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OBJECTIVE: Patients diagnosed with hematologic malignancies constitute a particularly vulnerable
population that has been severely affected by the corona-virus disease 2019 (COVID-19) pandem-
ic. Formal trials of SARS-COV-2 vaccines excluded these patients whereas prospective observational
studies suggest inferior responses to vaccination. The aim of this systematic review and meta-anal-
ysis is to evaluate the efficacy of the vaccination against SARS-COV-2 in patients with hematologi-
cal malignancies.

METHODS: A systematic review and meta-analysis was performed in accordance with the Preferred
Reporting Items for Systematic Review and Meta-analysis (PRISMA) guidelines. Scientific literature
databases (Pubmed, Embase, and Scopus) were systematically searched until January 30, 2022.
Random-effects (DerSimonian-Laird) models were used to estimate pooled Effect Size (ES) and
Relative Risk (RR) of vaccinated patients and healthy controls that seroconverted. The cut-off val-
ues of each individual study were used to define a positive humoral response to vaccination against
SARS-COV-2.

RESULTS: Sixty studies were included with a total number of 11916 patients. Among patients with
hematological malignancies, 41% [95% (CI): 0.33-0.50] developed antibodies against SARS-COV-2
after the first dose of the vaccine and 62% [95% (Cl): 0.57-0.67] after two doses of the vaccine.
Respectively, 90% [95% (Cl): 0.82- 0.96] of the healthy participants produced a sufficient amount of
antibodies against SARS-COV-2 after the first dose of the vaccine and 99% [95% (CI): 0.97-1.00] fol-
lowing full vaccination. The Relative Risk (RR) for immunoconversion was calculated; RR: 0.48 [95%
(C1): 0.97-1.00] and 0.59 [35% (CI): 0.53- 0.66] for first and second vaccine dose, respectively. The
factors that may affect this reduced immune response, such as type of hematological malignancy,
type and time intervals of treatment and the administered vaccine type were analyzed as indepen-
dent risk factors for impaired immunoconversion. Subgroup analysis showed that factors with a sta-
tistically significant impact on seroconversion include the type of malignancy: multiple myeloma:
(RR: 0.41 [95%Cl: 0.25-0.67] and RR: 0.81 [95%Cl: 0.74-0.88]) after first and second dose of vac-
cine respectively, non-Hodgkin lymphoma (RR: 0.62 [95%(Cl: 0.46-0.82]), chronic lymphocytic leu-
kemia (RR: 0.54 [95%Cl: 0.44-0.66]), active treatment at the time of vaccination (RR: 0.49 [95%(Cl:
0.40-0.59]), treatment with monoclonal antibodies (RR: 0.58 [95%Cl: 0.41-0.81]), treatment with
immunomodulators (RR: 0.85 [95%(Cl: 0.74- 0.97]), treatment with anti CD20 monoclonal antibod-
ies (RR: 0.16 [95%(Cl: 0.09- 0.28]), autologous stem cell transplant (RR: 0.87 [95%Cl: 0.82- 0.94]),
treatment with Bruton Tyrosine Kinase inhibitors (RR: 0.22 [95%Cl: 0.13- 0.37]), CAR-T cell thera-
py (RR: 0.44 [95%(Cl: 0.22-0.88]) and chemotherapy (RR: 0.75 [95%CI: 0.60- 0.94]). Differences in
seroconversion rates were also found among different vaccine types: AZD1222 (ES: 0.47 [95%ClI:
0.24- 0.71]), BNT162 B2 (ES: 0.63 [95%Cl: 0.56- 0.69], mRNA-1273 (ES: 0.72 [95%Cl: 0.57- 0.85]).
CONCLUSION: Results of the meta-analysis show that patients with hematological malignancies
develop antibodies against SARS-COV-2 at lower rates compared to healthy population. The factors
that were shown to affect immune response could be further used to implement a personalized vac-
cination schedule according to each patients' hematological disorder and therapy scheme.
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OBJECTIVE: The optimal time interval between the booster COVID-19 vaccination doses remains
under question. The purpose of this study was to examine the kinetics of SARS-CoV-2 neutralizing
antibodies (NAbs) after vaccination with the BNT162 b2 mRNA vaccine for a period up to six months
after the third vaccination (booster dose). The potential impact of gender, age, and body mass in-
dex (BMI) on NAbs level was also investigated.

METHODS: This study enrolled healthy participants who were vaccinated with three doses of the
BNT162 b2 mRNA vaccine. NAbs were measured using FDA-approved techniques on the first day
(immediately before the first vaccination), one week later (day 8), on the day of the second vacci-
nation (i. e., day 22), two weeks (day 36), one month, three months, six months, and nine months
after the second dose, and at one month, three months, and six months after the third dose of vac-
cine. None of the participants was tested positive for COVID-19, therefore NAbs values reflect im-
munization dynamics.

RESULTS: Overall, 100 healthy participants were included in the study. The median age was 51
years, the median BMI was 26.0 kg/m2, and the male-to-female ratio was 1: 1. NAbs levels in-
crease and then decrease after each vaccination dose. However, after the third dose, the increase
in NAbs is very rapid, whereas the decrease is much slower compared with the results after the
second dose. The median NAbs titers six months after the third dose (M6 P3 D) were 95.5%, which
was lower than the median values for M3 P3 D (97.2%) and M1 P3 D (97.8%). These two differenc-
es (M6 P3 D vs. M3 P3 D, M6 P3 D vs. M1 P3 D) were found to be statistically significant (p-values <
0.001). It is noteworthy that the inhibitory titers on M6 P3 D remained very high (95.5%) compared
to the M6 median values (57.3%) (p < 0.001). It is worth noting that NAbs values six months after
the third vaccination were comparable only to those two weeks (median 96.5%) and one month
(96.3%) after the second vaccination. The higher NAbs titers after the third dose compared with
those after the second vaccination were also reflected in the higher proportions of participants
with moderate, high, or very high protection. Specifically, six months after the third dose, 96% of
subjects had inhibition levels above 50% and 75%, estimating that they were moderately or highly
protected. One and three months after the third vaccination, the corresponding percentages were
100% in both cases. Interestingly, six months after the second dose, 60% of the subjects had NAbs
greater than 50% and only 20% of the participants managed to enter the high protection range. No
statistically significant differences were found with respect to gender, age and BMI in the develop-
ment of NAbs against SARS-CoV-2 in all time points.

CONCLUSION: In conclusion, these results indicate the sustained humoral response against SARS-
CoV-2 in healthy individuals even at 6 months following the first booster dose of BNT162 b2. Our
data advocate for an extended time between the first and the second booster dose. A shorter in-
terval can be considered for immunocompromised patients and the elderly, depending on the ep-
idemic dynamics.
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OBJECTIVE: Patients with B-cell malignancies have suboptimal immune responses to SARS-CoV-2
vaccination and are a high-risk population for severe COVID19 disease. Recent data in patients
with chronic lymphocytic leukemia (CLL), Non-Hodgkin's lymphoma (NHL) and Waldenstrém mac-
roglobulinemia (WM) report less effective humoral responses following vaccination against SARS-
CoV-2, as reflected by low titers of neutralizing antibodies (NAbs).

METHODS: We evaluated the effect of a third booster BNT162 b2 vaccine on the kinetics of anti-
SARS-CoV-2 neutralizing antibody (NAbs) titres in patients with B-cell malignancies. Patients with
NHL (n=54) Waldenstrém's macroglobulinemia (n=90) and chronic lymphocytic leukemia (n=49)
enrolled in the ongoing NCT04743388 study and compared against matched healthy controls. The
blood collection schedule for this clinical investigation was as follows: on day 1 (D1) before the
first vaccination, at three weeks (i. e., day 22 prior to the second dose), one month (D50) and three
months (3 M) post second dose, and one month post the third vaccination (1 MP3 D).

RESULTS: A total of 193 patients who received three doses of BNT162 b2 mRNA vaccine were in-
cluded in the study; patients with non-Hodgkin lymphoma (N=54), chronic lymphocytic leukemia
(N=49), and Waldenstrém macroglobulinemia (N=90).. The median age of the entire patient cohort
was 73 years, and almost equal numbers of men (47.2%) and women (52.8%) participated in the
study. All patient groups had significantly lower NAbs compared to controls at all time points. One
month post the third dose (M1 P3 D) NAbs increased significantly compared to previous time points
(median NAbs 77.9%, p <0.05 for all comparisons) in all patients. NAbs>50% were seen in 59.1%
of patients, 34.5% of patients with suboptimal responses post-second dose, elicited a protective
NAb titre 250%. The increase in median NAb titer from before the third dose to one month post the
third dose was significant in the CLL (34.06% vs 76.17% p=0.001) and WM (25.31% vs 82.22%,
p<0.001) subgroups, but not the NHL subgroup (18.5% vs 31.56%, p=0.062). Active treatment, rit-
uximab and BTKi treatment were the most important prognostic factors for a poor NAb response at
1 MP3 D; only 25.8% of patients on active treatment had NAbs >50%. No significant between group
differences were observed.

