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Forward Looking Statements
This presentation contains “forward-looking statements” within the meaning of Section 21E of the Securities Exchange Act of 1934, as amended, and Section 

27A of the Securities Act of 1933, as amended, which are intended to be covered by the “safe harbor” provisions created by those laws. Clene’s forward-

looking statements include, but are not limited to, statements regarding our or our management team’s expectations, hopes, beliefs, intentions or strategies 

regarding our future operations. In addition, any statements that refer to projections, forecasts or other characterizations of future events or circumstances, 

including any underlying assumptions, are forward-looking statements. The words “anticipate,” “believe,” “contemplate,” “continue,” “estimate,” “expect,” 

“intends,” “may,” “might,” “plan,” “possible,” “potential,”  “predict,” “project,” “should,” “will,” “would,” and similar expressions may identify forward-looking 

statements, but the absence of these words does not mean that a statement is not forward-looking. These forward-looking statements represent our views as 

of the date of this presentation and involve a number of judgments, risks and uncertainties. We anticipate that subsequent events and developments will cause 

our views to change. We undertake no obligation to update forward-looking statements to reflect events or circumstances after the date they were made, 

whether as a result of new information, future events or otherwise, except as may be required under applicable securities laws. Accordingly, forward-looking 

statements should not be relied upon as representing our views as of any subsequent date. As a result of a number of known and unknown risks and 

uncertainties, our actual results or performance may be materially different from those expressed or implied by these forward-looking statements. Some 

factors that could cause actual results to differ include our substantial dependence on the successful commercialization of our drug candidates, if approved, in 

the future; our inability to maintain the listing of our common stock on Nasdaq; our significant net losses and net operating cash outflows; our ability to 

demonstrate the efficacy and safety of our drug candidates; the clinical results for our drug candidates, which may not support further development or 

marketing approval; actions of regulatory agencies, which may affect the initiation, timing and progress of clinical trials and marketing approval; our ability to 

achieve commercial success for our drug candidates, if approved; our ability to obtain and maintain protection of intellectual property for our technology and 

drugs; our reliance on third parties to conduct drug development, manufacturing and other services; our limited operating history and our ability to obtain 

additional funding for operations and to complete the licensing or development and commercialization of our drug candidates; the impact of the COVID-19 

pandemic on our clinical development, commercial and other operations; changes in applicable laws or regulations; the effects of inflation; the effects of 

staffing and materials shortages; the possibility that we may be adversely affected by other economic, business, and/or competitive factors; and other risks 

and uncertainties set forth in “Risk Factors” in our most recent Annual Report on Form 10-K and any subsequent Quarterly Reports on Form 10-Q. In addition, 

statements that “we believe” and similar statements reflect our beliefs and opinions on the relevant subject. These statements are based upon information 

available to us as of the date of this presentation, and while we believe such information forms a reasonable basis for such statements, such information may 

be limited or incomplete, and our statements should not be read to indicate that we have conducted an exhaustive inquiry into, or review of, all potentially 

available relevant information. These statements are inherently uncertain and you are cautioned not to rely unduly upon these statements. All information in 

this presentation is as of the date of this presentation. The information contained in any website referenced herein is not, and shall not be deemed to be, part 

of or incorporated into this presentation.
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Hallmarks of Neuronal Death Converge on Mitochondrial Dysfunction 
and NAD+ Pathway Deficits

GLIAL ACTIVATION/
INFLAMMATION

OXIDATIVE

 STRESS

AGGREGATED 
PROTEINS

AUTOPHAGY

HYPEREXCITABILITY

MITOCHONDRIAL DYSFUNCTION

NAD+ PATHWAY DEFICITS

Dying neurons exhibit hallmarks 

that CONVERGE…

Lautrup et al. Cell Metab. 2019 Oct 1;30(4):630-655. Gan et al. Nat Neurosci. 2018 Oct;21(10):1300-1309.

