
Treatment of lower-risk MDS with
Lenalidomide and with Elritercept

Dr María Díez Campelo
mdiezcampelo@usal.es



Disclosures of María Díez Campelo

Company name Research
support Employee Consultant Stockholder Speakers

bureau Advisory board Other

BMS X X

NOVARTIS X X

KEROS X X

ABBIE X

GSK X

AGIOS X

SYROS X

CURIS X

ASTEX/OTSUKA X

CURIS X X

ASCENTAGE
FORTREA

ASTRAZENECA
X



Ø Lenalidomide (Len) in del(5q)
ü Role in transfusion dependent (TD) patients
ü Early approach in non-TD (NTD)

Ø Elritercept
ü Mechanism of action
ü Role in anemic patients

ü Other data in MDS patients
ü Next steps in LR-MDS patients



Ø Lenalidomide (Len) in del(5q)
ü Role in transfusion dependent (TD) patients
ü Early approach in non-TD (NTD)

Ø Elritercept
ü Mechanism of action
ü Role in anemic patients

ü Other data in MDS patients
ü Next steps in LR-MDS patients



Almuth Maria Anni Merz and Uwe Platzbecker, Haematologica 2025

Treatment options for anemia in LR-MDS
Len is the preferred treatment for symptomatic anemia



List, NEJM 2006 Fenaux, Blood 2011 List, Leukemia 2014

Len in TD MDS del(5q)
Amazing responses translated into an improved outcomes

ü10 mg/d x 21d every 28d

üTI >8w 67%, TI >26w 56.1%

üMedian time to TI 4.6 w

üMedian Hb increase 5.4 g/dL

üMedian DOR not reached

üCytogenetic responses in 50% of patients (29.4% complete CyR)

üCumulative incidence of AML at 3y 25.1% (lower in responders)

üMedian OS 42.4 mo (increased if CyR & TI)



Most common (>5%) G3/4 adverse events reported

Less frequent adverse events
v Hypothyroidism (6%)

v Secondary neoplasm

Giagounidis, Ann Hematol 2014 Komrokji, Ann Oncol, 2015

Len in TD MDS del(5q)
Adverse events related to targeted del(5q) clone



Crisa, Leukemia 2024

Len in TD MDS del(5q)
Discontinuation after therapy is associated with delayed loss of 

responses, benefit is still present after discontinuation 
üEuropean Retrospective cohort of 118 patients

üReasons: intolerance (59%), medical (32%) & patient (8%) decision

üLose TI 42.3 % (50/118) + CyR 73.3% (22/30)

üMedian duration of TI after discontinuation 56 mo

üRetreatment with Len reached IT in 58% of patients



Jadersten, JCO 2011 Mossmer, Leuk 2016 Tefferi, BrJH 2024

Saft, Haematologica 2014 Mallo, BrJHaematol 2013 Montoro, Blood 2024

Len in TD MDS del(5q)

ü Lower response rates in TP53mut

ü Prospective clinical trial (MDS004): similar TI, lower CyR in overexpression 

ü Retrospective data 
• Trend towards lower TI

• No Cytogenetic responses

ü Increased risk of AML, poor outcome
ü In TP53mut multihit patients

ü In TP53mut monoallelic >20% VAF patients

TP53 mutations reduce Len benefit & 
increase the risk of AML evolution



Komrokji, Blood 2011

Garderet, BBMT 2018

Len in TD MDS del(5q)
Len failure need to clear identify reasons and risk

ü50% after 2-3y

üResistance vs clonal evolution

üNo clinical trials in this setting

üLuspa (NCT05924100) Italian MDS group

üAzacitidine ORR 56%

üAllo trasplant



Len in Early approach in NTD MDS del(5q)
Spanish and Dusseldorf cohort identified shorter time for TD/need 

of treatment in NTD patients after diagnosis
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Months

20 mo (Q1-Q3: 6-38)

TD: 56 pat (46.2%), 45 (75%) received treatment (28 Len, 7 ESAs, 7 others)

