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OUTLINE

➢DM in PD – the Holy Grail

➢⍺-Synuclein as a target for DM in PD

➢ ‘Biological‘ PD Definition: Implications for 

DM trials 
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Progression of Parkinson’s Disease

Poewe W, et al. (2017) Nat Rev Dis Primers, 3:17013.
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(Postuma et al. Neurology® 2017)

(Ann Intern Med. 2020)

JAMA. 2021)

(Stevens et al. JAMA Neurol. 2022)JAMA. 2015)

(Devos et al. N Engl J Med 2022)

JAMA Neurol. 2014)

(Whone et al. Ann Neurol. 2003)

(Schapira et al. Lancet Neurol. 2013)

(Olanow, Rascol et al. N Engl J Med 2009)

(Simuni et alo. JAMA Neurol. 2021)

Disease Modification Trials in PD – A History of Failure?
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PD Clinical Trial Pipeline 2024*

• Ntot = 136
• Symptomatic therapies : 76 (56%)

• Disease-modifying ther.:  60 (44%)

• DM Trials by Phase
• Phase 1 : 37%

• Phase 2 : 58%

• Phase 3 :    5%

• DM Trials by Target 
• ⍺-synuclein             : 15%

• GBA                   : 12%

• Kinase-Inhibitors 

    (incl. LRRK2)            : 11%

• Anti-inflammatory : 10%

• GLP-1 agonist          :    8%

• Mitochondria         :    7%

• Neurotrophic          :    7%

• Other                          : 15%

*based on ClinicalTrials.gov online registry McFarthing et al. JPD 2024; 14: 899-912 6



GLP-1 Receptor agonists to slow Progression in 
PD: the Jury is still out
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Targets for Disease-Modification in Genetic PD 

Pioglitazon: neg ph 2
Inosin: neg. ph 3
Kreatin: neg RCT‘s
CoQ10: neg RCT‘s 

Exenatide
Liragluitde
Lixisenatide 
Semaglutide

Isradipine: negative ph 3 

Deferiprone: neg ph 2

Minocyclin: neg ph 2
Verdiperstat: neg MSA trial
Simvastatin: neg ph 2
NLRP3 inhibitors: ongoing ph1/ph 2

Ambroxol: ph 2 ongoing
LTI-291/BIA-28: ph 2ongoing
PR001: ongoing ph 1

BIIB 122/DNL 151: ongoing ph 2
BIIB094 : ongoing ph 2 
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Defining PD as  a ‚Synucleinopathy‘

• Missense mutations in SNCA sufficient to 
cause dominantly inherited PD 1,3

• Increase in SNCA wild-type gene dose 
(duplication; triplication) causes PD (or PDD) 4

• Sequence variations in regulatory region of 
SNCA associated with PD risk 5

• Lewy bodies and Lewy neurites in sporadic PD 
immunoreactive for α-synuclein 2

1.Polymeropoulos &al.,Science. 1997 Jun 27;276(5321):2045-7; 2.Spillantini &al.,Nature. 1997 Aug 28;388(6645):839-40. 
3.Krüger &al.,Nat Genet. 1998 Feb;18(2):106-8; 4.Singleton &al., Science. 2003 Oct 31;302(5646):841; 5.Blauwendraat &al., 
Lancet Neurol. 2020 Feb;19(2):170-178. 9



Diagnostic Performance of CSF ⍺-Synuclein SAA 
(PD/DLB vs. Ctrls.)

Grossauer et al; Mov Dis Clin Pract , 2023

sensitivity : 92%

specificity : 96%
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DM Trials in PD:Targeting α-Synuclein

Irwin DJ & al., Nat Rev Neuroscience 2013; 14: 626-636

Clearance of  intracellular α-synuclein 
aggregates (c-ABL1 inhibition) 
• Nilotinib: neg trials
• Vodobatinib,K0706 (ph.2  neg. )
• Radotinib (ph2 recruiting)

• Risvodetinib (IkT 148009; ph2 completed)

Inhibition of  α-synuclein 
misfolding & aggregation
• UCB0599 (ORCHESTRA Trial failed )
• ANLE 138B phase 3 in MSA ongoing
• ATH 434 , phase 2 in MSA completed

Passive Immunotherapy
• Cinpanemab (SPARK trial neg)
• Prazinesumab (PASADENA&PADOVA: 

+ve efficacy signals )
• Lu AF82422: (AMULET Trial  in MSA 

+ve efficacy signals )

Active Immunotherapy
• PD03A Phase 2a pos 

safety&immunogenicity
• UB-312 Phase 2a pos 

safety&immunogenicity
• ACI-7104: phase 2 ongoing
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Pagano et al; Nature Medicine 2024

MAO-B inhibitor treated (n=115) Diffuse malignant (n=59)

PASADENA: Subgroup-Analysis
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PASADENA Trial  Open-Label Extension

o 5-year OL study following washout after 

week 104 of RCT

o 271/316 participants entered OL (86%)

o OL infusions of 1500mg of prasinezumab 

every 4  weeks

o PPMI dataset used as historical control 

(propensity score matching to balance 

baseline characteristics&modelling)

o Exploratory analysis of  MDS-UPDRS 

progression PASADENA vs PPMI  cohort 

over 4 years

Pagano&al.
14



15



PADOVA Trial: Efficacy and 
Safety of Prasinezumab in 
Patients  with Early PD:
▪ Phase 2b (NCT04777331) 
▪ n = 575 PD patients < 2 yrs from dx
▪ on stable tx with L-Dopa or MAO-B-I’s 
▪ 4-weekly iv  infusions of 1500mg prasinezumab

or plc
▪ Primary end-point:

time to > 5 pts increase MDS-UPDRS-III
▪ Secondary endpoints (hierarchical):

