A PHASE 1B TRIAL OF DISC-0974 IN PATIENTS WITH MYELOFIBROSIS AND ANEMIA

ANNUAL N. GANGAT', J. FORAN?, A. HALPERN34, R. RAMPAL>, P. BOSES, S. BHATT?, A. BUCH?’, O. PELLETIER’, W. SAVAGE’, A. TEFFERI' o
M E ET I N G . Division of Hematology, Department of Internal Medicine, Mayo Clinic, Rochester, MN
. Division of Hematology, Department of Medicine, Mayo Clinic, Jacksonville, FL
. Department of Medicine, University of Washington, Seattle, WA
. Clinical Research Division, Fred Hutchinson Cancer Center, Seattle, WA
. Memorial Sloan-Kettering Cancer Center, New York, NY o o
MD Anderson Cancer Center, Houston, TX med|C|ne

Disc Medicine, Watertown, MA

2024

INTRODUCTION

RESULTS

DISC-0974 reduces serum hepcidin and increases serum iron

o Table 1. Baseline and demographic information
o _ — BMP 14 mg DISC-0974 28 mg DISC-0974 50 mg DISC-0974 75 mg DISC-0974 | 100 mg DISC-0974 A 3 i o 14mg (n=1) B 4 o 14mg (n=1)
Hepcidin, a central regulator of iron homeostasis, is 2/4/6 DISC-0974 (N=1) (N=7) (N=12) (N=8) (N=6) S 60 | | = 28mg(n=1) 2 200 | | | = 28mg(n=7)
pathologically elevated in patients with myelofibrosis (MF) and ALK | Age, median (range), years 70 71 (57, 89) 70.5 (31, 83) 74 (58, 84) 67.5 (53, 79) £ 50 . - 50 mg (n=12) E ~+ 50 mg (n=12)
_ ) : . ) ) . /3/6 . 2 4 - 75 mg (n=7) S 200 -+ 75 mg (n=7)
anemia. DISC-0974 is an investigational, first-in-class, Men, n (%) 0 5(71.4) 8(66.7) 6(75.0) 4 (66.7) g 1 100 mg (n=6) £ 100 mg (n=6)
monoclonal antibody that blocks hemojuvelin, a co-receptor in l Disease diagnosis, n (%) £ 20 S 100
. - - : . Primary MF 0 4 (57.1) 10 (83.3) 5(62.5) 4 (66.7) 2 10 »
the bone morphogenetlc pl:o.tem_SIQn.almg pathway dr|V|ng Liver cell Post-essential thrombocythemia MF 1 (100) 3(42.9) 0 3(37.5) 0 & 0 r—T—T—T7 . I I I 0—T—TT7 I I I ,
hepcidin expression. Preclinical studies have shown that Post-polycythemia vera MF 0 0 2 (16.7) 0 2 (33.3) zetemp 4 ST 718 28152220 43 57 71 85
DISC-0974 suppresses hepcidin and increases serum iron. Time since MF diagnosis, median (range), years 1 6 (0,18) 2.5 (0,14) 4(0, 12) 1(0,2) _ - Time(Sdy Visitbay) | Time (Study Visit Day)
) Figure 1. A) Median serum hepcidin for participants dosed at 14 mg (purple), 28 mg (light gray), 50 mg (red), 75 mg (blue), and 100 mg (yellow).
A healthy volunteer StUdy has demonstrated dose-dependent H}éin DIPSS risk level, n (%) B) Median serum iron for participants dosed at 14-100 mg. Arrows represent dosing days.
ducti . h idin. | . . d Intermediate-2 1 (100) 6 (85.7) 11 (91.7) 6 (75) 5 (83.3)
reductions in serum hepcidin, increases in serum iron, and L HVOTVOVg High 0 1(14.3) L83 223 H67) DISC-0974 increases hemoglobin and reduces transfusion requirements
increasing trends in hemoglobin with a favorable safety profile. - Concomitant medication, n (%) _ 9 _ 9
gene Janus kinase (JAK) inhibitor 0 4 (57.1) 5 (41.7) 1(12.5) 0 with durable hematological responses
Hydroxyurea 1(100) 0 0 1(12.5) 0 A Hemoglobin change from baseline B nTD participants with A hemoglobin of 21.5 g/dL
Transfusion dependent*, n (%) 0 2 (28.6) 1(8.3) 0 1(16.7) in all participants overall (=204 68.9%
Baseline hepcidin, median (range), ng/mL 48.2 93.3(21.4,171.1) 90.2 (8.7, 155.7) 46.6 (23.7,188.2) 64.4 (11.5, 374.7) 5— = 28 mg (n=7) 100 mg (1=5) i{»
= mg (n=5) %
Baseline hemoglobin, median (range), g/dL 8.2 8.4 (6.8,9.3) 8.6 (6.1, 10.3) 8.9(6.7,9.9) 8.2(5.5,9.4) ’%T —+ 50 mg (n=12) 75 mg (n=8) — }
- . . . . . Abbreviations: DIPSS = Dynamic International Prognostic Scoring System; MF = myelofibrosis C) -+ 75 mg (n=8) )
To evaluate the Safety, tolerablllty, pharmaCOklnetICS (PK), pharmacodynamlcs (PD), and initial efflcacy * Defined as a red blood cell transfusion frequency of 26 units packed red blood cells over the 84 days immediately prior to Screening. There must not be any consecutive 42-day period £ 100 mg (n=6) 50 mg (n=11)~ 81.8% P
ini : _ : s : : without a red blood cell transfusion in the 84-day period, and the last transfusion must be within 28 days prior to Screening.? 2 mg (n=5)— %
Of SUbCUtaneOUS (SC) admmIStrathn Of DISC 0974 In partICIpantS Wlth MF and anemia. One participant treated with 28 mg discontinued DISC-0974 early due to physician decision. Data as of 29 Apr 2024. g 2 ma (n=s) it —
(5 0 20 40 60 80 100
I