CONCLUSION: In conclusion, our study demonstrates that a third BNT162 b2 booster dose in pa-
tients with CLL, WM and less so NHL, improves the humoral response against SARS-CoV-2, as re-
flected by an increase in NAbs 1 month following the booster dose (median NAb 77.9%1 MP3 D).
Across all patient groups, approximately 34.5%% of patients with a suboptimal response 1 month
after the second dose, had a protective NAb titer of > 50% 1 month following the booster dose. As
expected, antibody titers were lower compared with controls of similar age and gender at all time-
points (NAbs >50% seen only in 59.1% at 1 MP3 D) as humoral immune responses are poorer in
patients with underlying B-cell hematological malignancies.
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P20. ORAL ANTIVIRALS AGAINST SARS-COV-2 ARE HIGHLY EFFECTIVE IN PA-
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OBJECTIVE: Patients with multiple myeloma (MM) and COVID-19 have often severe clinical course
and high mortality rates (~25%), due to the concomitant disease and treatment-related immu-
nosuppression. Beyond supportive care, antiviral drugs, including molnupiravir and the ritona-
vir-boosted nirmatrelvir, have been licensed for the treatment of high-risk COVID-19. Although
available evidence supports the use of antivirals in patients with SARS-CoV-2 to prevent severe dis-
ease, relevant data on MM patients is scarce. This prospective study investigates the effect of the
aforementioned antiviral agents on COVID-19 severity and mortality in patients with MM.
METHODS: Consecutive patients with MM and COVID-19 were prospectively enrolled in the study,
which started in February 2022. All patients had a positive PCR test for SARS-CoV-2. The patients re-
ceived either ritonavir-nirmatrelvir or molnupiravir, according to the national guidelines. Treatment
with antivirals was initiated during the first five days from COVID-19 symptom onset in patients
without need for supplemental oxygen. All patients were at high risk for severe COVID-19 disease
due to the underlying MM. Baseline demographic and clinical characteristics, as well as levels of
neutralizing antibodies (NAbs) were collected and compared. The effect of different treatments on
COVID-19 severity and mortality were examined.

RESULTS: A total of 64 MM patients infected with SARS-CoV-2 were included; 34 (53%) received
ritonavir-nirmatrelvir and 30 (47%) molnupiravir. There was no difference in median age (65+10
vs 62+10 years, p=0.387), gender (44% vs 50% females, p=0.638), body weight (79+14 vs. 75+16
kg, p=0.255), or any other baseline medical condition (p>0.05 for all comparisons), between the
ritonavir-nirmatrelvir and the molnupiravir group, respectively. All patients were fully vaccinated
(three doses of mRNA vaccines) against COVID-19. Moreover, NAbs titers before the infection were
similar [median (IQR) 82% (28.5-95.5) vs 78.5% (20.5-95.25), respectively, p=0.544]. Regarding
COVID-19 severity, the two groups did not differ significantly in terms of patients with severe symp-
toms requiring hospitalization [2.9% vs 6.7%, for ritonavir-nirmatrelvir vs molnupiravir, respec-
tively, relative risk (RR) 0.44, 95%Cl 0.04-4.63], need for tocilizumab (2.9% vs 6.7%, respective-
ly, p=0.48) or corticosteroids (2.9% vs 6.7%, respectively, p=0.48). The outcome was also simi-
lar when comparing patients with severe/moderate COVID-19 between the two groups (11.8% vs
10.0%, RR 1.18, 95%Cl 0.29-4.84, respectively). Finally, mortality was similar for the two groups,
reaching 2.9% for patients on ritonavir-nirmatrelvir and 3.3% for those on molnupiravir (RR 0.88,
95%Cl 0.06-13.50).

CONCLUSION: In conclusion, ritonavir-nirmatrelvir and molnupiravir are highly effective in pre-
venting severe disease in MM patients with COVID-19 and we suggest that all myeloma patients
who are affected by SARS-CoV-2 should start antiviral treatment within five days of diagnosis.
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P21. cOVID-19 SECONDARY COLD AGGLUTININ SYNDROME
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INTRODUCTION: COVID-19 is a global pandemic triggered by the severe acute respiratory syn-
drome-coronavirus 2 (SARS-CoV-2). The autoimmune hemolytic anemia (AIHA), including cold ag-
glutinin disease (CAD), is greatly affected by COVID-19. Infection, such as the Epstein-Barr virus
(EBV) or Mycoplasma pneumonia, and Cytomegalovirus (CMV) can all contribute to the develop-
ment of CAD (1-4). Herein, we report a patient with CAD associated with COVID-19 in whom anemia
improved after intravenous immunoglobulin (IVIG) therapy.

CASE REPORT: A 50-year-old male patient with refractory acute lymphoblastic leukemia without
comorbidity was admitted to the hospital to receive remission induction therapy. Laboratory re-
sults on day 46 of consolidative FLAG- IDA regimen revealed anemia with disproportionately low
hematocrit and elevated mean corpuscular hemoglobin concentration. An analysis of a blood sam-
ple that had been pre-warmed to 37 °C produced hematocrit and mean corpuscular hemoglobin
concentrations that were proportionate to the measured hemoglobin. Laboratory data were no-
table for hemoglobin 6.3 g/dL, hematocrit 7.7%, indirect bilirubin 0.23 mg/dL, lactate dehydroge-
nase 269 U/L, haptoglobin 235 mg/dl. The white blood cell count was 7.05 x10"3/uL (neutrophils
88.2%, lymphocytes 1%) and the platelet count was 27 x1073/uL. Other data were ferritin 5315
pg/L, D-dimer 3040 pg/L FEU, and C reactive protein 115 mg/L. Further evaluations revealed a 4+
(high titer) cold agglutinin antibody, and a 3+ direct antiglobulin test. We investigated the under-
lying cause of CAD and the patient’s Covid-19 test was positive. The patient received 400 mg/kg of
IVIG therapy for 5 days and his hemoglobin level improved gradually.

CONCLUSION: Due to molecular similarities, SARS-CoV-2 infection can cause autoimmunity and
break immunological tolerance. It is possible that the production of pre-existing cold agglutinins
and autoantibodies against RBCs is enhanced by COVID-19 (1-4). COVID-19 can cause AIHA, includ-
ing CAS. Further prospective studies with larger numbers of patients are needed to assess the ben-
eficial effect of IVIG therapy (1-4).

REFERENCES: 1. Cabo J, Brochier A, Saussoy P, van Dievoet MA, Capirchio L, Delire B, et al. Positive
direct antiglobulin test in COVID-19 patients: Decision-making process. Transfus Clin Biol [Internet].
2021; 28 (4): 414-9. Available from: https://doi. org/10.1016/j. tracli.2021.05.010. 2. Tsukamoto
Y, Umeda M, Muto Y, Sugimoto T, Yamauchi M, Ando K, et al. Severe Anemia Due to Cold Agglutinin
Syndrome in a COVID-19 Patient with IgM Monoclonal Gammopathy of Undetermined Significance
Successfully Treated with Corticosteroids. Intern Med. 2022; 61 (11): 1789-93. 3. AL HM, Gareeb |
Al, Kaushik A, Kujawska M, EL G, Batiha S. Hemolytic anemia in COVID - 19. Ann Hematol [Internet].
2022;(0123456789). Available from: https://doi. org/10.1007/s00277-022-04907-7. 4. Lazarian
G, Quinquenel A, Bellal M, Siavellis J, Jacquy C, Re D, et al. Autoimmune hemolytic anemia associat-
ed with COVID-19 infection. Br ) Haematol. 2020; 190 (1): 29-31.
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OBJECTIVE: In the recent years procalcitonin (PCT) has emerged as a useful biomarker for the di-
agnosis of sepsis and bacterial infection. Inflammatory markers such as C- reactive protein (CRP)
and ferritin are elevated in the majority of patients with Hodgkin Lymphoma (HL), a finding that
may cause diagnostic problems and unnecessary delay in treatment initiation. However, an ongo-
ing infection very rarely coexists with HL at the time of diagnosis. PCT levels might be helpful in
differentiating bacterial infection from non-bacterial inflammation. So far there are no other pub-
lished studies evaluating serum PCT in previously untreated patients with HL.

METHODS: In order to assess whether and to what extent the underlying chronic inflammatory
condition in HL is associated with elevated PCT levels, we recorded serum PCT levels as well as oth-
er routine inflammation markers in newly diagnosed HL patients. Values <0.50 ng/mL were con-
sidered as normal. Values between 0.10 and 0.50 were considered as normal but detectable, while
values <0.10 were considered as clearly normal and undetectable. Serum PCT levels were consid-
ered elevated if exceeded the cut-off value of 0.50 ng/L.