-△MDS-UPDRS III BL-Wk 76
-△ bradykinesia&rigidity scores MDS-UPDRS III     
-time to worsening CGI-C
-time to motor complications (MDS-UPDRS IV)

▪ time to > 3-pt worsening MDS-UPDRS II
▪ time to worsening CGI-P

Nikolcheva&al. Park Rel Dis 132 (2025) 107257 

ROCHE press Release Dec. 2024: 
HR of 0.84 [0.69-1-01] for time to confirmed motor progression 
(p=0.065)
More pronounced effect in LD-treated subgroup : HR 0.79 [0.63-0.99]
Positive trends across multiple secondary endpoints
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SAIT is built on multi-step selection criteria which allow the precise design and evaluation of the AFFITOPE® 
candidates with respect to their target specific reactivity Disease-modifying proteins are identified through target selectionEpitope mapping identifies B-cell epitopes on the disease-modifying protein suitable for antibody productionAFFITOPES® are short synthetic peptides with altered amino acid sequences derived from the epitopes
AFFITOPE® is coupled to a carrier protein, which is then subsequently
formulated with an adjuvant

Active Immunisation: Advantages and Challenges 

o Advantages vs passive Immuno-Tx:
o   long-lasting immune response
o   large interdose intervals
o   sc/im dosing
o   may address > one target protein

o Challenges:
o   Overcome immune tolerance
o   Robust immune response 
o   Avoid T-cell mediated toxicity
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DM Trials In PD – Why do they Fail?

• Wrong  Target
• Pathophysiological 

heterogeneity  
• Monotherapy = one size fits all 

• Wrong  Dose 

• Trial Design Issues 
• Insensitive  outcome measures   
• Lack of progression biomarkers 
• Insufficient trial duration

• Wrong target population  
• Lack of stratification for PD 

subtypes  
• ‚early PD‘ may be too late

18



Höglinger GU, et al. Lancet Neurology 2024; Simuni T et al. Lancet Neurology 2024.
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Figure 1: Hypothetical framework of Neuronal alpha-Synuclein Disease Integrated Staging System. 

Shapes and slopes of the curves and their temporal relationship are qualitative and hypothetical 

 

 
 

Figure 2: Cumulative Staging Framework of the Neuronal alpha-Synuclein Disease Integrated 

Staging System 
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age adjusted risk
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Stage  2  A/B: Clinical signs and  sym ptom s
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• Asyn 

pathology
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(non motor/ 
motor)
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impairment 

Anchors:
• Emergence and worsening of functional impairment 

Anchors:
• Fully 

penetrant 
genetic 
variant 
(SNCA)

Neuronal alpha‐Synuclein Disease

Stage  0: Fully  penetrant SNCA  variant

Commonalities :
•  define PD based on biomarkers 
➢    ⍺-syn seeding activity
➢    genetic variants 
➢    Imaging evidence for DAergic denervation

Differences:
• Nosologic classification (NSD vs PD)
• Staging only part of NSD-ISS
• Use of ‚disease‘ label  for SAA+ asymptomatic 

subjects in NSD-ISS
• Inclusion of SAA- genetic PD (SynNeurGe)
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Moving from Disease Modification to 
Prevention Trials 

* EITRS**Slow-SPEED-NL *** P2P Programme 20



SUMMARY

o Disease modification remains the single most important  unmet 
need in PD

o A plethora of past DM trials have not met their primary outcomes

o Promising novel targets have evolved through enhanced 
understanding of pathogenetic pathways

o Immunotherapy trials targeting ⍺-synuclein have provided signals 
for efficacy

o Biomarker-based diagnostic frameworks will pave the way towards 
PD ‚prevention‘ trials

21
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Targeting alpha-synuclein in early Parkinson’s 
disease: ACI-7104.056 in the Phase 2 trial 
VacSYn

Günther Staffler, PhD | ADPD 2025 | April 2025

COMBINING DIAGNOSTICS AND 
THERAPEUTICS

PIONEERING 
PRECISION MEDICINE
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Disclaimer
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Disclosures
Günther Staffler is employed by AC Immune and is entitled to stock options.

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, CH, EU, GB, JP, RU, SG and
USA. Morphomer® is a registered trademark of AC Immune SA in CH, CN, GB, JP, KR, NO and RU.
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Parkinson’s disease

■ Pathological deposition of alpha-synuclein
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Main component of Lewy bodies:

Alpha-synucleinMost common neurodegenerative movement disorder

Affects ~1% of the population over 65 years

Etiology

5-10% genetic, 90-95% idiopathic, unknown cause

Cardinal motor symptoms

Tremor, rigidity, bradykinesia

Common non-motor symptoms

Sleep disorder, depression, cognitive impairment

Pathological hallmarks

Neuron loss, alpha-synuclein aggregates – Lewy bodies
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Progression of pathology
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Pathological oligomeric a-syn1 is causally linked to PD2 and other NDD3

25

▪ A-syn misfolding and aggregation are the molecular basis for a-synucleinopathies, e.g. PD, DLB
4

and MSA
5

▪ Seeding and spreading of a-syn are potential drivers of disease progression

(1) Alpha-synuclein; (2) Parkinson’s disease; (3) Neurodegenerative diseases; (4) Dementia with Lewy bodies; (5) Multiple system atrophy

Prevent
seeding

Uptake and activation

Inhibit downstream 

neurodegeneration

Microglia

Normal protein

Misfolded protein

Aggregated protein

Affected cell Recipient cell

Inhibit
spreading

Immunotherapy target

Morphomer
®

target

Both
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Long-lasting specific immunity for pathological target, consistent, boostable, durable

