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BACKGROUND OBJECTIVE

~ * To assess the safety and efficacy of empasiprubart in ARDA (NCT05225675), a phase 2, multicenter,

Empasiprubart Binds C2 and Blocks 4 randomized, double-blinded, placebo-controlled, parallel-group study in adults with MMN (Figure 2)

Activation of the Classical and Lectin
Complement Pathways

FIGURE 1 Empasiprubart Proposed
Mechanism of Action

METHODS

Binds C2 in a pH- and

* MMN is a rare, immune-mediated, chronic Ca?*-dependent manner?

neuropathy leading to axonal degeneration

4 N

and progressive, disabling, asymmetric limb Decreased affinity for other Fc FIGURE 2 ARDA Trial Design ] M ]
weakness with absence of sensory loss!3 e oo - o a r d a i ?}{
H H : g ;'\ Multifocal Motor e Fn o j.'"

* MMN is characterized by multifocal, GRS eironatny Sty Dfanar,

persistent motor nerve conduction block!- Engineered for a long half-life through Screening (<28 days)
* Anti-GM1 IgM antibody-mediated increased affinity to FeRn at acidic pH Probable/definite MMN diagnosis* and IVIg dependency (if applicable) n

. ) _ E ivrub assessed by MMN Confirmation Committee for full clinical

complement activation plays a central role in mpasiprubart trial listing

the pathogenesis of MMN1-3 1. Empasiprubart ga 5. Empasiprubart is IVIg dependency uncertain IVig dependent

— Anti-GM1 IgM antibodies are found in binds C2 at & 0’% recycled back to circulation l l

neutral pH PRT—— .
240% Of M M N Ca Sesz . ‘.0’.»0“”00”'“". PPre .Oo". "o”u.

000004, (s 3
00000000 0e, [ WW000eg
14006000000000° o, o 00q,

i

s

IVig dependency period (<15 weeks) —» IVIg monitoring period (<11 weeks)’

e C2 may be an optimal point of intervention £ heidihed sndosome £ |
within the complement cascade \ N
. h d of the cl ical 2. Empasiprubartis  § -> i i All patients were receiving a stable dose of
— (C2isatthe CFOSSFO&\4 ot the classica !nterlnalizild‘art‘g C2 : IVIlg at baseline before switching to study drug
i is released in the )
and lectin pa?thways . acidified endosome 4. Empasiprubart Double-blinded treatment period*
— The alternative pathway remains intact bound to FcRn is )
reduced infection risk)*> -4 rescued from : Empasiprubart IV (n=18)
( ) 302 is dearaded t -1 degradation Cohort 1, n=27 (dose regimen 1) Rand;leed Enter the 15-month treatment-free safety follow-up period
_ : . C2 is degrade = : =
Ta r-ge.tlng C2, upstream of C3 an(-zl C5, in the lysosome Placebo IV (n=9)
inhibits C3 and C5 effector functions> OR (sequentially) — OR
=
 Empasiprubart is a first-in-class, humanized, & _ Empasiprubart IV
monoclonal antibody that specifically binds ‘ . Cohort 2, n=27 (dose regimen 2) | Rendomized

51 Roll over to the long-term extension study (ARDA+)

. Placebo IV
to C24 (Figure 1)
— |gM autoantibody-mediated complement O 0 E‘ﬁﬁj 16 weeks ——
. . . T ; Sykk .i:
activation was effectively inhibited by for more S FLRE
. . . . . . =t . n

ta rgetl ng C2 W|th em pa Sl p Fu ba rt In an Empasiprubart FcRn 2 information Eét - *Probable/definite MMN diagnosis was made according to EFNS/PNS 2010 guidelines.t "The length of the monitoring period depended on an individual’s IVIg dose frequency. *DBTP began 7 days after final IVlg administration during

. . il the monitoring period. Participants were retreated with IVIg if there was a clinically meaningful deterioration, defined as a >30% decline in the grip strength of either hand observed for >2 consecutive days and/or a decline of >2
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RESULTS (®) KEY TAKEAWAYS
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*Dotted line indicates the threshold for achieving CMI (=8 kPa; participants achieving CMI are highlighted by the green box). "Baseline values were established following
K *Defined as the time from last IVIg administration before randomization (including unscheduled visits) up to first IVIg retreatment during the DBTP. / \ IVlg monitoring period and prior to initiation of the DBTP. /
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