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Item 7.01 Regulation FD Disclosure.

In connection with the press release discussed under Item 8.01 in this Current Report on Form 8-K, on August 6, 2024, Clene Inc. (the “Company”) released an updated corporate
presentation (the “Corporate Presentation”) on its website, invest.clene.com. A copy of the Corporate Presentation is furnished as Exhibit 99.1 to this Current Report on Form 8-K and is
incorporated herein by reference. The Company plans to use its website to disseminate future updates to the Corporate Presentation and may not file or furnish a Current Report on Form
8-K alerting investors if the Corporate Presentation is updated.

The information furnished in this Item 7.01, including Exhibit 99.1, 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, as amended, 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 8.01 Other Events.
On August 6, 2024, the Company issued a press release announcing new CNM-Au8 biomarker and clinical efficacy data submitted to the U.S. Food and Drug Administration (“FDA”)
in support of treatment for amyotrophic lateral sclerosis (“ALS”). A copy of the press release is filed as Exhibit 99.2 to this Current Report on Form 8-K and is incorporated herein by

reference.

Item 9.01 Financial Statements and Exhibits.

(d) Exhibits
]\EI:::":I‘:;:' Exhibit Description
99.1 Corporate presentation.
99.2 Press release, dated August 6, 2024, announcing new CNM-Au8 biomarker and clinical efficacy data submitted to FDA in support of treatment for ALS.
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: August 6, 2024 By: /s/ Robert Etherington
Robert Etherington

President and Chief Executive Officer
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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
OF 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 statemenits,
but the absence of these words does not mean that a statement is not forward-locking. 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 cbligation 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 cur substantial dependence on the successful commercialization of our drug candidates, If approved, in the future; our inability to maintain the listing of cur common stack on
Masdag; 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 inteflectual property for cur technology and drugs; our reliance en 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 owr clinical development, commercial and other cperations; 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, andfor competitive factars; and
other risks and uncertainties set forth in "Risk Factors” in our mest recent Annual Report on Form 10-K and any subsequent Quarterly Reparts on Form 10-Qb. In addition, statements that “we
belleve” and similar statements reflect our bellefs and opinions on the relevant subject. These statements are based upon infermation 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 infarmation in this presentation Is as of the date of this presentation. The information contained in any website referenced hergin is not, and shall not be deemed to be, part of or
incorporated inta this presentation.
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Focused on Improving Mitochondrial Health and Protecting

Neuronal Function

to Treat Neurodegenerative Diseases

THE PROBLEM

* The World Health Organization predicts
T neurodegenerative diseases will become the second-
most prevalent cause of death within the next 20

years,
* Atherapeutic breakthrough is urgently needed.

* In neurodegenerative diseases, impaired mitochondrial
activity and compromised cellular metabolism can
lead to neuronal death.

Q A NEW APPROACH

Clene is pioneering catalytic nanotherapeutics to treat
neuraodegenerative diseases, such as amyotrophic lateral
sclerosis, Parkinson's disease and multiple sclerosis,

By targeting the improvement of mitechondrial function
via the nicotinamide adenine dinucleotide pathway,
Clene’s first-in-class drug, CNM-Aug, is ploneering a new
way to restore and protect neuronal function.
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Building the Clinical Case for Neuroprotection & Remyelination

HEALEY ALS r"’?f 4 'f:?f|
| e i
Platform Trial E'=I'UJ &' RESCUE M
{ oy
ST i@ Repair
@VISIONARY-MS | w22 @
L4 +-® RepairMs

Growing Body of Clinical Evidence Across ALS and MS Supports CNM-Aug Therapeutic Potential to
Treat Neurodegenerative Diseases

Proprietary Nanotherapeutic Manufacturing
Strong IP: 150+ granted patents PLUS Trade Secrets
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All Neurodegenerative Diseases Involve Neuronal Death

AMYOTROPHIC
LATERAL
SCLEROSIS DEATH, INDEPENDENT OF SUBTYPE

'.7-"—. Mator Neurons

FRONTOTEMPORAL
DEMENTIA
Spindle Meurons

HUNTINGTON'S
DISEASE
Medium Spiny
Meurons

) PARKINSON'S DISEASE
— Dopaminergic Neurons

NEURONAL DEGENERATION

MULTIPLE SCLEROSIS
Axonal Degeneration

—( 5 ) ... pcLEene

Fur, He, o ai; ature Neuroscience (2018) 21: 1350-1 358, Rome ot sl ) Neurasc 2006 &1 27;36{1 7]:4698- 707




Hallmarks of Neuronal Death Converge on Mitochondrial Dysfunction and NAD+

Pathway Deficits

Q - Dying neurons exhibit hallmarks that

CONVERGE...

i MITOCHONDRIAL DYSFUNCTION

HYPEREXCITABILITY /f‘ MAD+ PATHWAY DEFICITS

REVIEW ARTICLE | FOCUS

e MRS T

Converging pathways in neurodegeneration,
from genetics to mechanisms
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CNM-Au8® | Surface Catalysis Improves Mitochondrial Function

MITOCHONDRIAL NEURONAL SURVIVAL
FUNCTION AND FUNCTION

—
CNM-Au8
Nanocrystal
Catalysis
— 3 ) gics @@ pCLene

I
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Two REPAIR Trials Demonstrated Target Brain Engagement and Improved Energy
Metabolism in Early PD and Stable Relapsing MS

Results demonstrated a potentially meaningful 10% improvement in

NAD+/NADH ratio, an essential molecule for energy production?

Study Objective: Demonstrate target
engagement & Blood-Brain penetration for

CNM-Au8 on CNS biomarkers related to 1° Endpoint (integrated PO & MS)? iy
energetic effects in the brain using Magnetic (ATF Normalization]
Resonance Spectroscopy (*'P-MRS) HP.MRS Change In Brain NAD*/NADH Ratio at End of Treatment S P
Partial Volume Goll; Ratio of NAD*TMADH (% Fraction of NAD*/ % Fraction NADH) PR, :"“_’:TP’”; m":"
Primary Endpoint, Mean = SEM (Paired I-test) hinge Ty P-ATH reatment
Fult Voluma Cail 3P Signal Arsa (Iregral)
8= Exploratory Endpaint, Percent (%) Change va. Baseline Value
Mean change = 0.5691 (10.4%) 50 -
- [p=0nari |
%@ RepairPD S A
Early Parkinson's Disease | A 4 REPAIR-PD, n=13
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Over 650 Years of Subject Exposure Without
Identified Safety Signals Across ALS, MS, and PD

Clean Toxicology Well Tolerated Patient Exposure Across
Findings Adverse Event (AE) Profile ALS, MS & PD
All Animal Toxicology Studies Assessed ;
= s : : Over 650 Years of Subject
Resulted in as Predominantly Mild-to- B rhetire Without
No-Adverse Effect Level (NOAEL) Moderate Severity P :
o : Identified Safety Signals
Findings and Transient
* Multiple species up to 9-months * No SAEs related to CNM-Au8 considered * Long-term dosing experience over 4
treatment severe, life-threatening, or resulting in years
death
* Up to maximum feasible dosing
without any toxicology findings related * AEs transient/mild-to-moderate severity
to CNM-Au8 (GI/Headache)
(5 ) B CLene
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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

