OSUWMC Clinical Practice Guideline June 2023

Anti-Amyloid Monoclonal Antibody Prescribing in Patients with Alzheimer’s

What You Need to Know
Aducanumab and Lecanemab are amyloid beta-directed human immunoglobulin G1 (IgG1) monoclonal antibody indicated for the
treatment of Alzheimer’s disease (AD).
They work by binding to both aggregated soluble and insoluble forms of AB, which includes oligomers, protofibrils, and fibrils.
Treatment with anti-amyloid monoclonal antibodies should be initiated in patients with Mild Cognitive Impairment (MCl) due to AD or
mild AD dementia stage of disease, the population in which treatment was initiated in clinical trials. There are no safety or effectiveness
data on initiating treatment at earlier or later stages of the disease.
It should be noted continued approval for this indication may be contingent upon verification of clinical benefit in confirmatory trials
(see references 1-5 for drug trial information).
The full process of evaluation, selection and treatment should be managed by the Memory Disorders Clinic in Neurology; the general
practitioner/PCP should make a referral to Neurology (614-293-4969) as soon as cognitive decline/memory disorder is suspected.

Algorithm 1: Anti-Amyloid Monoclonal Antibodies Patient Selection
Completed by Memory Disorders Clinic Staff

Screen the patient, informant, or both by asking the following cognitive
triage questions:

Does the patient have a current diagnosis or problem with memory or

T Definite “NO” to
thinking? — any question STOP: Patient is not a candidate
Have the problems with memory or thinking been present for at least 6

months?
Has the patient or anyone else noticed a decline in memory or thinking
in the past year?

I
“YES” or “POSSIBLY” to
all questions
A4

Provider must review neuroimaging and
determine the degree of depression for
candidate determination

Does the patient have a history of strokes, brain
bleeding, head trauma, or severe depression?

I
NO
A 4

Complete screening of the patient, informant, or both by asking the
following cognitive questions:

O Does the patient have a pacemaker, metal brain aneurysm clip, or other
metal object, or other reason that will not allow the patient to have an
MRI scan?

Is the patient on anticoagulation medication? “YES” TO L .

Does the patient have a/an International normalized ration (INR) > 1.5, " ANY QUESTION_>
platelet count < 50,000, or untreated bleeding disorder?

Is there any reason the patient would be unwilling or unable to have a
lumbar puncture or amyloid PET brain imaging?

If female, is the patient pregnant or breastfeeding?

If female and of child-bearing potential, is the patient unwilling or
unable to practice contraception?

I
“NO” TO ALL QUESTIONS
Y

Continue to Algorithm 2
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Algorithm 2: Required Initial Assessments

The patient MUST have an MRI Brain with diffusion weighted, T1, FLAIR, and
T2* GRE or SWI sequences in the past year.

Does MRI reveal any condition (other than AD) that might contribute to
tient’ itive i i t, Amyloid Related | ing Ab liti
patient’s cognitive |mpa|.rmen , Amyloid Related Imaging Abnormalities VES STOP: Patient is NOT a candidate
Edema (ARIA-E), > 4 micro-hemorrhages, > 1 cm macrohemorrhage,
or > 1 area of superficial siderosis?

'\g) Appropriate patients scores:
e  SAGE or Brain Test: 210
Administer one of the following cognitive assessment questionnaires: e  MMSE: >21
e Self-Administered Gerocognitive Examination (SAGE) e Montreal Cognitive Assessment
e BrainTest (digital equivalent) (MoCA):
° o 217 with at least 1 domain of
impairment

Equivalent brief multi-domain cognitive assessment

Do the results indicate impairment in < 1 or > 4 domains (memory, . .
. . . . YES STOP: Patient is NOT a candidate
executive, attention, language, visuospatial)?

I
NO
Y

Administer Neuropsychiatric Inventory Questionnaire (NPI-Q)
OR Equivalent brief psychiatric symptom inventory

v

Evidence of major depression or other concerning psychiatric
symptom(s) present that would make monthly IV infusions unsafe or YES
impractical?

