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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.

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, 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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The need for Precision Medicine and 

neuroimaging to diagnose and treat earlier



Strategy and pipeline overview
Andrea Pfeifer, PhD, Chief Executive Officer
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AC Immune at a glance
Pioneering new ways to treat neurodegenerative diseases
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Broad, diverse pipeline – 16 programs

1 Phase 3 program and 5 in Phase 2

Key differentiation: Precision Medicine

Integrates therapeutics and diagnostics

Multiple global partnerships

>CHF 3 billion in potential milestones

Clinically validated technology platforms

Best-in-class small molecules and biologics

Strong Balance sheet

Funded into Q3 2024

(1) As of December 31, 2022; excluding treasury shares; (2) As of December 31, 2022

■ Based in Lausanne, Switzerland

■ ~150 employees

■ Listed September 2016 (NASDAQ: ACIU)

■ 83.6 million shares outstanding1

■ Cash of CHF 122.6 million2 (~USD 132.5 million)
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Successfully treating neurodegeneration requires precision medicine
From a mono- to a multi-target combination approach informed by cutting edge diagnostics

■ Non-invasive diagnostics are critical for accurate patient selection and treatment to 
improve clinical outcomes

■ Early and comprehensive diagnosis may eventually lead to disease prevention and 
combination therapy

(1) alpha-synuclein; (2) TAR DNA-binding protein 43; 
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In collaboration:

▪ Digital Health Technologies & Wearable Devices

Future Technologies

▪ Blood / Serum

▪ Cerebrospinal Fluid

Biofluids

▪ a-syn

▪ TDP-43

▪ Positron Emission 
Tomography

Imaging: AC Immune’s Unique Tracers 

▪ Tau

▪ a-syn1

▪ TDP-432

Treating the 

right proteinopathies, 

in the right patient, 

at the right time
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Broad and robust pipeline in neurodegenerative diseases
Driven by validated proprietary technology platforms for sustained growth
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(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 readouts from a Phase 1b/2 trial of an optimized formulation of ACI-24 (ACI-26.060) in patients with AD and patients with Down syndrome; (10) Multiple system atrophy

Clinical Stage Programs

TARGET PRODUCT CANDIDATE INDICATION DISCOVERY PRECLINICAL PHASE 1 PHASE 2 PHASE 3 PARTNER

Tau

ACI-35.030 

(anti-pTau vaccine)
AD1 treatment

Semorinemab

(anti-Tau antibody)

AD treatment 

(mild-to-moderate)2

Morphomer® Tau 

aggregation inhibitor 

Rare Tauopathies

AD treatment

Tau-PET3 tracer

AD diagnostic

PSP4 diagnostic

Abeta

Crenezumab
(anti-Abeta antibody)

AD prevention5

ACI-24.060
(anti-Abeta vaccine)

AD treatment (Down syndrome6)

AD treatment

a-syn7

ACI-7104.056

(anti-a-syn vaccine)
PD8, a-synucleinopathies

a-syn-PET tracer
a-synucleinopathies

(e.g. MSA10)

Biologic

Small Molecule

Diagnostic

data H2

reported H1; data H29

update H2
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Vaccines H1 H2

ACI-24.060 Abeta

Initiation of Down syndrome cohort of Phase 1b/2 ABATE study

IND submission to enable expansion of ABATE study to U.S.

Two interim analyses in AD1 – safety, immunogenicity

Interim analysis in Down syndrome – safety, immunogenicity

ACI-35.030 Tau Further development with initiation of next trial in AD and milestone payment

ACI-7104 a-syn2 Phase 2 VACSYN study in PD update

Monoclonal antibodies

Semorinemab Tau Phase 2 Lauriet Trial Open Label Extension results 

Monoclonal antibody TDP-43 Candidate into preclinical development (tox) 

Diagnostics

a-syn2-PET3 tracer a-syn Next clinical candidate declaration for PD4

TDP-43-PET tracer TDP-43 Clinical candidate declaration

Key milestones for value creation in 2023 
Multiple clinical readouts for wholly-owned vaccines

(1) Alzheimer’s disease; (2) Alpha-synuclein; (3) Positron emission tomography; (4) Parkinson’s disease; (5) TAR DNA-binding protein 43 
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Clinical readouts

Other development events

Achieved
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Vaccines as a new class of treatment for neurodegenerative disease 
AC Immune vaccines: Potential for profound social and economic impact

Treatment

Maintenance

Prevention

▪ Use as maintenance therapy after 

monoclonal anti-Abeta antibodies 

▪ Convenient, annual dosing to maintain 

low plaque levels

High efficacy with:

▪ Multiple epitope targeting 

▪ Long-lasting immune response

▪ Steady titers

▪ Favorable safety and tolerability

▪ Convenient, annual dosing

▪ Vaccination is the best strategy to 

preserve function and quality of life

▪ Cost-effective and global application

■ Goal: Global vaccines for neurodegenerative diseases
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Shifting the treatment paradigm for 

neurodegenerative disease towards 

precision medicine and disease prevention

AC Immune: Pioneering science and precision medicine



CSF and blood biomarkers for diagnosis and
triage of Alzheimer’s disease

Kaj Blennow, MD, PhD, Professor and Academic Chair in Neurochemistry (University of Gothenburg),

Head of the Clinical Neurochemistry Lab (Sahlgrenska University Hospital in Gothenburg)
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The Alzheimer ATN CSF biomarkers are highly clinically validated

AlzBiomarker database    Version 3.0
With data from 487 papers
Cross-disease biomarker data

AlzBiomarker database    Version 3.0
With data from 487 papers
Cross-disease biomarker data

238 studies

 27.400 AD patients and controls

238 studies

 27.400 AD patients and controls

CSF T-tau

➔ Intensity of neurodegeneration

 248 % increase in AD  

CSF T-tau

➔ Intensity of neurodegeneration

 248 % increase in AD  

 210 studies

 24.900 AD patients and controls

 210 studies

 24.900 AD patients and controls

CSF Aβ42

➔ Brain amyloid deposition

 Reduction to 55 % in AD

CSF Aβ42

➔ Brain amyloid deposition

 Reduction to 55 % in AD

 153 studies

 19.600 AD patients and controls

 153 studies

 19.600 AD patients and controls

CSF P-tau181

➔ Tau phosphorylation / pathology

 187 % increase in AD

CSF P-tau181

➔ Tau phosphorylation / pathology

 187 % increase in AD
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How do the core AD CSF biomarkers work in prodromal / preclinical AD ?

