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Inefficacy
erythropoiesis

IRON OVERLOAD DAMAGES Deferasirox

• has been shown to extend the
median event-free survival by
approximately 1 year compared
to placebo [Angelucci et al.,
2020].

• This effect is mainly driven by a
reduction in cardiac events,
supporting the effect of iron
chelation in preventing cardiac
damage caused by ironoverload
in this patient population
[Sarocchi et al., 2024].

• In addition, s-ferritin levels
decreased over time with DFX
while they increased with placebo
[Angelucci et al., 2020].
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Inclusion criteria

• aged ≥18 years at screening

• Very low, low, or intermediate risk MDS according to IPSS-R

• RBC transfusions of ≥2 units of RBCs within 16 weeks prior to screening

• Willing to discontinue any current iron chelation therapy 7 days (± 3 days) prior to the first dose of SP-420 and 
for the duration of the trial

• If no cardiac T2*-MRI is available within the past 6 months prior to screening:
S-ferritin >800 ng/mL 2-4 weeks before the screening visit (in medical records) which is confirmed with a second
measurement at screening†,and a history of transfusion of 10 to 100 units of RBCs
or
If a cardiac T2*-MRI is available within the past 6 months prior to screening: a cardiac T2*-MRI score of ≥25 msec
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Treatment with prohibited medication or procedures:

a) Disease modifying treatments for MDS (e.g. hypomethylating agents), or granulocyte colony-stimulating factor [G-
CSF], or thrombopoietin mimetics, or immunotherapy;

b) chemotherapy, or radiation therapy for any malignancy within 30 days prior to baseline

c) Iron, aluminium-containing antacid therapies, systemic corticosteroids chronic use of high dose NSAIDs (as needed and
low dose acetylsalicylic acid are allowed), imetelstat, drugs with known renal toxicity, drugs with known QTc
prolongation, potent UGT enzyme inducers (e.g., rifampicin, phenytoin, phenobarbital, ritonavir), drugs with a narrow
therapeutic index (such as methotrexate or coumarin anticoagulants [e.g.,warfarin]), within 7 days prior to baseline

d) Initiation of treatment with any bisphosphonate within 12 weeks prior to baseline. 

e) Initiation of treatment with an erythropoiesis stimulating agents (ESAs) or 
luspatercept within 3 months prior to screening (both are allowed if initiated and the 

dose is stable ≥3 months prior to screening)
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Exclusion Criteria MDS

Ø Therapy-related MDS or MDS with a known bone marrow fibrosis

Ø Any other clinically significant malignancy not remitted or in remission <5 years, prior to screening. 
Exceptions are the following diagnoses, which are allowed:
localized basal cell skin cancer, squamous cell skin cancer, localized prostate cancer, cervical carcinoma in 

situ, ductal carcinoma in situ, or completely resected colonic polyps with carcinoma in situ

Ø Prior HSCT or organ transplantation at any time, or planned HSCT or organ transplantation during the trial

Ø Platelet count <50×109/L at screening, absolute neutrophil count <0.8×109/L at screening

Ø Hypertransfused defined as more than 6 units/month on average for the last 6 months prior to screening

Clinicaltrial.gov NCT05693909



Are drugs acting on iron restriction
totally diferent from iron chelators? 



Modified by Prof Stefano Rivella

VIT 2763 

Luspatercept
KER-050

ETAVOPIVAT
MITAPIVAT

SLN-124

FUTURE DRUGS WICH HAVE AS TARGET ERYTROPOIESIS

Iron restriction

ESA
Roxadustat
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