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Item 7.01 Regulation FD Disclosure.

On November 2, 2021, Clene Inc. (the “Company™) issued a press release announcing top-line results from its Phase 2 RESCUE-ALS clinical trial in amyotrophic
lateral sclerosis (“ALS™). A copy of the press release is furnished as Exhibit 99.1 to this Current Report on Form 8-K (the “Current Report”) and is incorporated herein by
reference.

In connection with the press release issued on November 2, 2021, the Company hosted a conference call to discuss the Phase 2 RESCUE-ALS topline clinical trial
results. A copy of the webinar presentation is furnished as Exhibit 99.2 to this Current Report and is incorporated herein by reference.

The information furnished in this Item 7.01, including Exhibit 99.1 and Exhibit 99.2 shall not be deemed to be “filed” for purposes of Section 18 of the Securities
Exchange Act of 1934 (the “Exchange Act”), as amended, or otherwise subject to the liabilities of that section, and shall not be deemed to be incorporated by reference into any
filing made by the Company under the Exchange Act or the Securities Act of 1933, regardless of any general incorporation language in any such filings, except as shall be
expressly set forth by specific reference in such a filing.

Item 9.01 Financial Statements and Exhibits.

(d) Exhibits
Exhibit
Number Exhibit Description
99.1 Press Release dated November 2, 2021 announcing top-line results from the Phase 2 RESCUE-ALS clinical trial
99.2 RESCUE-ALS presentation dated November 2, 2021
104 Cover Page Interactive Data File (formatted as Inline XBRL).




SIGNATURES

Pursuant to the requirements of the Securities Exchange Act of 1934, the registrant has duly caused this report to be signed on its behalf by the undersigned hereunto
duly authorized.

Clene Inc.

Date: November 2, 2021 By: /s/ Robert Etherington

Robert Etherington
President and Chief Executive Officer




Exhibit 99.1

Clene Nanomedicine Announces Top-Line Results from
Phase 2 RESCUE-ALS Clinical Trial

o RESCUE-ALS Phase 2 Trial did not meet primary MUNIX biomarker endpoint or secondary FVC endpoint at week 36; MUNIX efficacy signal was observed at
week 12 (p=0.057)

® MUNIX trial results demonstrated protection of lower motor neurons in the pre-specified subset of limb onset ALS subjects (Wk12, p=0.0385; Wk36, p=0.0741),
which represents approximately 70% of the ALS population

e  Statistically significant reductions in clinically relevant outcomes including ALS disease progression (p=0.0125), ALSFRS-R responder analysis (p=0.035), and
improved ALS specific quality of life (p=0.018)

e  Evidence for potential long-term survival benefit

® Results for Healey ALS Platform Trial Expected in the Second Half of 2022

SALT LAKE CITY, Nov. 2, 2021 -- Clene Inc. (Nasdaq: CLNN) along with its subsidiaries “Clene” and its wholly owned subsidiary Clene Nanomedicine Inc., a clinical-stage
biopharmaceutical company focused on revolutionizing the treatment of neurodegenerative disease with its potential first-in-class catalytically active nanocrystal suspension,
today announced top-line data from RESCUE-ALS, a Phase 2 clinical trial evaluating CNM-Au8 as a disease modifying treatment for people with early amyotrophic lateral
sclerosis (ALS).

The trial did not meet the primary or secondary endpoints — Motor Unit Number Index (MUNIX) and forced vital capacity (FVC) — at week 36. However, an efficacy signal
was observed for the MUNIX endpoint at week 12 (p=0.057). Furthermore, in a pre-specified analysis in the subset of limb onset ALS, CNM-Au8 demonstrated a significant
treatment effect in MUNIX at week 12 (p=0.0385) and a trend for improvement at week 36 (p=0.0741). Limb onset ALS accounts for approximately 70% of the ALS
population. MUNIX is a neurophysiological biomarker that estimates the number of functioning lower motor neurons serving selected muscles.

Clinically relevant exploratory endpoints through trial week 36 demonstrated significant benefits with CNM-Au8 treatment, including slowing ALS disease progression
(p=0.0125), decreasing the proportion of participants with an ALS Functional Rating Scale Revised (ALSFRS-R) 6-point decline (p=0.035), and improving quality of life as
measured by the ALS Specific Quality of Life (ALSSQOL-SF) (p=0.018). In addition, RESCUE-ALS showed evidence for a potential long-term survival benefit when

comparing the survival of the trial population to the validated ENCALS predictive model®.

