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• ¿Debemos incorporar los estudios moleculares en 
pacientes con sospecha o diagnóstico de SMD?

• A) no deben realizarse
• B) son recomendables
• C) son obligatorios
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IPSS. Blasts, Cytogenetics and Cytopenias in MDS

N= 816
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• Patients obtained from registries:

– IPSS (IMRAW)

– German-Austrian Group

– GCECGH (Spain)

– International Working Group on MDS Cytogenetics from the 
MDS Foundation

New Proposal 2012 
(n=2901)

IPSS. Cytogenetics. New Proposal

N= 2902
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IPSS. Cytogenetics. New Proposal

N= 2902



VERY
GOOD INTERMEDIATE POOR

GOOD INT. POOR VERY 
POOR

Single:
del(11q)

-Y

Single:
7q-
+8

i(17q)
+19
+21

Other singles
unrelated

Single:
der(3)(q21q26)

-7
Complex>3 alt.

OS 60.8m
HR 0.47
(0.3-0.7)

OS 48.5m
HR 1

(0.8-1.3)

OS 25.0 m
HR 1.59 
(1.4-1.9)

OS 15.0 m
HR 2.83 
(2.2-3.7)

OS 5.7 m
HR 4.37 
(3.5-5.5)

Double with 5q- Other doubles
Double with 

-7/7q-

Complex 3 alt.

Proposal 2012IPSS. Cytogenetics. New Proposal

Normal
Single:
der(1;7)
del(5q)
del(12p)
del(20q)



IPSS-R 

*From 2008 to 2012



IPSS-R para SMD: Prognostic Score Values* 

*Greenberg et al., Blood  September (2012)
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Parameters 0 0.5 1 1.5 2 3 4

Cytogenetics Very good Good Int. Poor Very 
poor

Blasts MO % ≤2 >2-5% 5-10% >10%

Hb ≥10 8-<10 <8

Platelets ≥100 50-<100 <50

Neut. ≥0.8 <0.8

*Greenberg et al., (2012)

IPSS-R 
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– Karyotype Features and TP53– Karyotype Features and TP53

Bernard et al. Nat Med (2020)N= 3324



– Karyotype Features and TP53– Karyotype Features and TP53

BIALLELIC MULTIHIT



– Karyotype Features and TP53– Karyotype Features and TP53

MULTI HIT: > 2 mutations, 1 mutation + 1 deleted or 1 mutated and LOH

Defined as two distinct TP53 mutations (each VAF >10%) OR a single TP53 mutation with either 1) 17p deletion on cytogenetics; 2) VAF of 
>50%; or 3) Copy-neutral loss of heterozygosity (LOH) at the 17p TP53 locus. 



New Proposal. IPSS-M 

*From 2018 to 2022
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New IPSS: IPSS-M 

Bernard et al.  NEJM-Evidence (2022)



Figure 1 | IWG-PM cohort characteristics.

New IPSS: IPSS-M 
IPSS-R  n = 7012IPSS  n = 816

Validation cohort: 
n=754 (Japan, SO)
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Figure 2 | IPSS-M score construction.
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Figure 2 | IPSS-M score construction.

Josep Carreras Leukaemia Research Institute

Application to 
calculate the IPSS-M

Genes with
independent
prognostic

Number of mutated
genes
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New IPSS: IPSS-M 
6 CATEGORIES: VL, L, ML, MH, H, and VH 
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New IPSS: IPSS-M. Calculator

https://mds-risk-model.com/

6 CATEGORIES: VL, L, ML, MH, H, and VH 
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New IPSS: IPSS-M. Calculator

https://mds-risk-model.com/

Translated to Spanish, French, German, Japanese…



New IPSS: IPSS-M 

Tweet, 30 th October, 2022 

Elli Papaemmanuil, PhD
@PapaemmanuilLab
4months since publication (https://bit.ly/3aNEU64),  >5K 
unique users from 65 countries have used the IPSS-M 
model (https://mds-risk-model.com) to compute risk for 
42,500 patient profiles. 

High IF journal editor said "not ready for prime time".  
This is my type of impact factor.



New IPSS: IPSS-M 

Tweet, 5th November, 2022 
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ArraysSequencing

FISH
Karyotype

To conclude: What should we do?

Apply in cases
with normal CG or
without mitosis

Apply in all cases

IPSS-R (MDS)
CPSS (CMML)

IPSS-M (MDS)

Apply in selected cases

Start to introduce
Sequencing
(panel of genes)Arrays

+
OGM


