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Disclaimer
This presentation has been made available to you with the consent of AmyriAD Therapeutics B.V. (the “Company”). Information provided in this presentation and the accompanying oral
presentation speak only as of the date hereof. This presentation contains forward-looking statements about the Company and its industry that involve substantial risks and uncertainties.
Forward-looking statements are neither historical facts nor assurances of future performance. Instead, they are based on the Company’s current beliefs, expectations and assumptions
regarding the future of its business, its future plans and strategies and other future conditions. In some cases, you can identify forward-looking statements by terms such as “will,” “may,”
“would,” “should,” “expects,” “plans,” “anticipates,” “could,” “intends,” “target,” “projects,” “contemplates,” “believes,” “estimates,” “predicts,” “potential” or “continue” or the negative of these
terms or other similar expressions, although not all forward-looking statements contain these identifying words. Forward-looking statements are subject to numerous risks, uncertainties and
other important factors, some of which cannot be predicted or quantified, that may cause the Company’s actual results, performance or achievements to be materially different from any future
results, performance or achievements expressed or implied by the forward-looking statements. As a result, you should not rely on these statements as predictions of future events. The events
and circumstances reflected in any forward-looking statements may not be achieved or occur and actual results could differ materially from those projected in the forward-looking statements.
In addition, statements such as “we believe” and similar statements reflect the Company’s beliefs and opinions on the relevant subject. These statements are based upon information available
to the Company as of the date of this presentation and are made only as of the date hereof. While the Company believes such information forms a reasonable basis for such statements, such
information may be limited or incomplete, and the Company’s statements should not be read to indicate that it has conducted an exhaustive inquiry into, or review of, all potentially available
relevant information. Moreover, new risks and uncertainties may emerge from time to time, and it is not possible for management to predict all risks and uncertainties that may cause the
Company’s actual results to differ materially from those projected in the Company’s forward-looking statements. Except as required by applicable law, the Company does not intend to update
or revise any forward-looking statements contained in this presentation, whether as a result of any new information, future events or otherwise, or to reflect the occurrence of unanticipated
events. You should read this presentation with the understanding that the Company’s actual future results of operations, performance and achievements may be materially different from what
the Company expects. The Company qualifies all forward-looking statements in this presentation or made orally during this presentation by reference to these cautionary statements. This
presentation contains statistical data, estimates, forecasts and information concerning the Company’s industry, including patient population size, market size and growth of the market in which
the Company participates, that are based on independent industry publications and reports as well as the Company’s internal sources and general knowledge of, and expectations concerning,
the industry. The patient population, industry market and market sizes and growth estimates included in this presentation are based on estimates using the foregoing independent industry
publications and the Company’s internal data and estimates based on data from various industry analyses, the Company’s internal research and adjustments and assumptions that the
Company believes to be reasonable. Although the Company has no reason to believe that this industry information is not reliable, it has not independently verified data from industry
publications and analyses and cannot guarantee their accuracy or completeness. In addition, the Company believes that the data regarding the industry, market sizes and growth provide
general guidance but are inherently imprecise. This presentation discusses product candidates that are investigational only and have not yet been approved for marketing by the U.S. Food and
Drug Administration. No representation is made as to the safety or effectiveness of these product candidates for the uses for which such product candidates are being studied. Statements
made by Dr. Serge Gauthier and Dr. Howard Fillit during the course of this presentation do not constitute statements made by or on behalf of the Company.
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Today’s speakers

Sharon L. Rogers, Ph.D. 
Chief  Executive Officer, 
AmyriAD Therapeutics

30+ year pharmaceutical 
executive; World-wide leader 

for development of 
ARICEPT®, the standard of 

care for Alzheimer’s Disease

Dr. Serge Gauthier, CM, 
C.Q., M.D., FRCPC
Professor Emeritus in 

Neurology and Psychiatry at 
McGill University

Dr. Howard Fillit, M.D.
Co-Founder and Chief 

Science Officer, Alzheimer’s 
Drug Discovery Foundation

Welcome
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Welcome and Opening Remarks
Dr. Sharon Rogers, Chief Executive Officer 
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Dr. Serge Gauthier