“These data are very encouraging to us in the ALS research and treatment community as they demonstrate clinical benefits with CNM-Au8 treatment in outcomes that matter to
patients and provide evidence for improved long-term survival,” said Professor Matthew Kiernan, AM MBBS(Hons), PhD, DSc, FRACP, FAHMS, Bushell Chair of Neurology,
University of Sydney and one of the trial’s clinical advisors. “RESCUE-ALS was a proof-of-concept trial intended to establish that treatment of neuronal energetic failure can
provide disease-modifying effects in ALS. I am pleased to see the potential effectiveness of CNM-Au8 demonstrated in this trial, and it is important to confirm these results in a
larger clinical trial.”

1 Westeneng et al. Lancet Neurol. 2018 May;17(5):423-433.




Rob Etherington, Clene’s Chief Executive Officer, stated, “We believe these results show the potential of CNM-Au8 to bring meaningful benefit to people living with ALS.
Befitting of Lou Gehrig, whose legacy is intertwined with the disease, we swung for the fences and ended with a stand-up triple. In the second half of next year, we expect to
report results from the HEALEY ALS Platform Trial with the objective of confirming CNM-Au8 as an effective disease-modifying therapy for people with ALS.”

RESCUE-ALS was a 36-week randomized, placebo-controlled Phase 2 clinical trial that enrolled 45 patients with early ALS, randomized 1:1 to treatment with CNM-Au8 at 30
mg daily or matching placebo on top of standard of care. The primary endpoint of the trial was the percent change of the sum of MUNIX from baseline to week 36. Secondary
endpoints were the change in FVC and the absolute change in MUNIX values to week 36. Exploratory endpoints included multiple clinically relevant measures of ALS: disease
progression, ALSFRS-R decline, and ALSSQOL-SF.

CNM-Au8 was found to be well-tolerated through 36 weeks of oral daily dosing. There were no reported serious adverse events (SAEs) related to CNM-Au8 treatment.
Treatment-emergent adverse events were predominantly mild-to-moderate in severity. The most frequently reported adverse events associated with CNM-Au8 treatment
included aspiration pneumonia (n=3) and transient gastrointestinal distress (n=2). Topline results from RESCUE-ALS are expected to be presented at the upcoming
International Symposium on ALS/MND, which will take place Dec. 8-10, 2021.

Robert Glanzman, MD, FAAN, Clene’s Chief Medical Officer, concluded, “The results of RESCUE-ALS add to our expanding body of evidence that cellular energetic failure
is an important pathophysiological mechanism in ALS. We thank the trial participants and their families for their willingness to engage in clinical research, the site investigators
for their research excellence and dedication to patients, and FightMND of Australia for substantially funding the trial.”

Bec Sheean, Research Director of FightMND commented, “FightMND is committed to finding new treatment options for motor neurone disease. We awarded Clene a grant in
2019 to support the conduct of this Phase 2 clinical trial with CNM-Au8 in Australia. These clinical trial results are encouraging for people with ALS. By achieving clinically
relevant endpoints, this trial demonstrates the potential for CNM-Au8 to support neuronal health. We are excited to see CNM-Au8 continue its advancement into the clinic so
that we can bring this potentially transformative treatment to patients.”

Conference Call and Webcast Details

Clene will host a conference call and live audio webcast today at 8:00 a.m. ET to discuss the Phase 2 RESCUE-ALS topline clinical trial results. The live webcast may be
accessed from the Investors section of the Company’s website at www.clene.com. Please connect to the website prior to the start of the conference call to ensure adequate time
for any software downloads that may be necessary. Individuals may participate in the conference call by dialing +1 800 309 3488 in the U.S., or +1 929 517 9012 outside

the U.S., and using conference ID: 5894034.

An archived version of the webcast will be available for at least one week in the Investors section of the Company’s website at www.clene.com.




About CNM-Au8®, a gold nanocrystal suspension

Clene’s lead drug candidate, CNM-Au8, a catalytically active gold nanotherapeutic, is the result of a patented manufacturing breakthrough. The catalytically active nanocrystals
of CNM-Au8 drive critical cellular energy producing reactions in the brain that enable neuroprotection and remyelination by increasing neuronal and glial resilience to disease-
relevant stressors. CNM-Au8 crosses the blood-brain barrier and is not associated with the toxicities related to synthetic gold compounds or nanoparticles manufactured via
alternative methods. CNM-Au8 is being evaluated in a Phase 3 registration trial for the treatment of amyotrophic lateral sclerosis (ALS). In the REPAIR Program Phase 2 open-
label biomarker clinical trials, CNM-Au8 demonstrated target engagement in the treatment of Parkinson’s disease (PD) and multiple sclerosis (MS). REPAIR-PD has
concluded, and REPAIR-MS will continue with the initiation of a second MS dosing cohort. Preclinical data, both published in peer-reviewed journals and presented at
scientific congresses, demonstrate that treatment of neuronal cultures with CNM-Au8 improves survival of neurons, protects neurite networks, decreases intracellular levels of
reactive oxygen species and improves mitochondrial capacity in response to cellular stresses induced by numerous disease-relevant neurotoxins. Oral treatment with CNM-Au8
improved functional behaviors in rodent models of ALS, MS and PD versus vehicle (placebo). CNM-Au8® is a federally registered trademark of Clene Nanomedicine, Inc.

