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This presentation contains forward-looking statements regarding the Company’s intentions, assessments, or expectations

in respect of the Company’s future results, financial position, liquidity, development, prospects, expected growth, strategies

and possibilities as well as the market within which the Company operates. Forward-looking statements are statements

which do not refer to historical facts and which typically contain words such as “considers”, “expects”, “predicts”, “intends

to”, “estimates”, “will”, “can”, “presumes”, “should”, “may” and, in each case, negations thereof or other similar expressions.

The forward-looking statements in this presentation are based on different assumptions which, in several cases, are based

on additional assumptions. Even if the Company considers the assumptions which are reflected in these forward-looking

statements to be true, it cannot be guaranteed that they will in fact occur or that they are correct. Given that these

assumptions are based on assumptions or estimates and that they are subject to risks and uncertainties, the actual result
may, for many reasons, substantially deviate from what is stated in the forward-looking statements.

Such risks, uncertainties, eventualities, and other significant factors may lead to the actual events deviating substantially

from the expectations that have been explicitly or implicitly provided for under this presentation through the forward-

looking statements. The Company does not guarantee that the assumptions which the forward-looking statements in this 

presentation are based on are correct, and a reader/participant of this presentation should not unduly rely on the 

forward-looking statements contained herein. The information, opinions, and forward-looking statements which are 

either explicitly or implicitly presented herein, are only provided as of the day of this presentation and may be subject to 

change. Neither the Company nor anyone else undertakes to oversee, update, confirm or provide public notification in 

respect of any change of any forward-looking statement for the purpose of reflecting the actual events or circumstances 

which occurs in respect of the content of this presentation, unless required by law or Nasdaq First North Growth Market’s 
rules for issuers. 
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➢ Founded in 2016 out of a research foundation sponsored by Alzheimerfonden

➢ Based at Novum Science Park, Karolinska Institute, Stockholm, Sweden

➢ Working in Alzheimer’s Disease (AD) and Pain – Hugh unmet medical need & multi-billion sales potential

➢ Three project platforms with multiple small molecule candidates with first-in-class properties

➢ Listed on Nasdaq First North Premier Growth Market, Sweden, since Nov. 2018 (Ticker: ALZCUR)
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➢ Spin-out from AstraZeneca – as a result of their exit from the CNS area

- Alzstatin® – An innovative preventive & disease-modifying treatment against Alzheimer’s (AD)

- NeuroRestore® – A novel symptomatic treatment for cognitive disorders, e.g. AD with neuroprotective 
& disease modifying potential

- Painless – Innovative projects for osteoarthritic & neuropathic pain



– Multiple candidates increase chance of success

Platform Candidate Target Indication Research phase Preclinical phase Phase I Phase II Phase III
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ACD856
Positive allosteric 
modulator (PAM) of 
Trk-receptors)

Alzheimer’s Disease, 
TBI - Traumatic brain 
injuries
Parkinson’s disease, 
Sleep disorders, 
Depression

A
lz
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® ACD679

Gamma secretase 
modulator (GSM)

Alzheimer’s Disease

ACD680
Gamma secretase 
modulator (GSM)

Alzheimer’s Disease

P
ai

n
Le

ss

ACD440 TRPV1 antagonist Neuropathic Pain

ACD137
Negative allosteric 
modulator (NAM) 
of TrkA-receptors

Osteoarthritic Pain 
& other severe pain 
conditions

Phase completed Phase ongoing

Positive read-out  Phase I trial

Safety, Tolerability & Target 

engagement

Selected new additional CD

ACD680

Positive read-out Phase IIa

Safety, Tolerability & Pain
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Selected new CD

ACD137



Scientific validation & de-risking 

• Validation of treatment approach: - Amyloid protein targeting

• Positive out-comes in clinical trials: - incl in phase III + approvals

• Vastly improved biomarkers & diagnostics identifying patients   
=> Increased probability of success in future studies

Increased investments

• Additional Big Pharma companies entering & re-enteringthe
field

• More funds and private equity investment in Alzheimer’s 
companies & projects

However …

Still No Curative or Cognitive Enhancing Treatments
against Alzheimer’s have so far not been developed 

