Minimal Symptom Expression with Claseprubart, an Active Cls Inhibitor, in Patients with Generalized Myasthenia Gravis
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MAIN FINDINGS

e 300mg claseprubart-treated patients were four times more likely * Achievement of MSE was rapid and all 300mg claseprubart-treated e The results of this analysis further support the clinical efficacy of
to achieve MG-ADL-MSE and six times more likely to achieve patients who achieved MG-ADL-MSE maintained a remission-like claseprubart in patients with AChR Ab+ gMG with the potential
QMG-MSE versus placebo. state for at least 6 weeks. benefit of infrequent subcutaneous self-administration.

INTRODUCTION METHODS

e Generalized myasthenia gravis (gMG) is an autoimmune disease caused by autoantibodies Study Design and Assessments
targeting the acetylcholine receptor (AChR), leading to activation of the classical complement

e QMG-MSE was achieved by significantly more 300mg claseprubart-treated patients at Week
13 (32% [6/19], OR 5.84, p=0.0387 vs. placebo) compared to placebo-treated patients (9%
12/22]) (Figure 4B).

Figure 3. Change in MG-ADL and QMG score by Week.

e MaGic is a global, multicenter, randomized, double-blind, placebo-controlled study to

pathway (CCP) and damage to the neuromuscular junction.’ evaluate the safety, efficacy, pharmacokinetics, and pharmacodynamics of SC claseprubart A --a-- Placebo —m Claseprubart —e— Claseprubart - Median time to achieve QMG-MSE was 3 weeks with 300mg claseprubart.
- Patients with gMG experience a variety of physical symptoms related to muscle weakness (NCT06282159). 0.0 (n=22) ?r?_ozr‘;‘? Q2ZW ?:_Ozr;? Q2W - Ot Ihe 300mg claseprubart-treated patients who ac.hieved QMG-MSE at Week 13, five of six
thro.ughout theIr I.IfetIme, Igadmg to lower quality of life compared to the general population.? o Adults aged 18-75 years (inclusive) with a diagnosis of AChR Ab+ gMG were randomized 1:1: . patients demonstrated MSE for at least 6 consecutive weeks.
- Achieving remission is an important goal and should be a key goal of any treatment for gMG. to receive claseprubart 300mg (Q2W), claseprubart 600mg (Q2W), or placebo for 13 weeks, =
e Claseprubart (DNTH103) is an investigational, clinical-stage, potent monoclonal antibody followed by an ongoing 52-week open-label extension and 40-week safety follow-up (Figure 2). @ o ~20- Figure 4. Minimal Symptom Expression.
engineered to selectively target the CCP by inhibiting only the active form of the C1s protein, e The primary objective for the study was to evaluate the safety and tolerability of claseprubart. 98 . _
a clinically validated complement target (Figure 1). Claseprubart is enhanced with YTE half- Key secondary efficacy assessments included change from baseline in the Myasthenia Gravis g4 | W Placebo B Claseprubart B Claseprubart
ife extension technology designed to enable a more convenient subcutaneous, infrequently Activities of Daily Living (MG-ADL) Scale Score and the Quantitative Myasthenia Gravis (QMG) © < -40- o or o - o p e
dosed, self-administered injection. Scale score. 2o A. - (n=22) mg (n=21) mg (n=22)
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- Current complement inhibitor therapies may be burdensome for patients and health care Minimal Symptom Expression Analysis cE
providers due to frequent and inconvenient administration.” e MG-ADL-MSE was defined as achieving an MG-ADL score of 0 or 1. é 6.0 ={( imrovements ohened as > " 1 — 20
e The Phase 2 MaGic study in patients with gMG showed significant improvements in efficacy e OMG-MSE f hiovi \ f carly as Week 1inboth amme” treatment arms was not)
outcomes with subcutaneous (SC) claseprubart compared to placebo while maintaining a QMG-MSE was defined as achieving a QMG score of <3. /.0 I I I I I I I statistically significan

favorable safety profile.
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- Here, we evaluated whether claseprubart use resulted in reaching minimal symptom Figure 2. MaGic Phase 2 Study Design.
expression (MSE), a measure of disease remission in gMG.’
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pathways C3 Baseline Characteristics and Disposition MG-ADL (A) and QMG (B) were assessed every other week, beginning 1 week after receiving study dose of =
Convertase . . : : : claseprubart or placebo. The change from baseline was analyzed using a mixed effect model for repeated measures 5
Alternative pathway o Sixty-five patients with AChR Ab+ gMG were randomized and rece|ved.300mg SC claseprubart (MMRM) with treatment group, visit, treatment by visit interaction, stratification factors, and baseline measure
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C5 inhibitors act were generally well-balanced. Approximately 57% of patients in the study were male with a mean claseprubart vs placebo, with any p-value below 0.1 considered nominally statistically significant. | 1 5 7
downstream from C3 age of 54.8 (standard deviation 14.1) years and a median disease duration of 5.6 years. gri'viASDSLéxZaSthe”'a Gravis Activities of Daily Living scale; Q2W, once every 2 weeks; QMG, Quantitative Myasthenia Time weeks
. J
AChR, acetylcholine receptor and block all 3 pathways e Sixty-three patients completed the 13-week randomized controlled portion of the study. One
gI\/IG,,generaIized myasthenié gravis. placebo and one 300mg claseprubart patient discontinued, neither due to an adverse event. (A) MG-ADL-MSE was defined as achieving an MG-ADL score of <1. (B) QMG-MSE was defined as achieving a QMG
. . . . score of <3. *One-sided p-values are presented for comparisons of claseprubart vs placebo, with any p-value below
Improvement in MG-ADL and QMG Scores Minimal Symptom Expressmn 0.7 considered nominally statistically significant. Adjusted analysis uses a logistic regression model with terms for
e MG-ADL score was significantly improved with both dose groups of claseprubart compared to e At Week 13, significantly more patients from the 300mg claseprubart arm (37% [7/19], treatment group, baseline and stratification factors. MSE, minimal symptom expression; MG-ADL, Myasthenia Gravis
placebo at Week 13 (Figure 3A). adjusted odds ratio (OR) 3.81, p=0.0550 vs. placebo) achieved MG-ADL-MSE compared to Activities of Daily Living scale; Q2W, once every 2 weeks, QMG, Quantitative Myasthenia Gravis score.
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