Serge Gauthier, CM, C.Q., M.D., FRCPC, is Professor Emeritus in 
Neurology and Psychiatry at McGill University, a member of the 
EU/U.S. Clinical Trials on Alzheimer’s Disease Task Force and 
former Director of the Alzheimer Disease and Related Disorders 
Research Unit of the McGill Center for Studies in Aging and 
Douglas Research Centre. His contributions to our understanding 
of AD are vast and he has been involved as an active investigator 
and/or collaborator in seminal clinical trials on AD. His special 
interests include ethical research practices in AD clinical trials, 
building a consensus approach to the management of AD during 
its different stages and prevention strategies against cognitive 
decline. Dr. Gauthier received his M.D. from the Université de 
Montréal.
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Dr. Howard Fillit

Howard Fillit, M.D., is a geriatrician, neuroscientist and innovative 
philanthropy executive, who has led the Alzheimer’s Drug 
Discovery Foundation since its inception. He has dedicated himself 
to the management of AD, also serving as a Clinical Professor of 
Geriatric Medicine and Palliative Care, Medicine and 
Neuroscience at the Icahn School of Medicine of Mount Sinai 
Medical Center in New York. He has also held faculty positions at 
The Rockefeller University, the SUNY-Stony Brook School of 
Medicine and the Cornell University School of Medicine. He 
earned his B.A. in Neurobiology from Cornell University and his 
M.D. from the SUNY-Upstate Medical University.
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1The State of Innovation in Highly Prevalent Chronic Diseases, Volume IV: Alzheimer’s Disease Therapeutics, Thomas David CFA and Wessel, BIO (Biotechnology Innovation 
Organization 2021) 2Alzheimer’s Association, 2022 Alzheimer’s Disease Facts and Figures 3Alzheimer’s Disease International, Dementia Statistics  4CHWong, Economic Burden 
of Alzheimer Disease and Managed Care Considerations Am J Manag Care. 2020;26:S177-S183 5Prados, et. al., 2022 Alzheimer’s & Dementia  DOI: 10.1002/alz.12578

Alzheimer’s disease (AD), a tragic illness and one 
of the world’s most expensive chronic diseases1

• AD currently affects approximately 6.5 M in the US and over 55M 
worldwide1,2.3

– Numbers estimated to triple by 20503

• Deficits in loss of independent function drive costs
– Patients: US – direct cost of care in 2020 estimated at $305 billion4

– Family/caregiver burden: In 2021, estimated 16 billion hours of unpaid care5

– Predicted direct cost of care in the US in excess of $1 trillion by 20504

• Value of disease management over 20 years is $2.6 trillion5

– Reduction in nursing home costs, decreased disability-adjusted life years

Opening Remarks
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The Challenge of Developing Treatments

• AD is multifactorial – there is no single cause

– Our understanding of pathways and factors involved remains incomplete  

• Disease modification has been the target of most development programs
– Thus far, these therapies have not lived up to expectations

• Symptom management (improved global function and cognition) has received less attention

– Current treatment options are 3 cholinesterase inhibitors and one NMDA antagonist

• Donepezil (Aricept®, 1996), rivastigmine (Exelon®, 2000), galantamine (Razadyne, 2004)

• Memantine (Namenda®, 2003), memantine + donepezil fixed combination (Namzaric®, 2014) 

Opening Remarks

Donepezil has been the market leader and standard 
of care for a quarter of a century
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Improving disease management – what 
is needed now?

• Well-tolerated options for management of core symptoms
– Improve independent function and cognition over the standard of care
• Decrease reliance on caregivers, costs of skilled-care professionals

• Delay time to nursing home placement

• Useful across the full spectrum of AD – mild, moderate and severe
– Not reliant on expensive diagnostics or genetic testing

– Not associated with adverse neurological consequences (ARIA)

• Economically-viable
– Gain uptake with insurers and health care providers

Opening Remarks
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Alzheimer’s Disease Development Landscape:  
Disease Management is an Overlooked Area

Thomas, D., CFA and Wessel, C., "The State of Innovation in Highly Prevalent Chronic Disease, vol. IV: Alzheimer's Disease Therapeutics" 2021
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Complexity of AD suggests addressing 
more than one target via combination 
therapy may provide more successful 

symptom management
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Looking Beyond Amyloid for 
Alzheimer’s Disease Management: 
Combination Therapy, a Strategy Long Overdue

Serge Gauthier, C.M., C.Q., MD, FRCPC

Emeritus Professor in Neurology and Psychiatry

McGill University
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Alzheimer’s disease is the most common 
cause of dementia, with a progressive 
cognitive decline affecting daily life 
associated with mood and behavioral changes
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Progression of Symptoms in Alzheimer’s Disease

