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Preliminary Blinded Efficacy Data Support a Disease Modifying Potential For
CNM-AuUS8 in the Treatment of ALS

CNM-AUS8 (bioenergetic nanocatalyst) Rescue-ALS Overview

* Proprietary Au nanocrystal suspension Early symptomatic ALS patients on stable background
« Daily oral dosing (30mg in 60 mL) riluzole therapy

« Mechanism of action: « Randomized (1:1, active (CNM-AuU8): placebo; n=45);

1. Neuronal metabolic support 36-week treatment period with open-label extension

(increased ATP) « Primary endpoint MUNIX(4)sum change from Baseline
(BL) for: abductor digiti minimi (ADM) abductor
2. Decreased ROS pollicis brevis (APB) tibialis anterior (TA), biceps

3.Enhanced proteostasis (| TDP43) brachii (BB)
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Primary Endpoint
Improvement in MUNIX(4) Sum

N

SVC Slope Decline Avg. Slope Est.
(% points/month) (9-months)

Empower (=2.73%) -24.6%

Benefit (=2.74%) 24 7%

PRO-ACT (-2.90%) -26.1%
-6.7 -10.5 -19.6

Change in Forced Vital
Capacity (FVC)

Andrews et al. JAMA Neurol. 2018;75(1):58-64.
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CNM-AuUu8  MOA  Therapeutic Effects

a Nicotinamide Adenine Dinucleotide



Measuring ALS Disease Progression
—lectromyography Predicts Clinical Progression

e Loss of Motor Units
Motor Unit Index (MUNIX)

« ALSFRS-R

« Pulmonary Function
(Vital Capacity)

 Mortality



Study Design

(January 2020); FPFV 16-Jan-2020; 45 of 42 planned enrollment (as of Nov-2020)

Exploratory Endpoints

* Other Electromyography (Split Hand;,gex
Neurophysiology,gex, MUSIX, MScan MUNE)

« Change in Rate of ALSFRS-R progression

« QOL
e Combined Joint-Rank (Survival + ALSFRS-R)



Phase 2 RESCUE-ALS

Slinded Demographics

Demographics at Baseline

Baseline | Subjects Time from | Time from | Riluzole | ALSFRS-R
Values n ALS ALS Therapy mean
(%) Diagnosis Onset (%) S
[Months] [Months]
mean (SD) mean (SD)
45 59.1 4.9 16.7 5 38.7 81.5
All (100%) (12.2) (4.8) (9.7) 89% (6.0) (16.7)
19 59.8 52 19.3 5 38.6 81.6
Female (42%) | (13.6) (6.2) (7.9) 847% (5.5) 18.1)
26 58.5 4.7 14.8 ) 38.7 81.3
Male (58%) (11.4) (3.6) (10.5) 92% (6.5) (15.9)




Primary Endpoint | MUNIX(4) Sum

Preliminary

Rlinded

—fficacy

Improvement

Data Support a

—or CNM-AU8 In the Treatment of ALS

-5.6 -20.8 -31.4

Disease Moditying

Potential




Forced Vital Capacity | Change

L ess Mean Decline Than Expected From Prior Clinical Trials

SVC Avg. Slope Slope Est.
Decline (9-months)
(% points/month)

Empower (=2.73%) -24.6%
Benefit (=2.74%) -24.7%
PRO-ACT (-2.90%) -26.1%

Andrews et al. JAMA Neurol. 2018;75(1):58-64.
-0./ —10.5 -19.6



MUNIX(4) vs. ALSFRS-R Change

Correlations

Demonstrate Internal

Data Consistency



FVC vs. ALSFRS-R Change

Correlations

10

Demonstrate Internal

Data Consistency
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