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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,” “‘m lght 7 will,” “should " “expects,” ‘plans,” “3 anticipates,” “believes,” “estimates,” “predicts,”
‘projects,” “potential,” “outlook” or cont/nue *and other comparable terminology. Forward- Iooklng 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.

This presentation is strictly confidential, is being distributed to a limited range of invited persons solely for their own
information, may not be distributed to the press or any other person, and may not be reproduced or published, in whole
or in part, in any form.

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

E

Broad, diversified pipeline in neurodegeneration
Six Phase 2 programs; seven clinical readouts in 2022

Key differentiation: Precision medicine
Integrates therapeutics and diagnostics pioneering

. , precision medicine
Multiple global partnerships

>CHF 3 billion in potential milestones for neurodegenerative

diseases
Clinically validated technology platforms

Best-in-class small molecules and biologics

Strong balance sheet
Funded through Q1 2024
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Growth Initiatives for 2022 and beyond

Global Leadership

Diverse pipeline

Drives Near and Mid-term Growth

Long-term Growth

Therapeutics Precision medicine New areas

Validated programs 5 clinical programs 2 clinical PET® tracers Preclinical programs

Key NDD! targets:
* Tau
* Abeta
* A-syn?

Multiple modalities

4 partnerships

4 clinical readouts in 2022

Tau
2 Phase 2 (R)3

Abeta
*1 Phase 2 & 1 Phase 1b (R)

A-syn
1 Phase 2 trial (I)*

3 clinical readouts in 2022

Clinical
2 Tau PET tracer (R)

*1 A-syn PET tracer (R)

Discovery
* TDP-43% PET tracer

Emerging targets in NDD:
* A-syn
* TDP-43
*NLRP37-ASC?

(1) Neurodegenerative disease; (2) Alpha-synuclein; (3) (R) — readout; (4) (I) — initiation; (5) Positron emission tomography; (6) TAR DNA-binding protein 43; (7) (NOD)-like receptor protein 3; (8) Apoptosis-associated speck-like protein

containing a CARD, also PYCARD
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Broad and robust pipeline in neurodegenerative diseases
Driven by validated proprietary technology platforms for sustained growth

Clinical Stage Programs

TARGET PRODUCT CANDIDATE INDICATION DISCOVERY PRECLINICAL PHASE 1 PHASE 2 PHASE 3 PARTNER
ACI-35.030 1 ~—
ot o |22 P I — e
Semorinemab AD treatment
. i : H2 Genentech
(anti-Tau antibody) (mild-to-moderate)? _ data A Member o the Roche Group
T Morphomer® Tau Rare Tauopathies (ACI-3024)
aggregation inhibitor AD treatment %
AD diagnostic data H2 Life e imesine
Tau-PET® tracer |
PSP* diagnostic data H2 1) [ —
]
Crenezumab "
(anti-Abeta antibody) AD prevention _ data H1 ﬁe.r'?p;!:??r:
Abeta 6 l
ACI-24 AD treatment (Down syndrome®) data H29
(anti-Abeta vaccine) AD treatment _—
ACI-7104 8 o I L
7 (anti-a-syn vaccine) PD8, a-synucleinopathies : Biologic
a-syn-PET tracer BT Pathies reported H = Dlagnoste

(1) Alzheimer’s disease; (2) Open label extension study is ongoing; (3) Positron emission tomography; (4) Progressive supranuclear palsy; (5) Prevention trial API-ADAD in Colombia; (6) Down syndrome-related Alzheimer’s disease; (7) alpha-
synuclein; (8) Parkinson’s disease; (9) Refers to expected readout from a Phase 1b/2 trial of an optimized formulation of ACI-24 in patients with AD and patients with Down syndrome; (10) Multiple system atrophy

NASDAQ: ACIU | KOL Event, March 2022

© 2022 AC Immune. Not to be used or reproduced without permission

7 OAC Immune



Clinical catalysts to drive further value creation
Seven clinical data readouts expected in 2022

2022
H1 H2

Q Phase 1b/2ainterim analysis (highest dose) of ACI-35.030

ACI-35.030 (anti-pTau vaccine)
Decision to enter into late-stage development

Tau

Semorinemab (anti-Tau antibody) Report new Phase 2 Lauriet data (biomarkers)

Clinical PET study readout in orphan indication
Tau-PET! Tracer (PI-2620)

Phase 2 results in AD?