RESULTS: Among 137 patients diagnosed with HL and treated in our unit between April 2010 and
August 2015, 55 had B-symptoms (40%), ESR was =50 mm/h in 77/130 (59%) and 116 patients
(85%) had elevated CRP; the median CRP was 38.1 mg/L (range; 2.97-328.0). The median serum
ferritin was 154.1 ng/ml (range; 7-6709) and leukocytosis (WBC =15 x109/L) was recorded in 20
(15%) patients. Serum PCT levels were normal in the vast majority of the patients [clearly normal/
undetectable 94/137 (68.5%) and normal/ detectable 41/137 (30%)] with median value <0.10
ng/ml (<0.10-15.90). Only two patients had elevated PCT levels (1.5%). Patients who had serum
PCT<0.10 ng/ml had lower median CRP [25.75; range (2.97-203.0)] compared to patients with PCT
20.10 ng/ml who had median CRP of 92.50 mg/L (range; 3.34-328.0; p<0.001). Almost all patients
(40/41, 97.6%) with detectable PCT levels had also elevated CRP. Compared to patients with nor-
mal/undetectable levels, those with PCT 20.10 ng/ml had more frequently advanced disease stage
(83%), B symptoms (73%), ESR =50 mm/h (82%), anemia (81%), hypoalbuminemia (90%), leuko-
cytosis (27%) and higher serum ferritin, haptoglobin and a2-globulin levels.

CONCLUSION: This is the first study showing that the inflammatory condition characterizing HL is
not associated with meaningful serum PCT elevations, although CRP levels were elevated in 85% of
the cases. Only extremely active disease may cause mild PCT elevations, but the frequency of this
phenomenon does not exceed 1%. Consequently, normal serum PCT levels may rule out the diag-
nostic possibility of occult infection in HL patients, thus preventing extensive infection work-up,
which may further delay treatment initiation.
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P23. A CASE REPORT ALONG WITH LITERATURE REVIEW ON PROLONGED
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INTRODUCTION: Diffuse large B-cell lymphoma (DLBCL) is a highly aggressive type of non-Hodgkin
lymphoma with heterogeneous molecular signature and lethal outcome if left untreated. On the
other side, the potential risk of tumor necrosis factor-a inhibitors (anti-TNFa)-associated lymph-
oproliferative diseases (LPDs) has been extensively studied in rheumatoid arthritis and Crohn's
disease. As a result, a heterogeneous spectrum of iatrogenic lymphoplasmacytic proliferations
evolving to lymphomas thatmay be developed after immunosuppresion for autoimmune disorders
is described in the WHO classification. However, the association of psoriasis with lymphoma devel-
opment, especially in the era of novel biologic agents (NBA) has not been clearly elucidated.
CASE REPORT: Herein, we describe a rare case of psoriasis patient having been treated with inflix-
imab and cyclosporine that developed DLBCL with multiple dismal prognostic characteristic sand
presented to our department for a second opinion, having been already programmed for immu-
nochemotherapy. Interestingly in this case, the “rather accidentally” withdrawal of immunosup-
pression as the patient was seeking for a second opinion led gradually to spontaneous remission
of this unfavorable and aggressive disease. However, while close follow-up had been decided over
systemic therapy for this patient, lymphoma relapsed with the same features 3 years later, follow-
ing treatment with apremilast and leflunomide due to clinical exacerbation of psoriasis. Then, stan-
dard immunochemotherapy for DLBCL was administered leading to disease remission along with
complete metabolic response until now, having been maintained for 2 years.

CONCLUSION: Only ten such cases of LPD following NBA treatment have been described in the sci-
entific literature so far. Notably in our case, the fact that the patient remained 3 years disease-free
avoiding the toxicity of chemotherapy as well as the complete and sustained metabolic response
having been achieved after standard chemotherapy for DLBCL, both strongly supportthat NBA with-
drawal under very close monitoring could be a logical therapeutic approach even in patients with
aggressive LPD with unfavorable prognostic features.
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INTRODUCTION: In the 2016 WHO classification of lymphoid neoplasms HGBL was defined as a separate en-
tity, classified into double/triple-hit lymphomas and HGBL not otherwise specified (HGBL-NOS), which do not
carry combined c-myc and bcl-2 and/or bcl-6 rearrangements and usually have the morphology of HGBL-
DLBCL/BL. HGBL frequently presents with extranodal and bone marrow involvement, but rarely with frank
leukemic picture. We report a case falling to the very uncommon category of frankly leukemic HGBL-NOS.
CASE REPORT: In May 2019 an 81-year old male presented with left-sided hearing impairment due to a 4.3
x4.0 cm nasopharyngeal mass. Biopsy indicated a B-cell neoplasm, CD20+, PAX5+, bcl-2+, bcl-6+, MUM-
1+, c-myc+(95%), Ki67 60%. Laboratory testing revealed lymphocytosis, elevated LDH and B2-microglob-
ulin levels and chronic renal disease (creatinine 2.1 mg/dl). Peripheral blood smear showed 50% atypical
blastoid cells with basopbhilic cytoplasm, fine chromatin and nucleoli. Bone marrow biopsy demonstrated
90% infiltration by a blastoid B-cell population (non-GCB phenotype, c-myc 90%) with myc but not bcl2
rearrangement by FISH. CT/MRI staging was negative and the diagnosis of stage IVA HGBL-NOS was estab-
lished. Medical history included diabetes mellitus type 2, coronary heart disease/ bypass graft, heart fail-
ure and chronic kidney disease. Prephase with prednisone and cyclophosphamide was initially adminis-
tered. Afterwards, we adopted an unpublished “mini" R-da-EPOCH version at 50% of initial doses, based on
the R-mini-CHOP experience and the escalation rules of the original R-da-EPOCH. Six cycles were adminis-
tered with a 25% dose increase at the 3 rd and 30% at the 4 th cycle, followed by two additional rituximab
infusions and intrathecal CNS prophylaxis. End-of-treatment restaging demonstrated complete remission
which lasted for almost 12 months, when metastatic lung cancer was diagnosed and the patient passed
away soon later.

CONCLUSION: This report aims to present an exceptionally rare case of HGBL-NOS with leukemic involve-
ment and c-myc rearrangements, in the context of t(8; 14) without BL morphology and a non-GCB phe-
notype. Given the localized nasopharyngeal presentation and the normal haemoglobin/platelet levels, the
frank leukemic picture was totally unexpected and the morphology was impressive, mimicking acute leu-
kemia. HGBL prognosis is poor and intensified immunochemotherapy is mandatory. Given the advanced age
and serious comorbidities, effective anti-lymphoma treatment was a challenge. The oldest patients in R-da-
EPOCH trials were 86-88 years old, however, disturbed renal function was always an exclusion criterion. In
addition, full-dose R-da-EPOCH administration appears risky in very elderly, at the same time that R-mini-
CHOP is a standard of care for very elderly DLBCL. Moreover, starting from R-mini-CHOP, very elderly patients
might tolerate carefully escalated R-CHOP doses. Thus, in this patient, we started with 50% of dose level 1
and adopted an individualized dose escalation process. Despite age and serious comorbidities he tolerated
some extent of dose escalation and unexpectedly achieved a complete remission, which was sustained for
at least one year and might correspond to cure for this aggressive disease. Further to the exceptional leuke-
mic presentation and morphology associated with this rare histology, this case illustrates the potential for
cure in leukemic HGBL-NQS, which justifies individualized moderately intensive chemoimmunotherapy even
in very elderly patients with severe comorbidities, given that there is no viable alternative.
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INTRODUCTION: Intravascular Large B-Cell Lymphoma (IVLBCL) is a very rare subtype of lympho-
ma and is characterized by obliteration in the lumen of small and medium sized blood vessels. Its
annual incidence has been reported as less than 0.5/1,000,000. Central Nervous System (CNS) and
skin involvement is more common, but infiltration can be detected in all extranodal organs and tis-
sues. We aimed to present our case who was diagnosed as Primary Central IVLBCL while investigat-
ing the etiology of cerebrovascular event

CASE REPORT: A 48-year-old female patient with no known systemic disease other than hyperten-
sion was admitted to the neurology department with the complaints of balance disorder, weakness
on the left side, and speech disorder. It was learned that the patient had been examined with sim-
ilar complaints 1 month ago, the etiology of cerebrovascular event could not be determined, and
she was followed up with the initiation of antiaggregant treatment. Simultaneous hemorrhagic and
ischemic areas in different localizations were detected in cranial imaging. Considering the prelim-
inary diagnosis of vasculitis and gliomatosis cerebri, a brain biopsy was performed from the right
temporal region. Short-term pulse steroid was administered while waiting for the biopsy result.
While CD20, bcl-2, Bcl-6, c-MYC, KI-67: 95% was found positive, Cyclin D1 was found negative in
the patient's brain biopsy material. A diagnosis of IVLBCL was confirmed with the biopsy result. The
patient was transferred to the hematology inpatient unit. Lymphadenopathy and hepatospleno-
megaly were not detected in the patient who was somnolent and had left hemiplegia on physical
examination. Cerebrospinal fluid (CSF) involvement was not observed in the CSF cytology of the pa-
tient. No disease infiltration was observed in bone marrow aspiration and biopsy. The patient treat-
ed with 2 courses of rituximab, idarubicin, ARA-C, methotrexate (R-IDARAM protocol) and intrathe-
cal methotrexate, ARA-C were administered. Autologous stem cell transplantation was planned,
stem cell mobilization was performed at the end of the 2 nd course of treatment and 4.93 million
stem cells were collected. 41 Gy cranial radiotherapy (CRT) was applied to the patient whose CNS
involvement continued after chemotherapy. After discharge, no residual lesion was observed in the
cranial magnetic resonance imaging. Regression of the previously detected vasogenic edema and
ischemic areas were also observed. The patient is still being followed in remission and autologous
stem cell transplantation planned.