➔ The core AD CSF biomarkers show high diagnostic performance also in the MCI stage,

➔ The CSF AD biomarkers change in the preclinical phase; Aβ42 before tau

➔ The core AD CSF biomarkers show high diagnostic performance also in the MCI stage,

➔ The CSF AD biomarkers change in the preclinical phase; Aβ42 before tau

CSF Aβ42 decrease >15 years before and

CSF tau     increase >10 years before expected symptom onset

CSF Aβ42 decrease >15 years before and

CSF tau     increase >10 years before expected symptom onset

DIAN longitudinal study: 

data on 128 carriers (n=88) and non-carriers (n=40)

DIAN longitudinal study: 

data on 128 carriers (n=88) and non-carriers (n=40)

Performance in the MCI stage:

Sensitivity for MCI-AD                     95%

Specificity for MCI-stable/other 87 %

Performance in the MCI stage:

Sensitivity for MCI-AD                     95%

Specificity for MCI-stable/other 87 %

BioFinder study on MCI (n=134) and controls (n=37)

4-7 years clinical follow-up

BioFinder study on MCI (n=134) and controls (n=37)

4-7 years clinical follow-up
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➔ CSF Aβ42 is associated with brain amyloidosis

➔ CSF Aβ42 is a more sensitive / earlier biomarker than amyloid PET  

➔ CSF Aβ42 is associated with brain amyloidosis

➔ CSF Aβ42 is a more sensitive / earlier biomarker than amyloid PET  

Does CSF Aβ42 reflect brain amyloidosis ?

➔ CSF Aβ42 is associated with brain amyloidosis

➔ Verified in many subsequent studies

➔ CSF Aβ42 is associated with brain amyloidosis

➔ Verified in many subsequent studies

 ADNI data for CSF Aβ42 vs. amyloid PET

 Follow-up amyloid PET after 2 years

 ADNI data for CSF Aβ42 vs. amyloid PET

 Follow-up amyloid PET after 2 years

 Longitudinal PET data (2 years):

CSF+ but PET- cases will accumulate amyloid, similar to PET+ cases

 Longitudinal PET data (2 years):

CSF+ but PET- cases will accumulate amyloid, similar to PET+ cases
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In cohorts of CU elderly people and patients within the AD continuum,

➔CSF P-tau variants and T-tau increases with severity of tau pathology but also predict future rate of tau deposition by PET

In cohorts of CU elderly people and patients within the AD continuum,

➔CSF P-tau variants and T-tau increases with severity of tau pathology but also predict future rate of tau deposition by PET

What does CSF tau proteins stand for ?

Large clinical cohort (BioFinder)

with tauPET (n= 131)

Large clinical cohort (BioFinder)

with tauPET (n= 131)

Higher CSF P-tau and T-tau predicts future 

rate of tau deposition (assessed by tau PET)

Higher CSF P-tau and T-tau predicts future 

rate of tau deposition (assessed by tau PET)

CSF P-tau and T-tau increase with more severe tau pathologyCSF P-tau and T-tau increase with more severe tau pathology
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So is then CSF P-tau and T-tau “more of the same” ?

EPAD cohort n = 1188EPAD cohort n = 1188

➔ Tight correlation CSF P-tau to T-tau

along the AD continuum

➔ The same ratio P-tau/T-tau 

in CU, MCI and AD dementia

➔ Tight correlation CSF P-tau to T-tau

along the AD continuum

➔ The same ratio P-tau/T-tau 

in CU, MCI and AD dementia

r2= 0.98

➔ Although CSF P-tau and T-tau correlate in AD continuum cohorts, they are not the same

➔ CSF T-tau reflects intensity of neurodegeneration and severity of acute neuronal injury

➔ Although CSF P-tau and T-tau correlate in AD continuum cohorts, they are not the same

➔ CSF T-tau reflects intensity of neurodegeneration and severity of acute neuronal injury

Acute stroke

➔ several fold increase in CSF T-tau 

(depending on infarct size)

➔ No change in CSF P-tau

Acute stroke

➔ several fold increase in CSF T-tau 

(depending on infarct size)

➔ No change in CSF P-tau

Creutzfeldt-Jakob disease

➔ 30-fold increase in CSF T-tau 

(2.5 fold increase in AD)

➔ No change in CSF P-tau

Creutzfeldt-Jakob disease

➔ 30-fold increase in CSF T-tau 

(2.5 fold increase in AD)

➔ No change in CSF P-tau

JAMA Neurol 2014;71:476-483
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The Aβ 42/40 ratio improves diagnostic performance compared to Aβ42 alone

➔Aβ 42/40 ratio compensates for

differences in ”total” brain Aβ production ?

differences in ”total” Aβ secretion to CSF/blood ?

pre-analytical confounders ?

➔Aβ 42/40 ratio compensates for

differences in ”total” brain Aβ production ?

differences in ”total” Aβ secretion to CSF/blood ?

pre-analytical confounders ?

➔ 50% lowering in CSF Aβ42/40 ratio
➔ very distinct bimodal distribution of values
➔ stable cut-off over time

➔ 50% lowering in CSF Aβ42/40 ratio
➔ very distinct bimodal distribution of values
➔ stable cut-off over time

 Consecutive unselected patients in clinical routine

 12012 samples during 3 years

 Analyses 2 times per week using 
different lots of reagents and calibrators

 Consecutive unselected patients in clinical routine

 12012 samples during 3 years

 Analyses 2 times per week using 
different lots of reagents and calibrators

FDA approved Lumipulse tests for CSF Aβ42 and Aβ40FDA approved Lumipulse tests for CSF Aβ42 and Aβ40

Lumipulse G1200
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FDA approved cobas Elecsys CSF biomarkers – concordance with amyloid PET

Cohorts: BioFINDER (n= 277) and ADNI (n=646)Cohorts: BioFINDER (n= 277) and ADNI (n=646)

cobas Elecsys methods for 
CSF Aβ42 and pTau181
cobas Elecsys methods for 
CSF Aβ42 and pTau181

Amyloid PET visual read 
pos/neg (3 raters)
Amyloid PET visual read 
pos/neg (3 raters)

versusversus

➔ CSF biomarkers and amyloid PET can be used interchangeably for inclusion purposes or diagnostics➔ CSF biomarkers and amyloid PET can be used interchangeably for inclusion purposes or diagnostics

Concordance figures: visual amyloid PET vs. CSF pTau/Aβ42 OPA  = 90 %

Inter-rater PET agreement OPA = 90%

Visual vs. SUVR PET agreement                        OPA  = 90-91%

Concordance figures: visual amyloid PET vs. CSF pTau/Aβ42 OPA  = 90 %

Inter-rater PET agreement OPA = 90%

Visual vs. SUVR PET agreement                        OPA  = 90-91%
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Blood-based assays – the holy grail for AD biomarkers

2011:  Single molecule array (Simoa) for plasma Aβ2011:  Single molecule array (Simoa) for plasma Aβ

Plasma Aβ42/40 by Simoa in BIOFINDER (n= 719) Plasma Aβ42/40 by Simoa in BIOFINDER (n= 719) 