About RESCUE-ALS

RESCUE-ALS is a Phase 2 multi-center, randomized, double-blind, parallel-group, placebo-controlled trial examining the efficacy, safety, pharmacokinetics and
pharmacodynamics of CNM-Au8 in patients with early amyotrophic lateral sclerosis (ALS). The trial completed enrollment in the second half of 2020. In the trial, 45 subjects
were randomized 1:1 to receive either active treatment with CNM-Au8 (30 mg) or placebo in addition to their current standard of care over a 36-week treatment period. The
objective of the trial is to assess the impact of CNM-Au8 on disease progression in patients with early-stage ALS through changes in motor unit index MUNIX. MUNIX values
were evaluated for four muscles in the hand, arm, and leg: the abductor digiti minimi, abductor pollicis brevis, tibialis anterior and biceps brachii from baseline through 36
weeks of treatment. CNM-Au8 was selected by FightMND of Australia, and Clene was provided a substantial grant to investigate efficacy in ALS utilizing novel
neurophysiological endpoints at two clinical sites in Australia. For more information, please see ClinicalTrials.gov Identifier: NCT04098406.

About FightMND

FightMND is a not-for-profit registered charity, founded in 2014. It was established to raise the awareness of Motor Neurone Disease (MND) in Australia, to increase funding
for research to find an effective treatment and cure and to provide care equipment for MND patients. FightMND has a clear objective — to have a world free from MND.

FightMND is Australia’s largest independent MND foundation focused on funding large-scale, collaborative research and clinical trials. The generous donations contributed by
everyday Australians, right across the country, has enabled FightMND to raise and commit millions to cure and care initiatives.

About Clene

Clene is a clinical-stage biopharmaceutical company focused on revolutionizing the treatment of neurodegenerative disease with potential first-in-class nanotherapeutics to treat
energetic failure, an underlying cause of many neurological diseases. Our lead drug candidate, CNM-Au8, is an oral suspension of gold nanocrystals that drive critical cellular
energetic metabolism in the central nervous system (CNS). CNM-Au8 increases energy production and utilization to accelerate neurorepair and improve neuroprotection.
CNM-Au8 is currently being evaluated in a Phase 3 registration trial in amyotrophic lateral sclerosis (ALS) and a Phase 2 trial for the treatment of chronic optic neuropathy in
patients with stable relapsing multiple sclerosis (MS). Clene has also advanced into the clinic an aqueous solution of ionic zinc and silver for anti-viral and anti-microbial uses.
The company is based in Salt Lake City, Utah, with R&D and manufacturing operations in Maryland. For more information, please visit www.clene.com or follow us on
Twitter, LinkedIn and Facebook.




Forward-Looking Statements

This press release contains “forward-looking statements” which are intended to be covered by the “safe harbor” provisions of the Private Securities Litigation Reform Act of
1995. Clene’s actual results may differ from its expectations, estimates and projections and consequently, you should not rely on these forward-looking statements as predictions
of future events. Words such as “expect,” “estimate,” “project,” “budget,” “forecast,” “anticipate,” “intend,” “plan,” “may,” “will,” “could,” “should,” “believes,” “predicts,”
“potential,” “might” and “continues,” and similar expressions are intended to identify such forward-looking statements. These forward-looking statements involve significant
known and unknown risks and uncertainties, many of which are beyond Clene’s control and could cause actual results to differ materially and adversely from expected results.
Factors that may cause such differences include Clene’s ability to demonstrate the efficacy and safety of its drug candidates; the clinical results for its 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; Clene’s ability to achieve commercial success for its marketed products and drug candidates, if approved; Clene’s ability to obtain and maintain protection of
intellectual property for its technology and drugs; Clene’s reliance on third parties to conduct drug development, manufacturing and other services; Clene’s limited operating
history and its ability to obtain additional funding for operations and to complete the licensing or development and commercialization of its drug candidates; the impact of the
COVID-19 pandemic on Clene’s clinical development, commercial and other operations, as well as those risks more fully discussed in the section entitled “Risk Factors” in
Clene’s Annual Report on Form 10-K, as well as discussions of potential risks, uncertainties, and other important factors in Clene’s subsequent filings with the U.S. Securities
and Exchange Commission. Clene undertakes no obligation to release publicly any updates or revisions to any forward-looking statements to reflect any change in its
expectations or any change in events, conditions or circumstances on which any such statement is based, subject to applicable law. All information in this press release is as of
the date of this press release. The information contained in any website referenced herein is not, and shall not be deemed to be, part of or incorporated into this press release.

