CNM-AU8 Phase 2 VISIONARY-MS Trial Results
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CONCLUSION | CNM-Au8 improved neurological function in stable RMS patients adjunctive to DMTs; Paraclinical MRl and VEP improvements support clinical benefits

Design Overview | Phase 2 Study: 48-Week Placebo-Control Treatment Period
2.1 Randomization (Active [1bmg, 30 mg]: Placebo)

 Enrolled stable relapsing remitting MS participants with chronic optic neuropathy on background DMTs
(92% treated with DMT; 53% monoclonal antibody infusion, 32% oral)

« n=73 of 150 planned - study ended prematurely due to COVID pandemic-related enrollment challenges
« Prespecified statistical threshold set at p=0.10, combined CNM-Au8 doses presented (1I5mg & 30mg)
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Exploratory Visual Evoked Potentials | Week 48 mf-VEP Results
mf-VEP Amplitude Change

mf-VEP Mean Amplitude Change
ITT Population, LS Mean + SEM (Preliminary)

25 — Week 48 LS-Mean Difference (Eyes by Subject) = 15.36
95% CI = 3.75 t0 26.96
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VEP Affected Eye defined as Greatest Latency Delay at Baseline

mf-VEP Latency (ms) Change from BL
(LS-Mean Change)
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mf-VEP Inter-Eye Latency Change

mf-VEP Inter-Eye Latency Asymmetry

Mean Absolute Difference By Segment, Segments (n=56) Nested Within Subject
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ITT Population, LS Mean = SEM (Preliminary)

Week 48 LS-Mean Difference = -0.825
95% Cl = -1.68 t0 0.32
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1° EP | LCLA Change in the Affected Eye

Results | Primary and Secondary Efficacy Clinical Outcomes at Week 48
MMSFC Change by Domain

LCLA Change in the Affected Eye
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Week 48 LS-Mean Difference = 3.13
95% CIl = -0.08 to0 6.33

p = 0.056

0.5

LS-Mean Change from Baseline
(6-Domain Mean Z-Score)

95% Cl = 0.05 to 0.51 <
p= 0.0197

2° EP | mMMFSC Mean Standardized Change

Mean Standardized mMSFC Change
mITT, LS Mean + SEM LCLA affected/fellow, 9HPT dominant/non-dominant, SDMT, T25FW
mITT Population, LS Mean + SEM

Week 48 LS-Mean Difference = 0.28 Favors Placebo No  Favors CNM-Au8

Modified MS Functional Composite | Domain Improvements
LCLA affected/fellow, 9HPT dominant/non-dominant, SDMT, T25FW

mITT Population, LS Mean Difference + SEM
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Exploratory MRI | Week 48 Myelin Imaging Results

Magnetization Transfer Ratio by Region

Magnetization Transfer Ratio (MTR) Myelin Water Fraction (MWF)
Week 48 Change from Baseline Week 48 Change from Baseline
ITT Population, LS Mean Difference = SEM ITT Population, LS Mean Difference + SEM
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Exploratory MRI | Week 48 Diffusion Tensor Imaging Results
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Whole Brain Fractional Anisotropy

Diffusion Tensor Imaging | Fractional Anisotropy (FA)
Whole Brain (Cerebrum)
ITT Population, LS Mean = SEM

Week 48 Change from Baseline
ITT Population, LS Mean Difference + SEM
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Diffusion Tensor Imaging | Fractional Anisotropy (FA)
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Safety
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CNM-AuS8 treatment was safe and well-tolerated
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« Treatment emergent adverse events (TEAES) were transient and
oredominantly mild-to-moderate

« No dose limiting adverse events; no related serious adverse events

Treatment Emergent Adverse CNM-Au8 | CNM-AuS8

Events 15 mg 30 mg Placebo
(TEAES) number (%) | number (%) | number (%)
Subjects with any TEAE 21 (88%) 25 (100%) 22 (92%)
Subjects with SAE 1(4%) 2 (8%) 2 (8%)
Subjects with Related TEAES 2 (8%) 5 (20%) 2 (8%)
Subjects Discontinued due to TEAE -- 1(4%) 1(4%)

Placebo SAEs: (1) Lentigo maligna melanoma, (2) pregnancy; CNM-Au8 15mg SAEs: (1) Pneumonia,
bacteremia (staph aureus), endocarditis; CNM-Au8 30mg SAEs: (1) Ketamine infusion for pain and
paracetamol overdose; (2) deep vein thrombosis (6-months post-discontinuation). No Related TEAEs listings
were observed in more than one participant per group.

Radial Diffusivity by Region

Diffusion Tensor Imaging | Radial Diffusivity (RD)

Week 48 Change from Baseline (mm?/s)
ITT Population, LS Mean Difference + SEM
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