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the first-in-class TDP-43 PET tracer D



Disclaimer

This presentation 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 “ltem 3. Key Information — Risk Factors” and “ltem
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. These include: the impact of Covid-19 on our business, suppliers, patients and employees and any other impact
of Covid-19. 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.

SupraAntigen® is a registered trademark of AC Immune SA in the following territories: AU, CH, EU, GB, JP. RU, SG and USA.
Morphomer® is a registered trademark of AC Immune SA in CA, CH, CN, EU, GB, JP, KR, NO, RU and SG.
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The value and potential applications of a TDP-43 PET" tracer
Visualization of TDP-43 pathology in living patient brain

ALS? FTD3 LATE*
Disease prevalence 4 per 100, 000° 15-22 per 100, 0006 1 in 5 clinical AD” diagnoses?

Brain regions primarily affected Spinal cord & motor cortex Frontal & temporal cortices Amygdala, hippocampus, middle
frontal gyrus

TDP-43 pathology 97% 45% 100%

Target engagement and
pharmacodynamic biomarker

Differential diagnostics
Distinguish FTLD®-TDP from FTLD-Tau
opening new possibilities for FTD trials

Differentiate LATE and LATE-AD enabling the
treatment of co-pathologies

For therapeutic programs targeting TDP-
43 pathology directly or indirectly in ALS,
FTD and LATE

Patient stratification Disease insight

Mapping the spatial distribution and spread
of TDP-43 pathology in the living brain to
understand disease mechanisms

(1) Positron emission tomography; (2) amyotrophic lateral sclerosis; (3) frontotemporal dementia; (4) limbic predominant age related TDP-43 encephalopathy; (5) Ling et al., 2013; (6) Onyike et al. 2014; (7) Alzheimer’s disease; (8) Nelson et al., 2019;
(9) frontotemporal lobe degeneration.
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['F]ACI-19626 first in human PET study (ct.gov NCT06891716)

Study design and preliminary results

['8F]ACI-19626 is a first-in-class TDP-43 PET tracer specific to aggregated
TDP-43 and selective over aggregated A3, Tau and a-synuclein
(Vokali et al., 2025 Nature Comm)

/ Safety profile
= Healthy volunteers = Sporadic FTD » Good safety and tolerability; dosimetry profile within accepted limits

" Genetic FTD' " Sporadic ALS? / Brain pharmacokinetic profile
= Suspected LATE? = Demonstrated fast brain uptake (SUV* >1) and fast washout

» Feasibility of kinetic modeling under exploration

/ Data from 4-5 HV?, 4 C90rf72¢ FTD and 3 sporadic ALS patients
=  (0-90 min dynamic scan
= Reference region: cerebellum grey matter’

\’l Amsterdam UMC

University Medical Centers

- = FIH® Part 1 focuses on C9orf72 FTD cases and Part 2 explores additional patient populations, including ALS

(1) Frontotemporal dementia; (2) Amyotrophic lateral sclerosis; (3) Limbic-predominant age-related TDP-43 encephalopathy; (4) standardized uptake values; (5) healthy volunteers; (6) chromosome 9 open reading frame 72; (7) Brettschneider et al., 2014; (8) first in human
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DVR (ref. cerebellum cortex)
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['8F]ACI-19626 FIH" study preliminary results: C9orf72 FTD
Kinetic modeling: DVR? estimates from 2TCM3

Orbitofrontal gyri @

Cohen’s d =2.43

Cohen’s d =1.60

Middle and inferior temporal gyri @ Putamen @

=

pTDP-43 pathology in bvFTD#

Stage 2

Stage 3 and Stage 4

Cohen’s d =2.12 <

p =0.015 0951 p=0.074 14 { p=0.053
1.3 1
0.90 1
ﬁ [3 1.2 1
— Brettschneider et al., 2014;
0.851 FaN 117 Brettschneider et al., 2013;
+ Kawakami et al., 2019
o
1.0 1
O O AN
0.80 -
Control C9 FTD Control C9 FTD Control C9 FTD

= Preliminary data indicates higher tracer uptake in C9orf72 FTD patients compared to healthy controls in

relevant brain regions

» Refinement of the kinetic modelling is ongoing to assess to what degree uptake reflects specific binding
and validate reference tissue approaches

(1) First in human; (2) distribution volume ratio; (3) two tissue compartment model; (4) behavioral variant frontotemporal dementia
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SUVR (ref. cerebellum cortex)

['8F]JACI-19626 FIH' study preliminary results: C9orf72 FTD

SUVR? analysis and parametric images, 15-50 min scan*

Pars orbitalis (1) Inferior temporal (2) Putamen (3) Average Images
1.050 :
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» Preliminary data indicates higher tracer uptake in C9orf72 FTD subjects compared to healthy controls in
subcortical and cortical regions where TDP-43 pathology is expected based on post-mortem studies

(1) First in human; (2) standardized uptake volume ratio; (3) frontotemporal dementia; *Post-hoc analysis from a third-party external to the study, for informational purposes only and does not constitute official, finalized data
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['8F]ACI-19626 FIH' study preliminary results: sporadic ALS?