» <« »

Media Contact Investor Contact

Maggie Beller John Woolford

Russo Partners, LLC Managing Director, Westwicke
Maggie.Beller@RussoPartnersLL.C.com clene@westwicke.com
+1-646-942-5631 +1-443-213-0506

Source: Clene Inc.




CLNN (naspam




Forward Looking Statements

This presentation contains “forward-locking statermnents” within the meaning of the "safe harbor” provisions of the Private Securities
Litigation Reform Act of 1995. Clene's actual results may differ from its expectations, estimates, and projections and conseguently,
you should not rely on these forward-looking statements as predictions of future events, Words such as "expect,” "estimate,”
"project,” "budget,” "forecast,” "anticipate,” "intend,” "plan," "may,” "will," "could,” "should.,” "believes,” "pradicts,” "potential,” "might”
and "continues” and similar expressions are intended to identify such forward-looking statements. These forward-loaking staterments
invalve significant known and unknown risks and uncertainties, many of which are beyond Cleng’s control and could cause actuzl
results to differ materially and adversely from axpected rasults. Factors that may cause such differences include Clene's ability to
demonstrate the efficacy and safety of its drug candidates; the clinical results for its drug candidates, which may not support further
davelopment or markating appraval, actions of regulatary agencies, which may affect the initiation, timing and progress of clinical
trials and marketing approval; Clene's ahility to achieve commercial success for its marketed products and drug candidates, if
approved, Cleng's ability to obtain and maintain protection of intellectual property for its technology and drugs; Clene’s reliance on
third parties to conduct drug development, manufacturing and other services Cleng's limited operating history and its ability to
abtain additional funding for cperations and to complete the licensing or development and commercialization of its drug candidates:
the impact of the COVID-19 pandemic on Clena's clinical development, commercial and other cperations, as well as those risks maore
fully discussed in the section entitled "Risk Factors” in Clene's recently filed registration statement on Form S-1 (filed July 22, 2021}, as
well as discussions of potential risks, uncertainties, and other impartant factors in Clene's subsequent filings with the LS. Securities
and Exchange Commission. Clene undertakes no obligaticn to release publicly any updates or revisions to any forward-locking
statemnents to reflect any change in its expectations ar any change in events, conditicns or circumstances on which any such
statermnant is basead, subject to applicable law. All information in this presentation is as of the date of presented ar the date made
puklicly available. The information centained in any website referenced herein is not, and shall not be deemed to be, part of or
incarporated into this presentation.
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Rob Etherington

Clene Nanomedicine, Inc
President & CEO
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CLENE | Company Highlights
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. * Potential first-in-class nanotherapeutic with high catalytic activity to drive
Nanotherapeutics P g ¥ y
Platform

energy production and utilization in stressed CNS cells

* Applications across neurology, infectious disease, and oncology

A

* CNM-AuUB increases cellular energy production and utilization to promote
Lead Asset: neurcprotection and remyelination

CNM-Aus8 for * Phase 2 ALS proof-of-concept evidence of efficacy across clinical endpoints
Neurorepair * Phase 3 Healey ALS platform trial results expected in 2H 2022
I Phase 2 VISIONARY-MS in multiple sclerosis underway

-

. * Proprietary electrochemical manufacturing process produces
Strong E)Egc_utlon nanotherapeutics, scalable to commercialization
Capabilities

* Strong IP, including 130+ granted patents, and trade secrets
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CNM-AU8 | Mechanism of Action

Electron transfer (to-and-from) CNM-Au8 nanocrystals drives catalytic activity and increased
energy production and utilization

CNM-Aug* Clean Surfaced, Highly Mechanistic Effects Increased Energy
Nanocrystal Faceted Shape Enhances Production & Utilization
Catalytic Activity

Increased NAD

t Increased energetic

potential

Increased ATP / \
| Decreased reactive
b4 oxygen species

Improved resistance to
ncreased proteostasis oxidative, mitochondrial,
and excitotoxic stressors

