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Clarity AD ongoing long-term extension 
(LTE)

36-month evaluation of patients receiving LEQEMBI
• Benefits of 

Leqembi 
maintenance 
dosing 
include 
increased 
separation 
of the 
curves

• UK has had 
folks on 
maintenance 
dosing since 
2013 https://www.leqembi.com/en/leqembi-study-results
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Effects based on tau (tangles)

• Increased benefits 
in those with low tau

• Earlier treatment is 
just better

• We really need to 
get folks identified 
on board early to 
maximize benefits

https://www.leqembi.com/en/leqembi-study-results

Many patients may actually improve or 
remain stable without decline if they 
have low tau

https://www.leqembi.com/en/leqembi-study-results

Two agents: Leqembi & Kisunla
Lecanemab 
(Leqembi®)
• 18 months of treatment

• Benefits of maintenance 
treatment are clear

Donanemab 
(Kisunla®)
• 18 months of treatment

• No maintenance treatment 
supported by available data

• How do we reconcile this?
• The data suggest two different paths to treatment?
• I suspect Kisunla just doesn’t have the data yet 

because of the studies they have done?
https://www.accessdata.fda.gov/drugsatfda_docs/label/2023/761269Orig1s001lbl.pdf
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Lecanemab (Leqembi®) autoinjector for maintenance 
dosing
• UK has had patients using the 

autoinjector since 2001

• No difference in maintenance benefits 
were seen between IV (infusions once 
monthly at an infusion center) and home 
administration (weekly home injections)

• Fewer systemic reactions were seen in 
the autoinjector group

• No difference otherwise in safety profile

• Our patients love this option!

https://www.accessdata.fda.gov/drugsatfda_docs/label/2023/761269Orig1s001lbl.pdf

How about vaccines for AD?
• ABvac40 is an investigational active 

vaccine for early-stage Alzheimer's 
disease (AD) that targets the amyloid-
beta 40 (Aβ40) peptide

• In contrast to therapies targeting Aβ42, 
which mostly accumulates in the brain 
tissue, ABvac40 targets Aβ40, which 
primarily deposits in the walls of cerebral 
blood vessels in a condition known as 
cerebral amyloid angiopathy (CAA).

• The vaccine is designed to offer a 
different approach to modifying the 
disease

AB 42 & 40 AB 40

Amin et al., (2023) Scientific Reports. 13Pascual-Lucas et al., Alzheimers Dement. 2025 Oct;21(10):e70776. 

ABvac40 study 
results: Safety
• The safety profile was 

benign
• More TEAEs & TESAEs 

were seen in placebo than 
on treatment

• Higher rates of ARIA-H were 
seen in placebo for ApoE 
negative and heterozygotes 
(e3/e4)

• Higher rates were seen for 
treatment in homozygotes 
(e4/e4)

Pascual-Lucas et al., Alzheimers Dement. 2025 Oct;21(10):e70776. 
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ABvac40 study results: Antibody 
response

Pascual-Lucas et al., Alzheimers Dement. 2025 Oct;21(10):e70776. 

ABvac40 study results: Clinical & Imaging 

Pascual-Lucas et al., Alzheimers Dement. 2025 Oct;21(10):e70776. 

What’s next for 
ABvac40? 
• This vaccine is moving into 

phase 3 clinical trials 
currently

• It may also be a new 
effective treatment for 
CAA, not just for AD

• Many other promising 
vaccines are on the 
horizon

Pascual-Lucas et al., Alzheimers Dement. 2025 Oct;21(10):e70776. 
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What about the new blood tests for AD?

Fujirebio Lumipulse
• measures a ratio of p-tau217 

and amyloid-beta (42/40)
• Received FDA clearance in May 

2025
• Can both positively identify and 

rule out Alzheimer's pathology
• Able to both positively test for 

and rule out the presence of 
Alzheimer’s pathology

• Many (~30%) may have an 
inconclusive test

Roche Elecsys
• measures levels of the p-tau181 

protein alone
• Received FDA clearance in 

October 2025
• Can rule out Alzheimer’s 97.9% 

of the time.
• The test uses a negative 

predictive value and helps to 
rule out Alzheimer’s in 
individuals

• Many (~30%) may have an 
inconclusive test

https://www.nature.com/articles/d41586-025-03394-w

How will these blood tests change our 
care?
• Currently, about 92% of adults 

with mild cognitive impairment 
might go undiagnosed

• Neurologists have hailed the 
new blood tests that measure 
biomarkers of Alzheimer’s to be 
a major turning point for 
diagnosing the disease and 
distinguishing it from other 
conditions related to cognitive 
decline

https://www.nature.com/articles/d41586-025-03394-w

U.S. POINTER
• National data indicate that up to 

35% of older adults do not meet 
physical activity guidelines

• 81% consume suboptimal diets

• 55% meet criteria for metabolic 
syndrome (≥3 risks)

• These estimates highlight the 
prevalence of eligibility-targeted 
characteristics and support 
generalizability to the broader US 
population. 

