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Survival benefit is concentrated in participants with NfL biomarker response: CNM-Au8®-treated patients whose NfL
declined or stabilized lived significantly longer than concurrently randomized controls

Functional benefit concentrated in participants with NfL biomarker response: CNM-Au8-treated patients whose NfL
declined or stabilized had significantly better outcomes on combined measures of survival and function, including daily
function (ALSFRS-R) and breathing capacity (Slow Vital Capacity), than concurrently randomized controls

SALT LAKE CITY, Aug. 10, 2026 (GLOBE NEWSWIRE) -- Clene Inc. (Nasdaq: CLNN) today announced results from new analyses examining clinical

outcomes among CNM-Au8®-treated patients whose neurofilament light chain (NfL) biomarker levels declined or stabilized. These findings will be
included in Clene’s planned New Drug Application (NDA) seeking accelerated approval and are intended to address the questions raised by the U.S.
Food and Drug Administration (FDA) during a March 2026 Type C meeting. At that meeting, the FDA acknowledged that NfL, a recognized blood
marker of nerve-cell injury, has established prognostic value in amyotrophic lateral sclerosis (ALS) and could potentially serve as a reasonably likely
surrogate endpoint to support accelerated approval.

New biomarker analyses of Clene’s two completed Phase 2 ALS trials revealed additional evidence that CNM-Au8-treated patients whose NfL
declined or stabilized lived significantly longer than concurrently randomized controls and performed significantly better on combined measures of
survival and function, including ALS Functional Rating Scale-Revised (ALSFRS-R) and breathing capacity (Slow Vital Capacity; SVC).

These findings were derived from multiple lines of analysis: clinical benefit versus concurrently randomized controls; the relationship between the size
of the NfL reduction and clinical outcome; a causal analysis that identified likely NfL responders from pre-treatment characteristics alone, preserving
the randomized comparison; and replication of the association between NfL change and survival across independent datasets.

Among patients treated with CNM-Au8:

Participants randomized to CNM-Au8 30 mg had a 74% lower risk of death after 12 months of follow-up than
concurrently randomized controls from another regimen in the HEALEY ALS Platform Trial (HEALEY) (p = 0.0124)

Analyses in more than 2,000 ALS patients who never received CNM-Au8 showed that a 10% NfL decline was associated
with a 6% to 10% lower risk of death (APST, p < 0.0001; ANSWER ALS, p = 0.001)

Survival improved in participants whose NfL declined or stabilized, a 38% lower risk of death than concurrently
randomized controls over the full follow-up period (HR 0.621, 95% CI 0.397–0.972; p = 0.037) in HEALEY; the
average survival gain reached nearly six months at four years of follow-up (p = 0.012)

Participants whose NfL declined or stabilized scored significantly better on the Combined Assessment of Function
and Survival (CAFS), whether measured by daily function (ALSFRS-R, p = 0.032) or breathing capacity (SVC, p = 0.003),
compared with concurrently randomized controls from HEALEY

An FDA-requested causal analysis identifying likely NfL responders from pre-treatment characteristics alone found
a 41% lower risk of death on CNM-Au8 30 mg versus controls in the predicted NfL responder group (HR 0.593; p =
0.026), with no significant difference among those predicted not to respond

These biomarker analyses are post hoc and exploratory. We believe the totality of this evidence addresses the accelerated approval standard, which
the FDA will evaluate during its review of the NDA.

Clinical Benefit Tracked NfL Response Across Phase 2 Trials

In HEALEY, the CNM-Au8 30 mg group was compared with concurrently randomized controls — participants originally randomized into concurrent
regimens over the same period, under the same master protocol and the same core eligibility criteria. These controls comprise both placebo recipients
and recipients of other investigational agents studied in those regimens, none of which met its primary endpoint, and none received CNM-Au8.

Survival improved in CNM-Au8-treated participants whose NfL declined or stabilized in HEALEY. Participants whose NfL declined or stabilized
lived significantly longer than concurrently randomized controls at every measured timepoint, showing an expanding survival benefit that reached
nearly six months (177 days) at four years of follow-up (Day 1,463; p = 0.012). By comparison, participants whose NfL increased did not demonstrate
a statistically significant difference in survival benefit at any timepoint.