➔ Significant, but minor, decrease in plasma 
Aβ42/40 ratio in MCI (10%) and AD dementia (22%)

-2

➔ Significant, but minor, decrease in plasma 
Aβ42/40 ratio in MCI (10%) and AD dementia (22%)

2014:  Immunoprecipitation – mass spectrometry (LC-MS) 

SRM method for plasma Aβ42 and Aβ40 

2014:  Immunoprecipitation – mass spectrometry (LC-MS) 

SRM method for plasma Aβ42 and Aβ40 

➔ Minor (10%) decrease in plasma Aβ42/40 ratio in AD

➔ Too small pilot cohort to evaluate clinical utility 

➔ Minor (10%) decrease in plasma Aβ42/40 ratio in AD

➔ Too small pilot cohort to evaluate clinical utility 
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Several assays for plasma Aβ ratio show good associations with brain amyloidosis

➔ Plasma Aβ ratio gives high AUCs for brain amyloidosis, 
especially the WashU IP-MS method

➔ Plasma Aβ ratio gives high AUCs for brain amyloidosis, 
especially the WashU IP-MS method

IP – MS Washington University (IP-MS-WashU)

Antibody-free LC-MS Araclon (LC-MS-Arc)

IP-MALDI Shimadzu (IP-MS-Shim)

IP-MS Gothenburg (IP-MS-UGOT)

Elecsys immunoassay Roche Diag (IA-Elc)

ELISA Euroimmun (IA-EI)

Simoa ADx and Quanterix (IA-N4PE)

Simoa Quanterix (IA-Quan)

IP – MS Washington University (IP-MS-WashU)

Antibody-free LC-MS Araclon (LC-MS-Arc)

IP-MALDI Shimadzu (IP-MS-Shim)

IP-MS Gothenburg (IP-MS-UGOT)

Elecsys immunoassay Roche Diag (IA-Elc)

ELISA Euroimmun (IA-EI)

Simoa ADx and Quanterix (IA-N4PE)

Simoa Quanterix (IA-Quan)

➔ Biomarker fold change is low 
– independently of assay used

➔ Biomarker fold change is low 
– independently of assay used
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Why is plasma Aβ ratio only marginally reduced (when CSF shows marked change)?

➔ Plasma and CSF levels of Aβ42 or Aβ40 do not correlate, regardless of analytical technique used

➔ Biomarker (not assay) problem, suggesting that only a minor portion of plasma Aβ comes from the brain 

➔ Plasma and CSF levels of Aβ42 or Aβ40 do not correlate, regardless of analytical technique used

➔ Biomarker (not assay) problem, suggesting that only a minor portion of plasma Aβ comes from the brain 

Plasma vs. CSF Aβ42 (Simoa)Plasma vs. CSF Aβ42 (Simoa)

Plasma vs. CSF Aβ42 and Aβ40

(IP Mass spec)

Plasma vs. CSF Aβ42 and Aβ40

(IP Mass spec)
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Plasma p-tau – how it started

➔ Very promising results for plasma P-tau181 a blood biomarker for AD,

correlating with CSF P-tau181 levels and associated with amyloid and tau PET measures of AD pathology

➔ Very promising results for plasma P-tau181 a blood biomarker for AD,

correlating with CSF P-tau181 levels and associated with amyloid and tau PET measures of AD pathology

Plasma p-tau181 (AT270) – MSD

Mayo cohort: 172 CU, 57 MCI, 40 AD dementia

Stratification by amyloid PET

Plasma p-tau181 (AT270) – MSD

Mayo cohort: 172 CU, 57 MCI, 40 AD dementia

Stratification by amyloid PET

AUC 0.80 for amyloid PET+

P-tau181 correlates with tauPET

in A+ CU and MCI/AD cases

AUC 0.80 for amyloid PET+

P-tau181 correlates with tauPET

in A+ CU and MCI/AD cases

Plasma p-tau181 measured by 

AT270-modified version of Simoa T-tau

Cohort: 15 controls, 20 AD dementia

Plasma p-tau181 measured by 

AT270-modified version of Simoa T-tau

Cohort: 15 controls, 20 AD dementia
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The three current plasma P-tau biomarkers in AD

Plasma p-tau181

UGOT Simoa method (now Quanterix)

BioFinder cohort, 763 cases

Plasma p-tau181

UGOT Simoa method (now Quanterix)

BioFinder cohort, 763 cases

Plasma p-tau217

Lilly MSD method

BioFinder cohort, 738 cases

Plasma p-tau217

Lilly MSD method

BioFinder cohort, 738 cases

Plasma p-tau231

UGOT Simoa method

TRIAD cohort, 313 cases

Plasma p-tau231

UGOT Simoa method

TRIAD cohort, 313 cases

➔ P-tau 181 and 217 and 231 biomarkers are increased in AD dementia and Aβ+ MCI and also in Aβ+ CU

P-tau 217 has the largest fold change

➔ Plasma P-tau does not change in other tauopathies or dementias

➔ Plasma P-tau increases with more severe tau pathology

➔ P-tau 181 and 217 and 231 biomarkers are increased in AD dementia and Aβ+ MCI and also in Aβ+ CU

P-tau 217 has the largest fold change

➔ Plasma P-tau does not change in other tauopathies or dementias

➔ Plasma P-tau increases with more severe tau pathology
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Clinical cohort of AD and FTD spectrum patients and controls

360 with amyloid PET and 230 with tau PET

Clinical cohort of AD and FTD spectrum patients and controls

360 with amyloid PET and 230 with tau PET

➔ P-tau181 and P-tau217 have similar accuracy to identify brain amyloidosis and tau pathology

➔ Fold change is higher for P-tau217 (verified in many studies)

➔ P-tau181 and P-tau217 have similar accuracy to identify brain amyloidosis and tau pathology

➔ Fold change is higher for P-tau217 (verified in many studies)

Comparing P-tau biomarkers - plasma P-tau217 and P-tau181

Plasma P-tau181 and P-tau217 measured using identical MSD assays

that only differed in p-tau epitope specificity

Plasma P-tau181 and P-tau217 measured using identical MSD assays

that only differed in p-tau epitope specificity

Amyloid PET status

Tau PET status

Amyloid PET pos vs. neg

Fold change  P-tau217  3.9

P-tau181  2.5

Amyloid PET pos vs. neg

Fold change  P-tau217  3.9

P-tau181  2.5

Tau PET pos vs. neg

Fold change  P-tau217  4.5

P-tau181  2.5

Tau PET pos vs. neg

Fold change  P-tau217  4.5

P-tau181  2.5
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➔ Plasma P-tau231 seems to be earlier (more responsive to minor amyloid pathology)

➔ P-tau217 to better track disease progression (higher fold change with more severe disease)

➔ Plasma P-tau231 seems to be earlier (more responsive to minor amyloid pathology)

➔ P-tau217 to better track disease progression (higher fold change with more severe disease)

BioFinder 1 cross-sectional cohort, n= 575 (388 CU, 187 MCI)

longitudinal cohort        n= 242 (147 CU, 95 MCI)

BioFinder 1 cross-sectional cohort, n= 575 (388 CU, 187 MCI)

longitudinal cohort        n= 242 (147 CU, 95 MCI)

Ashton N, …., Blennow K, Hansson O.

