Luspatercept restores effective erythropoiesis and provides superior and sustained clinical benefit versus epoetin alfa:
biomarker analysis from the phase 3 COMMANDS study
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Introduction

. Serum levels of erythroferrone (ERFE), GDF11, GDF15, and hepcidin were measured by

Figure 5. Luspatercept’'s MOA differs from that of ESA: predictive pathways of clinical benefit

A decrease in serum GDF11 with luspatercept indicated the treatment’s pharmacokinetics

ELISA at BL and wk 24 (Figure 8)
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- ESAs are the standard of care in LR-MDS with symptomatic anemia . There was gradual and sustained increase in BM EP, PB reticulocytes, and Hb with 3 3

ESAs increase BM erythropoiesis by increasing the percentage of BM erythroid precursor (EP)
production, and by activating JAK-STAT, phosphoinositide 3-kinase (Pl,K), and MAPK-PKC
signaling pathways

ESA efficacy and duration of response is limited in patients with LR-MDS, with only a third
responding with a response duration of 6-18 months

luspatercept (Figures 3 and 4)

Figure 3. Luspatercept restores ineffective erythropoiesis and provides superior clinical
benefit compared with ESA

PB reticulocyte count

A. Schematic representation of GSEA based on BL BMMC differentially expressed genes comparison of responders (L: 35, ESA: 13) to non-responders (L: 22, ESA: 31). Heatmaps depict significantly regulated BioCarta (B), KEGG (C); and HALLMARK (D) pathways (adjusted P < 0.005 with ESA or luspatercept). Colors represent -log10
adjusted P value (white to dark orange). Right annotated bar plots show normalized enrichment score (activated in responders: NES > 0; NES < O repressed in responders). ECM, extracellular matrix; GSEA, gene set enrichment analysis; L, luspatercept; NES, normalized enrichment score.

Figure 6. Luspatercept's MOA differs from that of ESA: pathways of response to therapy

Figure 9. Proposed MOA of luspatercept in LR-MDS
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