NAD+: nicotinamide adenine dinucleotide
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CNM-Au8® | Surface Catalysis Improves Mitochondrial Function
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Robinson et al. Sci Rep. 2020 Feb 11;10(1):1936.  Wang et al 2023, Small. 2023 Sep 28:e2304082.
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Promising Evidence from Two Phase 2 Trials and Long-Term Data
CNM-Au8 Demonstrated Survival, Delayed Clinical Worsening, and Preserved Function

RESCUE-ALS RESCUE-OLE
HEALEY ALS 

Platform 
HEALEY OLE EAP

ALS Patient 
Demographics

Early-to-Mid-
Stage 
(45)

Early-to-Mid-
Stage

Mid-to-Late-
Stage 

(161 Regimen C)

Mid-to-Late-
Stage 

Real-World 
Experience 

(256)

Duration 36-weeks Up to 173 weeks 24-weeks Up to 133 weeks Over 4.0 years

Survival -- PRO-ACT

Delayed Time to 
Clinical Worsening

Pending data
1Q 2024 Not routinely 

collected
Preserved Function 
(ALSFRS-R) -- --

Progression 
Biomarkers

p75 trend ↓ UCHL1 * NfL ↓ NfL ↓

Safety >500 Years of Subject Exposure Without Identified Safety Signals Across ALS, MS, and PD

Consistent Evidence for CNM-Au8 30mg Dose Across Broad ALS Patient Population

Data on File, Clene Nanomedicine, Inc.    *Small sample available for analyses in RESCUE OLE 
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CNM-Au8 | Clinical Worsening Concordant in Two Phase 2 Trials
Evidence for Decreased Clinical Worsening Events Across Two Phase 2 Studies 

Phase 2 RESCUE-ALS CNM-Au8 30mg

Decreased Time to Clinical Worsening

Phase 2 HEALEY ALS Platform CNM-Au8 30mg

Decreased Time to Clinical Worsening

Vucic et al. EClinicalMedicine. 2023 Jun 8;60:102036. Data on File, Clene Nanomedicine, Inc. 
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Unadjusted Survival Cross-Over Adjusted Survival

Data on File, Clene Nanomedicine, Inc.

>90% risk reduction of 
death at 30mg at 24 weeksUp to 75% decreased risk of death through 168 weeks

CNM-Au8 | ALS Survival at 30mg Concordant in Two Phase 2 Trials

Survival During Blinded Period

RPSFTM (Rank Preserving Structural Failure Time Model) 
removes estimated benefit from cross-over to active treatment 
in ex-placebo participants

Up to 19.3 Month Survival Benefit vs. Original Pbo10.1 Months Survival Difference
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A Phase 3, Randomized, Double-Blind, Placebo-Controlled Trial in Early 

Symptomatic Participants on Stable Background Therapy to  Reduce Mortality and 

Clinical Worsening Events in Amyotrophic Lateral Sclerosis (RESTORE-ALS)

Investigational Product | Randomized 2:1

 CNM-Au8 30 mg (or matched placebo)

Study Center(s): Expert ALS clinical care centers 

across 

 North America

 Europe

 Asia/Pacific region

CNM-Au8

RESTORE-ALS design is in the planning phase and not yet final.

Global Phase 3 RESTORE-ALS
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Key Clinical Endpoints

Time to Death or Permanent 

Assisted Ventilation (PAV)

Composite Analysis of ALS Clinical 

Worsening Events:

• Survival

• Permanent Assisted Ventilation

• Need for Tracheostomy

• Need for Feeding Tube Initiation

• Need for Assisted Ventilation

Lead 2° EP | Delayed Time to ALS Clinical 
Worsening Events1° Endpoint: Improved Survival

RESTORE-ALS design is in the planning phase and not yet final.



CNM-Au8 | Timeline and Path Forward for ALS 

STATUS

COMPLETED. OLE 

ONGOING

COMPLETED

Long-term data pending

ONGOING

ONGOING

INITIATED

PLANNED

ONGOING

20232022 2024+

2024 Priorities: Initiate Global Phase 3 Trial and Advance Regulatory Agency Engagement 



Contact Us

Clene Nanomedicine, Medical Affairs
Info@clene.com


	Clene Nanomedicine��is a late clinical-stage biopharmaceutical company focused on improving mitochondrial health and protecting neuronal function to treat neurodegenerative diseases, including ALS, Parkinson’s disease and multiple sclerosis. 
	Slide Number 2
	Slide Number 3
	CNM-Au8® | Surface Catalysis Improves Mitochondrial Function
	Promising Evidence from Two Phase 2 Trials and Long-Term Data�CNM-Au8 Demonstrated Survival, Delayed Clinical Worsening, and Preserved Function
	CNM-Au8 | Clinical Worsening Concordant in Two Phase 2 Trials�Evidence for Decreased Clinical Worsening Events Across Two Phase 2 Studies 
	Slide Number 7
	Global Phase 3 RESTORE-ALS
	Key Clinical Endpoints
	Slide Number 10
	Slide Number 11

