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#463, A Product of “Clash of Titans” or True Reflection of Disease Biology? Validation of 2022 
WHO and ICC Classifications in a Large Dataset of Patients with Myelodysplastic Syndrome 

Courtesy of Ball et al, Abs 463
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v 2231 molecularly annotated pts with MDS. Median duration of follow up: 60.2 months (Moffitt Cancer Ctr)

Courtesy of Ball et al, Abs 463

WHO: Increased blasts
5-9% vs 10-19%

ICC
Single vs multilineage dysplasia

WHO ICC
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Sauta E, Abs 464 
and J Clin Oncol, in press

n=2876 pts

HSCT, n=964 pts

#464, Real-World Validation of Molecular International Prognostic Scoring System (IPSS-M) 
for Myelodysplastic Syndromes 



#4762, Allogeneic stem cell transplant for myelodysplastic syndrome 
in the new molecular era of IPSS-M

• 416 patients with MDS, HSCT between 1998 and 2021
• Compared to IPSS-R, the incorporation of molecular information led to a significant re-stratification of patients (P<0.001)
• About 30% of patients previously assigned to IPSS-R intermediate risk group were upstaged to higher risk categories
• At least 57% of cases carried IPSS-M molecular markers

Combined clinical-molecular MDS transplant model

4 risk-groups

Gurnari C, Abs 4762,
& Leukemia, in press. 



#86, Clonal Trajectories and Therapeutic Targeting 
of High-Risk SF3B1-Mutant Myelodysplastic Syndrome

Courtesy of Sarchi M et al, Abs 86
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Conclusions

Courtesy of Sarchi M et al, Abs 86

v Secondary RUNX1 expression promoted myeloid skewing at the expense of the erythroid lineage 
v Secondary STAG2 expression induced a block in differentiation, impairing both myeloid and erythroid differentiation
v Response to SF3b inhibitors decreased 



#857, A Clinically Practicable Approach to Predict TP53 Allelic Configurations in Myeloid Neoplasia

Bahaj et al, Abs 857

Study population
NGS performed using a 
56 genes panel

7400 patients

Cytogenetics abnormalities in relation to the 
TP53 mutational status. 

Frequencies of single and and multiple TP53
mutations and canonical missense locations



Clinical outcome of patients with TP53 mutations

Irrespective of configuration (missense vs truncated or canonical vs non-canonical), TP53MT carriers 
had worse overall survival (OS) compared to TP53WT 95%CI 2.53-3.02]). 

♦ Single TP53 hit 
- one TP53 mutation
- Isolated 17p deletion

♦ Double TP53 hits
TP53MT and: 
- Another TP53MT or 
- 17p deletion or
- TP53 locus UPD

Classical definition Novel algorythm



#85, Germline Risks and Clinical Impacts of DDX41 Mutations in Myeloid Malignancies

Makishima H, Abs 85 and Blood 2022 

v 346 DDX41 mutations in 9082 pts
v DDX41 germline mutations explain ~80% of known germline predisposition to MNs in adults, and the life-long risk was

approximately 50%. 
v 10-fold more enriched in Japanese MN cases compared to a Japanese general population, particularly males (20.7 vs 5)
v DDX41-mutated MDS patients rapidly progressed to AML, but only those with truncating variants. 
v Co-mutation patterns at diagnosis and at progression to AML were different between DDX41-mutated and -WT cases, 

where none of the co- mutations affected clinical outcomes. 
v Negative effect of TP53 mutations, including multi-hit allelic status on survival, was almost completely mitigated by the 

presence of DDX41 mutations

1.Degree relatives



Conclusions

v 2022 WHO and ICC classifications of MDS need extensive validation, and hopefully harmonization

v The IPSS-M risk score efficiently stratify patients with MDS also in the context of HSCT

v Double-hit TP53 and/or a VAF cut-off of 23% may identify pts with unfavourable MDS/AML subtypes

v DDX41 mutations are frequent in MDS (~5% of cases) and 1. degree relatives of germ-line carriers have

a significantly increased risk of developing a MN at older ages


