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Attività trasversale in : 
• Leucemia mieloide cronica
• Leucemia acuta mieloide e linfoide
• Neoplasie mieloproliferative Ph-
• Linfomi non-Hodgkin
• Mieloma multiplo – MGUS
• Leucemia linfatica cronica
• Neoplasie mieloidi/linfoidi con 

eosinofilia

LSI EGR1 (5q31)/
LSI D5S721:D5S23 (5p15)
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GIMEMA WP CML

Centralizzazione dati citogenetici e citogenetico molecolari 

Protocolli clinici (TKI) 021 – 022 – 023 

2009-2012
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EMN02 - Centralizzazione nazionale studi citogenetico-molecolari

High-risk Cytogenetics in Newly Diagnosed Multiple Myeloma: Prognostic Relevance of Co-segregations and 
Analysis of the Role of Double versus Single Autotransplantation

461 evaluable patients for FISH analysis of all HRAs

HR: 0.48 (95% CI, 0.23-0.98), P=0.045
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                                   ASCT-2    ASCT-1
Median PFS, mos    46.7          35.3
 
HR: 0.62 (95% CI, 0.38-1.01), P=0.053
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Among the 148 patients with at least 1 HRA, randomization to 
ASCT-2 significantly prolonged PFS and OS in comparison with 
ASCT-1

2017
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Our study highlights the importance of screening for MECOM rearrangements by FISH in patients 
with any 3q abnormalities as 3q26 rearrangements can be missed by CBA. All MECOM 
rearrangements were associated with a very short OS irrespective of the type of treatment, and 
thus underlining the importance of finding innovative therapies targeting MECOM expression

Since the poor prognosis associated with KAT6A rearrangement, 
we also suggest to perform FISH analysis to investigate KAT6A 
gene in hematological malignancies with 8p11 abnormalities 
without FGFR1 rearrangements, at least in AML without complex 
karyotype. To date, alloSCT is the only therapeutic choice to 
obtain long-term survival and should be considered early in 
patients with FGFR1 and KAT6A rearrangements. 

Moreover, at relapse, both cases presented with eosinophilia, further strengthening 
the association of t(5;12) with eosinophilia in myeloid malignancies. Given the poor 
prognosis and the non-responsiveness to tyrosine kinase inhibitors of cases of 
ETV6::ACSL6 rearrangement, in contrast to cases of ETV6::PDGFRB rearrangement, 
we recommend the introduction of testing for this abnormality in myeloid 
malignancies with eosinophilia.
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Overall, by combining different approaches, we described rare fusion events contributing to the 
complexity of AML and we linked the expression of some chimeras to genomic alterations hitting 
known genes in AML.

despite heterogeneous molecular breakpoints, GSX2 overexpression is the common denominator of all 
4q12 translocations, typically found in CD7+ AML-M0 with bad risk myeloid mutations and poor response 
to chemotherapy. 

Padella A et al



“High Risk Genetic Abnormalities in Acute Myeloid Leukemia and Myelodysplastic Syndrome: Unravelling the Pathogenetic Mechanisms to Improve

Diagnostic and Therapeutic Approaches” Progetto di Ricerca Finalizzata

Obiettivi: Il progetto è finalizzato alla miglioramento delle conoscenza dei meccanismi patogenetici in neoplasie mieloidi con alterazioni
genetiche ad alto rischio attraverso una caratterizzazione del profilo genetico che potrà portare a trattamenti terapeutici più appropriati:

1) Studio delle alterazioni del cromosoma 7q, del background genetico e della loro evoluzione clonale;

2) Valutare la frequenza e l’impatto prognostico dell’overespressione dei geni PRDM16 e MECOM e caratterizzarne il background
genetico per identificare percorsi patogenetici specifici.
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