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The amyloid-
beta pathway:

a key player in the
pathogenesis of AD

Experts now know or decades, clinicians have been
that Alzheimer’s unable to offer a treatment to slow
. . F the cognitive and functional decline
_dlsease 1= _decades - of their patients with Alzheimer's
in the maklng_and disease (AD). Cholinesterase
one of the main inhibitors are formulated to preserve
culprits is the  memory by preventing acetylcholine breakdown, but
accumulation of these agents lose effectiveness as the disease progresses
amy loid-beta and less acetylcholine is produced.' The N-methyl-D-
that triggers asparta;te re?iptor ﬁantagor:iist memantine has Zhown
some clinical benefit in moderate-to-severe AD but no
downstrea m. effects efficacy in early-stage AD.?

and, ultima t_e ly, Investigators, however, have continued to search for
neurode genera tion. answers, probing alternative treatment targets to attempt
to slow or even halt AD’s debilitating effects. One such
target, the amyloid-beta cascade, is in the forefront of
research. Through this pathway, amyloid-beta proteins
proliferate, aggregate and lead to amyloid plaques and,
ultimately, tau tangles that diminish cognition and
function. Newer agents on the market and in the pipeline
have shown efficacy in mild-to-moderate AD by targeting
this pathway and eliminating amyloid plaques, and these
findings are providing patients and their families with

new hope against a difficult-to-manage disease.
Continued on page 4 »
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“Itis essential to control amy-
loid-beta as the place to start to
find theright therapy to prevent
ortreat dementia,” says Samuel
E. Gandy, MD, PhD, Professor of
Alzheimer’s Disease Research
and Associate Director of the
Alzheimer’s Disease Research
Center at Mount Sinai Medical
Center in New York City.

The amyloid-beta
cascade

Researchers have been follow-
ing the amyloid-beta pathway
since the mid-1980s, when the
protein and its amino acid se-
quence were strongly associat-
ed with Down syndrome and,
soon after, AD.® Through the
1990s and early 2000s, stud-
ies that focused on autosomal

Figure 1.

dominant AD genes, genetic
risk factors for amyloid-beta
accumulation and AD-related
biomarkers, provided evidence
that AD pathophysiology begins
to develop decades before the
onset of symptoms.?

“There are believers in this
hypothesis, and there are dis-
believers,” says Pierre N. Tariot,
MD, Institute Director of the
Banner Alzheimer’s Institute
in Phoenix and Co-director of
the International Alzheimer’s
Prevention Initiative. “The bot-
tom line is that there is strong
genetic evidence thatamyloid is
in some cases sufficient to cause
Alzheimer’s dementia and in
other cases necessary, but some
say that this hasn’t been fully
determined.”

What is known is that many
people accumulate amyloid de-
posits in the brain as they age.
As part of thenormal molecular
life cycle, the amyloid precur-
sor proteins (APPs) from which
amyloid-beta is developed are
cleaved by alpha-secretase pro-
teolytic enzymes, resulting in
harmless amyloid fragments.
Alternatively, some APPs are
processed by gamma-secre-
tase and beta-secretase en-
zymes, causing the resulting
amyloid fragments to misfold
and proliferate, leading to an
imbalance in amyloid-beta pro-
duction and breakdown com-
mon among people with AD.?

Misfolded amyloid-beta pro-
teins initially are produced as
soluble monomers; these mono-
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mers then proliferate and ag-
gregate into larger soluble
forms, including dimers and
trimers, oligomers and pro-
tofibrils. Some of these aggre-
gations later become insoluble
fibrils that ultimately develop
into insoluble plaques; both for-
mations are associated with syn-
aptic dysfunction in AD.?

Aside from proliferation,
other factors that contribute
to brain amyloid-beta build-
up in AD include changes in
receptor expression that dic-
tate amyloid-beta movement
between the brain and blood,
as well as altered flow and ab-
sorption of cerebrospinal flu-
id during aging.?

Plaque development
and AD: decades

in the making

As amyloid plaques keep de-
veloping and proliferating into
an “amyloid bloom,” Dr. Tariot
notes, they initiate the abnor-
mal processing and accumu-
lation of tau proteins and, ul-
timately, tau tangles. “It’s the
tangle severity, not the amyloid
burden, that is correlated with
the degree of cognitive impair-
mentina patient who has symp-
toms,” he adds.

Through decades of investi-
gation, researchers identified
amyloid protein accumulation
inthebrain as an upstream pro-
cess thatbegins decades before
AD symptoms develop (see
Figure 1). This has led investi-
gators to hypothesize that if
the amyloid-beta cascade and
plaque production could be de-
tected and disrupted, the pro-
gression of AD and its devas-
tating effects could be delayed
and perhaps halted.

Researchers have responded
by developing agents formulat-
ed to disrupt specific segments
of'the cascade. Since 2016, sev-
eral molecules have been cre-
ated to either prevent amyloid
proteins from aggregating or
inhibit the beta-secretase and
gamma-secretase enzymes that
misfold amyloid proteins. But
so far, neither mechanism of
action has shown efficacy in
slowing AD-related cognitive
and functional decline.*

A novel approach to
slowing progression
A more recent mechanism for
disrupting the pathogenesis
thatleads to plaque has involved
development of amyloid-
targeting agents, synthetic
monoclonal antibodies that
interact with different aspects
of'the cascade and prompt the
immune system to detect and
destroy soluble and insoluble
amyloid formations, including
plaques. While earlier amyloid-
targeting antibodies have
not shown efficacy, more
recently developed agents in
this class have been shown in
clinical trials to slow clinical
progression of early-stage AD
compared with placebo.>®

“In an 18-month trial period,
persons on one of these agents
are likely to have about 5 to 6
more months of preserved
higher level of functioning
compared with patients not
receiving the treatment,” Dr.
Tariot says. “That is, patients
receiving these agents are
about a third better off
after 18 months, and there is
thinking that if the treatment
were to be continued, that
treatment difference might

“THE DATA ON
TREATMENTS
TARGETING
AMYLOID-BETA
ARE VERY
ENCOURAGING.
ITIS THE MOST
HOPEFUL
MECHANISM
OF ACTION
WE HAVE
SEEN SO FARY”

—Samuel E. Gandy,
MD, PhD

continue to increase over time.”

Adds Dr. Gandy, “The
data on treatments targeting
amyloid-beta are very encour-
aging. It is the most hopeful
mechanism of action we have
seen so far.”

Caution is necessary

in certain patient
populations

It is important to note that
amyloid-targeting antibodies
carry arisk of amyloid-related
imaging abnormalities (ARIA),
which is the most common
adverse effect of these agents.
ARIA is believed to be caused
by neuroinflammation or
vascular rupture associated
with plaque removal.?

ARIA is usually asymp-
tomatic, but in some cases, it
can cause headaches, wors-
ening confusion, dizziness,
visual disturbances, nausea
and seizures.’ It is most com-
monly associated with edema
(ARIA-E) or hemorrhage
(ARIA-H); either subtype has
been reported in about 40% of
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patients receiving these agents
based on imaging tests, with
one-quarter of patients report-
ing symptoms.'®

Researchers also have found
that ARIA-E is more prevalent
at treatment initiation, at high-
er dosages, among patients

“IT IS ESSENTIAL TO
CONTROL AMYLOID-
BETA AS THE PLACE
TO START TO FIND THE
RIGHT THERAPY TO
PREVENT OR TREAT
DEMENTIA.”

—Samuel E. Gandy, MD, PhD

with more than four micro-
hemorrhages at baseline, and
among patients who carry the
ApoFA4 gene.® Therefore, genet-
ic testing for the ApoE4 gene is
strongly recommended before
administering an amyloid-tar-
geting antibody, Dr. Tariot ad-
vises. In addition, studies have
found that the risk of ARIA-H
increases with age and cerebro-
vascular disease.’