Baker et al., JAMA. 2025 Aug 26;334(8):681-691
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U.S. POINTER

What was the intervention?

• Intervention: Costly gym membership, dietary restrictions, costly computerized 
memory & thinking programs, health coaching beyond your PCP

• Placebo: Health literacy and education and then pick your own approach

Baker et al., JAMA. 2025 Aug 26;334(8):681-691

Change From Baseline in Global Cognitive Function 
Composite Score (Primary Outcome) by Structured vs Self-
Guided Lifestyle Interventions

• Bothe the treatment 
and intervention arms 
improved over time

• The intervention was 
statistically better

• The difference was 
actually quite small

• Let’s try to put the 
benefit in context…

Baker et al., JAMA. 2025 Aug 26;334(8):681-691
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We need to understand average decline, 
learning effects, and change due to the 
study

Hayden et al.,  Age and Ageing, Volume 40, Issue 6, November 2011, Pages 684–689
Wilson et al., Neurobiology of Aging, Volume 66, 2018, Pages 122-130,

We can use this to inform on the clinical 
meaningfulness of the study changes 
seen
• If we use moderate change 

given a high-risk group was 
enrolled this is 0.19/year

• Using learning effect adjusted 
scores at 0.101 & 0.071

• We can then convert this to an 
annual time interval

• This could buy up to ½ a year 
for every year we engage in 
healthy activities

• The difference between 
structured vs, on your own is 
about 8 weeks per year

So, let’s get started today 
with a brain health program!
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What about DLB?

Slides from Dr. Galvin, CTAD 2024: https://ir.cogrx.com/wp-content/uploads/2025/01/2025-ILBDC-Galvin-SHIMMER-Conf-Slides.pdf

Study Design

Slides from Dr. Galvin, CTAD 2024: https://ir.cogrx.com/wp-content/uploads/2025/01/2025-ILBDC-Galvin-SHIMMER-Conf-Slides.pdf

Top-line results
The Phase 2 SHIMMER study on CT1812 for dementia with Lewy bodies 
(DLB)
Cognitive function: There was a 91% reduction in cognitive fluctuations (a 
hallmark of DLB) compared to placebo. 
Behavioral symptoms: Patients treated with CT1812 showed an 86% 
improvement in neuropsychiatric symptoms, with particularly strong 
reductions in anxiety and hallucinations. 
Functional ability: Participants preserved 52% more of their functional 
ability compared to the placebo group, as measured by their ability to 
perform daily living activities. 
Motor function: A 62% slowing in the progression of motor decline was 
observed in the treatment group versus placebo. 
Caregiver impact: Caregiver distress caused by behavioral symptoms was 
also shown to improve in the treatment group. 
https://www.neurologylive.com/view/ct1812-meets-primary-end-point-phase-2-shimmer-study-dementia-lewy-bodies
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Slides from Dr. Galvin, CTAD 2024: https://ir.cogrx.com/wp-content/uploads/2025/01/2025-ILBDC-Galvin-SHIMMER-Conf-Slides.pdf

Slides from Dr. Galvin, CTAD 2024: https://ir.cogrx.com/wp-content/uploads/2025/01/2025-ILBDC-Galvin-SHIMMER-Conf-Slides.pdf

Slides from Dr. Galvin, CTAD 2024: https://ir.cogrx.com/wp-content/uploads/2025/01/2025-ILBDC-Galvin-SHIMMER-Conf-Slides.pdf
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Slides from Dr. Galvin, CTAD 2024: https://ir.cogrx.com/wp-content/uploads/2025/01/2025-ILBDC-Galvin-SHIMMER-Conf-Slides.pdf

Slides from Dr. Galvin, CTAD 2024: https://ir.cogrx.com/wp-content/uploads/2025/01/2025-ILBDC-Galvin-SHIMMER-Conf-Slides.pdf

Slides from Dr. Galvin, CTAD 2024: https://ir.cogrx.com/wp-content/uploads/2025/01/2025-ILBDC-Galvin-SHIMMER-Conf-Slides.pdf
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Slides from Dr. Galvin, CTAD 2024: https://ir.cogrx.com/wp-content/uploads/2025/01/2025-ILBDC-Galvin-SHIMMER-Conf-Slides.pdf

What is CT1812?