Electrons (e-)
Move Freely Across
Nanocrystal Surface

Vertices, Edges, &
Facets Key to
Catalytic Activity

Reduction in levels of
misfolded proteins
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Steve Vucic, MD

Northcott Chair of Neurology

The University of Sydney
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Amyotrophic Lateral Sclerosis: Unmet need

Professor Steve Vucic
Northcott Chair of Neurology
Brain and Nerve Research Centre
Concord Clinical School

University of Sydney




MNDIJ/ALS

» Rapidly progressive neurodegenerative disorder
> Motor neurons
© Weakness & wasting voluntary muscles

 Prevalence
¢ 5.2 - 6.2 per 100,000
© Mean age onset 50 — 60 years

* Median survival
> 100% fatal
© 2—3 years
© 20% survive > 5 — |0 years

Kierman et al. Lancet. 2001 Mar 12:377(9769):342-55. Brown et al. Neurospidemiology. 2021:55(5):342-353, Kiernan et al. MNac Reyv Meural 2021 Feb: | 7(Z):104-118,
“Winhanmar et al. Lancer Meural. 2005 Apr4(4):22%-38.




Improving Clinical Trial Outcomes in ALS
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Improving Clinical Trial Outcomes in ALS
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ALS Is a Multistep Disease Process

Linear Relationship Between Log Incidence and Log-Age AlSisa mulﬁshep process in South Korean,
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Whole System Approach

Normalise Cellular Function — Energy Dependent Processes
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Whole System Approach

Normalise Cellular Function — Energy Dependent Processes
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“ Phase 2 Randomized, Double-Blind, Placebo-Controlled Study in

R ES C U EA LS Early Symptomatic Amyotrophic Lateral Sclerosis Patients

on Stable Background Therapy to Assess Bioenergetic
Catalysis with CNM-Au8 to Slow Disease Progression in ALS

36-Week Treatment Period (n=42) zomg, Placebo

SCREENING {(January 2020 FPFV 16-Jan-2020; 45 of 42 enrolled (Nov-2020)
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‘ EOS
oy O O 0‘?‘3‘?”.':‘*.“?‘.‘?"."?”35."’,” .................................. -
Phone calls at Weehks 3, 6, 18, 30
‘ Exploratory Endpoints
% Change in Sum of Motor RIS ¥R oway
Umt index (MUNIX) » ALS disease progression

» ALSFRS-R B6-point decline
+ Quality of life (ALSSQOL-5F)
« ALSFRS-R change
. ) + Combined Joint-Rank (Survival + ALSFRS-R
Absolute MUNIX(4) change i :

Forced Vital Capacity (FVC)

..... Clene
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5% RESCUEA S

We thank FightMND for its
philanthropic support of the
RESCUE-ALS study
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RESCUE-ALS
Phase 2 Trial
Topline Results

“Befitting of Lou Gehrig, whose legacy is
intertwined with ALS, we swung for the fences
and ended with a stand-up triple...”

Lou Gehrig
(1903 - 1947}




Baseline Demographics

4. Al
Bd RESCUEALS
ITT Population

Baseinel Months ALSFRS- | ENCALS
Value from R Risk
mean (sd) (yrs) | Male ale bar | Diaghosis (% pred.) Score Profile’
All 531 | M: 26 (58%) | L: 33 (73%) 31 15.2 815 387 -4.4
(n=45) (2.3) | F: 19 (42%) | B: 12 (27%) (0D (9.3) (16.7) (5.95) (1.8)
SO AR | 570 | Mi13(57%) | Li6 (70%) | 3.0 15.5 84.5 ek yorl-
(n:2fg>) (3.3 | F:10 (43%) | B: 7 (30%) (2.9) EF0) (18.3) (6.6) 7|
Placebo | 613 M:13 (59%) | L:17 (77%) 5.5 16.1 78.2 388 -4.2
(n=22) : (10.9) F: 2 (41%) B: 5 (23%) (3.2) (10.9) 4.5 (5.4) (1.83

89% of participants treated with riluzole as background standard of care
(21 veee - - P GLENE

TT Population; Data an File, Clene Nanomedicing, Ing. 'Van Eijk ef al. Neuralagy 2021.97:523-538.




