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Anti-Amyloid Therapy in Early Alzheimer’s Disease: Real-World Experience and Innovation 

Chapter 1

Dr. Sabbagh:
You are tuned in to Chapter 1 of this multi-part series, The Benefits of Anti-Amyloid Therapy in Early Alzheimer's Disease Management .
This chapter is titled Identifying Appropriate Patients for Treatment with LEQEMBI.

I'm Dr. Marwan Noel Sabbagh. I am a Cognitive Behavioral Neurologist in Phoenix, Arizona. Joining me throughout this series is Dr.
Cara Leahy, Director of Cognitive Disorders at the Memorial Healthcare Institute for Neuroscience in Michigan, and Dr. David Weisman,
Director and Founder of the Abington Neurological Associates Clinical Research Center in Pennsylvania. Thank you all for being here.

I want to start with kind of walking us through the label. The label is LEQEMBI, lecanemab, is indicated for the treatment of Alzheimer's
disease particularly mild cognitive impairment and mild dementia due to Alzheimer's disease in the population that was initiated through
clinical trials.

There is a boxed warning of amyloid-related imaging abnormalities, and monoclonal antibodies directed against aggregated forms of A-
beta, including LEQEMBI, can cause ARIA, characterized by ARIA-E, which is vasogenic edema, or ARIA-H, which is hemosiderin
deposition and microhemorrhages, and the timing of ARIA and incidence of ARIA may vary among treatments.

ARIA usually occurs early in the treatment and is usually asymptomatic, although it can be serious and life-threatening and has other
complications as well, including significant intracerebral hemorrhages. There are labels against using thrombolytic therapy in this
situation, and there are cautions around the APOE genotype, particularly on APOE4 homozygotes. Consider the benefit of LEQEMBI for
the treatment of AD and the potential risks versus the benefits of serious ARIA events when considering initiating the treatment with
LEQEMBI.

Now I'll turn it over to Dr. Leahy to get us started.

Dr. Leahy:
Thank you, Dr. Sabbagh. So let's talk about how we might identify an appropriate patient for treatment with LEQEMBI. What we know is
that the earlier we treat and diagnose Alzheimer's disease, the greater the opportunity for benefit. And we also know that of the five to
seven million people in the U.S. over the age of 65 who may experience MCI due to Alzheimer's, only about half are diagnosed. So it's
important that we notice the earliest symptoms of this disease. Because when we are noticing the first symptoms of Alzheimer's, we
understand now that the toxic proteins of Alzheimer's have been accumulating for decades.

So the first thing we need to think about is having a patient-centered approach, where we acknowledge when patients do come to our
office that are concerned and are taking early actions, and we reassure the patients that an early diagnosis gives them time to plan their
care, and then establish a foundation and a rapport with patients so that we can continue that shared decision-making. And it's crucial to
involve family and friends, as these people may be the first ones to notice symptoms, and that we can provide answers for patients and
their families early, and we can empower them to take an active role in their health.

Primary care physicians are key to this, and APPs are on the front line. In fact, 55% of Americans would discuss MCI symptoms with
their PCP before others. We know that the earlier AD is diagnosed and treated, the greater the opportunity for benefit. And we also want
to look at what steps we might need to use to identify the optimal patients for early treatment.

We first have to take a history and a neurologic exam, identify the early symptoms of MCI due to AD, and then screen with a validated
cognitive assessment. Second, we need to rule out possible causes of cognitive impairment not related to Alzheimer's disease, including
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doing lab testing, reviewing imaging, looking for any structural causes of cognitive impairment, and reviewing medications and any
comorbidities that could be contributing. Next, we need to confirm the presence of amyloid in the brain. This is most commonly done by
amyloid PET imaging and CSF analysis.

But recent advances in blood-based testing are emerging and are promising modalities, highlighted by the most recent FDA clearance
of the first blood-based diagnostic test. And the use of blood-based biomarkers in the clinic is continuing to evolve, moving from a
screening to a diagnostic test.

As we consider LEQEMBI as a part of a long-term treatment plan for patients, it's good to remind ourselves that this is a patient for MCI
due to Alzheimer's disease and mild AD dementia. And we're looking for the LEQEMBI patient who has the right characteristics, that
they're concerned about recent changes to their memory, that they're accompanied by family or friends that can give some history, and
that they're motivated to take treatment. And we also want to add this treatment to an additional treatment plan that might include
lifestyle interventions, cognitive symptomatic medications, and behavioral symptomatic medications if necessary.

Thank you all.

Now I'll pass it to Dr. Weisman.

Dr. Weisman:
Okay, thank you. Let's review some practical strategies when it comes time to initiate treatment with LEQEMBI.

Now, as I said, initial discussions are really the crucial step to talking about this. The patient has to be at the center of this journey that
they're about to undertake, so flushing out their goals. And that differs for everybody. That could be going to see a wedding or a
graduation, something in the future. And then everyone should be motivated to maximizing their health moving forward.

We take into consideration the patient's risk profile, and that's like risk tolerance. You know, how much risk are they willing to assume to
achieve benefit moving forward?

And we can now personalize that risk, as we'll talk about later, not just comorbidities and their medications, but also genetic status that
could inform their decision-making. And we do that really through APOE, and that gives us the patient's genetic risk, not only of the
disease, but of this thing that we're going to talk about later called ARIA, amyloid-related imaging abnormality. Having more APOE4
alleles, if you have zero, you're at lower risk. Not zero, but lower. And then with every increased APOE4 allele that you have, you have
more risk.

And then, some patients do not want genetic testing. I've heard that from other physicians, and I've heard that from some of my patients.
And that's OK, but then we just have to assume that they're at the highest risk. And then this is a chronic disease, and as Dr. Leahy
mentioned, it requires long-term treatment, planning, and considering options to help slow down the disease as long as possible.

And I really review the data that came out from this CLARITY trial, the foundational trial in our field, for informed consent, that
information must be given before either decision, really, to say no to this. People really still have to get this information.

So how do I have the conversation? Well, let's start with the people, upper left. First of all, a patient informant and a care partner. And
that's something that also weighs into us. As a clinician, who is this care partner? Are they going to go the distance? It's important to
suss out and have a clinical impression of that person. And then other relevant team members. That includes care coordinators,
especially. In my clinic, we have a care coordinator help with scheduling and communication and MRIs and ongoing education. The
nurses do a great job with this as well. And then expectations should be set.