Percentage of Participants

Table 2. Adverse events at least possibly related to DISC-0974

-1 I . T
- 14 mg DISC-0974 28 mg DISC-0974 50 mg DISC-0974 75 mg DISC-0974 100 mg DISC-0974 0 152043577185 113 141 EOS * 5/8 (62.5%) of nTD participants on concomitant JAK inhibitors
(N=1) (N=7) (N=12) (YE)) (N=6) Time (Study Visit Day) achieved a hemoglobin response
* 15/21 (71.4%) of nTD participants off concomitant JAK inhibitors

METHODS

Diarrh 0 1 2 1 0 . . . .
Schema for DISC-0974 study in myelofibrosis and anemia o C  nTD participants with mean A hemoglobin of D Transfusion frequency over time
Injection site bruising 0 1* 0 0 0 21.5 g/dL for 212 weeks
- Pyrexia 0 1* 0 0 0 Overall (n=15) 60% :g:g;z; .. ° :
- BOIN Designwithf | [T Bhaca1h |  tmmmmmmmeeeeo o T £ ol
£ Accelerated Phase 1b E Sl i Blood bilirubin increased 0 0 0 0 1 75 mg (n=3) o | 110202173_ L \. RS U
€ ) . 6 Cycles R 1-Month TD and [, ! . ' * R
= |— Titration* > > ~— : > Extension ! Platelet count decreased 0 0 1 0 0 | 110-008- i TN P
I = Total Q28 Days Follow Up Intermittently | (Optional) ! 50 mg (n=7)- _ 42.8% } 1000ed o e .o e e e e e
= (N=1-9 per Transfused MF 0 b sl ) A Anemia 0 0 1* 0 0 0000310 a4 LR T
- Cohort) | 28 mg (n=5) 60% P i 4 y + + 4 t4 * +
- Urinary tract infection 0 1* 0 0 0 10400510 7 Y (A AR (R R
*Dose escalate to ) 0 20 40 60 80 100 84 57 28 1 20 57 85 113 141 EOS
E:::;O()hnogay 22 Select "g TD MF =-6--e-n-i-ai')—e-|-= | Headache 0 0 1 0 0 Percentage of Participants Time (Study Visit Day)
: elec -
safety evaluation Phase 2a - £ 6 Cycles , 1-Month - Phase 2a’ __,i EI:(tension ] Hot flush 0 0 1 0 0 Figure 2. A) Mean (+SEM) hemoglobin over time for participants dosed at 28-100 mg with evaluable participants over time. B) Percent of nTD participants with a
Dose —9 Total Q28 Follow Up TD only ! (Optional) | Grade 3 adverse events (AEs) include headache reported in 1 participant treated at 28 mg (unlikely related to DISC-0974) and Grade 3 anemia reported in 2 participants treated at 28 mg hemoglobin value of 21.5 g/dL above baseline at any visit during study by dose level (28-100 mg). C) Percent of nTD participants with mean hemoglobin =1.5
u=_| Days (N=26) tFlexibilityto add =~ === ======== J and 4 participants treated at 50 mg (1 at 50 mg was deemed related to DISC-0974; all others were deemed not related). Serious AE: Grade 2 arthralgia was reported in 1 participant g/dL above baseline for 212 weeks (minimum of 16-week follow-up required for inclusion and maximal follow-up of 169 days). D) Transfusion frequency of participants
_J exploratory treated at 28 mg (not related to DISC-0974). There were no 2Grade 4 AEs reported. Liver iron concentration was obtained at baseline and end of study; for available participants (n=10), with baseline transfusion requirement and 212 weeks of follow-up through EOS. Dotted line denotes progression through study. | Indicates 2 units transfused; all other
