

end of CT: [t0=3.81U/mL, t1=11.071U/mL, t2=15IU/mL, t6=7.41U/mL:1f§5¥0.001, fsh@ p<0.001,

t0-6 p=0.001],while it returned to normal levels at 12 months. Surprisingly, both AMH and
testosterone increased: AMH increased progredgifrom the beginning to the end of treatment

and remained high up to 12 months after the end of CT:(t0=8,05ng/mL, t1=8.40ng/mL, t2=13.21ng,
t6=13,52ng/mL, t12=13,04ng/ml amHD p=0.002, amh@ p<0.001, amh® p<0.001, amhad?2
p=0,05). Testosterone increed during treatment and normalized at the end of CT. (t0=407ng/dL,
t1=523ng/dL, t2=535ng/dl, tQ p=0.001, te2 p=0,001).

ConclusionGonadal function in HL patients is affected during ABVD in both sexes. In men,
spermatogenesis (reflected by increasesttdis of FSH, is significantly impaired for 1 year after the

end of CT, while testosterone transiently increases, possibly as a result of treatment toxicity to Leydig
cells. The finding of increasing values of AMH observed in men, in contrast to women,fagldr
investigation, as its role in the male reproductive system is not sufficiently studied. In women,
gonadal dysfunction is evident (rapid decrease in AMH and increase in FSH), but resolves 1 year after
the end of treatment. AMH is a more sensitivarker compared to FSH.
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P28 THERARPYRELATED ACUTE MYELOID LEUKEMVA_(tAFTER-BA-
EPOCH FOR PRIMARY MEDIASTIHCHLB LYMPHOMA (PMLBCL): AREAL
WORLD MULTINATIONAL STUDY

Vassilakopoulos THPiperidou A, Tsirigotis RKalpadakis QPoziopoulos CMellios 2,Kaynar
Le,Apostolodis JZekster M,Symeonidis AGiotas A’,Agathocleous A Liaskas AAkay
Oz Katodritou E,Papageorgiou Sradmor F,Mehtap Os,GafterGvili As,Bouzani
Ms,Panayiotidis RFerhanoglu B,Angelopoulou M,Horowitz N¢,Gurion R

National and Kapodistrian University of Athens, School of Medicine, Laikon General Hospital, Athens,

Department of Hematology and Bone Marrow Transplantation, Athens, Gri&asmmnd Propedeutic

Department of Internal Medicine, National ak@podistrian University of Athens, ATTIKON General

Hospital, Athens, Greec®epartment of Hematology, University Hospital, University of Crete, Crete,

Greece;"D dZKWK>/d E_ ,}*% ]S oU E }iDhapattneeh@®} Mématdogy add
Lymphoma, Evandismos General Hospital, Athens, GreéEeciyes University, Kayseri,
Turkey,’Department of Adult Hematology & Stem Cell Transplantation, Lymphoma Program, King

Fahad Specialist Hospital, Dammam, Saudi Ar@naoka Medical Center, Beer Sheba,

Israel"Hematology Division, Department of Internal Medicine, Patras, Gr&&tieH, Msida,

Malta, *Bank of Cyprus Oncology Center, Nicosia, Cypepartment of Hematology, Koc
University, Istanbul, TurkeyDepartment of Hematology, Theagenion AnticanGeneral Hospital,
Thessaloniki, GreecéDepartment of Hematology, Bnai Zion Medical Center, Haifa, |$teetaeli

University, Kocaeli, Turke§Department of Hematology, Rabin Medical Center, PetachTikva,

Israel,”American Hospital, Turkei, Turké8gambam Medical Center, Haifa, Israel

Objective :While anthracyclindbased chemoimmunotherapyisually the RCHOP regimerhas been
historically the standard of care for PMLBCL, the NCI introduced the intensifi@EROCH regimen,
which produced appantly better outcomes in a mediwsized phase 2 trial, while permitting the
omission of consolidative radiotherapy.-0B’'EPOCH contains gradually increasing doses of
topoisomerase Il inhibitors (etoposide and doxorubicin) and the alkylating agent cycfiamile,

which are potentially leukemogenic. Cases -#fML after RDAEPOCH have been extremely rarely
reported. In the original NCI study 1/51 patients (2.0%) developaiit, while in the ALLIANCE
50303 trial tAML-related deaths were recorded in 2/24(D.8%) patients of an older population
(median age 58 years, 45% females). The aim of this study was to evaluate the incidence and
potential risk factors of-AML in PMLBCL patients receivingdREPOCH.

Methods :We performed a retrospective analysis &2patients with RlaaEPOCH treated PMLBCL

in Hellenic, Israeli, Turkish, Saudi, Cypriot and Maltese centres. The actuarial incidefddloivas
estimated by the KM method with patients censored at last follawp, relapse/progression, death
without prior relapse/progression or development of another malignant neoplasm, whichever came
first. Potential prognostic factors were identified by the-@gk test.

Results Six cases of-AML were reported (6/292,2.1%) [Greece 4/146(2.7%), Israel 2/75(2.7%),

Tukey 0/34, Saudi Arabia 0/22, Cyprus 0/5, Malta 0/10]. All six patients were females with a median

age of 31 years (range; &%). The median time from-8-EPOCH initiation to-AML was 21.6

months (range;1048.9). Notably, 47% of the 286 leukenrfiiae patients had followup times <28.9

months, which was the latest observed time eAML development. Four cases had evidence of MLL

rearrangement and two had normal karyotypedREPOCH protocol was followed strictly in 3/6 t

AML patients and only one relaed maximal (6th level) dose level; 4/6 receiveddREPOCH up to

0OAOHd v 000 E Z o0AoHIXE}lv E JA €& ]}53Z E %CX dzZG

complete remission (CR; >3 years after -8l0T), two patients are at present under fiise AML

treatment and one died despite al® dX /v pv]A E] § v oCe]eU % 3] vie Z AJvP E

(7.3% vs 1.7%, p=0.041) and, marginally, females (5.1% vs 0%, p=0.052) experienced higher risk of t
D>X Z Z]JvP o A o Hi A « ignilicdriceu(5®%® }8 086,p=0.063). Females received
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numerically less intensive chemotherapy with 28% (versus 35% in males) and 58% (versus 66%)
E Z]JvP 0 A 0+ HO }E Hi & *% 3]A oCX Kv uposS]A E] § v oCe]eU &E
(hazad ratio 5.37, 95% CI 0.98.34, p=0.052).