Lovestone, S., Gauthier, S. Management of Dementia.  Martin Dunitz eds. London 2001 
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Hypothetical Treatment Response in AD

Gauthier S (Ed). Clinical Diagnosis and Treatment of Alzheimer’s Disease. Martin Dunitz, London, 1996. Figure 15.3

Early Diagnosis Mild-Moderate Severe
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Cholinesterase inhibitors such as donepezil 
enhance cerebral cholinergic activity and have 
the best evidence for symptomatic benefit in 
Alzheimer’s disease at the various stages of 
dementia for periods of at least one year
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Donepezil vs Placebo
Cognition (ADAS-cog)

ITT-LOCF analysis; **p£0.001 for Aricept versus placebo
†Rogers et al. Neurology 1998;50:136–145; ‡Burns et al. Dement Geriatr Cogn Disord 1999;10:237–244
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Donepezil vs Placebo
ADL (DAD)

Feldman H, Gauthier S, Hecker J, Vellas B, Subbiah P, Whalen W for the Donepezil MSAD Study Investigators Group. A 24-week, randomized, double-blind study of donepezil
in moderate to severe Alzheimer’s disease. Neurology, 57, 613-620, 2001.
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Donepezil vs Placebo
Behavior (NPI)

Feldman H, Gauthier S, Hecker J, Vellas B, Subbiah P, Whalen W for the Donepezil MSAD Study Investigators Group. A 24-week, randomized, double-blind study of donepezil in 
moderate to severe Alzheimer’s disease. Neurology, 57, 613-620, 2001.

241812840
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Kaplan-Meier Survival Estimates of Time to Clinically Evident Functional Decline* 

Mohs RC, et al. Neurology. 2001;57:481-488.
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*As judged by investigator, ITT population.
Survival curves statistically significantly different (log-rank P = .0019; Wilcoxon P = .0051).

Donepezil-treated patients were 38% 
less likely to decline over 1 year 
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The current emphasis on amyloid reduction using individual drugs such as 
monoclonal antibodies is struggling to show clinical benefit

Combination of medications have proven effective in many areas of 
medicine, such as cancer and diabetes mellitus

Combination therapy is also a strategy potentially useful for 
Alzheimer’s disease 
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Cummings, Tong, Ballard JAD 67 (2019) 779-794
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The evidence for additive benefit of 
symptomatic drugs for Alzheimer’s 
disease has been demonstrated with 
memantine added to donepezil
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SIB to measure cognition and ADCS-ADL to measure function

Tariot et al., JAMA 2004
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A new candidate for combination therapy, 
AD101,  enhanced the efficacy of donepezil 
using an add-on design, in a randomized, 
double-blind, placebo-controlled 12-week 
Phase 2 proof-of-concept study.
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ADAS-cog results, LS mean change from baseline (MMRM analysis)

Gauthier et al., JAD 48 (2015) 473-481, doi:  10.3233/JAD-150414    *AD101 formerly known as ST101

Per protocol population, Endpoint analysis p = 0.0434
All AD101* groups combined compared to placebo. 
Error bars show standard errors (SE).

Alzheimer’s Disease Assessment Scale –
cognitive subscale (ADAS-Cog)

AD101 + donepezil, combined groups versus Placebo + donepezil
Negative change from Baseline = Improvement, Positive change = Worsening

Placebo + 10 mg/day 
donepezil
AD101 (all doses 
combined) + 10 
mg/day donepezil
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ADCS-CGIC: percentage of patients on the ADCS-CGIC
Likert scale that improved after 12 weeks of treatment 

Gauthier et al., JAD 48 (2015) 473-481, doi:  10.3233/JAD-150414    *AD101 formerly known as ST101

p-value (one-sided) calculated in the Cochran-Mantel-Haenszel test
Modified Intention To Treat population p = 0.0382, Per Protocol Population p = 0.0294

Alzheimer’s Disease Cooperative Study – Clinician’s Global Impression of Change
All patients with a global impression of improvement (Categories 1-3)

Modified Intention to Treat Population p = 0.0382

AD101 (All doses 
combined) + 10 
mg/day donepezil

Placebo + 10 
mg/day 
donepezil
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Looking beyond amyloid for Alzheimer’s 
disease management: Combination 
therapy, a strategy long overdue



A New Era in Alzheimer’s Drug Development

DR. HOWARD FILLIT, M.D.