STOP: Patient is NOT a candidate

NO

v

Complete Activities of Daily Inventory (ADL):
Functional Activities Questionnaire (FAQ)
OR Equivalent functional assessment

y

Decline due to cognition with loss of independence, requiring hands-on
assistance at least some of the time in < 1 or > 4 instrumental ADLs YES
OR ANY basic ADL
[

NO
\J

Continue to Subsequent Assessments

STOP: Patient is NOT a candidate
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Table 1. Subsequent Assessments

NOTE: Include patient and care partner in decision-making. Discussion should include requirements for therapy, potential adverse events, required safety monitoring, and

potential benefits.

Cognitive

Laboratory Workup Considerations

Ongoing Monitoring

Provider evaluation MUST include detailed
neurological and physical examination to discern
presence of Mild Cognitive Impairment (MCI) due to
AD or mild AD dementia stage of disease.

e Cognition decline cannot be explained by any
condition other than AD, including:

o Behavioral symptoms, medications,
reversible causes, substantial
concomitant cerebrovascular disease,
core features of dementia with Lewy
bodies (DLB), prominent features of
behavioral variant frontotemporal
dementia (FTD) or prominent features of
semantic or non-fluent/agrammatic
variants of primary progressive aphasia
(PPA)

e Additional laboratory assessment may be required
to rule out other causes of cognition impairment.

e Diagnosis may require more detailed
neuropsychological evaluation(s) to determine the
pattern of cognitive decline and severity level
consistent with MCl due to AD or mild AD
dementia.

Patient MUST have positive amyloid testing either by:
1. Amyloid PET neuroimaging — OR —

2. Lumbar puncture for CSF amyloid beta 42, tau,
and p-tau (ensure normal platelets, INR, PT and
PTT labs)

=  Patient preparation: 12 hours prior to
procedure, the patient should not take
multivitamins or dietary supplements
containing biotin.

=  Specimen volume: 2 mL

=  Specimen collection: Perform lumbar
puncture and discard the first 1 to 2 mL of
cerebrospinal fluid (CSF). Collect 2 mL of
CSF directly into a low bind
polypropylene tube using drip method
(Polystyrene collection tubes are NOT
acceptable and may result in falsely low
Abeta42 concentrations).

=  Send CSF in tube to OSU lab (in [HIS,
order: Alzheimer’s Disease Eval, CSF)

e  Provider to determine if optional genotyping for
ApoE with or without genetic counseling is desired,
as ApoE €4 genotype increases the risks of anti-
amyloid monoclonal antibodies.

e  Monitor cognition and function every 6 months
o If patient progresses to moderate AD
stages either by cognitive impairment or
functional decline, anti-amyloid
monoclonal antibody therapy should be
discontinued OR
o Provider to enter statement in IHIS that
cognitive or functional declines was
unrelated to AD progression and that
anti-amyloid monoclonal antibody is still
appropriate.
e  Repeat amyloid PET or CSF amyloid levels after
78 weeks, then every 6 months if on treatment.
e Discontinue anti-amyloid monoclonal antibody if
amyloid levels are lowered to normal range.
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Table 2. Anti-Amyloid Monoclonal Antibodies

e  Order in IHIS: Ambulatory Referral Infusion: Infusion Morehouse
o Inthe comments add: Aducanumab or Lecanemab
e Note: Prior authorization (PA) is required for some insurance plans.
o Infusion staff will obtain the PA if required and notify patients of approval and co-pay status. CMS will pay as per labeling.

Aducanumab Infusion and Titration Schedule: Titrate to the highest dose

Infusion (every 4 weeks) Dose (administer over 1 hour) e Patients should be asked about the following symptoms prior to each infusion:
o Confusion, dizziness, visual disturbances, nausea, headache, vomiting, gait or
Infusion 1 and 2 1 mg/kg coordination disturbance, tremor, or seizure.
] o If a patient experiences any of the symptoms above, a clinical evaluation and MRI
Infusion 3 and 4 3 mg/ke brain should be performed.
Infusion 5 and 6 6 mg/kg . MBI brain (must include dlff'u5|or'1 weighted, FLAIR, and T2 GBE or SWI sequences)
prior to 57, 71, 9™ and 12t infusions® for aducanumab and prior to 5%, 7t and 14t
Infusion 7 and beyond 10 mg/kg infusion for lecanemab to evaluate for asymptomatic ARIA.
e Provider to review scans prior to next infusion to determine if infusion should take
Lecanemab Infusion Schedule: place.
Infusion (every 2 weeks) Dose (administer over 1 hour) Adverse event reporting line: 1-833-425-9360
All infusions 10 mg/kg each dose