Limited annual dosing (once or twice) after priming year

Safety profile well suited to long-term use

Cost-effective (attractive healthcare economics across global populations)

Improved access (ease of administration, simple logistics)

Major advantages for long-term use

Provides global opportunity to treat and prevent neurodegenerative diseases

(1) Neurodegenerative diseases

■ Active immunotherapy is potentially the only option for global prevention of NDDs1

26

Active immunotherapy

Vaccines stimulate the 
patient's immune 
system to produce 
antibodies

Passive immunotherapy

Externally generated 
monoclonal antibodies 
require administration 

every two to four weeks
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Immunological potential of ACI-7104
The optimized a-syn peptide-conjugate formulation

Immunogenicity

Target specificity

Selective for aggregated α-syn

Sustained antibody response

Boosting

Evidence of memory B cells

Preclude activation of T cells 

specific for α-syn

Key outcomes

Generates 

target-specific 

antibody response

Safely engages 

target-unrelated

T-cells to enhance & 

maintain response

■ ACI-7104: optimized formulation delivers the clinical validated PD01A peptide1 which provided:

▪ Robust a-syn immunogenicity with a well tolerated profile in PD patients

▪ Long lasting antibody responses supporting a disease prevention approach

27

(1) Volc et al., Lancet Neurol. 2020; 
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Clinically validated anti-a-syn 

28

Phase 1 results published in The Lancet Neurology1 support best-in-class profile

(1) Volc et al., Lancet Neurol. 2020; (2) Parkinson‘s disease; (3) alpha-synuclein; (4) Cerebrospinal fluid; (5) Unified Parkinson's Disease Rating Scale

1 Safe and well tolerated with no safety concerns noted 

in PD2 patients followed for more than 3.5 years

Induced strong and boostable antibody responses2

Evidence of target engagement: 50% reduction in 

pathological (oligomeric) α-syn3 in the CSF43

UPDRS III5 scores correlated with reductions in 

oligomeric α-syn4
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Placebo-controlled Phase 2 Study Overview

▪ Key immunogenicity measures

▪ Measures of pathological a-syn (a-syn oligomers and aggregates)

(1) Participants must have idiopathic PD and be stable on up to 300 mg of L-Dopa treatment and dopaminergic deficit determined by Dopamine Transporter Single Photon Emission Computed Tomography; (2)
Unified Parkinson’s disease rating scale; (3) Dopamine Transporter Single Photon Emission Computed Tomography; (4) Arterial spin labeling; (5) Diffusion tensor imaging

Treatment in PD1

(18 months)

Cohort 1 in PD – DoseA

Cohort 2 in PD – Dose B

Interim analyses

Safety

Antibody titers

A-syn assay

Pharmacodynamics

Follow up
(6 months)

Part 2: Proof of Concept in Early PD

▪ Motor and Non-Motor Functioning (UPDRS2 based)

▪ Degeneration of dopaminergic terminals (DaT SPECT3 imaging)

▪ Advanced MRI (includingASL4 and DTI5)

▪ Digital biomarkers of motor and non-motor function

▪ Functional and patient reported outcomes

Expansion cohort (up to 150 subjects)

Dose previously tested in Part 1

Treatment in PD
(18 months)

Follow up
(6 months)

▪ Seamless transition ▪

▪ All participants from Part 1 will contribute to final analysis

Biomarker based interim analyses

▪ Early immunogenicity to tailor dose and/or dose regimen

▪ Apply disease-relevant biomarkers for early transition to filing

Part 1: Safety & Immunogenicity

: Adaptive biomarker-based Phase 2 study of ACI-7104 in early PD

29
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an adaptive biomarker-based Phase 2 study of ACI-7104 in early PD1

Key Inclusion Criteria 

▪ Aged ≥40 to ≤75 years

▪ Diagnosis of clinically established early PD1 (confirmed by 

DaT-SPECT2)

▪ ≤ 2 years from time of onset motor symptoms

▪ H&Y3 Stage I to II

▪ Monotherapy treatment with L-Dopa4 at 300 mg per day or

treatment naïve 

Key Exclusion Criteria 

▪ Carriers of certain familial PD1 gene mutations 

▪ Parkinsonian syndrome other than idiopathic PD1

▪ Significant CNS5 disease6

■ Enrolment status: 34 patient randomized

Key Inclusion and Exclusion Criteria

(1) Parkinson’s disease; (2) Dopamine Transporter Single Photon Emission Computed Tomography; (3) Hoehn & Yahr scale; (4) Levodopa; (5) Central Nervous System; (6) Parkinsonian syndrome other than 
idiopathic PD, including but not limited to, progressive supranuclear palsy, multiple system atrophy, drug induced parkinsonism, essential tremor, vascular parkinsonism, primary dystonia.  
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Placebo-controlled Ph 2 Study: No safety concerns raised by DSMB4

: Patient baseline characteristics and interim safety/tolerability findings

31

Baseline profile Unit Total1

Total number of patients n 34

Age Years mean 

(std)

62.1 (6.7)

Sex

Male

Female

n (%)

n (%)

22 (65%)

12 (35%)

Hoehn and Yahr stage

Stage I

Stage II

n (%)

n (%)

16 (47%)

18 (53%)

MDS-UPDRS scores

Part 1: Non-motor experiences of 

daily living

Part 2: Non-motor experiences of 

daily living

Part 3: Motor examination

mean (std)

mean (std)

mean (std)

4.09 (3.1)

4.09 (3.2)

21.09 (9.8)

PD Treatment

treatment-naïve

L-Dopa 300mg/day

n (%)

n (%)

11 (32%)

23 (68%)

(1) cut-off date November 08, 2024; (2) Worsening of preexisting generalized anxiety disorder unrelated to study drug; (3) incidence in the pooled active and placebo subjects; (4) Data Safety Monitoring Board; 