5% RESCUEALS

ITT Population

Overview

Neurophysiology Pulmonary Function
MUNIX! (Forced Vital Capacity)

S

Functional Status & QOL
(ALSFRS-R,
ALS Specific QOL)

Disease Progression

& Survival

! Study was only powered for MUNIX(4) primary endpoint (Box 1)
) ..... . pClene

|
% TT Population; Data on File, Clene Manomedicine, Inc.
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2:.. RESCUE/ALS | Results Support Phase 3 Development

p- ™\
* Proof of Concept Established in ALS
» MUNIX Wk36 non-significant; Wk12 efficacy signal (p<0.06)
» MUNIX results demonstrate lower motor neuron protection in limb
onset ALS (Wk12, p<0.04; Wk36 p<0.08)
. J

(o De-risked Phase 3 Development (Statistically Significant Results) E

» Protection from significant ALS disease progression (p<0.02)

» Consistent evidence of treatment effect in clinically relevant
endpoints: ALSFRS-R decline (p<0.04), ALSSQOL (p<0.02)

L » Evidence of survival benefit using ENCALS model y

" ™
* Well-tolerated with no safety concerns
A

=
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Matthew Kiernan, MD

Bushell Chair of Neurology
The University of Sydney
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Primary Endpoint (MUNIX(4) %, LS Mean Change)

All Randomized

MUNIX(4) Sum Percent Change from Baseline
RESCUE-ALS Primary Endpoint
Mixed Model Rapeat Measure (ITT Population, Al Randomized)
LS Mean Diffarence

204

EE WWenk-12 LS Woak-24 LS Woak-36 LS
i & Mean Mean Mean
%E o] —
=
gﬁ -20-
S i B4 {C1: 06, 37.4)
b E o< 006 5.3(Ck-10.0.21.5)
£z prHE
g_i -40=
3’: 77 (S 1.8, 27.9)
i'i B CNM-ALE 30mg b
(1 Placebo
60 : ; :
iz 24 36
Waaks.
(Post-Randormizalion)
Aclive, n= H d an
Placebo, n = 2 19 16

Pevalur is based on mived model repeat measures with Seatme, visit,
troatment by visit interaction s fued offects, and baseine value and ENCALS
s0ane as covanaies, An unsiruchured covaniance model was used.

Limb Onset (Pre-specified)

.’: RESCUEALS | Evidence for Motor Neuron Protection

MUNIX(4) Sum Percent Change from Baseline

RESCUE-ALS Primary Endpoint
Mixed Modeal Repeat Measure (ITT Population, Limb Onsat)
LS Mean Differance
bl
. Wesk-12 LS Weak-24 LS W36 LS
EE Muean Mean Iean
g
%g‘ . 1l
=
85 .
£5
g R [0k 1.4, 47.7)
2 pe 004
E % 1248 (Ck -T8,333)
DE a0 pe02
%‘6
£
z 2 B CHM-AL 30mg 209 (CE 22, 4.0)
= 1 Placabo B 008
-60 T T L
12 24 kL
Weaks
(Post-Randomization)
Aclive, n = 14 15 14
Placebo, n = 17 16 12

Fevahie is basad on miced model repaal messunes wilh Weatmant, visl,
Ireatrment by visil intarasion as fixed allects, and baseline value and ENCALS

b
o

TT Population; Data on File, Clene Manomedicine, Inc.
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Pulmonary Function

Forced Vital Capacity (FVC)
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4 RESCUELLS | Directional FVC Benefit
Secondary Endpoint! (FVC % predicted, LS Mean Change, All Randomized)

FVC (% predicted) Change from Baseline
RESCUE-ALS Secondary Endpoint
Mixed Model Repeat Measure (ITT Population, All Randomized)
LS Mean Difference

10+
Week-12 LS Waak-24 LS Waek-36 LS
Maan Maan Maan
o4
?_. —.
iz
B¢
o @ -10-
£5
o5 A6 (Cl: 4.7, 13.9)
E p= NS
-20+
6124187
T CHAM-A0E 30mg p= NS
[ Ptacebo
30 T T T
12 24 36
Weeks
(Post-Randomization)
Aclive,n= 22 20 2
Placeho, n= 20 19 17
Povalue is based on mived model repeal measures with Ireaiment, vist,
freabmieend by visil interaction a5 fwed effects, and baseling value and EMCALS
"Study Mot Powered for FWE change seore a5 covarates, An unsiructuned covaranoe madel was used,
i N p CLene

TT Population; Data on File, Clene Manomedizing, inc.




