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Lower-Risk MDS Summary

•Lower-Risk MDS
•Thrombocytopenia (without increased blasts) →  TPO mimetic
•Neutropenia (without increased blasts) →  G-CSF, PPx
•Del5q → ESA / Lenalidomide
•Hypoplastic MDS → IST (ATG + CsA + EPAG)
•Ringed Sideroblast positive → Luspatercept / ESA +/- GCSF
•Ringed Sideroblast negative → ESA / Luspatercept
•High EPO level → Imetelstat / HMA
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Eltrombopag Randomized Phase II

Oliva E, et al. JCO 41,4486-4496(2023)



G-CSF in MDS

Negrin RS, et al. Blood 76(1):36-43 (1990)
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Lenalidomide in del5q MDS

List A, et al. NEJM 2006



Hypoplastic MDS: Horse ATG + CsA

Stahl M, et al. Blood Advances 2018



WHAT ABOUT LOWER-RISK ANEMIC MDS PATIENTS?



Treatment Algorithm

Bewersdorf JP. Nature Reviews Clinical Onc 2026;(23):481-500

+/- GCSF



ESA (Retacrit) MDS Phase III

Fenaux P, et al. Leukemia 2018



EPO Stimulating Agents

Fenaux P, et al. Leukemia 2018



HI Response by EPO Level

Komrokji Z, et al. ASH 2025



Luspatercept COMMANDS TRIAL 

Della Porta MG, et al. Lancet Haem 2024. 
Sep;11(9):e646-e658



Luspatercept COMMANDS TRIAL 

Garcia Manero, G et al. ASCO 2026. Abstract 
6566

Retacrit Luspatercept
Dose 60,000 U weekly 122.5 mg q3 weeks

Approx. cost/dose $4,068 $20,924
Doses over 18 mo 78 26

18-month cost $317,341 $544,019
Difference +$226,677



Luspatercept MAXILLUS TRIAL 

Della Porta MG, et al. EHA 2026. Abstract S173



Luspatercept MAXILLUS TRIAL 

Della Porta MG, et al. EHA 2026. Abstract S173



ELEMENT-MDS Luspatercept Trial

Zeidan AM, et al. ASH 2023. 142 (Supplement 1): 
6503



Imetelstat IMERGE

Komrokji RS, et al. EHA 2026. Abstract PF670



Imetelstat Real World Use

Komrokji RS, et al. EHA 2026. Abstract PF670



Randomized low-dose HMA in Lower-Risk MDS

Bouligny I, et al. ASH 
2025



Elritercept 

Chee L, et al. ASH 2025



Inflammasome Inhibition
Ofirnoflast Is A Dual Allosteric Modulator Of NEK7/NLRP3 
Assembly And Myddosome/NF-kB Signaling

Bafna V, et al. EHA 2026. Abstract 
S174



R289 – IRAK 1/4 Inhibitor

Garcia Manero G, et al. ASH 2025



Ofirnoflast NEK7 Inhibitor

KEY SAFETY 

No Treatment Related Serious 
Adverse Events 

Most common TEAEs
Fatigue (8.1%), Cough (8.1%), 
Constipation (8.1%), Anemia (5.4%), 
Leukocytosis (5.4%), Pyrexia (5.4%) and 
Hyperkalemia (5.4%)

Grade ≥3 TRAEs
hypertension n=1 in a patient with a 
history of hypertension, leukopenia n=1

Death on Study was not treatment 
related
Due to febrile neutropenia which PI 
determined was due to underlying 
disease. 

HEMATOLOGIC 
IMPROVEMENT

TD (HTB and LTB) NTD OVERALL

Eligible, N

Response 
Rate (Best 
on Study)

 n (%)

Eligible, N

Response 
Rate (Best 
on Study) 

n (%)

Eligible, N

Response 
Rate (Best 
on Study) 

n (%)
Overall[a] 18 10 (55.6) 12 9 (75.0) 30 20[b] (66.7)
LINEAGE

   HI-E[c] 18 10 (55.6) 12 9 (75.0) 30 19 (63.3)
   HI-P[d] 3 1 (33.3) 2 2 (100) 5 3 (60.0)
   HI-N[e] 4 2 (50.0) 1 1 (100) 5 3 (60.0)

Majority (67%) Of Patients Had Hematologic Benefit
Hematological improvement based on hematology parameters criteria per IWG 2018

LTB
(N=2)

HTB
(N=16)

Overall
 (N=18)

RBC-TI ≥8 weeks 2/2 (100.0%) 8/16 (50.0%) 10/18 (55.6%)

RBC TI ≥16 weeks 1/2 (50.0%) 6/16 (37.5%) 7/18 (38.9%)

Of patients achieving 
RBC-TI ≥8 weeks, 
maintaining TI ≥16 weeks

1/2 (50.0%) 6/8 (75.0%) 7/10 (70%)

TI Duration weeks[b] 
Median (Min, Max) 23.1 (14.1, 34.9) 28.9 (11.3, 32.0) 28.0 (11.3, 34.9)

Among 18 
TD Patients: 
56% and 
39% 
Achieved TI 
≥ 8 and 16 
Weeks, 
Respectivel
y

Bafna V, et al. EHA 2026. Abstract 
S174



Lower-Risk MDS Trials
Drug Trial Mechanism of 

Action
Patients Inclusion Criteria Endpoints / Outcomes

Elritercept 
(KER-050, 
TAK-226)

ELRiSE MDS
(Ph3)

RENEW (Ph3)

TGF-B ligand trap

Randomized to EPO 

Randomized to Placebo

N=300
ESA/Luspatercept 
Naive

N=225
R/R ESA

EPO<500
2-6u RBC/8wk prior

LTB: 4-7u/16 wk
HTB: ≥8u/16wk

Primary: TI ≥12wk in 24wk period 
with concurrent ≥1.5g Hb increase

Primary: TI ≥8wk in 24wk period

Roxadustat* MATTERHORN 
(Ph3)

Ph3 Trial 
NCT07722988

HIF-PH Inhibitor
Placebo Randomized

Placebo Randomized

N=140 
82 Roxadustat
58 Placebo

N=201

-No Restriction on Prior ESA use
-2-4u pRBC over preceding 8wks

-RR/ESA ineligible
-≥4u pRBC over 2 consecutive 8wks

TI ≥8wks: 47.5% vs 33.3% 
(p=0.217)
In pts with ≥2u pRBC in 4wk period, 
TI >=8wks: 36.1% (13/36) vs 11.5% 
(3/26), p=0.047

Primary: TI ≥8wk in 24wk period

Momelotinib MIDAS (Ph 2) JAK1/JAK2/ACVR1 
Inhibitor

Randomized to different 
dose levels

N=80 R/R to ESA or Luspatercept

≥3u pRBC over preceding 16wks

Primary: TI ≥12wk in 24wk period

Tebapivat* 
(AG-946)

Ph 2b Pyruvate Kinase 
Inhibitor

N=65 R/R to ESA +/- GCSF and/or 
Luspatercept

LTB: 3-7u/16wk, <4u in 8wk before

HTB: ≥8u/16wk and ≥4u in 8wk 
before

Primary: TI ≥8wk in 24wk period

“While tebapivat demonstrated 
evidence of biological activity, 
clinical benefit was not observed in 
a sufficient proportion of patients or 
subgroup of patients…”* Completed accrual



THANK YOU!