ConclusionThe risk of AML in Rdla-EPOCHreated PMLBCL may have been underrecognized, as
the disease is rare and many of the far older individuals enrolled in the ALLIANCE 50303 trial may
have not been exposkto leukemogenic chemotherapy doses. Herein we report a worrisome
incidence of AML (predominantly MLtelated) after RdaEPOCH for PMLBCL. The occurrence of
further events cannot be excluded, because 47% of leukérae patients had followup times

shorter than the latest fAML occurrence. The risk ofAML in this youngotherwise cured
%0} % o S]}v u C U}E u EI ]v % 3] vroltEblyfefialds.o0 A o Hd v
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P29 REALLIFE EXPERIENCE WRTHUXIMABDOSEADJUSTED EPOCHI&R
EPOCH) IN PRIMARY MEDIASTINAL LAREGHB YMPHOMA (PMLBCL): A
MULTINATIONAL ANALYSIS OF 290 PATIENTS

Vassilakopoulos THPiperidou A Horowitz N,Mellios 2 Kaynar L,Zektser M,Symeonidis

A°,Giotas AAgathocleous AKalpadakis CAkay C,Atalar $,Katodritou E,Leonidopoulou

T2,Papageorgiou 'STadmor F,Mehtap O°,Siakantaris MPaydas STuglular F,Kanellias
N, Angelopoulou M,Karmiris T,Gurion R,Ferhanoglu

National and Kapodistrian University Athens, School of Medicine, Laikon General Hospital, Athens,
Department of Hematology and Bone Marrow Transplantation, Athens, Gr&mmbam Medical
Center, Haifa, IsraeDepartment of Hematology and Lymphoma, Athens, Gretaeiyes University,
Kayse, Turkey Soroka Medical Center, Beer Sheba, Isfeigmatology Division, Department of
Internal Medicine, Patras, Greeé¢®DH, Msida, MaltaBank of Cyprus Oncology Center, Nicosia,
CyprusDepartment of Hematology, University Hospital, UniversftZrete, Crete,
Greece*Department of Hematology, Koc University, Istanbul, Turk@gpartment of Hematology,
Theagenion Anticancer General Hospital, Thessaloniki, Gréieepartment of Hematology,
Sismanoglion General Hospital, Athens, Greé8e;ond Propedeutic Department of Internal
Medicine, National and Kapodistrian University of Athens, ATTIKON General Hospital, Athens,
Greece;“Department of Hematology, Bnai Zion Medical Center, Haifa, I$t@ataeli University,
Kocaeli, Turkey:CukuroA hv]A E+]3CU ‘@Mawrfdda dpivEsitg Marmara,
Turkey,*Department of Therapeutics, National and Kapodistrian University of Athens, Alexandra
Hospital, Athens, Greecé&Department of Hematology, Rabin Medical Center, PetachTikva,
Israel,’American Hospital, Turkei, Turkey

Objective :Reallife studies of moderate size have shown satisfactory but less impressive results
compared with the original a-EPOCH publication for PMLBCL. However, large studies are needed
to accurately estimatehte reatlife efficacy and toxicity of-Ba-EPOCH, the use of radiotherapy (RT)
and the significance of the compliance with the strict dose escalation strategy of the protocol. The
aim of the study was to assess the clinical outcomes afids-RPOCH, these of RT and the impact

of protocol compliance in a multinational relife setting.

Methods :290 patients up to 65 years old were enrolled from 31 Greek (n=16), Israeli (n=7), Turkish

(n=6), Saudi (n=1), Cypriot (h=2) and Maltese (n=1) Centers (patieiten 143, 73, 34, 22, 5 and 10

E % S]A 0CeX }ve}o] 8]A Zd A« PJAv § 8Z SE S3]VvP %ZC-+] ]
affected by PET/CT results.

Results The median age of the patients was 33 years-@3), 63% were females, 38% had B
*CU%S}IusU Ti9 «3 P ///I/sU i69 WAHTU 619 o A S >, ~id9 Z]PZoC ¢
spared in the overwhelming majority of responders. Thge&r Freedom From Progréss (FFP) was

85%. However, 6 patients developed theraplated (£)AML at 10.824 months from treatment

initiation, while in 1st remission, and two Hodgkin lymphoma (one as first and one as second
relapse). The fear overall survival (OS) was 92% withdiseaseelated deaths (1 toxic). Protocol

violations were common (56% of 270 patients with available data so far), mainly consisting of
insufficient dose escalation despite the absence of prohibitive toxicity. Among 270 patients with
available data, 61%E Z 0 A o Hi v ii9ea 8K dds 88% vs 82% for pts with strict

protocol adherence or not (p=0.16):year OS was not also different (91% vs 92%, p=0.74). FFP and

KA~ 1 vis J(( & JE JvP 8} 3Z (]Jv o o A o @Eiled Znalysislof p@Eom@ X  u}d
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
~HTA+ }E pol Z et bt $Ebéttes than those achieved bydRIOP in highisk pts.

Conclusionin the largest series reported so far fodBEPOCH in PMLBCL, FFP appeared somewhat
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but not impressively better than the expected withGQMHOP, but this was achieved witretkafe
omission of RT was in >85% of responders. OS was >90%. The appearance of 6-#ddesaaidng
290 patients is worrisome. Significant desscalation violations were recorded in the rdié; their
impact on outcomes appears to be modest and ithier evaluated.
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P30 THE APPLICABILITY OF PROGNOSTIC MODELS UNDER RDQR2BSEMAB
ADJUSTED EPOCHMREPOCH) IN PRIMARY MEDIASTINAL LARGHB
LYMPHOMA (PMLBCL): A COMPARISON WOHH®

Vassilakopoulos THPiperidou A,Horowitz N,Mellios 2 Kaynar L, Apostolidis 3§Symeonidis
A°,Giotas AAgathocleous AKalpadakis CAkay C,Atalar $,Katodritou E,Leonidopoulou
T2,Papageorgiou 'SMehtap O¢,Pangalis GAPaydas STuglular F,Kanellias
N“,Angelopoulou M,Karmiris B,Gurion R,Panayiotidis EFerhanoglu

National and Kapodistrian University of Athens, School of Medicine, Laikon General Hospital, Athens,
Department of Hematology and Bone Marrow Transplantation, Athens, Gr&eammpanMedical
Center, Haifa, IsraeDepartment of Hematology and Lymphoma, Athens, Gretaeiyes University,
Kayseri, TurkeyDepartment of Adult Hematology & Stem Cell Transplantation, Lymphoma Program,
King Fahad Specialist Hospital, Dammam, Saudigfidbimatology Division, Department of Internal
Medicine, Patras, Greec®IDH, Msida, Malta&Bank of Cyprus Oncology Center, Nicosia,
CyprusDepartment of Hematology, University Hospital, University of Crete, Crete,
Greece*Department of Hematologyoc University, Istanbul, Turkéipepartment of Hematology,
Theagenion Anticancer General Hospital, Thessaloniki, Gré2epartment of Hematology,
Sismanoglion General Hospital, Athens, Gre€8econd Propedeutic Department of Internal
Medicine, Naibnal and Kapodistrian University of Athens, ATTIKON General Hospital, Athens,
Greece“Kocaeli University, Kocaeli, Turkéypu lpnE}A hv]A E+]3CUMaomacsfU dpE| CU
University, Marmara, TurkeyPepartment of Therapeutics, National and Kapathst University of
Athens, Alexandra Hospital, Athens, Greégaepartment of Hematology and Lymphoma,
Evangelismos General Hospital, Athens, Gre#aepartment of Hematology, Rabin Medical Center,
PetachTikva, IsraétAmerican Hospital, Turkei, Tugke

Objective :The rarity of PMLBCL has prevented the development of dedicated, powerful and
validated prognostic systems. The International Prognostic Index (IPI) and-asljagted variant are

of questionable value under-BHORradiotherapy (RT). Rectyn we published two potential
prognostic systems for PMLBCL1: The first combined the presence of extranodal disease (stage IV or
simply extranodal extension; E/IV) with elevated LDH exceeding twice the upper normal limit
(LDH>2x) (E/N/DH2x model). The }v  }u ]v I/s A]$8Z polC ]+ +buldiTheu ~ I/s
potentially improved outcomes with -BaEPOCH render the identification of powerful prognostic
factors even harder and the applicability of prognostic models questionable. The purpose of the
study was to assess the applicability of the B/IWH2x and E/Mulk prognostic models in the setting

of PMLBCL treated with-@(R-EPOCH and minimal use of RT in a multinationalifeaetting.