&% RESCUEALS | Directional FVC Benefit

Secondary Endpoint! (FVC % predicted, LS Mean Change, Continuous Slope, Post Hoc)

All Randomized

FVC (% predicted) Change from Baseline
RESCUE-ALS Exploratory Endpaint (Post Hoc)
Mixed Model Repeat Measure (ITT Population, All Randomized)
LS Maan Difference

2.8(Cl: 6.9, 12.6)
p=NS

=
1

FVC (% Predicted) Change
(LS Mean)
b

5
=
1

I CHM-Aud 30 mg

.
= Placsbo

15
Active, n =23
Placebo, n = 22

Prvalue is based en a mixed medel wilh realment, five from frst symptom ensel, Featnend by
time fram first sympiom onset interaction, baselne valua, treatmant by baselina value interaction
and ENCALS scong &3 laclors. Time is raabed as a randon allscl,

i Study Mot Powerad for FVE change

FVC (% Predicted) Change

(LS Mean)

Limb Onset (pre-specified)

FVG (% predicted) Change from Baseline
RESCUE-ALS Exploratory Endpoint {Post Hoc)
Mixed Model Repeat Measure (ITT Population, Limb Onsat)
LS Mean Difference

G2 (Ck-62,19.8)
p= NS
o_
5=
104
48%
=15
Actve n=17
Pleceba, n =16

Fovalue iz bagad on @ mbed model with reasmant. time from first symotom onze, reatmant by
Aoz Trem first symptom onset inberaction, baseline valws, realment by basaine value inleracion
ard effe,

M CLen

LI IR
HAMNOMEDICIME

—'28I

ITT Populaticn; Data on File, Clene Manomedicine, Inc.




Functional Status and QOL

(ALSFRS-R, ALSSQOL-SF)




D:EQ; RESCUEALS | Directional ALSFRS-R Benefit

Exploratory (ALSFRS-R, Continuous Slope, LS Mean Change)

All Randomized Limb Onset (Pre-specified)
ALSFRS-R Change from Baseline ALSFRS-R Change from Baseline
RESCUE-ALS Exploratory Endpaoint RESCUE-ALS Exploratory Endpoint
Mixed Model Repeat Measure (ITT Population, All Randomized) Mixed Model Repeat Measure (ITT Population, Limb Onset)
h LS Mean Difference i LS Mean Difference
1.0 (Cl: -1.6, 3.8) 1.8(Cl:-1.3, 5.0)
pENg p=NS
E 0= % 04
gl 6.
g g
i i
o 4 4
: :
9 t i 3 I 28%
o £
8- [ CNM-£uB 30 mg £ 0 CHM-AUS 30 mg
2 Placebo [ Placeba
Active, n = 23 Aclive, n =16
Placsbo, n= 22 Placebo, n =17
P-value is based on a mixed model with freatment, time from first symptom onsat, eatmeant by P-value is based on & mixed modal with treatment. time from first symptam onsat, teatment by
i from first symptom onsst interaction, basaline value, treatment by basaline value interaction tirrie frorn first eymptorn onset in tion, beseling valug, it by basaling value ir ian
and EMNCALS soore a5 fadtons, Time is treated a5 a madom effecl.

and ENCALS score as factors, Tene is Ireated a5 a randarm effec,

LI IR

==l | s

ITT Population; Data an File, Clene Nanomedscing, Ing.




D::Q. RESCUEALS | Significant Impact on ALSFRS-R Decline
Exploratory (ALSFRS-R Responder Analysis, All Randomized)

(Proportion with < 6 point decling)
RESCUE-ALS Exploratory Endpoint (ITT Population, A1l Randomized)

—:31

\

100+

Proportion (%) with < 6 point ALSFRE-R Decline

p= NS

p= 0.04

12

(Post-Randomization)

Active, n=23
Placebo, n = 22

36
T CNM-Aus 30mg

] Placebo

P-valug is based on a Chi-
Square lest

U ITT Pogualation; Data an File, Clene Manomedicing, Ing.
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b:. RESCUELALS | Significantly Improves Quality of Life
Exploratory (ALSSQOL-5F, All Randomized)

ALS Specific Quality of Life-Short Form Total Score

RESCUE-ALS Exploratory Endpaint
Mixed Model Repeat Measure (ITT Population, All Randomized)
LS Mean Difference
0.5
Week-12 LS Weak-24 L5
Mean Idaan
0.0

ALS Specific Quality of Life-Short Form
Total Scare Change (LS Mean)

0.5
0.6 (Gl 0.2, 1.3)
.04 p=0.14
B CNM-AuB 30mg i
1.5 p= 002
3 Placebo
Ll 1 1
12 24 36
Weeks
(Post-Randomization)
Aclive.n= 23 23 22
Placebo,n= 21 20 19
Pevirhets i biased on MMRM model wilh trealment, wisil. restment by visi inleraction as ixed effects,
¢ ang baseling value, and ENGALS soore ag covarales. An unsirusiured covariance model wag used, ! CLene

TT Population; Data on File, Clene Nanomedscineg, Inc.