{ 10

ALS Patient
Demographics

Duration

Survival

Delayed Time to Clinical
Waorsening

Preserved Function
(ALSFRS-R)

Progression Biomarkers

Safety

riy HEALEY ALS

P 4 RESCUE Platform Trial Eﬂ'un'ﬂag’m

il B FROTOCOLE (EARS

RESCUE-ALS RESCUE-OLE HEALEY ALS Platform HEALEY OLE

; ; Real-World

ERry-10 MIOHSBE | | ot totitidtinge. | DIDELEESERG | (gl oo e Experience
(45) (161 Regimen C)
(256)
Ib-weeks Up to 173 weeks 24-weeks Up to 133 weeks Over 4.0 years

- PRO-ACT

Pending data
. - 1Q 2024 Mot routinely
collected
p75 trend J- UCHL1 * NfL 4 NfL

=600 Years of Subject Exposure Without Identified Safety Signals Across ALS, M5, and PD

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

Time to ALS Clinical Worsening
First Occurence of Death, Tracheostomy, Assisted Ventilation, or Feeding Tube
ITT Poputation (All Randomized), Kaplan-Meier Estimate

b
&% RESCUE

0 3
| -
1
L
i-__-:_ llj_l—.‘_‘;

Percent Event Free

25 Hazard Ratio=  0.230

Phase 2 HEALEY ALS Platform CNM-Aug 30mg

Decreased Time to Clinical Worsening

Time to Clinical Worsening | CNM-Au8 30mg
First Occurence of Death, PAV, Tracheostomy or Feeding Tube
HEALEY ALS Platform Trial | Kaplan-Meler Estimate
Regiman C Population, Efficacy Regimen Only
CNM-AUB 30mg vs. Placebo (n=549) HEALEY ALS
Platform Trial

T
1
]
oy
I

Evants: Active 8/58 ve. Plc. Tid1
Log-rank, p-value = 0.561
Unadjusted Cox HR = 0,725

A0 -
e CNM-AuB 30mg 5% Wakd Cl= 0103 - 0815 Risk Adjusted Cox HR = 0.2681
- Placebo Logrank/p= 00125 204 — CNM-AUB (30mg) Covariate Aﬂjumdm =0.035
o == Placsbo
T T T T . T
o 12 24 3 T T T T T T T T T T T
Woeks: [ 4 a 12 16 20 24
No. At Risk (n) {Posi-Randomization) Weeks
Post-Randomization
CNM-Au8: 23 23 23 18 ¢ ;
Placebao: 19 16 12
11 ) = $na & 4 Q C Lene

' Muic ef al. EClinscalMedicne. 5022 Jun 8;60:102034. Data on File, Cens Manomedidne, inc.




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

& % RESCUE

|/

Up to 75% decreased risk of death through 168 weeks

HEALEY ALS
Platform Trial

=90% risk reduction of death at

Unadjusted Survival

101 Maonths Survival Difference

Cross-Over Adjusted Survival

Up te 19.3 Month Survival Benefit vs. Original Pbo

30mg at 24 weeks

Survival During Blinded Period

" Dusta om File, Clene Naromedicine, inc.

Everall Sursival |All-Cause M Croes-Gver Adjusted Analysis of Survival Time to Death or Death Equivalent (PAY) | CHM-AuS 30mg
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&% RESCUE

p

Study Objective: Detect
preservation of motor
neuron function in people

with early ALS as measured
by MUNIX

Study Design:
36-week blinded treatment

with ongoing long-term
open-label follow-up

— 13 )

Encouraging Efficacy Signals in Phase 2 Trial

1° & 2° Endpoints

Bulbar Onset
ALS

TR Rescue-ALS Primary & Secondary
|Brainstorm Wk 36 LS Mean Change = 35% CI)
Prirmary Endpoint:
Spinal Cord
Lower Motor Neuron
Mater Unit Index I L
[RALINIX) Sum
Bleps
brachii
+ I
Abductar I .
Follicis
Brevs
+
Abductor
Digiti ———
Mnimié mT
3 T T T L]
Tiksalis 20 0 n 40
Angerian ! r'" Wi 36 Change vs. Placabo
- -
Favors Placsbo Fanors Active

Results in favor of CHM-Au3 treatment but study underpowered

ALE/RANINY: 740 Narsehar W34 4

e s 8 s
| Wiatic &8 3l RESCUE-aLS Trial Resilts: & Phase 2, Randomesed, Doibile-Bind, Macebo-Contralled Stady of CHM-ALR 16 Slow Diseass Progiesshon in Amyotrophic Lateral Selerieis; Precsented 31 mternationd Symposiim on

@ MUNIX Sum (% Change)
ITT Population, Primary EP

I MUNIX Sum (% Change)
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4 RESCUE!| 5 OLE | 52% Reduced Risk of ALS Clinical Worsening

Dusta om File, Clene Naromedicine, inc.

=
ALS Clinical Worsening Events
™y Time ta Death, Tracheostomy, Assisted Ventilation, or Feeding Tube
— RESCUE-ALS Double-Blind & OLE Periods (24-month LPLV data cut)
A - Proportion Event Free, Kaplan-Meier Analyses
':. %P | Death 100 —j_l i
= g 7] 4 i o, 2R 52% decrease in
| ldCl= 022510 1.015 5 [
<,- Tracheostomy & iy : T j risk of ALS clinical
/ t * [Logrank,p=  0.0494 .
g g v | worsening for
& Lo
Tl > 5 ‘. CNM-Au8
( % "-l Non-Invasive E - com pared to
/ Ventilation | ;
. i placebo in OLE up
TR 25- H
i =1, to 168 weeks
7’ b H
( rr—\ji,’}\ I Feeding Tube Double-Bind | Open Label Peri
\ 4 ™,/  Placement 0= — T T T T
. 24 48 72 120 144 168
oo # - Original Active
{Post-Randomization) ot
Mo at Risk EramelF Participants were right-censored at loss of follow-up
Criginal CNM-Aug8: 23 23 16 " [ ] 3 with OLE withdrawal, as applicable
Original Placebo: 22 16 10 9 4 4 1
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CNM-Au8 30mg Treatment Improved Long-Term Survival

vs. Propef@sit§scue

Matched PRO-ACT & MiNDAUS (Australian) Controls

PRO-ACT Controls

CNM-Au8 30mg Long Term Survival | RESCUE-ALS Trial
Original CNM-Au Randomized (n=23) and ex-Placebo to CNM-AUB [n=16)
CNM-AuB 30mg (n=38) vs. PRO-ACT Propensity Matched Controls (n=117)