This treatment slows progression, but it does not stabilize or improve, although there are imbalances in stabilization and improvement.
But most people are average, and it's going to slow down their disease. And so setting expectations early also helps because we do
expect some decline, just slower than they would have had otherwise. And then for me, handouts are terrific. I draw pictures. I'm very
good at drawing upside down brains and showing like little amyloid formations and how it goes into blood vessels and what we're trying
to do. And for me, that really helps.

So, Doctors, what do you guys do? What do you think is helpful?

Dr. Sabbagh:
So when I articulate what are the goals of treatment, I don't talk about them getting better. I talk about them getting less worse. And what
does that mean? And I'll spend some time later on kind of articulating that, because people have a hard time kind of grasping the idea
that I'm still going to get worse. I'm just not going to be as worse as I would have been. We're trying to articulate this as a treatment
success. But we also kind of have to be realistic on what we can achieve and not achieve. And so it's a shared decision-making. I don't
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ever say finger-wagging, we're doing this. It's here are your options, here's the consequence of each of your options, and which one do
we want to go with. So it's very time-consuming to have those conversations, particularly the ones that involve choosing the right
treatment.

Dr. Weisman:
Yeah. How about you?

Dr. Leahy:
So I usually take notes for the patients as I'm talking about this. I say, you don't have to take any notes. I'm going to write everything
down here that I'm talking about. And it also helps me remember and to make sure I say each thing that's important with each patient.

We also have a patient navigator, a part of our clinic that's a full-time staff member that is a great communicator with patients, but can
also communicate with the infusion centers and with myself to kind of keep everything flowing and being a constant place where people
can get information as to know what's going on with their care.

Dr. Sabbagh:
That's great. It's a shared decision making, which means it's shared. We have our own opinions and whether it's appropriate, and then
the patient interfaces with that, and it's been a treat to be able to have these conversations.

And then that comes with the fact that people are bringing their own biases or information, or they heard from their brother-in-law, blah,
blah, blah, what about this and that and the other things. So those are all part of the conversation, and we don't just shoot from the hip
and say, we're doing LEQEMBI. We have to come to this by discussions, and here are your options, and here are the consequences of
your options, etc.

[Scrolling ISI Video with Voiceover]

Dr. Sabbagh:
And that concludes Chapter 1 of our video series.

Thank you for joining us for identifying appropriate patients for treatment with LEQEMBI, and thank you to EISAI and Biogen for their
sponsorship of this series. I'd like to extend my sincere thanks to our presenters, Dr. Leahy and Dr. Weisman, for their valuable insights
and contributions. Be sure to keep watching to hear more from our panelists. We hope you can join us for our next chapter in this series,
Treatment with LEQEMBI. Until next time.

LEQEMBI® (IQILK™ and LEQEMBI Companion™ are trademarks of Eisai R&D Management Co., Ltd.
LEQEMBI® is a registered trademark of Eisai R&D Management Co., Ltd.

© 2026 Eisai Inc. and Biogen. All trademarks and company names are the property of their respective owners.
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Chapter 2

Dr. Sabbagh:
You are now tuned into Chapter 2 of this multi-part series, The Benefits of Anti-Amyloid Therapy in Early Alzheimer's Disease
Management. In this chapter, we'll discuss Treatment with LEQEMBI. Thank you again to our panelists for being here.

I want to start with kind of walking us through the label. The label is LEQEMBI, lecanemab, is indicated for the treatment of Alzheimer's
disease particularly mild cognitive impairment and mild dementia due to Alzheimer's disease in the population that was initiated through
clinical trials.

There is a boxed warning of amyloid-related imaging abnormalities, and monoclonal antibodies directed against aggregated forms of A-
beta, including LEQEMBI, can cause ARIA, characterized by ARIA E, which is vasogenic edema, or ARIA H, which is hemosiderin
deposition and microhemorrhages, and the timing of ARIA and incidence of ARIA may vary among treatments.

ARIA usually occurs early in the treatment and is usually asymptomatic, although it can be serious and life-threatening and has other
complications as well, including significant intracerebral hemorrhages. There are labels against using thrombolytic therapy in this
situation, and there are cautions around APOE genotype, particularly on APOE4 homozygotes. Consider the benefit of LEQEMBI for the
treatment of AD and the potential risks versus the benefits of serious ARIA events when considering initiating the treatment with
LEQEMBI.

Now let's get started.
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I'd like you to all understand why early intervention in Alzheimer's disease is important and you have to understand some of the
pathophysiology underlying the disease itself. Let's turn our attention to this now and then talk about LEQEMBI's mechanism of action.
So I will tell you that if you're an Alzheimer's doctor, you can't go to a meeting in the world that doesn't show what we call the classic
cliffjack curve.

This is kind of standard fare for us in the dementia world, but we understand a lot about the disease much more than most people think.
And one of the things we understand is that the dementia and the mild cognitive impairment phase, or the symptomatic phases, are the
advanced stage or the terminal stage of the disease, and by the time they come in the door, they may be accumulating Alzheimer's
pathology for up to 20 years, particularly starting with the accumulation of amyloid.

Because of this, we now understand that we can't take a simple reductionist approach. We have to understand that there are three
major elements of pathology, including amyloid pathology, which is a multi-tiered, multi-stepped approach, which I'll explain here in a
minute, starting with a monomer all the way to an oligomer, protofibril, fibril, and plaque.

We understand that certain species of amyloid are toxic, that not all amyloid species are toxic, but certain species such as propofibrils
can trigger things like tau and tau transformation and tau spread, and that these tau tangles can themselves have toxic effects on
synapses. And then in the advanced stage, we get the neurodegeneration and then the clinical symptomatology. So the sentiment has
been kind of brewing in the field for almost a decade now that we need to identify patients early and treat early so that we get the best
opportunity to slow the progression of the disease.