cohorts in parallel median change from baseline was 0.3 mg/g dry weight, range (-0.5 to 16.2). * Indicates AE in a participant receiving concomitant Janus kinase (JAK) inhibitor therapy. transfusions are 1 unit. One of two evaluable TD participants (104-005) achieved Tl per Gale criteria. * Denotes concomitant MF-directed therapy.
Study Design: This is a Phase 1b/2a, multi-center, open-label, ascending-dose study with expansion cohorts. C O N C L U S I O N S RE F E RE N C E S
In the Phase 1b (dose-escalation) portion of the study, DISC-0974 was administered SC every 28 days for up to
6 cycles. The 1b portion of the study employs a Bayesian optimal interval (BOIN) design with accelerated titration.
Key Eligibility Criteria: Eligible participants are adults with primary, post-essential thrombocythemia, or post- . * DISC-0974 demonstrated acceptable safety and tolerability at all evaluated dose levels. = 1. Novikov N, et al. Blood. 2022;140(Suppl 1):
polycythemia vera MF with intermediate-2 or high-risk disease and hemoglobin <10 g/dL on =3 assessments over » DISC-0974 dosing resulted in decreased hepcidin and increased serum iron that was sustained for several weeks after each dose. 5339-5340.
84 days or transfusion dependent (TD). Washout prior to screening for androgens, erythropoietin, cladribine, . Among participants treated at 28 to 100 mg: 2. Tefferi A, et al. Blood. 2013;122(8):1395-1398.
immunomodulators, and interferon-a is required. Concomitant stable Janus kinase inhibitor or hydroxyurea use is 3. Gale RP, et al. Leuk Res. 2011;35(1):8-11.

allowed. Participants with anemia due to infection; bleeding; or iron, vitamin B12, or folate deficiency are excluded. * Hemoglobin responses of 21.5 g/dL increase were achieved in 63.9% of nTD participants. _

» For participants who have completed study, 62.5% of nTD participants had a mean hemoglobin response of 21.5 g/dL above baseline sustained for at least

12 weeks. CONTACT INFORMATION

« One of two evaluable TD participants became TI by the end of study.3

Endpoints: Primary: Safety and tolerability of DISC-0974 as assessed by treatment-emergent adverse events,
vital signs, physical exam, electrocardiogram, and laboratory testing. Secondary: PK/PD markers of iron regulation
and hematologic parameters.

Hematologic Response Definitions: For TD participants, transfusion-independence (TI) for any consecutive
12-week period. For non-transfusion-dependent (nTD) participants, 21.5 g/dL hemoglobin increase from baseline
at any time point; durability is evaluated as mean hemoglobin =21.5 g/dL above baseline during any 12-week period.

» Hematologic responses were achieved in 6 of 10 participants with concomitant JAK inhibitor therapy. Will Savage, MD, PhD

- All evaluable participants with baseline transfusion requirement had at least a 50% reduction in transfusions over a rolling 8-week window on study compared to baseline. il Chief Medical Officer, Disc Medicine
wsavage@discmedicine.com

« DISC-0974 longer-term follow-up is ongoing in participants with MF and anemia with 34 participants enrolled as of this data cut.
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