Time to All-Cause Mortality

1004

5 Cov. Adj. HR: 0.311 (85% CL 0,142 - 0.6A2) | ‘= bememim.
Covariate Adj, p= 0.0035 i
Log-rank, p= D.0145 “"":
oLt . r - : - - T ]
o & 12 18 24 a0 36 42 48
Manths =
(Post-Baseling) LA A S0y
At Bisk {n) =+ PRO-ACT Matched Controls
CMM-AuB; 39 38 k-] 29 21 18 15 10 a4
Maiched Controds; 117 100 B 15 B 4 3 2 0

15

MiNDAUS Controls

CNM-Au8 30mg Long Term Survival | RESCUE-ALS Trial
Original CNM-Au8 Randomized (n=23) and ex-Placebo to CNM-AUB (n=1E)
CNM-AUB 30mg (n=39) vs. MINDALIS Propansity Matched Controls (n=117)
Time to All-Cause Mortality

1004
?5'-
3
g
25 Cou. Adj. HR: 0.487 (95% Cl: 0.287 - 0.824) e -
| Covariate Adj. p= 0.0074 S (RS, e
Log-rank, p= 0.0534
05y T T T T T T T 1
o & 2 18 24 30 8 4 e
Months
{Post-Baseling) ~ Crov-huB S0mg
At Risk (n) =+ MINDAUS Matched Controls
CMM-Aug: 39 38 35 20 21 18 15 10 4
Matched Controls: 117 &7 G0 43 30 16

! Pata on File, Clene Naromedicin, Inc
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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

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

SCREENING [July 202
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——0—0 o L e S St i s Y G NN | U N S
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ot

i
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Phane calfs ot Weeks 2, 12, 20

Weighted Average of -
Change in Slope Change & * CAFS (Joint-Rank)

ALSFRS-R slope SEbR— PRl - Slow Vital Capacity

adjusted by mortality Weighting based on + Survival (Death + PAV)
# of Mortality Events

Exploratory
Endpoints

Mo evidence for treatment effect at 24 weeks for either adjusted ALSFRS-R change, CAFS, or SVC (combined 30 & 60 mg

. doses) o QCLene
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Survival Signal | >90% Reduced Risk of Death

with CNM-Au8 30mg

Shared Placebo Across Regimens

CNM-AuB 30mg Survival | Adjusted Cox Proportional Hazard
Full Analysis Set (All Shared Placabo, Regimens A, B, C, D)
% Hazard Reduction at Week 24
{1 - Hazard Ratio, 95% Confidence Interval)

Favory Favers
Pincetn ChibbAud Himg
- N
e 7 A 1Eu‘n:faﬁa?u. 159)
Equivalent (PAY) )
4% Decrease
:r::; h 1 i | (Events: 6/163 vs. 1/59)
(p=007s |
T T T T T T
-25 o 25 ] 75 100

% Risk Reduction {1 - Hazard Ratio; 95% C| by Profile Likefhood)

HEALEY ALS
Platform Trial

CNM-Au8 Regimen Only (Regimen C)

CNM-AuB 30mg Survival | Adjusted Cox Proportional Hazard
Efficay Regimen Only Set (Within Regimen Analysis)
% Hazard Reduction at Week 24
(1 - Hazard Ratio, 95% Confidence Interval)

Plocabo CAM-ALG F0mg
P .
Death or Death | & {E\.:: 4141 vs. 1/50)
Equivalent [PAV) [p=0.028
5% Decrease
:::l: ] | Q| (Events; 41 vs. 1/58)
T T T T T T
25 0 25 50 75 100

% Risk Reduction {1 - Hazard Ratio; 95% CI by Profile Likethood)

PAV = Permanently Assisted Ventilation; Prespecified covariate adjustments Include: (i} time from symptem enset, (Ii) pre-baseling ALSFRS-R slope, [Il) dluzole use, (iv) edaravone use, (v) age. Events (placebo vs,

active). p-values are nat adjusted for multiple comparisons; exploratory analyses by dose.

p CLene
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Delayed Time to ALS Clinical Worsening
CNM-Au8 30mg | Within Regimen Analysis (Primary Model)

Time to Clinical Worsening | CNM-Au8 30mg
First Occurence of Death, PAV, Tracheostomy or Feeding Tube
HEALEY ALS Platform Trial | Kaplan-Meier Estimate
Regimen C Population, Efficacy Regimen Only
CNM-AuB 30mg vs. Placebo (n=99)

00— "
| Py |
= -y l -
I | -
_____ " [
90— A .
I -
g . S .
3 -
w 80N
& b
= | Events: Active 858 vs. Plc, 7141
g 60 | Log-rank, p-value = 0,581
- | Unadjusted Cox HR = 0.725
40~
Risk Adjusted Cox HR = 0.261
204 — CNM-AUS (30mg) Covariate Adjusted jp-value = 0.035
== Placebo
0 L ] L 1 o) L] ! L L] L " L
0 4 8 12 16 20 24
Weeks
{Post-Randomization)

Data on File, Clene Naromedicine, Inc.

HEALEY ALS
Platform Trial

Prespecified covariate risk
adjustments included: (i) time from
symptom onset, (i) pre-baseline
ALSFRS-R slope, (iii) riluzole use, (iv)
edaravone use, and |v) age.

3 cLene




HEALEY ALS

CNM-Au8 Target Engagement | NAD+ Improvement Platform Trial

Original CNM-Au8 30mg Ex-Placebo to CNM-Au8
Micotinamide Adenine Dinucleotide Cxidized Form (MAD+) Nicotinamide Adenine Dinucleotide Oxidized Form (NAD+)
Geometric Mean Change from Basaline (Whale Blood, pm) Geometric Mean Change from Baselne (Whale Biood, um)
CMM-AUB 30mg, All Evaluabla Parficipants (= 51) Placebo, All Evaluable Participants (n=35)
MMRM, LS Maan + SEM MMRM, LS Mean = SEM
1.50+ 150 i
1,40 1.404
] $ 1.304 .
1.30+ 1 -
E E EE ; ’ m
E "é 1,20 E .E 1204 2 L
£ ] . |
E aad h T 1404
EE | e I
10— —T— T T J L= T T T T T
10 12 ] 3% 42 80 72 10 12 -] 3% 48 60 72
0.90 L Weeks 0.0 ks L —
- (Post-Bassline) o CHRLAR 20ng 1 i (PostBaseling) @ ex-Placebo to CNM-Au8 OLE
osod Diouble-Bird L OLE Paricd > o - - L
Peariod Doubde-Blind OLE Perind

LS Mean Difference vs, Baseline: *** p<0.001, ** p< 0.01, * p<0.05, * p<0.10

,;CLene
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HEALEY ALS

CNM-Au8 Target Engagement | Glutathione Ratio Improvement Platform Trial

GSH/GSSG Ratio

Geomatric Mean Change

from Bassiing (Ratio)

