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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 and SG.
Morphomer® is a registered trademark of AC Immune SA in CH, CN, GB, JP, KR, NO and RU.

Conflict of interest disclosure
Johannes Streffer is an employee of AC Immune entitled to stock options.
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Active immunization for early intervention in Alzheimer’s Disease
Preventing Tau spreading and disease progression
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s ACI-35.030 induces antibodies targeting the toxic forms of Tau (pTau and ePHF) to prevent
spreading of the pathology from cell-to-cell
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Next generation anti-phospho Tau (pTau) vaccines
Liposomal ACI-35.030 and conjugate JACI-35.054 vaccines

ACI-35.030: SupraAntigen® liposomal platform

Liposomal anchor

Liposomal
bilayer

pTau peptide
f (B-cell peptide)

»~Adjuvant 2
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Q

T-cell peptide
(non-target)

JACI-35.054: Carrier protein-Tau peptide

pTau peptide

L X
'\
\ Adjuvant 1
Adjuvant 2

Anti-phospho-Tau vaccine —

m The same pTau peptide used in two vaccine formulations
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Phase 1b/2a study ACI-35-1802
Study design for Cohort 1 (ACI-35.030 or placebo)

l Vaccine injection

W0 W8 W24 W48

1

Treatment period Safety Follow-up

Weeks 0 - 50 up to Week 74 Sub-coh.1.1: ACI-35.030 low dose or placebo

L W0 W8 W48
Treatment period SRS IG . Sub-coh.1.2: ACI-35.030 mid dose or placebo
Weeks 0 - 50 up to Week 74

WO WlS W24 l
A Treatment period Safety Follow-up

Weeks 0 - 50 up to Week 74

Sub-coh.1.3: ACI-35.030 high dose or placebo

m Design features m Primary Objectives
= Mild AD or MCI due to AD (NIA-AA criteria) = Safety and tolerability
s Sequential dose cohorts with escalating doses

s 8 AD subjects per study sub-cohort (active/placebo ratio:
3:1) m Study status

s Sub-cohort 1.2 expanded (active/placebo ratio: 3:1), data = Study sub-cohorts 1.1 to 1.3 are fully recruited
available up to week 10 : .
s Sub-cohort 1.2 expansion fully recruited

= Immunogenicity

(1) ClinicalTrials.gov Identifier: NCT04445831
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Phase 1b/2a study ACI-35-1802
Study design for Cohort 1 (ACI-35.030 or placebo)

l Vaccine injection

W0 W8 W24 W48

Treatment period Safety Follow-up
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Sub-coh.1.1: ACI-35.030 low dose or placebo

Treatment period SIS | Sub-coh.1.2: ACI-35.030 mid dose or placebo
Weeks 0 - 50 up to Week 74

Data included in ‘ Treatment period Safety Follow-up . .
this presentation WeehiolE! up to Week 74 Sub-coh.1.3: ACI-35.030 high dose or placebo

m Design features m Primary Objectives
= Mild AD or MCI due to AD (NIA-AA criteria) = Safety and tolerability
s Sequential dose cohorts with escalating doses = Immunogenicity
s 8 AD subjects per study sub-cohort (active/placebo ratio:
3:1) m Study status
s Sub-cohort 1.2 expanded (active/placebo ratio: 3:1), data = Study sub-cohorts 1.1 to 1.3 are fully recruited

available up to week 10 s Sub-cohort 1.2 expansion fully recruited

(1) ClinicalTrials.gov Identifier: NCT04445831
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Phase 1b/2a study ACI-35-1802
Study design for Cohort 1 (ACI-35.030 or placebo)

l Vaccine injection

W0 W8 W24 W48

Treatment period Safety Follow-up
Weeks 0 - 50 up to Week 74

Sub-coh.1.1: ACI-35.030 low dose or placebo
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m Design features m Primary Objectives
= Mild AD or MCI due to AD (NIA-AA criteria) = Safety and tolerability
s Sequential dose cohorts with escalating doses = Immunogenicity
s 8 AD subjects per study sub-cohort (active/placebo ratio:
3:1) m Study status
s Sub-cohort 1.2 expanded (active/placebo ratio: 3:1), data = Study sub-cohorts 1.1 to 1.3 are fully recruited

