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TP53-mutated MDS: 
is transplant the only way?

YES!!!!……almost alwats
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The TP53 multihit/biallic issue
TP53 multihit is associated a worse and has been proposed as the main classifier in MDS

Bernard E et al. Nature Medicine 2020 Komrokji R*, et al. Lancet Haematology 2024



Is it the same for TP53mut in del5q MDS

TP53 multihit remains adverse, though its impact is tempered in del(5q) MDS.

Montoro J et al, Blood 2024
Bernard E et al. Nature Medicine 2020



Clinical impact of TP53mut in del5q MDS
TP53-mutated del(5q) MDS a retain survival advantage compared with other low-blast TP53-mutated subtypes.

Montoro J et al, Leukemia 2026, in press

Is del (5q) present?

Is TP53mut biallelic present?

MDS del (5q)

With TP53mut W/O TP53mut

YES NO

SF3B1?

MDS TP53mut biallelic 

YES NO

Marrow Blasts?

BM hipoplasia? BM Fibrosis? Commutations?



Treatment of Del5q with TP53mut

Lenalidomide remains the standard of care, though caution is warranted in TP53-mutated cases

Results from SintraRev Study

Díez Campelo & López Cadenas, Lancet Haematology 2024Courtesy of Dr. Díez Campelo

But….do not forget to start a donor search while starting lenalidomide!!!



What about the all other drugs
We do not have a good option: Results are constantly worse for TP53mut thant TPwt

Study (phase) CR (%) OS (months)

CPX-351 (Phase 3) 37 (TP53mut 29) 9.3 (TP53mut 4.5)

Decitabine 10 days (Phase 2) 53–100 12.7 (WT 15.4)

Decitabine 5 days (Phase 2) 25 5.5 (TP53mut 5.5)

ASCERTAIN (Oral 

decitabine/cedazuridine)
66 (TP53mut 55) 14.7 (TP53mut 5.2)

VIALE-A (AZA + venetoclax) 66–33 10.8 (TP53mut)

Magrolimab + AZA (Phase 1b) 44 10.8

Eprenetapopt + AZA (Phase 1b/2) 38 10.8

Eprenetapopt + venetoclax + AZA 

(Phase 1)
38 10.8 (TP53mut)

Sabatalimab + HMA (Phase 1b) 20–29 26.7

SL-172154 ± AZA (Phase 1/2) 23 1 CR in TP53mut

Mehta AK & Konopleva M. Hematology (ASH educational program) 2024



What about VERONA trial

Preliminary results

Garcia-Manero G et al, SOHO 2025 Courtesy of Garcia-Manero G 

The combination of HMA-Ven is not approved for MDS



Why do conventional therapies fail in TP53-mutated MDS?



Treatment of TP53mut patients

Factors guiding treatment decision

Syndrome 

5q-
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Patient 
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Karyotype 

complexity

Clincal trials 

availability



Nawas, M. T. & Kosuri, S. Blood Adv. 8, 553–561 (2024)



The role of Allo-Transplant in the setting of TP53mut patients

Results from a meta-analysis

Shahzad M, et al  Critical Reviews in Oncology/Hematology (2024)

PRISMA diagram



The role of Allo-Transplant in the setting of TP53mut patients

Results from donor vs donor study BMT CTN 1102 study

Versluis J et al JCO 2023

Multicenter trial comparing reduced intensity conditioning (RIC) 

HCT with hypomethylating therapy or best supportive care in 

patients age 50-75 years with IPSS int-2 or high-risk de novo MDS.



The role of Allo-Transplant in the setting of TP53mut patients

Although outcomes are worse than in TP53wt, allo-HSCT still improves 

survival

Versluis J et al JCO 2023



Key-message

In TP53-mutated MDS, transplantation is not futile

It remains the only intervention with true curative potential 

for patients fit and willing to proceed.

To bridge or not 

to bridge?

Conditioning 

regimen: MAC vs. 

RIC

Next questions



Some words about bridging in TP53mut patients

This patients are different to “conventional” MDS

• TP53 mutations usually confer refractoriness to conventional therapies

• Resposes are commonly short, so in the case of response, proceed to 

transplant as soon as possible is mandatory

• There is not a better option to bridge this patients. My personal 

reccomendation is to avoid toxic therapies as no data suggest they offer 

higher responses

• Though not optimal, HMA-VEN can be used, with close follow-up

* Hypomethylating agents combined with venetoclax is not an approved indication for patients with MDS



Personal approach 

* Neither hypomethylating agents combined with venetoclax nor Liposomal Dauno/Citarabine are approved for patients 

with MDS
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Post-transplant monitoring and intervention



What about conditioning regimen?

RIC seems a good option,

MAC RIC

Ac GVHD (%)
II-IV
III-IV

37.8
14

32
15

Chr GVHD (%) 64.7 61.6

1 y NRM, %(CI 95%)
25.3 % (14.6-

36)
16.9% (7.8-26)

2 y Rel, %(CI 95%)
14.8% (5.8-

23.7)
17% (7.9-26)

2 y RFS, %(CI 95%)
58.3% (46-

70.6)
62.4% (50.4-

74.4)

2 y OS, %(CI 95%)
63.2% (51.1-

73.2)
76.3% (65.8-

86.9

EBMT PROSPECTIVE RIC-MAC Study in MDS

Kroger N, et al. JCO, 2017 Lindsley RC, et al. NEJM, 2017



Final remarks

• TP53 mutations are frequent in MDS and now define a distinct molecular entity in 

current classifications.

• Genetic context matters:

Both allelic state and cytogenetic complexity determine prognosis and therapeutic 

response

(e.g., mono- vs multi-hit, complex karyotype, del(5q)).

• Standard therapies remain suboptimal — responses are limited and survival is poor.

• Allo-HCT is the only curative option:

• Despite inferior outcomes, it should be offered to fit patients as it provides the 

best chance of durable remission.

• Optimizing transplant timing and post-transplant interventions will be crucial to 

improve outcomes in this high-risk population.
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Gracias!
Grupo Español de SMD Myeloid Malingncies Researg Group (VHIO)
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