Relationship between longer survival and NfL decline or stabilization also observed in RESCUE-ALS. RESCUE-ALS, a smaller, nine-month
placebo-controlled trial, was evaluated to test whether the NfL-to-outcome relationship observed in HEALEY was also present in a separate CNM-Au8
30 mg population; the comparisons below are within the treated group or against propensity-matched real-world ALS controls. Among the 22



CNM-Au8-treated participants whose NfL response could be classified, the 11 participants whose NfL declined or stabilized had a 76% lower adjusted
risk of death than the 11 whose NfL increased (HR 0.24; p = 0.008), with median survival of 43.5 months versus 19.9 months (log-rank p = 0.040). In
RESCUE-ALS, participants whose NfL declined or stabilized had a 69% lower risk of death than propensity-matched real-world ALS controls
(MiNDAUS; HR 0.31; 95% CI 0.13–0.76; p = 0.011); those whose NfL rose did not differ significantly from the matched controls. Within the treated arm,
NfL responders also scored significantly better on CAFS (rank difference +7.7, 95% CI 3.1–12.3; p = 0.002) compared to NfL non-responders.

ALSFRS-R and SVC function and survival improved together among participants who had NfL decline or stabilization in HEALEY. On CAFS,
NfL responders scored significantly better than concurrently randomized controls on both function and breathing: a least-squares mean difference of
62.6 (95% CI 5.3–119.9; p = 0.032) combining ALSFRS-R with survival, and 86.3 (95% CI 30.3–142.2; p = 0.003) combining SVC (% predicted) with
survival. On death-imputed analyses, which score participants zero after death and therefore capture survival and function jointly, the advantage
reached 7.0 points on the ALSFRS-R (p < 0.0001) and 15.6 points on SVC (% predicted; p = 0.004) at Week 52. Participants whose NfL increased
showed no statistically significant difference on any of these measures.

Evidence Connecting the Magnitude of NfL Reduction to Clinical Benefit

CNM-Au8 reduced NfL during the randomized, double-blind period. As previously reported, plasma NfL declined in
CNM-Au8-treated participants and increased in placebo recipients over the 24-week double-blind period of HEALEY, a
least-squares mean difference of −0.100 on the natural log scale (SE 0.048; p = 0.040), with larger differences in faster
progressors (−0.144; p = 0.014) and in participants with above-median baseline NfL (−0.150; p = 0.031) (Berry et al.,
JAMA 2025).

A decline of ~10% was associated with a measurable survival difference. In prespecified analyses of the ALS
observational cohorts, German/Austrian APST (1,671 evaluable) and U.S. ANSWER ALS (380 evaluable), none of whose
participants received CNM-Au8, a 10% decline in NfL was associated with a 6% to 10% reduction in the hazard of death (p
< 0.0001 and p = 0.001, respectively), independent of baseline NfL level.

Dramatic biomarker reductions were not required with CNM-Au8. Modeling the relationships observed in HEALEY, a
5% to 10% reduction in NfL corresponded to 1.4 to 2.9 additional points on the ALSFRS-R at Week 64 and a 7.8% to
15.3% reduction in the modeled hazard of death. These are model-derived projections rather than observed treatment
effects. Holding NfL steady, or achieving even a modest decline, was associated with better outcomes.

Survival Benefit Concentrated in NfL Responders (Evidenced by Randomization-based Causal Analysis)

Because participants were grouped by how their NfL responded after treatment began, the comparisons reported above are observational. A principal
stratum analysis was performed to address this, classifying every participant, treated and control, by pre-treatment characteristics alone and thereby
preserving the randomized comparison in HEALEY. The survival benefit of CNM-Au8 30 mg was concentrated in the predicted NfL-responder stratum:
a 41% reduction in the hazard of death (HR 0.593, 95% CI 0.374–0.940; p = 0.026) and approximately 3.4 months of survival gain at Day 878, the end
of the open-label extension (p = 0.004), with no statistically significant difference in the predicted NfL increase stratum (HR 1.199, 95% CI
0.643–2.239; p=0.568). The same pattern was observed across the functional endpoints tested. This is the strongest causal evidence in the planned
NDA package that the CNM-Au8 30 mg treatment benefit operates through a mechanism related to NfL response.

CNM-Au8 30 mg Treatment Benefit Operates through a Mechanism Specific to NfL Response

The benefit was specific to NfL, not an artifact of the analytic method. Four negative controls (sex, body mass index change, glial fibrillary acidic
protein change and Tau change) were each substituted for NfL and run through the identical analysis in the HEALEY dataset. All four analyses were
null for both composite functional benefit and survival, whereas the NfL analysis was positive on both. RESCUE-ALS also reproduced the same null
result for the negative controls, BMI and sex.