(5) Adverse Event; (6) Magnetic Resonance Imaging; (7) Electrocardiogram

No death or severe adverse event observed to 

date; no serious adverse event considered 

related to the study drug
2

One AE5 leading to discontinuation from the 

study2 considered unrelated to study drug3
Most common AEs are transient and generally of 

mild severity: Injection Site Reactions (50%) and 

headaches (14.7%)3
4

No significant MRI6, lab, ECG7 abnormalities5

Overall good safety/tolerability to date 1
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ACI-7104.056 VacSYn Ph 2 trial: Interim results (week 26)

32
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Strong and boostable anti-a-syn antibody response

(after four immunizations)

▪ Anti-a-syn antibody titers evident after 2 injections

▪ ACI-7104.056 induces anti-a-syn antibody levels

on average over 20-fold higher2 than placebo 

after 4 immunizations

▪ Repeated immunizations showed boostability and 

potential for further amplification of the response

▪ No anti-a-syn antibody responses were observed in 

placebo-treated subjects

▪ To date, no clinically relevant safety issue reported

Key results

(1) alpha-synuclein (peptide aa 115-121); (2) assay background level defined by signal in the placebo group

Immunizations

ACI-7104.056
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Summary

33

Status ▪ Completed Part 1 randomization; Initiation of Part 2 expected in Q4 2025 

Adaptive Design
▪ Designed for early de-risking and simultaneously allowing acceleration with 

rapid entry into a pivotal clinical phase

Clinical trial ▪ Phase 2 study in early PD subjects based on innovative two-part trial design

Patient selection ▪ Targeting early PD population

Safety and 

Immunogenicity

▪ Good safety and tolerability profile with no safety concerns identified to date

▪ Strong IgG response induced

▪ Significant titers post 3rd dose and further boosting post the 4th dose



© 2025 AC Immune. Not to be used or reproduced without permissionNASDAQ: ACIU | ADPD Presentation, April 2025 34

We want to thank the study participants, their families for their 

participation and commitment, as well as all Investigators and 

Site personnel for their active participation and support.

Anke Post 

Viktoriia Gerasymchuk

Jonathan Wagg

Nicolas Fournier

Tanja Touilloux

Erika Borcel

Olivier Sol

Valérie Hliva

Marija Vukicevic

Emma Fiorini

Rakel Carpintero

Francesca Capotosti

Marie Kosco-Vilbois

Andrea Pfeifer



Precision Prevention of 

Alzheimer’s Disease

Prof. dr Philip Scheltens, FAAN, FEAN
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Contents

• Disease-modifying immunotherapies (DMTs) targeting Abeta and Tau in AD

• Importance of early intervention, and ultimately prevention

• Enabling AD prevention:

• Early diagnosis using biofluid (blood-based) and imaging biomarkers

• Large-scale identification of at-risk individuals based on biomarker profile and 

genetics

• Safe and effective disease-modifying immunotherapies to prevent before 

symptoms appear

• Precision prevention: preserving brain health



Amyloid targeting immunotherapy approaches
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Making progress

Anti-amyloid monoclonal antibodies 

▪ Aducanumab – accelerated approval by FDA in 

2021 . No CMS coverage and no EMA approval; 

withdrawn by Biogen

▪ Lecanemab – Phase 2 plaque lowering and and 

robust evidence of slowing of cognitive decline; 

phase 3 successful; FDA, Japan, China, EMA, UK 

approvals

▪ Donanemab – Phase 2 plaque lowering and 

slowing of cognitive decline; Phase 3 hits on all 

endpoints; FDA, UK approved

▪ Gantenerumab – Phase 3 Graduate I and II: failed

Up to 2025



Tau targeting immunotherapy approaches



The earlier the better

41
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The earlier the better
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A+= Amyloid PET

T+ = TAU PET / CSF p-tau in SPIN
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Nature Aging | Volume 4 | November 2024 | 1529–1537
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Project Alzheimer’s Value (PAVE), 2021

Prevention is key!



30% AD worldwide 

related to the big 7
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Livingston et al. Lancet 2020

From 7 to 10 risk factors

Added:

Social isolation

Hearing loss

ApoE4

Removed: Alzheimer’s
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From 10 to 14 risk factors

Added:

Excessive alcohol

Visual loss

Air polution

High LDL

Traumatic Brain Injury

Removed:

APOE 4



Another Prevention strategy: active 
immunotherapy

51

• Long-lasting specific immunity for pathological target, 

consistent, boostable, durable

• Limited annual dosing (once or twice) after priming year

• No observed ARIA-E to date (safety profile well suited to 

long-term use)

• Cost-effective (attractive healthcare economics across 

global populations)

• Improved access (ease of administration, simple logistics)



Active immunotherapy in AD
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Anti-Abeta active immunotherapies

Immunotherapy Developer Type Binding profile Clin. Dev. Stage

ACI-24.060​
AC Immune / 

Takeda
Liposomal vaccine​ Oligomers​, pyroGlu-Abeta Phase 1b/2 

UB-311​ Vaxxinity Peptide vaccine Aggregated Abeta Phase 2a

ALZ-101​ Alzinova
Hexameric conformationally 

restricted Abeta1-42
Oligomeric Abeta Phase 1b​

AV-1959D​ Nuravax DNA vaccine n/a​ Phase 1

ABvac40
Araclon

Biotech/Grifols
Peptide vaccine

Monomeric, oligomeric and Abeta 

plaques
Phase 2

ALZN-002​ Alzamend Neuro Patient derived dendritic cells Monomeric and oligomeric Abeta Phase 1/2a

Anti-Tau active immunotherapies

Immunotherapy Developer Type Binding profile Clin. Dev. Stage

ACI-35.030

JNJ-2056

AC Immune / 

Janssen
Liposomal vaccine phosphoTau and ePHF Phase 2b

AADvac1 Axon Neuroscience Conjugate vaccine misfolded Tau Phase 2

AV-1980R Nuravax Peptide vaccine
Monomeric Tau, multiple smaller and 

larger Tau species
Preclinical

PRX123 Prothena Conjugated linear peptide
Aβ plaques and tau neurofibrillary 

tangles
Preclinical

VXX-301 Vaxxinity Peptide vaccine Potential combo with other proteins Preclinical
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The QR code is intended to provide scientific 
information for individual reference, and the 
information should not be altered or reproduced in 
any way. 

