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MAIN FINDINGS e Claseprubart has the potential to deliver meaningful
benefits to AChR Ab+ gMG patients via infrequent
e Claseprubart treatment was well tolerated and self-administered SC injections and a reduced
resulted in clinically meaningful and statistically risk of encapsulated bacterial infections versus C5
significant improvements across key assessments. inhibitors.

e The benefit/risk profile of both doses was similar, e Claseprubart 300mg Q2W and Q4W will be
supporting research focus on the lower dose. evaluated in an upcoming Phase 3 trial in gMG.

INTRODUCTION e Individuals with current or prior use of a complement inhibitor, use of an Figure 3. Improvement in MG-ADL and QMG.
anti-FcRn agent within 90 days of randomization, use of rituximab within

e Generalized myasthenia gravis (QMG) is a chronic autoimmune

. . . . . . 6 months, or IVIg/PLEX within 4 weeks of randomization, or any known/ A oe L acebo (n- aseprubar asepruba
disease caused by immunoglobulin G (IgG) autoantibodies targeting J . - y } A me QoW (-21) . 600mg Q2w (n-22)
. . o . untreated thymoma were not permitted to participate in the study. 2 _i0-
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compliment pathway and damage to the neuromuscular junction.’ Assessments ‘g" g 0"
e Complement inhibition is an established mechanism for the treatment  The primary assessment for the study was to evaluate the safety and £g 70"
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intravenous (IV) infusions or daily injections. Additionally, by e Key exploratory assessments included achievement of minimal 5 Week
targeting C5, these therapies block all three complement pathways symptom expression (MSE; MG-ADL score <1), Myasthenia Gravis 5 - _—  clsepubart oy Placene
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e Claseprubart (DNTH103) is an investigational monoclonal antibody 5T *
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a more focused treatment approach in gMG by only blocking the CCP~ ® Sixty-three of 65 patients completed the 13-week randomized
and leaving the lectin and alternative pathways intact (Figure 1). controlled portion of the study. No patients discontinued due to C. o4 | A Phebo() - Claseprbat e Classprubar
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claseprubart in patients with AChR antibody (Ab)+ gMG.  Baseline characteristics were balanced across treatment groups. A B\
= —2.0
£ 3
o w
: : : Table 1. Disposition and Baseline D hi 52 40~
Figure 1. Claseprubart Mechanism of Action. apie 1. Visposition and baseiine bemographics. 25
5 £ 40—
q ) Claseprubart Claseprubart g L — 1 T
&eo Classical pathway S 5.0 ﬁ;atrlcs)t/lg?r:gn?sgglﬂsﬁx as > 1 ’ Difference between
‘h}*}" ' Antibody-antigen > 300mg Q2W  600mg Q2W earl a6 Week 1 n both arms* C:ggggg;,?;f;;;g:;g;gD
‘ complex Claseprubart, active (n=21) (n=22) 6.0 | | | | | |
A y C1s inhibitor, acts Baseline 1 3 > W7eek ° 1 13
Y upstream from C3 Study discontinuations, n (%) 1(4.5) 1(4.8) 0 (0) D.
Autoantibodies activate 5 c g na L - 3 b -
the CIaSS|CaI pathway E o 8 i‘|2 asr(;pru ar 62/0 acebo i:]ﬂz asrt;pru ar acepo
of complement system X‘ Due to AE, n (%) 0(0) 0(0) 0(0) "E g 1; pome e 210 Pome A 5%
in AChR+ gMG patients g5 = i > 10%
T i ( } - D Age, mean (SD), years 52.2(16.5  57.1(137) 553 (12.0) THE .
Lectin pathway \ Convertas = = . ’ -
Mannan or Membrane Male, n (%) 13 (59%) 14 (67%) 10 (45%) EQ 4 720 I 4 o I 5.
pathogen surface Att < =2 2% e — o
aCk 100% 50% 0% 50% 100% 100% 50% 0% 50% 100%
Claseprubart does _CConvertaseD_ Complex Weight, mean (SD), pounds 195.0 (48.0) 192.5 (35.5) 179.0 (35.4) % of participants % of participants
not affect lectin (MAC)
and alternative : : : MG-ADL and QMG were assessed every other week, beginning 1 week after receiving study dose of
pathways _CConvertaseD_ Duration of disease, median (range), 0 47_';] 2) 0 5%'32 1) 1 07_'3?7 3 claseprubart or placebo. (A, C) The change from baseline was analyzed using a mixed effect model
e \ \§ J years . . . . ( . . ) for repeated measures (MMRM) with treatment group, visit, treatment by visit interaction, stratification
factors, and baseline measure included. Bars represent standard error of the mean. (B, D) Magnitude
Path rface
athogen surface / C5 inhibitors act MG-ADL score at baseline, mean (SD) 8.5(2.9) 8.2 (2.2) 8.4 (2.6) of MG-ADL and QMG improvement was assessed at Week 13. *One-sided p-values are presented for
downstream from C3 comparisons of claseprubart vs placebo, with any p-value below 0.1 considered nominally statistically
AChR, acetylcholine receptor:; and block all 3 pathways QMG score at baseline, mean (SD) 14.9 (5.8) 12.2 (2.7) 12.2 (3.6) S|gn|ﬂ(.3an.t. MG-ADL, I\/I.yasthe.nla Gravis Activities of Daily Living scale; Q2W, once every 2 weeks; QMG,
: - - ! Quantitative Myasthenia Gravis score.
gMG, generalized myasthenia gravis.
MGFA class at screening, n (%)
Efficacy Assessments
OBJECTIVE I 7 (32%) 11 (52%) 12 (55%) o At Week 13, both dose groups of claseprubart demonstrated rapid,
" 12 (55%) 10 (48%) 9 (41%) sustained .|mprovements In MG-ADL score from baseline compared to
e To assess the safety and efficacy of N L (1 . e placebo (Figure 3A) -
" | art . h g (14%) (0%) (5%) - Significant improvement from baseline in MG-ADL was observed
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- Greater than 60% of patients achieved =5 point improvements in
METHODS Safety Assessments MG-ADL in both claseprubart dose groups at Week 13 (Figure 3B).