Methods :In Hellenic, Israeli, Turkish, Saudi, Maltese aigi%. E]}S vS E+U 101 % S] vSe ~G
with PMLBCL were treated under thedREPOCH program. Consolidative RT was given at the

SE SJvP %ZCe] ] v[e ] & 8]}v ]v *u 00 UJV}E]SC }( % 8] vSeU pep
data regarding the BE¥*LDH2x and E/Mdulk models were available in 282 and 271 patients
respectively. Survival data were compared numerically with a previously published HENgmiot

e« E] « }(Ti1 WD> > % §] vie ~GOfi GCHBP.}o « SE 3§ A]3z z

Results The 5year Feedom From Progression (FFP) aftededfEEPOCH was 84.5%. Theear
LymphomaSpecific Survival (LSS) was 91.6%. Protocol violations were common (53%), mainly
consisting of insufficient dose escalation despite the absence of prohibitive toxicity. As shtven

table, the distribution of patients with 0,1 or 2 adverse factors in the EEW2x and E/MNgulk

models were almost identical in the®HOPand the Rda-EPOCHreated populations despite the
diverse ethnic origin. With less marked differences be#w the prognostic subgroups and less
events, the prognostic models produced statistically significant results of lower magnitude after R
da-EPOCH compared te®HOP. Interestingly, patients with no adverse factors by either model had
virtually identical Syear FFP (880%) and LSS (@5% for the E/INLDH2x and 989% for the E/IV
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bulk model) irrespectively of treatment with-@HOP or Ha-EPOCH. The use of RT was much more
frequent with RCHOP. Patients with 1 risk factor had B4 better FFP in absoluterms and 37%
better LSS with HaEPOCH compared toe@HOP. Patients with 2 risk factors had 9% better FFP but
virtually no difference in LSS%96) when treated with f/a-EPOCH.

ConclusionPrognostic models derived from@HORreated populations are lao applicable under
Rda-EPOCH, although less discriminative. This comparative study suggestsGhHDARR may be
sufficient in patients with no adverse factors but the need of RT remains an open question. Patients
with one or multiple adverse factors apgeto do better than with FCHOP. The application of the
above prognostic models might facilitate the selection of optimalaFEPOCH candidates with the
hope to avoid severe toxicity, includingh\iL.
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P3X LITTORAL CEANGIOMA; A VERY RARE SPLENIC VASGURARIAL
NEOPLASM DERIVED FROM THE VENOUS SINUSES OF THE SPUERIC RED
PRESENTED AS AN UNUSUAL CAUSE OF MASSIVE SPLENOMEGALY

John V. Asimakopoulogliana KonstantinoyGerassimos Tsouroufli&leftheria
Lakiotaki,loannis Vassilopoulodimitrios GalopoulosMarina P. SiakantarisTheodoros P.
VassilakopoulosPenelope KorkolopouloyPanayiotis PanayiotidigVaria K. Angelopoulou

‘Department of Hematology and BMT Unit,National and Kapodistrian University ofg\thaikon
General Hospital, Athens, Gree¢ggecond Department of Surgery, Propedeutic, National and
Kapodistrian University of Athens, Laikon General Hospital, Athens, Gréése Department of
Pathology, National and Kapodistrian UniversitAtifens, Laikon General Hospital, Athens, Greece

Objective :Massive* %0 viu P 0C ~D"e ]e (1v * §Z % E Vv }( % 0% O
Although there are several different causes of splenomegaly, MS is caused by specific pathologies;
leishmaniasis, chronic myeloid leukemia, myelofibrosis, kagétly leukemia (HCL)and primary

splenic lymphoma (PSL). Generally,-pedb disorders, such as cirrhosis/portal hypertension (PH),
myelofibrosis and thalassaemias, are characterized by marked pancytopenia even with mild
splenomegaly, in contrast to whigulp ones, such agmphomainfiltration and virus infections, in

which pancytopenia is evident at later stages of splenomegaly. However, HCL and splenic diffuse red
pulp small Bcell lymphoma may cause marked cytopenia even in the absence of MS.

Methods :Herein, we desdpie a 62yearold female patient presented to our outpatient clinic due to
microcytic, hypochromic anemia (Hct: 31,2%, Hb: 9,3gr/dl, MCV: 74,5f, MCH: 22,2pg, MCHC:
29.8gr/dl) that had been worsen despite iron supplementation along with mild thrombocytapeni
~%0 § 0 §eW {id<l..>eX o0]v] o A& u]v 8]}v E A 0 %0 viu P oC 10 |
the abdomen and extending into the pelvis as well as hepatomegaly 4cm below right costal margin.
Peripheral blood smear and biochemical control revealed significant abnormality; lactate
dehydrogenase was normal 95U/L (<214). Computed tomography of the chest and the abdomen
showed hepatomegaly with 20cm cephalocaudal diameter without focal lesions, and splenomegaly
extending to the right abdomen with ceptocaudal and anteroposterior diameter 25.5 and 22cm,
respectively with heterogenous contrast enhancement of the spleen parenchyma. PCR for
JAK2V617F, CALR and MPL mutations were negative. Bone marrow smear and trephine biopsy were
negative for the preserg of fibrosis, lymphoma or blast infiltration, and leishmania bodies, while
both showed evidence of hypersplenism, such as increased marrow cellularity with trilineage
hematopoietic hyperplasia. 18FDGPET demonstrated the absence of pathologically irsgddocal

or diffuse uptake in any body structure. Thereinafter, fiboroscan excluded the presence of liver
fibrosis, while triplex of the splenoportal axis and magnetic resonance angiography of the abdominal
aorta confirmed the diagnosis of PH with normals and direction without evidence of thrombosis

or collateral pathways.

Results :\dZE u}v3Ze 0 8 EU % 3] v3[* ]* JU(}JES Vv % v C3}% v] A E
PSL could not be sufficiently excluded, though no increased uptake was showrADGBET. Thus,
splenectomy for both diagnostic and therapeutic purposes was decided. Moreover, gastroscopy
confirmed the absence of esophageal varices, while liver biopsy did not reveal any specific pathology.
Lastly, genetic analysis for thalassemia wagatiee. Nine months later, laparoscopic splenectomy

was performed; spleen surgical specimen was of 21.5x15x9cm dimensions and 2kg weight. Histologic
examination revealed the presence of littoi@ll angioma (LCA); an extremely rare morphologic and
immunohistochemical distinct entity characterized by anastomosing vascular channels almost
completely replacing splenic tissue, diffusely positive for CD31,PGM1 and ERG, while negative for
CD8 and CD34.
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ConclusionAccording to the latest WHO classification okehiatolymphoid Tumours, LCA is a novel
"v}E % E A]l}peoC Jv op _ v3]3 Gspeoifie ajastulastromak tanmr derived from
littoral cells of the venous sinuses of the splenic-pedp. More than one year after splenectomy, the
patient is agmptomatic with reactive thrombocytosis in blood counts and without evidence of either
inflammation or local and distant relapse.
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P32 THE ROLE OF HRREHRON GVHD.