So through the evolution of anti-amyloid treatments, we have learned a lot about who and what and why. First, we learned that we have
to identify patients that have amyloid. So Dr. Leahy and Dr. Weisman and I learned that you should do a good clinical description of our
patients, and that's where we left it for a long period of time. We would describe the patients having mild cognitive impairment or mild
dementia, but we weren't confirmed the amyloid until relatively recently, the presence of amyloid. And then we had to learn that not all
amyloid is the same and that there are toxic species of amyloid, and we've been able to identify those. And then monoclonal antibodies
had to be created to target those specific species, because previous generations of monoclonal antibodies targeted amyloid, but not the
correct species of amyloid. And then we learned about the toxic aspects of amyloid beta and how it can compromise brain function over
time.

We know that certain species of amyloid, particularly the protofibril, the soluble plaque, the oligomers, are the toxic species that trigger
tau aggregation and tau tangle formation, ultimately leading to neurodegeneration.

Only LEQEMBI targets multiple forms of amyloid in this cascade. It rapidly clears amyloid plaque, the aggregated form of amyloid that
accumulates over years. It also clears and targets soluble protofibrils, which are the building blocks of the plaque that's fault seemed to
and thought to induce tau accumulation. These protofibrils are known to be directly toxic and lead to neuronal injury.

Let's transition to discussing the efficacy of LEQEMBI, and here's why we want to talk about what we can achieve with this anti-amyloid
therapy. LEQEMBI, we didn't get here suddenly.

This is a multi-year, multi-decade perhaps process, and part of it discusses the proof of efficacy is at the request of the FDA.

The FDA actually wanted this instrument called the Clinical Dementia Rating Scale to be the global instrument that was considered to be
an approvable instrument. And most of us who do not do the CDR, at least in my practice, I don't do the CDR in my practice, but the
CDR is a very lengthy and detailed instrument that involves an interview of the informant and the participant with objective measures and
historical measures. The CLARITY AD trial was including almost 1,800 people with MCI or mild dementia due to Alzheimer's disease, all
confirmed that they all had the presence of amyloid.

The patients were randomized one-to-one to lecanemab or placebo.

The lecanemab, LEQEMBI infusions was 10 milligrams per kilogram every two weeks, and they were followed for up to 18 months, and
we did this instrument called the CDR. I think one of the most compelling findings here is that after 18 months, 94% of participants in the
LEQEMBI-treated arm opted to be in the long-term extension.

Doctor, you know you do clinical trials for a living, and adherence and attrition is a big, very common issue. So 94% is a really big
number to show that patients were motivated, and they perhaps saw there was some benefit in continuing, and that's why there's been
long-term efficacy signal that has been derived using the CDR sum of the boxes. They did a match of the Alzheimer's disease
neuroimaging initiative cohort, matched one-to-one to see if they could simulate what a decline would look like in the absence of the
monoclonal antibody treatment.

And now we have long-term extension treatment. But to understand the long-term extension data that I'm going to show now, which is up
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to four years, includes a mixture of both subcutaneous and intravenous. We're going to discuss both the core and the long-term
extension going out now to four years.

I do want to mention some important features of the CLARITY AD trial. Like I said, roughly 900 participants per arm, 61% of them had
mild cognitive impairment and 39% had mild dementia due to Alzheimer's. All of them had amyloid confirmation. Interestingly enough,
many, I would say majority of patients had multiple comorbidities or comorbidities such as hypertension, hyperlipidemia, ischemic heart
disease, diabetes, and obesity. And people think -- the skeptics in the world who think these drugs are no better than the background
therapy need to understand that these patients were on background therapy, 53% were on cholinesterase inhibitors or memantine.

This information, taken together with the demographic characteristics as shown in this slide, demonstrate that LEQEMBI was studied in
a broad patient population that may look very similar to what you see in your practice. Now, I have to say we're going to spend some
time really digging deep on this particular slide.

The take-home message that was published in the New England Journal paper that was presented to the FDA is that there was 27%
slowing in the rate of decline on the CDR sum of the boxes compared to the patients who got treated with those treated with LEQEMBI
compared to those treated with placebo.

Again, background therapy roughly balanced between them. 27% is important because that means that objectively a blinded physician
who was unaware of the randomization assignment themselves could say these people were getting less worse than the people who
received the placebo. And that's a global measure involving the informant and the participant. But when we look at a pure neuropsych
measure, meaning ADAS, Alzheimer's Disease Assessment Scale, cognitive scale, there was a similar decline, a 26% slowing in the
rate of decline.

And when we look at activities of daily living, so to the ADLs, the activities of daily living score is basically it's an interview of the
informant saying can they still bathe and groom and dress, can they still dial a telephone, write a check, things like that. We saw even a
more robust preservation of function with 37% less slowing in decline in the LEQEMBI-treated group compared to placebos.

So, at 18 months, we see that there is a robust efficacy signal with 27% on CDR, almost 40% on AD activities of daily living, 26% on
cognition, and we see a 56 centiloid reduction in the amount of amyloid that's in their brain. And so we know that many, many
participants got to negative, meaning that they had no amyloid in their brain.

About half actually were amyloid PET negative at 12 months as measured by PET and compared to only 15% of those matched in
placebo group. This is was noted to be a pre-specified biomarker endpoint and was not adjusted for multiplicity. No conclusions or
comparisons can be drawn.

I also want to talk you through this very important slide. So I already told you 27% and if you look at the middle of the slide we're talking
about the fact that at 18 months the difference between treatment and placebo was was 27% on this global scale that's called the CDR.

And now that we have four-year data, it's very compelling because that difference of about half a point on the CDR at 18 months is now
four years later, or three years later, is almost two points on a CDR, suggesting that we are indeed slowing the rate of progression.

As a reminder, the limitations for this analysis include that participants who are enrolled in a long-term care extension after completion of
the control period are subject to continued dropout, and that this is the equivalence of including both intravenous and bioequivalent
doses of the subcutaneous.

You should know that ADNI is a modeled data set so that these are patients who are not treated, were not treated with a monoclonal
antibody under any circumstance. And so we have to look at the potential for selection bias or attrition. What this is saying is that at the
four-year mark, 81% of participants remained in MCI or mild AD stages and had not progressed to moderate stage or mild dementia.

When you look at moderate stage dementia, of course, we're talking about loss of independence, loss of activities of daily living, more
supervision in their daily life. And so we do not want patients to achieve that.