CONCLUSION: IVLBCL is a very rare lymphoma subtype. The mean age at diagnosis is 60, and the
ratio of male to female is similar. Although the survival time is limited to months, it has been re-
ported that 3-year survival is high in those who have received autologous stem cell transplanta-
tion. Since it is very rare, there is no common opinion on the treatment procedure. Methotrexate-
containing regimens are used in patients with central nervous system involvement. Our patient
was diagnosed at the age of 48 and was evaluated as a classical variant. Clinical and radiological
complete response was obtained after 2 courses of R-IDARAM protocol and CRT.
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OBJECTIVE: Recently, FDA issued regulatory approval for the innovative monoclonal antibody-cy-
totoxin conjugate Belantamab Mafodotin (Belamaf), which targets the B-cell maturation antigen
(BCMA) and is indicated for relapsed and treatment-refractory multiple myeloma (RRMM) patients.
In vitro evidence supports that Belamaf contributes to the depletion of aberrant plasma cells
through a multimodal mode of action; this includes the rapid intracellular release of Belamaf's cy-
totoxic component, monomethyl auristatin F (MMAF), resulting in direct cell killing or the induction
of immunogenic cell death (ICD). In this study we analyzed the mechanism of action of Belamaf
in vivo. For this, we determined the levels of three ICD markers, high-mobility group box 1 protein
(HMGB1), calreticulin (CRT) and the immunopotent fragment of prothymosin a [proTa(100-109)],
in the peripheral blood of newly diagnosed MM (NDMM) patients treated with Belamaf.

METHODS: Fifteen transplant ineligible NDMM patients were administered Belamaf as part of the
induction scheme, which also included lenalidomide and dexamethasone. Peripheral blood sam-
ples were collected before and 24 h post Belamaf infusion. The concentration of HMGB1 was deter-
mined in patients’ serum with a commercially available highly-sensitive ELISA (Cloud-Clone Corp.)
and the levels of ProTa(100-109) were estimated in patients' plasma with an in-house developed
competitive ELISA. The expression of CRT was evaluated on circulating plasma cells (CTCs) with
flow cytometry, by adding an APC-conjugated rabbit anti-human CRT antibody (EPR3924, Abcam)
and its relevant isotypic control, to a multiparametric panel containing fluorochrome-conjugated
antibodies against human CD38 (FITC; Cytognos), CD45 (PerCPCy5.5; Becton-Dickinson, BD), CD56
(PE; Cytognos), CD138 (BV421; BD) and CD19 (PeCy7; Beckman Coulter). In total, 2 x106 peripheral
blood cells/sample were analyzed.

RESULTS: The concentration of HMGB1 in patients’ serum showed a 3-fold increase 24 h after
Belamaf administration (mean value prior and post Belamaf 63 ng/ml and 172 ng/ml, respectively;
P<0.0001). The levels of ProTa had a clear tendency of increase (mean values 2.6 ng/ml prior vs.
3.2 ng/ml post Belamaf), though the differences did not attain statistical significance, probably due
to the limited number of cases analyzed. In all but one patient, Belamaf treatment resulted in the
significant decrease of CTCs by approximately one logarithmic unit, within 24 h following adminis-
tration. In the vast majority of patients, the ratio of the mean fluorescent intensity (MFI) of CRT to
the relevant MFI of its isotypic control on CTCs was 1.5-2-fold higher after Belamaf administration,
showing that the remaining CTCs expressed higher levels of CRT on their cell surface. Interestingly,
patients with a better 3-month response to induction therapy (very good partial response or bet-
ter) had more profound evidence of ICD than those with partial response, and could be sufficient-
ly clustered together in a PCA model including HMGB1 and ProTa ratios (concentrations post/pre
Belamaf administration).

CONCLUSION: Belamaf is an effective drug against BCMA-expressing cells with promising potential
for use at various lines of MM treatment. Our study provides clear evidence that Belamaf rapidly (at
24 h) promotes in vivo the ICD of myeloma cells and supports an association between the intensity
of ICD induction with the subsequent response-to-treatment.
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OBJECTIVE: The apparent heterogeneity of multiple myeloma (MM) necessitates the identification
of novel biomarkers with a strong prognostic value. The presence of circulating tumor cells (CTCs)
in newly-diagnosed MM (NDMM) patients has been proposed as a valuable prognostic biomarker.
Nevertheless, current methodologies reported to date, yielded heterogeneous results due to vari-
ations in their detection efficacy. The purpose of this study was to evaluate the characteristics and
prognostic value of CPCs utilizing highly-sensitive next-generation flow (NGF) cytometry, capable
to detect aberrant plasma cells (APCs) at the level of 2 x10-6.

METHODS: Peripheral blood (PB) and matched bone marrow (BM) samples from 525 NDMM pa-
tients were prospectively evaluated with NGF for the presence of aberrant plasma cells (APCs) ac-
cording to the Euroflow guidelines. The median limit of detection (LOD) for all samples analyzed
was 2.2 x10-6. The levels of CPCs were correlated with various baseline clinical prognostic param-
eters, including the cytogenetic status and the ISS stage. The prognostic impact of CTCs on subse-
quent disease progression was estimated with log-rank test. Multivariate analysis was performed
with Cox-proportional hazard model. The median follow-up period since the time of CTC evaluation
was 42 months (range: 3-66 months).

RESULTS: CTCs were detected in 468/525 (89.1%) samples [range 0.0002% - 63.8% of peripher-
al blood nucleated cells (PBNCs)]. The majority of patients with detectable CTCs (402/468; 86%)
showed a matched phenotypic profile of aberrant plasma cells in PB and BM. However, 66/468 pa-
tients (14%) had phenotypic discrepancies and had significantly higher levels of CTCs than those
with a phenotypic agreement at the two sites (0.03% vs. 0.01%; P=0.008). Higher CTC numbers
(>0.1% of PBNCs) correlated with increased BM infiltration, ISS-11I stage and high-risk cytogenetics
(P<0.0001). Inversely, the lower presence of CTCs (<0.001% of PBNCs) correlated with decreased
serum B2-microglobulin, higher hemoglobin levels and an elevated BM normal plasma cell com-
partment (R2=0.84; P<0.0001). No association was detected between CTC numbers and the ther-
apeutic response to induction treatment. However, patients with CTCs 20.02% had a 2.2-fold high-
er risk of subsequent progression which was independent from ISS stage, induction regimen and
baseline cytogenetics (HR: 2.4, 95% Cl: 1.65-3.57; P<0.001).

Conclusion: NGF enables the detection of rare CTCs in NDMM, many of which would have been
falsely missed with a lower sensitivity approach. The increased levels of CTCs have a negative
prognostic impact on subsequent relapse, which stands independent from other established
prognostic factors. Therefore, it is highly recommended that the evaluation of CTCs is includ-
ed for the establishment of improved risk-stratification models.
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OBJECTIVE: Plasma cell infiltration percentage of the bone marrow constitutes a diagnostic crite-
rion of multiple myeloma (MM), nonetheless its prognostic value remains indeterminate and prob-
ably insignificant in the era of novel prognostic factors and therapies. However, the bone marrow
plasma cell (BMPC) percentage before and after autologous transplant has been recognized as a
prognostic factor for disease progression and survival. Moreover, BMPC percentage > 60% rep-
resents a marker for high-risk smoldering MM and a criterion for treatment initiation.

METHODS: We evaluated the prognostic significance of BMPC percentage in 345 newly diagnosed
patients with MM, 154 female and 191 male, with a median age of 65 (29-88) years. Monoclonal
paraprotein was of IgG class in 216 (62.6%), IgA in 70 (20%), IgD in 1 (0.35), light-chain MM in
35 (10%), and non-secretory MM in 23 (7%) patients. Sixty one patients (18%) had renal failure
(creatinine > 2 mg/dl). All patients had a bone marrow aspirate result, whereas 228 (66%) had an
additional bone marrow biopsy result (BMB). There was a profound correlation between the BMPC
percentage of aspiration and BMB (p=0.01). In 28 cases the infiltration percentage was underesti-
mated with aspiration over biopsy, whilst the opposite occurred only in 4 cases

RESULTS: The 5-year overall survival (0S) was 55% and median survival was 65 months (95%(ClI
56-73.7). Patients with less than 50% marrow infiltration demonstrated advanced survival rates
compared to patients with BMPC >50% (median 0S 85 vs 48 months respectively, p <0.001). The
prognostic value of the BMPC percentage was more obvious in patients with minimal marrow in-
filtration rate: patients with BMPC <25% showed a survival advantage against those with 25-70%
and >70% rates (median 0S not reached vs 60 vs 53 months respectively, p=0.004). In a multi-
variate analysis, the BMPC percentage at diagnosis was not an independent prognostic factor for
progression free (PFS) and overall survival (0S). The latter was significantly influenced solely by
lactate dehydrogenase (LDH), age, disease stage, and renal failure. The BMPC percentage was sig-
nificantly related to albumin levels, hemoglobin, LDH, disease stage (p<0.001 for all) and renal
failure (p<0.005).