CO-FOUNDER AND CHIEF SCIENCE OFFICER, ALZHEIMER’S 
DRUG DISCOVERY FOUNDATION
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OUR SCIENTIFIC 
STRATEGY:
AGING IS THE 
LEADING RISK 
FACTOR FOR 
ALZHEIMER’S 
DISEASE
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The Milibank Quarterly, Vol. 80, No.1, 2002 from 1997 Vital Statistics

Aging is the Leading Risk Factor for Alzheimer’s Disease 
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Translating the Biology of Aging into Novel 
Therapeutics for Alzheimer’s Disease

32
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Aging Related Processes Implicated in Alzheimer’s Disease 
Are Also Drug Targets

33

Inflammation

Vascular DiseaseOxidation

Mitochondrial & 
Metabolic 

Dysfunction

Misfolded ProteinsGenetics & 
Epigenetics

Synaptic Activity & 
Neurotransmitters

Senolytics
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Attacking Alzheimer’s From All Angles

34

• Today’s robust pipeline is powered by the biology of aging

• Anti-amyloid approaches are a beginning and one piece of 
the puzzle, but there is a need for pleiotropic drugs and 
combination therapy

• To effectively conquer Alzheimer’s, we need to develop a 
unifying approach that targets a multifactorial disease
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Entering A New Era: Majority 
of New Drugs in Development 
Explore Novel Targets

ADDF Clinical Trials Report 2021
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Trials Exploring Repurposed Drugs Per Phase

36

P H A S E  1

P H A S E  2

P H A S E  3

Multiple age-related 
chronic diseases have 
similar pathophysiology, 
thus making repurposing a 
rationale approach to new 
drug development for 
Alzheimer’s disease 
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Biomarkers Are Essential to the Development of New Drugs for Innovative 
Therapeutic Targets: the Diagnostic Accelerator
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Summary
Dr. Sharon Rogers, Chief Executive Officer 
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AMYRIAD is developing a small molecule NCE 
for use in a combination treatment paradigm for 

Alzheimer’s Disease:  

AD101 is a Phase 3-ready therapeutic that has 
already provided encouraging evidence of 

improved function and cognition
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Confidential

AD101 – Lead Candidate

AD101 – Potentially a first-in-class 
mechanism of action

Improved learning and memory in rodent models unrelated to Aβ
• Impairments induced by chemical and surgical intervention
• MOA – Increased ACh release via modulation of T-type CaV3.1 and CaV3.3 calcium 

channels*

Improved learning and memory in normally aged rats

Improved learning and memory in mouse models dependent on Aβ and tau
• LaFerla triple transgenic mice and SAMP8 (spontaneous mutation with accelerated 

senescence)
– Reduced accumulation of brain Aβ, tau and polyubiquitinylated proteins
– Intracerebroventricular infusion of Aβ1-40 

Additive effect in animal models when co-administered with other AD drugs
• Cholinesterase inhibitors, NMDA antagonists

*No affinity for CaV3.2, L-, N-, or P/Q- type Ca++ channels or KCNQ2/KCNQ3, hKV1.1, hKV3.4, hKV4.2/KchiP2.2 
channels or hNaV1.2 channels. 



41AD101 increases ACh release  + Donepezil preserves ACh = Additive Improvement

AD101 capitalizes 
on endogenous ACh

Improved global function and cognition achieved 
via a known pathway – increased neurotransmission  

Mechanism of 
Action

1

AD101 modulates 
calcium channels to
increase Ca2+ influx

Ca2+ promotes
ACh release

Synaptic 
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preserves ACh

ACh-gated channel 
opens for increased post-
synaptic Na+ influx

4
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Seven studies in approximately 500 subjects 
demonstrated
• AD101 is well tolerated and suitable for once-daily oral administration

– We believe the Phase 2 Study provided encouraging evidence of added clinical 
benefit when co-administered with donepezil to patients with mild, moderate and 
severe AD
• Statistically significant improvement on the mITT and PP analyses of global function and the 

PP analysis of cognition

• Clear regulatory path:  Phase 3 program expected to commence in 2Q 23 

– Same design as Phase 2 with FDA-required co-primary endpoints 

• Opportunity to address a market with clear unmet medical need

– Deficits in cognition and independent global function drive vast majority of cost 
burdens 

– Low-cost, uncomplicated treatment expected to gain uptake with insurers and the 
healthcare community

Development 
Summary
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Disease management combined 
with disease modification is 
the future of AD treatment  

43



Q&A

Questions?
Answers.
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Thank You


