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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 CH, CN, GB, JP, KR, NO, SG and RU.

Disclosures

Tamara Seredenina is an employee of AC Immune entitled to stock options
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Aims and impact on the therapeutic development for neurodegenerative diSEASES, ... ... s o neon

Aims: Improve understanding of TDP-43 biology and pathology
Clinical trial for 1st generation TDP-43 imaging agent in FTD
Dates: January 2021 — December 2023  Extension to July 2026

Benefits of TDP-43 brain PET tracer:
= Patient stratification, focused recruitment and monitoring for better clinical trials

= Differentiation of frontotemporal dementia (FTD) subtypes

= May enable combination treatment of co-pathologies., e.g. in Alzheimer’s disease (AD)
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Partners and external collaborators mumrels?@:ch
Biotech pioneering precision
PET imaging experts TDP-43 biology experts medicine for neurodegeneration
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Patrizia Longone

Morphomer® platform delivered:
= Tau PET tracer PI1-2620
= A-syn PET tracer ACI-12589

/ Qst-in-class TDP-43 PET traﬁ
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First-in-class ACIl's TDP-43 PET tracer ACI-19626

Characterization in patient brain material

i

Non-demented control FTLD-TDP! Type A FTLD-TDP Type B 8
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= High affinity binding (Kd=10-20 nM) on brain sections with FTLD-TDP pathology
= Selectivity over Abeta, Tau and a-syn; clean off-target profile (e.g. MAO-A, MAO-B)
= Rapid brain uptake and fast washout in non-human primates
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Control Type A Type B

= The first proof of target engagement on FTLD-TDP brain samples using a method having resolution
translatable to human PET

= FTLD-TDP type A pathology is commonly found in brains of FTLD-TDP GRN?, LATE?3 and AD*
= FTLD-TDP type B pathology is found in most cases of FTLD-MND® and ALS®
* FIH study to commence in Q4 2024

(1) Frontotemporal lobar degeneration with TDP-43 pathology; (2) mutation in progranulin gene; (3) limbic-predominant age-related TDP-43 encephalopathy; (4) Alzheimer’s disease; (5) motor neuron disease; (6) Amyotrophic lateral sclerosis
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ACI-19626 target engagement

Control FTLD-TDP?! Type FTLD-TDP Type

FTLD-TDP Type LATE-NC?+ADNC?

ALS*

Ref: ACI unpublished

data



Binding specificity to aggregated TDP-43
Characterization of ACI-19278, a close analog of ACI-19626

Cellular model
CFTR! exon 9 splicing assay in SH-SY5Y cells
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Sara Capelli, Buratti lab xS

Carlo Scialo, Polymenidou lab

= ACI-19278 shows binding specificity to aggregated TDP-43 versus physiological nuclear TDP-43

= No interference of ACI-19278 with the natural TDP-43 controlled RNA splicing of exon 9, suggesting no
interference with the physiological function of TDP-43 in vitro

(1) Surface Plasmon Resonance: (2) Frontotemporal lobar degeneration with TDP-43 pathology; (3) Fluorescent low complexity domain recombinant TDP-43 fibrils; (4) Endogenous
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Conclusions and next steps

First-in-class
TDP-43 PET ligand

= Low nM Kd on FTLD-TDP brain tissue with no binding to physiological TDP-43
= Detection of TDP-43 pathology in various indications, including ALS, FTD and LATE

ACI-19626 = Excellent selectivity over Abeta, Tau and a-synuclein aggregates
= Leveraged complementary expertise and knowledge of TDP-43 biology and pathology
= Enabled access to patient brain material and to unique experimental models
Successful

= Provided access to a unique clinical trial cohort
= Accelerated translation, improving future therapeutic development for brain diseases
with high unmet medical need

collaboration

= First-in-Human study sponsored by AC Immune to start in November 2024

Next steps . : _— :
P = JPND-sponsored investigator-initiated study at Skane on track to start in 2025

= Manuscript “Development of [18F]ACI-19626, a novel brain PET tracer for imaging

Dissemination . S
TDP-43 pathology” ready for submission to Nature Communications
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