CONCLUSION: In conclusion, the BMPC percentage, even though it does not constitute an inde-
pendent prognostic factor in MM, it provides useful information about its diagnosis and prognosis.

Posters 87



P29. MEASURABLE RESIDUAL DISEASE (MRD) - BASED RESPONSE ONE
MONTH (+1 MO) POST AUTOLOGOUS STEM CELL TRANSPLANTATION (ASCT) IN
MULTIPLE MYELOMA (MM) PATIENTS - A SINGLE CENTRE EXPERIENCE

Vasiliki Douka, Panagiotis Dolgyras, Michail Iskas, loannis Batsis, Kyra - Alkistis
Panteliadou, Anastasia Athanasiadou, Georgios Papaioannou, Chrysanthi Vadikoliou,
Rita Avramidou, Maria Moutsiana, Aliki Tsompanakou, loanna Sakellari

Department of Hematology and Bone Marrow Transplantation Unit, G. Papanikolaou General
Hospital, Thessaloniki, Greece

OBJECTIVE: MRD study +1 mo post ASCT in MM patients.

METHODS: MRD available data of consecutive MM patients who underwent ASCT during 2020-2022
in our centre were analysed. Undetectable MRD was defined as presence of less than <1 x10-5 cells
with next-generation flow cytometry (NGF). Analysis was performed according to EUROFLOW pro-
tocol

RESULTS: We studied 15 male and 13 female MM patients, median age 53 (31-66) years-old, di-
agnosed with MM type IgG, IgA and light-chain (16, 6 and 6 patients, respectively). ISS and R-ISS
at diagnosis was |, I, lll'in 7, 10, 6 and 9, 9, 3 patients respectively. ISS was not available in 8 pa-
tients. Extramedullar plasmacytoma was present in 6/28 patients at diagnosis. Cytogenetic data
was available in 26/28 patients. Normal karyotype was detected in 21 patients. The rest 6 patients
had complex karyotype, 2 of them hypodiploidy and 4 hyperdiploidy. Regarding FISH assessments
4/24 patients had del17 p, 3/19 had del1 p/add1 q and 4/17 had t(4; 14). No one had t(14; 16) or
t(14; 20). 17 p aberration was combined with additional high-risk abnormalities in 4 patients. More
specifically, complex karyotype was detected in 2/4 patients, t(4; 14) in 2/4, 1 p/1 q in 2/4. One
patient had hypodiploidy concomitantly with 17 p, 1 p kai t(4; 14) and presence of extramedul-
lar plasmacytoma. High-risk cytogenetics were detected in 9/27 patients. Induction regimen with
VCD was administered in 12 patients, VTD on 11, VRD in 2 and Dara-VTD in 2 patients. In 2/11 VTD
and 1/2 VRD patients were switched to VCD due to intolerance. Four out of 12 VCD patients did not
achieve VGPR. Thus, two patients were switched to VRD, one to KRD and one to DaraRd. A total of 9
(5-16) treatment cycles were administered. Patients received 3.92 x106 (2.00-9.33)/kg BW CD34+
autologous stem cells infusions. Neutrophil and platelet engraftment occurred within 11 and 12
days respectively. Disease status pre-transplant was CR/VGPR/PR in 7/15/6 patients. Three pa-
tients relapsed during a median follow-up of 10 (1-33) months. More specifically, a male patient
with multiple high-risk features relapsed in 4 months post ASCT, one more female also with high-
risk features in 17 months and a male standard-risk patient in 30 months. MRD assessment was
available one month (+1 mo) post ASCT in 26/28 patients, +6 mo in 8 patients, +12 mo in 4 pa-
tients and +18 mo in 5 patients. Pre-ASCT MRD was available in 11/28 patients; only 2 were MRD-
undetectable. One-logarithm level MRD decrease was achieved in 4 patients and two-logarithm
decrease in 2 patients post-ASCT. 4/9 patients with high-risk cytogenetics were in CR pre-ASCT.
Remarkably, 8/9 patients of this group had undetectable MRD +1 mo post-ASCT; the ninth patient
was lost to follow-up. Three out of the rest 18 standard-risk patients were in CR pre-ASCT and 7/17
achieved MRD-undetectable disease +1 mo post-ASCT.

CONCLUSION: Despite the limited patient number of the cohort, it is confirmed that ASCT deepens
disease response in MM patients. Undetectable MRD is feasible even in high-risk patients. Further
follow up is required to extract safer conclusions regarding the sustainability of undetectable MRD
in these high-risk patients.
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OBJECTIVE: Patients with newly diagnosed multiple myeloma (MM), who are eligible for autolo-
gous stem cell transplantation (ASCT), are usually treated with induction therapy followed by ASCT
and lenalidomide maintenance until disease progression or unacceptable toxicity. Both bone mar-
row and imaging sustained minimal residual disease (MRD) negativity are significant prognostic
factors for both PFS and 0S, but yet, they are not used for treatment decisions. A notable propor-
tion of patients on lenalidomide maintenance will remain progression-free in the long-term. In this
context, it is important to define the optimal duration and the criteria to discontinue maintenance
safely.

METHODS: In this prospective cohort study, we included patients with newly diagnosed MM from
January 1 st, 2016 to December 31 st, 2019, who received induction treatment and subsequently
underwent ASCT followed by lenalidomide maintenance. MRD status was evaluated in patients who
had achieved stringent complete remission (sCR) at 6, 12, 24, and 36 months after the initiation
of maintenance. MRD samples were evaluated by next generation flow according to the EuroFlow
guidelines. Patients who had at least 3 consecutive MRD negative results and had completed 36
months of maintenance, underwent a PET/CT scan. Those with negative PET/CT discontinued lena-
lidomide maintenance and MRD was performed every 6 months thereafter. In case of MRD conver-
sion from negative to positive and/or relapse from sCR the patient restarted lenalidomide mainte-
nance.

RESULTS: Overall, 151 patients received induction with proteasome-inhibitor-based regimens (VCD
or VRD) and underwent ASCT. During a median follow-up of 60.5 months (range 47-74 months), 44
(29.1%) patients had disease progression and 20 (13.2%) patients died. Out of 107 patients who
did not progress or die, 34 (31.7%) patients achieved sustained bone marrow MRD negativity and
imaging MRD negativity at 3 years and thus they discontinued lenalidomide maintenance, accord-
ing to study schedule. Their median age at MM diagnosis was 56.5 years (range 43-64). Twenty
(59%) patients were males, whereas 19 (56%) had 1gG, 9 (26%) had IgA and 6 (18%) had light-
chain MM. Six months after discontinuation of lenalidomide maintenance, all evaluable patients
(n=21) were found to be MRD negative, while 12 and 18 months post-lenalidomide discontinuation
82% of patients continued to be MRD negative. Two patients restarted treatment with lenalidomide
monotherapy after converting from MRD negative to MRD positive at 12 months following the initial
completion of maintenance. Both patients remain MRD positive and have no evidence of disease
progression at 8 months after lenalidomide restart.

CONCLUSION: We conclude that sustained MRD negativity at 3 years post-ASCT and lenalidomide
maintenance might help in the decision to stop maintenance treatment, although this has to be
proven in prospective randomized clinical trials. Close follow-up with consecutive MRD testing can
trace an early myeloma relapse.
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OBJECTIVE: Data on the frequency of skeletal-related events (SREs) in patients with newly diag-
nosed multiple myeloma (NDMM) at a population-based level in the era of novel agents are rather
scarce. In this context, we evaluated the incidence of SREs among NDMM at the time of diagnosis
and at the time of first relapse and their impact on survival outcomes. Furthermore, we investigat-
ed the correlations among SREs, imaging pattern according to baseline magnetic resonance imag-
ing (MRI), patient, disease and treatment characteristics, and their impact on patient prognosis.
METHODS: This is a prospective, observational study conducted at a single center from 2012 to
2020. The inclusion criteria included: (i) adult patients with NDMM; (ii) patients receiving first- and
second-line therapy with novel agents including proteasome inhibitors, immunomodulatory drugs
and anti-CD38 monoclonal antibodies; (iii) patients with available MRI examination at baseline. The
primary end point of the study was the evaluation of the incidence of SREs at diagnosis, and their
impact on survival. Secondary end points included: (i) distribution of different types of SREs at di-
agnosis and during first or second relapse; (ii) possible correlations between the incidence of SREs
with disease and patients’ characteristics.

RESULTS: Overall, a total of 370 patients with available baseline MRI were included. Among them,
200 (54%) were males and 99% were Caucasian. The median age at diagnosis was 65 (range 31-
92). One third were categorized as ISS stage 1 (34%), one third as ISS stage 2 (35%), and another
third as ISS stage 3 (31%). A total of 214 patients (58%) had IgG myeloma subtype, 90 patients
had IgA (24%), and 62 patients had light-chain myeloma (17%). The majority of participants (n =
220, 60%) had ECOG performance status (PS) 0 or 1 at diagnosis. One hundred and twenty patients
(n = 120, 32%) were classified as capable of only limited self-care or were completely disabled
(ECOG PS: 3-4). Interestingly, this was mainly attributed to myeloma bone disease complications
(105/120 patients). Overall, 294 (80%) of the patients presented with at least one lytic lesion ac-
cording to the imaging assessment at baseline with either whole body X-rays or whole body low
dose computed tomography at diagnosis. Among them, 208 (56%) presented with at least one SRE
at diagnosis. Fractures were the most common reported SRE (48%). The incidence of SREs at di-
agnosis was higher in patients with osteolytic lesions, abnormal MRI pattern, hypercalcemia, and
at least 60% bone marrow infiltration by plasma cells. Importantly, the patients with normal MRI
pattern, who did not present with SREs at diagnosis, had statistically significant improved median
0S in comparison with the patients who had abnormal MRI pattern and/or presence of SREs at di-
agnosis (9.3 versus 6.6 years, p = 0.048).

