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Background

Key study objectives

This open-label, randomized phase 3 study will evaluate the efficacy and safety of elritercept versus epoetin alfa for the e To evaluate the efficacy of elritercept on RBC-T]I for
treatment of anemia in patients with LR-MDS Primary =212 consecutive weeks from first dose through

Objective

* Anemia is a key clinical consequence of MDS, with approximately 80%
of patients developing clinically significant anemia over the course of objective Week 24 with concurrent mean hemoglobin increase

their disease’

* Long-term red blood cell (RBC) transfusions can result in decreased Study design
overall survival, reduced quality of life (QoL), and iron overload, which

=1.5 g/dL versus epoetin alfa

Key To compare the effect of elritercept on RBC-TI

can be associated with end-organ damage?? ClinicalTrials.gov identifier: NCT07422480 secondary for consecutive 212-week, 216-week, and 224-week
« Treatment with ESAs can lessen transfusion needs, but most patients Primary endpoint objective penoc?s from first dose through Week 24 versus
either do not respond or become unresponsive over time*»® epoetin alfa
 |dentifying new treatments for patients with MDS that can achieve « Adults =18 vears « <500 U/L serum ervthropoietin >2 weeks . . . .
Ying "> 1T P y . "yIrop Proportion of patients To compare the effect of elritercept vs epoetin alfa on
sustained RBC-transfusion independence (Tl), decrease symptoms due . ESA-naive with ia due to LR-MDS post-transfusion S . .
nalve with anemia due 1o achieving Tl 212 weeks from
t : d id id and durabl : iq]7-9 . . . o gll= patient-reported fatigue response (measured by the
O aneémia, anda proviae rapia and aurabie responses remains crucia (per Revised International Prognostic * <5% bone marrow blast count first dose throuah Week 24 . .
. . . N . . | g FACIT-fatigue scale) in the absence of RBC
 Elritercept is an investigational TGF-f3 superfamily ligand trap Scoring System) « <11.0 g/dL hemoglobin with concurrent mean transfusions between Weeks 12 and 24
designed to block activin A/B and growth differentiation factor 8/11 * TD (2—6 RBC units/8 weeks) . Eastern Cooperative Oncology Group Hgb increase 21.5 g/dL To compare the effect of elritercent versus epoetin alfa
signaling and restore effective hematopoiesis beyond erythroid performance status of 0, 1, or 2 from baseline on er tﬁroid hermatologic im rovepment incIuF():Iin
maturation(Figure 1).'° Elritercept is being evaluated in diseases with achie}\//ement ad duragbilit gf hematolc; ] d
dysfunctional hematopoiesis, such as MDS™-15 Screening : Safety follow-up Survival follow-up : : Y J
. o Period Treatment period eriod eriod improvement-erythroid responses (28 and 212 weeks)
* |In a phase 2 study, elritercept led to durable transfusion independence | | | P | P | Other from first dose through Weeks 24 and 48
(T1) and clinically meaningful improvements in QoL (such as reducing ' UptoBweeks (%ﬁ?elig) | C(?%/:'Vevge—g) | Up to end of treatment | 60 days | Up to 5 years | secondary To compare the effect of elritercent vs epoetin alfa on
. . . . . . . . | Vv |
fatigue) in patients with very low-, low- and intermediate-risk (lower risk) o objectives* achievepment durability. and time?co RBg 1 includin
. . . . © -
MDS (LR-MDS), including those with packed RBC transfusion = T T Elritercept (Q4W) . , AU Y, ar | ! uading
dependence (TD)!2.13 = Elritercept S O Elritercept G O Disease assessment as RBC-TI responses of varying durations (28, 212, 216,