Detailed comparison of plasma P-tau181, 217 and 231 – BioFinder

Plasma P-tau231 is more changed (than 217 or 181)

at lower thresholds of amyloid pathology

Plasma P-tau231 is more changed (than 217 or 181)

at lower thresholds of amyloid pathology

Longitudinally, P-tau217 shows an amyloid-associated 

increases over 4-6 years, in both CU and MCI stages

Longitudinally, P-tau217 shows an amyloid-associated 

increases over 4-6 years, in both CU and MCI stages



26Brum, Blennow, Hansson

Logistic regression model to predict Aβ-PET positivity: 

plasma p-tau217, age, APOE 4

Development cohort BioFinder-1   n=136 MCI patients

Validation cohort       BioFinder-2   n=212 MCI patients

Logistic regression model to predict Aβ-PET positivity: 

plasma p-tau217, age, APOE 4

Development cohort BioFinder-1   n=136 MCI patients

Validation cohort       BioFinder-2   n=212 MCI patients

Plasma P-tau probability score – a two-step screening workflow

➔ Intermediate group

More stringent cut-offs ➔ more accurate prediction of risk for brain amyloidosis 

at the expense of a larger intermediate risk group

Reduction in # of CSF / PET tests goes from 86% ➔ 73% ➔ 61%  

More stringent cut-offs ➔ more accurate prediction of risk for brain amyloidosis 

at the expense of a larger intermediate risk group

Reduction in # of CSF / PET tests goes from 86% ➔ 73% ➔ 61%  

➔ High probability

➔ Low risk group

Plasma P-tau217 performance for Aβ-PET positivity (single cut-off):

Development cohort ➔ Sens 78.0 %    Spec 81.5 %

Validation cohort       ➔ Sens 87.6 %    Spec 83.1 %

Plasma P-tau217 performance for Aβ-PET positivity (single cut-off):

Development cohort ➔ Sens 78.0 %    Spec 81.5 %

Validation cohort       ➔ Sens 87.6 %    Spec 83.1 %
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Plasma P-tau to monitor downstream treatment effects of Aβ immunotherapy

Donanemab Phase II trial 

Pyroglutamate-Aβ antibody

Donanemab Phase II trial 

Pyroglutamate-Aβ antibody

➔ Reduction in plasma pTau217 (23%) 

from week 12 and on

➔ Reduction in plasma pTau217 (23%) 

from week 12 and on

Lecanemab Phase III trial 

Aβ protofibril antibody

Lecanemab Phase III trial 

Aβ protofibril antibody

➔ Reduction in plasma pTau181

from month 6 and on

➔ Reduction in plasma pTau181

from month 6 and on

Will continued treatment (how long) take P-tau217 down to normal levels?

Will P-tau217 creep back up with discontinuation of treatment? 

➔ Can plasma P-tau be used to monitor Aβ immunotherapy in the clinic ?

Will continued treatment (how long) take P-tau217 down to normal levels?

Will P-tau217 creep back up with discontinuation of treatment? 

➔ Can plasma P-tau be used to monitor Aβ immunotherapy in the clinic ?

Fold change of P-tau217 in AD is 4.1 (increase to 410 % of controls)

Plasma P-tau217 drops 23% from baseline level with donanemab

Fold change of P-tau217 in AD is 4.1 (increase to 410 % of controls)

Plasma P-tau217 drops 23% from baseline level with donanemab
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The future of AD blood biomarkers

Clinical validation with prospective studies for real-world application

• “real-life” patient populations (range of pathologies including AD and other dementias; co-morbidities) 

AND

• “clinical routine-like” lab analyses (pre-set fixed parameters; daily/weekly analyses; different reagent batches)

Clinical validation with prospective studies for real-world application

• “real-life” patient populations (range of pathologies including AD and other dementias; co-morbidities) 

AND

• “clinical routine-like” lab analyses (pre-set fixed parameters; daily/weekly analyses; different reagent batches)

Data also needed on differences or interferences in relation to:

• age-dependency; ethnicity; comorbidities; drug interactions

Data also needed on differences or interferences in relation to:

• age-dependency; ethnicity; comorbidities; drug interactions

Current clinical trials on biomarker performance are from highly specialized research centers

• defined patient cohorts and samples analyzed in one batch where optimal parameters can be determined 

Current clinical trials on biomarker performance are from highly specialized research centers

• defined patient cohorts and samples analyzed in one batch where optimal parameters can be determined 

Future clinical use of blood biomarkers will likely depend on:

• Performance and robustness of biomarker algorithms (e.g. P-tau + ApoE4) as well as logistics and economics 

Future clinical use of blood biomarkers will likely depend on:

• Performance and robustness of biomarker algorithms (e.g. P-tau + ApoE4) as well as logistics and economics 
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Thanks for listening !



Amyloid imaging for accurate diagnosis and 
targeted therapy to prevent Alzheimer’s disease

Giovanni Frisoni, MD, Professor of Clinical Neuroscience (University of Geneva),

Director of the Memory Clinic at Geneva University Hospital
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Where human amyloid research started for 
real:

11C-labelled tracers for research 
18F-labelled tracers in the clinic
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with 11C-PIB
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Clark CM et al., JAMA, 2011

18F-labeled amyloid PET tracers
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Amyloid PET in the clinic
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Where does amyloid PET stand 
in its pathway to validation?
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Primary Endpoint: Difference in the proportion
of patients with an etiologic diagnosis with
≥90% confidence.