In fact, when I talk about this, I say, think about dementia as being an existential threat to your independence and your quality of life, is
how I like to talk about it. And so if I can slow it or delay you from getting to that, I think that's an achievable and desirable goal. I think
this is another one that I find particularly of interest insofar as they looked at post hoc, the people who had very little amounts of tau. Of
course, we don't do -- I don't do a lot of tau PET in my practice. I don't know if you guys do, but I don't do a lot of tau PET in my
practice.

So we don't have a lot of ways to look at this at least in clinical practice, but in the study, they did an analysis of patients with little
amounts of tau and showed that at four years, 69% of patients in the LEQEMBI treatment arm had no progression or no worsening on
CDR, sum of the boxes after four years, which is very compelling, and that 56% of patients with early AD and low tau showed even
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some improvement after four years with LEQEMBI treated compared to baseline.

These are post-hoc, they're exploratory. This was a Tau PET sub-study as part of the CLARITY AD trial. It might be limited by small
samples and does not include everybody. And so we cannot make sweeping conclusions. And with that, Dr. Leahy, I turn it over to you
to talk about the 2B study.

Dr. Leahy:
Okay. So, one of the most important studies leading to the approval of LEQEMBI was the Phase 2B study. So let's take a moment and
review some of its data.

This was an 18-month, double-blind, placebo-controlled study that included patients with MCI and mild dementia due to Alzheimer's.
Patients were given various LEQEMBI doses, including the approved weight-based dose of 10 milligrams per kilogram once every two
weeks. And then patients went through a gap period, where they were taken off LEQEMBI anywhere from 9 to 59 months, with an
average off time of treatment of 24 months.

They were later enrolled in the extension phase and were put back on treatment at the 10 milligram per kilogram dose every two weeks.
But when we studied the gap period, there were some really interesting things that we saw in the biomarkers.

It is important to note, however, that there was no placebo arm for direct comparison in the long-term extension, so no conclusions can
be drawn. And patients were enrolled in the long-term extension after completion of the control period and are subject to continued
dropout.

Thus, numbers were low and power of the analysis. What we saw that was interesting is that the reaccumulation rates of biomarkers
was quite different. For amyloid PET imaging, there was a reaccumulation of 2.6 centiloids per year.

But on the plasma A-beta 42/40 ratio, we saw a worsening of 47% during that gap period. And the plasma P-tau 181 re-accumulated at
24%. And this shows that in stopping therapy, although the amyloid PET imaging showed changes, there were other plasma biomarkers
that showed a larger change during that same period.

Note that the study did not meet its primary endpoint therefore, outcome measures are descriptive in nature, and no definitive
conclusions can be drawn.

Next, let's take a look at what we learned from the Phase 2B study and do some modeling of reaccumulation of these biomarkers using
data from the Phase 2B and CLARITY AD core studies. These PK/PD models showed that half-life of reaccumulation for all three of
these biomarkers, meaning what is half the time it would take for these biomarkers to return to their levels before treatment. Amyloid
PET showed a 12-year reaccumulation half-life.

Plasma amyloid beta 42:40 ratio and plasma P-tau 181 exhibited a faster reaccumulation with half-lives of 6 months and 1.6 years,
respectively. This data tells us that although amyloid plaque reaccumulation occurs slowly, there may be some other markers that we
might need to target.

Note that the PK/PD model simulations represent population's mean predictions that may not fully capture individual patient variability.
Individual biomarker trajectories may differ depending on patient-specific characteristics, and therefore no conclusions can be drawn.

Great. Let's continue and look at some of the Long-term Alzheimer's Disease Management.

So only LEQEMBI has the FDA-approved maintenance dosing for options to continue treatment after the 18-month of initiation period.
During the 18-month initiation period, patients receive infusions twice monthly or once every two weeks. A baseline MRI plus four MRIs
before the 3rd, 5th, 7th, and 14th infusions are required to monitor for ARIA. But throughout the treatment, if patients experience any
symptoms that are concerning for ARIA, then clinical evaluation will be performed, including an MRI.

Then, after 18 months, patients may continue with twice monthly infusion, transition to once monthly infusion. Patients who continue on
therapy after 18 months may be able to maintain treatment benefits for longer. So we'll take a closer look at the subcutaneous
formulation of LEQEMBI.

LEQEMBI IQLIK is administered subcutaneously, once weekly, after 18 months, in the comfort of a patient's home. To administer
LEQEMBI via the single-dose pre-filled auto-injection, patients prepare, inject for 15 seconds, and then dispose of the pen.

For detailed information on how to prepare, administer, and safely dispose of the LEQEMBI IQLIK advise patients to read the medication
guide and instructions for use. I find that patients are really looking forward to using the subcutaneous injection.

I work in Michigan, so we have a lot of patients that go south for the winter. And it's been a lot of extra work for patients and our clinic
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staff, too, to transfer their infusions for the winter months. So they are looking forward to having that ease of having that medication just
delivered right to them wherever they are for the winter.

[Scrolling ISI Video with Voiceover]

Dr. Sabbagh:
And that wraps up Chapter 2 of our video series.

Thank you for joining us for Treatment with LEQEMBI and thank you to Eisai and Biogen for their sponsorship of this series. We also
hope you'll join us for the next chapter featuring Dr. Cara Leahy and Dr. David Weisman as we discuss real-world evidence with
LEQEMBI. Take care.

LEQEMBI® (IQILK™ and LEQEMBI Companion™ are trademarks of Eisai R&D Management Co., Ltd.
LEQEMBI® is a registered trademark of Eisai R&D Management Co., Ltd.

© 2026 Eisai Inc. and Biogen. All trademarks and company names are the property of their respective owners.
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Chapter 3

Dr. Sabbagh:
You are now tuned in to Chapter 3 of this multi-part series, The Benefits of Anti-amyloid Therapy and Early Alzheimer's Disease
Management. In this chapter, we're going to focus on Real-world Evidence with LEQEMBI. I'm Dr. Marwan Sabbagh. A special thank
you to Dr. Leahy and Dr. Weisman for being here.