Promising studies
continue to explore
anti-amyloid therapies
Targeting the amyloid-beta
cascade holds significant
promise for AD treatment and
is among the most common
mechanisms of action of AD
agents now in development.
About 25 therapies targeting
different aspects of the cascade
are in various clinical trial
stages, as are agents that target
alternative pathways associated
with AD pathophysiology such
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as inflammation, oxidative
stress and synaptic function."
Currently, anti-amyloid anti-
bodies are administered by in-
travenous infusion, but subcu-
taneous formulations also are
being developed. One subcuta-
neous molecule has received
FDA fast-track designation,"
while others are in early-stage
clinical trials. “This could be a
major game-changer,” Dr. Tari-
ot says. “Patients wouldn’t need
to go into an infusion center.
You could use an autoinjector
at home.” He adds that, in ad-
dition to convenience, ease of
use and cost-effectiveness, sub-
cutaneous amyloid-targeting
antibodies may reduce ARIA-E
incidence compared with intra-
venous formulations, as peak
druglevels would be lower with
the subcutaneous versus the
intravenous version.

Could AD be
prevented?

As research into slowing AD
progression continues, some
investigators are turning their
attention to stopping the dis-
ease before it develops. There
are large clinical trials study-
ing whether amyloid-targeting
antibodies can prevent AD in
people who are at known risk
of the disease but who don’t
yet have cognitive or function-
al symptoms.

For example, in one AD pre-
vention trial, unimpaired par-
ticipants ages 55 to 80 with
elevated or intermediate lev-
els of amyloid confirmed by
brain imaging will receive an
amyloid-targeting therapy or
placebo to determine if the
agent can prevent plaques
and tau tangles from develop-

ing and thereby prevent AD in
older persons at risk of the dis-
ease. Study completion is sched-
uled for 2027.1

In another AD intervention
trial, unimpaired participants
ages 55to 80 who are at risk of
developing AD based on blood
biomarkers will receive an
amyloid-targeting therapy or
placebo to determine if the

Illustration by John Holcroft / Ikon Images

agent can prevent AD in older
persons at risk of the disease.
Study completion is also sched-
uled for 2027.1

Although previous AD pre-
vention studies have not yield-
ed clinically meaningful results,
Drs. Tariot and Gandy say the
concept still is worth explor-
ing given the performance of
amyloid-targeting antibodies

in removing brain plaques in
clinical trials. “Can you stave
off the so-called downstream
effects on tau and inflamma-
tion and membrane func-
tion and essentially arrest the
disease course?” Dr. Tariot
asks. “That’s an unknown,
but we should soon be getting
those answers.”

—by Pete Kelly
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Strategies for
diagnosing mild
cognitive impairmen
due to AD
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For patients who have
Alzheimer’s disease (AD),
time lost to diagnostic and treat-
ment delays can mean loss of
cognitive and everyday func-
tioning. Diagnosing AD in its
early stages is critical to form-
ingamanagement plan that can
preserve function for as long as
possible and help patients and
theirloved ones plan for life with
the disease.!

“The earlier the intervention,
the morelikely it is to succeed,”
says Samuel E. Gandy, MD, PhD,
Professor of Alzheimer’s Disease
Research and Associate Direc-
tor of the Alzheimer’s Disease
Research Center at Mount Sinai
Medical Center in New York City.

Mild cognitive impairment
(MCI), an age-related deficit of
memory or thinking that does
notaffect daily functioning, can
bethe firstwarning sign that war-
rants an evaluation to establish
whether AD is the cause.! And
though MClismild, itstill canbe
distressing to both patients and
their families.

“Often, patients with MCI are
painfully aware that something
is wrong, but they don’t know
how to make sense of'it,” says
Pierre N. Tariot, MD, Director
of the Banner Alzheimer’s In-
stitute in Phoenix and Co-di-
rector of the International Alz-
heimer’s Prevention Initiative.
“They don’t know what’s going
on. They don’t know how seri-
ousitis, howmuch toworry. And
their loved ones are worried.”

Butitcanbea challenge to dif
ferentiate AD from the myriad
other potential causes of MCI—
from medical conditions and

adverse drug effects to mental
illness, vitamin deficiency and
more.?Constraints on providers’
time and an underlying view of
MCIsymptoms by both patients
and providers as a “normal part
of'aging” also can hinder early
AD diagnosis.!

Fortunately, the road to
identifying AD is becom-
ing clearer, thanks to in-
creased emphasis on the role
of biomarkers—in particular
amyloid-beta—in AD pathophys-
iology, combined with advances
in detecting amyloid-beta before
ADreachesits advanced stages
or even develops. “Biomarkers
are now essential to AD diagno-
sis,” Dr. Gandy says.

Revised guidelines

in development
Researchers have been homing
in on the amyloid-beta cascade
as amajor culprit in AD devel-
opment, and this hypothesis
has paved the way for treat-
ments (see story on p. 2) that
have shown efficacy in slowing
cognitive and functional decline
in AD. It has also fueled a drive
toward earlier AD diagnosis by
detecting amyloid-beta depos-
its before they form plaques
and, ultimately, the tau tangles
associated with AD-related
dysfunction.’?

Because the National Insti-
tute on Aging and the Alzhei-
mer’s Association recognize the
potential biological causes of AD,
they are revising criteria for di-
agnosing and staging the disease
based on existence of both bio-
markers and cognitive and func-
tional changes. The new recom-

mendations will define AD as a
biological disease rather than a
clinical syndrome and present
the disease course as a clinical
continuum that begins with the
appearance of biomarkersbefore
AD symptoms surface.

Under the new criteria, AD
no longer would be classified
asmild, moderate or severe but
in stages similar to the staging
system used for cancer diag-
nosis and management. Based
on symptoms and level of amy-
loid-beta proliferation, patients
with AD would be staged from O
(biomarkers portending future
ADbut currently asymptomatic)
to7 (severe AD symptoms). The
system also includes 4 biologi-
cal stages, from A to D, indicat-
ing extent of biomarker prolifer-
ation.’ Currently, the Alzheimer’s
Association workgroup is revis-

“IT'S IMPORTANT TO
IDENTIFY AND EVALUATE
A PERSON WITH MILD
COGNITIVE IMPAIRMENT
AND RENDER AS CLEAR A
DIAGNOSIS AS POSSIBLE.”

—Pierre N. Tariot, MD

ingadraftofthe guidelinesbased
on scientific input. For updates,
visit aaic.alz.org/nia-aa.asp.

The diagnostic journey

The road to MCI diagnosis typ-
ically begins at the primary
care provider’s office, when ei-
ther the patient or family mem-
bers express concern about

PRACTICE PEARLS @
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Figure 1.

memory loss or “fogginess” or
if the provider notices chang-
es such as loss of insight. This
is where primary care pro-
viders need to start suspect-
ing MCI and its potential caus-
es.! “I think it’s just a matter of
providers having the confi-
dence to do the evaluation a
few times and realize that they
can go through a relatively sim-
ple pathway,” Dr. Tariot says (see
Figure 1). He and Dr. Gandy de-
scribe the steps as follows:

STEP1

Upon clinical suspicion or pa-
tient/family concern, perform
a thorough patient history
to look for past or current ill-
nesses, medications and other
risk factors for MCI, Drs. Gan-
dy and Tariot advise. It is crit-
ical to have a family member
or other knowledgeable care-
giver supplement the history,
if possible. In addition, take a
detailed family history,in par-
ticular to learn if any relatives
had Parkinson’s- or AD-related
dementia or other forms of
dementia.

STEP 2
Nextisastructured neuropsy-
chiatric examination, during
which providers should watch
for lapses in cognition during
the interview and focus onneu-
rological findings that could sug-
gestan alternative etiology for
MCI, such as stroke, Parkinson’s
disease, vascular dementia or
sensory impairment, Dr. Gandy
says. Routine lab tests also are
necessary.

STEP 3

Equally critical to the exam-
ination is gauging the extent
and severity of cognitive im-
pairment, for which numerous
objective assessment tools are
available. The Montreal Cogni-
tive Assessment tool (MoCA) is
one of the more comprehensive
yet easily administered evalu-
ations for assessing cognition,
Drs. Gandy and Tariot say. The
MoCA assesses a range of cog-
nitive abilities, including ori-
entation, short-term memory,
executive function, language,
abstraction, attention, naming
and spatial relations.