IMI2 AMYPAD
A randomised study to validate amyloid PET in the clinic
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Vizamyl

HUG Geneva

Karolinska

Barcelona Beta

Edinburgh (flute IMP)

Neuraceq

UCL, London

CHU Toulouse

Cologne

VuMC, Amsterdam

AMYPAD: Collaborative research centres
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Amyloid PET changes diagnostic assignment



Percentage of agreement = 95.4%
Cohen’s kappa = 0.91 (p < 0.01)
Number of discordant cases = 3

Threshold reference: https://doi.org/10.1016/j.jalz.2016.08.005

Agreement between visual image interpretation and quantitative analysis of 

[18F]flutemetamol PET in the Geneva Memory Center cohort

https://doi.org/10.1016/j.jalz.2016.08.005
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Model : Amyloid status (PET) cov. Age, sex and education

A – centiloid (cut point 19)A – visual

Visual image interpretation and quantitative analysis of [18F]flutemetamol PET 

to predict cognitive progression in MCI patients at the Geneva Memory Center

Peretti et al., submitted
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A multisite analysis of the concordance between visual 

interpretation and quantitative analysis of [18F]flutemetamol PET

Bucci, Nordberg, et al.
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MCI A+T+ rapidly progress to dementia
A-T+ is a lower risk group
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The biomarker-based diagnosis of 
cognitive complaints in the memory clinic
An inter-societal European Delphi workflow
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The European inter-societal consensus 45
45

The biomarker-based diagnosis of 
cognitive complaints in memory clinics
An inter-societal European Delphi workflow
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Maximising information 
from amyloid PET in the clinic

Early scans to assess cortical perfusion

Boccalini et al., J Nucl Med 2022
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Patients with Alzheimer phenotype and severe amygdalar atrophy 
(LATE - limbic predominant age-associated TDP-43 encephalopathy) 

GENCORE

Normal Mild atrophy Severe atrophy
MTA+/Amygdala– MTA+/Amygdala ± MTA+/Amygdala+ 
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Dementia with Lewy bodies patients and amyloid comorbidity 
have poorer outcomes

Abdelnour et al., Mov Disord 2016
a-syn marker lacking
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Maximising information 
from amyloid PET in the clinic

Early amy vs. FDG PET to discriminate AD from healthy controls

Boccalini et al., J Nucl Med 2022
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Amyloid PET in clinical trials
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Primary outcome
Slower progression on CDR-SOB of 
0.45 points at 18 months (27%)

Secondary outcome
Reduction of amyloid PET tracer 
uptake of 59 centiloids at 18 months

Van Dyck et al. NEJM 2022 DOI: 10.1056/NEJMoa2212948

The CLARITY trial with lecanemab
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Sevigny et al., Nature 2016; Budd Haeberlein et al., J PrevAlzDis 2022; Budd Haeberlein et al., AD/PD 2021; Castrillo-Vigueraet al., CTAD2021; clinicaltrials.gov; Van Dyck et al., NEJM 2022; 
Swanson et al., Alzheimer’s Res Ther. 2021, Biogen news releases July 25, 2018 & Sept 27, 2022 https://investors.biogen.com, Mintunet al., NEJM 2021; Bateman et al., CTAD2022.

Courtesy of Roger NITSCH, Uni Zurich

Why the differential response in clinical trials?
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Complete amyloid removal might explain some 
unexpected results of sub-group analysis

-1.48 -1.45

(31%)

(48%)

(38%)

Van Dyck et al. NEJM 2022 DOI: 10.1056/NEJMoa2212948
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Amyloid PET in secondary prevention
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Cognitively unimpaired Amy+ and Tau+ on PET
are at high risk of MCI and dementia

Mayo Clinic Study on Aging

Ossenkoppele et al., Nat Med 2022
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Blood biomarkers could save about 40% of amy and tau PET
Geneva Memory Center Cohort

Altomare et al., JNNP 2023
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Secondary prevention will require new clinical services
Brain Health Services for Dementia
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Summary 1 – Amyloid PET in the clinic

• Amyloid PET is a 2nd line mainstay of clinical assessment in memory clinic 

patients

• Paired with Tau PET it has good predictive value on cognitive progression

• Visual and quantitative assessments are in excellent agreement

• Amyloid PET may be a predictor of clinical efficacy of MAB treatment

• The added value of early perfusion scans in the clinic deserves to be more 

investigated



59

Summary 2 – Amyloid PET in development and outlook
PET tracers in clinical trials well suited to vaccine approach for early-stage disease

• Diagnosis of preclinical Alzheimer’s disease (up to 10 years before)

• Abeta-PET imaging in clinical trials accelerates the path to approval:

▪ Improved patient selection focuses trials on patients with target pathology

➢ Led to better clinical trials: donanemab trials used PET tracers to improve patient selection

▪ Objective measurement of disease pathology improved (clear endpoint) 

➢ Enabled positive clinical trials: Clarity AD for lecanemab

• Using PET tracers to enhance vaccine development

▪ Combining PET and biofluid biomarkers for prognosis of AD (detect AD before symptoms develop)

▪ The goal is to enable early vaccination to prevent symptoms/clinical decline

• Outlook on other PET tracers for Tau, a-syn, TDP-43, etc.

▪ Developing tracers to detect co-pathologies



The need for Precision Medicine and neuroimaging 
to diagnose and treat earlier

Marie Kosco-Vilbois, PhD, Chief Scientific Officer
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Genetic testing is not a solution, in most cases NDDs are sporadic, 

and mixed pathologies complicate therapeutic outcomes

PET tracers monitor temporal and spatial progression of pathologies

PET tracers allow informed stratification of patient populations

Abeta-PET already validated as a surrogate biomarker, enabling 

biomarker-based trial designs in AD3

PET-tracers for targets such as a-syn4 and TDP-435 are still needed

1

2

3

4

5

Brain PET1 imaging is key for precision medicine in NDDs2

61

(1) Positron emission tomography; (2) Neurodegenerative diseases; (3) Alzheimer’s disease; (4) Alpha-synuclein; (5) TAR DNA-binding protein 43; (6) Amyotrophic lateral sclerosis;

(7) Limbic-predominant age-related TDP-43 encephalopathy

Abeta

Tau

a-syn

TDP-43

Neuro-

inflammation

Alzheimer’s

disease

Parkinson’s 

disease / Lewy 

body dementia

ALS6

LATE7
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Precision medicine for early, accurate diagnosis to accelerate development
Complementary diagnostic modalities for rational clinical trial designs

■ Successfully preventing neurodegenerative diseases requires precision medicine

■ Combining and optimizing the diagnostic workflow will enable prevention in at-risk subjects

▪ Blood / Serum

Large-scale screening

Low risk

Intermediate risk

High risk

First-stage classification Stratification of intermediate population

No 

pathology

Therapy

▪ PET imaging
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A B C 

TDP-435 inclusionsTau NFTs3
a-syn4 Lewy

bodies and neurites

63

(1) Positron emission tomography; (2) Neurodegenerative disease; (3) Alpha synuclein; (4) TAR DNA binding protein-43

Developing a suite of PET1 tracers against emerging targets in NDD2

Precision medicine approach enabled by the Morphomer® platform

Leverage our Morphomer® small molecule platform:

▪ Non-peptidic, small molecules with CNS-drug properties for brain penetration

▪ Conformation-specificity (pathologic protein species) 

▪ Selectivity against co-pathologies (Abeta, Tau, a-syn
3
, TDP-43

4
)