I want to start with kind of walking us through the label. The label is LEQEMBI, lecanemab is indicated for the treatment of Alzheimer's
disease particularly mild cognitive impairment and mild dementia due to Alzheimer's disease in the population that was initiated through
clinical trials.

There is a boxed warning of amyloid-related imaging abnormalities, and monoclonal antibodies directed against aggregated forms of A-
beta, including LEQEMBI, can cause ARIA, characterized by ARIA-E, which is vasogenic edema, or ARIA-H, which is hemosiderin
deposition and microhemorrhages, and the timing of ARIA and incidence of ARIA may vary among treatments.

ARIA usually occurs early in the treatment and is usually asymptomatic, although it can be serious and life-threatening and has other
complications as well, including significant intracerebral hemorrhages. There are labels against using thrombolytic therapy in this
situation, and there are cautions around APOE genotype, particularly on APOE4 homozygotes. Consider the benefit of LEQEMBI for the
treatment of AD and the potential risks versus the benefits of serious ARIA events when considering initiating the treatment with
LEQEMBI.

I'll turn it over to Dr. Weisman to kick off the conversation.

Dr. Weisman:
Okay, so Eisai conducted a retrospective multicenter real-world study of LEQEMBI between March and August of this year, and I'm
going to present the interim results that were through July 1st.

So there are three data types, retrospective case reports, I'll be presenting those, surveys of doctors, and the doctor interviews. And
doctors, including myself, were tasked with going back into our records, and we had goals of finding patient cohorts that mirrored the
natural APOE prevalence, balanced women and men, demographically representative of each clinic. And then the data was collected on
patients taking anticoagulants, antiplatelet agents, and the use of blood-based biomarkers when that was -- if that was present, and the
timeframe is given.

The primary endpoint was to describe real-world utilization of LEQEMBI, and the exploratory endpoint was to describe the clinical
outcomes of patients treated with seven or more LEQEMBI infusions. And so, we're going to review those outcomes, but first, I think we
review these limitations off to the far right.

So, number one, selection bias.

We may have been selecting patients that did more favorably. That is possible. There may be incomplete and inconsistent data. There
was no placebo control, which is its own bias Patients, caregivers, and doctors all knew that they were getting lecanemab. And then
other confounding variables that you can't control for in a trial I'm sorry, in a real-world setting trial, but were controlled in a randomized
controlled trial. For instance, starting any acetylcholine esterase inhibitor, Memantine.
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So, these are the doctors, nine clinicians, myself and our esteemed, Dr. Leahy, right here, participated in the real-world study and
contributed the data to the interim results. These represented both academic and private practices, really from all over the U.S. rural,
suburban, everywhere.

So as is typical with Alzheimer's, 56% of the population were female, and about 7% had early Alzheimer's disease, so that's defined as
Alzheimer's before age of 65. And then you can see the bar graph shows the age ranges, the disease of aging, so most of the people
were around 70, and the mean age was 74. And as a reminder, these are interim results, not full.

And so in the study, the clinicians staged 58% of the patient population as MCI, and the other, 42, with mild Alzheimer's dementia. And
then with APOE, this is very representative of what we see. One-third were non-carriers, half were heterozygous, and 18% were
homozygous.

And that can be compared to pretty much every population study where about 2% of the population has APOE4/4, but 15% of people
with Alzheimer's disease have APOE4/4, because it's such a big risk factor for the disease.

Of the 7.2% of patients who had microhemorrhages at baseline, the mean number of microhemorrhages was one. Half of the patients
had white matter hyperintensities, which is really common in Alzheimer's disease, and it should be noted that severe white matter
hyperintensities could be a reflection of CAA, cerebral amyloid angiopathy. And they can also hide ARIA.

So it's important that there is a baseline data were captured. That's what we saw. So comorbidities were represented in the population.
84 of 178 people had hypertension. The two other commonly reported comorbidities were mood disorders and high lipids. And other
comorbidities are listed here. So overall, this data demonstrates that these are real patients with early Alzheimer's disease in the
general population.

Turning our attention to the interim results in the real-world studies' exploratory endpoints. 87% of patients remained on LEQEMBI at the
time of chart extraction, and the mean treatment duration of that time was about one year. The reasons for discontinuation in about 12%
of the patients are listed in the table, the most common reason was other, and that could be personal reason, change of caregiver, a
move, something that just stopped treatment. ARIA-E was a cause of discontinuation in two people, ARIA-H in two others, and a
combination, ARIA-E, ARIA-H, combined in one patient.

Now, the clinical outcomes. As exploratory endpoints in the patients on lecanemab starting with stability, or clinical improvement based
on the disease stage at the time of charge extraction. And so, disease stage was based on clinical judgment. You know, I think this is
mild cognitive impairment, and the patient, after a year, still had mild cognitive impairment.

So, at the time of charge extraction, overall, 43, 44% of the patients had MCI due to Alzheimer's, and they were stable, and 33% with
mild AD were stable, and 6.7% had mild Alzheimer's dementia, and they improved to a different category, mild cognitive impairment. So
they got better in the eyes of the clinician.

The study also evaluated differences between clinical outcomes in terms of stability and improvement among females and males. And
here you see that 75% of female patients remain stable and 8% improved. And comparatively, 81% of male patients remain stable and
5% improved.

And to the right, we see the breakdown of change in disease stage by sex. And there's really no pattern that comes about based on this.
It shows that there was this big concern about taking trial protocols and implementing them into the real world. And we just have not
seen any differences, any major differences in that.

[Scrolling ISI Video with Voiceover]

Dr. Sabbagh:
That concludes Chapter 3 of our video series. Thank you for joining us for Real-World Evidence with LEQEMBI and thank you to Eisai
and Biogen for their sponsorship. Please join us for the final chapter, LEQEMBI Safety. Until then, be well and take care.

LEQEMBI® (IQILK™ and LEQEMBI Companion™ are trademarks of Eisai R&D Management Co., Ltd.
LEQEMBI® is a registered trademark of Eisai R&D Management Co., Ltd.
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Chapter 4

Dr. Sabbagh:
You are now tuned into Chapter 4 of this multi-part series, The Benefits of Anti-Amyloid Therapy in Early Alzheimer's Disease
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Management. In this chapter, we'll be discussing LEQEMBI Safety. Thank you all for being here.

