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Disclaimer

This presentation may contain 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. 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, EU, CH, GB, JP and RU

Morphomer® is a registered trademark of AC Immune SAin CN, CH, GB, JP, and NO

Conflict of interest disclosure
Tamara Seredenina is an employee of AC Immune entitled to stock options
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TDP-43, a biomarker for TDP-43 proteinopathies
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TDP-43 pathology is found in multiple neurodegenerative disorders including ALS, FTD and AD

The development of therapeutics for TDP-43 proteinopathies requires specific and sensitive biomarkers

ACIU uses its Morphomer® platform to identify potential PET tracer binding to aggregated TDP-43

ACIU uses its SuprAntigen® library of antibodies to enable detection of TDP-43 species relevant to CNS pathology in CSF and blood

= TDP-43 biomarkers will increase the probability of success of therapeutic trials in TDP-43 proteinopathies
allowing the recruitment of a more homogenous patient population and longitudinal assessment
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Development of PET tracers for neurodegeneration

Morphomer® platform

TDP-43 inclusions

» AC Immune’s PET tracers: Tau tracer P1-2620 in Phase 2 and a-syn tracer ACI-12589 in FiH studies

Robust library of conformation-specific, non-peptidic small molecules with desirable CNS properties constructed and continually
refined and expanded over many years

» Rely only on patient-derived brain samples for target engagement

Comprehensive screening, rational design and early validation processes rapidly generate highly specific hit compounds
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Screening strateqgy for PET tracer development

Morphomer library, scaffold hopping, rational
design, focused screening

Multiple chemical series for risk-reduced development

Primary and secondary screens e : :
Affinity on TDP-43 (Ki) Radiobinding assay on insoluble fractions from

Selectivity over Abeta, Tau and a-synuclein FTLD-TDP, AD and PD brains

Solubility, permeability, microsomal stability,

In vitro ADME and mouse PK : -
chemical stability, neuroPK

BHX%iii%I,al?de iing Radiobinding assay and autoradiography on brains

Target engagement with FTLD-TDP

[18F] radiolabeling
[18F] PK in mice Assessment of properties for CNS PET-tracer
and NHP

Clinical candidate
IND-enabling studies

m Lead candidates selected based on affinity to TDP-43 aggregates, selectivity over Abeta and Tau
and PK profile optimal for CNS PET tracer

>
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|dentification of a reference compound

FTLD-TDP type A pathology

Cmpd A

Cmpd C

Merged pTDP-43 antibody Compound

= 660 compounds screened from the Morphomer® library by direct fluorescent staining
= Two reference compounds identified
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Binding to TDP-43 aggregates from human brain

Competition binding experiments to determine Ki
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= Micro-radiobinding assay using automated spotting of sarkosyl-insoluble fractions from human brain
with FTLD-TDP pathology is used for compound screening (Ki)

= Robust and reproducible signal using reference compounds [*H]Ref A and [?H]Ref B
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Binding to TDP-43 aggregates from

Saturation binding experiments to determine binding affinity (Kd)
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m |dentification of novel compounds with low nanomolar affinity to sarkosyl-insoluble fractions from
patient brain with different types of FTLD-TDP pathology
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Target engagement on FTLD-TDP brain sections

High resolution autoradiography

FTLD-TDP Type A FTLD-TDP Type C
Tg [BH]Compound 1 [3H]Compound 2 [BH]Compound 1 [SH]Compound 2
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m First proof of target engagement on brain samples with FTLD-TDP type A and C pathology, showing
compound co-localization with pTDP-43 antibody labeling
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Pharmacokinetic profile

PK profile in brain after intravenous administration in non-human primates
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= [BF]Compound 2 shows fast brain uptake (1.4% injected dose) and steady but incomplete washout

= Structurally similar analogs show improved PK profile with higher brain uptake and faster washout

= Optimization ongoing to further improve the brain uptake and washout
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Summary
TDP-43 PET imaging program

Multiple unique assays developed to assess binding to human brain homogenates and target

over other aggregation-prone proteins, and pharmacokinetic properties suitable for CNS PET

3 engagement on human brain tissue
2 = Novel, highly valuable reference compounds binding to TDP-43 aggregates from patient brain identified N
=
= Building on our expertise in TDP-43 biology and extensive experience with developing CNS PET tracers, g
3 novel hit series with low nanomolar affinity and target engagement on FTLD-TDP brains identified 3
* Proven fast brain uptake in non-human primates E
:
<
4 = Optimization ongoing to explore structure-activity relationship and further improve affinity, selectivity g
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AC Immune

We continue to shape the future of
neurodegeneration by discovering and developing
breakthrough therapies through pioneering
science and precision medicine

@ Web: https://www.acimmune.com/
222 Social media: www.linkedin.com/company/ac-immune
Presenter: tamara.seredenina@acimmune.com

Business development: bd@acimmune.com

Investors and Media: communications@acimmune.com
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