▪ Pharmacokinetics suitable for brain PET imaging
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TDP-435 inclusionsTau NFTs3
a-syn4 Lewy

bodies and neurites
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(1) Positron emission tomography; (2) Alpha synuclein; (3) TAR DNA binding protein-43

Developing a suite of PET1 tracers: PI-2620 for Tau

Precision medicine approach enabled by the Morphomer® platform

Leverage the Morphomer® small molecule platform:

▪ Non-peptidic, small molecules with CNS-drug properties for brain penetration

▪ Conformation-specificity (pathologic protein species) 

▪ Selectivity against co-pathologies (Abeta, Tau, a-syn
2
, TDP-43

3
)

▪ Pharmacokinetics suitable for brain PET imaging
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Tau-PET1 imaging: Phase 3 study in AD2 and Phase 1 in PSP3

65

PI-2620 – Potential for best-in-class PET tracer for 3R/4R and 4R tauopathies

(1) Positron emission tomography; (2) Alzheimer’s disease; (3) Progressive supranuclear palsy; (4) PSP Richardson syndrome; (5) PSP non-Richardson syndrome; (6) Distribution volume ratio

4

1

PSP-RS4

PSP-non-RS5

α-synucleinopathies
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Tau 

selective

Disease 

specific

▪ PI-2620 is a Tau selective and disease specific PET tracer for AD and non-AD tauopathies; interventional trials 

against Tau in PSP will strongly benefit using this biomarker

▪ These results are in contrast to plasma pTau which does not change in tauopathies or dementias other than AD
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Tau-PET1 imaging: in MCI2 and mild AD3 dementia

66

PI-2620 visualizes Tau deposition in early AD subjects (a MissionAD Tau sub-study)

36-83 CL: considered positive for amyloid pathology

>83 CL: considered high amyloid-load

% Tau-positive subjects by 

amyloid-beta load
Tau-negative

Tau-positive:

a. mesial temporal 

cortex uptake

b. extensive 

neocortical uptake

(1) Positron emission tomography; (2) Mild cognitive impairment; (3) Alzheimer’s disease
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▪ Signal retention for Tau observed in early patient population (>36 CL) with longitudinal follow up revealing

a statistically significant increase in Tau deposition over 1 year 

▪ Quantifiable Tau load and its corresponding increase supports the utility of PI-2620 to assess Tau deposits 

in early AD population

Centiloids (CL)
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(1) Positron emission tomography; (2) Alpha synuclein; (3) TAR DNA binding protein-43

Developing a suite of PET1 tracers: ACI-12589 for a-syn2

Precision medicine approach enabled by the Morphomer® platform

Leverage the Morphomer® small molecule platform:

▪ Non-peptidic, small molecules with CNS-drug properties for brain penetration

▪ Conformation-specificity (pathologic protein species) 

▪ Selectivity against co-pathologies (Abeta, Tau, a-syn, TDP-43
3
)

▪ Pharmacokinetics suitable for brain PET imaging
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▪ [18F]-ACI-12589 retention in cerebellar peduncles clearly differentiates MSA cases from other NDD

▪ The lack of labelling in the C9orf72 case, a TDP-43-mediated neurodegeneration, serves to support 

selectivity for pathological a-syn

a-syn-PET1 imaging: [18F]ACI-12589 differentiates MSA2 from other NDD3

Occipital cortex as reference region

(1) Positron emission tomography; (2) Multiple System Atrophy; (3) Neurodegenerative disease
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▪ Signal retention is observed in disease-relevant brain regions in genetic PD cases (SNCA duplication carriers)

▪ The retention is higher in the more advanced symptomatic case

▪ Signal distribution pattern is compatible with specificity of the signal for pathological a-syn

a-syn-PET1 imaging: [18F]ACI-12589 uptake in genetic PD2 cases
Differentiation from control subject using cerebellar grey as reference region
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(1) Positron emission tomography; (2) Parkinson’s disease
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(1) Positron emission tomography; (2) TAR DNA binding protein-43; (3) Alpha synuclein

Developing a suite of PET1 tracers: ACI-19278 for TDP-432

Precision medicine approach enabled by the Morphomer® platform

Leverage the Morphomer® small molecule platform:

▪ Non-peptidic, small molecules with CNS-drug properties for brain penetration

▪ Conformation-specificity (pathologic protein species) 

▪ Selectivity against co-pathologies (Abeta, Tau, a-syn
3
, TDP-43)

▪ Pharmacokinetics suitable for brain PET imaging
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TDP-431-PET2 imaging: [3H]ACI-19278 target engagement
High resolution autoradiography with FTLD-TDP3 pathologies

▪ For the first time, target engagement observed on brain samples with FTLD-TDP type A or B pathology

▪ Co-localization (arrows) with pTDP-434 antibody (yellow) confirms selectivity for the target 

FTLD-TDP Type A

10 µm

FTLD-TDP Type B

10 µm

FTLD-TDP Type CNon-demented control

10 µm

10 µm 10 µm10 µm

10 µm10 µm
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(1) TAR DNA binding protein-43; (2) Positron emission tomography; (3) Frontotemporal lobar degeneration with TPD-43 pathology; (4) phosphorylated TAR DNA binding protein-43
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Brain scans after intravenous administration in non-human primates

TDP-431-PET2 imaging: [18F]ACI-19278 pharmacokinetic profile (PK)

▪ [
18

F]ACI-19278 demonstrates a robust and rapid brain uptake post intravenous injection

▪ Fast washout observed

▪ All characteristics suitable for advancing into human trials
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(1) TAR DNA binding protein-43; (2) Positron emission tomography
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AC Immune leadership: first- and best-in-class PET1 tracers for NDD2

(1) Positron emission tomography; (2) Neurodegenerative disease; (3) Life Molecular Imaging; (4) Alzheimer’s disease; (5) Alpha-synuclein; (6) Multiple system atrophy; (7) Parkinson’s disease; 

(8) TAR DNA binding protein-43

73

PI-2620 is a potential best-in-class PET tracer for 3R/4R and 4R tauopathies

In Q1 2023, partner LMI3 imaged the first patient in ADvance, the pivotal Ph. 3 in AD4

Tau-PET

First-in-class candidate available for IND-enabling studies

First-in-Human trial in FTD patients with GRN mutations planned in Q2 2024

TDP-438-PET

[18F]ACI-12589 is the first tracer detecting pathologic a-synuclein in MSA6 patients

Newly identified candidates show significantly improved binding properties with 

potential to detect synucleinopathies including in PD7

a-syn5-PET

Early and accurate identification of primary pathologies and co-pathologies



Clinical vaccine programs

Johannes Streffer, MD, Chief Medical Officer
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Precision Medicine as the cornerstone of ACIU’s Clinical Strategy