Eleni GavriilakiEleni PapchianaotioannisBatsis,Alkistis PanteliadogAndriana
Lazaridoy,Despina MallouriVarnavas ConstantindiGiorgos Karavalakig\postolia
PapalexandriPanayotis KaloyannidigAnna Vardi,Christos SmiagAchilleas
Anagnostopoulosloanna Sakellafi

'George Papanicolaouodpital Hematology DepartmerBMT Unit

Objective :Chronic graft-versushost disease (GVHD) is a severe complication of allogeneic
hematopoietic cell transplantation (alloHCT), directly linked to increased morbidity and mortality.
Despite novel biologic agents under study or commercial use in this field, ctetfigios and
conventional intensified immunosuppressive therapy remain the cornerstone of treatment.
Extracorporeal photopheresis (ECP) has been used as an alternative treatment in many centers. We
studied the safety and efficacy of ECP in a largewedl cohort of chronic GVHD patients

Methods :We enrolled consecutive patients that received ECP post alloHCT over the last 2 decades
(20032022) at our JACi&ccredited center. All patients with unrelated or haploidentical donors
received thymoglobulin (AT)IGbmg/kg as prophylaxis. GVHD prophylaxis included cyclosporine
methotrexate in myeloablative and cyclosporitmeycophenolate mofetii (MMF) in reduced
toxicity/intensity regimens. Before ruxolitinib or ibrutinib availability, MMF, cyclosporine or ATG
were @mmenced as second line treatment in steroglractory patients, depending on previous
prophylaxis. ECP was mostly administered as third line treatment with 1 session/week for the 1st
month, 1 session/2 weeks for 3 months, evaluation of response andsloséwonth for 6 months.
Variables included in the analysis were: patient (age, disease) and transplant (donor, graft)
characteristics and podtansplant outcomes (infections, GVHD, treatment, overall survival/OS).

Results We studied 112 patients with aderate or severe chronic GVHD. Only 13 received 4 or less
ECP sessions because of severe GMkiiled morbidity and were excluded from further analysis.
Median ECP sessions were 174@. There were no E@Plated adverse events. 67 patients
presented wih cutaneous sclerosis manifestations, 73 mucocutaneous disease, 36 liver, 42 visceral
and 27 lung involvement. ECP was commenced as second line in 35 patients. Ruxolitinib was
administered in combination with ECP in 19 patients, while ibrutinib in 2.eBatinfections were
observed in 43 patients, viral in 38 and fungal in 11 patients. Only 19 patients did not show response
to ECP. Significantly lower rates of response presented in patients with visceral involvement
(p=0.037) and earlier postansplantGVHD diagnosis (p=0.001). With a foHapvof 45.2 (5.6345.1)
months, 5year CI of chronic GVHBlated mortality was 21.2% and was significantly reduced in
patients with ECP response (p<0.00Hear OS was 65.3% and was independently associated with
HLA matching (p=0.011), higher number of ECP sessions (p<0.001), later initiation of ECP post
transplant (p=0.002), response to ECP (p=0.036) and no relapse (p=0.001).

ConclusionOur data confirm that ECP is safe and effective for chronic GVHD. Evendratbé

novel biologics, ECP should be considered early in the course of GVHD, before significant irreversible
end organ damage has been established. Combination with other treatments and individualized
treatment algorithms remain important unanswered qtiess in the field of ECP.
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P33 CHARACTERATON OF THE MOLECULARNATURE OF HUMAN
MONOCYTHS! AGNG AND MYELODYSPLURSIYNDROME

Maria Grigoriou,Christina Maria RimbaKyriaki KatsikiNikolaos Paschalidi\thanasios
Tasigloannis Kotsianidisloannis Mitroulis

‘Democritus University of Thrac&enter of Basic Research, Biomedical Research Foundation of the
Academy of Athens

Objective :Agingis associated with maladaptive inflammation and development of diseases like
cancer and cardiovascular disease. This study investigates the molecular signature of peripheral
blood monocytes in the context of aging and myelodysplastic syndrome (MDS),eaelaed
disease.

Methods :Peripheral blood mononuclear cell (PBMCs) were collected, from young healthy donors
(YC, 2680 years), elderly healthy donors (OC, >70 years), andigbWMDS patients. CyTOF and flow
cytometry, with specific markers for moaogtes, were conducted. Monocytes were then isolated
from the three groups for RNA sequencing.

Results Untargeted analysis by CyTOF demonstrated increased proportion of clusters characterized

« v bA 0= v 6= d oo0*U A% E <+]vhAd ILZRaUJand dAD3+U celi
expressing high levels of CD161 and pDCs in PBMCs from YC compared to OC. Regarding patients
with MDS, we observed an increase in the proportion of a monocytic cell cluster identified as
classical monocytes (CD14+CD38+). Ferrdason, we focused on monocytes and performed flow
cytometry. We observed that the proportion of classical monocytes was higher in YC, whereas there
was an increase in the frequency of CD14++CD16+ intermediate cells in samples from OC, a cell
population with inflammatory properties, and an increase in the proportion of ‘otassical
CD14+CD16+ monocytes in patients with MDS. Moreover, the frequency of CD206+CDA&+ M2
monocytes was increased in OC compared to YC and patients with MDS. We then petiRiXieeq
on isolated monocytes and we detected 1087 differentially expressed genes (DEG) that were
significantly upregulated and 790 that were downregulated (FDR<0.05) in monocytes from YC
compared to those derived from OC. Pathway analysis demonstrat@dtiie upregulated in YC
DEGs were enriched in RNA polymerase and ribosome biogenesis pathways, whereas the DEGs that
were upregulated in OC were enriched in pathways associated with phagocytosis and pathogen
clearance, complement and coagulation cascatle$7 signaling pathway, Ne&appa B pathway and
TNF signaling pathway. Regarding monocytes from OC and patients with MDS, we detected 134 DEG
upregulated in OC and 82 in patients with MDS. Pathway analysis showed the upregulated DEGs in
monocytes from MD$atients were enriched for pathways associated with antigen presentation and
phagosome formation whereas the enriched pathways for downregulated DEGs in monocytes from
MDS patients included TNF andlIL signaling. DEGs that were downregulated in monacjtem
MDS patients included the chemokines CXCL1 and CXCL8 the chemokine receptor CXCR1, the
inflammatory genes S100A8 and S100A9 and SELL, whereas the upregulated genes that of the
antigen processing pathways were CD209 and the class Il major histodoifitpatomplex genes
HLADOA, HLAPA1 and HI-BPB1.

ConclusionMonocytes exhibit a distinct transcriptomic profile in aging, associated with an enhanced
inflammatory signature. Interestingly, there is a swift of monocytes in MDS towards an antigen
presenting cell population, at least at the transcriptomic level, which is in line with the previously
reported increased expression of HDR in monocytes from patients with MDS. This could be
attributed to the increased burden of antigens in the bone marrave do pyroptotic and apoptotic
death of clonal cells.
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P34 CORNEAL CONFOCACRDSCOPY: A NOWASVE TECHRUE FOR
EVALUADN OF SMAEHBER NEUROPATHWYPATENTS WH LGHFCHAN
(AL) AMYL@DOSS.
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Objective :The accurate detection and moniiag of smalfiber neuropathy (SFN) is of clinical
importance in patients with lighthain (AL) amyloidosis. Corneal confocal microscopy (CCM) is a
rapid and noAnvasive tool appropriate for examining corneal nerve fibers in vivo. There is scarce
data re@rding the potential role of CCM in assessing sfitsk nerves alterations in patients with

AL amyloidosis.