. ACI-24 (optimized vaccine formulation) Phase 1b/2a First-Patient-In (AD)

ACI-24 (anti-Abeta vaccine)
Phase 1b in AD readout and decision to move into DS®

Abeta
@

Crenezumab (anti-Abeta antibody) . Top line results of Phase 2 Alzheimer’s prevention trial
*g ACI-7104 (anti-a-syn vaccine) . Phase 2 First-Patient-In
n
© | a-syn-PETtracer Q First clinical proof of concept in alpha-synucleinopathies (e.g. MSA®)

(1) Positron emission tomography; (2) Alzheimer’s disease; (3) Down syndrome-related AD; (4) alpha-synuclein; (5) Multiple system atrophy
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Misfolded proteins: Leading causes of neurodegenerative diseases
Abeta, Tau, a-synuclein, and TDP-43! are important NDD? drug targets

Disease

Normally
folded protein

Alzheimer’s disease

Goal: Remove
aggregates or . .
prevent their a-synuclein
formation Lewy bodies

Insoluble fibrils
(“aggregate”)

Misfolded
protein

& . : » l. . ; :s._-.‘
A Y s ALSS

PR R .
;e LR T ;
Refs: Soto 2003, http://www.alz.org/brain; Nag et al. Acta Neuropathologica Communications (2018) 6:33; LN - : \ t. 4

(1) TAR DNA-binding protein 43; (2) Neurodegenerative disease; (3) Limbic-predominant age-related TDP-43 encephalopathy; (4) Multiple system atrophy; (5) Amyotrophic lateral sclerosis
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Pathological oligomeric a-syn? is causally linked to NDD?

Misfolded a-syn monomers mature to form amyloid fibrils a-syn fibrils

RS

Autocatalytic
acceleration
through “seeding”

Guerrero-Ferreira et al., 2018

@ }é%_» S
- —
Misfolding into
Aggregate Aggregate o
T maturation maturation S
aggregates =
monomer oligomer protofibril amyloid fibrils

a-syn misfolding and aggregation are the molecular basis for a-synucleinopathies, e.g. PD, DLB® and MSA”

(1) Alpha-synuclein; (2) Neurodegenerative disease; (3) Dementia with Lewy bodies; (4) Multiple system atrophy
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AC Immune intervention strategies for a-syn! pathologies

(
Affected cell Recipient cell
ggg Alnh'b't aggregation @
Promote ' Prevent
1 disaggregation O . seeding
\ PC

Uptake and actlvatlon

N e \
@ Normal protein

Microglia

A\ Misfolded protein

_ Inhibit Inhibit downstream
% Aggregated protein spreading neurodegeneration

Il \/accine / antibody target
mm Morphomer target
mm Both

= Molecular seeding and spreading are potential drivers of disease progression

= AC Immune is targeting each step of a-syn pathology with the SupraAntigen® & Morphomer® platforms

(1) Alpha-synuclein; (2) Parkinson’s disease;

NASDAQ: ACIU | KOL Event, March 2022 © 2022 AC Immune. Not to be used or reproduced without permission
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Conformation-specific platforms driving therapeutic and diagnostic pipeline

/

Developing breakthrough mono- and combination therapies
for neurodegenerative diseases

Clinically Validated Technology Platforms

SupraAntigen®

Conformation-
sensitive small
molecules

Vaccines and
antibodies specific
to disease causing

conformations

Images: Hickman et al., JBC 2011; Kroth et al., JBC 2012

(1) The goal of precision medicine is to deliver optimally targeted and timed interventions tailored to the individual disease drivers
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The Morphomer® platform: enables our precision medicine approach
Developing a suite of PET? tracers against emerging targets in NDD?

a-syn* Lewy
bodies and neurites

Leverage the Morphomer® small molecule platform:

= Non-peptidic, small molecules with CNS6—drug properties for brain penetration
= Conformation-specificity (pathologic protein species)

=  Selectivity against co-pathologies (Abeta, Tau, TDP-43)

= Pharmacokinetics suitable for brain PET imaging

(1) Positron emission tomography; (2) Neurodegenerative disease; (3) Neurofibrillary tangles; (4) Alpha-synuclein; (5) TAR DNA binding protein-43 (6) Central nervous system
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ACI-12589 shows specific binding in a broad spectrum of a-synucleinopathies

