ALS Biomarkers of Neurodegeneration, Astrogliosis, and Inflammation

Original Placebo Randomization vs. CNM-Au8 30 mg Treatment _
Results from the HEALEY ALS Platform Trial Long-Term Open Label Extension ™
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/RESULTS: Long-Term Treatment with CNM-Au8 Resulted in Significant Differences in Decline of
\of NfL, GFAP, and CHI3L1 (YKL-40) Levels versus Original Randomization to Placebo

\

Neurofilament Light (NfL)
(All Evaluable, Pre-planned Analysis)

Plasma NfL Geometric Mean Change (CNM-Au8 30mg)
Within Regimen Analysis | Quanterix 4NPA
All Evaluable with Baseline and Post-Baseline Data (n=99)
LS Geometric Mean Difference + SEM
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Double-Blind Open-Label Extension
0.800 - Period
-®- CNM-Au8 30mg -®- Placebo -®- Ex-Placebo to CNM-Au8
Evaluable (n) .....................................................................................................................................................................................................................................................................................................
CNM-Au8 30 mg: 58 55 50 36 3 15
Placebo: 41 36 85 26 20 14
MMRM included all evaluable clinical visits. All visits with > 10 participants (for either group) are graphed.
LS Geometric mean difference: *** p<0.001, ** p<0.01, * p < 0.05, * p<0.10
Glial Fibrillary Acidic Protein (GFAP)
(All Evaluable, Post Hoc)
Plasma GFAP Geometric Mean Change (CNM-Au8 30 mg)
Within Regimen Analysis | Quanterix 4NPA
All Evaluable with Baseline and Post-Baseline Data (n=99)
LS Geometric Mean Difference + SEM
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-®- CNM-Au8 30 mg -@®- Placebo -®- Ex-Placebo to CNM-Au8 LTE
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CNM-Au8 30mg: 58 5] 50 36 5 5
Placebo: 41 36 59 25 20 14
MMRM included all evaluable clinical visits. All visits with > 10 participants (for either group) are graphed.
LS Geometric mean difference: *** p < 0.001, * p <0.01, *p <0.05, *p <0.10
Chitinase-3-Like Protein 1 (YKL-40)
(All Evaluable, Post Hoc)
Plasma CHI3L1 (YKL-40) Geometric Mean Change (CNM-Au8 30mg)
Within Regimen Analysis | nVector
All Evaluable with Baseline and Post-Baseline Data (n=94)
LS Geometric Mean Difference + SEM
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Double-Blind Period Open-Label Extension
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No. Evaluable -®- CNM-Au8 30mg -® Placebo -®- ex-Placebo to CNM-Au8 LTE
CNM-Au8 30 mg: 56 51 47 3% 29
Placebo: 38 32 30 23 19

MMRM included all evaluable clinical visits. All visits with > 10 participants (for either group) are graphed.

LS Geometric mean difference: *** p<0.001, ** p<0.01, * p < 0.05, * p<0.10

Methods

Neurofilament Light (NfL)
(Limb Onset, Post Hoc)

Plasma NfL Geometric Mean Change (CNM-Au8 30mg)

Limb Onset Subset

Within Regimen Analysis | Quanterix 4NPA
All Evaluable with Baseline, n=83; LS Geometric Mean Difference + SEM
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0.700 -
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e
CNM-Au8 30mg: 48 46 42 29 28 14
Placebo: 35 o 30 22 17 13
MMRM included all evaluable clinical visits. All visits with > 10 participants (for either group) are graphed.
LS Geometric mean difference: *** p<0.001, ** p<0.01, * p < 0.05, * p<0.10
Glial Fibrillary Acidic Protein (GFAP)
(Limb Onset, Post Hoc)
Plasma GFAP Geometric Mean Change (CNM-Au8 30 mg)
Limb Onset Subset
Within Regimen Analysis | Quanterix 4NPA
All Evaluable with Baseline and Post-Baseline Data (n=82)
LS Geometric Mean Difference + SEM
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CNM-Au8 30mg: 48 46 42 29 28 14
Placebo: 34 88 30 21 17 i3

MMRM included all evaluable clinical visits. All visits with > 10 participants (for either group) are graphed.

LS Geometric mean difference: *** p < 0.001, * p<0.01,*p<0.05*p<0.10

Chitinase-3-Like Protein 1 (YKL-40)
(Limb Onset, Post Hoc)

Plasma CHI3L1 (YKL-40) Geometric Mean Change (CNM-Au8 30 mg)
Limb Onset Subset
Within Regimen Analysis | nVector

All Evaluable with Baseline and Post-Baseline Data (n=80)
LS Geometric Mean Difference + SEM
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MMRM included all evaluable clinicall visits. All visits with > 10 participants (for either group) are graphed.

LS Geometric mean difference: *** p<0.001, ** p<0.01, * p < 0.05, # p<0.10

Mixed Model Repeat Measure (MMRM) included baseline covariates: time from symptom onset, pre-treatment ALSFRS-R slope, background edaravone and riluzole treatment, and

covariate interaction by week. Analyses includes all participants with evaluable baseline and post-baseline values.
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