Methods :In this singlecenter, prospective caseontrol study we collected images of both corneas

of 15 consecutive patients with biopgyoven light-chain (AL) amyloidosis and 15 agatched

control individuals. All patients underwent examination with the Heidelberg Retina Tomography
Confocal Corneal Microscope and all images of the central corneal subbasal nerve plexus were
analyzed by using theoftware ACCMetrics. Valuable parameters as the Corneal Nerve Fiber Length
(CNFL), the Corneal Nerve Fiber Density (CNFD) and the Corneal Nerve Branch Density (CNBD) were
automatically calculated. All these CCM parameters were compared withBEpitierma Nerve Fiber

Density (IENFD) rates according to skin biopsy.

Results Median age of patients in our sample was 59 years (interquartile range IQR: 8). There was a
significant reduction of CNFD-yalue: 0,040) in patients with ligithain (AL) amyloidostmpared

to healthy controls. Additionally, CNFL and CNBD tended to be decreased in the group of patients
with AL amyloidosis but this did not reach statistical significancealjee: 0,063 and 0,099
respectively). Reduced CNFD tended also to be assdcigta restricted IENFD according to skin
biopsy in patients with AL amyloidosis y@lue: 0,060).

ConclusionCCM might offer an advantage of defining the extent of nerve damage and also expedite

evaluation of therapeutic efficacy in patients with AL doigosis. Larger cassontrol studies are
needed to further establish this potential and the recruitment of patients in the study is ongoing.
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P35 A PROSPEVE STUDY FOR HAML PREISPOSION TO PLASMA CELL
DYSCRASS
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- Farber Canceidstitute, Harvard Medcal School, Boston, Ma, Usa

Objective :To identify and describe familial predisposition for plasma cell dyscrasias (PCDs) we
initiated a prospective study with active recruitment of a cohort of patients with PCDs and active
screening of their relatives combined with tissue banking and subseqardtic analysis.

Methods :Patients in the Department of Clinical Therapeutics diagnosed with PCDs were offered
enroliment in the study. Following informed consent, first and second degree relatives > 18 years

were eligible for screening. A family pedigreras created for each index case with special focus on

family history of PCDs-&lIl lymphomas, or other hematologic or solid malignancies. As a control,

Jv £ o o] *%}pe *+ A E o0} c E v X ~ E Vv]vP ]Jv op e« EpU %o E
immunofixation. Samples from affected individuals were profiled using whole genome sequencing
(WGS) and unaffected individuals were genotyped using Axiom Arrays. Data were analyzed using
Axion Array Suite and plink and GATK toolkit with BWA.

Results Of 1,084patients screened for participation in the study, 752 had multiple myeloma (MM),

66 Z u}o E&]vP DDU 6bi D'hrU 67 t o veSE,u[s D E}Po} po]v L
amyloidosis. 176 (16.2%) patients refused to participate in the study, while 44 (4.1%nelgible

for further screening due to the absence of a living fiat seconddegree relative. The median
number of screened first or secosegree relatives per index patient was 3 (range 1 to 10). The
median age of index cases was 65 years, of offgpin years, of secontdkegree relatives was 65

years, and of spouses was 65 years. The incidence of PCDs amongdsgeedrelatives was 4.5%,

while it was 0.6% among offspring. As a control group, the incidence of PCDs among spouses was
2.6%. One additimal member with a monoclonal gammopathy was detected in 98 families (11.3%) of
which 57 families (6.6%) had a history of at least one additional éirsgeconddegree relative with

a PCD or Bell malignancy and 41 new cases of monoclonal gammopath§sj4nkere identified
through the screening process. Genetic analysis was performed on the most heavily affected 18
families (103 members), with at least three affected members or early onset disease (PCD diagnosed
<age 50) and evaluated 838,750 SNPs. 30 kmmpere from affected members and 73 from
unaffected members. We found eight SNPs that are significantly enriched in affected members with a
p-value below the suggestive coff of <1e5. The top candidate was in the untranslated region
(UTR) of TSPAN38,marker of activated and malignantcBlls. We did not detect any significant
enrichment in germline mutations in previously reported genes associated with familial PCD risk such
as KDM1a, KRAS or DIS3. Further validation is ongoing.

ConclusionOur actie prospective screening approach to identify familial predisposition to PCDs
revealed that 11.3% of patients had families with at least one additional affected member and some
families had a substantially higher incidence of PCDs with earlier onset. &tubgse highrisk
families could identify genomic markers which in future may help us define familial predisposition to
PCDs.
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Objective : Complement inhibition has demonstrated promising outcomes in the context of GOVID
19 disease treatment approach. Objective of this research is to (1) determine crucial genetic variants
associated with complement; (2) employ a novel data ensemble mefime procedure to uncover

the optimal pattern of variants that can accurately predict disease outcome.

Methods : Geneticdata were collected from 204 patients hospitalized for CGAMEreatment,124 in
intensive care units (ICU) and 80 in CGlADgeneral ward at three different referral centers
(Georgios Papanikolaou, Attikon, and John Hopkins Hospital) between Aprih@@Zpril 2021. The
study utilized nexgeneration sequencing (NGS) to analyze DNA that was extracted from peripheral
blood samples. The analysis focused on a panel of compleratted genes, which included
complement factor H/CFH, Ckeélated, CFI, CFB,CFD, C3, CD55, C5, CD46, and
thrombomodulin/THBD, as well as Tha8sociated ADAMTS13 (A Disintegrin and Metalloproteinase
with Thrombospondin motifs). Genetic variants were evaluated using a recently introduced alpha
index, which allows for the identifitian of variants most predictive of the primary outcome. The
optimal combination of these variants was determined through the use of an artificial intelligence
based algorithm (DERGA), which employs a suite of other classification algorithms includsignDeci
Trees, Extra Trees Classification, Random Forrest, Gradient Boost, and Gaussian Process Classification
for the purpose of maximizing predictive accuracy regarding the disease outcome (ICU-\GUnon
admission) for patients diagnosed with COXED

Results :This study analysed genetic variants in 204 patients, revealing individual variations ranging
from 40 to 161 variants per patient, with a total of 977 variants detected across the cohort. By
utilizing alphaindex, the 30 most critical variants wetidentified. Moreover, DERGA algorithm
defined the optimal pattern of these key variants, resulting in 97% accuracy for predicting disease
outcomes.

ConclusionThis study demonstrates the utility of the recently introduced alpidex in ranking a
substantial number of genetic variants. This approach enables the implementation of well
established classification algorithms from the field of machine learning, which are integrated through
a data ensemble refinement procedure. This procedure effectively dficiemtly determines the
significance and relevance of the genetic variants in predicting the admission of-C®p#bents to

the ICU, resulting in high prediction accuracy (97%).