Safety and Tolerability Profile

CNM-Au8 has demonstrated a consistent safety and tolerability profile across its clinical trial and expanded access programs, now totaling more than
1,280 collective participant-years of treatment as of July 31, 2026, including more than 1,100 participant-years in ALS, with the longest continuous
treatment duration for ALS exceeding 6.8 years. As of August 10, 2026, no serious adverse events have been assessed as related to CNM-Au8, and
no safety signals have been associated with long-term use. The safety-tolerability profile of CNM-Au8 is directly relevant to the benefit-risk
assessment the FDA will conduct in reviewing the NDA.

Phase 3 Confirmatory Trial Will Evaluate the NfL Relationship Prospectively

Clene’s planned Phase 3 confirmatory trial, RESTORE-ALS, is designed to evaluate the NfL biomarker relationship prospectively. The trial will use a
patient’s baseline NfL level as a prospective enrollment stratification factor and will include prespecified, NfL-stratified analyses, building on the
concordance evidence described here.

“ALS is a heterogeneous disease, and it matters that a biomarker signal, NfL decline or stabilization, marks the patients in whom CNM-Au8 appears to
be providing the greatest benefit,” said Ben Greenberg, Head of Medical at Clene. “In the HEALEY analyses, we were able to go a step further: using
pre-treatment characteristics alone, we could identify the patients likely to show NfL response, and the treatment benefit was concentrated in exactly
that group. The FDA’s accelerated approval of another drug for SOD1-ALS established that a reduction in NfL can be reasonably likely to predict
clinical benefit in a defined ALS population.”

“Observing the NfL biomarker-to-clinical-benefit relationship replicated in two independent trials, and NfL’s prognostic value confirmed in more than
2,000 patients who never received CNM-Au8, is exactly the kind of evidence that gives us confidence in what we’re submitting to the FDA,” said Rob
Etherington, President and Chief Executive Officer of Clene. “HEALEY and RESCUE-ALS were designed differently and enrolled under different



criteria, and in both, the patients whose NfL responded to CNM-Au8 lived substantially longer, strengthening our New Drug Application planned for
filing early Q4.”

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.

About CNM-Au8®

CNM-Au8 is an oral suspension of gold nanocrystals developed to restore neuronal health and function by increasing energy production and
utilization. The catalytically active nanocrystals of CNM-Au8 drive critical cellular energy producing reactions that enable neuroprotection and

remyelination by increasing neuronal and glial resilience to disease-relevant stressors. CNM-Au8® is a federally registered trademark of Clene
Nanomedicine, Inc.

About These Analyses
The HEALEY and RESCUE-ALS biomarker analyses described in this release are post hoc and exploratory; neither trial met its prespecified primary
efficacy endpoint, no adjustment was made for multiple comparisons, and reported p-values are nominal. The HEALEY analyses are based on 57
CNM-Au8 30 mg treated participants with an evaluable NfL trajectory (38 NfL Decline/Stable, 19 NfL Increase); the RESCUE-ALS analyses on 22
participants (11 per group). Each NfL stratum was compared with concurrently randomized controls rather than with the other stratum; with 38 and 19
participants respectively, these analyses were not powered for a direct statistical comparison between the two strata. The principal stratum analysis
provides the randomization-preserving assessment of whether treatment benefit depends on NfL response. Because patients were classified by NfL
response after treatment began, responder-versus-control comparisons are observational; the principal stratum analysis, which classifies patients on
pre-treatment characteristics only, was included to provide a randomization-anchored estimate, and is itself post hoc. The HEALEY comparator
comprised all 329 participants randomized to concurrent regimens, approximately three-quarters of whom received another investigational agent and
one-quarter placebo; survival did not differ between active and placebo recipients within either control regimen at the timepoints assessed. By
contrast, the supporting observational-cohort analyses in the APST (1,671 evaluable of 2,059 enrolled) and ANSWER ALS (380 evaluable of 742
enrolled) cohorts were prespecified, and their primary and secondary analyses each rejected the null hypothesis in both cohorts. No participant in
either cohort received CNM-Au8; approximately 55% and 69% respectively were receiving riluzole. These cohorts establish that NfL trajectory is
prognostic at the individual level; whether a treatment’s effect on NfL predicts its effect on survival is addressed by the trial analyses described above.
FDA accepted NfL reduction as reasonably likely to predict clinical benefit in SOD1-ALS in the context of the tofersen accelerated approval; the
acceptability of a surrogate endpoint is determined program by program, and FDA has made no such determination for CNM-Au8.