A MoCA score between 18
and 25 typically suggests MCI,
with lower scores indicat-
ing more severe impairment.
However, any score of 21 or low-
er should be concerning, Dr.
Gandy says.

For assessing function, the
ADS8 or Functional Assessment
Questionnaire (FAQ) is an effec-
tive tool, Dr. Tariot says. Either
assessment can be administered
in a busy primary care setting
in 10 minutes or less.

STEP 4

Then, routine structural
brain imaging with unen-
hanced magnetic resonance
imaging (MRI) or, if MRI is con-
traindicated, computerized to-
mography (CT) is required to
assess for structural or other
neurological abnormalities.

STEP S5

Next, rule out other causes.
“Thenext step thenis tounder-
stand what we’d be looking for
and to consider what sorts of
culprits can cause mild cogni-

Continued on page 12 »

Steps for diagnosing mild cognitive impairment (MCI) due to Alzheimer’s disease'?
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“BIOMARKERS ARE NOW ESSENTIAL

TO AD DIAGNOSIS.”

tive impairment and need to be
ruled out,” Dr. Tariot says. While
many cases are due to slowly
emerging AD,' he adds that oth-
er identifiable and reversible or
more treatable conditions could
instead betoblame. Theseinclude
brain trauma, infection, mental
illness (e.g., anxiety, depression),
metabolicdysfunction (e.g., type 2
diabetes, hypothyroidism), neu-
rologicdisorder (e.g., vascular de-
mentia) and toxin exposure.

Finally, confirm with
biomarker testing. If AD is
suspected after all other causes
have been ruled out, an amyloid
positron-emission tomography
(PET) scan or cerebrospinal
fluid (CSF) testing can confirm
the existence of amyloid-beta
brain deposits and confirm the
AD diagnosis. While Drs. Gandy
and Tariot say either test modality
is effective, they note that CSF
testing is slightly more sensitive.
“You pick up around 10% more
patients with subtle elevated brain
amyloid that you might miss with
an amyloid PET scan,” says Dr.
Tariot, adding that CSF testing
also measures existence of tau
proteins, another marker that
can help establish AD pathology.
Also consider CSF testing when
clinical features such as amnesia
or hallucinations might point
to specific diagnoses, notes
Dr. Gandy.

However, third-party payers
often dictate the choice of test-
ing modality, and scanning with
amyloid PET, which entails use of
specific radiotracers sensitive to
amyloid proteins, has shown effec-
tiveness in detecting brain amy-

12 Health Monitor Clinician Update

—Samuel E. Gandy, MD, PhD

loid plaques indicative of early- or
later-stage AD. In one study that
followed 11,409 patients with MCI
or dementia, amyloid PET scans
were instrumental in ruling out
AD in patients misdiagnosed with
the disease and in diagnosing AD
among patients in whom the dis-
ease had been missed.®

Blood-based biomarkertesting
(BBBM)is under investigation as
atesting option for amyloid-beta
presence. Data are insufficient to
supportwidespread use of BBBM
asastandalone AD screening test’
but could be used to confirm the
need for CSF testing or amyloid
PET scan. “If the blood test is de-
finitively negative, we’re done for
now,” Dr. Tariot says. “If it’s posi-
tive, let’s confirm that result with
a spinal test or a PET scan.”

When the diagnosis

is MCI due to AD:

next steps

Ifamyloid PET or CSF testing in-
dicates AD, it’s time to discuss dis-
ease management options. The
discussion should start with a
review of how to cope day-to-
day with MCI, then move to the
potential benefits and risks of
available treatments, say Drs.
Gandy and Tariot, in particu-
lar the newer amyloid-target-
ing antibodies that have shown
efficacy in destroying brain
amyloid plaques and slowing
cognitive and functional de-
cline. Most importantly, now that
early-stage AD has been diag-
nosed, both the patient and their
family can be armed with infor-
mation to help maximize their fu-
ture quality of life.

“If Iwere a patient, I'd have a
betteridea of whatliesahead,” Dr.
Tariot says. “I can tell my loved
ones and doctors how I want
my future care plan to be if 1
deteriorate. My loved ones and
Icanbe counseled as towhat 'm
living through now, how to cope
with it better, how to mitigate
things in a practical day-to-day
sense, how to communicate a
little differently...it’s important
toidentify and evaluate a person
with mild cognitive impairment
andrender as cleara diagnosis as
possible.”

—by Pete Kelly
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Recommendations for Dosing Interruptions in Patients with ARIA

ARIA-E

The recommendations for dosing interruptions for patients with ARIA-E are provided
in Table 1.

Table 1: Dosing Recommendations for Patients with ARIA-E

Clinical Symptom ARIA-E Severity on MRI?
Severity' Mild Moderate Severe
Asymptomatic May continue dosing | Suspend dosing® | Suspend
Mild May continue dosing | Suspend dosing® | dosing®
based on clinical
judgment
Moderate or Severe | Suspend dosing®

'Clinical Symptom Severity Categories:
Mild: discomfort noticed, but no disruption of normal daily activity.
Moderate: discomfort sufficient to reduce or affect normal daily activity.
Severe: incapacitating, with inability to work or to perform normal daily activity.
2See Table 3 for MRI severity [Warnings and Precautions (5.1)].
3Suspend until MRI demonstrates radiographic resolution and symptoms, if present, resolve;
consider a follow-up MRI to assess for resolution 2 to 4 months after initial identification.
Resumption of dosing should be guided by clinical judgment
ARIA-H
The recommendations for dosing interruptions for patients with ARIA-H are provided
in Table 2.

Table 2: Dosing Recommendations for Patients with ARIA-H

Clinical Symptom ARIA-H Severity on MRI'

Severity Mild Moderate Severe

Asymptomatic
Symptomatic

May continue dosing | Suspend dosing? | Suspend dosing®
Suspend dosing? Suspend dosing?

'See Table 3 for MRI severity [Warnings and Precautions (5.1)].

2Suspend until MRI demonstrates radiographic stabilization and symptoms, if present, resolve;
resumption of dosing should be guided by clinical judgment; consider a follow-up MRI to
assess for stabilization 2 to 4 months after initial identification.

3Suspend until MRI demonstrates radiographic stabilization and symptoms, if present, resolve;
use clinical judgment in considering whether to continue treatment or permanently discontinue
LEQEMBI.

In patients who develop intracerebral hemorrhage greater than 1 cm in diameter
during treatment with LEQEMBI, suspend dosing until MRl demonstrates
radiographic stabilization and symptoms, if present, resolve. Use clinical judgment
in considering whether to continue treatment after radiographic stabilization and
resolution of symptoms or permanently discontinue LEQEMBI.

3 DOSAGE FORMS AND STRENGTHS

LEQEMBI is a clear to opalescent and colorless to pale yellow solution, available as:
« Injection: 500 mg/5 mL (100 mg/mL) in a single-dose vial

« Injection: 200 mg/2 mL (100 mg/mL) in a single-dose vial

4 CONTRAINDICATIONS

LEQEMBI is contraindicated in patients with serious hypersensitivity to lecanemab-
irmb or to any of the excipients of LEQEMBI. Reactions have included angioedema
and anaphylaxis [see Warnings and Precautions (5.2)].

5 WARNINGS AND PRECAUTIONS

5.1 Amyloid Related Imaging Abnormalities

Monoclonal antibodies directed against aggregated forms of beta amyloid, including
LEQEMBI, can cause amyloid related imaging abnormalities (ARIA), characterized
as ARIA with edema (ARIA-E), which can be observed on MRI as brain edema or
sulcal effusions, and ARIA with hemosiderin deposition (ARIA-H), which includes
microhemorrhage and superficial siderosis. ARIA can occur spontaneously in patients
with Alzheimer’s disease. ARIA-H associated with monoclonal antibodies directed
against aggregated forms of beta amyloid generally occurs in association with an
occurrence of ARIA-E. ARIA-H of any cause and ARIA-E can occur together.