CONCLUSION: In conclusion, our study showed that SREs are frequent at the time of MM diagnosis
and may have a prognostic value in combination with baseline MRI findings. Early detection of my-
eloma bone disease and tailored patient management are essential to optimize patient outcomes.

90 Posters



P32. EXTRAMEDULLARY PLASMABLASTIC PLASMACYTOMA OF THE GALLBLAD-
DER. CASE REPORT AND REVIEW OF THE LITERATURE

Mariam Markouli', Alexia Saridaki?, Nora-Athina Viniou', Nefeli Giannakopoulou’,
Eleftheria Lakiotaki®, Panagiotis Diamantopoulos'

" First Department of Internal Medicine, National and Kapodistrian University of Athens,
School of Medicine, Laikon General Hospital, Athens, Greece; * Department of Surgery, Eu-
roclinic, Athens, Greece; > Department of Pathology, National and Kapodistrian University
of Athens, School of Medicine, Athens, Greece

OBJECTIVE: Multiple myeloma (MM) is the most common primary bone-originating tumor, where-
as extramedullary plasmacytoma (EMP) is a plasma cell tumor that arises outside the bone and
is most commonly found in the head and neck area. Gastrointestinal and particularly gallblad-
der involvement is exceedingly rare and symptomes, if any, are usually similar to those seen with
cholelithiasis. EMPs are cytomorphologically divided from mature to atypical, plasmablastic, or an-
aplastic neoplastic cells and treatment options usually include surgical resection and/or systemic
therapy.

METHODS: In this report, we present a rare case of plasmablastic EMP that was incidentally found
on computed tomography (CT) in an asymptomatic patient with only mild right upper quadrant and
epigastric tenderness on physical examination. A cholecystectomy was performed with histopa-
thology showing infiltration of the gallbladder by a lamda-chain monoclonal population of CD138+,
CD79+, CD56+, CyclinD1+ and IgA+ plasma cells, with a significantly elevated Ki67 index of 98%.
An additional fluorodeoxyglucose-positron emission tomography (FDG PET)-CT that was performed
due to the onset of left thigh pain also demonstrated a bone plasmacytoma. Further bone marrow
(BM) workup did not show evidence of MM. The patient was started on daratumumab, bortezomib,
lenalidomide and dexamethasone (DVRD regimen), while also being scheduled for autologous stem
cell transplantation. After his fourth treatment cycle a repeat PET-CT showed partial remission of
the femoral lesion and no signs of BM involvement or recurrence in the gallbladder. This rare case
prompted us to conduct an extensive search of the existing literature concerning extramedullary
plasmatocytomas of the gallbladder. A total of 14 cases were identified, which were analyzed, in
order to present the diagnostic, therapeutic, and prognostic features of the disease.

RESULTS: The majority of patients were male (64.2%), with a median age of 66 years and common
presenting symptoms included abdominal pain in 64.2%, jaundice and/or nausea in 21.4%, while
7.1% (1) was completely asymptomatic, similarly to our case. Half of all patients had concurrent
MM, but only one had a plasmacytoma with plasmablastic cytomorphology, like our patient with a
Ki67 index of 50%. Concerning treatment, 57.1% were treated with cholecystectomy, 14.2% with
chemotherapy following cholecystectomy, 21.4% solely with chemotherapy and 7.1% solely with
radiation therapy. Death occurred in 14.2% and tumor remission in 85.7% of cases (at the time of
case presentation).

CONCLUSION: Lastly, we point out the distinct features of the extremely rare plasmablastic cas-
es, compared to more mature EMP subtypes. Most notably, plasmablastic EMP may be challenging
to differentiate from gallbladder lymphoma, has a higher proliferative index and worse prognosis
compared to mature EMPs, thus demanding a more aggressive treatment approach.
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GENERAL INFORMATION
9th AEGEAN HEMATOLOGY ONCOLOGY SYMPOSIUM (AHOS 2022)

The 9th AHOS 2022 will be held from Thursday, September 15th to Sunday, September 18th 2022 in Chios, Greece
at Chandris Hotel, www.chioschandrishotel.gr

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

The official language of the Symposium is English.

The Symposium will be accompanied by a major exhibition where pharmaceutical and/or equipment/device industries
will display relevant products and therapeutic developments.
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MEETINGS & EVENTS

22 Feidippidou st 11527 Athens-Greece L.0.V.L, Tourism & Organization
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daratumumab subcutaneous

oTNTA
ue vIrodopla xopnynon 3-5 min

&

AlyOTEQEG KAl AiyOTELO 0OPAPES IRRS”
o€ oLYKPIoN UE TNV evOoPAERIa xoprynon'

*IRRs: Infusion Related Reactions

BonBrore va yivouv Ta pdpuaxamio aogalj kat
Avagépere

OAEZ Tig avemBUpINTEG EVEpYELEQ Yia
OMTa

BipAioypagia ‘wépuaka
Supminpdvovag Ty «KITPINH KAPTA»

1.Mateos MV, et al. Lancet Haematol. 2020;7(5): €370-e380. doi: 10.1016/$2352-3026(20)30070-3.
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Aed@OPOG Elprivng 56, 151 21, Mevkn, A8rva, TnA.: 210 8090000, www.janssen.com.gr daratumumab subcutaneous




¥ DARZALEX"

daratumumab subcutaneous

ONOMAZIA TOY PAPMAKEYTIKOY ITPOIONTOX
DARZALEX 1 800 mg evéotpo didhopa

IMOIOTIKH KAI TOXOTIKH XYNOEXZH
Kdbe @roridio evéoyov dohdpatog tov 15 ml nepiéyet 1 800 mg daratumumab (120 mg dara-
tumumab avd ml).

To daratumumab givan éva avBpdmvo povokrovikd IgG 1k avticopa évavit tov aviyovov CD38,
70 onoio mapdryeTal o€ KuTTOPIKT oEd Onhaoticdy (Qobikn Kivelikod Kpikntov) pe yprion tg
TEyvoLoYiag avaouvdvaspévor DNA.

‘Exd0y0 pe yvoot dpdon

Kdbe graridio evéorpon drekdpatog tav 15 ml mepiéyet 735,1 mg copPreoing (E420).

DAPMAKOTEXNIKH MOP®H
Evéowpo didhopa. To Sidhopa givar dravyég £og 1pidilov, dypopo éog kitpvo.

KAINIKEEX TAHPO®OPIEZ
OepamevTikég evdeilelg

Holhamhody poédopo
To DARZALEX evdeikvotan:

* 6& GLVOVAOHO pe hevahBopidn ko de&apebalovn 1 pe Poptelopipmn, peoahdvn kot Tpedvilovn
v Bepomeio evhkov aobevav pe veodiayvootey moihamhodv puihopa, ot omoiot dev givat
KOTOAANAOL Y10 (VTOROYY HETAUOGYEVST UPYEYOVOV CHOTOMTIKGOV KVTTAP@V.

o€ GLVEVOGHO pe Boptelopipmn, Bokidopidn ko deéapedalovn yio ) Bepaneio evihikov aobeviov

* e veodryvachév modhanhobdv pékopa, otomoiot givat katdhAniot yio avToLoYN HETANOGYEVOT
APYEYOVOV CUOTOMTIKAY KVTTAPEMV.

o€ ouVdVaopO pe hevaldopidn kot debapebalovn, i Poprelopipnn kon defopebalovn, yo
Oepancio evijikov aobevdv pe ToAamhodv puéhopa, ot omoiot xovv AdBet Tovkdyiotov pio
mponyovpevn Bepaneia.

* ¢ ouvdvaopd pe mopohdopidn kot defopebalovn ywo ™ Bepoameio evihikov acbevdv pe
ToAAOmAOVY pHoéAmpa, ot omoiot £ovv AdPet pia Tponyoduevn Oepansia mov mepterpave Evav
AVOOTOAEN TPOTERCMHOTOS Kat Aevahadopidn kot frav avbektikol ot Aevakidopidn, 1 ot omofot
£youv Lafet tovhdyiotov dvo Tponyodueves Bepameieg mov Tepieldpfavav kevaldopidn kot Evav
AVOOTOAEN TPOTEACMHOTOS Kat EXOUV EPQaVioel eEEMEN TG VOGOV Katd T didpKetd 1) HeTd Ty
tehevtaio Oepaneia.

* o¢ povobepameio. yia v Bepomeion evihikov acBevav pe vrotpomdlov kat avhekTikd
morhomhovv poéhopa, v omoiev M mponyoduevn Bepomeio mepielduPave Evav avaoTorén
TPOTEACOUATOG KAL VOV GVOSOpPLBIIoTIKG TapdyovTa Kat ot omoiot £xovv epgavicet e&Ehén
G vOo0 pe T Tedevtaia Oepaneic.