Potential to diagnose a range of a-synucleinopathies

PD SNCA PDD PD MSA LBV HC HC HC
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ACI-12589 shows target engagement across a wide range of a-synucleinopathies

PD SNCA, Parkinson’s disease with SNCA G51D mutation; PDD, Parkinson’s disease with dementia; PD, idiopathic Parkinson’s disease; MSA, multiple system atrophy; LBV, Lewy body variant of
Alzheimer disease; HC, healthy control; (F), Frontal cortex; (A), amygdala; (C), cerebellum; Total = Total binding (1.7nM); NS = Non-specific binding (1uM)
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ACI-12589 has suitable PK! profile for a brain PET? tracer
ACI-12589 PK profile in non-human primates (NHP)

Time-activity curves in different brain regions

Whole Brain
Caudate Nucleus
Putamen
Pallidum
Thalamus

Anterior Cingulate NHP ID Brain Brain Peak(half Remaining
Occipital Cortex Uptake Uptake peak at 120 min

i 0, i 0,
Inferior Parietal Cortex (min 10 Crmay) (% 1D/g) (min) (% of Cmax)
Cortical White Matter Target <10 >3 <30 <10

A Brain Stem ACI-12589 3.5 4.4 14 10
o= Cerebellum

Cerebellar White Matter

-

P

>

SUV (g/ml)

0 r T T 1
0 30 60 90 120

Time (min)

NHP PK shows rapid brain uptake, homogeneous distribution, and rapid and complete washout

(1) Pharmacokinetic (2) Positron emission tomography
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Conclusion on preclinical data package

Morphomer® platform delivered the first a-syn!
targeting PET? tracer candidate, ACI-12589

Screening system optimized for high-performance
imaging molecules Pioneering

. _ _ precision medicine
Selected tracers with CNS3-drug profiles suitable for

brain penetration and PET imaging for neurodegenerative

diseases
ACI-12589 selective for pathological a-syn with
minimal activity across co-pathologies

ACI-12589 advanced into clinical development as
first-in-class a-syn PET tracer

(1) Alpha-synuclein; (2) Positron emission tomography; (3) Central nervous system
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LUND

UNIVERSITY

Importance of biomarkers in
neurodegenerative disease and
review of clinical a-syn PET tracer data

Oskar Hansson, Professor of Neurology

CLINICAL MEMORY RESEARCH UNIT,
- FACULTY OF MEDICINE, LUND UNIVERSITY, LUND, SWEDEN




Biomarkers to improve clinical practice

* The clinical diagnosis of most neurodegenerative diseases is
mediocre

e Often 20-40% of the patients are misdiagnosed in specialized clinics
* >50% are misdiagnosed in primary care

* Misdiagnosis results in suboptimal treatment and care
* Delayed or incorrect symptomatic therapies
* Incorrect information about disease and prognosis

19



Biomarkers to improve drug development

« Enable early diagnosis — Selection of individuals with preclinical or prodromal disease

« ldentify relevant subgroups — Disease stratification depending on therapy

« Ensure relevant target engagement — Select most promising drugs candidates

» Monitor downstream disease processes — Surrogate biomarkers (slow clinical progression)

* Improve knowledge about pathogenesis — New drug targets or combinations of targets

20



Dementia disorders

Vascular dementia
10%

Other dementias

Frontotemporal
dementia !
5%

Dementia with
Lewy Bodies
10%

Alzheimer’s Disease
65%

21



Key pathologies in Alzheimer’s disease

No symptoms Mild Cognitive Dementia
Impairment (MClI)
(10-30 years) (1-5 years) (1-10 years)
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Key pathologies in Alzheimer’s disease

No symptoms Mild Cognitive Dementia
Impairment (MCI)
(10-30 years) (1-5 years) (1-10 years)




Alzheimer diagnostics — a multidisciplinary approach

Clinical assessments

Cognitive tests
Psychiatric &
neurological
assessments
ADL function
/ IRy
fq ~. 9
N

4 )
Concordance between clinical diagnosis of AD dementia and
neuropathology is not good (sensitivity 70-80% and specificity 50-70%)

Even lower diagnostic accuracy in patients with ”MCI due to AD”

