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Diagnostic Criteria for Alzheimer
Disease
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“Probable” Alzheimer Disease: 2011
NIA/AA Criteria

. Meets criteria for dementia

. |nsidious onset

. Evidence of progression




Presentations of AD
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-undamental Principles

. |t Is necessary to separate syndrome from biology

. AD is defined by its biology with the following implications:

. The disease Is first evident with 3-amyloid plaques, and later neocortical tau




Diagnosis of Alzheimer Disease

- AD can be established by abnormality on a single Core 1 biomarker

. At present, the following CSF, plasma, or imaging biomarkers can be
diagnostic of AD: amyloid PET, CSF AB42/40, CSF p-tau181/AR42,




Qualifiers on Biological Diagnosis

. Only biomarkers proven accurate should be used (=90%

. Clinical jJudgement is always required

- In the absence of approved interventions for asymptomatic individuals,




Core Biomarkers

Biomarker Category
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Additional Biomarkers
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Clinical Staging of the AD Continuum

. Stage 0 - Asymptomatic, deterministic gene

. Stage 1 - Asymptomatic, biomarker evidence only

. Stage 2 - Transitional decline: mild detectable change, but minimal impact on daily
function




Integrated Biological and Clinical
Staging
Stage 0 Clinical Clinical Clinical Clinical
Stage 1 Stage 2 Stage 3 Stages 4-6
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Do We Always Need Biomarkers”

- Diagnosis can still be made under the 2011 criteria for those people not candidates
for treatment with a monoclonal antibody against amyloid (ie, those with moderate-
severe dementia

- At this point, biomarkers should not be used in asymptomatic individuals (ie to
predict likelihood of developing dementia in the future
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Drug Treatments as of 2022

. Cholinesterase inhibitors (CEls

- Donepezil (Aricept®) - start at 5 mg daily, increase to 10 mg daily

- Rivastigmine (Exelon®) - start at 1.5 mg BID, increase monthly to 6 mg BID; or 4.6 mg/24 hr patch
daily and increase monthly to 13.3 mg/24 hr daily skin patch




Brexpiprazole (Rexulti®): An Answer to
Managing Agitation?

. Results similar to other antipsychotics, but sponsoring company artfully managed
results for presentation to FDA

- Drug has minimal effect on agitation compared to placebo

. Brexpiprazole costs over $1000 per month, compared to $10/month for
e diiel Alela]s) AT




New [reatments Aimed at AD Biology

- Monoclonal antibodies against AB-42 protein

+ Aducanumab (Aduhelm®) - now withdrawn from the market




Monoclonal Antibodies Against Amyloio
MABS

- Humanized monoclonal IgG1 antibody directed against aggregated
soluble forms of AB-42 and insoluble forms (lecanemalb) or directed
against insoluble, “plaque” form of AB-42 (donanemab

- First fully-approved treatments aimed at the unique pathology of AD




Amyloid Related Imaging Abnormalities
ARIA

.+ The "peculiar” side effect of MABs




Amyloid Related Imaging Abnormalities
ARIA

. Can occur spontaneously in Alzheimer Disease, more common Iin
those treated with MABs

. ARIA typically occurs early in course of infusions, Is usually
asymptomatic, and usually resolves; recurrent ARIA is rare




| ecanemab

. CLARITY was a Phase 3, randomized, double-blind, parallel-group
study of lecanemab vs placebo

- 1795 patients aged 50-90 diagnosed with MCI (2/3) or mild dementia



CLARITY Trial

- Inclusion: diagnosis of MCI or mild dementia due to Alzheimer Disease;
age 50-90; MMSE = 22; positive amyloid PET or CSF biomarkers




CLARITY Trial




CLARITY Trial

.+ Overall 27% less progression in treated group over 18 months




ARIA In CLARITY




ARIA In CLARITY by Apok Status




Donanemab

- TRAILBLAZER-ALZ 2 was a Phase 3, randomized, double-blind, parallel-group study of donanemab
vs placebo

- 1736 patients aged 60-85 diagnosed with MCI (1/5) or mild dementia (4/5), defined by MMSE 20-28,
randomized to drug or placebo

. Treated with donanemab infusion g4 weeks, for 18 months; initial 3 infusions 700 mg each,




TRAILBLAZER Trial

. Inclusion: diagnosis of MCI (defined as MMSE = 27) or mild dementia
due to Alzheimer Disease; age 60-85; MMSE 20-28; positive amyloid
el nositive talL Pl




TRAILBLAZER Trial




TRAILBLAZER Trial

. Overall 35% less progression on IADRS in low-medium tau group over
18 months; 22% less progression in combined group

- All but one endpoint met statistical significance for combined group




ARIA In TRAILBLAZER




ARIA In TRAILBLAZER by Apok Status




TRAILBLAZER-ALZ © Irial

. This study explores alternative dosing regimens for donanemab
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Process of Selecting and Treating
Patients Using MABS

. Diagnose MCI or mild dementia, MMSE >22, aged 50-90 for lecanemab; MMSE 20-
28, aged 60-85 for donanemab

- Do not treat if on anticoagulant; if history of stroke within past 12 months; history of
Immunologic disease (eg lupus, rheumatoid arthritis, Crohn’s disease) or systemic
reatment with Immunosuppressants; treatment with another monoclonal antibody




Process of Selecting and Treating
Patients Using MABS

. Must prove amyloid is present in brain, using one of three biomarkers:

. CSF AB42/AB40 or p-tau 181/AR42




Monitoring for ARIA

. Repeat MRI for any symptoms possibly due to ARIA (dizziness,
headache, increased confusion, vision changes

. |[f asymptomatic and on lecanemab, surveillance MRI after infusions 4,
B.apna. .3




Monitoring for ARIA

Aria-E on MRI No symptoms Mild symptoms Moderate symptoms Severe symptoms
Mild Continue dosing Discontinue dosing
Moderate Discontinue dosing
Severe Discontinue dosing | Discontinue dosing | Discontinue dosing | Discontinue dosing
Aria-H on MRI
Mild Continue dosing Discontinue dosing

Moderate

Severe

Discontinue dosing

Discontinue dosing

Discontinue dosing

Discontinue dosing

Discontinue dosing




Insurance Coverage for MABS

To recelve Medicare coverage, people will need to:

be enrolled iIn Medicare,

be diagnosed with mild cognitive impairment or mild Alzheimer's
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Do the Monoclonal Antibodies Make the
Cholinesterase Inhibitors Obsolete?

Cholinesterase Inhibitors (eg donepezil) remain important treatments for
dementia due to Alzheimer Disease, and also for treatment of Dementia
with Lewy bodies




Questions?
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