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Treatment algorithm for high-risk MDS before 2024
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So far, No benefit in randomized studies

1. Prébet T, et al. J Clin Oncol 2014;20:1242–8; 2. Garcia-Manero G, et al. Cancer 2017;213:994–1002; Sekeres M, et al. J Clin Oncol 2017;35:2745–53, 4 Zeidan et al  Blood Adv 2022, 5 Issa et al. Cancer 2015, 6 Ades et al, BJH 
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… Even in more recent trials, with «more potent» drugs
Rational selection rather than convenient repurposing

1. Press Release, 3 Adès et al Blood Adv 2022, 3. Zeidan ASH 2022

Sabatolimab3APR 246 1 Pevonedistat2

The trial did not meet its
primary endpoint, 
complete remission (CR) 
rate.
CR: 33.3% versus 22.4% in 
the AZA alone arm (P=0.13)



Problem #1 
Have a good definition of the 

disease



MDS HR : Do we have a definition problem?

Elsa Bernard et al. ASH 2023Huber et al, Leukemia 2023



Orphant entities in each classification 
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How to avoid a confusion of languages ?
A Delphi consensus process involving 71 experts from 11 countries

Adapted from Lanino et al. ASH 2023
RS Komrokji, L Lanino, S Ball, JP Bewersdorf et al. Submitted



Towards a molecular definition of MDS?
A first attempt by the MLL : A proposed classification makes the use of blast counting redundant (9 groups)

Huber et al, Leukemia 2023



Towards a molecular definition Molecular taxonomy of MDS 
…but how to deal with 18 groups?

Elsa Bernard et al. Blood 2024



Problem #2 
Avoid TP53m patients in clinical

trial for HR MDS



Mutation profile: Two consecutive trials STIMULUS-MDS1 and MDS2
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Two identical trials for high-risk MDS, but very different molecular profiles



IPSS, IPSS-R, et IPSS-M : Two consecutive trials STIMULUS-MDS1 & MDS2

• Patients enrolled according to IPSS-R

• Upstaging was observed from IPSS 
criteria to IPSS-R 

• Upstaging was also observed from IPSS-R 
criteria to IPSS-M 

• 51% of patients with HR IPSS-R were 
upstaged to vHR IPSS-M
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Complete genetic assessment at baseline will 
improve evaluation in clinical trials and 
provide useful information for treatment 
decisions.



Magrolimab-AZA in HR MDS (Phase Ib)

David Sallman et al. JCO 2023



The Enhance trial : HMA + Magrolimab or placebo

ClinicalTrials.gov Identifier: NCT04313881



Patient characteristics (n=539)

David Sallman et al. EHA 2024



Reponses

David Sallman et al. EHA 2024



Overall survival of all enrolled patients

David Sallman et al. EHA 2024



Problem #3 
Having realistic endpoints



Under powered studies or optimistic endpoints ?
… Or ineffective drug of course !!

Phase Arm n Primary endpoint Sample size calculation

Panther 3 2 454 EFS 10 → 17 mo

AZA PLUS 2 4 322 CR+PR 30%→45%

US-Intergroup 2 3 277 ORR 35%→55%

APR246 ph3 3 2 154 CR rate 25%→50%

Stimulus MDS-1 2 2 127 CR/PFS CR : 18%→50%
PFS: 12→20mo



Problem #4 
Do not underestimate side

effects



Toxicities observed in AZA-Plus Trial
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Adès et al. BJH 2022
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Another example of increased toxicities in Randomized trials
where toxicity induced an early discontinuation of treatment in experimental arms
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Magrolimab-AZA phase 3 trial

Magrolimab + AZA was associated with a higher

incidence of fatal TEAEs, grade ≥ 3 and serious

TEAEs, 

David Sallman et al. EHA 2024



VEN-AZA in MDS: Treatment-Emergent Adverse Events (n=107)

• SAEs occurred in 73 (68.2%) patients:
‒ Febrile neutropenia in 39 (36.4%) 

‒ Infections in 43 (40.2%)

• 59 deaths (55.1%) were reported 

̶ 23 (21.5%) due to disease progression

̶ 17 (15.8%) due to TEAEs

̶ 7 (6.5%) due to complications from SCT

̶ 6 (5.6%) due to other reasons

̶ 6 (5.6%) unknown

• 60-day mortality after the first dose was 6.5%

• 72 (67.3%) patients experienced  ≥1 TEAE leading to Ven interruption
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Problem #5 
why real life data are so

different from clinical trials?



HMAs: Survival from real-world data

• Retrospective study

• Spanish MDS registry from 2000–2013

• Higher-risk MDS (N=821); azacitidine (n=251)

Raised many unsolved questions:

• Is MDS a very heterogenous disease?

• What is the impact on specific subgroups?

• What is the impact of comorbidities?

Bernal T, et al. Leukemia. 2015;29(9):1875-1881.



AZA-VEN in AML: clinical trial results may differ in real life

Response duration Survival

Amanda C. Winters, Blood Adv, 2019 



AZA-VEN in MDS

Survival

Rami S. Komrokji et al. Blood Cancer J 2022



Problem #6 
Who are the best candidate for 

SCT?



The role of SCT in MDS

• the only potentially curative treatment

• outcome is influenced by multiple factors inherent to the patient, the 
MDS subtype, and the allo-HCT procedure itself.

• Many unanswered questions including :
• What type of disease ?

• Classified according to what ?

• Which prognosis scoring system ?

• Any treatement before SCT? After SCT ?

• Among others….



Problem #7 
Academic access to the drugs



Conclusions

• Early phase 2 trials might overestimate the activity of studied drugs in combination. 

• Population probably too heterogeneous: IPSS→IPSS-R→IPSS-M 

• The « one size fit all » is not anymore the way to go

• Primary endpoint : OS (or EFS?) in randomized trial → Impact on #Patients.

• Reinforce the dialogue between clinic & Science

• International collaborative studies : Clinic & Science

• Don’t overlook toxicty

• But some great expectation for our patients in the future (comming next )