I want to start with kind of walking us through the label. The label is LEQEMBI, lecanemab, is indicated for the treatment of Alzheimer's
disease particularly mild cognitive impairment and mild dementia due to Alzheimer's disease in the population that was initiated through
clinical trials.

There is a boxed warning of amyloid-related imaging abnormalities, and monoclonal antibodies directed against aggregated forms of A-
beta, including LEQEMBI, can cause ARIA, characterized by ARIA-E which is vasogenic edema, or ARIA-H which is hemosiderin
deposition and microhemorrhages. And the timing of ARIA and incidence of ARIA may vary among treatments.

ARIA usually occurs early in the treatment and is usually asymptomatic, although it can be serious and life-threatening and has other
complications as well, including cerebral, including significant cerebral intracerebral hemorrhages.

There are labels against using thrombolytic therapy in this situation, and there are cautions around APOE genotype, particularly on
APOE4 homozygotes. Consider the benefit of LEQEMBI for the treatment of AD and the potential risks versus the benefits of serious
ARIA events when considering initiating the treatment with LEQEMBI.

Now let's get started.

So safety does matter, and we know that there's a safety profile you need to be aware of particularly since it was studied in the Clarity
AD trial. 26% of patients with receiving LEQEMBI received had infusion-related reactions versus 7% in the placebo. ARIA-H was 14%
versus 8%, ARIA-E 13% versus 2%.

Another thing we commonly see is headache, superficial siderosis, rash, and nausea and vomiting. These are most of the time
manageable and infrequently are they associated with discontinuation. But let's get a deeper dive into the ARIA issues.

We do have the caution and the package insert talks about the warning of amyloid-related imaging abnormality, ARIA-E, vasogenic
edema, or ARIA-H. Medications in this class, as said in my opening remarks, can cause ARIA-E as observed on MRIs, brain edema, or
sulcal effusions, or ARIA-H which includes microhemorrhages and superficial siderosis.

Patients can actually have ARIA spontaneously, particularly ARIA-H which would suggest that they have cerebral amyloid angiopathy
and such as pre-treatment microhemorrhage or prior to treatment with they could have microhemorrhage and superficial siderosis.
ARIA-H usually or commonly occurs with ARIA-E and when we worry about a symptomatic ARIA event, I look for things like headache,
confusion, visual changes, dizziness, nausea, gait difficulty, even some focality.

There is a contraindication for serious hypersensitivity due to lecanemab or any of its excipients, and these could include angioedema or
anaphylaxis. See the package insert for more details.

But we need to talk about ARIA, because ARIA is something that people worry about. And what I want to tell you is that the incidence of
ARIA is 21% in the LEQEMBI treated group versus 9% in the placebo group.

Of that, 13% of them had ARIA-E and 17% had ARIA-H, but it wasn't all in the treated group. Some of the placebo group patients had it
as well.

The incidence of symptomatic, so 21% versus 9% of the symptomatic and asymptomatic, only 3% had symptomatic ARIA in LEQEMBI
and only 0.7% actually had serious symptomatic. So we are aware of these. We expect to approach this with some caution, but it is
something we counsel our patients about when we're initiating treatment. But I want to be very clear that most patients had, when they
have ARIA, they're asymptomatic.

Part of the driver, they've actually looked at this. The drivers of ARIA prevalence are APOE4 genotype and number of
microhemorrhages you have at baseline. And so what we know is, particularly with ARIA-E is that by APOE genotype, the more alleles
you have of APOE4, the higher the prevalence of an ARIA event. So if you're a non-carrier, it's 5%. If it's heterozygote, it's 11%, and if
it's homozygote, it's 33%.

Any ARIA event is 33% in non-carriers, 19% in heterozygotes, and 45% in homozygotes. But I want to point out that on the right-hand
side of the slide, symptomatic or serious ARIA events are, again, 1% for non-carriers, 1 to 2% for heterozygotes, and somewhere
between 3 and 9% for homozygotes.

I will tell you the one thing I learned now that I've treated dozens of patients with LEQEMBI is that radiographic severity does not
correlate with clinical severity. We have a rating scale of mild, moderate, severe radiographically. And so this is the rating scale we use.
And we ask our radiologists to quantify, is it mild, moderate, severe? And we know that it is, carriers tend to have a little bit more on
this, of the severe compared to non-carriers or heterozygotes.
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The incidence of ARIA decreased after 12 months as patient can do therapy with LEQEMBI. And while ARIA can occur at any time,
ARIA-E tends to be front-loaded, with 91% of them occurring in the first six months. Most of them resolve on their own after four months
of detection. And Clarity AD, isolated ARIA-H, occurred randomly throughout the study period. But ARIA-H tends to occur in
concomitantly with ARIA-E within the first six months of treatment.

In Clarity AD, the eighteen-month period and the long-term extension, the rates of ARIA-E and ARIA-H were lower in the LEQEMBI-
treated group after the first 12 months of treatment with it being 13.5% in the first year, down to 1.2% in the 4th year. So we know that
ARIA-E events drop off precipitously, and ARIA-H rates also decline in that period of time. I'm going to now turn it back over to you, Dr.
Weisman, to talk about the rest of the safety profile.

Dr. Weisman:
Thank you. So to monitor for ARIA, and we want to keep ARIA as an imaging abnormality only. Remember, amyloid-related imaging
abnormality. We must perform the MRIs prior to certain infusions, and it's according to this schedule before the 3rd, 5th, and 7th, and
14th dose. And that doesn't mean a prelim read, verbal read, a resident or a fellow. I really want a paper that has been signed by a
radiologist, and then I look at it, and then I sign off. And that's really the best way to go through all of this. I know that your processes are
also similar.

I've called radiologists as well especially in the beginning for screening MRIs, a few microhemorrhages really doesn't cut it in 2025. We
really want to count those.

And MRI technologies are evolving. So we want the same technology for longitudinal ARIA monitoring, meaning the same machine that
would be optimal. The same reader would be optimal and historical comparison optimal.

Standard protocol for requesting monitoring also helps. So that means basically putting in the order with, this patient is on anti-amyloid
therapy, and we're looking for ARIA. Radiologists have really approached this in a terrific way. And once they read it, they report it, and
then we can dose. Along the way, if any patient gets any symptom consistent with ARIA, then another MRI should be scheduled in lieu
of the dose.