available up to week 10 s Sub-cohort 1.2 expansion fully recruited

(1) ClinicalTrials.gov Identifier: NCT04445831
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Phase 1b/2a study ACI-35-1802
Study design for Cohort 2 (JACI-35.054 or placebo)

l Vaccine injection
W0 w8 W24 w48

0 ) Safety Follow-up .
h Sub-coh. 2.1: JACI-35.054 low dose or placebo
L WO ViB W24 WilB
7 Treatmen i R Safety Follow-up _ i ) .
Sub coh. 2.2: JACI-35.054 mid dose or placebo

m Design features m Primary Objectives
s Mild AD or MCI due to AD (NIA-AA criteria) n Safety and tolerability
s Sequential dose cohorts with escalating doses = Immunogenicity
o gﬁx)[) subjects per study sub-cohort (active/placebo ratio:

(1) ClinicalTrials.gov Identifier: NCT04445831
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Phase 1b/2a study ACI-35-1802
Study design for Cohort 2 (JACI-35.054 or placebo)

l Vaccine injection
w0 ws W24 w48

! !

R | Sub-coh. 2.1: JACI-35.054 low dose or placebo

Weeks 67-74

L W0 vi8 w24 Wia
- Treatment h Safety Follow-up ~ . _ .
Sub coh. 2.2: JACI-35.054 mid dose or placebo

Data included in
this presentation

m Design features m Primary Objectives
s Mild AD or MCI due to AD (NIA-AA criteria) n Safety and tolerability
s Sequential dose cohorts with escalating doses = Immunogenicity
o g,?)D subjects per study sub-cohort (active/placebo ratio:

(1) ClinicalTrials.gov Identifier: NCT04445831
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Baseline data

Sub-cohort 1.1

Sub-cohort1.2 Sub-cohort1.3 Sub-cohort2.1 Sub-cohort 2.2

(N=8) (N=25) (N=8) (N=8) (N=8)

Sex (F/M) 5/3 1114 4/4 5/3 5/3 30/27

Age (Years) 65.25 68.36 64.88 67.13 64.13 66.67
(Range) (61 - 75) (51 - 75) (56 - 71) (56 - 73) (58 - 75) (51 - 75)

CDR-SB (Mean) 2.75 2.46 2.44 3.00 244 2.57

(Range) (1-5) (0.5 - 5.5) (1—4.5) (1.5 - 5.5) (0.5 - 5) (0.5 - 5.5)

MMSE (Mean) 26.25 26.16 26.75 26.75 25.75 26.28

(Range) (22 - 29) (22 - 30) (23 - 30) (22 - 30) (22 - 30) (22 - 30)
ACIU — CTAD San Francisco — November 2022 © 2022 AC Immune. Not to be used or reproduced without permission 10 OAC Immune



Good safety and tolerability’

m Both ACI-35.030 and JACI-35.054 were safe and well tolerated with no study
vaccine-related safety concerns observed to date

m No withdrawals due to adverse events or adverse events of severe intensity
m No CNS inflammation or other significant changes reported on MRI

m Two SAEs considered unlikely related to the study vaccine reported in the study to

date in the first 2 sub-cohorts
m episode of acute diverticulitis
m Sick sinus syndrome (requiring pacemaker)

m Two safety unrelated study withdrawals in sub-cohort 1.1

m resulting study data from cohort 1.1 can only be shown until week 10 (2 weeks after 2nd
vaccination) to keep study blind

(1) Data cut-off at end of September 2022
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ACI-35.030 shows a fast, high and sustained response rate
l l l l Vaccine injection

Week 2 Week 8 Week 10 Week 24 Week 26 Week 48 Week 50 Week 74
Anti-Tau IgG 83.3% NA NA NA NA NA
Anti-pTau IgG 100% 100% 100% NA NA NA NA NA
Anti-ePHF 1gG 83.3% 83.3% NA NA NA NA NA
Week 2 Week8  Week 10  Week24  Week26  Week48  Week50  Week 74 Responder rates
Anti-Tau IgG 89.5% m 100-80%
Anti-pTau IgG 100% 100% 100% 100% 100% 100% 100% 100% E
Anti-ePHF 1gG 94.7% 100% 83.3% 100%
Week 2 Week 8 Week 10 Week 24 Week 26 Week 48 Week 50 Week 74
Anti-Tau IgG 83.3% NA NA NA
Anti-pTau IgG 100% 100% 100% 100% 100% 100% 100% NA
Anti-ePHF 1gG 83.3% NA NA NA
Prespecified responder definitions: Responders were defined as higher than a pretreatment value multiplied by a threshold factor (>~2x)
ACIU - CTAD San Francisco — November 2022 © 2022 AC Immune. Not to be used or reproduced without permission 12 0 AC Immune