10



*) Eligibility for Anti-Amyloid Treatment in a Population-Based Study of Cognitive Aging; Rioghna R. Pittock et 
al; Neurology, 2023;101:e1837-e1849. https://doi.org/10.1212/WNL.0000000000207770

- Huge unmet medical need remains for alternative Alzheimer’s treatments

11

https://doi.org/10.1212/WNL.0000000000207770
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MEETING NEEDS OF AD PATIENTS – ADRESSING SHORT TERM NEEDS WITH LONG-TERM BENEFITS

NeuroRestore®

Trk-PAM

Improving Neuronal & Cognitive Function
- Novel Oral Small Molecule

Alzstatin®

Gamma-secretase modulator

Targeting Amyloid Production
- Novel Oral Small Molecule

Preventive Disease-modifying therapy Symptomatic & pot.
Disease-modifying therapy

Two fast followers to Roche, Eisai respectively  → Provides Concept Validation



NeuroRestore®

Trk-PAM 
Improving Neuronal Function & Cognition

- Novel Oral Small Molecule

Shown safety, tolerability & target 
engagement in clinical trial phase 1

=> Prepation for phase 2



Reduced BDNF and/or NGF-levels could limit the brain’s ability to 

withstand pathological conditions

• The neurotrophins Brain-Derived Neurotrophic Factor (BDNF) and Nerve Growth Factor 
(NGF) are key for brain health and cognition

• BDNF& NGF bind to their respective receptors, TrkB and TrkA

• BDNF& NGF signaling are implicated in several key neuronal functions, including 
cholinergic function, hippocampal neurogenesis and synaptic plasticity  

• Loss of NGF-dependent cholinergic neurons in the basal forebrain and hippocampal 
atrophy are early hallmarks of Alzheimer’s disease and correlates with cognitive decline

• Certain genetics in man, like the BDNF-Val66Met polymorphism, leads to lower levels of 
BDNF, and is associated with more rapid cognitive impairment and increased disease 
progression in Alzheimer’s

14

NeuroRestore® ACD856 – positive allosteric modulator of Trk-receptors
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Potential for Disease Modifying Effect +

Improved Learning, Memory & Depression 

• ACD856 is a novel small molecule 
positive modulator of  Trk-
receptors enhancing the 
signaling of neurotrophins such 
as NGF & BDNF

• The enhanced signaling leads to 
immediate symptomatic effects 
& with potential long-term 
benefits

• The long-term effects of ACD856 
could include improved 
neuronal function, increased 
mitochondrial function & 
enhanced cognition, etc

NGF/
BDNF

TrkA/B

Parrado Fernandez C et al. Int J Mol Sci. 2023 
Jul 6;24(13):11159.
https://doi.org/10.3390/ijms241311159

NeuroRestore® – positive allosteric modulator of Trk-receptors

https://doi.org/10.3390/ijms241311159


ACD856:

• Induces neurite outgrowth in PC12 cells at concentrations similar to what is found in 
CSF in the MAD study

• Increases levels of synaptic markers in PC12 cells

• Leads to increased phosphorylation of Trk-receptors

• Improves mitochondrial function and is neuroprotective in an energy-deprived 
neurotoxicity assay

• Enhances synaptic plasticity in the hippocampus – an area critically involved in 
cognitive function 

• Demonstrates long-term plasticity effects after repeated dosing

Data Suggest a Disease Modifying Effect, Mediated by Increased Plasticity 

that Could Explain the Pro-Cognitive & Anti-Depressant Effects

16 Parrado Fernandez C et al. Int J Mol Sci. 2023 Jul 6;24(13):11159.

https://doi.org/10.3390/ijms241311159

NeuroRestore® – positive allosteric modulator of Trk-receptors

https://doi.org/10.3390/ijms241311159


” These results support further development of E2511 as a 

disease-modifying therapy for neurodegenerative diseases”

The data is 
validating & 
increasing 
interest in 

NeuroRestore

17

NeuroRestore® – positive allosteric modulator of Trk-receptors
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Eisai E2511 AlzeCure NeuroRestore ACD856

Mechanism of Action Positive allosteric modulator Positive allosteric modulator

Target TrkA TrkA, TrkB and TrkC

Type Novel small molecule (<400 Da) Novel small molecule (<400 Da)