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 timing of the Company’s NDA submission, that the
biomarker findings support an NDA submission, and the timing of the initiation of the Phase 3 trial. Clene’s forward-looking statements also include,
but are not limited to, statements regarding whether the FDA will agree that a change in NfL is reasonably likely to predict clinical benefit in ALS,
whether the FDA will accept the NDA for filing or grant accelerated approval, and whether the results of post hoc, exploratory analyses will be
confirmed in the planned Phase 3 confirmatory trial. 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 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, 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
general market conditions, whether clinical trials demonstrate the efficacy and safety of our drug candidates to the satisfaction of regulatory
authorities, or do not otherwise produce positive results which may cause us to incur additional costs or experience delays in completing, or ultimately
be unable to complete the development and commercialization of our drug candidates; the clinical results for our drug candidates, which may not
support further development or marketing approval; the post hoc and exploratory nature of the biomarker analyses described in this press release,
which were not prespecified, were not adjusted for multiplicity, and are based on small patient numbers, and which may not be predictive of results in
future trials; 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 limited operating history and our ability to obtain additional funding for
operations and to complete the development and commercialization of our 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.

Investor Contact: Kevin Gardner, LifeSci Advisors; kgardner@lifesciadvisors.com; 617-283-2856
Media Contact: Caroline Wagner, FTP; CWagner@ftpadvocacy.com; (267) 294-6563 