ACI-35.030 shows a fast, high and sustained response rate
l l l l Vaccine injection

Sub-cohort 1.1 (low dose)

Anti-Tau IgG
Anti-pTau IgG
Anti-ePHF 1gG

Sub-cohort 1.2 (mid dose)
Week 8 Week 10  Week24  Week26  Week48  Week50 | Week 74 Responder rates

(o)
Anti-Tau IgG 16.7% 16.7% 16.7% 16.7% m 100-80%
O
Anti-pTau IgG 100% 100% 100% 100% 100% 100% 100% 500,

Anti-ePHF 1gG 94.7% 100% 83.3% 100%
Sub-cohort 1.3 (high dose)

Anti-Tau IgG
Anti-pTau IgG
Anti-ePHF 1gG

m High responder rates after first and all following vaccinations across all dose levels
m 100% response rate for pathological (ePHF) and phosphorylated Tau at the mid-dose after 1 year treatment period

m Higher responder rate on ePHF for mid-dose compared to high dose

Prespecified responder definitions: Responders were defined as higher than a pretreatment value multiplied by a threshold factor (>~2x)
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JACI-35.054 shows a delayed Ab’ response which increases

over time, towards both phospho- and non-phospho Tau spgg.%@*

l l l l Vaccine injection

Sub-cohort 2.1 (low dose)
Week 2

Week 8 Week 10 Week24 Week26 Week48 Week50 Week 74
Anti-Tau IgG 83.3 % 100 % 100 % 100 % 100 % 100 % 100 %
Anti-pTau 19G 100 % 100 % 100 % 100 % 100 % 100 %
Anti-ePHF IgG 0 9, 0 % 83.3 % 83.3%

Sub-cohort 2.2 (mid dose)
Week 2

Responder rates

m 100-80%
|

B <50%

Week 8 Week 10 Week24 Week26 Week48 Week50 Week 74
Anti-Tau IgG 100 % 100 % 100 % NA NA NA
Anti-pTau IgG 83.3% 100 % 100 % 100 % NA NA NA
Anti-ePHF I9G 1679 167 % 83.3 % 100 % NA NA NA

m 2 immunizations required to achieve high response rate on ePHF

m 83.3-100 % response rate for all Tau species after 1 year treatment period
m Lower ePHF responder rate

m Limited dose effect observed

Prespecified responder definitions: Responders were defined as higher than a pretreatment value multiplied by a threshold factor (>~2x)
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ACI-35.030: potent Ab' response with preference for pathological Tau

Fast, high, phospho-Tau-specific, and boostable antibody response

Non-Phosphorylated Tau Phosphorylated & Pathological Tau species
Anti-Tau (non-phosphorylated) IgG Titers Anti-pTau2 IgG Titers Anti-ePHF’ IgG Titers
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_8 101 Injections on weeks 0, 8, 24, 48 _g 10" Injections on weeks 0, 8, 24, 48 _g Injections on weeks 0, 8, 24, 48
E 0 8 16 24 32 40 48 56 64 72 E 0 8 16 24 32 40 48 56 64 72 E 8 16 24 32 40 48 56 64 72
Weeks Weeks Weeks
) ] low dose -+- high dose
= Strong antibody response to all measured species “=- mid dose -«- Placebo
= Strong preference develops for pathological Tau $ vaccine injection

= High and boostable anti-ePHF 1gG; maintained high anti-pTau IgG; over time lower anti-Tau IgG

(1) Antibody; (2) phosphorylated Tau; (3) Enriched paired helical filaments
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JACI-35.054: potent Ab? response without phospho-specificity for Tau

Non-Phosphorylated Tau Phosphorylated & Pathological Tau species
Anti-Tau (non-phosphorylated) IgG Titers Anti-pTau2 IgG Titers Anti-ePHF’ IgG Titers
s 43 0 i 38 3 | s 48 3 !
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-o- lowdose -«- Placebo
= Good antibody response to all measured species -=- middose & Vaccine injection

