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Multifocal Motor
Neuropathy (MMN)

MMN is a rare, immune-mediated motor neuropathy characterized by nerve conduction
block, often associated with complement activation’

Patients with MMN may experience progressive asymmetrical weakness of the distal limbs,
typically without sensory loss'

Symptoms'?

Asymmetric muscle weakness
Low or absent tendon reflexes

Muscle atrophy

Fasciculations
(muscle contractions)

Increased weakness in Cramps

cold temperatures

Disease Burden3

Based on findings of the first global MMN QoL survey (N=211), MMN restricts daily activities
and impacts emotional well-being and overall QoL3?

Muscle weakness (53%) and cramping (20%)

Exhaustion (75%), Difficulty walking (27%)
fatigue, and daytime \ | l/ and climbing stairs (42%)
drowsiness (78%)
Impacts on Impacts on social life
work activities (46%) and activities (55%)
ey w— Impacts on emotional
wellbeing including
Impacts on reported symptoms
activities of of depression (46%)
daily living and and feelings of
household chores (62%) hopelessness (28%)
. -

2Completed by 211 individuals with MMN in 2016, 53% women, 89% white, >70% located in the United States**
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Multifocal Motor
Neuropathy (MMN)

Proposed Involvement of IgM Autoantibodies
and Complement Activation in MMN
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Diverse autoantibodies targeting gangliosides have been observed in MMN?® Cla

- IgM autoantibodies targeting GM1 found in the central and peripheral
nervous system have been detected in 40%-60% of patients with MMN
using current diagnostic tests®’

- Patients seropositive for IgM autoantibodies targeting GM1 show greater
weakness, disability, and axon loss than patients without these
antibodies®

- IgM autoantibodies, including those targeting GM1, can activate the
complement pathway in a titer-dependent manner, with greater
complement activity correlated with more severe muscle weakness and
axonal loss®?
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Proposed Pathophysiology™"

In MMN, IgM antibodies may cause nerve dysfunction by targeting ganglioside GM1, leading to conduction block through direct and
complement-driven indirect mechanisms’

- 1gM autoantibodies may result in™"?2:

— Displacement of ion channel clusters — Activation of the complement pathway, resulting in deposition of MAC and
~ Demyelination additional membrane and axonal damage

All figures were created with BioRender.com
Abbreviations: Clg, complement factor Clg; GM1, monosialotetrahexosylganglioside; IgM, immunoglobulin M; MAC, membrane attack complex; MMN, multifocal motor neuropathy; QoL, quality of life.
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