Apvlotidoon ehagpdv akicewy (AL)
To DARZALEX evdeikvotar o€ 6uvduaoid pe kukhogmoeapidn, Boptelopipmn kot deapedalovn
vt Bepameio evihikov aobevdv pe veodiayvacbeicn cvotnuatiki AL apvroeidoon.

Avtevdeilerg
Yrepevaionoia o dpactikh ovoia 1 o€ KGmoto and To £k30)0.

Ewwkég mposrdomorijoeis kar mpoguraserg katd ) yprion

Iynlaoipomra
TIpoketpévoy va Bektiobel n yvnhaopdmTa TV POAOYIKOV QUPHOKEVTIKOY TPOIOVIOV, TO
VoL Kat 0 aptBpoG TAPTIBAG TOV OPTYOVHEVOL QUPHAKOL TPETEL VO KATAYPAPETOL LE GOPTVELD.

Zyenlopeve v £yy001 aVTISPAGEL

To DARZALEX evéowpo didivpa yio vodopia xprion pmopei vo mpokaréoet Puptis popeng
ko ooPapés IRRS, copmephapPovopevoy avagulakTikdV avidpaoemv. Te KAvikég HEAETES,
nepimov 10 9% (74/832) twv acbevav epgdvicay IRR. Ot mepiocotepes IRRS epgaviotnray petd
mv pdT éveon ke firav Babuod 1-2. IRRs otig endpeves evéselg tapatpninkav oto 1% tov
aobevav (Bréne moplypago Avembopnteg evépyetec).

0 didpeoog ypdvog émg v eppavion IRRs petd mv éveon tov DARZALEX fjtav 3,2 dpeg (ebpog
0,15-83 dpeg). H mhetoyneia tov IRRs epoaviomkav mv nuépa e depomeiog. Oyipov tomov
IRRs gpgpaviomkav oto 1% 10V acbevdv.

Ta onpeio kot Ta ovprtdpate tov IRRs propei vo mephapPavovy avemveuotikd GOUTTOpATE,
Omeg pviky copedpnon, Briye, epediopd tov Aorpod, edlepyn pitdo, cvprypd, kabdg ko
mopegia, Bopakikd Ghyos, Kvnopo, piyn, éueto, vavtia kot vrotaon. Exovv avapepbet coPapés
avudphoelg, omog Ppoyydomucpos, vmo&ie, Svomvolw, vmEpTacn Kot Tovkapdic (PAéme
Topypapo AvemOvpTeG EVEPYELEQ).

Ot aobeveig Oa mpénel va hapPavouv TPOKATAPKTIKY QUPHOKEVTIKY AY®YT HE OVTUGTOUVIKG,
AVTITOPETIKG Kot KOPTIKOGTEPOEISY), Ve apakorovBodvron kot va LapPdvovy cupBovkés oyetikd
e 1ig IRRs, 1diog kot ) didpkea g TpdTng Kot g Sedtepng veong Kot petd amd antéc.

Edv napovotactel avaguioktiki avtidpaon 1 omentich yo m on (Babpod 4) avtidpaon, Ha
npémel va. EeKva apéong katdAnin enciyovoa wrpiki epovtide. H Oepomeio pe DARZALEX 6o
TPEMEL VoL SIOKOTETON (ipes Kot opoTikd (BAéne mapdypopo Avievdeitels).

Ta ™ peioon tov Kvdbvov epeaviong oyipev IRRs, Ha mpénet va yopnyoldviat and 6TopATOG
KOPTIKOGTEPOEIST) 68 Ohovg TOVg aobeveis petd v éveon tov DARZALEX. Ztovg aobeveig
HE 10TOPIKG YPOVIOG OMOPPUKTIKAG TVEVHOVORADEWNG EVOEKETIL Vo amouTodvIal EMTAEOV
QUPHOKEVTIKG. TPOTOVTEL PET TNV EVEST) Y10 TV OVIIHETOMION TOV AVOMVEVGTIKAOV EMTTAOKOV.
Qa mpémel va eEETALETOL TO EVOEYOHEVO YPHONG PUPHAKEVTIKAV TPOTOVTMV petd T éveon (T,
Bpoyeiog kat pakpag dpdong BpoyyodlacTaATKG Kot EI6TVEOHEVE KOPTIKOGTEPOELDN) Y10 aobevels
HE YPpOVIC ATOPPOKTIKY TVELHOVOTADEL.

Ovudeteponevia / Opopfonevia

To DARZALEX pmopei va evioydoet v ovdetepomevia kot t Opopfonevia mov mpokaiovvia
and v vrokeipevn Oepaneia (BAéne mapdypopo AvembOpunTeg EVEPYELES).

Qu mpémel vor mapakorovdeitan mEPOSIKE N yevikn e&étaon aipotog Kot T Sidpkeln g

Bepomeiog COPPOVE [LE TIG GUVTAYOYPAPIKEG TANPOPOPIEG TOV TUPELOVTOL 0T TOV TAPUGKEVAGTY
10V vrokeipevoy Bepomeidv. Ot aobeveis pe ovdetepomevio Ba mpémer v mopakorovBovvron
v onpeio hoipméng. Evdéyetan vo ypetaotei kabuotépnon mg yopfiynong tov DARZALEX
TPOKEWEVOD VO EMTPATEL 1) GTOKATAGTOON TOL GPBHOD TOV KUTTAP®V TOV aiportog. Ze
acBeveis pe yapnhotepo copatikd fapog mov Aappdvovy o veodopio okevacue DARZALEX,
mopotnpifnkay  VYNAGTEPH. TOGOGTH OvdeTEpOTEVinG. Q06T0G0, OVTO dev GYETIOTNKE e
VyMAdTEPE T0G0GTE GoPupdv Aodéemy. Agv cuvietdtor kopie peiowon g ddong TovL
DARZALEX. E&etdote 10 £vdg)opevo vmootipiéng pe petayyioeig 1 avéntikoig mapiyovtes.

Enidpoor £61] dokipacia avricpaipivng (éupeon dokipacio Coombs

To daratumumab cvvdéetar 6to CD38 mov Ppioketar ot yapmAa eninede ot £puOpa apocaipte
(RBC) kat propei va odnyfoet oe Betiko amotéeopo omv éupeon dokipacio Coombs. To
Tpokahodpevo amd to daratumumab Betikd anotéheospa oty Eupeon dokipacio Coombs pmopel
VO TOPOPEIVEL YW0L £0G Kat 6 pveg PeTd v tekevtaio yopiiynon tov daratumumab. Tpémet vat
onpeiwdei 611 1 ohvogon tov daratumumab ot RBC pmopei vo ovykohoyel myv avigvevon
AVTIGOPATOV 68 Mdooova avtyove 6tov opd Tov acbevovs. O mpoadlopiopog T opddag
aipatog ABO kat Tov omov Rh tov acBevoig dev emnpedlovial.

Mpw and v évapén e Bepanciog pe daratumumab ot acbeveis Ha mpémet vo vrofaikoveat
og EheYY0 TG Opadeg aipatog Kabmg kat aoh0ynon Mg TPOg TNV TAPOVGIH OVIICOUATOV.
Mpw amd v évapén g Oepaneiag pe daratumumab pmopet vo e€etactel 0 evdeyOpEVO
PUIVOTLTLKOD TPOGBLOPIGHOD GOUPWVOL HE TNV TOMKY TPOKTIKY). O YOVOTUTIKOG TPOGLOPIGHIG
Tov gpubpokuttdpov dev emnpedletar omd to daratumumab kou pmopei vo Sievepynbet
OTOLONTOTE GTIYMT).

TNV TEPINTTOON TPOYPUPMUATIGHEVNG HETAYYIONG O{MaTOG, B0t IPETEL Ve EVIUEPOVOVTL TOL KEVTPQL
HETGYYIoMG GYETIKG PE TNV EMIGPACT) AVT) GTIG EMHEGEG OOKIPAGIEG AVTIGOAPIVIG. AV omonTeitan
EMENYOVTIOG PETAYYION, PTOPOVY Vo Yopnynbodv pn doctavpmpéve g tpog ABO/RhD-cupfatd
RBC 60pQva e TIg TPAKTIKES TG TOMKNG TPAmEL0S oipaTog.

Emidpacn 6Tov mpocdioptoud g mi)pong avtemokpiong

To daratumumab givan évo avBpdmvo povokkovikd avticopa IgG kdme, 1o omoio pmopel
vo aviyvevdel o appotepes TG dokaoies NAeKTpoEOpNoNg TPTEVOY 0pod (SPE) Kkat
avocokabirwong (IFE) mov ypnoiponoodviar yio v KAk mopekoiodfnon mg evdoyevoig
M-mpoteivg. Avt 1 nidpaon HTopel VoL ETNPEAGEL TOV TPOGIHIOPIGHO TG TAPOVG AVTATOKPLOTG
Kot mBovdG TG EMBEIVOONG TG VOGOL GE OPIGHEVOLG 060eVES pe TpoTeivn poehmpatog IgG kama.