DVRS3 estimates from Logan* and parametric images
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= Preliminary data indicates higher tracer uptake in ALS patients compared to healthy controls in relevant
brain regions

» Refinement of the kinetic modelling is ongoing to assess to what degree uptake reflects specific binding
and validate reference tissue approaches

(1) First in human; (2) amyotrophic lateral sclerosis; (3) distribution volume ratio; *Post-hoc analysis from a third-party external to the study, for informational purposes only and does not constitute official, finalized data
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['®F]ACI-19626 holds promise as PET' tracer for multiple NDD?

Frontotemporal dementia

= Preliminary data suggests higher PET tracer uptake in genetic FTD3 with C9orf72 mutation in some relevant
cortical and subcortical brain regions compared to healthy subjects

Amyotrophic lateral sclerosis

= Preliminary data suggests higher PET tracer uptake in sporadic ALS* patients in disease relevant brain
regions compared to healthy subjects

Clinical development status
= ACI-19626 uptake pattern closely mirrors the known distribution of TDP-43 pathology and is consistent with
the main clinical symptoms in different diseases

= PET data analysis ongoing to validate reference tissue approaches
= ACI-19626 binding data to be confirmed in a larger number of subjects and in additional patient populations
including sporadic FTD and LATE>/AD®

Future directions and tracer potential
= Longitudinal PET studies to explore the diagnostic and prognostic potential
* Include ACI-19626 in therapeutic trials to explore its potential as pharmacodynamic biomarker

(1) Positron Emission Tomography; (2) neurodegenerative diseases; (3) frontotemporal dementia; (4) amyotrophic lateral sclerosis; (5) limbic predominant age related TDP-43 encephalopathy; (6) Alzheimer’s disease

© 2026 AC Immune. Not to be used or reproduced without permission 8 OAC Immune



Acknowledgements

We sincerely thank the study participants and their
families for their invaluable contribution to this study

Brain banks

Neurodegenerative Disease Brain Bank UCSF, Prof. William Seeley (funding support from NIH
grants PO1AG019724 and P50AG023501, the Consortium for Frontotemporal Dementia Research, and the Tau
Consortium).

Netherlands Brain Bank, Netherlands Institute for Neuroscience, Amsterdam. All Material has been collected

from donors from whom a written informed consent for brain autopsy and the use of the material and clinical information
for research purposes had been obtained by the NBB.

Queen Square Brain Bank for Neurological Disorders, UCL, Prof. Tammaryn Lashley

Target ALS, Prof. Robert Bowser \»)
—_

THE MICHAEL J. FOX FOUNDATION
FOR PARKINSON’S RESEARCH

Grant ID: MJFF-022232

University of Kentucky, Prof. Peter Nelson

OAC Immune

Viktoriia Gerasymchuk
Julien Mermoud
Valerie Hliva

Marcela Rincon
Julien Rongére
Jean-Baptiste Delage
David Ribas

Stefanie Siegert
Efthymia Vokali
Nicolas Dreyfus
Elodie Chevalier
Tania Melly

Thomas Jaquier
Myriam Ravache
Christophe Delgado
Jacqueline Kocher
Heiko Kroth

Jerome Molette
Yannis Dimitrakopoulos
Pilar Lopez-Deber
Yuteng Wu

Camille Martin

Marie Kosco-Vilbois
Gunther Staffler
Francesca Capotosti
Andrea Pfeifer

|’| AmMmsterdom UMC

University Medical Centers

Elsmarieke van de Giessen
Siebren van Vugt

Sandeep Golla

Ronald Boellaard

Yolande Pijnenburg

Bert Windhorst

Johanna Stéen

Jort Vijverberg

Charlotte Teunissen

UMC Utrecht

Leonard van den Berg
Henk-Jan Westeneng

ZRO “gmg%naging

Antoine Leuzy
Alexis Moscoso
Alejandro Costoya-Sanchez

JPND ImageTDP43

research

EU Joint Programme — Neurodegenerative Disease Research

Magda Polymenidou
Emanuele Buratti
Harro Seelaar

© 2026 AC Immune. Not to be used or reproduced without permission

9 OAC Immune



	Slide 1: Initial clinical characterization of [18F]ACI-19626: the first-in-class TDP-43 PET tracer
	Slide 2: Disclaimer
	Slide 3: The value and potential applications of a TDP-43 PET1 tracer
	Slide 4: [18F]ACI-19626 first in human PET study (ct.gov NCT06891716)
	Slide 5: [18F]ACI-19626 FIH1 study preliminary results: C9orf72 FTD
	Slide 6: [18F]ACI-19626 FIH1 study preliminary results: C9orf72 FTD
	Slide 7: [18F]ACI-19626 FIH1 study preliminary results: sporadic ALS2
	Slide 8: [18F]ACI-19626 holds promise as PET1 tracer for multiple NDD2
	Slide 9: Acknowledgements