Precision Medicine

Study Design

Interim 

Analysis 

and 

Adaptation 

Patients

Selection 

and 

Stratification

Interpretation

Advanced 

Modelling 

and 

Simulation

Biomarker-based Development 

Operational Excellence

Clinical study design to support fast decision making  

▪ Interim analyses for early de-risking by demonstrating specific 

antibody response and preference for pathologic protein species

▪ Early demonstration of biomarkers for accelerated approval reduces  

development time and de-risks investment

Patient selection and stratification

▪ Patient populations defined using clinical and biomarker measures 

to detect disease-specific patterns – Pathology and early detection 

▪ Identify the right time to treat in the disease continuum and stratify 

patients accordingly

Modelling predicted treatment response  

▪ Advanced modelling informs sample size and power calculations 

▪ Simulation of novel treatment effects on natural disease allows 

meaningful regulatory discussions

Enhance value creation through acceleration and de-risking of our portfolio
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Vaccines as a new class of treatment for neurodegenerative disease 
AC Immune vaccines: Potential for profound social and economic impact

Treatment

Maintenance

Prevention

▪ Use as maintenance therapy after 

monoclonal anti-Abeta antibodies 

▪ Convenient, annual dosing to maintain 

low plaque levels

High efficacy with:

▪ Multiple epitope targeting 

▪ Long-lasting immune response

▪ Steady titers

▪ Favorable safety and tolerability

▪ Convenient, annual dosing

▪ Vaccination is the best strategy to 

preserve function and quality of life

▪ Cost-effective and global application

■ Goal: Global vaccines for neurodegenerative diseases
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Disruptive potential of SupraAntigen®-V
Optimized vaccines delivering superior results in neurodegenerative diseases

77

(1) 100% response after 1st injection; (2) Increases over time

■ Robust immunogenicity and strong safety demonstrated in humans

■ Evidence for lasting immune response supporting a disease prevention approach

Immunogenicity ++++1

Target specificity ++++2

Conformation specificity +++

Avidity increase over time +++

Sustainability of response +++

Boosting +++

Class switching IgM to IgG +++

Evidence of memory B cells +++

Unprecedented

Clinical Performance
Liposomal anchor

(Palmitic chains)

Liposomal bilayer

(Cholesterol and

phospholipids)

Adjuvant 1

Target antigen

(B-cell peptide)

T-cell

Peptide

(non-target)

Adjuvant 2

Generates 

target-specific 

antibody response

Safely engages 

target-unrelated

T-cells to enhance & 

maintain response
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ACI-24.060: Vaccine targeting two pathological forms of Abeta
ACI-24.060 targets pyroGlu- and oligomeric Abeta, which are believed to drive AD progression

78

(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 readouts from a Phase 1b/2 trial of an optimized formulation of ACI-24 (ACI-26.060) in patients with AD and patients with Down syndrome; (10) Multiple system atrophy

Clinical Stage Programs

TARGET PRODUCT CANDIDATE INDICATION DISCOVERY PRECLINICAL PHASE 1 PHASE 2 PHASE 3 PARTNER

Tau

ACI-35.030 

(anti-pTau vaccine)
AD1 treatment

Semorinemab

(anti-Tau antibody)

AD treatment 

(mild-to-moderate)2

Morphomer® Tau 

aggregation inhibitor 

Rare Tauopathies

AD treatment

Tau-PET3 tracer

AD diagnostic

PSP4 diagnostic

Abeta

Crenezumab
(anti-Abeta antibody)

AD prevention5

ACI-24.060
(anti-Abeta vaccine)

AD treatment (Down syndrome6)

AD treatment

a-syn7

ACI-7104.056

(anti-a-syn vaccine)
PD8, a-synucleinopathies

a-syn-PET tracer
a-synucleinopathies

(e.g. MSA10)

Biologic

Small Molecule

Diagnostic

data H2

reported H1; data H29

update H2
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Innovative biomarker-based clinical development
Accelerating, while simultaneously de-risking, our clinical programs: Example

▪ Amyloid PET3 lowering as key marker to benchmark against current monoclonal antibodies 

(e.g., lecanemab and donanemab)

▪ Allows for early interim analysis (IA) for safety, immunogenicity and pharmacodynamics

▪ Fast and informed transition between cohorts and generation of meaningful 

readout on Amyloid PET to allow accelerated initiation of pivotal program 

▪ DS is the largest genetic AD population with Abeta overproduction

▪ AbATE4 will inform use of Amyloid PET as an outcome for primary prevention

▪ Defined populations using clinical and biomarker measures to detect Amyloid pathology and 

disease severity in sporadic AD1 and individuals with DS2

Precision 

Medicine

Interim Analysis:

Decision Points

Acceleration and 

De-Risking

Primary 

Prevention: 

Amyloid PET

(1) Alzheimer’s disease; (2) Down syndrome; (3) Positron Emission Tomography; (4) ABATE is the name for the ongoing ACI-24.060 clinical trial
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: Biomarker-based Phase 1b/2 study in AD1 and AD in DS2

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

(1) Alzheimer's disease; (2) Down syndrome-related AD; (3) Positron emission tomography; (4) Clinical Dementia Rating; (5) Interim analyses
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▪ Safety/tolerability

▪ Pharmacodynamics: Serum anti-Abeta antibody titers

▪ Exploratory biomarkers and clinical endpoints

Multicenter, adaptive, placebo-controlled, dose-escalation, 

double-blind, randomized Phase 1b/2 study in people with:

▪ Abeta pathology confirmed by PET3 scanB
o

th
B

o
th

A
D

D
S

▪ Prodromal AD (CDR4-Global Score 0.5; age 50-75 years)

▪ Non-demented people living with DS (age 35–50 years)

B
o

th
A

D
D

S

▪ IA5 of safety/tolerability and immunogenicity

▪ Biomarker analyses including Abeta PET and others

▪ 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)

Interim analyses  

▪ Immunogenicity – antibody titers

▪ Biomarkers – Abeta-PET, pharmacodynamics, target engagement

▪ Safety/tolerability 

Dose escalation in AD Follow up / expansion phase in AD

Follow up 

(6 months)

Expansion in AD

(12 months)

Treatment in AD 

(up to 4 dose/regimen cohorts)

(12 months)

Follow up 

(6 months)

Treatment in DS

(18 months)
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Primary prevention in DS4

▪ Individuals with DS are the biggest genetic AD5 population, with strongly predictable 
initiation of amyloid pathology in the brain

▪ Primary prevention can leverage both population and novel endpoints

Program de-risking and acceleration2

▪ Early interim data to demonstrate equipotency of ACI-24.060 with respect to Abeta mAb3

▪ Opportunity to initiate pivotal program aiming for accelerated approval 

Maintenance therapy by a safe and well tolerated vaccine
▪ mAbs demonstrate clinical effect, but remain challenging for chronic treatment (e.g., 

frequent infusions and ADA6)

