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First Characterization of a TDP-43 PET Tracer Published in Nature
Communications Showing Potential of AC Immune’s ACI-19626 in
Precision Medicine

e Aggregated TDP-43 is a pathological hallmark of neurodegenerative diseases including ALS,
FTD and LATE, and a co-pathology in Alzheimer’s and Parkinson’s diseases

e PET imaging of aggregated TDP-43 could facilitate precision medicine in these diseases,
whose shared clinical features complicate differential diagnosis, potentially delaying therapy

e Based on specificity, sensitivity, and pharmacokinetic properties, ACI-19626 was advanced

into a Phase 1 clinical study with initial readout expected in Q4 2025

Lausanne, Switzerland, October 24, 2025 -- AC Immune SA (NASDAQ: ACIU), a clinical-stage
biopharmaceutical company pioneering precision therapeutics for neurodegenerative diseases, today
announced the publication in Nature Communications of preclinical data on its first-in-class brain
positron emission tomography (PET) tracers for imaging TDP-43 pathology. The selected candidate,
ACI-19626, potentially enables a precision medicine approach to multiple neurodegenerative

diseases that are currently difficult to diagnose and differentiate from each other.

TDP-43 is the main component in inclusions found in the brains of people with amyotrophic lateral
sclerosis (ALS), frontotemporal degeneration (FTD) and limbic-predominant age-related TDP-43
encephalopathy (LATE), as well as a co-pathology in Alzheimer’s disease (AD) and Parkinson’s
disease (PD). These conditions share many of the same clinical signs and symptoms, making
differential diagnosis a difficult and lengthy process in the absence of reliable biomarkers. PET
imaging of aggregated TDP-43 offers a new era for the development of disease-modifying therapies

for TDP-43 proteinopathies, potentially revolutionizing both diagnosis and treatment.

The data showed that ACI-19626, a Morphomer®-based TDP-43 PET tracer, demonstrates high
specificity and selectivity for the target, with rapid brain uptake and fast and complete washout,

supporting the potential to detect TDP-43 pathology by PET in the brains of living patients.

Dr. Andrea Pfeifer, CEO of AC Immune SA, commented: “Accurate PET imaging of TDP-43
pathology could significantly improve the diagnosis of multiple neurodegenerative diseases, paving
the way to precision prevention with the possibility of intervening before damage occurs. This
important diagnostic tool also has tremendous potential to improve the design and interpretation of
clinical trials by enabling patient stratification, optimizing the timing of therapeutic intervention, and
facilitating evaluation of target engagement and pharmacodynamic effects. Based on its
advantageous profile, we took ACI-19626 forward into Phase 1 development and are looking forward
to initial readout from that trial in Q4 2025, as we continue to pioneer the precision prevention of

neurodegenerative diseases.”

Dr. Francesca Capotosti, VP Research of AC Immune added: “PET imaging biomarkers have

been proven to be potential game changers in the field of neurodegenerative diseases, as seen with
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amyloid PET in Alzheimer’s disease. We strongly believe that the detection of TDP-43 pathology by
PET could not only support earlier and more definitive diagnosis but also accelerate drug
development and open new avenues for combination therapies.” The paper in Nature

Communications, entitled “Development of [18F]ACI-19626 as a first-in-class brain PET tracer for

imaging TDP-43 pathology”, reports the characterization of ACI-19626 with the preferred profile for the

successful visualization of TDP-43 pathology in human brain by PET.

Nature Communications also published an accompanying commentary on the potential of TDP-43

PET ligands for biological diagnosis of TDP-43 proteinopathies.
Specifically, data on ACI-19626 in the paper showed:

¢ High affinity for pathological TDP-43 aggregates, but not physiological TDP-43

e Excellent selectivity for TDP-43 over common co-pathologies including Abeta, Tau and alpha-
synuclein

¢ No off-target binding against a panel of more than 100 receptors, enzymes, ion channels and
transporters

e A pharmacokinetic profile in non-human primates suitable for human brain PET imaging, with
rapid brain uptake, homogenous distribution across different brain regions. and fast and
complete washout in absence of the target, suggesting minimal background in healthy

controls

Based on these data, ACI-19626 was selected for further evaluation and is now in an ongoing Phase
1 clinical trial for its promising potential to detect pathological TDP-43 in the brains of patients with

TDP-43 proteinopathies compared to healthy volunteers.
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About AC Immune SA

AC Immune SA is a clinical-stage biopharmaceutical company and a global leader in precision
prevention for neurodegenerative diseases, including Alzheimer’s disease, Parkinson’s disease, and
NeuroOrphan indications driven by misfolded proteins. The Company’s two clinically validated
technology platforms, SupraAntigen® and Morphomer®, fuel its broad and diversified pipeline of first-
and best-in-class assets, which currently features a range of therapeutic and diagnostic programs,
including candidates in Phase 2 and Phase 3 development. AC Immune has a strong track record of
securing strategic partnerships with leading global pharmaceutical companies, resulting in substantial
non-dilutive funding to advance its proprietary programs and >$4.5 billion in potential milestone
payments plus royalties.

SupraAntigen® is a registered trademark of AC Immune SA in the following territories: AU, EU, CH,
GB, JP, RU, SG and USA. Morphomer® is a registered trademark of AC Immune SAin CN, CH, EU,
GB, JP, KR, NO, RU and SG.

The information on our website and any other websites referenced herein is expressly not
incorporated by reference into, and does not constitute a part of, this press release.

For further information, please contact:


https://www.nature.com/articles/s41467-025-64540-6
https://www.nature.com/articles/s41467-025-64540-6
https://www.nature.com/articles/s41467-025-64541-5
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Forward looking statements

This press release contains statements that constitute “forward-looking statements” within the
meaning of Section 27A of the Securities Act of 1933 and Section 21E of the Securities Exchange Act
of 1934. Forward-looking statements are statements other than historical fact and may include
statements that address future operating, financial or business performance or AC Immune’s
strategies or expectations. In some cases, you can identify these statements by forward-looking
words such as “may,” “might,” “will,” “should,” “expects,” “plans,” “anticipates,” “believes,” “estimates,”
“predicts,” “projects,” “potential,” “outlook” or “continue,” and other comparable terminology. Forward-
looking statements are based on management’s current expectations and beliefs and involve
significant risks and uncertainties that could cause actual results, developments and business
decisions to differ materially from those contemplated by these statements. These risks and
uncertainties include those described under the captions “Iltem 3. Key Information — Risk Factors” and
“Item 5. Operating and Financial Review and Prospects” in AC Immune’s Annual Report on Form 20-F
and other filings with the Securities and Exchange Commission. Forward-looking statements speak
only as of the date they are made, and AC Immune does not undertake any obligation to update them
in light of new information, future developments or otherwise, except as may be required under
applicable law. All forward-looking statements are qualified in their entirety by this cautionary
statement.
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