ARIA usually occurs early in treatment and is usually asymptomatic, although
serious and life-threatening events, including seizure and status epilepticus, rarely
can occur. When present, reported symptoms associated with ARIA may include
headache, confusion, visual changes, dizziness, nausea, and gait difficulty. Focal
neurologic deficits may also occur. Symptoms associated with ARIA usually resolve
over time. The risk of ARIA, including symptomatic and serious ARIA, is increased
in apolipoprotein E €4 (ApoE €4) homozygotes. In addition to ARIA, intracerebral
hemorrhages greater than 1 cm in diameter have occurred in patients treated

with LEQEMBI.

Consider the benefit of LEQEMBI for the treatment of Alzheimer’s disease and
potential risk of serious adverse events associated with ARIA when deciding to initiate
treatment with LEQEMBI.

Incidence of ARIA

Symptomatic ARIA occurred in 3% (29/898) of patients treated with LEQEMBI in
Study 2. Serious symptoms associated with ARIA were reported in 0.7% (6/898) of
patients treated with LEQEMBI. Clinical symptoms associated with ARIA resolved
in 79% (23/29) of patients during the period of observation. Similar findings were
observed in Study 1.

Including asymptomatic radiographic events, ARIA was observed in 21% (191/898)
of patients treated with LEQEMBI, compared to 9% (84/897) of patients on placebo
in Study 2.

ARIA-E was observed in 13% (113/898) of patients treated with LEQEMBI compared
with 2% (15/897) of patients on placebo. ARIA-H was observed in 17% (152/898) of
patients treated with LEQEMBI compared with 9% (80/897) of patients on placebo.
There was no increase in isolated ARIA-H (i.e., ARIA-H in patients who did not also
experience ARIA-E) for LEQEMBI compared to placebo.

ApoE &4 Carrier Status and Risk of ARIA

Approximately 15% of Alzheimer’s disease patients are ApoE €4 homozygotes. In
Study 2, 16% (141/898) of patients in the LEQEMBI arm were ApoE ¢4 homozygotes,
53% (479/898) were heterozygotes, and 31% (278/898) were noncarriers. The
incidence of ARIA was higher in ApoE €4 homozygotes (45% on LEQEMBI vs.

22% on placebo) than in heterozygotes (19% on LEQEMBI vs 9% on placebo) and
noncarriers (13% on LEQEMBI vs 4% on placebo). Among patients treated with
LEQEMBI, symptomatic ARIA-E occurred in 9% of ApoE €4 homozygotes compared
with 2% of heterozygotes and 1% noncarriers. Serious events of ARIA occurred

in 3% of ApoE €4 homozygotes, and approximately 1% of heterozygotes and
noncarriers. The recommendations on management of ARIA do not differ between
ApoE ¢4 carriers and noncarriers [see Dosage and Administration (2.3)]. Testing

for ApoE €4 status should be performed prior to initiation of treatment to inform the
risk of developing ARIA. Prior to testing, prescribers should discuss with patients
the risk of ARIA across genotypes and the implications of genetic testing results.
Prescribers should inform patients that if genotype testing is not performed they can
still be treated with LEQEMBI; however, it cannot be determined if they are ApoE €4
homozygotes and at higher risk for ARIA. An FDA-authorized test for the detection
of ApoE ¢4 alleles to identify patients at risk of ARIA if treated with LEQEMBI is not
currently available. Currently available tests used to identify ApoE €4 alleles may vary
in accuracy and design.

Radiographic Findings
The radiographic severity of ARIA associated with LEQEMBI was classified by the
criteria shown in Table 3.

Table 3: ARIA MRI Classification Criteria

ARIA Type Radiographic Severity
Mild Moderate Severe
ARIA-E FLAIR FLAIR FLAIR
hyperintensity hyperintensity hyperintensity
confined to sulcus |5to 10 cmiin >10 cm with
and/or cortex/ single greatest associated
subcortex white dimension, or gyral swelling
matter in one more than 1 site | and sulcal
location <5 cm of involvement, effacement. One
each measuring or more separate/
<10cm independent sites
of involvement
may be noted
ARIA-H <4 newincident |5to9new 10 or more
microhemorrhage microhemorrhages | incident new incident
microhemorrhages | microhemorrhages
ARIA-H 1 focal area 2 focal areas >2 areas of
superficial siderosis | Of superficial of superficial superficial
siderosis siderosis siderosis

The majority of ARIA-E radiographic events occurred early in treatment (within the
first 7 doses), although ARIA can occur at any time and patients can have more than
1 episode. The maximum radiographic severity of ARIA-E in patients treated with
LEQEMBI was mild in 4% (37/898) of patients, moderate in 7% (66/898) of patients,
and severe in 1% (9/898) of patients. Resolution on MRI occurred in 52% of ARIA-E
patients by 12 weeks, 81% by 17 weeks, and 100% overall after detection. The
maximum radiographic severity of ARIA-H microhemorrhage in patients treated with
LEQEMBI was mild in 9% (79/898), moderate in 2% (19/898), and severe in 3%
(28/898) of patients; superficial siderosis was mild in 4% (38/898), moderate in 1%
(8/898), and severe in 0.4% (4/898). Among patients treated with LEQEMBI, the rate
of severe radiographic ARIA-E was highest in ApoE €4 homozygotes 5% (7/141),
compared to heterozygotes 0.4% (2/479) or noncarriers 0% (0/278). Among patients
treated with LEQEMBI, the rate of severe radiographic ARIA-H was highest in ApoE
€4 homozygotes 13.5% (19/141), compared to heterozygotes 2.1% (10/479) or
noncarriers 1.1% (3/278).

Intracerebral Hemorrhage

Intracerebral hemorrhage greater than 1 cm in diameter was reported in 0.7% (6/898)
of patients in Study 2 after treatment with LEQEMBI compared to 0.1% (1/897) on
placebo. Fatal events of intracerebral hemorrhage in patients taking LEQEMBI have
been observed.

Concomitant Antithrombotic Medication

In Study 2, baseline use of antithrombotic medication (aspirin, other antiplatelets,

or anticoagulants) was allowed if the patient was on a stable dose. The majority

of exposures to antithrombotic medications were to aspirin. Antithrombotic
medications did not increase the risk of ARIA with LEQEMBI. The incidence of
intracerebral hemorrhage was 0.9% (3/328 patients) in patients taking LEQEMBI
with a concomitant antithrombotic medication at the time of the event compared to
0.6% (3/545 patients) in those who did not receive an antithrombotic. Patients taking
LEQEMBI with an anticoagulant alone or combined with an antiplatelet medication
or aspirin had an incidence of intracerebral hemorrhage of 2.5% (2/79 patients)
compared to none in patients who received placebo.

Because intracerebral hemorrhages greater than 1 cm in diameter have been
observed in patients taking LEQEMBI, additional caution should be exercised when
considering the administration of anticoagulants or a thrombolytic agent (e.g., tissue
plasminogen activator) to a patient already being treated with LEQEMBI.

Other Risk Factors for Intracerebral Hemorrhage

Patients were excluded from enrollment in Study 2 for findings on neuroimaging that
indicated an increased risk for intracerebral hemorrhage. These included findings
suggestive of cerebral amyloid angiopathy (prior cerebral hemorrhage greater than
1 cm in greatest diameter, more than 4 microhemorrhages, superficial siderosis,
vasogenic edema) or other lesions (aneurysm, vascular malformation) that could
potentially increase the risk of intracerebral hemorrhage.

The presence of an ApoE €4 allele is also associated with cerebral amyloid
angiopathy, which has an increased risk for intracerebral hemorrhage.

Caution should be exercised when considering the use of LEQEMBI in patients with
factors that indicate an increased risk for intracerebral hemorrhage and in particular
for patients who need to be on anticoagulant therapy.