= No preference development for pathological Tau, with maintained high titers against normal Tau
= Detectable anti-ePHF antibody levels require 2 immunizations; variable responses in patients

(1) Antibody; (2) phosphorylated Tau; (3) Enriched paired helical filaments
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Desired antibody response: ACI-35.030" compared to JACI-35.054

Superior specificity for pathological Tau

Anti-Tau IgG Titers
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ACI-35.030 antibody response preferentially targets

ACI-35.030 induced anti-ePHF antibodies - longer

apparent half-lives, less variability,
lower peak-to-trough ratios

n pathological Tau species over normal Tau

(1) ACI-35.030 original sub-cohort 1.2 data

mid dose ACI-35.030
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ACI-35.030 antibody response in 100% of patients
after 15t injection compared to 50% with JACI-35.054

ACI-35.030 shows excellent overall performance in
elderly patients with outstanding safety and tolerability
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403pm 0C39 - Advantages of next generation SupraAntigen® platform liposomal vaccines to immunize against pathological targets

of Alzheimer’s disease
Pfeifer 2, Marie Kosco-Vilbois

C h a ra Cte ri Zi n g fu rth e r e p ito p e Cove ra g e 1Ac Immune SA - Lausanne (Switzerland), 2AC Immune SA - Lausanne (Switzerland), *University of Antwerp - Antwerpen (Belgium)
Truncation specific antibodies differentiate ACI-35.030 and JACI-35.054 in NHPs

Marija Vukicevic , Emma Fiorini ', David Hickman ', Rakel Carpintero 2, Marcela Rincon 2, Maria Pilar Lopez-Deber 2, Maxime Ayer
?, Stefanie Siegert 2, Chiara Babolin 2, Eva Gollwitzer ?, Saskia Delpretti-Anex 2, Piergiorgio Donati 2, Johannes Streffer 23, Andrea
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A
P 4
} Truncation-specific
pTau peptide nonfunctional antibodies

pTau peptide

NHP: non-human primates; aa: amino acid
Analysis: Day 50 (3 weeks after the 29 immunization)

m Addition of one amino acid to the antigenic peptide does not change the binding of ACI-
35.030 induced Abs

m Addition of one amino acid to the antigenic peptide decreases the binding of JACI-35.054
induced Abs, suggesting the abundance of truncation-specific irrelevant antibodies
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Presentation of B-cell peptide on liposomal ACI-35.030
drives Ab' response towards pathological Tau species

ACI-35.030 (mid dose) JACI-35.054 (low dose)
; Em Patient #1 ;
Bl Patient #2
§ 37 B Patient #3 § 3
= Bl Patient #4 ©
> 24 > 2
a El Patient #5 a
o 1 Bm Patient #6 ° ., :
mm Patient #7 I g I
B Patient #8 0 1 E |
N
Qx
&
&

Significant non-phospho-specific C-
terminal antibodies

A A Phospho-specific S s _
E:> antibodies L K
P ‘;\, _.) ':-. . ) Y 4 .
. i Al pTau peptide Truncation-specific irrelevant
pTau peptide antibodies

m ACI-35.030 vaccine induces wide range of Abs covering the pTau antigenic sequence

m JACI-35.054 induces antibodies mostly binding to the very C-terminus of the peptide in a
non-phospho specific manner

(1) aa, amino acid; (2) antibody
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Summary

= ACI-35.030 the superior vaccine candidate compared to JACI-35.054 in terms of:
= effectively targeting pathologic forms of Tau
= faster antibody responses

ACI-35.030 selected for

further development

SV = o) Lo rle s =i eletepa . = Boostable and durable antibody response over the 50-week treatment period
response supports prevention supporting a disease prevention approach

= Excellent safety and tolerability profile, inducing IgG responses to the
immunizing peptide as well as AD brain-derived pathological Tau

Safe and well-tolerated

Excellent performance of = SupraAntigen® generates potent and highly target-specific antibodies in the
SupraAntigen® platform context of outstanding safety and tolerability

RIS
o w N —
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We want to thank the study participants, their families and
caregivers for their participation and commitment, as well
as all Investigators and Site personnel for their active

participation and support. e —
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AC Immune

Shifting the treatment paradigm for
neurodegenerative diseases towards
Precision Medicine and
disease prevention
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