Original CNM-Au8 30mg

Glutathione Ratio (GSH/GSSG)
Gaometric Mean Change from Baseline (Whole Blood)
CMNM-AuE 30mg, All Evahsabie Participants (r=53)
MMRM, LS Mean + SEM

&

& CNM-AUS 30mg

—— >

Ex-Placebo to CNM-Au8

Glutathione Ratio (GSHIGSSG)
Geomadric Mean Change from Bassline (Whols Blood)
Placabo, All Evaluable Participants (n=135)
MMRM, LS Mean = SEM

1.50-
140
?g 1,30+
a
(%] T E .H
5% 1.20 . 1 . e 1
L
T 910+ ]
£ I
L R e —
10 12 1 % 4 & 72
0.80 Wooks -0+ Placebo
1 {Post-Saseling] ® ex-Placebo 1o CNM-AuE OLE
o8- - - - >
Dauble-Blind OLE Period
Pariod

L5 Mean Difference vs, Baseline: *** p<0.001, ** p< 0.01, * p<0.05, & p<0.10

{ 20

Data on File, Clene Naromedicine, Inc
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Significant Biomarker Plasma NfL Difference

HEALEY ALS
Platform Trial

CNM-Au8 vs. Placebo | All RGC Participants During Double-Blind Period

LS Geometric Mean Ratio

115+

1.10

1.05~

1.00~

o Baseling

0.95+

0.80=

Plasma NfL
RGC Within Regimen Analyis | Quanterix 4NPA
All RCG (n=161); Difference of LS Means on Ln Scale (SE)

Difference of LS Means on Ln Scale (SE) = -0.010 (0.048); [p= 0.040 |

.-"‘ -------------- [
- 910  TET=———
o8 T +7.9%
!
#,
ra
Fd
’,
'
rd
0 F 12 .
“\‘é -1 B
O+ Placebo
Weeks
{Post-Randomization) - CNM-AuB (A)

LS Geomeiric Mean Ratlo

to Basefine

1.154

110

1.054

1.00+

0.95

0,90

Plasma NfL
Baseline NfL > Median
RGC Within Regimen Analyis | Quanterix 4NPA
Post Hoc (n=79); Difference of LS Means on Ln Scale (SE)

Difference of LS Means on Ln Scale (SE) = -0.150 (0.068);p= 0.031

T O +8T%
- T —— ==
t"-‘
T L]
0N ‘L 12 24
b
_—
L T -8.5%
Weeks ¢ Placebo

{Post-Randomization) £ CNM-AuB (A1)

MMRM log ML by group, contrast model; prespecified covariates included: (i) pre-treatment ALSFRS-R slope (delta-FS), (i) months from symptom onset, (iii} use of

riluzole, (iv) use of edaravone; (v) covariate by visit interaction, {vi) treatment by visit interaction

21
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Continued Long Term Plasma NfL Decline in the OLE
76-Weeks post baseline MMRM (CNM-Au8 30mg)

CNM-Au8 30mg Plasma NfL Geometric Mean Change
RGC Within Regimen Analyis | Long Term Extension | Quanterix 4NPA
All Evaluable with Baseline, n=99; LS Geometric Mean Difference = SEM

Week 76 LS Difference of LS Mean on Ln Scale (SE) = -0.1730 {0.076);p= 0.023 |

1175 T
1125 T i -
g | e 1 I e P [ )2
 FIRTCE I .
=] !
!
Elg 10254
£ 3 — L
g e Pl DR, o v T T PN P
§ om0 ¢ 12 24 T G e ”
3
3 . >4
o i
@ 0.925 Weeks R -T2%
(Post-Randomization)
0.875
- o 5 >
— mmnnd i Open-Label Extension
< CNM-AuB 30mg
<+ Placebo
Notes:

T All visits graphed with n > 10 participant data.
2 MMRM analysis uses LS means to account for missing data.

22
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HEALEY ALS
Platform Trial

Covariates included: (i) months from symptom
onset, (ii] pretreatment ALSFRS-R slope, (i}
background riluzale, (iv) background edaravone.
Mixed model repeat measures (MMRM).
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Validation of NfL Association with Clinical Outcomes
Post Hoc | Clinical Worsening Event (Average Events per Patient per Group)

Clinical Waorsening Events Freguency is Associated with Higher Baseline

( 23

NfL Levels (by Quartile)

ALS Clinical Worsening Events by NfL Quartile
Post Hoc Pooled Anslyses of RESCUE + HEALEY CNM-AuS 30mg ard Flacato
All Participants With Basakne NiL Samples, n=144
Clinical Worsening Events Includa: (i} Death, (i} Tracheosiomy,

1.5

-
o
1

§

ALS Clinical Worsening Events
Mlean Evenis per Subject

i} Feesding Tube Placernerd, and {iv) Initiaition of Assisted Ventilation

wl I
ML Guartile_1

<51
paiimL

| lﬂ I

MIL Qiartila_2 MIL Quiartits_3 MIL Quartis_4
51.1-759 >769- 1135 =135
pafml pafmL

NIL Quartile at Bassline
(Sewarity) [ CHM-AUB 30mg (n=61)

[ Pracebo (n=53)

NfL Responder Analyses in Participants with a NfL Decline of >5% (Post-
Baseline) Demonstrated Greater Treatment Effect

ALS Clinieal Worsening Events by NIL Quartile in NfL Responders
[Responders Defined as > 5% NIL Dedine Pes|-Baseling]
Fost Hog Pooled Analyses of RESCUE + HEALEY Ch-Auf 30mg and Placebe, n=88
All Participants With Baseling and Past-Baseline NIL Samphs
Ciinical Worsening Events incluge: (1) Death, (i) Tracheostony,
{ik} Faeding Tube Placement, and (iv} Iniaition of Assisted Vientilation

1.59

J1

N> Eveifs
Nﬁ_olf-'lﬂll_‘ N'Lﬁ-ll‘ihl_l “.m:ll‘h_a NfL Guartile_4
<51 51.1-758 »758-1135 = 1138
pamL paimi. oL sl
N Guartis 2t Baseline 3 GNW-AL 20mg (n=51)
{Baveity) T3 Prascsbo [n=38)

| Data on File, Clene Manomedicing, inc.
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3 HEALEY AL
CNM-Au8 NfL Responders Demonstrated Robust NfL Declines St
NfL Decline by Participant NfL Decline Across Responders
CNM-Au8 NfL Responder Subset CNM-AuB NfL Responder Subset
HEALEY ALS Platform Trial Open Label Extension HEALEY ALS Platform Trial Open Label Extension
Within Regiman Analyis | Quanterix 4NPA Plasma Within Regimen Analyis | Quanterix 4NPA Plasma
All CNM-AuB Responders (n=50) [Originally Randomized to CNM-AuE] All CHM-ALE Responders (n=50) [Original Randomized CNM-ALE]
Subject Level Percent Change from Baseline by Visit LS Geomefric Mean Difference + SEM
5= | & .
L
50 ¥ T T T T T T T T T T T T 1
E. 3 10\ ¢ 12 24 3 48 (1] 72
g as4 & i Weeks
gz & & E 0,90 | [Post-Baseline)
% LA — = o % "
H 1 # -28%
SE ! g o g @
<254 2 E 080 & #
8 * < * o E- 1 C
S0+ : a b
* o L4 0.70 T
7514 ¥ i
Double-Bind 1= LR >
Pariod i Double-Blind Period Open Labed Peniod
T T T T T T T T T 1 060 '
12 36 48 60 72 [ 96 108
Weeks CHM-AUB {n); 50 50 46 33 27 16
(Post-Baseling)
LS Geometric Mean Difference ve. Bassling: # p=0.0001, *™* p=0.001, ** p=<0.01, * p<0.05
NfL Responders incliade all CNM-AUB 30mg and 60mg originally randomized participants with consistent and sustained NFL declines,
. p CLene