IP Patent granted Granted patent in US, Japan, EU, and several 
other territories are processing applications

Stage of dev. Phase I: SAD/MAD, 
half-life = 3.2 h

Phase I: SAD/MAD, 
half-life = 19 h

Effect on neurite outgrowth No, not reported Yes, in two different in vitro models

Neuroprotective Yes, in two in vivo models Yes, in two in vitro models

Effect on neuro-transmitters Yes 
ACh

Yes
Serotonin, noradrenaline and dopamine

Effect on cognition Not reported Yes, cognitive enhancement in several models

Effect on depression Not reported Yes, anti-depressant & long-term effects  +  
additive to SSRI

Alzecure: Cells. 2021; Drug Discov Today 2022; Psychopharmacology, 2023, International J. Mol. Sciences 2023
Eisai: AAIC, P51985, 2021; ADPD, P186, 2022; AAIC, P62590 and P66208, 2022

NeuroRestore® – positive allosteric modulator of Trk-receptors



Stages of memory formation

LEARN STORE REMEMBER

ACD856 has shown in preclinical models the capacity to improve the ability to learn and remember
information

ACD856 improves age-
induced memory 
impairment in 18-month-
old animals to the level of 
young animals 

19 Dahlström M et al. Cells. 2021 Jul 23;10(8):1871.

https://www.ncbi.nlm.nih.gov/pmc/articles/PMC8391421/pdf/

cells-10-01871.pdf

NeuroRestore® – positive allosteric modulator of Trk-receptors

https://www.ncbi.nlm.nih.gov/pmc/articles/PMC8391421/pdf/cells-10-01871.pdf
https://www.ncbi.nlm.nih.gov/pmc/articles/PMC8391421/pdf/cells-10-01871.pdf


• ACD856 is safe & well tolerated 

− Single and repeated dosing with ACD856 did not result in any serious adverse events in 
healthy volunteers at the tested dose levels 

• ACD856 has an excellent PK profile suitable for once daily oral dosing

− ACD856 has a rapid absorption, a long half-life of ~ 20 hours, high bioavailability and a linear 
dose-dependent exposure

• ACD856 present in CSF with a ratio of ACD856 in CSF to unbound average 
ACD856 levels in plasma at > 37%

− ACD856 pass the BBB and measured concentrations in CSF confirms a high exposure at the 
level of the brain

• ACD856 MAD qEEG results shows clear CNS target engagement

− EEG pattern supports pro-cognitive as well as antidepressant effects of ACD856

20

Vigilance control brain maps for 30 and 90 mg cohorts

Önnestam, K et al. J Prev Alzheimers Dis (2023).

https://link.springer.com/article/10.14283/jpad.2023.89 

=> Being prepared for ph 2

NeuroRestore® – positive allosteric modulator of Trk-receptors

https://link.springer.com/article/10.14283/jpad.2023.89


AlzeCure Pharma

Karolinska Institutet Novum Science Park

Hälsovägen 7, 141 57 Stockholm

SWEDEN

www.alzecurepharma.com - info@alzecurepharma.com



Alzheimer’s and 
the amyloid cascade hypothesis

Henrik Zetterberg, MD, PhD
Professor of Neurochemistry

University of Gothenburg and University College London

http://www.google.se/url?sa=i&rct=j&q=&esrc=s&source=images&cd=&cad=rja&uact=8&ved=0CAcQjRw&url=http://ipmi2015.cs.ucl.ac.uk/OrganisingCommittee/index.html&ei=xdWvVK3HH-W6ygPYiIKYDw&bvm=bv.83339334,d.bGQ&psig=AFQjCNHjUL_clei9SC8SBgvO0VR5Ednm2A&ust=1420896063959429


Amyloid 

plaques

Neurodegeneration

Tau 

tangles

The neuropathology of Alzheimer’s disease



The amyloid cascade hypothesis on Alzheimer’s disease – still viable?

Karran et al., 2011



Herrup et al., 2015

The amyloid cascade hypothesis on Alzheimer’s disease – still viable?