Treatment before TD: 47 pat (38.8%), 16 Len, 28 ESAs, 3 others

103 pat (85%)

Multivariate for TFS:
• Platelets >350x103/L
• RAN<1.5x103/L*v AML 23% at 35 mo

v Me OS 80 mo

v Median Hb 10.2 g/dL
Q1-Q3 9.5-10.8 g/dL

*RAN >0.5x103/L as inclusion criteria

López Cadenas, manuscript in preparation



Díez Campelo & López Cadenas, Lancet Haematology 2024

Len in Early approach in NTD MDS del(5q)
The Sintra-Rev trial is a phase 3, double-blind, randomized, 

placebo-controlled, multicenter study

Patient Population

•MDS diagnosis (WHO 2008)
•IPSS-Low or Intermediate-1
•No RBC transfusion requirements
•Anemia (Hb<12 g/dL)
•del(5q) MDS solely +/- add abn
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Len 5 mg/day 
days 1 to 28d

n = 40

Placebo 5 mg/day 
days 1 to 28
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Treatment Phase
108 weeks

MDS Disease Assessment after 12 weeks and every 6 months thereafter
Discontinue treatment if no clinical benefit and/or disease progression (TD) 

and/or unacceptable toxicity
No crossover allowed

Follow 
up

Follow up
108 weeks

120 months1st patient: Feb 2010 62nd patient: Feb 2018

Extended FU
March 2023



Díez Campelo & López Cadenas, Lancet Haematology 2024

Len in Early approach in NTD MDS del(5q)
Patients presented symptomatic anemia and no other adverse features



Len in Early approach in NTD MDS del(5q)
Low doses of Len delayed and decreased transfusion dependency

Díez Campelo & López Cadenas, Lancet Haematology 2024

Ø TD in 23 patients (38.3%) 
ü 10 in Len (25%) vs 13 in placebo (65%)

Ø Len decreased in 69.8% the risk of TD 
ü HR 0.302 (0.132-0.692), p=0.005

Median not reached

Median 11.6 mo



Len in Early approach in NTD MDS del(5q)
Low doses of Len reached Erythroid and Cytogenetic responses

vErythroid response with Len 
ü w12: 65.6%

ü Overall: 77.8%
ü Median Hb increase +2.6 g/dL (EOT visit)

ü No ER in placebo arm

vCytogenetic response with Len
ü w12: 79.3%, 58.6% complete + 20.6% partial

ü Overall: 94.1%, 87.5% complete + 12.5% partial

ü No CyR in placebo arm

Díez Campelo & López Cadenas, Lancet Haematology 2024



Len in Early approach in NTD MDS del(5q)
Low doses of Len are safe and well tolerated, induced not clinically 

relevant neutropenia

Díez Campelo & López Cadenas, Lancet Haematology 2024



Len in Early approach in NTD MDS del(5q)
Low doses of Len did not increase AML evolution

Díez Campelo & López Cadenas, Lancet Haematology 2024

üMedian overall survival 8.4y (no deaths related)
• Len 15 pts (37.5%)
• Placebo 8 pts (38.1%)

üAML in 11 patients (18%)
• Len 6 pts (15%) 
• me 4.3y
• 2/6 (33.3%) TP53mut

• 2/6 (33.3%) SF3B1mut

• Placebo 5 pts (23.8%) 
• me 4.5y
• 1/5 (20%) TP53mut

• 2/5 (40%) SF3B1mut

ü PFS 6.8y Len vs 5.3y PBO

ü EFS 6.8y Len vs 1.68y PBO

Placebo

Placebo

Patient at risk
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Len in Early approach in NTD MDS del(5q)
Long term FU of patients

Díez Campelo & López Cadenas, Lancet Haematology 2024

ü15 Len patients completed EOE perfect
üreceived 2y of Len + 2y of FU wo any treatment

üMedian FU 30 mo

üNo TD in any patient:
-80% (12/15) with no treatment

-20% received Len (3/12) after 31 mo of EOE 

üNo SAEs in long term FU



Len in Early approach in NTD MDS del(5q)
Len decreased clonal size while remain stable/increase in PBO