! Pata on File, Clene Naromedicin, Inc
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HEALEY ALS

CNM-Au8 NfL Responders Showed Slowed ALSFRS-R Decline Platform Trial
NfL Responders vs. NfL Non-Responders

ALSFRS-R Decline ALSFRS-R Respiratory Subdomain

Long-Term ALSFRS-R Respiratory Subscore Change by NiL Responder Stalus

Long-Term ALSFRS-R Total Score Change by NfL Responder Status . : ; %
HEALEY ALS Platform Trial | All GNM-Au8 with Basaline Govariates (n=116 of 120} HEALEY ALS Platform Trial | All CNM-Au8 with Baseline Covariates (n=116 of 120)
CNM-Aus Plasma NIL Responders vs, Non-Responders CNM-AUB Plasma NiL Resperiders vs. Non-Respanders
MMAM; LS Mean Change from Baseline = SEM MBMRAR; LS Mean Changa from Baseling « SEM
"'@», T | T T T T T T :m‘_ T | T T T T T T
Jo g2 = ® & w B M o 0 \g\l_g-&ng’" s a8 e T2 B4 %
] = Weeks 1 : - 3
4 \&H“i\ (Post-Baseling) . h *@\w o .
y - a et e - e I
N i | Sl __ i
g R gg _ 344+
EE Q\\@\ ' f 4 - \“u.L .
— i 33
3 e iy, a Wosks ™3
.l fﬁm..@ — {Post-Baseine) \_\r[
- 3, * 0
20~ | T { = e -
Doutie-Blind | Open-Label Period a3 Period
e Pedlod H
CNM-AuS ML Responde CNM-AuS NiL Non-Respand
4§ CHM-Aul NAL Responders < CNM-Aull ML Non-Responders * N "
No. Evaluable No. Evaluable
NLResponder: 50 50 45 47 41 32 35 7 = 7o MiFegonder S “HIUMETE M. 3 W O & W W
Non-Responder: 66 60 59 59 52 41 38 29 2 18 9 Non-Responder. 86 60 59 590 52 4 34 29 22 18 9
LS Mean Difference: ™ p<0.001, ** pe 0.01, * p<0.05, * p<0.10 LS Mean Difference: *** p<0.001. ** p< 0.01. * p<0.05. * p<0.10
sustained NAL declines i!

! Data on File, Clene Naromedicine, inc. N Respanders inckide all CNM-AUS 30mg and B0mg orlginally randomized participants with consistens and




CNM-Au8 NfL Responders Demonstrated Improved Survival
NfL Responders vs. NfL Non-Responders and vs. PRO-ACT Matched Controls

{ s )

NfL Responders vs. NfL Non-Responders

CNM-Au8 Long-Term Survival by Plasma NfL Responder Status
All CHM-AUB with Bassline Covariates (n=118 of 120)
HEALEY ALS Platform | Within Treatment Group Comparison

HEALEY ALS
Platform Trial

NfL Responders vs. Matched PRO-ACT Controls

CNM-Aus Long-Term Survival of Plasma NfL Responders
CNM-AUB NiL Responders vs. Matched PRO-ACT Conlrols

HEALEY ALS Platform
CNM-AuB NfL Responders vs. Non-Responders
|m-‘\_\_ﬂ_‘_‘ IW-‘\_‘_‘_;H_‘
b
il " By
E Y g ‘L“—LL
§ | 5 [
5 | oo, Adj, HR: 0,350 (85% CI- 0,188 - 0,649) 257 | Cov. Ad]. HR: 0504 (95% Ck: 0.280 - 0.504)
| Covariate Adj, p= 0.0008 Covariate Adj, p= 0.0216
Log-rank, p=0.0588 Log-rank, p= 0.0174
0-r T T T T T T T T a T T T T T T T T
0 24 48 T2 o 120 144 168 102 0 24 48 72 9% 120 144 168 192
"““. = CNM-AuUB NIL Responders Weeks == GNM-AUS NIL Responders
{Poet Exalee) {Fon ol Matched PRO-ACT Candrols
Mo, At Risk CMNM-AuB ML Non-Responders No. At Risk
NL Responder; 50 43 45 38 33 o 18 ] NfL Responder: 50 49 45 3a <3 8 16 ]
MNon-Respondar: 88 65 56 45 N 25 12 3 Matched Centrol: 137 12 78 17 13 10 z
s § 5 p CLene
! Pata on File, Clene Naromedicing, Inc. Nl Respanders inchade all DNM-AUS 30mg and B0mg originally randomized participants with consistent and sustained Wi declines




CNM-Au8 30mg Treatment Improved Long-Term Survival vs. PropglisifgEy oS
Matched PRO-ACT & NHC Controls

PRO-ACT Controls

CNM-AuS 30 mg Long Term Survival | HEALEY ALS Platform Trial
Original GNM-AUB (n=50) and ex-Placebo to GNM-Au8 (n=11)
CNM-AuB 30mg (n=70) vs. PRO-ACT Propensity Matched Controls (n=322)
Time ta All-Cause Mortality

100 Liu‘.q.

8-

Probability of Survival

By

‘H"'J'--I-—u . u_m_.l-‘
1
o B, )

50

orm Trial

Natural History Consortium Controls

CNM-AuB 30 mg Long Term Survival | HEALEY ALS Platform Trial
Original CNM-Au8 (n=58) and ex-Placebo to CNM-AUB (n=11)
CNM-Au8 30mg vs. ALS Natural History Study Propensity Matched Controls
Time to All-Cause Mortality

100

75

50

Probability of Survival

R, vy
i 25 " - I --J"'._.
27 CowAd, HR: 0.431 (95% CI: 0.276 - 0.672) - B2 | CovAd HP:DETR (B5% C1-0.47 0778 w
Cowariate Adj, p= 0.0002 e | ST
| Logreank, p= 0.0094 Log-rank, p= 0.0025
A T T T T T T T 1 L T T T T T T T T 1
& 12 18 24 30 % 4z 48 0 [ 12 18 24 £ 36 42 48
Months = CHNM-AuS 30mg Months —= GMNM-Au8 30mg
o (Post-Baseling)  _.. pRo-ACT Matched Controls At Risk (n) =+ ALS NatHx Matched Controls

CMM-ALE: 70 70 65 51 41 a2 18 3 0 CMM-AuB: 70 70 85 50 4 32 18 3 0

Matched Controls: 322 2% 74 43 25 18 & 5 3 Matched Confrels: 322 277 220 164 15 a7 65 50 k1)
27 Sl e i i! cLene
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EAP Participant Enroliment @RALS.