In devising risk assessments for ARIA and ICH, so ICH greater than 1 centimeter in diameter was reported in 0.7% with lecanemab and
0.1% with placebo. And fatal events of ICH in patients taking lecanemab have been observed. So even 2 microhemorrhages or one
area of superficial siderosis really increases your risk of ARIA. And patients were excluded from clarity.

And remember, what we're trying to do is mirror the clarity trial and that patient population and bring that into clinical practice and learn
from those mistakes, not your own.

Patients that were excluded from clarity, if they had five or more microhemorrhages, And any additional findings suggestive CAA, a
prior cerebral hemorrhage is greater than one centimeter, superficial siderosis, other vasogenic edema, or any other lesion that in the
clinician's experience or opinion could potentially increase the risk of hemorrhage.

In Clarity AD, baseline use of anticoagulants was allowed. So antiplatelets including aspirin, other antiplatelets, were allowed, and
anticoagulation was allowed if they're on stable doses. Most exposure was to aspirin, but the antithrombotic medications, and I should
say antiplatelets, do not increase the risk of ARIA. But there's a reason why one would be cautious here, because the drug removes
amyloid out of blood vessels and leaks happen. And if you can't clot, then little bits of blood will ooze into the brain and go from a
microhemorrhage and turn a microhemorrhage into a macro hemorrhage.

So a fatal cerebral hemorrhage occurred in a patient taking anti-amyloid antibody in the setting of focal neurologic symptoms and the
use of a thrombolytic agent. Additional caution should be exercised when giving an anti-thrombotic or thrombolytic agent because of this
reason.

In addition, hypersensitivity reactions, which you've already reviewed, angioedema, bronchospasm, anaphylaxis have occurred. It's
immediate. It's IGE mediated. It's not a delayed symptom that patient should no longer get it. It is a contraindication.

Then infusion-related reactions have also occurred. About 1/4 of the patients experience these occur usually during or after the
completion of the infusion.

My experience has been after they go home and they have an hour or two of chills and muscle aches and malaise and headache. We
use medications like antihistamines, acetaminophen, NSAIDs, and even a couple of cases of steroids. If they've had a more moderate
infusion-related reaction, then the next dose, prednisone, 10 milligrams or 20 milligrams, can be used the morning of. It seems to work.

So the other issue is because of the thrombolysis issue. Collaboration with emergency medicine and stroke neurology is crucial. They
really need to know that the patient is on LEQEMBI. And so they need to exercise caution and really bring it into their mind about how to
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treat a stroke where ARIA could present with a focal neurologic problem and be a stroke mimic.

Now, if there's an LVO, large vessel occlusion, then endovascular therapy is pretty straightforward because we know what happens
after that, the brain dies. But it's tough with the thrombolysis given the risk. So patients and the care partners should also be counseled
on how to inform emergency care team. And you guys can speak with your representatives for those.

Dr. Sabbagh: 
And that brings us to the end of chapter 4 in our video series. Thank you for joining us for LEQEMBI Safety. A special thank you to Dr.
Leahy and Dr. Weisman for sharing their clinical expertise and thoughtful perspectives. And a special thanks to all the panelists for being
part of this important discussion around early Alzheimer's care. We want to also extend our appreciation to Eisai and Biogen for their
sponsorship and support of this educational series. If you've missed any of the other videos in this series, please be sure to check them
out today.

LEQEMBI® (IQILK™ and LEQEMBI Companion™ are trademarks of Eisai R&D Management Co., Ltd.
LEQEMBI® is a registered trademark of Eisai R&D Management Co., Ltd.
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INDICATION
LEQEMBI is indicated for the treatment of Alzheimer's disease (AD). Treatment with LEQEMBI should be initiated in patients with mild
cognitive impairment (MCI) or mild dementia stage of disease, the population in which treatment was initiated in clinical trials.

IMPORTANT SAFETY INFORMATION

WARNING: AMYLOID-RELATED IMAGING ABNORMALTIEIES (ARIA)

Monoclonal antibodies directed against aggregated forms of beta amyloid, including LEQEMBI, can cause ARIA characterized
as ARIA with edema (ARIA-E) and ARIA with hemosiderin deposition (ARIA-H). Incidence and timing of ARIA vary among
treatments. ARIA usually occurs early in treatment and is usually asymptomatic. Although serious and life threatening events
including seizure and status ellipticus can occur, ARIA can be fatal. Serious intracerebral hemorrhages (ICH) >1 cm, some of
which have been fatal, have been observed with this class of medications. Because ARIA-E can cause focal neurologic deficits
that can mimic an ischemic stroke, consider whether such symptoms could be due to ARIA-E before giving thrombolytic therapy
to a patient being treated with LEQEMBI.

Apolipoprotein E ε4 (ApoE ε4) homozygotes: Patients who are ApoE ε4 homozygotes. (~15% of patients with AD) treated
with this class of medications have a higher incidence of ARIA, including symptomatic serious and severe radio graphic
ARIA compared to heterozygotes and noncarriers. Testing for ApoE ε4 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 for
homozygotes and at higher risk for ARIA.

Consider the benefit of LEQEMBI for the treatment of AD and the potential risk of serious ARIA events when deciding to initiate
treatment with LEQEMBI.

CONTRAINDICATION
Contraindicated in patients with serious hypersensitivity to lecanuma-irmb or to any of the excipients. Reactions have included
angioedema and anaphylaxis.

WARNINGS AND PRECAUTIONS
AMYLOID-RELATED IMAGING ABNORMALITIES
Medications in this class, including LEQEMBI, can cause ARIA-E, which can be observed on MRI as brain edema or sulcol effusions,
and ARIA-H, which includes micro hemorrhage and superficial siderosis. ARIA can occur spontaneously in patients with AD, particularly
in patients with MRI findings suggestive of cerebral amyloid angiopathy (CAA), such as pretreatment microhemorrhage or superficial
siderosis. ARIA-H generally occurs with ARIA-E. Reported ARIA symptoms may include headache, confusion, visual changes,
dizziness, nausea, and gait difficulty. Focal neurologic deficits may also occur. Symptoms usually resolve over time.
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Incidence of ARIA
Symptomatic ARIA occurred in 3% and serious ARIA symptoms in 0.7%. With LEQEMBI, clinical ARIA symptoms resolved in 79% of
patients during the period of observation. ARIA, including asymptomatic radio graphic events was observed: LEQEMBI, 21%, placebo,
9%. ARIA-E was observed, LEQEMBI, 13%, placebo, 2%. ARIA-H was observed, LEQEMBI, 17%, placebo, 9%. No increase in isolated
ARIA-H was observed for LEQEMBI vs placebo.