Emavevepyonoinen tov 100 mg nratindag B (HBV)

Enavevepyomoinam tov 100 g Nratitdog B, ot opiopéveg mepurtdoets pe davatnpopo ékPaon,
£yel avagepbel oe acbeveis mov Elafav Bepomeio pie DARZALEX. ‘Eheyyog yio HBV 0o mpémet
Vo TpaypaTonoteital g Ghoug Tovg aeBeveig mpv v Evapén g Bepomeiog pe DARZALEX.
T'o aobeveic pe emPefaropévo Beted oporoyd éheyyo yia HBV, mapakorovdiote yia khvikd
Kot epyaompokd onpeio enavevepyomoinong tov HBV katd t Sidpketa kot yio tovhdyiotov 6L
wiveg petd to téhog g Oepansiog pe DARZALEX. Awgepioteite toug aobeveis coppova pe
1§ 16)00VoEG KAvikeg KatevBuvtipieg 0dnyies. Eetdote to evdeydpevo va cupfovrevdeite Evav
£101KO 6TV NTATITId0, (O EVOEIKVVTOL KAVIKG.

e 0obeveig mov epgavitovy enavevepyomoinon tov HBV evoco vid DARZALEX, avaoteilete
™ Oepaneia pe DARZALEX ot yopnynote katdAnin Oepomeio. H enavévapén g Bepomeiog
ne DARZALEX o¢ acbeveig 6toug omoioug 1) emavevepyornoinon tov HBV ehéyyetat enapag Ho
TPEMEL Vo GUENTEITON PE 10TPoVG pe epmepia ot dioyeipton Tov HBV.

Zouotiko Bapog (> 120 kg)
Yrdpyet evdeyopevo pewwpévng amotereopotikomrag pe 10 DARZALEX evéopo Sudhvpa yio
vmodopia yprion o€ acbeveis pe copated Papog > 120 kg.

‘Exdoya

AvT0 10 QUPHAKEVTIKO TPOIOV TEPENEl copProin (E420). Xe acbeveis pe kinpovopukn dueavetio
o ppovktoln (HFT) dev mpémet va yopnyeitat avtd 70 QUPHOKEVTIKO TPOTOV.

Avtd 10 pappako mepEyel Myotepo amo 1 mmol vatpiov (23 mg) avd doom, eivor avtd TOV
ovopdlovpe «eredBepo vaTpiovy.

AvemOOpnTeg evépyereg

Hepiknym tov mpogik acedheiag

O o ouyveg avemBopnTeg evépyeteg omotovdimote Pabpod (> 20 % tov acbevav) e to daratu-
mumab (evdoheBing 1) vTOdopimG YOPNYOUHEVO GKEDAGHE) OTOV YOpNYEITOL EITE (0G HovoDepameia
&ite o100 mMhaiown Bepomeiog ouvdvacpov frav IRRs, komwon, vavtia, didppota, SvekodTTa,
mopegia, doonvola, Priyas, ovdeteponevia, Bpopfonevia, avorpio, TEPIPEPIKO 0idNO, TEPIPEPLKT
aofnTikn) vevpormddelo ko AOiH®EN TOL OVATEPOL GVOTVEVGTIKOD GUGTAHATOS. ZOPupég
avembopnTeg evépyeieg Ntav mvevpovia, Ppoyyitide, AOH®EN TOV AVATEPOV GVOTVEVGTIKOD
GUGTAHOTOG, GMyaIic, TVELHOVIKO oidnue, ypimn, mopedia, apuddtmon, didppota, KoAmkn
MOPHAPVYN KoL GUYKOTH.

To mpogil acpdreing Tov VIOdOPLOV okevGopaTog DARZALEX fitav mopopoto pe ekeivo ton
£VOOPAEPLOV OKEVAGHATOS, pe EE0ipean TO YoUNAGTEPO T0606TO TV IRRs. Tt @dong I pedém
MMY3012, n ovdeteponevia firav 1 povadikiy avembopm evépysia mov avapepdnke pe > 5%
vymAdTEPN cuyvdTTa YIor T0 VToddpto okevaopo DARZALEX oe cuykpion e 1o evooprépio
daratumumab (Babpovd 3 1 4: 13% évavtt 8%, avtictoya).

Hivakog avemBountov evepyeiby

O ivakag 6 cuvoyilet Tig avembOuNTES EVEPYELEG TOL EPQavioTKay o8 acbeveis Tov Elafay To
vmodopto okevaopa DARZALEX 1 o evéopréfio okebaopa daratumumab.

Ta dedopéva avtikatontpilovy ™y ékBeon oto vVIodoplo okevacpue DARZALEX (1 800 mg)
o¢ 639 acbeveis pe moAhomhovy puékopa (IIM). Ta dedopéva ovpmephappavooy 260 acbeveis
and pioe edong I eheyyopevn pe dpuotikd @appako pedéty (MMY3012) mov éhafav
DARZALEX evéowo didhvpo yio vmodopiar yprion og povodepaneio kau 149 acbeveic and
o pdong I1T eheyydpevn pe dpaotikd eappako perém (MMY3013) mov éhafav vroddpio
okevaope DARZALEX o€ cuvduaopd pe mopodopion kot de&apedalovn (D-Pd). To dedopéva
avrikatontpilovy emiong TPES GVOIKTEG KAMVIKEG peAétes omig omoieg ot aoBeveis Elafav
DARZALEX &véowo didhvpa yio vmodopia ypiion &ite og povobepameion (N=31, MMY 1004
ko1 MMY 1008), kafdg ko ) perétny MMY2040 oty onoia ot acBeveis Ehapov DARZALEX
gvéoyo dtdhvpa Y vodopia xprion o€ GuVLOOHO &ite pe Boptefopipmn, pekpaldvn kon
apedvilovn (D-VMP, n=67), Aevatdopidn kon delapebalovn (D-Rd, n=65) i pe foptelopipmmn,
hevaldopidn ko degapebalovn (D-VRA, n=67). Emmhéov, to dedopéva avikarontpilouy myv
£kbeon oe 193 aobeveig pe veodnyvoobeica AL Apvloeidwon omod e edong I eheyyopevn
e dpaotikd gappako perétn (AMY3001) oty omoic o1 acBeveis Erapav vrodopto okevAGHA
DARZALEX o€ cuvdvaopd pe Boptelopipmn, kukhopmopapidn kot detapedaldvn (D-VCd).

Ta dedopéva aoparetos avrikatontpilovy emiong v ékbeon 610 evooprePing xopnyodpevo
daratumumab (16 mg/kg) oe 2 324 acBeveis pe moAhamhodv HVEL®HO GTOVG OmOIOVG
ovpmepthappavovar 1 910 acbeveig mov EhaPav evdoreBing yopnyovpevo daratumumab oe
ouvdvacio pe vrokeipeva Bepamevtikd oynpate kot 414 acbeveic mov EhaPav evdoprePing
gopnyovpevo daratumumab g povobepameio. Emiong cupmepiappavovion ot avemopumreg
EVEPYELEG PETE TNV KuKAOOpiaL.

Ot ouyvomteg opilovtar wg modd cuyvég (> 1/10), ovgvég (> 1/100 émg < 1/10), oxt cuyvég
(= 1/1 000 €mg < 1/100), omdvieg (> 1/10 000 £wg < 1/1 000) ko mohd omdvieg (< 1/10 000). Ze
kG Kayopio ouyvVOTTAG ERPAVIONG Ol avemBipNTES evépyeleg mapatifevian kot pbivovoa
oElpd GoPapoTTag.


















Sandoz/ADV/March 2022 GR2203292871

SANDO

A Novartis
Division

Lenalidomide/Sandoz

Bortezomib/Sandoz

Azacitidine/Sandoz

Bon6riote va yivouv Ta dpuaka mo aogakr
Kat AVagepETe

OAEZ 1g averuupnteg evépyeles
yia ONA Ta pappaka

Zupmnpwvovtag mv «KITPINH KAPTA»

Mpiv T ouvtayoypd@non cUPBOUAEUTEITE
TNV TARPN MepiAnyn Twv XapakTpioTIKWy Tou kabe Mpoidvtog.

SANDOZ

KAK: Sandoz Pharmaceuticals d.d.

Verovskova Ulica 57, SI-1000 Ljubljana, Slovenia
Iroixein emkoivwviag atnv EAAGda:

Novartis (Hellas) A.E.B.E/Sandoz division
dpaykokkAnatdg 7B, 151 25 Mapouat, ABriva

TnA.: 210 2811712, 0ag: 210 6857655



BonBrore va yivouv Ta gdppaka o ao@akr Kai
Avagépere
OAEZ ig avemBiuneg evepyeleg yia ONA Ta pdppaka
zupmAnpuwvovrag v «KITPINH KAPTA»

o o | S R o

TNEPIEKTIKOTHTA OYZIA(EZ) TMAPArQroy TIMH TIMH
XOSPATAF.C.TAB 40MG/
TAB BTx84 dlokia e blisters
(OPA/aMoupviou/PVC/
ahoupviou)

323440101 2803234401012 GILITERITINIB 1643126 € 1667773€  14995,17€
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