~72~

14-17 September 202310" Aegean Hematology Oncology Symposiufistanbul



P3+#EDTADEPENDENT PSEUDOTHROMBOCYFORENCH.D WTH
VIRAL INFEG@IN: A CASE REPORT.
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Objective :Pseudothrombocytopenia (PTCP) is an invitro phenomenon that leads to spuriously low
platelet count (PLT) due to clumping. It occurs in blood samples, anticoagulated with
ethylenediaminetetraacetic acid (EDTA) or less commonly othercaatjulants.EDTFéependent

PTCP is immunologically mediated by class IgG, IgM or IgA antiplatelet autoantibodies against
platelet surface glycoproteins,that cause platelet clumping in the presence of the anticoagulant. It is
a rare phenomenon, most commonly found in adultsdamly occasionally in children, mostly in
association with viral infections or with certain medications. Although pseudothrombocytopenia, is a
benign finding with no clinical significance, it needs to be promptly recognised, as it may lead to the
performance of unnecessary tests, delay of surgeriesor incorrect/unsuitable treatments.Exclusion of
vonWillebrand disease (VWD) type 2B, is a caveat that should also be highlighted

Methods :We report a rare case of PTCP in a child-y&a8old female presented tthe emergency

department, with a 2day history of febrile gastroenteritis. Clinical examination was unremarkable.

/v]l3] o (HoO 0}} }uVvE ~& + «Z}A SZE}u } C38}% v] ~W>dAiiXiiil..o
within normal limits. Aperipheral bloodis E & A o W>d PPE P § « ~W>dEiiiXii
separate samples. Coagulation studies, as well as blood biochemistry were normal. Previous FBCs at

the age of 2 and 3yeatbo A E pPvE u EI o ~W>dW 106Xiiil...o v iTiXiiil
Despite regative family history of bleeding disorders, absence of bleeding diathesis, normalprevious

PLT counts, further tests were ordered to exclude von vWD type 2B, which were normal. As EDTA
dependent PTCP was suspected, further peripheral blood samples wemexy using alternative
anticoagulants [Heparin, Sodium Citrate, Efpladn, EDTA with Amikacin (5 mg/ml)].

Results The PLT count from tubes with citrate, EDTA+amikacin and heparin had platelet counts of
T1iXiiil...oU TAAXIiil...o v 60 Wihind dEmp%dn théAirst @uo. PLTs counts from

%0 |V d e+ u%o0 Juu ]33 0C Vv }v ZIUE %}*5 }oo 3]}v <Z}A W > |
respectively. A capillary blood smear (via fingerprick) revealed the presence of small PLT aggregates.

The diagnosi of EDTAnduced PTCP was suggested and the patient was discharged being clinically

well. The phenomenon was sustained in subsequent felipnexaminations: at first followp, 3

A le 08 EU W>d }uvs A« 0iXilil...oU A]3Z }viPpuNiii%e®UY YV <} U %0qu
collected in EDTA + amikacin tube. It completely resolved 4 months later, with a PLT count
J(T08Xiiil...oU Jv %0 ]Jv d 3p A]S3Z}us VvC OpuU%oeX

ConclusionEDTAdependent pseudothrombocytopenia is a rare phenomenon, especially tirehil

It should be considered in patients that present with isolated thrombocytopenia during an acute viral
infection, especially if they are previously healthy, have normal physical examination, and previously
normal platelet counts. Simple and nexpensve tests can confirm the phenomenon and avoid

invasive investigations, delays of life A]JvP ¢pEP] 0 % &} HUE U % E pvv o+ E
regular followup is recommended, until complete resolution. In equivocal cases, exclusion of von
Willebrand Diease type 2B is recommended.
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P38 EMDIN RELAPSE; AN&LE CENTER EXERRHEN THE ERA OF NOVEL
THERAES.

Konstantinos GiannakasStavroula DoungRodanthi FiorentzakjEvangelos
Asmanig Dionisios StoumpogVaria Kotsopoulou

Metaxa AnticanceHospital of Piraeus

Objective :Extramedullary multiple myeloma disease (EMD) refers to the presence of myeloma
related tumors or lesions outside the bone marrow, in areas such as soft tissues, organs, or other
parts of the body. Typically, multiple myeita primarily involves the bone marrow and bones
themselves, causing symptoms like bone pain, fractures, and anemia. However, in extramedullary
multiple myeloma, the cancerous plasma cells can also accumulate and form tumors in various
extramedullary siteswhich can lead to different symptoms depending on the location of these
tumors. Here we report 15 patients with EMD relapse during a five year span in our center.

Methods :Between 2017 and 2022 we studied 15 patients-§F1lyears old) that presented with
EMD in relapse. We recorded their age at the time of diagnosis, time to relapse, EMD localization,
cytogenetic risk, and lines of therapy before and after EMD.

Results All patients presented with osteolytic lesions and 5/15 had baseociated plasmacytomas

at diagnosis. Cytogenetic analysis was available for 11/15 patients, of which two were high risk and
nine were standard risk. With the exception of two patients thatipsked after 8 and 13 years
respectively, all other patients relapsed between a span e#83nonths from diagnosis, two of

them with minimal bone marrow involvement. At the time of relapse, 8/15 patients had bone
associated plasmacytomas, 5/15 had beasmciated and bonéndependent plasmacytomas and

2/15 had boneindependent EMD. Bonassociated sites included the skull, spinal cord, vertebrae,
pleurae, ilium, sacrum, femur and clavicles while bormependent sites included the
retroperitoneum, Gl tractspleen, lung, muscles and pleural effusions. 7/15 patients had received
ASCT. 6/15 patients had received only one prior line of therapy before experiencing EMD relapse,
2/15 had two prior lines, 3/15 had three prior lines and 4/15 had four or more lirighearapy.
Following EMD relapse, all of them received -@d®8 based regimens (either DVd,DKd,DVMP,DKPd

or IsaVCD) 7/15 patients received CIT (DCEP or VDT PACE with Daratumumab), 2/15 received XPO1
inhibitor and 2/15 received Belantamab mafodotin (eith@monotherapy or with pomalidomide).

1/15 patients achieved CR, 3/15 VGPR, 1/15 is in SD and 9/15 progressed during treatment and died,
while one patient was lost to followp. Not all patients received concomitant radiation therapy
(7/15).

ConclusionExramedullary multiple myeloma is considered a more aggressive form of the disease
compared to the more common form that primarily involves the bone marrow. It might be
associated with a poorer prognosis and may require different treatment approaches.naeat
options for extramedullary multiple myeloma may include chemotherapy, targeted therapies,
radiation therapy, and in some cases, stem cell transplantation. Still, there are no guideline
algorithms for EMD treatment. Nevertheless, we believe, baseduresults, that implementation

of novel therapies is imperative, thus highlighting the importance of prospective studies on EMD
treatment.
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P39 THE PROGNOETIGNHCANCE OF HYPERLEUKOGS ROIAGNOE
OF ACUTE MYHDOLEUKEM

C LalayannjSBountoura,V KanavgE PaphianoyA. PapalexandtjM. PapathanasioyA.
Marvaki,A SyrigoyG PapaioannoyA Atanasiadoyl. Sakellari

'G Papanikolaou General Hospital Haematology DepartsB&AL Unit

Objective :Acute Myeloid Leukemia (AML) with high white blood cell count is a medical emergency
with a high mortality rate and it has historically been associated with poor prognosis.

Methods :We retrospectively studied 555 patients with AML to examine the prognostice val
hyperleukocytosis, its correlation with early mortality and with other disease characteristics, clinical
and molecular.

