Luspatercept significantly reduces red blood cell transfusion burden, regardless of
gene mutation frequency, spectrum, and prognostic significance, among patients
with lower-risk myelodysplastic syndromes enrolled in the MEDALIST trial
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222 of 229 patients (148 luspatercept and 74 placebo) enrolled in the
study at screening and, when available, every 24 weeks following R (n=36) NR (n =92)
treatment (137 luspatercept and 69 placebo)

e Next-generation sequencing of 23 MDS-relevant genes was performed

— Mean coverage was 1,000-fold and the variant allele frequency
(VAF) cutoff was = 1%

e Bone marrow cell populations were analyzed by cytomorphology

e Correlative analyses were carried out using the primary response
criterion of RBC transfusion independence (RBC-TI) = 8 weeks within
the first 24 weeks of treatment

— The primary endpoint was achieved in 56 of 148 (37.8%)
luspatercept-treated patients and 10 of 74 (13.5%) placebo-

VAF, variant allele frequency.

Conclusions

o Patients enrolled in the MEDALIST study had mutation profiles
consistent with RS+ MDS,¢ with a preponderance of SF3B7 mutations

e RBC-TI responses with luspatercept were achieved regardless of the
presence of individual mutations, number of mutations, mutations
in various functional categories, or co-mutations at baseline

e At baseline, bone marrow erythroid precursors were higher in
luspatercept-treated responders versus non-responders, whereas
levels of RS+ cells were similar, indicating that the relative proportion

treated patients of RS+ erythroid cells is not associated with response to luspatercept
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