Díez Campelo & López Cadenas, Lancet Haematology 2024 Toribio & Díez Campelo, under review

** p value <0.01



Díez Campelo & López Cadenas, Lancet Haematology 2024 Toribio & Díez Campelo, under review

Len in Early approach in NTD MDS del(5q)
Somatic mutations impact on response and outcomes

SF3B1MUT

100%

100%

Shorter

37.5% Len & 100% PBO

21.8mo Len & 6.3mo PBO

25% Len & 50% PBO

24mo Len & 16mo PBO

TP53MUT
10

40%

60%

Similar

80% Len & 60%PBO

12.6mo Len & 6.6mo PBO

20% Len & 20% PBO

NR/NR

RESPONSES
Number of patients

Erythroid response

Cytogenetic response

Duration of response

Transfusion Dependence

Time to TD (median)

AML

Time to AML (median)

SF3B1MUT
12

TP53MUT



ØSymptomatic anemia: treat

ØNTD
o LEN

o Low doses of Len (5 mg/d) x 2y
o NGS mandatory at baseline and during FU
o TP53mono mut: lower responses and risk of AML
o SF3B1mut: lower DOR and risk of AML

o ESAs 
o if not Len candidates
o low eEPO & isol del(5q)
o shorter DOR

CURRENT MANAGEMENT OF ANEMIA 
IN MDS del(5q) PATIENTS IN 2025

2025 
personal 
approach



ØTD
o Len 10 mg/d x 21 d

o TP53mut mandatory: caution in TP53multihit patients

o SF3B1mut mandatory: shorter DOR and risk of AML

o Discontinuation: intolerance, in selected patients?

o If no response & after failure: confirmed prognosis

CURRENT MANAGEMENT OF ANEMIA 
IN MDS del(5q) PATIENTS IN 2025

2025 
personal 
approach
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KER050 for anemia in LR-MDS

Díez Campelo, ASH 2023
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Díez Campelo, EHA 2024

3.75-5 mg/Kg
Sc

every 4w

KER050 for anemia in LR-MDS
Elritercept
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Giagounidis, EHA 2025

KER050 for anemia in LR-MDS
Elritercept

Updated results in 2025, confirmed benefit in HTB and non-RS



Giagounidis, EHA 2025

KER050 for anemia in LR-MDS
Elritercept

Updated results in 2025, QoL improved among responders



Valcárcel, EHA 2025

KER050 for anemia in LR-MDS
Elritercept

Updated results in 2025, in NTD anemia, confirmed benefit



Valcárcel, EHA 2025

KER050 for anemia in LR-MDS
Elritercept

NTD anemia patients: prolonged responses, improved BM function



Valcárcel, EHA 2024

Reduced ferritin and increased bone specific alkaline 
phosphatase in participants with LR-MDS treated with KER-
050 support potential to rebalance the osteohematopoietic

niche

Elritercept



Tan, EHA 2024

Activin A inhibition by KER-050 is associated with evidence 
of cardiovascular benefit: 

Translation of preclinical observations
to humans with MDS

Elritercept

Reduced NT-proBNP serum levels 
regardless of hematological response

Improved cardiac function and 
morphology in mice with anemia



Elritercept

2nd line Renew trial, LUSPA naïve patients

1st line trial, COMMANDS like trial

Elritercept
3.75 mg/Kg sc Q4w  

Titration up to 5 mg/Kg

Epo alpha
450IU/Kg sc QW

Titration up to 1050 IU/Kg

NEXT STEPS: registration trials



ØNovel TGF-B inhibitor
o Responses in HTB and non-RS patients

o Favourable safety profile and administration (Q4w)

o Improved QoL among responders

o Trilineage responses

o Iron overload improvement

o Cardiac function?

o Under review in 2nd line (Luspa naïve) and 1st line (vs ESAs)

ELRITERCEPT
in anemic LR-MDS PATIENTS