Results :t EAiXiiil...> & ] Pv}e]e A e %@E « v3 ]Jv il % 3] ve ~Ti9+U 0i
with a median age 49 (1B3)yeardd AZ & «t DAIXiiil...> A o % @E « v3 Jv 887 % §]
197 female, median age 48 [I/y]). All patients received intensive chemotherapy. The same
percentage of patients in both groups underwent allogeneic transplantation in CR1 (HCT, 19% vs
20.5%U % AiX0ieX >, A e ZIPZ E Jv 8Z PE}u% }( % 3] v3+. A]3Z t ERiIX
868IU (1125136), compared to 307IU (986iie Jv 8Z PE}u% }( % 3] vie A]8Z t D
(p=0.04). Patients with hyperleukocytosis were in a significantly loaterdiagnosed with secondary

AML (AMEMR or tAML), 15% versus 31% (p<0.001). The-HIDI géhutation was present in 39% of

tested patients with hyperleukocytosis (33 of 84) compared to 17% (46 of 267) in patients without
hyperleukocytosis, p<0.0001. In addit, even though less patients were tested for NPM1 mutations,

we have observed a considerable correlation with hyperleukocytosis: 30/47 patients (64%) in the
PE}u% }(t EAiXiiil..o A Eepe 119 ~081i07 % 5] viee Jv 3Z PE}IU% }(
presence of a favorable/intermediate/unfavorable prognosis karyotype was analyzed: In patients
Al3Z ZC% @E&o pl} C8}e]e 8Z % E v3 P « A E ii91A691ii9 JE JvPoC!
patients the rates were 11%/65%/24% accordingly, with a statiltisggnificant difference in the

%o E ¢ V }(O pv( AYE o | EC}E3C% U %AIXiiioX A% ]J(( E v lv
chemotherapy was observed (TRM, 6% vs 4%, p=ns). Regarding the response to therapy, no
significant difference was observed in compleemission rates (74.1% vs 69%, p=ns), and in relapse

rates. Similarly, no significant difference was seen in survival: 4eab diseasdree survival (DFS)

rate was 31% vs 37.5%, p=0.2, and the overall survival (OS) rate was 33.2% vs 32.3%, p=0.77, in

% &] vEe A]§Z t EfAIXiiil..o v t DAIXilil..oU E +% &]A oCX dZ =« u
« §8]VvP 8Z oJuld }( t & fiXilil..>X A % &§] v« A E /£ ulv U %
TATXI111...0 ~{iiddiiiel...>X KvoC §Z % & « v  jqveH W Dé sigpiicarilyv %o

higher in these patients (42%, p=0.02). In addition, TRM was higher in this group (10%, p=0.016).
Conclusionin conclusion, hyperleukocytosis at diagnosis of AML did not prove to carry prognostic

value, probably due to the eexistance of favorable prognostic factors such as NPM1 mutations and
primary AML and rarely a poor prognosis karyotype.
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P40 ARCULAING MR-16 AND MR-21 LEVEUSI MULTPLE MYELOMA
(MM); PROGNOIT 3GNHCANCE ON SURML AND RESPONSE TO
LENAIDOMDETREATMENT.

Annita-loanna GkiokgMaria Tsota* Alexandros GkiokagChristina-Aggeliki
Mitropoulou?, Aikaterini Palaiokrass@Alexandros Alexandropoulogviavra Papadatou
Gigante,Vsiliki Bartzi,Aspasia KoudourtaMarina-Thomais TryfoyGeorge V
Dedousis*Marie-Christine Kyrtsonis*

First Department of Propedeutic Internal Medicine, Laikon General Hospital, National and
Kapodistrian University of Athen&)epartment of Nutrition and Dietetics, School of Health Science
and Education, Harokopio Universi#thens, Greece.

Objective :Despitesignificant advances in therapeutic options in MM, prognosis is still poor for
patients with particular characteristics, not categorized in the existing risk stratification models.
MicroRNAs are nenoding RNA class molecules that regulate gene expregsiedominantly post
transcriptionally and have shown significant value in the pathogenesis of MM. The aim of the current
study was to investigate the expression levels in serum of MM patients and their possible prognostic
significance.

Methods :We analged serum miR6 and miR21 levels in 48 newly diagnosed patients and in 35
relapsed/refractory MM (RRMM) patients before Lenalidomide/ Dexamethasone (RD) treatment, as
well as in 15 healthy individuals (HI). 42% were women and 58% men with median age(Gdge

40-85), 33% were ISS 1, 28% ISS 2 and 39 % ISS 3. Ig type was IgG in 46%, IgA in GB&tn Light
i69 v }8Z €& ]Jv 89X o]Jv] 0o Z E 3§ E]*8]+ v 0 }E S}EC 3§ 5. A
informed consent. Median Overall Survival (OBpatients was 68 months. Frozen sera from MM
patients and HI were used for miRNA detection, followed by-Riea¢ PCR. miRNA expression was
compared to exogenous caliR39-3p. Median value of miRNA levels was used for the survival
analysis. To explorthe value of difference between miRNA expression at diagnosis and at relapse
the ratio miR Relapse/ Diagnosis (Rel/Dx) was calculated. All statistical analyses were performed
using SPSS software (version 28.0, IBM, USA). A p value < 0.05 was definediealIgtaignificant.

Results Serum expression of miE6 and miR21 was significantly decreased in MM patients at
diagnosis compared to HI (mi® median 0.047 Vs 1.89 and r#R median 0.051 Vs 1.59,

% ®D®TX11ieX /[ % E -4plando2iexmessjqn béfbre RD initiation treatment were also
significantly dowrregulated compared to healthy individuals (iR median 0.100 Vs 1.89 and miR

21 median 0.143 Vs 1.59, p<0.001). Improved OS was observed in patients with lowld levels
(p=0.024).1 RRMM patients, serum miR levels correlated with ISS (r=0.468, p=0.018), response

§} 3CE 3u v3 ~HsPWZe. ~EAIXdATU % AiXiide v u EP]v ooC A]3z ,
Serum miRL6 levels above two (>2) in RRMM patients was associated wigiomes to treatment

~HWZs ~EAIXSTOU % ATXiAX ZES]PJA( UZHTe A » «]PV](] v30C ¢} ] &
Reponse (p=0.027), while ratio of miR Z ol £ }A 1 ~Hie A« ¢} 18 A]3Z d]u
Treatment (p=0.042). Relapse to RD afiérmonths was significantly correlated to both serum miR

16 Rel/Dx (p=0.001) and m#R Rel/Dx ratio (p=0.038).

Conclusionin summary, miR6 and miRR1 were significantly dowregulated in serum of MM
patients. Serum mi6 levels showed prognostic sificance of overall survival in newly diagnosed
MM patients. Both miRl6 and miR1 correlated with disease characteristics and response to
treatment. *Equall contribution
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P41} SOLUBLE CD163: A PBBEE SURVAL PREOTORN
MYELOPRCRERAIVE NEOPLASMS

Alexandros Alexandropouloginnita Gkioka Alexandros GkiokagMavra
Papadatou,Vasiliki BartziAspasia KoudourtaMaria Tryfou,Niki KafasiMarie Christine
Kyrtsonis

'Laikon General Hospital, National and Kapodistrian University of Athens

Objective : Tumor s} ] & U E}%Z P « ~d De[¢ Z A v *Z}Av 38} %0 C
pathogenesis and prognosis of myeloproliferative neoplasms. However, leveraging this prognostic
value in a routine clinical setting is challenging. Measurement of soluble products obphage

activity, such as sCD163, can bridge that gap and provide us with an additional tool to assess

%0 S] vSe[ }uS }u X

Methods :30 patients with a median age of 70, diagnosed with various myeloproliferative neoplasms

(PV =3, ET=15, MF=7, ET to MF m@egjon =3 and MDS/MPN=2) had their frozen sera measured
guantitatively for soluble CD163 after informed consent, and compared with 20 healthy individuals.
Measurements were done by ELISA (Bucs Z~ YH vS]<u]v o }E JvP 8} §Z u vu(
instructions. The median value was used as the-daffitpoint. Values above the median were
considered high. Median survival of the cohort was 55 months (rarg@B83 Statistical analysis was
performed with the SPSS v.26 software.