Monitoring and Dose Management Guidelines

Recommendations for dosing in patients with ARIA-E depend on clinical symptoms
and radiographic severity [see Dosage and Administration (2.3)]. Recommendations
for dosing in patients with ARIA-H depend on the type of ARIA-H and radiographic
severity [see Dosage and Administration (2.3)]. Use clinical judgment in considering
whether to continue dosing in patients with recurrent ARIA-E.

Baseline brain MRI and periodic monitoring with MRI are recommended [see Dosage
and Administration (2.3)]. Enhanced clinical vigilance for ARIA is recommended
during the first 14 weeks of treatment with LEQEMBI. If a patient experiences
symptoms suggestive of ARIA, clinical evaluation should be performed, including
MRI if indicated. If ARIA is observed on MRI, careful clinical evaluation should be
performed prior to continuing treatment.

There is no experience in patients who continued dosing through symptomatic
ARIA-E, or through asymptomatic but radiographically severe ARIA-E. There is
limited experience in patients who continued dosing through asymptomatic but
radiographically mild to moderate ARIA-E. There are limited data in dosing patients
who experienced recurrent ARIA-E.

The Alzheimer’s Network for Treatment and Diagnostics (ALZ-NET) is a voluntary
provider-enrolled patient registry that collects information on treatments for
Alzheimer’s disease, including LEQEMBI. Providers may obtain information about the
registry at www.alz-net.org or contact alz-net@acr.org.

5.2 Hypersensitivity Reactions

Hypersensitivity reactions, including angioedema, bronchospasm, and anaphylaxis,
have occurred in patients who were treated with LEQEMBI. Promptly discontinue
the infusion upon the first observation of any signs or symptoms consistent

with a hypersensitivity reaction, and initiate appropriate therapy. LEQEMBI is
contraindicated in patients with a history of serious hypersensitivity to
lecanemab-irmb or to any of the excipients of LEQEMBI.

5.3 Infusion-Related Reactions

In Study 2, infusion-related reactions were observed in 26% (237/898) of patients
treated with LEQEMBI compared to 7% (66/897) of patients on placebo; and the
majority (75%, 178/237) occurred with the first infusion. Infusion-related reactions
were mostly mild (69%) or moderate (28%) in severity. Infusion-related reactions
resulted in discontinuations in 1% (12/898) of patients treated with LEQEMBI.
Symptoms of infusion-related reactions include fever and flu-like symptoms (chills,
generalized aches, feeling shaky, and joint pain), nausea, vomiting, hypotension,
hypertension, and oxygen desaturation.

After the first infusion in Study 1, 38% of patients treated with LEQEMBI had transient
decreased lymphocyte counts to less than 0.9 x10°L compared to 2% in patients

on placebo, and 22% of patients treated with LEQEMBI had transient increased
neutrophil counts to greater than 7.9 x10°/L compared to 1% of patients on placebo.
Lymphocyte and neutrophil counts were not obtained after the first infusion in Study 2.
In the event of an infusion-related reaction, the infusion rate may be reduced, or the
infusion may be discontinued, and appropriate therapy initiated as clinically indicated.
Prophylactic treatment with antihistamines, acetaminophen, nonsteroidal anti-
inflammatory drugs, or corticosteroids prior to future infusions may be considered.

6 ADVERSE REACTIONS

The following clinically significant adverse reactions are described elsewhere in the
labeling:

» Amyloid Related Imaging Abnormalities [see Warnings and Precautions (5.1)]

« Hypersensitivity Reactions [see Warnings and Precautions (5.2)]

« Infusion-Related Reactions [see Warnings and Precautions (5.3)]

6.1 Clinical Trials Experience

Because clinical trials are conducted under widely varying conditions, adverse
reaction rates observed in the clinical trials of a drug cannot be directly compared

to rates in the clinical trials of another drug and may not reflect the rates observed

in practice.

The safety of LEQEMBI has been evaluated in 2090 patients who received at least
one dose of LEQEMBI. In Studies 1 and 2 in patients with Alzheimer’s disease, 1059
patients received LEQEMBI 10 mg/kg every two weeks. Of these 1059 patients, 50%
were female, 79% were White, 15% were Asian, 12% were of Hispanic or Latino
ethnicity, and 2% were Black. The mean age at study entry was 72 years (range from
50 to 90 years).

In the combined double-blind, placebo-controlled period and long-term extension
period of Studies 1 and 2, 1604 patients received LEQEMBI for at least 6 months,
1261 patients for at least 12 months, and 965 patients for 18 months.

In the double-blind, placebo-controlled period in Study 2, patients stopped study
treatment because of an adverse reaction in 7% of patients treated with LEQEMBI,
compared to 3% of patients on placebo.

In Study 2, the most common adverse reaction leading to discontinuation of
LEQEMBI was ARIA-H microhemorrhages that led to discontinuation in 2% (15/898)
of patients treated with LEQEMBI compared to <1% (1/897) of patients on placebo.
Adverse reactions reported in Study 2 are shown in Table 4.

Table 4: Adverse Reactions Reported in at Least 5% of Patients Treated With

LEQEMBI 10 mg/kg Every Two Weeks and at Least 2% Higher than Placebo in
Study 2

Adverse Reaction LEQEMBI Placebo
N=898 N=897
% %
Infusion-related reactions 26 7
ARIA-H 14 8
ARIA-E 13 2
Headache 1" 8
Superficial siderosis of central 6 3
nervous system
Rash’ 6 4
Nausea/Vomiting 6 4

'Rash includes acne, erythema, infusion site rash, injection site rash, rash, rash erythematous,
rash pruritic, skin reactions, and urticaria.
Less Common Adverse Reactions
Atrial fibrillation occurred in 3% of patients treated with LEQEMBI compared to 2%
in patients on placebo. In Study 1, lymphopenia or decreased lymphocyte count
were reported in 4% of patients treated with LEQEMBI after the first dose, compared
to less than 1% of patients on placebo [see Warnings and Precautions (5.3)];
lymphocytes were not measured after the first dose in Study 2.

8 USEIN SPECIFIC POPULATIONS
8.1 Pregnancy

Risk Summary

There are no adequate data on LEQEMBI use in pregnant women to evaluate for a
drug associated risk of major birth defects, miscarriage, or other adverse maternal
or fetal outcomes. No animal studies have been conducted to assess the potential
reproductive or developmental toxicity of LEQEMBI.

In the U.S. general population, the estimated background risk of major birth defects
and miscarriage in clinically recognized pregnancies is 2 to 4% and 15 to 20%,
respectively. The background risk of major birth defects and miscarriage for the
indicated population is unknown.



8.2 Lactation

Risk Summary

There are no data on the presence of lecanemab-irmb in human milk, the effects

on the breastfed infant, or the effects of the drug on milk production. Published data
from other monoclonal antibodies generally indicate low passage of monoclonal
antibodies into human milk and limited systemic exposure in the breastfed infant. The
effects of this limited exposure are unknown. The developmental and health benefits
of breastfeeding should be considered along with the mother’s clinical need for
LEQEMBI and any potential adverse effects on the breastfed infant from LEQEMBI or
from the underlying maternal condition.

8.4 Pediatric Use
Safety and effectiveness of LEQEMBI in pediatric patients have not been established.

8.5 Geriatric Use

In Studies 1 and 2, the age of patients exposed to LEQEMBI 10 mg/kg every two
weeks (n=1059) ranged from 50 to 90 years, with a mean age of 72 years; 81% were
65 years and older, and 39% were 75 years and older. No overall differences in safety
or effectiveness of LEQEMBI have been observed between patients 65 years of age
and older and younger adult patients.

17 PATIENT COUNSELING INFORMATION
Advise the patient and/or caregiver to read the FDA-approved patient labeling
(Medication Guide).