- /

MRI or CT

24

Exclude other pathologies
Regional atrophy patterns
Cerebrovascular disease
(Microbleeds)

Beach et al., JNEN, 2012
Knopman et al., Neurology, 2001



Clinical assessments

MRI or CT
« Exclude other pathologies
Regional atrophy patterns

Cognitive tests
Psychiatric &

neurological « Cerebrovascular disease
assessments * (Microbleeds)
ADL function
[i/\_{\r i
0
fq ~.3
\ ’87 é 54/

N

PET-imaging

Cerebrospinal fluid (CSF)
- AB

 T-tau

« P-tau

* NfL

AB -

Tau

25




PET imaging of Tau in Alzheimer’'s disease

Tau-PET can distinguish between Alzheimer Tau-PET can detect i different
and all other neurodegenerative diseases subtypes of Alzheimer’s disease
Temporoparietal pattern Asymmetric pattern
(‘amnestic-predominant’ phenotype) (‘language-predominant’ phenotype)

controls

Posterior pattern Medial temporal sparing pattern
(‘visual-predominant’ phenotype) (‘dysexecutive-predominant’ phenotype)

w
|
S 0
Eg
Q

c 2
N ©
<

Tau pathology
Ossenkoppele et al. Vogel et al. Low HEEEE W High

JAMA, 2018. Nature Medicine, 2021.



Alzheimer diagnostics — Primary care

Specialists

Primary Care

»

=
_—
50-70% of demented subjects are Blood-based biomarkers might
not correctly diagnosed today in improve the diagnostic work-

primary care up of AD
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Novel blood test for Alzheimer!
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Plasma P-tau can distinguish Alzheimer’s disease from
other dementia disorders

Plasma P-tau217 levels are increased Plasma P-tau can differentiate AD from non-AD
by 500-700% in AD dementia diseases similar to Tau-PET and CSF P-tau

AB- Cognitively unimpaired N=244 ﬂ]—{ A

. L 100
AB- Mild cognitive impairment Oog o — —r

i

80
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N=92 . ° e
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Parkinson's disease/ AD dementia N=121, non-AD N=99

Parkinson's disease dementia/ %o
Multiple system atrophy ° — CSF P-tau217 (AUC=0.99)

. N=45 — Tau PET (AUC=0.98)
Progressive supranuclear palsy/ {} 201 = P au217 (AUC=0.08)
- asma P-tau =0.

Corticobasal syndrome
N=21 s— =T =0

(o2}
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Sensitivity%
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Primary progressive aphasia -
N=21

Behavioral variant frontotemporal dementia/ [

Vascular dementia ||
N=12
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o 5— iO 1‘5 2‘0 2}5 | 4‘0
Plasma P-tau217 (pg/ml) 29 Palmgquist S*, Janelidze $* et al, JAMA, 2020




| / Plasma biomarkers and pre-symptomatic AD

No symptoms Mild Cognitive Dementia
Impairment (MClI)
(10-30 years) (1-5 years) (1-10 years)




Detection of pre-symptomatic Alzheimer’s disease
using plasma tests

Plasma P-tau changes 20 years before onset A combination of plasma AB42/40 and P-
of cognitive impairment tau can predict cerebral AB pathology
1000 = MCteamiers 100 -

Unimpaired carriers
* Non-carriers

10.0

E
) 2
(=7 o
= =
=~ >
o = |
E 1.0/ @ 50
g 3 i ' P-tau217 + AB42/AB40 + GFAP + NfL: AUC=0.915
E I — P-tau217 + AB42/AB40: AUC=0.911 I
’ — P-tauZ17: AUC=0.854
0.1

— AB42/Ap40: AUC=0.843
GFAP: AUC=0.718
NfL: AUC=0.622

0 50 100
100% - Specificity%
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Diseases causing Parkinsonian Syndromes

[ o-Synuclein }

PD with
dementia

Multiple

Dementia

::’Ste:‘ with Lewy
rophy Bodies (DLB)
(MSA)

Parkinson’s
disease (PD)

Progressive
Supranuclear
Palsy (PSP)

Corticobasal
degeneration
(CBD)

o-Synuclein
& Tau

T |
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a-Synuclein aggregates and spreads in the brain
In Parkinson’s disease