https://www.globenewswire.com/Tracker?data=ge5q_llRGhUOdBn25RGKpYf-gXut0x9475zUcTZsAUYkRFsuNtNXLdKJyuBIYlhHRXJ2GhucaVrN2wjADCzVzameXUVwHiDJZesTLbknaNBWeqou56TeoCpTgtNHFtY2HUSGnZiBWCyOqt1F7kz5zFbCxUO_3y2YRXYWYgBO1eih_rzPqjVstUohdP9NgCv3wgKsilBqtL6FylL2HPetJ3rDKLvcXqcnWCDL3zKExuTy3-xw33c6TZ5POwXLPk7Wwjac5_TayDgn2KTjIA3FGA7K8cMgsz4fiz6b6UcNWYHHH_6ywoVvFW6nlR5mzbH6agqsxPqTVvx-7KJWH3vR0wPk6We2ErCxGdQ3DPbpsQF3grzvtWo7njiD0SCJImXNT0yi7PK9-5zVPPGQSfJoZ2a2mHrHa-4H9HzanrICf_4=
https://www.globenewswire.com/Tracker?data=WiMdztf3E-UbvEN6F2BydNX5Wouqpa746dTJoAS1_oEUa5jcPrtxUCtZMCP_C6bmAqd4yjcHo4OxCMOii1nNhYtRfj_DrrFFNUWdV2S7L2kQHhHDrx-GpTa8X0KrpbDq4fM7zdj-wb4VpBbMp0tYUsh-HqdfoDiHnQiOUo6mnf-dM85oFHZ46tnj9EmUipscAy3eVgbbnZqomejpxbJRvPd21KduzWHphZClMmAl5666MCQdI5GNGS92efYdtIuUA7vd65pMnpttUB2bzGBNvJdug6XWtG5A7DsY7o1iptuA37K7WrIUgJxEBZdsf7N-U76a5qd7XFm2YpkzPpOWO3cLcT7mnkp2bUujaGWdiZVWHRfSLc-Uuji5dk5rc4_KynL70uAmwqUgSWQ6DzWxhfK7yAXCsaB_cXgRlFLyYPraiSTnAaE1OrV-RH_A4gtvvQqcqDadIGj33xb1cEg_DCwaWsmKK7YCILbYHqtImGBTube7WU8_GH69UkgAG47BHaTBa-Eo4KMFd_Ao3-n-Eh8ic0A_ajIZqbgqPtjvDOq8FNe5YVEjcnWYBDvzRCEgx71HROhnJFK0ZXuYE3y77bwPwzMXgsfS1hh8ul0XoQ0=
https://www.globenewswire.com/Tracker?data=bW_f7-lOyOp8skLK26xeMgNhtYtkyg4J6M80JLmXfc7J72JBg4beEEalKvyC0CQbmNj3dR5VtX7YDQ1k7fBVz6OHvdmzTBonOgMpArOTYBt40UDrHGAdfuAcEKlDVjhkPl_ztspwwxbJIdpPMhTIFGt7Yvv7BXGByXmDMVeDRkCueuyd2_wMfzx2CK_FO6S1fIamBoPrcif_nuWKaB2Fg1HrZSE4R5SgLHxvbNeroLq25F2ZBuFXHnn2Rt-Mqva04Tix4fXxWvP_lTTbKDz58DL-LIZpQjNq5iLjdPmucGlHbIEhrYIAUGKfsXclP8xbDtPQrP_QbwwIpJiNPmW69IcxaOTibDRFo5VpvopuMETmQHgkSILDWgUwZKe7R944NmnJjVa7F5OrNTmmio2slkwq5hyT-dWPZOoeEpRh5TRXlU51u7DM6Ukrq78yBoiidNj7BSRATkZqh7C9t6-RHjTwTYiI5Ld4gHqDER86Zl_B-AsHF1Y-5hj15WuvanNGPKtevF9-W4Mvd9BVHPYbCu2bq47XBL8kcYw0S98r_VCDC-G9vQtZ1ALopfki7Q8SlqHmUm8vqgDuYyF0EeDaSRk1NyVxFvzj_Gx9mhNC6SFWtKFCRdLu1pDJSrV1w5aRuakQS6MmcaN_fjMkhtVd-Mg9r-PdZOkysjvO8x-hW1g=
https://www.globenewswire.com/Tracker?data=mh3TZsGRgoqduktAyEY8znsiDrO3SQLCH0XqjcPesRMw6lsThpqFOpNh0x_B0XXh78NTlk8cOTmQcCJ_8vAgC3O0MBh4jIN3qnI45vp3B2z4whz7PzydWgV8eSxJnGho-lYSKXj6cx86oIzKeeRdOyTtahRMtg7l2_DhRHzvFtgQarzMOQcE18GvN5bA5YhNyXWJ5GjdrBGRYSKdCGvRSTdeoO7G0V03nNRsisOIF5BLVcVXSzJ7TVIAwXMGiE_FjfYS5DP07UkGseREDmQgRGL2ir_hKjDFMcOTB0lYxibbnHyHtpdkwU4uYhl_YWyOIoqbl4lXLHaSYVxruFRdTCGyJ3D-fdJ8PhXVvjnlUGkzmnMchPd0EaIM_CCG_qwBTnevvS38Dyqq_ROAEzpQmwcx0-JvtqsMtqBKQqIFkLAemgcvfRic7ylAuJ8MIq-ZWgffNS0lgdLl2wyj6PHVBLEuaDKCP0kdOkrpOSiocorHsNW9uVU-3a8NbNO6_mLzb6bm6KZBrbwObW5bGoyYlyYiLb8TSSkWoN18l2isU9DoKvuXnwIZ2OitB92NgYWlHiPlYKUoRyEbIvuIBhWCCFMnYUd2co_vXxJhgmyInbV_xxa8vKSjFvvqALX-p_WPyEJBMZPegucRBXhXSeL48QZsBIBIb0ieCGQDcoLlYuGd2co9GB-rKSHEMbIFBUTfVyKKOcZWBO1uEYZZrQO9OVn6GauhmJgBoQAf0jV3nQIKHkYTXnZQxaTBQvFBiRsx
https://www.globenewswire.com/Tracker?data=LVr8d7m2bsvfJH_4seIPAFdDuim9xr8my6tD8pASRy0dV7729V5ODWl9F0DBd5cYrqVwxWetvA8OWbhvW5i174rqlxSEuxGSmXLDb9SkPeHDtcGmp7n0LCUYC96_dA38EdsjXxz0MeR_OPrvTtD7y7ypyytkwrlwqiVFd7yfB5QBjpTQjerk816t0LrhZDW6Q6WNNQTSo2dUeU0aDVyrMJ8dLX-YWngmsfrw4muN09y-vwqIA-PYeiY26pBZUL_zH-ZokL747R9DJn09FRr1-3l16llEP950sKnJ_TY7qzlXcAQiRs6Hfd9TtNyj-fN4
https://www.globenewswire.com/Tracker?data=CHzjXTcMvShDmKtXqveyJBYX7Afb4Un8FpSU4oIt0cZUACTe4L_4YXk9cwE5oG1-cmsO4bpvXmQ8OJWN12eLm66zKJLq2ecmefB1zAJqCMy8jpJY4CYLqWQ8QMMbYqWy