* All EAP participants (CNM-Au8 30mg) enrolled through 15-December-2023 with EDC data entry
* Survival updated through the 14-January-2024 data cut

EAPOL in collaboration with the:

EAPO1 EAPO2
‘ Healey Center (MGH) (US, 16 sites)
Sean M. Hosley & A0 Cenber

Former HEALEY
Regimen C

The Healey center covered {n=23) !

all site costs and EDC
management through
philanthropic donations;
Clene provided CNM-AuB
and conducted analyses

Lather regimen participants are ol identified or tracked separately.

- e... . ppClene

f/ 4

|
' Data on File, Clene Nanomedicine, Inc.
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EAP Survival vs. ALS Natural History and PRO-ACT
Matched Controls | control-Matched EAP and All EAP

ALS Natural History Study | EAP Matched (n=220)

Probability of Sundval

EAP Long-Term Survival
ALS Natural Histary Study Propensity Matched Controls
All EAP Participants with Baseline Covariates {n=220)

EXPANGED ACCESS
FROTOCOLS (AR}

PRO-ACT | EAP Matched (n=220)

EAP Long-Term Survival

PRO-ACT Propensity Matched Conirols
/Al EAP Participants with Baseline Covariates (n=220)

At Risk (n)

CMM-AuB EAP; 220
Controds: 220

i Time to All-Cause Mortality iR Tirme to All-Cause Mortality
711“‘
*
e _
754 A, T ey 75
- -l—'*-uk
"k_‘
*"‘ i gl =
50 mﬂ.ﬁ 50
= -\.tu
wy
1 et LT

254 | Covarale Adj, HR: 0.433 (35% CI: 0.28 - 0.66) S 25 !

i L Cowv, Ad]. HR: 0.320 (95% CI: 0.178 - 0.575) i

Covanats Adj, p= 0.0001 - S i

Covariate Adj, p= 0.0001 H

Log-rank, p < 0.0001 I

Log-rank, p= 0.0018 ]

oy T r T T J o 3
o 12 24 £ 4 60 g i i s a8

Months L EAP {CNM-AUB 30mg) — L EAP ([CHIM-AuS 30mg)
{Post-Exposure/Baseling] .. a1S Natural History Controls At Risk fn) {Post-Exposura/Basaling) =+ PRO-ACT Matched Controls

& = 16 [ [ Cha-AuB EAP: 220 66 54 16 [}
141 Ta A4 18 12 Controlez 220 116 15 2 1]

Basoline covariates include: i) oriset age, (i) sax, 1iii] BML, (iv] pre-treatment ALSFRS-R slope, (v] ALSFRs-R, (i) vital capacity % predicted], (vii) vital capacity pre-treatmant slope, and (vili) TRICALS risk score. Propensity
matching caliper minirmized at 041, All EAP participants afive are right censored as of the January 18, 2024 date cut,

' Data on File, Clene Nanomedicine, Inc.
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@VISIONARY-MS  Core Design Elements

0

Phase 2 Study: 48-Week Placebo-Control Treatment Period 2:1 Randomization (Active [15mg, 30 mg]: Placebo)

i WEEK WEEK WEEK WEEK WEEK WEEK WEEK WEEK

i 12 18 24 30 36 48
F '@ &

Oo—+-0-0 @ O ® O & O @

Day EOS

* Enrolled stable relapsing remitting MS participants with chronic optic neuropathy on background DMTs

92% treated with background DMTs (inc 53% monoclonal antibodies, 32% oral)

n=73 of 150 planned (~50%) study ended prematurely due to COVID-19 pandemic enrollment challenges
Modified ITT (mITT) Analysis Population; Pre-specified statistical threshold set at p=0.10

CNM-Au8 Open Label Extension (OLE) for original active and placebo continued for up-to-96 weeks

= Change in Low
1 Contrast Letter Acuity

Change in modified MS
Functional Composite (mMSFC)

" Dusta om File, Clene Naromedicine, inc.
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CNM-Au8 Demonstrated Vision and Global @®VISIONARY-MS
Neurological Improvement in Stable MS patients on DMTs

- n
bt i i 0ZDVK : .
Significantly Improved Vision Global Neurological La
gl Improvement ’
= i A
Change in Low Contrast Letter Acuity (LCLA) Change in modified MS Functional Composite (mMSFC)
. LCLA affected/feliow, SHPT dominant/non-dominant, SOMT, T25FW
LCLA Change in the Affected Eve ! = : ¥
MITT, LS Mean = SEM . (miTT Population, LS Mean = SEM)
6 e o Week 48 LS-Mean Difference = 0.28
Week 48 LS-Mean Difference = 3.13 0sd GEoe B BDe T bET
r 95% Cl= -0.08 10 6.33 [p= 00187 |
= | p= D056 0k
(UL 5 E : ——
o A ; A |
Eg — - EE i -
5 s B

1y o : a1 A
= ¥ ;
1 I [ S G T | ! I SR N Sy

T T —— T i g ! L

‘ * 2 ¥ + : :: 3 2 p

Weeks
* CNM-ALG ¥ i 04 <o CNM-AuB Weaks
(Pest-Randomization) 1
24 -%. Placebo b {Post-Randomization)
Global neurological clinical improvement was driven by cognition,
manual dexterity, and low contrast letter acuity
M Clene

Dusta om File, Clene Naromedicine, inc.
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Long-Term LCLA Improvement in LTE Participants

Low Contrast Letter Acuity

Original Active (CNM-Au8)

Lengitudinal LCLA | Change from Baseline (Total Correct, Both Eyes) | All Active

In LTE Participants Originally Randomized to CNM-AUB (n=35), mITT Population
LS Mean = SEM, Change from Baseline (Preliminary)
12.5= .