Amyloid fibrils

Small amyloid
fibrils

: Oligomers
Propagating / /
dimer ! ! f 7o
Unfolded , o — Z < e
</

monomer 5
\ Non-propagating

dimer

Stages 1-2 Stages 3-4 Stages 5-6
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Diseases causing Parkinsonian Syndromes

[ o-Synuclein }

PD with
dementia

Multiple

Dementia

::’Ste:‘ with Lewy
ropiy Bodies (DLB)
(MSA)

Parkinson’s
disease (PD)

Progressive
Supranuclear
Palsy (PSP)

Corticobasal
degeneration
(CBD)

o-Synuclein
& Tau

T |
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Multiple-System Atrophy (MSA)

Striatonigral degeneration

Olivopontocerebellar atrophy Degeneration of brain stem and

medullary autonomic nuclei

Poorly levodopa-responsive parkinsonism

Cerebellar syndrome

Multidomain autonomic failure

Recurrent falls
Indwelliné catheter

[ Frontal executive dysfunction |

Sexual dysfunction
Urinary dysfunction

[ REM sleep behavior disorder |

|Unintelligible speech|
| Orthostatic hypotension |
:
=
Parkinsonism |
T e e [Bronchopneumonia)
Cerebellar features
[Multidomain autonomic failure |
- - Sudden death
Pyramidal signs
Premotor MSA Possible MSA
[ | | [
0 3 6 9 35

Years

Fanciulli et al. NEJM, 2015




a-Synuclein PET imaging

* Improved diagnosis in
clinical practice of
Parkinsonian disorders

\ Amyloid in the brainJ

* Drug development
, against toxic a-synuclein
; * Target engagement

- W : :
Alzheimer's * Diagnosis

disease

| PET scanner J

e Subtypes
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IHC®
a-syn pS129

Total

Non-specific

ACI-12589: a potential a-syn! PET? tracer

[18F]ACI-12589 specific binding on brain tissue from different a-synucleinopathy cases

Familial PD® PDD* PD5 MSAS

binding

binding

[
=)
LBV’ Healthy Controls =
c
g
2
50+ S
404 —_—= N
30+ v
—_ 5o o
< g
S <
O — 41 =
X 3
ol pe
<IN+ E=]
g5 ¢ = i
= O il
53 | —v— E
o 2 * 2
= =
o o
12 ) <
¥ I,
o Joe
o2 gy ) L
x 0 T T T T ﬁ%%é};
'ff\',\; o \%\0.
PD PD LBV MSA I k
Frontal Cortex Amygdala Amygdala Cerebellum Kal'O.II'IS a
Institutet

» (Classical autoradiography experiments confirms specific binding across a wide range of a-synucleinopathies

(1) alpha-synuclein; (2) Positron emission tomography; (3) Parkinson’s disease with G51D SNCA mutation; (4) Parkinson’s disease with dementia; (5) Parkinson’s disease ; (6) Multiple system atrophy; (7) Lewy

body variant of Alzheimer’s disease; (8) Immunohistochemistry

© 2022 AC Immune. Not to be used or reproduced without permission
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Participant characteristics

« B cowol e wsaois
n 8 7 8 2

25 participants
with a-synuclein
related disorders
T Sex (M/F) 5/3 6/1 3/5 2/0
Dynamic 0-90 min Age (£ SD) 63+11 67+7 6248 81+1
scans with arterial nj Dose (MBq) 314439  311+60 29715 289+l
blood sampling
K / UMSARS | + Il N/A N/A 50424 N/A

UPDRS-III N/A 65116 N/A N/A
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Kinetic modelling —Time Activity Curves

TACs representative control TACs representative MSA subject
3 34
Region
% 27 ?) 27 —— Cerebell_ped
n n
o o —— Cerebellar_grey
[e0] [e0)
Q Qe — Cerebellar_white
— —
L L —— Occipital
O @)
< < — Pallidum
LL LL
g 14 g 1 — Pons
—— Putamen
0 0-
0 25 50 75 0 25 50 75
Time [min] Time [min]

Cerebell_ped = Cerebellar peduncles; MSA = Multiple system atrophy; SUV = Standardized Uptake Value Ratio; TAC — Time activity curve
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Kinetic modelling - reference regions

* No difference in cerebellar grey matter or occipital cortex Vs
between diagnostic groups

