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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 “Item 3. Key Information – Risk Factors” and
“Item 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, EU, CH, GB, JP and RU.
Morphomer® is a registered trademark of AC Immune SA in CN, CH, GB, JP, and NO.
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Aβ plaques accelerate Tau spreading and Tau-related cognitive 
decline in human AD 

 Targeting Tau is well validated by neuro-pathology and pre-clinical results
 Tau hyperphosphorylates and aggregates in Alzheimer’s disease
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Relation to study measures: 
Antibodies against:
Non-phosphorylated Tau protein
Phosphorylated Tau protein
Enriched Paired Helical Filaments (ePHF)
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Targeting Amyloid Plaques and Pathological Tau with Immunotherapy 
Biologicals: Vaccines and monoclonal antibodies
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Antibodies: Passive immunization
(external antibody production)

Vaccines: Active immunization
(immune system produces antibodies)

SupraAntigen®-V

SupraAntigen®-A

Liposomal anchor
(Palmitic chains)

Liposomal bilayer
(Cholesterol and
phospholipids)

Adjuvant 1

Target antigen
(B-cell peptide)

T-cell
Peptide

(non-target)

Adjuvant 2

Adjuvants and other liposome components 
are optimized for each specific application

Proprietary SupraAntigen® platform
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ACI-35 (1st generation – pre-clinical) 
Strong phospho-Tau specific antibody response in pre-clinical species, with staining of 
pathological Tau aggregates on transgenic mouse brain sections 

Taupir Staining (d35) 

Cortex

Hippocampus

pTau specificity (d35)pTau IgG titers

ACI-35 in Tau.P301L mice 
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ACI-35 (1st generation – clinical) 

■ Double-blind, randomized, placebo-controlled study for the safety, tolerability and immunogenicity of ACI-35 in 
patients with mild to moderate Alzheimer’s disease

■ Safe and well-tolerated at all doses and treatment regimens
■ Mild and self-limiting injection site reactions; no other treatment related adverse events observed
■ Rapid induction of a target-specific antibody response against phospho-Tau after the first injection
■ Limited boosting of anti-phospho-Tau responses 
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Phase 1b study in Alzheimer’s disease

■ Conclusion from ACI-35 first generation evaluation:
Develop a 2nd generation vaccine with the aim to optimize the antibody response
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2nd generation of the anti-pTau vaccine: ACI-35.030 
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Addition of Tau independent T-cell epitope to increase immunogenicity in Rhesus monkeys
Anti-pTau & anti-Tau peptide IgG titers
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2nd generation of the anti-pTau vaccine: ACI-35.030 

■ Second generation ACI-35 results in Rhesus monkeys 
■ Strong prime, boost and maintenance of antibody response in non-

human primates
■ Phospho-Tau specific antibody response
■ Over time increase in IgG specific for pathological species (ePHF)
■ Strong staining of pathological Tau in human brain 
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Addition of Tau independent T-cell epitope to increase immunogenicity in Rhesus monkeys

Healthy Donor

AD Donor

Immunostaining of Human 
cortical brain tissue
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Phase 1b/2a study ACI-35-1802

■ Design features
■ Mild AD or MCI due to AD (NIA-AA criteria)
■ Sequential dose cohorts with escalating doses  
■ 8 AD subjects per study sub-cohort (active/placebo ratio: 

3:1)
■ Sub-cohorts can be expanded to a total of 24 AD subjects
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Study design for Cohort 1 (ACI-35.030 or placebo)

Safety Follow-up 
up to Week 74 

W0    W8                 W24                      W48                                     

Treatment period  
Weeks 0 - 50

Safety Follow-up 
up to Week 74 

Safety Follow-up 
up to Week 74 

W0    W8                 W24                      W48                                     

W0    W8                 W24                      W48                                     

Sub-coh.1.1: ACI-35.030 low dose or placebo

Sub-coh.1.2: ACI-35.030 mid dose or placebo

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

Vaccine injection

Treatment period  
Weeks 0 - 50

Treatment period  
Weeks 0 - 50

Data included in 
this presentation 

■ Primary Objectives
■ Safety and tolerability
■ Immunogenicity

■ Study status
■ Study sub-cohorts 1.1 to 1.3 are fully recruited 
■ Sub-cohort 1.2 is in expansion to a total of 24 AD subjects

(1) ClinicalTrials.gov Identifier: NCT04445831 



ACIU – CTAD Boston – November 2021 © 2021 AC Immune. Not to be used or reproduced without permission

Good safety and tolerability

■ ACI-35.030 was safe and well tolerated with no study vaccine-related safety concerns observed to date

■ No withdrawals due to adverse events

■ No adverse events of severe intensity 

■ Two SAEs considered unlikely related to the study vaccine reported in the study to date in the first 2 sub-cohorts
■ episode of acute diverticulitis
■ sick sinus syndrome (requiring pacemaker)

■ No CNS inflammation or other significant changes reported on MRI

■ Two safety unrelated study withdrawals in sub-cohort 1.1
■ resulting study data from cohort 1.1 can only be shown until week 10 (2 weeks after 2nd vaccination) to keep study blind 
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Sub-cohort 1.1 & 1.2 (Data cut end of September 2021)

Sub-cohort 1.1 Sub-cohort 1.2
Age (Years) 

{Range}
65,3

{61-75}
65 

{51-71}

Sex (F/M) 5/3 4/4

MMSE (Mean)
{Range}

26,3
{22/29}

26,4
{24/29}

Ethnicity All participants white non-hispanic
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High response rate as early as 2 weeks post first vaccination 

■ High responder rates after first and all following vaccinations

■ 100% response rate for pathological (ePHF) and phosphorylated Tau at the higher dose

■ Rapid class-switching observed from IgM to IgG, with indication for memory building
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Sub-cohort 1.1 Sub-cohort 1.2

Week 2 Week 10 Week 2 Week 10 Week 26

Anti-Tau IgG 83.3% 33.3% 83.3% 100% 50%

Anti-pTau IgG 100% 100% 100% 100% 100%

Anti-ePHF IgG 66.7% 83.3% 100% 100% 100%

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 induces potent antibody response with preference for 
pathological species

■ Potent antibody response to all measured Tau species
■ Developing preference for pathological Tau

■ Boostable anti-ePHF IgG
■ Very high anti-pTau IgG titers observed following injection
■ Maintained anti-pTau IgG
■ Over time lower anti-Tau IgG
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Fast, high, phospho-Tau-specific, and boost-able antibody response

Phosphorylated & Pathological Tau speciesNon-Phosphorylated Tau

Vaccine injection
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Safe and potent anti-Tau Vaccine

■ ACI-35 is a clinical stage Tau vaccine generating target/phospho-Tau-specific 
antibody response

■ ACI-35 optimized formulation engages safely target-unrelated T-cells to enhance 
and maintain antibody response

■ Strong translation of pre-clinical results in current clinical study seen with 
■ Strong target specific immunogenicity   
■ Sustainability and boosting of antibody response
■ High ePHF/confirmation specific antibodies
■ Early class switch from IgM to IgG with evidence for memory B cells  

■ Robust immunogenicity and no safety concerns to date in humans
■ Evidence for lasting immune response in the initial 26-week period 

supporting a disease prevention approach
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Optimized SupraAntigen® vaccine delivering superior results
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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.
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We continue to shape the future of neurodegeneration by 

discovering and developing breakthrough therapies through 

pioneering science and precision medicine
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AC Immune
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