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Driver somatic mutations identify distinct disease 
entities within myeloid neoplasms with 

myelodysplasia

Malcovati et al. Blood 2014;124:1513-21; Della Porta MG et aL. Leukemia. 2015;29:66-75

(SRSF2)



Clinical Effect of Point Mutations
in Myelodysplastic Syndromes

Papaemmanuil E. Blood. 2013;122:3616-27; Cazzola M, Della Porta MG, Malcovati L. Blood 2013;122:4021-34
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Variable 0 0.5 1 1.5 2

BM blasts % <5 5-10 - 11-20 21-30

Karyotype* Good Intermediate Poor

Cytopenias° 0/1 2/3

*Good: normal, -Y, del(5q), del(20q); Poor: complex, 
chromosome 7 anomalies; Intermediate: other 
abnormalities.
°Hemoglobin < 10 g/dL, absolute neutrophil count < 
1,500/µL, platelet count < 100,000/µL.
Scores for risk groups are as follows: Low, 0; INT-1, 
0.5-1.0; INT-2, 1.5-2.0; and High,  2. 

International Prognostic Scoring System for MDS 



ASH 2018 - Somatic Mutations in MDS Predict 
Prognosis Independent of the IPSS-R 

(Analysis by IWG-PM)



Fraction of explained variation that was attributable to 
different prognostic factors for overall survival.

Bersanelli M et al. JCO 2021, in press



Molecular classification of MDS
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Personalized prediction of overall survival using a multistate 
prognostic model including clinical and  genomic features

Bersanelli M et al. JCO 2021, in press
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Personalized prediction of overall survival using a multistate 
prognostic model including clinical and  genomic features



Molecular classification of MDS – effect on post-
transplantation outcome

Bersanelli M et al. JCO 2021, in press



Summary

• A MDS classification based on clinical and morphologic 
criteria complemented by genomic features better 
captures clinical-pathological entities with respect to 
current WHO system.

• Mutation screening provides relevant prognostic 
information at individual patient level

• Mutation screening may affect clinical decision making 
(definition of optimal candidate patients to receive 
allogeneic transplantation)