Disease Progression & Survival




g:, RESCUEALS | Significant Impact on ALS Disease Progression

Expleoratory Endpoint (All Randomized)

Event Free (Disase Progression)

ALS Disease Progression’
RESCUE-ALS Exploratory Endpoint
ITT Population, All Randomized
(Kaplan-Meier Estimate, Percent Event Free, + 95% CI)

100G s ! ALS Disease Progression defined as:
-.._‘__‘_11‘11 -—-.____\___‘__—___\_
e e RGN * Death, or
T— ™
S g Tracheostomy, or
* Non-invasive ventilation, or
5ﬂ- “-‘_
* Gastrostomy tube
Ty
~&- CNM-AuS 30mg
=¥ Placebo
] T T !
L} 12 24 36
Mctive, n =23 Weeks
Placebo, n = 22 {Post-Randomization)

1 Disease progression defined as death, tracheostomy, use of non-invasive ventilatory

suppart, or insertion of gastrostomy tube. R ﬁ! C Lene

TT Population; Data on File, Clene Nanomedscineg, Inc.




p:. RESCUEALS | Potential Survival Signal

Exploratory Endpoint (Observed Survival vs. Predicted)

Probability of Survival

Observed Survival vs. ENCALS Predicted Median Survival
RESCUE-ALS Exploratory Endpoint

ITT Population, All Randomized
Al
£, RESCUE
Chsarved Survival
Start of
Open Label |
Extension |
T | ENCALS Predicted
a0 i - RESCUE-ALS.Observed
' ~L- ENCALS Predicted (Median.Est)

[} 24 48 72 96
Weeks
(Post-Randomization)
RESCUE.n= 45 44 35 21 8

All absarvalions censored as of 27-Oclober-2021; Rascue participants wha did nat
transition into the long-term open label extension censored at end of double-blind periad

33

Data on File, Clene Manomedicing, Ing
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D:E RESCUEALS | Well Tolerated & No Safety Signals
Safety Summary
* No CNM-AuS8 related serious adverse events (SAEs)
* No CNM-AuUS8 related drug discontinuations
* No imbalances in treatment emergent adverse event (TEAES)
* TEAEs were predominantly mild-to-moderate and transient

* Most common TEAESs associated with CNM-Au8
(aspiration pneumonia, Nn=3; nausea, n=2; abdominal discomfort,
n=2)

o I: Diata on Fike, Cler <ardicing, Ind i e ) b CLene




Catalytically
Active
Nanocrystal
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These Results Support

Cellular Energetic
Impairment as a
Therapeutic Target in

5 ALS
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Rob Etherington

Clene Nanomedicine, Inc
President & CEO
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‘b:. RESCUEALS | Results Support Phase 3 Development

- ™
* Proof of Concept Established in ALS

» MUNIX Wk36 non-significant; Wk12 efficacy signal (p<0.06)

» MUNIX results demonstrate lower motor neuron protection in limb

onset ALS (WK12, p<0.04; Wk36 p<0.08)
g J

(o De-risked Phase 3 Development (Statistically Significant Results) E

» Protection from significant ALS disease progression (p<0.02)

» Consistent evidence of treatment effect in clinically relevant
endpoints: ALSFRS-R decline (p<0.04), ALSSQOL (p<0.02)

L » Evidence of survival benefit using ENCALS model y
' ™y
* Well-tolerated with no safety concerns

.
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Phase 3 ) . .
A Multi-center, Randomized Double-Blind, Placebo-Controlled

HEALEY ALS Clinical Trial Assessing the Efficacy, Safety, Tolerability,

Platform Trial Pharmacokinetics, and Pharmacodynamics of CNM-Au8 in
Participants with Amyotrophic Lateral Sclerosis

Registration Study: 24-Week Treatment Period (3:1 randomization, 120 active [30mg, 60mg]: 40 placebo)

SCREENING (July zozo)
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Fhone caliz at Waeks 2, 12, 20

Exploratory Endpoints

+ Combined Joint Rank Anticipated full

Slow Vital Capacity
8 Hand-Held Dynamometry (Survival + ALSFRS-R) :
2 + Voice pathology unblinded data

Survival -PRO (ALSAQ) readout: 2H 2022
* Pharmacodynamic markers
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Anticipated Timeline & Upcoming Milestones
2020 - 2023
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Questions & Answers
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