What else does it do?
• Autophagy influences dementia by 

clearing cellular waste, including 
toxic protein aggregates like 
amyloid-beta and tau, that are 
hallmarks of diseases like 
Alzheimer’s

• When autophagy is impaired, 
these proteins build up, and 
damaged organelles are not 
cleared, leading to neuronal 
dysfunction, inflammation, and 
disease progression

• Targeting and enhancing 
autophagy is therefore being 
explored as a potential therapeutic 
strategy to slow dementia. 

Eshraghi et al., Pharmacology & Therapeutics, Volume 237, 2022, 108171
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SHINE: Cognitive outcomes in AD with 
CT1812

https://ir.cogrx.com/press_releases/cognition-therapeutics-announces-results-of-pre-specified-analysis-of-shine-study-data-presented-at-ctad/

Currently underway 
nationally!

• Encourages those that have been on lecanemab for > 6 months to 
join as well as those that do not want or are ineligible 

• Works through a different pathway that may augment response with 
a combination therapy approach

What to 
watch in 

2025-
2026?
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Top line results coming out on 
semaglutide…
• These will be presented at CTAD 2025 in early December

Let’s see 
the graphic!

It would be incredible if 
this could slow decline 
by 67% as the 
secondary analyses 
suggest!

Stay 
tuned…

It’s an exciting 
time for us all!
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What about opening the use of anti-amyloid 
therapies to the 1/3 of memory normal 

persons that are already building up 
Alzheimer’s plaques?

• Trailblazer 3

• AHEAD

Trailblazer 3: results out May 2026 
(NCT05738486)  
• This double-blind, placebo-controlled trial used a plasma 

phosphorylated tau-217 (p-tau217) assay to detect AD pathology for 
eligibility and a decentralized design to enhance screening and 
enrollment

• After nine monthly infusions, clinical assessments continue every 6 
months with a time-to-event primary outcome. A sub-study will 
evaluate longitudinal changes in amyloid and tau positron emission 
tomography (PET).

• Participants 55–80 years of age were screened (N = 63,124). 
• Plasma p-tau217-eligible participants were enrolled (N = 2196), with 

Clinical Dementia Rating (CDR) scale-Global score (CDR-GS) of 0 
(n = 1202) and 0.5 (n = 664). 

• Plasma p-tau217 eligibility increased with age, differing across races 
and ethnicities. 

Yaari et al., 2025; 21:e70662. https://doi.org/10.1002/alz.70662

Trailblazer 3 eligibility?

Yaari et al., 2025; 21:e70662. https://doi.org/10.1002/alz.70662
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Trailblazer 3 stage of biological disease 
(tau)

Yaari et al., 2025; 21:e70662. https://doi.org/10.1002/alz.70662

AHEAD: results out in January 2031
(probably sooner in summer/fall 2028)

• Using Leqembi in 
persons with 
amyloid that do not 
yet have cognitive 
decline

• Confirm or extend 
Trailblazer 3 results

• Both could be 
positive or negative, 
or they could differ?

Rafii et al., Alzheimers Dement. 2023 Apr;19(4):1227-1233. 

AHEAD study: treatment regimen

Rafii et al., Alzheimers Dement. 2023 Apr;19(4):1227-1233. 
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Baseline data should be out 
this December 2025 at CTAD

But, will only one work? Will they both 
work? Will both fail? They do different 
things…
• Lecanemab 

targets 
oligomers, 
protofibrils, 
fibrils and 
plaques

• Donanemab 
only targets 
plaques

• Will it make a 
difference?

Leqembi

Kisunla

What does the science say?

AHEAD (Lecanemab)
• Targets an earlier stage of 

amyloid accumulation
• Removes plaques in 12-18 

months
• Needs to be continued for 

maximal benefit (oligomers?)
• Small substudy showed no 

decline in CDR-SOB at 18 
mos in low tau persons 

Trailblazer 3 
(Donanemab)
• More effectively targets a later 

stage of amyloid plaques
• Removes plaques in 6-12 

months
• Once the plaques are removed 

it may longer be effective?
• Slowing in 36% of 

low/moderate and only 29% 
combined population in CDR-
SB

Direct comparisons cannot be made as the studies used 
different populations that were characterized in different ways 
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There is  
much, 
much, 
much 

more to 
come!!!

Remember that better 
medicines & an eventual cure 
may take thousands of more 
compounds, tens of thousands 
of more willing research 
participants, & hundreds of 
billions of more funding!

Let’s talk…
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