The first active immunotherapy being investigated 
for AD prevention: 
ACI-35.030/JNJ2056 in the Phase 2b Reτain study

Lennert Steukers DVM, PhD – on behalf of the Tau Active team
Clinical Leader

AFFILIATIONS: 
Johnson & Johnson – Belgium

Presented by L. Steukers at AD/PD, 2025; Vienna, Austria

DISCLOSURES:
LS is a full-time employee and shareholder of Johnson & Johnson.



Targeting ptau & mechanism-of-action 
(MoA)

55
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Why target ptau and why engage early in the tau propagation process?

56

• Tau pathology (ptau) is closely associated with 
neurodegeneration and cognitive decline

• Tau pathology stereotypical pattern with drivers being:

A. Spreading refers to the transfers of seeds between 
brain regions

B. replication refers to local cell-to-cell transfer, 
growth, and/or multiplication

• Spreading from one brain region to another has been 
hypothesized to be a key factor in the disease 
progression

From Meisl et al., 2021
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z

Antibodies targeting phosphorylated tau as therapeutic target for 
Alzheimer’s disease

57

p-tau spreads through seeding like prion diseases

aggregate

Active
secretion

Dying neuron: leakage

Antibody

Free Interstitial
aggregate

Transmission

Microglial
clearance

Stop or slow tau spread 

• Immunotherapy aims to have adequate 
presence of ptau binding antibodies that 
prevent the propagation of neurofibrillary 
lesions and tau toxicity in unaffected 
neurons to slow neurodegeneration and 
preserve cognition in AD.

• UCB’s Bepranemab, a monoclonal IgG4 
antibody, slowed tau pathology as 
measured by tau PET. This is the first tau-
directed antibody to do so and supports 
the hypothesis that targeting (the mid-
domain of) tau will slow tau spread (M. 
Barton CTAD 2024). 



Tau Active (JNJ-64042056), an active 
immunotherapy being developed for 
the treatment of preclinical AD

58
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59

• Human phospho-Tau T3 synthetic peptide as antigen anchored via 4 
palmitoyl acid chains to induce and stabilize conformation

• Liposome to carry peptide and adjuvants consists of lipid bilayer of 
cholesterol & other lipid components

• Universal T cell Peptide to induce T cell help

• 2 adjuvants to enhance immunogenicity

JNJ-64042056 liposomal drug product is designed for high specificity for 
pTau and robust immuno-response

59

JNJ-64042056

JNJ-63733657

Image courtesy of AC Immune
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A4 data confirms higher baseline levels of amyloid and tau markers (specifically ptau217 
and tau PET positivity) were found to be associated with increased rates of cognitive 
decline and progression to functional impairment (Sperling 2024).

Years to 
Transition to 
MCI

% of Preclinical AD

A+T- A+T+

1 ~1% ~2-10%

2 ~2% ~20-40%

3 ~4% ~48-50%

4 ~10% ~55-65%

5 ~12% ~55-68%

6 ~20% ~72-80%

Ossenkoppele et al., Nat Med 2022

Tr
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n
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o
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m
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 A

D

A+ = Amyloid-positive
T+ = Tau-positive

A+T-
(amyloid only)

A+T+
(amyloid & tau)

A+T+

Because it is an optimal window for disease modification, prior to substantial neuronal loss but close to symptom 
onset. 

Why target ptau in preclinical AD?

60

~50% of A+T+ preclinical AD individuals transitioned to mild cognitive impairment (MCI) 
within 3-½ years  (vs. only ~4-10% of A+T-)

60
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REτAIN – A Secondary Prevention study

A Multicenter, Randomized, Placebo-Controlled, Double-Blind, Parallel-Group Study, to Assess Efficacy, Safety and 
Immunogenicity of JNJ-64042056 in Participants with Preclinical AD.

This study aims to provide proof-of-concept that JNJ-64042056 slows the spread of ptau and slows cognitive decline 
over 48 months compared to placebo in 498 people with preclinical AD.

61

Primary endpoint

• Change from baseline in PACC-5 at 48 months vs placebo

Key secondary endpoint

• Change from baseline in the spread of tau pathology, as measured by tau PET vs placebo

Secondary endpoints

• Change from baseline in CDR-GS (time-to-event), CDR-SB, MBI-C, ADCS-ADL-PI, QOL-AD, volumetric MRI, and 
CSF/plasma biomarkers vs placebo

Exploratory endpoint

• Change in multimodal digital biomarker measuring cognitive and motoric functions during daily life activities vs 
placebo
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Study Design

Reτain Phase 2b

62

2 weeks13 weeks *Treatment period:

• Eligible participants will be 
randomized in a 1:1 ratio to JNJ-
64042056 or placebo. The 
randomization will be balanced and 
stratified by geographical region and 
baseline tau burden.