Risk factors for Alzheimer’s disease

High age    key risk factor

APOE 4 allele   heterozygote   3-4 times increase in risk

    homozygote    10-12  times increased risk

Diabetes mellitus  Relative risk  1.46 95% CI  1.20 – 1.77

Mid-life hypertension  Relative risk  1.61 95% CI  1.16 – 2.24

Mid-life obesity  Relative risk  1.60 95% CI  1.34 – 1.92

Physical inactivity  Relative risk  1.82 95% CI  1.19 – 2.78

Smoking   Relative risk  1.59 95% CI  1.15 – 2.20





AD pathology can be identified using biomarkers



➔ Amyloid and tau pathology (+/- neurodegeneration) = Alzheimer’s disease

➔ Amyloid pathology only = Alzheimer’s pathologic change

Amyloid PET - positive 

Tau PET - negative 

MRI - normal

>30% of cognitively unimpaired elderly

have brain amyloidosis (preclinical Alzheimer’s disease)



 Aβ - plaques

 PHF-tau – tangles

TDP-43 inclusions

α-synuclein / Lewy bodies

Neuronal and synaptic degeneration

Microvascular pathology

Hippocampal sclerosis      

Late-onset Alzheimer’s disease

• Late-onset Alzheimer-type dementia show multiple pathologies in different combinations

• Clinical criteria for AD have poor diagnostic accuracy



Risk factors for Alzheimer’s disease

High age    key risk factor

APOE 4 allele   heterozygote   3-4 times increase in risk

    homozygote    10-12  times increased risk

Diabetes mellitus  Relative risk  1.46 95% CI  1.20 – 1.77

Mid-life hypertension  Relative risk  1.61 95% CI  1.16 – 2.24

Mid-life obesity  Relative risk  1.60 95% CI  1.34 – 1.92

Physical inactivity  Relative risk  1.82 95% CI  1.19 – 2.78

Smoking   Relative risk  1.59 95% CI  1.15 – 2.20

Epidemiological studies are not based on biomarkers

  - preclinical AD is found in 20-30% of cognitively unimpaired elderly

  - pure clinical diagnosis have poor diagnostic accuracy

  - late onset AD is heterogeneous with multiple pathologies

➔Risk factors for Alzheimer’s disease  (= amyloid and tau pathology) ?

                                           Cerebrovascular pathology lowering threshold for AD-type pathology ?

  Neurodegeneration in old-age dementia ? 



Risk factors for Alzheimer’s disease in biomarker studies

➔The “classical” AD risk factors (low education, midlife cardiovascular disease and smoking)

do not confer risk of amyloid pathology, and thus not for Alzheimer’s disease



Drug treatment of Alzheimer’s disease

➔ Symptomatic drugs / cognitive enhancers 

– improve symptoms but no effects on progression of pathology or neurodegeneration

➔ Disease-modyfing drugs

- designed to target a specific pathophysiology / pathology

- no short-term symptomatic effect, but slowing of progression

- marked focus on anti-amyloid drugs, but recently also on tau



Symptomatic drugs/cognitive enhancers 

• Improves cognition (no effect on underlying disease)

• Mild to moderate AD dementia

• E.g., donepezil, rivastigmine and galantamine

Acetylcholinesterase inhibitor

• Moderate to severe AD dementia

• Memantine

Partial NMDA receptor antagonist



Nature Rev Dis Primers 2015:15056

➔ Several anti-amyloid have been tested and are in late stage clinical trials



➔ Dose-dependent reduction in brain and CSF amyloid levels
➔Marked (80%) reductions in amyloid plaque counts

γ-Secretase inhibitor treatment for Alzheimer’s mice

Acute treatment 9 months of treatment

APP24 mice (hAPP, Swedish, and London mutations)

LY-411575 = semagacestat



➔ Evidence of target engagement and amyloid plaque removal in mice 

may not directly translate to  disease-modifying effect / clinical benefit in AD patients

γ-Secretase inhibitor treatment for Alzheimer patients



➔ Dose-dependent marked reduction in β-amyloid production with BACE1 inhibitor treatment



➔ Evidence of target engagement may not directly translate to disease-modifying effect / clinical benefit



Lack of clinical effect and/or side effects (among others, cognitive worsening) 
have made researchers and companies afraid of gamma- and beta-secretase 
as drug targets 