Results The median sCD163 was 267/pg/ml (1183197286) in healthy individuals, 21626 pg/ml
(1977626596) in PV, 24913 pg/ml (166928726) in ET, 30135 pg/ml (196d4pper undetectable

level) in MF, 29516 pg/ml (283438742) in ET to MF progression, and finally 30386 pg/ml (28966
31806) h MDS/MPN. Taking the cohort as a whole, a high value of sSCD163 was statistically significant
in predicting poor overall survival (p<0.0001), with the myelofibrosis patients having the strongest
correlation.

ConclusionOur preliminary findings suggestsgt EAJA o u El E (}E 01 Jv DWE[+XX D}

needed to elucidate the mechanisms of action in the bone marrow microenviroment that promote
MPN clone survival and expansion.
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P42 THE ANICAL &SNHCANCE OF PLATELET MARKERBIBRBHOLOGY
ON VAROUS ISEASES

Panagiotis ChristodoulotSpyridon AlexisMaria Kasti,Georgios DimakopouldgAndreas
Gribaviotis,Anargyros Symeonidis

'Medical School of Patras, haematology department, MD, Phd reseatitetical School of Patras,
haematology department, PhD Researchiktedical School of Patras, haematology department,
MD, “University of loannina, MSc in statistitdedical School of Patras, Professor of haematology,

MD

Objective :We have conducted a prospective epidemiological study on the potential clinical
significance of platelet markers and how the process of megakaryocytopoesis might be associated
with either the inflammatory process or the presence of a neoplastic disorderg@alrwas to take

full advantage of the results taken by a simple blood test analysis so as to facilitate the diagnosis and
prognosis of disease.

Methods :We have analyzed 1110 samples of patients who were being treated in five general
hospitals of Westar Greece. The samples were chosen randomly with a goal to reach a fair amount
in certain disease categories and a control group of 103 healthy subjects. The samples were analyzed
in Sysmex XN 2000 automatic haematological analyser. All of the samplessiagred (May
Grunwald Giemsa stain) so as to observe the morphology of platelet cells.

Results Both the platelet number and all the three markers are strongly correlated (p=0) between
the three age groups (185, 4665, >65). The same result was foundhie comparison of patients

with normal platelet count, thrombopenia and thrombocytosis (p=0). Both three platelet markers
were strongly correlated (p=0) in comparison with microscopic morphology (large platelets). Last but
definitely not least, platelet@unt (p=0,036), MPV (p=0,029), PDW (p=0), PLCR (p= 0,015) are strongly
correlated with the presence of disease in comparison with the control group. The same results were
found in the analysis of the samples with abnormal values of MPV, PDW and PLCR.

Concusion: The study of the morphology of platelets seems to confirm our working hypothesis as
high percentages of the presence of both elevated platelet markers and large (activated) platelets
are found in the disease group compared to the group of healthiepis (in which the existence of
morphological findings was patrticularly low). It seems that the study of the markers, especially in
association with the image from the microscope, can hint to the presence of a disease, so further
associations with spedifdiseases must be made.
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P43 EVALUAIDN OF 26S PROTEASOMBWTYIN PATENTS WH
MYELODYSPLASTSYNDROMES

Georgios Kalampouniad heodosia AndroutsopoulovKalliopi ZafeiropoulogPanagiotis
Katsoris,Argiris Symeonidis

‘Department ofBiology, University of Patra&eneral University Hospital of Patras, University of
Patras

Objective :Proteasome inhibitors are a group of drugs targeting the Ubigqitioteasome System,

the main protein degradation pathway utilized by both, normal axaghcer cells. Cancer cells rely

heavily on this pathway to replace damaged, misfolded or excessive amount of proteins, as a result

of rapid biosynthetic rates, metabolic dysregulation, as well as of elevated Reactive Oxygen Species

levels, that lead to th accumulation of oxidized peptides. Altough impairment of the proteasome

function is an effective treatment for many hematological malignancies, such as multiple myeloma,

Waldenstrom's macroglobulinemia and mantle cell lymphoma, there is no clear evittescopport

their administration to patients with Myelodysplastic Syndromes (MDS). MDS are a group of clonal

hematopoietic sterrcell disorders, characterized by ineffective hematopoiesis and an elevated risk of

transformation to acute myeloid leukemia (AMLThe ineffectiveness of proteasome inhibitors in

patients with MDS is currently being investigated, though it is not clear whether they rapidly develop

resistance to the drug, or the proteolytic activity of the proteasome is constitutively lower in these
oo*U SZpue+ o]Ju]s]vkP 8z EuUP[e §Z E % pS] (( 8¢X dZ %ol E %o}

Chymotrypsidike activity of the proteasomethe main type of proteasomal enzymatic proteolytic

activity - in patients with MDS and correlate it with the pg vs[e E]+l }( Alou3]}v $}A E

transformation.

Methods :Patients with MDS, healthy donors, AML patients (as a positive control for high
proteasomal activity) and lymphoma patients without bone marrow infiltration were recruited and
grouped accordig to IPSS score into Lower Higherrisk groups (Each group contains 10 subjects).

The Lowetrisk group included patients with IPSS scores-df 8nd the Higherisk group included

% 5] v3e A]SZ /WAN o« JE « }( HIXAX W E]% PBE®Cs) arul}Bon® Majrow o E
Mononuclear Cells (BMMCs) were isolated from the peripheral blood and from bone marrow
aspirates, respectively. The samples were analyzed using Western Blot Analysis and
Immunocytochemistry to assess the expression of the proteasemepv]s tAiU AZ] Z ]* §Z % E]
subunit responsible for the Chymotrypdike activity of the proteasome. Another portion of each

cell sample was lysed, and the extract was incubated with the proteasome fluorogenic substrate
peptide LLVVAMC to fluoromérically measure the proteasome activity. The study was approved by

the University General Hospital of Patras IRB (17956/20020). All patients signed a written
informed consent before their participation in the study.

Results Concerning chymotrypsilike activity, the lowefrrisk group exhibited significantly lower

values on the peripheral blood as compared to the higligk MDS group, and the same was also

observed on the bone marrow aspirates. Notably, the proteolytic activity of laigkrpatientswas

also lower compared to healthy subjects. In addition, Western blot analysis and
Juupv} €38} Z u] o <3 JvlvP E A 0o Z]JPZ & A %E <+]}v o A o }( §Z
higherrisk patients on both PBMCs and BMMCs. Between healthy subjects wadrisk patients,

v} ¢]PVv](] v8 Z vP ¢ v 8Z E% E <*]J}v }( SZ % E}S }u tiA e

Conclusion:K A E ooU 3§Z &E tA ey pv]S % E}S Jv u C }uvs (}E §7Z
activity these patients exhibit and therefore tieeffectiveness of proteasorrgeting therapies.
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