c (Q4W) E® (Q4W) - indicated and = ) and 224 weeks) from first dose through Weeks 24
Figure 1: Elritercept proposed mechanism of action |  ,===------ = = 2 & transfusion verification e | ~TonIInToT N T T T By © J
: f . . T 0 ® o a5 < | 1 Visits28and . Quarterly | = and 48
: Screening | €0 o > o > E — 60 days after ——— survivaland “—» © - :
Elrit ¢ Without elritercept With elritercept | assessments 9 ‘é ® S o S % | i : | Jisease status = To compare the effect of elritercept vs epoetin alfa
_________ 7/ T T . . .
ritercep == o 2 2 Epoetin alfa (Q1W) T Memmmeem--- y L y w on changes in hemoglobin levels through Weeks
X 2 Epoetin alfa - "g Epoetin alfa o "g Disease assessment as L — 24 and 48
S (Q1W) 0 © (Q1W) R indicated and
= i 2l transfusion verification A To evaluate the safety of elritercept versus epoetin alfa
QXW, every X week To assess the broader hematologic and biologic effects
of elritercept vs epoetin alfa through Weeks 24 and 48,
Exploratory . . . L
| | - | | o | | biectives* including effects on neutrophils, thrombopoiesis and
TGF-B signaling TGF-B signaling Summary ELRISE is an actively recruiting phase 3 study evaluating elritercept for the treatment of anemia in patients with TD LR-MDS objectives olatelet parameters, erythropoiesis-related biomarkers,
Imbalanced = myelosuppressive Rebalanced . .
and iron homeostasis
BMP, bone morphogenic protein; CH2/3, constant heavy-chain domain 2/3; flist t hensive. FACIT. Funch A * of Chronic I i
_ : ] i IST IS NOL comprenensive. , Functuonal Assessment o ronic liNness erapy.
TGF-B, transforming growth factor . Study design Enroliment and study locations
_ * The full study design is shown in the Summary Panel  This study will enroll ~210-300 patients across ~150-175 sites Europe
- Patients are randomized 1:1 to receive subcutaneous elritercept 3.75 mg/kg (Figure 2) 68 sites Countries (number of sites): Argentina (4),
Patients once every 4 weeks (with possible up-titration to 5 mg/kg after 28 weeks) or Figure 2: Map of global study sites . Australia (10), Belgium (3), Brazil (8),
. . L . i i i _titrati g sia .
* Key study inclusion criteria are shown in the Summary Panel eftoet;g alfa i50 I%/]kg wee_kly (W|;thtp|023|ble ?g(;'gggﬁato 1050 1U/kg ; . Bulgaria (2), France (5), Germany (9),
Aller <0 WEeeKs, Wilh a Maximurm aial dose ot oL, ) 37 sites Greece (6), Hungary (2), India (7),
 Randomization is stratified by ringed-sideroblast (RS) status (RS+ vs RS-), : Ireland (4). ltalv (11). J 3
. . e . North America reland (4), ltaly (11), Japan (8),
* Presence of Del5g mutation baseline erythropoietin levels (<200 vs >200 U/L) and RBC transfusion . . . .
| | | | burden (1 hiah 123 vs 4-6 units/8 ” 29 sites Lithuania (2), Malaysia (3), Mexico (4),
» History of thromboembolic events <6 months prior to screening urden (low vs high [2—3 vs 4-6 units/8 weeks])
« RBC transfusions are allowed at the investigators’ discretion for low South Ameri Netherlands (1), Norway (3), Poland (),
 Clinically significant cardiovascular, hepatic, or renal issues ou merica : :
o o 240 ke hemoglobin o Romania (2), South Korea (6), Spain (7),
 Body mass index 2 m _ L _ _ - - -
o Y ) . J | / | . Transfusion verification and disease assessments will be performed Switzerland (3_)’ Talwan (6), Thailand (3),
» Prior therapy with immunomodulatory/suppressive agents or procedures periodically and as clinically indicated until the end of treatment Australia Turkey (5), United Kingdom (6), and
* Anemia due to any other known cause » The survival follow-up period will be up to 5 years 10 sites United States (25).
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