- MG-ADL improvement in the 300mg claseprubart arm (dose used
in the upcoming Phase 3 study) was also assessed in patients with
QMG score 210 at baseline. In this sub-group, the claseprubart
300mg arm (n=18) demonstrated greater improvement in MG-ADL
score (—3.0 placebo-adjusted; p=0.0006) compared to the placebo

e Claseprubart was generally well tolerated with a safety profile similar
to the placebo group (Table 2).

e All treatment-related AEs with both doses of claseprubart were
mild or moderate in severity, and no patients receiving claseprubart

Study Design and Dosing

e MaGic is a global, multicenter, randomized, double-blind, placebo-
controlled study to evaluate the safety, efficacy, pharmacokinetics,
and pharmacodynamics of SC claseprubart (NCT06282159).

e Patients with AChR Ab+ gMG were enrolled and randomized 1:1:1 to
receive claseprubart 300mg (Q2W), claseprubart 600mg (Q2W), or

developed a serious AE related to treatment. arm (n=16) at Week 13.

e No significant safety findings were observed regarding infections or
autoimmune activation with either claseprubart dose group

e Robust improvements from baseline in QMG score were observed at

placebo for 13 weeks, followed by an ongoing 52-week open-label | Week 13 in both claseprubart dose groups compared to placebo (Figure
extension and 40-week safety follow-up (Figure 2). 3C). Claseprubart produced rapid improvement as early as Week 1
Table 2. Safety and Tolerability. (300mg [p=0.0042 vs. placebo]; 600mg [p=0.0418]) compared to placebo.
Figure 2. MaGic Phase 2 Study Design - At least 60% of patients achieved =5 point improvements in QMG in
Placebo Claseprubart  Claseprubart both claseprubart dose groups at Week 13 (Figure 3D).
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