• 3 immunizations during the first 6 
months followed by Q6M 
immunizations

• Assessments include 
safety/tolerability, immunogenicity, 
Tau PET, Fluid AD biomarkers, PACC-5, 
CDR-GS, CDR-SB, ADCS-ADL-PI, MBI-C, 
EQ-5D, QoL-AD, RUD-lite & a digital 
measure of neurocognitive function

• Disclosure of positive p217+ 
results

• Screening ICF

• Assessment of IN/EX criteria, 
medical history, 
demographics, psychiatric 
and safety evaluations

• Study partner needs to 
accompany to sign ICF and 
complete clinical scales 

• CDR and PACC-5

• MRI and tau PET scan

Participants who have 
completed the Week 206 
visit may enter an open-

label extension study 
after completing the end 

of study phone call

• Pre-screening ICF

• Pre-screening eligibility criteria

• Blood sample collection for 
p217+tau

• Exploratory speech-based 
assessment for cognition

• Participants meeting pre-
specified plasma p217+tau 
criteria can be screened for 
participation in study

JNJ-64042056

Placebo

Screening Treatment period*

4 weeks

Prescreening

206 weeks

Follow-up
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Study Population

63

Key Inclusion Criteria

• 55-75 years of age, inclusive, at randomization visit 

• Elevated brain tau pathology on a screening tau PET 
scan, reviewed centrally by a qualified reader

• Global CDR score of 0 at screening and baseline

• MMSE ≥27 (with educational adjustment)

• Able to read and write and with a minimum 5 years of 
formal education as reported by participant and study 
partner at screening.

• Must have a designated study partner

Key Exclusion Criteria

• Fulfils diagnostic criteria for Alzheimer’s Dementia or 
non-Alzheimer’s Dementia, or has a history consistent 
with or known autosomal dominant AD

• Diagnosis of Mild Cognitive Impairment

• Participant has any known amyloid-related imaging 
abnormalities due to administered anti-amyloid 
antibodies. Received anti-amyloid or anti-tau therapy.

• Abnormal function of the immune system

• ANA positive titer at dilution of 1:160 or greater at 
screening in participants without clinical symptoms of 
auto-immune disease

No Yes

N
o
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p
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Participant identification 

64

To most efficiently identify the study population and avoid 
unnecessary radiation exposure, a two-step biomarker 
precision strategy is applied: 

1. a plasma p217+tau assay is used to prescreen cognitively 
unimpaired individuals for evidence suggestive of 
elevated brain amyloid & tau (A+T+ status)

2. Only individuals meeting the p217+tau criteria, will 
undergo a tau PET scan to confirm tau pathology. 

The use of this blood-based biomarker is expected to result 
in at least a 3 to 3.5-fold reduction in the number of 
screening PET scans thereby reducing overall study burden, 
time & cost.

Screening Funnel

Community-based, 

registries, EHR search

Global reach out

General exclusion

Remote prescreening

Plasma-based, low friction

exploratory speech test

(Remote) Blood draw

General inclusion

On site screening

On site screening

Tau PET-based inclusion
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If tau is spatially heterogenous, how do we capture treatment effect?

65

We developed spread measures to complement measures of aggregation

It depends. In anti-tau trials targeting tau seed spreading: Treatment effect not expected where tangles are 
established, treatment effect may be largest in Tau Naïve regions* at BL

* where BL NFT levels are within 1 SD from controls

BL Tau PET SUVR  for participant A Tau Naïve ROI for participant A

1- Start with a participant’s BL tau PET scan 2- Mark a voxel as being tau naïve if its BL tau PET is 
within +/- 1 sd of tau PET at that location in control 
group of amyloid free cohort.

VoxelVoxel
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Study Status

REτAIN initiated prescreening in April 2024 and is currently enrolling in 69 sites in 7 countries. Study is ongoing.

66

Enrolling countries will include:

Australia

Belgium

Germany

France

Japan

Spain

Sweden

United States

United Kingdom

South Korea



Key Takeaways

67
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Precision Neuroscience approach – first anti-tau treatment being tested in 
sporadic preclinical AD in REτAIN study

• Treatment interventions for AD must be associated with demonstrable benefit to patients, which outweigh the 
potential risks. REτAIN is designed to demonstrate impact on disease progression and/or clinical improvement using 
precision approaches.

68

• Use of innovative J&J blood-
based assay Quanterix Lucent 
AD® followed by tau PET in 
screening:

Select those likely to progress & 
most likely to benefit

Precision in 
patient selection

• Use of precision measures:
➢Demonstrate treatment-related slowing in the 

spread of tangles using tau PET measures 
designed to measure spread rather than 
aggregation

➢Use of sensitive cognitive measure 
supplemented with measures of function and 
behavior

➢Evaluate multimodal digital biomarker will 
measure cognitive and motoric functions 
during daily life.

Precision in 
endpoint 
strategy
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Anti-Abeta active immunotherapy in early AD and DSAD:
ACI-24.060 in the Phase 1b/2 ABATE study

Anke Post, MD, PhD | ADPD 2025 | April 2025
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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, 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.

71

Conflict of interest disclosure 
Anke Post is an employee and shareholder of AC Immune and participates in the stock incentive plan.