* High correlation between data derived using cerebellar grey

matter and occipital cortex reference regions
Logan rfranc comparisn - N\
Both cerebellar
. cortex and
3 Dlgrose occipital cortex
? e suitable
g reference
regions
A /

0.5 1.0 1.6
Logan BPnd Occipital



Kinetic modelling - SUVR

* Strong correlations between SUVR values and Logan ref BP s
(and MA1 BP,s). Best at 50-70 min and 60-90 min intervals

Occipital ctx as reference Occipital ctx as reference

Occipital ctx as reference

0.18 ’ 0.18 - 0.12
e "

0.16 0.16 =

o By a = 04
8]
£ 0.14 J' < 0.14 = g £ nff
£ S £ o
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8.012 .. = '9.012 fl 8-008 .r.
o R =) =)
& 7] el © #
o o 14
5 0.1 % 0.1 5 0.06
n 0 )
© 0.08 © 0.08 O
= =a =)
< < < 0.04 ¢}

0.06 0.06

0.04 0.04 0.02

-0.5 0 0.5 1 1.5 2 -0.5 0 0.5 1 1.5 2 -0.5 0 0.5 1 g B 2

BPND Logan ref

30-50 min

BPND Logan ref

50-70 min
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Control, 52

MSA-P, 54

SUVRs 60-90 min

Control, 68

Increased basal
ganglia uptake in
MSA-P patients.

Some unspecific
uptake in
controls

PD, 73
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Control, 52

Clear increase in
retention in
MSA patients in

cerebellar white
matter and
cerebellar
MSA-C, 63 peduncles

43
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Cerebellar white matter [18F]ACI-12589 retention

Cerebellar white matter SUVR

2.0 A Y |

—_
(9]
e

o
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0.04

[18F]ACI-12589 SUVR
5 .
l
|
|

ctrl DLB MSA
Diagnosis

PD

[18F]JACI-12589 SUVR

2.0+

—_
n
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o
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b
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0.0+

Cerebellar white matter SUVR_occ

A
\ J
&
ctrl DLB MSA PD
Diagnosis

0.8 1

[18F]ACI-12589 MA1 BPnd

0.0

0.4 4

Cerebellar white MA1 BPnd

D
oS
crl DLB MSA PD

Diagnosis

Diagnosis
Ctrl
DLB
MSA-C
MSA-P
PD

BPnd = Binding Potential, non-displaceable; Ctrl = Control; DLB = Dementia with Lewy Bodies; MA1 = Ichise multilinear analysis;

MSA-C = Multiple system atrophy — cerebellar phenotype; MSA-P = Multiple system atrophy — parkinsonian phenotype;

PD = Parkinson’s Disease; SUVR = Standardized Uptake Value Ratio
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[18F]ACI-12589 SUVR

Cerebellar white matter [18F]ACI-12589 retention

Cerebellar white matter SUVR
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0.8 1

[18F]ACI-12589 MA1 BPnd

0.0

0.4 4

Cerebellar white MA1 BPnd

~

Clear increase in

MSA patients
irrespective of

reference region
or method used

4

D
[
crl DLB MSA PD
Diagnosis

BPnd = Binding Potential, non-displaceable; Ctrl = Control; DLB = Dementia with Lewy Bodies; MA1 = Ichise multilinear analysis;
MSA-C = Multiple system atrophy — cerebellar phenotype; MSA-P = Multiple system atrophy — parkinsonian phenotype;
PD = Parkinson’s Disease; SUVR = Standardized Uptake Value Ratio
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Conclusions

[*8F]ACI-12589 shows a rapid brain uptake and fast signal equilibrium.
SUVR can be used with occipital or cerebellar grey reference region.
No relevant binding to MAO-B in cerebellar white matter

Strong binding in expected regions in MSA
Completely separates MSA from other synucleinopathies and controls

[*8F]ACI12589 is a promising radiotracer for supporting a diagnosis of MSA
and oa-synuclein drug target engagement

Further studies needed in Parkinson’s Disease
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A-syn! PET? tracers can improve the diagnosis and treatment of NDD?3
An effective PET tracer is needed to best enable precision medicine for a-synucleinopathies

Early Diagnosis and Early diagnosis of a-syn-opathies* is Benefits of PET tracers for imaging
Treatment is Key in NDD not possible with current techniques have been validated