Amyloid Related Imaging Abnormalities

Inform patients that LEQEMBI may cause Amyloid Related Imaging Abnormalities
or “ARIA”. ARIA most commonly presents as a temporary swelling in areas of the
brain that usually resolves over time. Some people may also have small spots of
bleeding in or on the surface of the brain. Inform patients that most people with
swelling in areas of the brain do not experience symptoms, however, some people
may experience symptoms such as headache, confusion, dizziness, vision changes,
nausea, aphasia, weakness, or seizure. Instruct patients to notify their healthcare
provider if these symptoms occur. Inform patients that events of intracerebral
hemorrhage greater than 1 cm in diameter have been reported infrequently

in patients taking LEQEMBI, and that the use of anticoagulant or thrombolytic
medications while taking LEQEMBI may increase the risk of bleeding in the brain.
Notify patients that their healthcare provider will perform MRI scans to monitor for
ARIA [see Warnings and Precautions (5.1)].

Inform patients that although ARIA can occur in any patient treated with LEQEMBI,
there is an increased risk in patients who are ApoE €4 homozygotes and that testing
for ApoE €4 status should be performed prior to initiation of treatment to inform the
risk of developing ARIA. Prior to testing, discuss with patients the risk of ARIA across
genotypes and the implications of genetic testing results. Inform patients that if testing
is not performed, it cannot be determined if they are ApoE €4 homozygotes and at a
higher risk for ARIA.

gjogen.

Patient Reqistry

Advise patients that the Alzheimer’s Network for Treatment and Diagnostics
(ALZ-NET) is a voluntary provider-enrolled patient registry that collects information
on treatments for Alzheimer’s disease, including LEQEMBI. Encourage patients to
participate in the ALZ-NET registry [see Warnings and Precautions (5.1)].

Hypersensitivity Reactions

Inform patients that hypersensitivity reactions, including angioedema and
anaphylaxis have occurred in patients who were treated with LEQEMBI. Advise
patients to seek immediate medical attention if they experience any symptoms of
serious or severe hypersensitivity reactions [see Warnings and Precautions (5.2)].
Infusion-Related Reactions

Advise patients of the potential risk of infusion-related reactions, which can include
flu-like symptoms, nausea, vomiting, and changes in blood pressure, the majority of
which occur with the first infusion [see Warnings and Precautions (5.3)].

Manufactured by: Eisai Inc. Nutley, NJ 07110 U.S. License No. 1862
LEQEMBI® is a registered trademark of Eisai R&D Management Co., Ltd.
© 2023 Eisai Inc. and Biogen. All trademarks are the property of their respective owners.  Printed in USA/August 2023 LEQE-US2713  08/2023

Helping patients
and care partners
cope with a

diagnosis of

Meeting the
patient and
their care
partners
where they
are during the
initial period
of acceptance
and planning
that follows
diagnosis

can have a
significant
impact.

carly AD

Receiving a diagnosis of Alz-
heimer’s disease (AD) or mild
cognitive impairment (MCI)
due to AD comes with a dev-
astating emotional impact.
According to the Alzheimer’s
Research Association, when
a person hears the news early
in their journey, they become
aware of their impending de-
cline, and they may experience
grief, anger, loss, fear, shock, dis-
beliefand more.'?

And while the patient is
dealing with these complex
emotions, so too are their care
partners, the preferred term
at this stage, notes Valerie T.
Cotter, DrNP, AGPCNP-BC,
FAANP, FAAN, “especiallyin MCI
due to early AD when the per-
son doesn’t need a caregiver but
someone who will partnerwith
them,” says Cotter, who is Asso-
ciate Professor at Johns Hopkins
School of Nursing and School of
Medicine in the Department of
Psychiatry & Behavioral Sciences

and a nurse practitionerin the
Memory and Alzheimer’s Treat-
ment Center. In addition to fac-
ing years of providing support
inaway they might never have
anticipated, care partners must
also process the fact that the
affected person will likely lose
their memories of them while
also experiencing personality
changes that may render them
unrecognizable.

Adding to the challenge is
that AD may impair the per-
son’s ability to process emo-
tions, according to some ex-
perts, making it tougher for
care partners to know how
to provide the best support.?

However, as a clinician, you
have the opportunity to make
a positive impact on the pa-
tient’s care by providing sup-
port through this period of ac-
ceptance and planning.

“I'think it’s really important
that the clinician not only think
about pharmacologic interven-

PATIENT ENGAGEMENT @

tions but especially think about
psychosocial interventions,”
says Cotter.In her practice, Cot-
ter has found several strategies
that can help ease the transi-
tion for patients and care part-
ners. Here, she offers insight
on how to provide psychoso-
cial support.

Make it a team effort

It’s crucial for anyone with a
cognitive impairment diagnosis
to have care partners at home
who cannot only support them
through their diagnosis butalso
intheir day-to-day lives as their
capabilities shift. “Our schedul-
ers encourage new patients to
come in to the office with what
we call a ‘knowledgeable infor-
mant, whether an adult child
oraspouse or friend,” explains
Cotter. If they don’t have any-
one who can make it, she says,
“I always ask them, ‘Who else
can Italk with on the phone af-
ter the appointment to learn
more about youand how you're
doing?’”

That knowledgeable infor-
mant will then become an on-
going partnerin their care. And
inthe early stages, it'sjustasim-
portant to keep that person in-
formed as the patient so they
know what’s ahead. When peo-
ple don’t have someone to call
on or live far away from loved
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ones, Cotter points them to a
Geriatric Care Manager, anurse
or social worker who can help
identify needs and identify solu-
tions to meet them.

Asfor providing background
and education to get them start-
ed down the path tounderstand-
ing what’s ahead, if a practice
doesn’'t already have pamphlets
with the basics and where to get
more support and information,
Cotter recommends both pa-
tients and their care partners
turn to the Alzheimer’s Associa-
tion for education, support and
to connect with other families
in their circumstances.

Reframe

the discussion

The burdens that come along
with this diagnosis can be
substantial, but Cotter says
reframing how you talk about
it to focus on their future care

“DEVELOPING A ROUTINE WHERE
THERE'S DAYTIME ACTIVITY WITH
PHYSICAL, SOCIAL AND MENTAL
STIMULATION DURING THE DAY
AND THEN AN ADEQUATE
6 TO 8 HOURS OF SLEEP EVERY

NIGHT IS KEY.”

—Valerie T. Cotter, DrNP, AGPCNP-BC, FAANP, FAAN

can have a positive impact. “I try
to help people understand that
even though it is a devastating
diagnosis, there’s always hope
around having a good quality
of life for a long time because
people can live for years with
Alzheimer’s disease.”

While she can’t promise it
will be easy, she also empha-
sizes that there can still be en-
joyment. When it comes to plan-
ning, she says, “We’re going to

STRATEGIES FOR CARE
PARTNERS AS THEIR LOVED
ONE’S DISEASE PROGRESSES”

Family members and care partners will need guidance to help them adjust
to their loved one’s diagnosis and the changes ahead. First, it is crucial to
provide them with the name and contact information for a social worker
who can answer questions and offer resources throughout their journey.
And while care partners can understandably be overwhelmed by increasing
responsibilities, these everyday strategies may ease some of the burden:

Keep things

simple. Focus on
communicating one
thing at a time.

Encourage a daily

routine so the

person knows when

¢ Reassure the person

* Focus on their
feelings. For
example, say, “You
seem worried.”

and how certain

things will happen.

frustration or anger.
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that they are safe and
you are there to help.

* Don’t argue with the
person or show your

e Use humor when
you can.

* Take the person
for a walk or find
them a safe place
to walk if they are
restless or tend
to pace.

dothebestwe can to help main-
tain your function and quality of
life through these stages.” She
finds this reframing helps both
patients and the people around
them feel less helpless when
they’re coming to terms with
the challenges they’ll be facing.