) * DotieBind T "
£ B 1004 [ Improvement
23 S ik . A
i . T /.’9 ~—o <
2 i / B
g 5 = /9\ ¢
1 11T
E }/ 1
<3 g
g 2.5+ Ia"
A , ‘ Open Label Period {CNM-AUB 30mg)
0 24 4 12 9% 120 144

{Post-Randomization)
LTE: L5 mean diffaranca ws. randomization basedine: # p=0.0001, *= p=0.001, ** p=0.01, *p=0.05

LS Mean Change from Baselne

LCLA Total Correct Letters (Both Eyes)

@VISIONARY-MS

Original Placebo

Longitudinal LCLA | Change from Baseline (Total Correct, Both Eyes)
In LTE Participants Originally Randomized to Placebo (n=11), mITT Population
LS Mean + SEM, Change from Baseline (Preliminary)
12.54 -

Doubse-Biind i
Pariod
10.0-
o Improvement
_ i " A
7.5 - ®
4 o
5.0 Ij'
2.5+ B \‘_.' R
| CDﬂ_n Label Period (CNM-AUg 30mg)
-é [ ] L. ] Ly ] L4 ¥
0 24 a8 72 a6 120 144
Weeks
{Post-Randemization)

MMRM accounts for missing data; all visits with > 60% participant values are graphed.
LTE: LS mean difference vs. randomization baseline: # p=0.0001, « p=0.001, ** p=0.01, *p=0.05

,;CLene
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@VISIONARY-MS

CNM-Au8 Improved Information Signal Strength & Speed
in the Visual Pathway

Visual Evoked Potentials

Improved Amplitude Improved Latency

— 13

MEVEP Amplituda | Longltudinal Percant (%) Changs mfVEP Awerage Latency | Longitudinal Percent (%) Change
In LTE Participants (n=43; 31 active, 12 ex-placebo), All Evaluable, ITT Population In LTE Participants (n=42; 30 acthe, 12 ax-placebo), All Evaluable, ITT Population
Percent Changs from Baseline [AB], LS Mean = SEM Percent Change from Basedna [A68], LS Mean = SEM (Preliminary)
L 2
“« impowmers ] $ :
il v ] - AT 5 ? imovamas
E & & 1 2 I i
¢ | § —
i R B I il 3=
L= . o o
£ - I & i * W
i Ty 3¢ .
5 | E |
10 - - - 2
Double-Bind 1 Cpen-Label Perind |
litude = Signal h - e B
Amplitude = Signal Strengt = = B M I o e i
Wesks & CNM-AUB
e {Post-Bassing) & CHM-Aull Criginal Placstio
Latency = Signal Speed By © ExcPlacaboo CNVW-A8 LTE
@ Ex-Placeo o CHMALE LTE
From the Eve tO Visual Cortex ITE: LS mean diffesence ws. randomiration baseline: @ pgl 0001, *** pl 001, ** pa00l, *psel.05, Apshuio

Increased VEP amplitude is associated with improved axonal integrity (more signal);

Improved latency is associated with evidence of remyelination (faster conduction velocity)

' Dala on File, Clene Nanomedicine, Inc.

e pCcLene




Long-Term SDMT Improvement in LTE Participants

@VISIONARY-MS

Symbol Digit Modality Test | Working Memory & Cognition

Original Active (CNM-AuB)

Longitudinal SDMT | Change from Baseline (Total Score) | All Active
In LTE Participants Onginally Randomized to CNM-Au8 (n=35), mITT Population
LS Mean = SEM, Change from Baseline (Preliminary)

12.5

- Double-Blind
Pariod
EE 10.04 #
z # Improvement
& "
E.E 7.5 ? o t
38 —~__ | . 4
35 ' 7, ) /
E§ 507 . i
Eg ¥ I\
o0 ﬂ -9./‘" $
254/ .
/ e
Open Label Period (CNM-Aug 30mg)
'é T T T | T T T T T T T T
o 24 4B T2 28 120 144

Weeks
(Post-Randomization)
LTE: LS mean difference ve. randomization basaline: # p<0.0001, « p<0.001, ** p<0.01, "p<0.05

14

SDMT Total Correct (Score)

LS Mean Change from Bassling

Original Placebo

Longitudinal SDMT | Change from Baseline (Total Score)
In LTE Participants Originally Randomized to Placebo (n=11), mITT Population
LS Mean = SEM, Change from Baseline (Preliminary)

12,5 ; =
- >l
Double-Blind
Pesiod i
10.0-
T A
7.5 ’ L 5 \, | Improvement
. " A
E i / \Q
1';
Open Label Period (CHM-Au8 30mg)
T T T T T T L L
T2 ] 120 144

Weeks
(Post-Randomization) @ ©%Placeba to CNM-ALS 30mg OLE

{3 Original Placebo (LTE participants only)
LTE: LS mean differance vs. randomization baseline: # p=0.0001, - p=0.001, " p=0.01, "p=0.05

Data on File, Clene Nanomedicine, Inc.
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CNM-Au8 Treatment Demonstrated MS Lesion Repair

and Promoted Remyelination

Advanced MRI Technigues

Bl T2 Lesion Myelin Water Fraction
I (Remyelination)

T2 Lesion Myelin Water Fraction in the Cerebrum
MR Longitudinal Analyses (n=69), All Evaluable, |TT Populaton

@VISIONARY-MS

T2 Lesion Axial Diffusivity
(Axonal Integrity)

T2 Lesion Axial Diffusivity in the Cerebrum
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Evidence Supports CNM-Au8 Therapeutic Potential to Treat
Neurodegenerative Diseases
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Exhibit 99.2

CLENE ANNOUNCES NEW CNM-Au8® BIOMARKER AND
CLINICAL EFFICACY DATA SUBMITTED TO FDA
IN SUPPORT OF TREATMENT FOR ALS

CNM-Aug8 treated participants in the HEALEY ALS Platform Trial with substantial neurofilament light (NfL) declines (CNM-Au8 NfL Responders) demonstrated
significant clinical improvements in survival, functional status (slowed ALSFRS-R decline), and combined function and survival (CAFS scores) compared to NfL non-
responders

Independent of NfL responder status, significant survival benefits in CNM-Au8 30mg treated participants continue to be observed in the long-term extension compared to
multiple natural history controls

Nicotinamide adenine dinucleotide (NAD) and glutathione improvements were consistent and sustained with CNM-Au8 treatment, supporting a dual mechanism of action
and indicating target engagement in ALS patients

CNM-Au8 treated participants who demonstrated NAD/glutathione improvements demonstrated concordance in the same participants who were CNM-Au8 NfL
Responders

SALT LAKE CITY, August 6, 2024 — Clene Inc. (Nasdaq: CLNN) (along with its subsidiaries, “Clene”) and its wholly-owned subsidiary Clene Nanomedicine Inc., a clinical-stage
biopharmaceutical company focused on improving mitochondrial health and protecting neuronal function to treat neurological diseases, including amyotrophic lateral sclerosis (ALS)
and multiple sclerosis (MS), today announced new CNM-Au8 biomarker and clinical efficacy data submitted to the FDA, including post hoc analyses from two independently conducted
Phase 2 clinical trials of CNM-Au8 for the treatment of ALS. This new information supplements the original data previously discussed with FDA in late 2023 and is intended to guide
the planned FDA Type C interaction expected to occur in the third quarter of 2024 to discuss an accelerated approval regulatory pathway.

The level of neurofilament light (NfL) in plasma is considered an important biomarker of ALS disease progression and mortality risk.