Dopaminergic imaging correlates poorly with Patient stratification

disease severity Better clinical trials when focused using PET

tracer for recruitment and monitoring

= Once neurons are damaged, they cannot be
repaired or replaced with current therapies

Genetic testing is ineffective in most cases

Low abundance of a-syn limits utility of fluid
biomarkers

May enable combination treatment of co-
pathologies

(1) Alpha-synuclein; (2) Positron emission tomography; (3) Neurodegenerative disease; (4) Alpha-synucleinopathies; (5) Alzheimer’s disease

NASDAQ: ACIU | KOL Event, March 2022 © 2022 AC Immune. Not to be used or reproduced without permission 48 OAC Immune



ACI-12589: First clinically-validated a-syn! PET? tracer

First clinical PoC: for ACI-12589 opens new avenues in translational medicine

1 ACI-12589 effectively detected a-syn in human brains and
distinguished MSA* from healthy controls and other a-syn-opathies®

Control, 52 y . Control, 69

ACI-12589 has the potential to enable the early diagnosis of MSA,
which is extremely challenging with current techniques

First clinical PoC opens regulatory pathway to discuss biomarker- : ,
based development for an orphan indication MSA-C, 55 : ) " ? MSA-C, 63

Learnings from development in MSA may allow for future
applications in PD® with ACI-12589 or next-generation tracers

ACI-12589 is taking the first step towards a-syn-based precision medicine

(1) Alpha-synuclein; (2) Positron emission tomography; (3) Proof-of-concept; (4) Multiple system atrophy; (5) Alpha-synucleinopathies; (6) Parkinson’s disease;

NASDAQ: ACIU | KOL Event, March 2022 © 2022 AC Immune. Not to be used or reproduced without permission 49 D



Next steps for ACI-12589 a-syn! PET? tracer development

1 Clinical Proof-of-Concept data in Multiple system
atrophy (MSA) at AD/PD™ 2022

Control, 52 ) ‘ . Control, 69

Dosimetry

Test — Retest

Longitudinal progression
Pharmacodynamic marker establishment

MSA-C, 55 : ' MSA-C, 63

Collaboration and partnership discussions Population Population

MSA (Orphan) 15,000-50,0004 ~316,000°

PD3 960,000° >6.1M°

(1) alpha-synuclein; (2) Positron emission tomography; (3) Parkinson’s disease; (4) NINDS Multiple System Atrophy Fact Sheet; (5) GBD 2016 Parkinson’s Disease Collaborators Lancet Neurology 2018; (6)
Vanacore et al., Neurological Sciences 22: 97-99 (2001)

NASDAQ: ACIU | KOL Event, March 2022 © 2022 AC Immune. Not to be used or reproduced without permission 50 D



AC Immune’s precision medicine approach to Parkinson’s disease
Complementary portfolio covers full spectrum of treatment modalities targeting a-syn?

Product = - - . .
candidates Leading therapies and diagnostics:
vaccine diagnostic antibody small molecule
& Z Y
r 4
2
SUiEhliEalE pD° a-synucleinopathies PD, NeuroOrphan PD
Status Preparing
. First clinical PoC* . . :
adaptive (MSAS specific) Preclinical Discovery
Phase 2 study
- Initiation of dosing in Phase 2 vaccine study expected in H2 2022
(1) Alpha-synuclein; (2) Programs can be expanded into additional a-synucleinopathies, (3) Parkinson’s disease; (4) Proof of concept; (5) Multiple system atrophy
NASDAQ: ACIU | KOL Event, March 2022 © 2022 AC Immune. Not to be used or reproduced without permission 51 OAC Immune