Table 3. Amyloid Related Imaging Abnormalities: Types and Severity Grading

Radiographic Severity
ARIA Type
Mild Moderate Severe
FLAIR hyper-intensity > 10 cm, often with
FLAIR hyper-intensity confined to sulcus and/or . . . L P . Y .
. . . FLAIR hyper-intensity 5-10 cm, or > 1 site of significant subcortical white matter and/or
ARIA-E cortex/ subcortical white matter in one . . .
. involvement, each measures < 10 cm sulcal involvement. One or more separate sites
location <5 cm .
of involvement may be noted.
ARIA-H <4 new incidents 5-9 new incidents > 10 new incidents
Micro-hemorrhage micro-hemorrhages micro-hemorrhages micro-hemorrhages
ARIA-H 1 focal area of 2 focal areas of > 2 focal areas of
Superficial Siderosis superficial siderosis superficial siderosis superficial siderosis
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Algorithm 3: ARIA Findings and Infusion Holding or Discontinuation

Amyloid Related Imaging Abnormalities (ARIA)

\

If ARIA is present, careful clinical evaluation should be performed
prior to continuing treatment

\ v v v

Symptomatic ARIA Asymptomatic Moderate to Severe ARIA-E Asymptomatic Mild ARIA-E
(ARIA with Clinical Symptoms) or Moderate ARAIA-H or Mild ARIA-H

Y Y Y Y

e The dose should be temporarily
suspended e The dose should be temporarily
e  Obtain MRI with diffusion suspended

Asymptomatic Severe ARIA-H

Discontinue anti-amyloid

monoclonal antibodies e Continue infusions at current

weighted, FLAIR, and T2* GRE or
SWI every 4 weeks until resolution
of clinical symptoms and

Obtain MRI with diffusion weighted,
FLAIR, and T2* GRE or SWI every 4
weeks until resolution of ARIA-E or

schedule with caution
Obtain MRI diffusion weighted,
FLAIR, and T2* GRE or SWI every 4

weeks until resolution of ARIA-E or
until radiographic stabilization (i.e.,
no increase in size or number of
ARIA-H) appreciated

resolution of ARIA-E or until the
MRI demonstrates radiographic
stabilization of ARIA -H (i.e., no
increase in size or number of ARIA-
H) prior to restarting infusion

| |
Y

For aducanumab only:
Dosing suspended for < 3 doses?

rSuspended <3 dosesJ—Suspended > 3dosesj

Continue infusions at current schedule

until the MRI demonstrates
radiographic stabilization of ARIA -H
(i.e., noincrease in size or number of
ARIA-H) prior to restarting infusion

Resume at a dose level one step
below that previously administered
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Quality Measures

e Evidence of ambulatory referral to the infusion clinic with
the specific anti-amyloid monoclonal antibody in the
order comments

e Number of infusion visits per patient since ambulatory
referral

e Number of brain MRIs completed since ambulatory
referral

e Evidence of qualifying diagnosis for treatment

e Evidence of amyloid positive results to support diagnosis

e Evidence of MRIs obtained PRIOR to the 5%, 7", 9th and
12* aducanumab infusions and evidence of MRIs
obtained PRIOR to the 5™, 7t and 14" lecanemab
infusions
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Disclaimer: Clinical practice guidelines and algorithms at The
Ohio State University Wexner Medical Center (OSUWMC) are
standards that are intended to provide general guidance to
clinicians. Patient choice and clinician judgment must remain
central to the selection of diagnostic tests and therapy.
OSUWMC’s guidelines and algorithms are reviewed
periodically for consistency with new evidence; however, new
developments may not be represented.
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