Two (at least) options remain viable and in need of further study:  

1. gamma-Secretase modulation (e.g., reduce Abeta42, increase Abeta38
without influencing overall gamma-secretase activity)

2. Low-dose BACE1 inhibition (not 70-90% inhibition but maybe 20-30%?)

Both have strong support from genetics, as primary prevention strategies
against amyloid build-up in the brain and Alzheimer’s disease



AA -0.09-0.09AAAA

Screen Week 78

BB -0.33-0.33BBBB

Screen Week 78

➔ Treatment with β-amyloid antibodies

may reduce plaque load in Alzheimer patients



➔ Treatment with the β-amyloid antibody bapineuzumab did not improve cognition,

but effects on amyloid load and CSF P-tau suggest minor disease-modifying effect



➔ Reduction in amyloid PET clearly indicates target engagement 

➔ Reduction in neurodegeneration biomarkers needed to support disease-modification









Many other anti-Aβ antibody trials are moving forward

Promising results on biomarkers, less clear on cognition



Lecanemab removes amyloid and shows clinically meaningful benefit





Time to significant amyloid removal determines if a drug can show 

a clinically meaningful effect

Karran & de Strooper 2022



Cummings J: https://alz-journals.onlinelibrary.wiley.com/doi/10.1002/trc2.12385



Problems with antibody-based removal of established amyloid pathology: 

Amyloid-related imaging abnormalities

Expensive

Neuronal network damage may have already occurred

Tau pathology may have taken off



Okochi et al., 2013

The case for gamma-secretase modulation



Available targeted protein biomarkers for dementias

Hansson 2022 Nature Medicine (PMID: 34083813)



• The fold changes of plasma Aβ42/40 between PET Aβ+ and PET Aβ- are not 
large 

Plasma amyloid β

Karikari, Ashton et al., 2022 Nature Reviews Neurology (PMID: 35585226) / Schindler et al., 2019 Neurology 
(PMID: 31371569)



Plasma Aβ1–42/Aβ1–40 CSF Aβ1–42/Aβ1–40 CSF pTau/Aβ1–42

No “wiggle room” 

around cutoff
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Plasma amyloid β



Plasma p-tau indicates AD pathology (including amyloid)

Lantero-Rodriguez et al., 2020 Acta Neuropathologica (PMID: 32720099)



Plasma p-tau indicates AD pathology (including amyloid)

Lantero-Rodriguez et al., 2020 Acta Neuropathologica (PMID: 32720099)



Plasma p-tau in the Alzheimer’s disease continuum

Karikari, Pascoal et al., 2020 Lancet Neurology (PMID: 32333900)



Plasma p-tau in the Alzheimer’s disease continuum

Thijssen et al., 2020 Nature Medicine (PMID: 32123386) / Janelidze et al., 2020 Nature Medicine (PMID: 32123385) / Mielke et al., 2018 Alzheimer’s & 
Dementia (PMID: 29626426)



Ashton et al., Nature Med. 2022

Different phospho-forms of tau can be measured in plasma



Equivalence of plasma p-tau217 with cerebrospinal fluid 

in the diagnosis of Alzheimer's disease

Therriault et al., A&D, 2023
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CSF p-tau217 (AUC = 0.961 [0.934–0.998])

Plasma p-tau217AlzPATH (AUC = 0.959 [0.931–0.987])

CSF p-tau181 (AUC = 0.934 [0.885–0.970])

CSF Aβ42/40 (AUC = 0.969 [0.945.993])

tau-PET meta-ROI (AUC = 0.913 [0.894–0.949])

Figure 1A – predicting amyloid PET positivity 

Plasma p-tau217Janssen (AUC = 0.924 [0.891–0.971])

Plasma p-tau217 to screen for Aβ pathology – results from TRIAD and WRAP

Ashton et al., JAMA Neurol 2024



– a case study in Mild Cognitive Impairment (MCI) 

Brum, Cullen et al., 2023

A two-step workflow based on plasma p-tau to screen for Aβ pathology

Detailed clinical phenotyping
(including digital assessment tools)



Blood neurofilament light (NfL) is a measure of axonal injury irrespective of 
cause

Ashton et al., 2020 Nature Communications (PMID: 34099648)

Plasma neurofilament light



Blood glial fibrillary acidic protein (GFAP) is a marker for reactive 
astrogliosis/inflammation

Benedet, Milà-Alomà, Vrillon et al., 2021 JAMA Neurology (PMID: 34661615) / Montoliu-Gaya, Alcolea et al., in 
review

Plasma glial fibrillary acidic protein

Representative, preliminary results, pending publication in a peer-reviewed 
journal



Blood spot collection

Advantages

• 65uL of whole blood 
(no need for centrifugation for plasma).