Anti-a-syn! vaccine is clinically validated? in Parkinson’s disease

Phase 1 results in The Lancet Neurology support best-in-class profile

THE LANCET
Neurology

. . 3 . . 4 5. .
Strong and boostable antibody response 50% reduction” of pathological a-syn in CSF Changes™ in oligo-a-syn and UPDRS lll correlate
————— Dose Regimen 1 ----- Dose Regimen 3
~— 65536 : ; _
% f_l -DC:-SE Regimen 2 Dose Regimen 4 1507 B 201 Pearson r = 0.664
o 16384 41" njection TE] = p-value = 0.001
= O 10+ ¥
2 40964 4 2 DDi
1024 [ &Y c ) i
g ! \\\.0‘:__:‘_ \“.I} ‘{’>\ - O
Q256 ~-— 1 ) £
(\D/ *-o\. I3) % 104
¢ 644$IIIIIIIIIIIIIIIIIIIIIIIIIIIIIIIIIIIGI 5 3
8 Base T15 E ~
= 16 1 8, © -20 1
© .gm___ 1 S O - - 150  -100 50 0O 50 100
0 20 40 60 80 100 120 140 160 180 200 Week 0 Week 26

Time (weeks)

1 Safe and well tolerated with no safety concerns
noted in patients followed for more than 3.5 years

2 Strong and boostable antibody responses 4

Change in oligomeric-a-syn (pg/mL)

3 Target engagement evidence: 50% reduction in
pathological (oligomeric) a-syn in the CSF

Signal of clinical efficacy: stabilization of UPDRS® |
scores correlated with reductions in oligomeric a-syn

(1) alpha-synuclein; (2) Volc et al., Lancet Neurol. 2020; (3) Data from 75 g dose group; (4) Cerebrospinal fluid; (5) Change in oligomeric a-syn calculated at week 26, change in UPDRS Il calculated at week 100; (6) Unified Parkinson's

Disease Rating Scale

NASDAQ: ACIU | KOL Event, March 2022 © 2022 AC Immune. Not to be used or reproduced without permission
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ACI-7104: an adaptive biomarker-based Phase 2 study in early PD?

Placebo-controlled Phase 2 Study Overview Dosing Schematic

= Adiagnosis of PD for 2 years or less at screening
(not demented / no cognitive impairment) Treatment Follow up

(18 months) (6 months)
= Dopaminergic deficit by DaT SPECT?

c
oG
2.2
ER=
UL
EU

Cohort 1 in PD — Dose A
=  Seamless transition e b
= All participants from Part 1 will contribute to final analysis

= Biomarker based interim analyses Cohort 2in PD — Dose B

= Early immunogenicity to tailor dose and/or dose regimen
» Understand biological signal for early transition to filing

» Key immunogenicity measures

= Measures of pathological a-syn® and a-syn aggregation
(phospho-a-syn and a-syn oligomers)

Expansion cohort (up to 150 subjects)

N D iousl in Part 1
= Motor and Non-Motor Functioning (UPDRS” based) ose previously tested in Part

= |diopathic PD untreated or treated with MAO-B? inhibitor Part 1. Safety, Tolerability & Immunogenicity

V' ¢ -

= Neurodegeneration of dopaminergic terminals
(DaT SPECT or VMAT28 imaging)

> Interim analyses

= Digital biomarkers of motor and non-motor function (o) (6 months)

= Advanced MRI (including ASL® and DTI19)
= Functional and patient reported outcomes

@ Antibody titers

'S A-syn assay
Pharmacodynamics

(1) Parkinson’s disease; (2) Monoamine Oxidase Type B; (3) Dopamine Transporter Single Photon Emission Computed Tomography; (4) Pharmacokinetics and Pharmacodynamics; (5) alpha-synuclein; (6) Proof-of-concept; (7) Unified

Parkinson’s disease rating scale; (8) Vesicular monoamine transporter 2; (9) Arterial spin labeling; (10) Diffusion tensor imaging

NASDAQ: ACIU | KOL Event, March 2022 © 2022 AC Immune. Not to be used or reproduced without permission

53 OAC Immune



Summary

Breakthrough in a-syn! PET? imaging demonstrates
the excellence of our Morphomer® platform

a-syn PET tracer distinguished MSA?3 from healthy

controls and other a-synucleinopathies Pioneering

_ . o precision medicine
Effective a-syn PET imaging to accelerate clinical

trials of a-syn therapeutics in biomarker-based studies for neurodegenerative

diseases

Development of next-gen* a-syn PET tracers for other
a-synucleinopathies informed by experience in MSA

AC Immune leadership in a-syn and NDD?
underscored by broad pipeline of best-in-class agents

ofsfoin]-

(1) Alpha-synuclein; (2) Positron emission tomography; (3) Multiple system atrophy; (4) Next generation; (5) Neurodegenerative diseases
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