Encourage “planning
while you can”
Cotter says processing a fu-
ture of reduced function can
be especially tough. “Everyone
wants to maintain the level of
independence that they’ve al-
ways had,” she says. But when
it comes to big and little to-dos
like household chores, cook-
ing, grocery shopping, etc., “in
the early stages, the patient and
their care partnerreallyneed to
think about how that’s going to
change and who will get those
things done.” She also says hav-
ing a driving evaluation in the
early stages is important. “You
don’twant to wait until there’sa
problem with them getting lost
orhaving an accidentbeforeit’s
recognized,” she warns.
Andonalargerscale, she ex-
plains, “It’s crucial to discuss fi-
nancial implications, power of at-
torney and advance directives.”
She says she tells her patients
theyneedto consider, “Who’s go-

ing to help me with those things
whenmy disease progresses and
I can no longer do them by my-
self?” while they are still able to
understand theimpactand help
getrid of the unknowns.

While thisis important forlo-
gistical reasons, it’s equally im-
portant to help soothe the anx-
iety around the what-ifs—not
only for the patient but also for
their support system. Cotter says
participating in the planning
stage can help make all parties
involved feel a bit more in con-
trol and ready forwhat’s to come.

Promote stimulating
activities
While having a daily routine can
be helpful in getting patients
withimpaired memory through
each day smoothly, Cotteris ada-
mantabout making sure patients
have stimulation in their lives.
She says patients dealing with
dementia “can get really bored,
and because they lack the initia-
tive or motivation or organiza-
tion, they sit in front of the TV
alldaylong—that’snotgood.” She
continues, “So developing arou-
tine where there’s daytime ac-
tivity with physical, social and
mental stimulation during the
day and then anadequate 6to 8
hours of sleep everynight is key.”
Onethingshe findstobe help-
ful: Adult day programs, commu-
nity-based programs where pa-
tientsgoa few timesaweek. They
have professional staffthere with
nurses and social workers, and
they do a full assessment of the
patient and help engage them
in activities that fit their capa-
bilities and interests.”
Providing stimulation is
not merely a way to help peo-
ple with dementia pass the

time in more engaging ways:
According to research pub-
lished in Germany, psychoso-
cial interventions can have a
positive impact. For example,
cognitive stimulation and
cognitive training improve cog-
nitive abilities, activity plan-
ning and reminiscence can
enhance emotional well-be-
ing, and aromatherapy and
music therapy can reduce be-
havioral symptoms. Art pro-
grams have also been shown
to improve quality of life and
feelings of well-being.**¢

Meet them

where they are

Denial is commonly report-
ed in the newly diagnosed,
according to the Alzheimer’s
Association. Nonetheless,
Cotter finds that with cogni-
tive decline it’s important not
toforceanythingbutrathermeet
the patient where they are. She
says when family members talk
of seeing denial in the patient,
there may be something else at
play. “My experience has told me
that the family sees it as an ac-
tive form of denial, when real-
ly it may be a decreased capac-
ity to process and understand
their condition.”

Her strategy in this situation?
While she goes over the infor-
mation about their diagnosis at
the firstencounter, ifthe patient
doesn’'t seem tobe graspingitat
future visits, she turns the focus
towhat they may be experienc-
inginstead. “It’s a lot more pal-
atable to describe their condi-
tion related to symptoms. They
may have troublewithwords and
there’s stigma with the diagno-
sis—it can cause anxiety and ag-
itation if you keep pushing it,”

she says. “You have to follow the
lead of the person whois expe-
riencing itand how much they
are going to be able to remem-
ber what you tell them.”
Denial on the part of care
partners is much more wor-
risome, says Cotter, as they’ll
need to understand the im-
portance of their role in keep-
ing their loved one safe. In that
case, she spends more time
educating them, listening
to their concerns and—most
importantly—pointing them to-
ward support.
—by Beth Shapouri
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@ CASE STUDY

PATIENT: MARTIN, 69, HAD A HISTORY OF EARLY

ALZHEIMER'S DISEASE (AD) AND MILD HYPERTENSION.

““Martin’s scans confirmed
a slowing of his early AD”

PHYSICIAN:

Anne-
Marie
Osibajo,
MD

Behavioral
neurologist and

neuropsychiatrist,

Icahn School of
Medicine at
Mount Sinai in
New York City

Treatment history:

About 5 years ago, when he was
64, Martin’s family noticed that
he kept repeating questions and
forgetting basic things, like what
they had for dinner or the date
and time of his grandson’s soccer
game. This was highly unusual
for someone who had been an
investment banker. In fact, as
Martin’s forgetfulness worsened,
he was asked to resign from his
position because he had been
makinga series of mistakes, such
as failing to execute trades or
provide his clients with import-
ant paperwork.

When I first saw Martin more
than a year ago, his wife told me
hewas constantly misplacing his
wallet and glasses, to the point
where he would stick multiple
written reminders around the
house, on countertops, doors
and windows—even in the refrig-
erator. When that didn’t work,
hebecame increasingly frustrat-
ed, anxious and, occasionally,
depressed. Tasks and activities
that he used to enjoy, such as
planning family vacations, were
nearly impossible to complete.

Initiating treatment:

Given his symptoms and his
age, Martin was a good candi-
date for a novel therapy being
studied in clinical trials, an in-
jectable drug that targets the
harmful buildup of beta-amy-
loid plaques in the brain. Mar-
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tin’s eligibility for the drug was
confirmed by his Montreal Cog-
nitive Assessment score of 22,
and by the presence of mild am-
yloid plaques on an amyloid PET
scan, which is indicative of mild
cognitive impairment (MCI) due
to AD. Conditions like Lewy body
disease, frontotemporal demen-
tia or Parkinson’s disease were
ruled out.

Martin was initially hesi-
tant toreceive an infusion, but
when I discussed the potential
benefits of anti-amyloid thera-
pies—most notably that it might
delay the progression of his
early AD—heagreedtotryit.Side
effects are usually mild and in-
clude headaches, dizziness and
fever, but they generally pass
within a few weeks. We also dis-
cussed possible major adverse
effects, notably amyloid-related
imaging abnormalities (ARIA),
often marked by edema or hem-
orrhage (for more on ARIA, see
p. 5). As for Martin, he had no
major complaints about the
biweekly infusions. He also re-
ceived sertraline to treat his anx-
iety and depression.

More than a year later, two
follow-up MRIs 6 months apart
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have confirmed that there were
no significant changes in brain
size, and amyloid PET scan re-
vealed that the amount of am-
yloid plaques in Martin’s brain
had notincreased. Not only has
the progression of his early AD
slowed, but—even though he still
has memory challenges—the im-
pairment has notworsened. And
while Martin never returned to
work, he’s doing some consult-
ing for his son-in-law’s account-
ing firm, which has boosted his
self-esteem and greatly lessened
his anxiety.

Considerations:
Anti-amyloid therapies are
disease-modifying agents that
are currently approved for
MCI due to AD and mild AD
dementia. Studies have shown
they slow progression of the dis-
ease by 5 or 6 monthsin most pa-
tients and possibly even longer
in Martin’s case. Gaining back
that time was especially import-
ant for Martin because he had
always intended to travel in re-
tirement and spend more time
with his grandkids.

Like Martin, your patients
with memory impairment in-
dependent of normal aging or
a heart condition, as well as
their families, will likely want
to maximize the time they have
before AD seriously interferes
with their functioning. For peo-
ple like Martin who are other-
wise in good health, anti-am-
yloid agents offer a clinically
meaningful path toward mak-
ing those precious moments
possible.

KOL ON DEMAND VIDEO
Scan here for more
Lt insight on Martin’s case.

Illustration by Juhee Kim

Contact us for our free guide.
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@ CLINICAL SOLUTIONS

Expert insight
on managing
Alzheimer’s disease

Getting to the
bottom of MCI

Q: When you
suspect a patient
has mild cognitive
impairment, how
do you confirm
the diagnosis and
potential cause?

A: Mild cognitive impair-
ment (MCI) is character-
ized by subtle changes in
memory and thinking se-
rious enough to be no-
ticed by the affected per-
son and their close family
and friends but not severe
enough to disrupt their
ability to carry out every-
day activities. MCI is of-
ten mistakenly accepted
as a “normal” part of ag-
ing, yet it is not normal or
even typical. In fact, it’s
estimated that 12% to 18%
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of people age 60 or old-
er have MCI. While some
individuals with MCI re-
vert to normal cognition
or remain stable, studies
suggest 10% to 15% of in-
dividuals with MCI go on
to develop dementia each
year. About one-third of
people with MCI due to
Alzheimer’s disease will
develop clinical dementia
within 5 years.