NASDAQ: ACIU | ADPD Presentation, April 2025 © 2025 AC Immune. Not to be used or reproduced without permission

Precision medicine to address the complexity of Alzheimer`s disease

Prevention as the best approach to long-term preservation of brain health

72

(1) Alzheimer’s disease; (2) Gustavsson et al. Alzheimer’s and Dement. 2023 19:658-670. https://doi.org/10.1002/alz.12694; (3) Monoclonal antibody; (4) Neurodegenerative disease; (5) alpha-synuclein; (6) TAR 

DNA-binding protein 43; (7) Amyotrophic lateral sclerosis; (8) Limbic-predominant age-related TDP-43 encephalopathy 

mAb
3

treatment

Global Prevalence of AD1 stages2 (million)

315

69

32

Active immunotherapy for treatment and prevention

Diagnostics enable earlier intervention

Preclinical AD Prodromal AD

AD Dementia

Abeta

Tau

a-syn5

TDP-436

Neuro-

inflammation

ALS7

LATE8

Parkinson’s Disease /

Lewy body dementia

Alzheimer’s

disease

■ Precision prevention for AD through early risk detection and active immunotherapy

Co-pathologies in NDD4

https://protect.checkpoint.com/v2/___https://doi.org/10.1002/alz.12694___.YzJ1OnBhdWxiYWtlcm5vdGlmaWVkY29tOmM6bzo3MmEzYWNkNjQ2ODcwMWU1ZGEyMGZmM2I0YTQ5M2RmZDo2OjkzNzQ6MDljYmQ0OTUyNTAwZTM3ZWRmODU5YTY1YzMxMTdmZDk2ZmRhNjc5MjM4YTExMGE2OTI1OWQyZjA3NTJhMzdjYzpwOlQ6Tg
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CANDIDATE PARTNER INDICATION DISCOVERY PRECLINICAL PHASE 1 PHASE 2 PHASE 3

ACI-24.060 
(anti-Abeta active immunotherapy)

AD treatment

AD treatment

(Down syndrome2)

ACI-35.030 (JNJ-2056)
(anti-pTau active immunotherapy)

AD1 prevention

ACI-7104.056
(anti-a-syn3 active immunotherapy)

PD4, a-synucleinopathies

Clinical pipeline of active immunotherapies in neurodegenerative diseases

73

(1) Alzheimer’s disease; (2) Down syndrome-related Alzheimer’s disease; (3) Alpha-synuclein; (4) Parkinson’s disease 

Healthy neuron

Affected neuron

Immunotherapy

Cell-to-cell spread

FDA Fast Track

FDA Fast Track
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(1) Increases over time

Immunogenicity ++++

Target specificity ++++1

Conformation specificity +++

Avidity increase over time +++

Sustainability of response +++

Boosting +++

ACI-24.060: anti-Abeta active immunotherapy 

Induces antibodies against pathological species to fight Alzheimer’s Disease (AD)

Liposomal anchor

Liposomal bilayer

Adjuvant 

Target antigen

(B-cell peptide)

T-cell peptide

(non-target)

▪ ACI-24.060 Abeta active immunotherapy is safe and immunogenic in non-human primates (NHPs)

Generates a

target-specific 

antibody response

Safely engages 

Abeta-unrelated

T-cells to enhance & 

maintain immune 

responses
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ACI-24.060: Potent immune response against pathological Abeta species

Strong antibody response against Abeta 1-42 oligomers and pyroglutamate Abeta 3-42 in NHPs1

(1) Non-human primates; (2) pyroglutamate Abeta3-42; (3) Target of lecanemab; (4) Target of donanemab; (5) Injections on days: 0, 29, 57, 85, 113, 141, 169;  

■ Preclinically, sustained, boostable IgG titers against Abeta oligomers3 and pGlu4 Abeta 3-42

■ In NHPs, induced antibodies bind epitopes present in Abeta oligomers and pGlu 3-42 pathological species

75
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AD1 associated with Down Syndrome: a genetic form of dementia

AD biomarker patterns in people with DS2 closely resemble patterns of sporadic AD and ADAD3
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(1) Alzheimer’s disease; (2) Down syndrome; (3) Autosomal dominant AD; (4) A; Amyloid biomarker; T; Tau biomarker; N; Neurodegeneration biomarker; CSF; Cerebro Spinal Fluid; (5) Positron emission 

tomography (6) Food and Drug Administration

■ AD associated with DS is a genetic 
form of dementia

■ 85-100% of subjects with DS have 
dementia-like symptoms in those 
older than 65 years

■ Neuropathologic hallmarks of AD 
are present in adults with DS by 
the age of 40 years

■ Similar pathophysiology and 
biomarkers as compared to 
autosomal dominant AD

■ Predictive, age-associated biomarker 
pattern supports prevention studies 
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Treatment in AD4

(up to 4 dose/regimen cohorts) 

(12 months)4

Biomarker-based Phase 1b/2 study of ACI-24.060 in AD1 and DS2

77

Placebo-controlled Phase 1b/2 Study Overview Trial Schematic

Adaptive Study Design

Follow up
(6 months)

Outcome measures

▪ Safety/tolerability

▪ Immunogenicity assessments 

▪ Abeta-PET imaging

▪ Exploratory biomarkers and clinical endpoints

B
o

th
B

o
th

A
D

D
S

▪ Interim analyses of safety/tolerability & immunogenicity

▪ Biomarker analyses including Abeta-PET3

▪ Initiation using selected dose identified in AD 

(based on safety/tolerability and immunogenicity)

▪ Up to 4 different doses and/or dose regimens

▪ Expansion of one cohort to assess effect on Abeta-PET

Dose selection
(safety / immunogenicity)

Dose escalation in AD Follow up / expansion phase in AD

Follow up
(6 months)

Expansion in AD
(12 months)4

Follow up
(6 months)

Treatment in DS5

(18 months)

(1) Alzheimer's disease; (2) Down syndrome-related AD; (3) Positron emission tomography; (4) Treatment duration for cohorts AD1, AD2 and AD3
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Biomarker-based Phase 1b/2 study of ACI-24.060 in AD1 and DS2

78

in AD:

