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ALZHEIMER'S DISEASE PROGRESSION
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Alzstatin® – Gamma-Secretase Modulator





Aggregation

A42 - main culprit in Alzheimer progression

Alzstatin® modulates the enzyme, alter its cleaving 
pattern and thereby limits the aggregation

Alzstatin® targets the gamma-
secretase as a modulator - does 

not block enzyme activity

Alzstatin® – gamma-secretase modulator
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Alzstatin® – Gamma-Secretase Modulator

A Antibodies bind and clear 

aggregated A peptides.
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Aβ

Alzstatin® – Gamma-Secretase Modulator

GSM’s inhibits the formation of all A aggregates

X

7 *) GSM = Gamma Secretase Modulator
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Aβ

Alzstatin® – Gamma-Secretase Modulator

X

GSM’s increase formation of shorter protective A fragments

8 *) GSM = Gamma Secretase Modulator



Alzstatin® – Gamma-Secretase Modulator
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Alzstatin® – Gamma-Secretase Modulator

Alzstatin reduces toxic A42 and A40, while

increasing protective A38and A37peptides

No effect on total A

Consistent with a GSM
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Alzstatin® – Gamma-Secretase Modulator

Alzstatin potently reduces the 

amount of toxic brain A42 in mice

0 30 100 200 µmol/kg

Alzstatin compounds do not affect the formation

of other gamma-secretase substrates, e.g. Notch

20

0

40

60

80

120

100

C99-GVP Notch1DE-
GVP

EphB2-GVP EphA4-GVP

Control

Semagacestat ( 1 uM)

ACD678 (3 uM)GSMcmpd

GSI

Control

Other proteins that are cleaved 
by gamma-secretase

11



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

Early treatment

• Taken before the brain is heavily damaged and
the patient is diagnosed with cognitive decline and 
Alzheimer’s disease, which is the case for the 
antibody

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. Aduhelm (aducanumab), Leqembi (lecanumab), Donanemab

Alzstatin® – Gamma-Secretase Modulator
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• Clinical PoM and central target engagement already in Phase I

− SAD/MAD studies conducted in healthy volunteers

− Evaluation of safety and tolerability after single and repeated administration

− Possibility to explore biomarker effects showing central target engagement already in Phase I

− A42/40 – show reduction of toxic A-peptides

− A37/38 – show increase of shorter protective A-peptides, establishing gamma-secretase involvement and MoA

− Measurements done both in CSF and plasma – biomarker kits available

Alzstatin® – Gamma-Secretase Modulator
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Preventive therapy based on genetic risk factors* and biomarkers

• Early stand-alone treatment before onset of symptoms and any major 

neurodegeneration occurs

• Prevents build-up of amyloid – an early pathological feature of AD

• Suitable for preventive therapy - as a “statin” for Alzheimer’s disease

• Familiar forms of the disease (incl. Downs syndrome) suitable for initial proof of 

concept clinical studies

Maintenance therapy in patients with establishedAlzheimer’s

• Potential for combination/maintenance treatment after initial plaque clearance

provided by monoclonal antibody treatment (as initially proposed by Lilly) e.g., with:

• Lecanemab (Eisai/Biogen/Bioartic)

• Donanemab (Lilly)

• Remternetug (Lilly)

Alzstatin® – Gamma-Secretase Modulator
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Main known competitors:

− UCSD-776890 (Steven Wagner)/NIH – Phase 1

− Roche RG6289 –Phase 1

Published data on Pfizer’s PF-06648671 show that 

GSM’s can display both potent efficacy and good 

safety in man. ➔

Development stage of Alzstatin in line with competitors

Alzstatin® – Gamma-Secretase Modulator
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✓ Reduces amyloidogenic Aβ42 production

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

✓ Do not affect the total amount of Aβ – thus any physiological function likely not affected

✓ Mode of action is the reverse of most familiar Alzheimer mutations

✓ Alzstatin compounds such as ACD680 potently reduce Aβ42 production both in vitro and in vivo

✓ PoM data achievable already in phase 1 clinical trials

✓ Potential for both preventive and maintenance treatment

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.”

Alzstatin® – Gamma-Secretase Modulator
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• Team at Alzecure Pharma

− Gunnar Nordvall

− Boel Nilsson

− Maria Backlund

− Azita Rasti

− Märta Dahlström

− Magnus Halldin

− Veronica Lidell

− Sanja Juric

− Cristina Parrado

− Märta Segerdahl

• Karolinska Institutet

− Prof. Bengt Winblad

− Assoc. Prof. Lars Tjernberg

• Göteborgs Universitet

− Prof. Henrik Zetterberg

− Lotta Agholme, PhD

− Stefanie Fruhwürth, PhD
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AlzeCure Pharma AB
Karolinska Institutet Novum Science Park 

Hälsovägen 7, 141 57 Stockholm

Sweden

www.alzecurepharma.com info@alzecurepharma.com

http://www.alzecurepharma.com/
mailto:info@alzecurepharma.com
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