• Stable at room temperature >1-month
(Transferrable by normal post or stored without 
cooling/freezing)

• Capillary blood is possible 
(Remote self-collection, paediatric neurology, onset sports 
injuries, field clinicis)

• Dementia biomarkers are measurable by Simoa with a 
modified extraction protocol

Nick Ashton
Haley Weninger
Lara Grötschel
Joel Simrén
Hanna Huber
Laia Montoliu-Gaya 



Blood spot collection – venous blood

EDTA plasma and venous Dry Blood Spot (DBS) have high correlations (not 

for Aβ42 or Aβ40)





DROP-AD: detecting AD blood biomarkers using a finger-prick
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• Current blood processing protocol require a strict procedures – useful in primary care?
• How do we monitor people overtime (including those on DMT) for personalised management?
• Detecting pre-clinical changes – if/when that it is required?



Summary – blood biomarkers for diagnosis

ATN biomarkers in blood:

A = plasma Aβ42/Aβ40 and P-tau 
T = plasma P-tau
N = plasma NfL

G/I = plasma GFAP and other inflammatory proteins
V = placental growth factor (?)



Summary – the therapeutic landscape

Antibody-based removal of existing amyloid pathology 
is clinically meaningful

Side effects

When should one stop?

Gamma-secretase modulation could be a safe 
primary prevention strategy in high-risk individuals

Gamma-secretase modulation could prevent amyloid 
pathology from returning following antibody-mediated amyloid 
removal

Accessible biomarkers exist for all of the Alzheimer’s continuum



Thanks!!
henrik.zetterberg@gu.se

h.zetterberg@ucl.ac.uk

To all patients, relatives, team members, 

collaborators and funders

mailto:henrik.zetterberg@gu.se
mailto:h.zetterberg@ucl.ac.uk


February 19, 2024
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Positive 
preclinical data

› Two drug candidates, ACD679 and ACD680, in pre-clinical development phase

› Compounds potently reduce Ab42 production - up to 60% in vivo

› GSM’s also produce shorter peptides with suggested added beneficial effects

Strong linkage to 
disease

› Gamma-secretase is a key enzyme producing toxic Ab42

› Genetic linkage to disease - majority of all familiar mutations are linked to the gamma-
secretase complex causing early onset of disease

› Alzstatin compounds reduce production of Ab42

Emanates from 
Big Pharma

› AlzeCure staff was part of the conception of the project at AstraZeneca

› Approximately SEK 150m already invested on project development

› Only Biotech with a gamma-secretase modulator (GSM)

PROJECT OVERVIEW

Alzstatin® – gamma-secretase modulator
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Aβ

*) GSM = Gamma Secretase Modulator 

b

Alzstatin® – gamma-secretase modulator



GSM

Aβ40/42

Aβ37/38

Gamma-secretase complex

77

Alzstatin® – gamma-secretase modulator



GSMs modulate the enzyme, reducing Aβ42 & Aβ40
and shifting its cleaving pattern towards shorter forms 

and thereby limits toxic oligomerization

Alzstatin targets the 
gamma-secretase

Aβ42 peptide is the main culprit in AD progression 

Ab42

78

X
Ab37/38

Ab42 peptide is aggregation prone and toxic, while the 
shorter forms Ab37/38 exhibit protective properties

Alzstatin produces more non-toxic Ab37/38 which do not 
form amyloid aggregates, including oligomers 

v

✓✓

v✓ ✓v✓ ✓

✓

✓

Alzstatin® – gamma-secretase modulator
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➢ GSMs - Potent Effect on toxic Ab42 Production without affecting total enzyme activity

Alzstatin compounds 
potently and dose-
dependently reduces 
the amount of toxic 
brain Ab42 in mice 
after a single dose