▪ 50-85 years old

▪ MCI due to AD according to NIA-AA criteria 

(prodromal AD), CDR global score = 0.5

■ Enrolment status: >90 subjects enrolled across AD and DS cohorts

Key Inclusion Criteria

(1) Alzheimer's disease; (2) Down syndrome-related AD; (3) Positron emission tomography; (4) vasogenic edema, siderosis, macro-hemorrhage, >4 microhemorrhages, >2 lacunar infarcts, or a single infarct >1 cm on magnetic resonance imaging 

in DS:

▪ 35-50 years old

▪ cytogenetic diagnosis 

of trisomy 21

in AD and DS:

▪ PET3 scan consistent with the presence of amyloid pathology

Key Exclusion Criteria

in AD and DS:

▪ Unstable and/or clinically significant medical condition

▪ History of clinically relevant CNS disorders

▪ Cerebrovascular abnormalities (MRI4) of relevance or any structural 

evidence of other brain pathologies

USA: recruitment for DS cohort;

AD subjects will be included in Cohort 4
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Treatment in AD4
Follow up
(6 months)

Treatment in AD3
(high dose - 12 months)

Follow up
(6 months)

Treatment in AD2
(mid dose - 12 months)

Follow up
(6 months)

Enrolment status of Part 1 in prodromal AD1 participants

79

Interim analysis considered from week 6 onwards for each cohort; (1) Alzheimer’s disease

Cohort AD1: Recruitment complete ✓

ACI-24.060 low dose or Placebo, 3:1 ratio

8 subjects randomized

Cohort AD2: Recruitment complete ✓

ACI-24.060 mid dose or Placebo, 2:1 ratio

29 subjects randomized

Cohort AD3: Recruitment complete ✓

ACI-24.060 high dose or Placebo, 2:1 ratio

37 subjects randomized

Cohort AD4: Recruitment start planned in H2 2025

Cohort structure and dosing regimen in preparation

Treatment in AD1
(low dose - 12 months)

Follow up
(6 months)

■ Total number of patients randomized across all AD1, AD2 and AD3 cohorts: 74 subjects 



NASDAQ: ACIU | ADPD Presentation, April 2025 © 2025 AC Immune. Not to be used or reproduced without permission

Treatment in DS3
(high dose - 18 months)

Follow up
(6 months)

Treatment in DS2
(mid dose - 18 months)

Follow up
(6 months)

Enrolment status of Part 2 in non-demented DS1 participants
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Interim analysis considered from week 6 onwards for each cohort; (1) Down syndrome

Cohort DS1: Recruitment complete ✓

ACI-24.060 low dose or Placebo, 3:1 ratio

8 subjects randomized

Cohort DS2: Recruitment complete ✓

ACI-24.060 mid dose or Placebo, 3:1 ratio

8 subjects randomized

Cohort DS3: Recruitment ongoing

ACI-24.060 high dose or Placebo, 3:1 ratio

Target: 8 subjects randomized

Treatment in DS1
(low dose - 18 months)

Follow up
(6 months)

■ Total number of individuals to be randomized across all DS cohorts: 24 subjects
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Placebo-controlled Phase 1b/2 study: no safety concerns to date

Patient baseline characteristics and interim safety/tolerability findings

81

Baseline profile1 Unit Part 1: AD Part 2: DS

Number of patients n 74 15

Age

Years mean 

std

70.7

6.14

45.0

3.95

Sex

Male

Female

n (%)

n (%)

34 (45.9%)

40 (54.1%)

6 (40.0%)

9 (60.0%)

Race

White

Black / African American

Asian

n (%)

n (%)

n (%)

71 (95.9%)

2 (2.7%)

1 (1.4%)

15 (100%)

0

0

Cognitive performance 

MMSE 2

ADAS-Cog-13 3

KBIT-2 4

mean (std)

mean (std)

mean (std)

24.5 (3.6)

25.3 (9.0)

-

-

-

53.8 (10.6)

(1) Data cut-off date: 23 Jan. 2025; (2) Mini-mental state examination, interim data; (3) Alzheimer's Disease Assessment Scale, Cognitive part, interim data; (4) Kaufman Brief Intelligence Test Second Edition, interim 

data based on 14 out of 15 subjects with DS; (5) Treatment Emergent Adverse Events 

To date, no death; one serious adverse event related 

to study treatment (vomiting and headache in AD)2

Most frequent TEAEs5 are injection site reactions of 

mild or moderate intensity  3

▪ No ARIA-H in subjects with DS

▪ In AD, all events were asymptomatic and their 

frequency in line with expected placebo incidence
5

Overall good safety and tolerability in both,

AD and DS, study populations1

▪ No ARIA-E

▪ No evidence of CNS inflammation4
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Preliminary insights from blinded cohorts AD1, AD2 and AD3

ACI-24.060 exhibits a dose-dependent immune response against toxic species of Abeta

Trend towards increase in the magnitude of anti-Abeta1-42 IgG titers with increasing dose2

Increase in the responder rate with increasing dose and repeated immunizations3

Immunogenicity observed in AD subjects at all tested doses1

Boosting effect for all dose levels observed after repeated immunizations with ACI-24.0604

More durable and sustained immune response were observed in cohorts AD2 and AD35

■ 12-month treatment time point for AD1, AD2 and AD3 reached in late 2025
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Conclusions

83

Part 2: DS status
▪ DS1 (12 months) and DS2 (6 months) time points reached in H2 2025

▪ DS3 recruitment is ongoing

Immunogenicity
▪ Early blinded interim data has shown that ACI-24.060 generates anti-Abeta 

antibody titers at all tested doses

Safety / tolerability
▪ Good safety and tolerability profile with no safety concerns related to study 

drug identified to date

Future developments
▪ AD Cohort 4 is currently in preparation

▪ Recruitment of AD4 is expected to start in H2 2025

Part 1: AD status ▪ 12-month treatment time point for AD1, AD2 and AD3 reached in late 2025
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