CNM-Au8 NfL Responders, defined as those who had consistent and sustained NfL reductions, comprising nearly half of all CNM-Au8 treated patients, demonstrated a 28% mean
reduction in NfL levels compared to baseline, while NfL levels continued to increase in CMN-Au8 NfL non-responders (all doses; geometric mean ratio (GMR) difference at week 76
post-baseline: 0.57, 95% CI: 0.50 — 0.64, p < 0.00001).

New analyses of the CNM-Au8 NfL Responders demonstrated efficacy in all-cause mortality, functional, and combined assessment of function and survival (CAFS):

All-cause mortality (survival):

o Improved survival of CNM-Au8 NfL Responders compared to CNM-Au8 NfL non-responders: hazard ratio (HR): 0.350, 95% CI: 0.188 — 0.649; covariate
adjusted, p = 0.0009

o Improved survival of CNM-Au8 NfL Responders compared to propensity matched controls from the PRO-ACT database: HR: 0.504, 95% Wald CI: 0.28 —
0.904, covariate adjusted p = 0.022)

ALS Functional Improvement: the ALS Functional Rating Scale (ALSFRS-R) is an instrument for evaluating the functional status of patients with ALS and is used to
monitor functional change in a patient over time. CNM-Au8 NfL Responders demonstrated:

o Significantly less decline in ALSFRS-R total score compared to CNM-Au8 NfL non-responders: p < 0.01 at the Week 64, 76, 88, and 100 visits post-
randomization (Mixed model repeated measures (MMRM) was used to compare least squares mean change from baseline).

o Significantly less decline in the respiratory subdomain score of the ALSFRS-R compared to CNM-Au8 NfL non-responders: p < 0.01 at the Week 64, 76, 88,
and 100 visits post-randomization (MMRM was used to compare least squares mean change from baseline).

Improvements in the Combined Assessment of Function and Survival: CAFS ranks clinical outcomes based on survival time and change in the ALSFRS-R:

o CNM-Au8 NfL Responder demonstrated improvements compared to CNM-Au8 NfL non-responders starting at Week 48 (p<0.10) and all later timepoints with
significance reached at Weeks 88 and later (p < 0.05).




Independent of NfL responder status, long-term treatment with CNM-Au8 30 mg was associated with improved survival in participants from the RESCUE-ALS and HEALEY
ALS Platform Trials using updated long-term follow-up of survival status compared to propensity matched controls from the clinical trial data registry PRO-ACT, the ALS/MND
Natural History Consortium (NHC), and the Australian MiNDAUS registry. Matching methods and covariates were prespecified and conducted by an independent statistician.

. Long-term treatment with CNM-Au8 30mg in the HEALEY ALS Platform Trial demonstrated a 57% decreased risk of all-cause mortality vs. PRO-ACT propensity
matched controls: (HR: 0.431, 95% CI: 0.276 to 0.672; covariate adjusted, p = 0.0002)

. Long-term treatment with CNM-Au8 30 mg in the HEALEY ALS Platform Trial demonstrated a 48% decreased risk of all-cause mortality vs. ALS NHC propensity
matched controls (HR: 0.519, 95% CI: 0.347 to 0.776; covariate adjusted, p = 0.0014).

. Long-term treatment with CNM-Au8 30 mg in the RESCUE-ALS Phase 2 Trial demonstrated a 70% decreased risk of all-cause mortality vs. PRO-ACT propensity
matched controls: (HR: 0.311, 95% CI: 0.142 to 0.682; covariate adjusted, p = 0.0035)

. Long-term treatment with CNM-Au8 30 mg in the RESCUE-ALS Phase 2 Trial demonstrated a 51% decreased risk of all-cause mortality vs. MiNDAUS propensity
matched control: (HR: 0.487, 95% CI: 0.287 to 0.824; covariate adjusted, p = 0.0074).

CNM-Au8 mechanism of action responders demonstrated concordance with CNM-Au8 NfL Responders. Data provided to the FDA also included an association of responses
between CNM-Au8 mechanism responders (defined as those who had consistent and sustained NAD+ and GSH/GGSG glutathione improvements) and CNM-Au8 NfL Responders. The
connection between CNM-Au8 mechanism responders and CNM-Au8 NfL Responders links the mechanism of action to NfL declines. Biomarkers of oxidative stress, including the
GSH/GSSG ratio, demonstrated consistent improvement following CNM-Au8 treatment with increased activity associated with the duration of treatment. These data support a dual
mechanism of action of neuronal metabolic support and decreased oxidative stress. Clene further provided mechanistic evidence from preclinical models that established improved
neuronal integrity and survival, where CNM-Au8 simultaneously decreased the release of NfL from damaged motor neurons axons.

Merit Cudkowicz, M.D., Chair, Neurology Department, Massachusetts General Hospital, Director, Sean M Healey & AMG Center for ALS, and the Principal Investigator of the
HEALEY ALS Platform Trial, said, “The strong safety profile of CNM-Au8, with its NfL biomarker response now linked to survival evidence, and new information on mechanisms of
action support proceeding to a confirmatory Phase 3 clinical trial and regulatory discussions on approval pathways.”

Over 650 patient years of safety data continue to show that CNM-Au8 demonstrates a safety profile with no significant safety concerns or safety trends identified. No serious adverse
events (SAEs) have been identified as related to CNM-Au8 treatment by any investigators to date.

“The risk-benefit assessment evidence of CNM-Aus8 is strong. Our next step is discussing this new CNM-Au8 biomarker and efficacy data with the FDA, with the hope that ALS
patients will benefit from this drug, sooner rather than later,” said CEO and President of Clene, Rob Etherington.

About Clene

Clene Inc., (Nasdaq: CLNN) (along with its subsidiaries, “Clene”) and its wholly owned subsidiary Clene Nanomedicine Inc., is a late clinical-stage biopharmaceutical company focused
on improving mitochondrial health and protecting neuronal function to treat neurodegenerative diseases, including amyotrophic lateral sclerosis, Parkinson’s disease, and multiple
sclerosis. CNM-Au8® is an investigational first-in-class therapy that improves central nervous system cells’ survival and function via a mechanism that targets mitochondrial function
and the NAD pathway while reducing oxidative stress. CNM-Au8® is a federally registered trademark of Clene Nanomedicine, Inc. 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 X (formerly Twitter) and LinkedIn.




Forward Looking Statements:

This press release 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 the Company’s expectations, hopes, beliefs, intentions or strategies, including expectations regarding interactions with the FDA and the next steps regarding the
Company’s efforts to seek an accelerated approval pathway from the FDA. In addition, any statements that refer to 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 press release 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, the Company’s expectations, hopes, beliefs, intentions or strategies, including expectations regarding the timing of the Type C meeting , may be materially different from
those expressed or implied by these forward-looking statements. Some factors that could cause actual results to differ include the Company’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; the Company’s ability to achieve commercial success for its drug candidates, if approved; the
Company’s limited operating history and its ability to obtain additional funding for operations and to complete the development and commercialization of its drug candidates, 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 press release,
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 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.
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