0      30   100  200    umol/kg

GSMs reduce the 
amount of toxic Ab42 & 
Ab40, while increasing 
the amount of the 
protective Ab37 & 
Ab38 species

Alzstatin® – gamma-secretase modulator

79

Alzstatin compounds 
do not have any effect 
on total Ab levels



Aggregation

Ab42 - main culprit in Alzheimer progression 
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GSM is a safer MoA than an inhibitor, e.g. BACE- or 
gamma-secretase inhibitor

X

BACE-
inhibitor

X

Gamma-
secretase-
inhibitor

Both BACE- and gamma-secretase inhibitors 
caused significant side-effects due to inhibition of 
other key substrates of the enzyme → inhibition
not the way forward

*BACE = beta-secretase

Alzstatin® – gamma-secretase modulator

log uM

Alzstatin 
compounds does 
not block the 
cleavage of 
other gamma-
secretase 
substrates, such 
as Notch

Notch

IC50 >31.6uM

Alzstatin targets gamma secretase as a 
modulator – does not block enzyme activity
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Tg2576 mice (6 months) treated with 100 

mmol/kg A4126 (p.o.) show significant lowering 

of Ab42 and Ab40 in interstitial fluid
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100 mmol/kg A4126 show significant increase in Ab37 in 

interstitial fluid

Systemic administration of a GSM results in a large decrease in Ab42/40 and 
an increase in Ab37 in the interstitial fluid in an established mouse AD model
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Alzstatin® – gamma-secretase modulator

A4126 or vehicle



Modified from Kondo et al, bioRxIv, 2017

Vehicle                                            AZ4126

GrowthBirth RegressionUnchanged

Day 0               Day 28                 Day 0             Day28
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Alzstatin® – gamma-secretase modulator

28-day GSM treatment:

• Attenuates amyloid plaque growth

• Decreases new plaque appearance

• Induces modest plaque regression

Vehicle A4126
Vehicle

A4126

Vehicle

A4126



b

Patients/populations that have:
• Higher Ab38 has a slower decline in MMSE 
• High Ab38 has a slower conversion in to AD

Aβ38 reverses the negative impact of Aβ42 on long-term 
potentiation in acute hippocampal slices and on membrane 
conductance in primary neurons

Shorter peptides attenuates Aβ42 toxicity in C. elegans and 
Drosophila

Higher levels of Ab37/38 appear beneficial 
83

Alzstatin® – gamma-secretase modulator



Small molecule therapy

• Small molecules generally pass much more readily 
across the BBB to its target site - the brain

• Provides a more cost-effective treatment for chronic 
use than biologics

Oral formulation => Home treatment

• Don’t need to go to the hospital once or twice a 
month for an infusion of the drug   

Stand-alone or combination therapy

• Suitable both as stand-alone therapy as well as 
combination therapy together with anti-amyloid 
antibodies

Fewer side effects 

• Not expected to have the side effects of brain 
oedema and brain microbleedings (ARIA)

• => Is not expected to demand regular brain scans,  
=> minimizing hospital visits and costs

*) E.g. Leqembi (lecanumab), Aduhelm (aducanumab), Donanemab 84

Alzstatin® – gamma-secretase modulator



• Proof of Mechanism & Central Target Engagement 

− Phase I - SAD/MAD studies to be performed

− Evaluation of safety and tolerability after single and repeated administration

− Possible to explore biomarker effects showing central target engagement

− Ab42/40 – show reduction of toxic Ab-species

− Ab37/38 – show increase of shorter protective Ab-species, establishing 
gamma-secretase involvement and MoA

− Biomarker strategy employed previously by Pfizer (PMID: 31314925)

− Measurements done both in CSF & plasma utilizing readily available kits

* E.g., antibodies (mAb) like Leqembi (lecanumab) & donanemab85

• BBB-penetrant Small Molecule for Oral Use

− Not expected to cause brain oedema (ARIA-E) and brain microbleeds (ARIA-H) associated with mAb
therapies*