▪ Demonstration of continued amyloid PET lowering to position ACI-24.060 for maintenance

Biomarker-based design enhances progress, exemplified by
Novel opportunity by Amyloid PET1 as accepted surrogate endpoint for accelerated approval 

2

1

3
(1) Positron emission tomography; (2) Abate refers to the name of the ACI-24.060 clinical trial; (3) Monoclonal Antibodies; (4) Down syndrome; (5) Alzheimer’s disease; (6) Anti-drug antibodies
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ACI-35.030: Anti-pTau vaccine being developed for AD1

Further clinical development in AD and milestone payment expected in H2

82

(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 readouts from a Phase 1b/2 trial of an optimized formulation of ACI-24 (ACI-26.060) in patients with AD and patients with Down syndrome; (10) Multiple system atrophy

Clinical Stage Programs

TARGET PRODUCT CANDIDATE INDICATION DISCOVERY PRECLINICAL PHASE 1 PHASE 2 PHASE 3 PARTNER

Tau

ACI-35.030 

(anti-pTau vaccine)
AD1 treatment

Semorinemab

(anti-Tau antibody)

AD treatment 

(mild-to-moderate)2

Morphomer® Tau 

aggregation inhibitor 

Rare Tauopathies

AD treatment

Tau-PET3 tracer

AD diagnostic

PSP4 diagnostic

Abeta

Crenezumab
(anti-Abeta antibody)

AD prevention5

ACI-24.060
(anti-Abeta vaccine)

AD treatment (Down syndrome6)

AD treatment

a-syn7

ACI-7104.056

(anti-a-syn vaccine)
PD8, a-synucleinopathies

a-syn-PET tracer
a-synucleinopathies

(e.g. MSA10)

Biologic

Small Molecule

Diagnostic

data H2

reported H1; data H29

update H2
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Active immunization for early intervention in Alzheimer’s Disease
Preventing Tau spreading and disease progression

83

Hyperphosphorylated Tau aggregates in Alzheimer’s disease 

Healthy neuron

Affected neuron

Immunotherapy

Cell-to-cell spread

■ ACI-35.030 induces antibodies targeting the toxic forms of Tau (pTau and ePHF) to prevent 

spreading of the pathology from cell-to-cell

Congdon et al., Nature Reviews Neurology, 2018

Study measures 

antibodies against:

Non-phosphorylated 

Tau protein

Phosphorylated Tau 

protein

Enriched Paired Helical 

Filaments (ePHF)
■ Targeting Tau is well 

validated by neuro-

pathology and pre-

clinical results

■ Antibodies are suggested to 

selectively bind, trap and remove 

pathological Tau species to 

prevent cell-to-cell spread
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Next generation anti-phospho Tau (pTau) vaccines

■ The same pTau peptide used in two vaccine formulations

Liposomal ACI-35.030 and conjugate JACI-35.054 vaccines

Liposomal anchor

Liposomal 

bilayer

Adjuvant 1

pTau peptide

(B-cell peptide)

Adjuvant 2

T-cell peptide

(non-target)

ACI-35.030: SupraAntigen® liposomal platform 

Anti-phospho-Tau vaccine

JACI-35.054: Carrier protein-Tau peptide
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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-cohort 1.2 expanded (active/placebo ratio: 3:1), data 
available up to week 10

85

Study design for Cohort 1 (ACI-35.030 or placebo)

Safety Follow-up 
up to Week 74 

Safety Follow-up 
up to Week 74 

W0    W8                 W24                      W48                                     

Treatment period  
Weeks 0 - 50

Treatment period  
Weeks 0 - 50

Safety Follow-up 
up to Week 74 

Safety Follow-up 
up to Week 74 

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
Expansion data available

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

Vaccine injection

Treatment period  
Weeks 0 - 50

Treatment period  
Weeks 0 - 50

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 expansion fully recruited

(1) ClinicalTrials.gov Identifier: NCT04445831 
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Good safety and tolerability1

■ Both ACI-35.030 and JACI-35.054 were safe and well tolerated with no study vaccine-

related safety concerns observed to date

■ No withdrawals due to adverse events or adverse events of severe intensity 

■ No CNS inflammation or other significant changes reported on MRI

■ 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)

■ 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 

(1) Data cut-off at end of September 2022
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ACI-35.030 selected for further development by partner Janssen
Follows data showing ACI-35.030’s superior specificity for pathological Tau vs. JACI-35.054 

1 JACI-35.054 is a protein conjugate vaccine utilizing 

the same pTau3 epitope as ACI-35.030

3 ACI-35.030 induced Ab5 responses in 100% of patients 

after 1st injection compared to 50% with JACI-35.054

2

4
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ACI-35.030-induced anti-ePHF Abs: longer apparent 

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

ACI-35.050 and JACI-35.054 were evaluated in 

parallel in the Phase 1b/2a trial in AD4 patients
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Desired antibody response: ACI-35.0301 compared to JACI-35.054
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1 ACI-35.030 antibody response preferentially targets 

pathological Tau species over normal Tau

ACI-35.030 induced anti-ePHF antibodies - longer 

apparent half-lives, less variability,  

lower peak-to-trough ratios 
3

ACI-35.030 antibody response in 100% of patients 

after 1st injection compared to 50% with JACI-35.0542

ACI-35.030 shows excellent overall performance in 

elderly patients with outstanding safety and tolerability 4

Superior specificity for pathological Tau

Vaccine injection



NASDAQ: ACIU | KOL Event, April 2023 © 2023 AC Immune. Not to be used or reproduced without permission

AC Immune Clinical Development Strategy
Biomarker-based development will de-risk and accelerate the pipeline

Precision Medicine
▪ Precise definition of patient populations using biomarkers and clinical parameters 

▪ Leading with best- and first-in-class targeted imaging agents (e.g., Tau, a-syn
3
, TDP-43

4
)

Deliver Vaccine Pipeline

▪ Advance ACI-35.030 into late stage clinical development

▪ Accelerate development of ACI-24.060 by including DS
1

as biggest genetic AD
2

population

▪ Progress ACI-7104 anti-asyn Vaccine into phase 1b/2 VACSYN study

Evaluate new business 

opportunities 
▪ Maintenance: vaccines to reduce disease progression post acute therapy 

▪ Prevention: vaccines as early first interventions in biomarker-positive, preclinical individuals

Drive Translational 

Medicine

▪ Foster translational medicine approach for early signal detection

▪ Stronger understanding of treatment response

▪ Creating future perspective by inclusion of new technologies

(1) Down syndrome; (2) Alzheimer’s disease; (3) Alpha-synuclein; (4) TAR DNA-binding protein 43; (5) amyloid beta; (6) Positron emission tomography
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