Although a physician
may suspect MCI because
of patient-reported symp-
toms, no test can provide
a definitive diagnosis. So
doctors must rely on oth-
er means, such as a review
of the patient’s medical
history, patient question-
naires, clinical exams and

brief assessments to evalu-

ate memory and thinking.
Things they should look
for include changes in

reasoning, problem-solv-
ing, planning, naming and
comprehension.

Sometimes, an MCI
diagnosis requires rul-
ing out other systemic or
brain diseases, such as
Parkinson’s disease, de-
mentia with Lewy bod-
ies (associated with rapid
eye movement sleep ab-
normalities), cerebrovas-
cular disease in the blood
vessels that support the
brain, prion disease or
cancer (characterized by a
more rapid cognitive
decline).

For MCI due to Alzhei-
mer’s, guidelines recom-
mend finding biomark-
ers (e.g., amyloid-beta, tau)
that indicate changes in
the brain, cerebrospinal
fluid and/or blood and that
are associated with Alzhei-
mer’s disease pathology.

Illustration by Juhee Kim

Benefits of
early diagnosis

0Q: Why is it critical to
detect Alzheimer’s
disease early

and how would

you confirm the
diagnosis?

A: Early detection and di-
agnosis of Alzheimer’s dis-
ease (AD) and other de-
mentias is critical because
it offers the best opportu-
nity for patient care, man-
agement and treatment.

It also provides diagnosed
individuals and their fam-
ily members more time to
plan for the future, adopt
lifestyle changes that may
help slow disease progres-
sion, participate in clini-
cal trials and enjoy a high-
er quality of life for as long
as possible.

It also gives diagnosed
people the opportunity to
express their wishes about
legal, financial and end-of-
life care decisions as well
as to address potential
safety issues, such as driv-
ing or wandering, before a
crisis occurs.

While there is still no
cure for AD, the advent of
new FDA-approved treat-
ments proven to delay
progression drives home
the importance of ear-
ly detection and diagno-
sis. The reason: They are
only available to individu-
als in the earliest stages of
the disease. What’s more,
as therapies continue to be
developed, early and ac-
curate diagnosis will help
determine eligibility for

current as well as future
treatments.

To confirm a diagno-
sis of AD, clinicians can
collect cerebrospinal flu-
id (CSF) via a spinal tap or
perform special PET scans
to detect amyloid-beta and
tau in the brain, two hall-
marks of Alzheimer’s dis-
ease. Less expensive and
less invasive blood tests
are in development but are
not yet ready or approved
for clinical use.

Looking for
changes

Q: For patients with
early- to mid-stage
AD, what type of
personality changes
are common?

A: Depression is common
among people in the ear-
ly and middle stages of AD.
It can be triggered by the
trauma of receiving a fatal
disease diagnosis, recog-
nition that one’s memory
and thinking are declin-
ing, loss of independence
or feelings of guilt that the
person is or will become a
burden to their family.
However, identifying de-
pression in someone with
AD can be difficult as it
shares some of the same
symptoms as dementia, in-
cluding apathy, loss of in-
terest in activities and hob-
bies, social withdrawal,
trouble concentrating and
impaired thinking. Prompt
diagnosis is crucial, as
treatment can improve the

person’s sense of well-be-
ing and function. Medica-
tions or lifestyle changes,
such as exercise, improv-
ing diet and sleep, and in-
creasing social activity, are
common treatments.

As AD progresses, a per-
son may exhibit behav-
iors such as anxiety, agi-
tation and, in some cases,
aggression. It is important
to alert the person’s family
members that these behav-
iors are not intentional;
they are disease-related.

The key during any
stage of AD is to meet peo-
ple where they are. The
disease affects individu-
als differently. The goal
should always be to pro-
vide “person-centered”
care that is grounded
in knowing the person.
Knowing a person’s likes,
dislikes and preferenc-
es can help providers and
caregivers better under-
stand what is triggering
the behavior so they can
take steps to address it in
away that is responsive to
the individual.

OUR EXPERT
Nicole Purcell, DO,
MS, neurologist and

Senior Director of

Clinical Practice

at the Alzheimer’s
Association

SPECIAL THANKS TO OUR
MEDICAL REVIEWER:

Samuel E. Gandy, MD, PhD,
Professor of Alzheimer’s Disease
Research and Associate Director
of the Alzheimer’s Disease
Research Center, Mount Sinai
Medical Center, New York City

HealthOMonitor’

Maria Lissandrello, Senior

Vice President, Editor-In-Chief;
Lori Murray, Associate Vice
President, Executive Editor;
Lindsay Bosslett, Associate

Vice President, Managing Editor;
Jodie Gould, Senior Editor;
Joana Mangune, Senior Editor;
Jennifer Webber, Associate Vice
President, Associate Creative
Director; Ashley Pinck, Art
Director; Sarah Hartstein, Graphic
Designer; Kimberly H. Vivas,
Vice President, Production and
Project Management; Jennie
Macko, Associate Director,

Print Production

Dawn Vezirian, Senior Vice
President, Financial Planning and
Analysis; Colleen D’Anna, Director,
Client Strategy & Business
Development; Augie Caruso,
Executive Vice President, Sales
& Key Accounts; Keith Sedlak,
Executive Vice President,

Chief Commercial Officer;
Howard Halligan, President,
Chief Operating Officer;

David M. Paragamian, Chief
Executive Officer

Health Monitor Network is the leading
clinical and patient education publisher
in neurology and PCP offices, providing
specialty patient guides, clinician
updates and digital screens.

Health Monitor Network, 11 Philips
Parkway, Montvale, NJ 07645;
201-391-1911; customerservice@
healthmonitor.com. ©2023

Data Centrum Communications, Inc.
Cover illustration by axllll/Getty Images

NAJ24

23



Health@Monitor"
Scan here

linician Update "

EXAM TOOL

Detecting signs of mild
cognitive impairment

Diagnosing mild cognitive impairment (MCI) is critical not only for establishing possible
causes, including early-stage Alzheimer’s disease, but also for creating a management
plan that preserves the patient’s functioning for as long as possible. Often, the first signs
are detected when a patient or a family member expresses concern about memory loss or
problems with daily activities. When this occurs, consider using the questionnaire below as
a first step. If their answers indicate cognitive decline, further assessment is needed and, if
warranted, an amyloid PET scan or CSF testing (see page 8 for more on diagnosing MCI).

ASK THE PATIENT AND/OR FAMILY MEMBER THE FOLLOWING:

Compared with how you (or your loved one) were 10 years ago,
have you observed changes in any of the following situations?

SCORE MUCH A BIT NOT MUCH A BIT
(circle one for each item) IMPROVED IMPROVED CHANGE WORSE

Remembering things about family
and friends—e.g., occupations, 1 2 3 4 5
birthdays, addresses

Remembering things that have

happened recently 1 2 3 4 5
Recalling conversations a few days later 1 2 5 4 5
Remembering their own address and 1 2 3 4 5
telephone number

Remembering what day and month it is 1 2 3 4 5
Remembering where things are

usually kept 1 2 3 4 5
Handling money for shopping 1 2 3 4 5
Handling financial matters— 1 2 3 4 5

e.g., a pension, dealing with the bank
Handling everyday arithmetic problems—
e.g., knowing how much food to buy, 1 2 3 4 5

knowing how long between visits from
family or friends

Making decisions on everyday matters 1 2 3 4 5

SCORE: (Divide by 10. An average of >3.3 may indicate cognitive decline and requires further assessment.)

NOTE: Not complete. To administer the full questionnaire, see the Alzheimer’s Association Cognitive Assessment Toolkit at alz.org/hcps.
Adapted from Jorm AF. A short form of the Informant Questionnaire on Cognitive Decline in the Elderly. Psychol Med. 1994;24:145-153.