Alzstatin® – gamma-secretase modulator



*) E.g. ApoE4

Maintenance therapy in patients with established Alzheimer’s

• Treatment after initial plaque clearance by monoclonal antibody treatment (as initially 
proposed by Lilly) e.g., with: Lecanemab (Eisai/Biogen/Bioarctic), Donanemab (Lilly), 
Remternetug (Lilly)

Alzstatin® – gamma-secretase modulator
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Combination therapy together with monoclonal antibody treatment - early AD

• Combine plaque clearance by monoclonal antibody treatment and reduction of Ab42 
production by GSM

Preventive therapy based on genetic risk factors* & biomarkers (long-term possibility)

• Early stand-alone treatment before onset of symptoms and any major neurodegeneration 
occurs (prior to rapid increase in Tau pathology)

• Prevents build-up of amyloid – an early pathological feature of AD
• Familiar forms of the disease (incl. Downs syndrome) suitable for initial proof of concept clinical 

studies



Blood biomarker development will allow for early patient selection & detection, 
but at present confirmation by PET/CSF biomarkers is needed

Possible blood/CSF biomarkers
Ab42/40/38/37 and different ratios thereof
Tau: T-tau, pTau181, pTau217, and pTau231 

NFL - neurodegeneration
GFAP - neuroinflammation

Collaboration with Prof. Zetterberg 
will enable us to select best 
biomarkers

87
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✓ Decreases Aβ42 production – reduces all forms of amyloid aggregates (oligomers, fibrils etc.)

✓ Increases the shorter peptides Aβ37 and Aβ38 - suggested to have protective properties

✓ Do not block enzyme activity and spares important physiological signaling – key for safety

✓ Genetically supported mechanism - mode of action is the reverse of most familiar Alzheimer 
mutations

✓ Small molecule compound – allows for cost-effective oral administration & good CNS exposure 

✓ PoM data achievable already in phase 1 clinical trials

✓ Could also be used together with other disease-modifier therapies, e.g. antibodies

✓ Potential to prevent or slow disease progression

Advantages with Alzstatin

Bart De Strooper on Alzforum regarding Lecanemab Phase 3 results:

“These results strongly suggest that we revisit previous drug targets such as γ-secretase and BACE, as 
small compounds modulating these activities might be, in the long run, the only cheap and feasible 
prevention for AD.”88

Alzstatin® – gamma-secretase modulator
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Expert Event

Advances in the treatment of Alzheimer’s disease 
– Small molecule Gamma-Secretase Modulators (GSMs) 

as promising disease-modifying treatments 





• Early detection of the risk to develop Alzheimer’s, up to 15 years before clinical 
symptoms, opens up the need for new treatments aiming to minimize toxic amyloid 
load

• There is a huge unmet medical need in the Alzheimer’s therapy market, even if 
antibodies are available (- only 5-8% of Alzheimer’s pts are eligible)

• There are still no curative or preventive Alzheimer’s treatments approved

• Gamma-secretase modulators is a new and promising class of Alzheimer’s therapies, 
with several different target patient populations

On the Alzheimer’s market & unmet medical needs



• AlzeCure is a clinical stage Alzheimer’s and CNS company with several novel first-in-class 
and/or best- in-class assets

• AlzeCure’s ambition is to develop Alzheimer’s therapies that both stop disease 
progression and improve cognition

• NeuroRestore ACD856, currently in preparation for clinical phase 2 studies, is being 
developed as a cognitive enhancer with potential neuroprotective and neurodegenerative 
properties

• Alzstatin, AlzeCure’s gamma-secretase modulator program, is currently in preclinical 
phase and is planned to initiate clinical phase 1 studies in 2025

• Efficacy data & Proof of Mechanism could be established already in phase 1 for our 
gamma-secretase modulator, which is expected to be a strong value driver

On AlzeCure Pharma



• The recorded presentation and slide sets will be made available on 
AlzeCure’s web page

− www.alzecurepharma.com

Scan code to get to the page 
with the presentations 

http://www.alzecurepharma.com/


• Sign up for press releases and news alerts

− www.alzecurepharma.com

Scan code to sign up

http://www.alzecurepharma.com/


AlzeCure Pharma

Karolinska Institutet Novum Science Park

Hälsovägen 7, 141 57 Stockholm

SWEDEN

www.alzecurepharma.com - info@alzecurepharma.com
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