Incidence of ICH
ICH >1 cm in diameter was reported in 0.7% with LEQEMBI vs 0.1% with placebo. Fatal events of ICH in patients taking LEQEMBI
have been observed.

Risk factors of ARIA and ICH
ApoE ε4 Carrier Status
Of the patients taking LEQEMBI, 16% were ApoE ε4 homozygotes, 53% were heterozygotes, and 31% were noncarriers with
LEQEMBI. ARIA was higher in ApoE ε4 homozygotes, (LEQEMBI: 45%; placebo: 22%) than in heterozygotes (LEQEMBI: 19%;
placebo: 9%) and noncarriers (LEQEMBI: 13%; placebo 4%). Symptomatic ARIA-E occurred in 9% of ApoE ε4 homozygotes vs 2% of
heterozygotes and 1% of noncarriers. Serious ARIA events occurred in 3% of ApoE ε4 homozygotes and in approximately 1% of
heterozygotes and noncarriers. The recommendations on management of ARIA do not differ between ApoE ε4 carriers and noncarriers.

Radiographic Findings of CAA
Neuroimaging findings that may indicate CAA include evidence of prior ICH, cerebral microhemorrhage, and cortical superficial
siderosis. CAA has an increased risk for ICH. The presence of an ApoE ε4 allele is also associated with CAA.

The baseline presence of at least two microhemorrhages or the presence of at least 1 area of superficial siderosis on MRI, which may be
suggestive of CAA, have been identified as risk factors for ARIA. Patients were excluded from clarity AD for the presence of >4
microhemorrhages and additional findings suggestive of CAA. Prior cerebral hemorrhage greater than 1 centimeter in greatest diameter,
superficial siderosis, vasogenic edema or or other lesions (aneurysm, vascular malformation) that could potentially increase the risk of
ICH.

Concomitant Antithrombotic or Thrombolytic Medication
In Clarity AD, baseline use of antithrombotic medication, aspirin, other antiplatelets, or anticoagulants was allowed if the patient was on
a stable dose. Most exposures were to aspirin. Antithrombotic medications did not increase the risk of ARIA with LEQEMBI. The
incidence of ICH: 0.9% in patients taking LEQEMBI with a concomitant antithrombotic medication vs 0.6% with no antithrombotic and
2.5% in patients taking LEQEMBI with an anticoagulant alone or with antiplatelet medications such as aspirin vs none in patients
receiving placebo.

Fatal cerebral hemorrhage has occurred in one patient taking an anti-amyloid monoclonal antibody. In the setting of focal neurologic
symptoms of ARIA and the use of a thrombolytic agent.

Additional caution should be exercised when considering the administration of antithrombotics or a thrombolytic agent (e.g., tissue
plasminogen activator) to a patient already being treated with LEQEMBI. Because ARIA-E can cause focal neurologic deficits that can
mimic an ischemic stroke, treating clinicians should consider whether such symptoms could be due to ARIA-E before giving thrombolytic
therapy in a patient being treated with LEQEMBI.

Caution should be exercised when considering the use of LEQEMBI in patients with factors that indicate an increased risk for ICH and in
particular, patients who need to be on anticoagulant therapy or patients with findings on MRI that are suggestive of CAA.

Radiographic Severity with LEQEMBI
Most ARIA-Eradiographic events occurred within the first 7 doses, although ARIA can occur at any time and patients can have greater
than one episode. Maximum radio graphic severity of ARIA-E with LEQEMBI was mild in 4%, moderate in 7%, and severe in 1% of
patients. Resolution on MRI occurred in 52% of ARIA-Epatients by 12 weeks, 81% by 17 weeks, and 100% overall after detection.
Maximum radio graphic severity of ARIA-H micro hemorrhage with LEQEMBI was mild in 9%, moderate in 2%, and severe in 3% of
patients. Superficial sidorosis was mild in 4%, moderate in 1%, and severe in 0.4% of patients with LEQEMBI. The rate of severe
radiographic ARIA-E was highest in ApoE ε4 homozygotes (5%) vs heterozygotes (0.4%) or noncarriers (0%). With LEQEMBI, the rate
of severe radiographic ARIA-H was highest in ApoE ε4 homozygotes (13.5%) vs heterozygotes (2.1%) or noncarriers (1.1%). 

Monitoring and Dose Management Guidelines
Baseline brain MRI and periodic monitoring with MRI are recommended. Enhanced clinical vigilance for ARIA is recommended during
the first 14 weeks of treatment depending on ARIA-E and ARIA-H clinical symptoms and radio graphic severity use clinical judgment
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when considering whether to continue dosing or to temporarily or permanently discontinue LEQEMBI. If a patient experiences ARIA
symptoms, 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.

HYPERSENSITIVITY REACTIONS
Hypersensitivity reactions, including angioedema, bronchospasm, and anaphylaxis, have occurred with LEQEMBI. Promptly discontinue
the infusion upon the first observation of any signs or symptoms consistent with a hypersensitivity reaction and initiate appropriate
therapy.

INFUSION-RELATED REACTIONS (IRRs)
IRRs were observed—LEQEMBI: 26%; placebo 7%—and most cases with LEQEMBI (75%) occurred with the first infusion. IRRs were
mostly mild (69%) or moderate (28%). Symptoms included fever and flu like symptoms, chills, generalized aches, feeling shaky and joint
pain, nausea, vomiting, hypotension, hypertension, and oxygen desaturation.

IRRs can occur during or after the completion of infusion. In the event of an IRR during the infusion, the infusion rate may be reduced or
discontinued and appropriate therapy initiated as clinically indicated. Consider prophylactic treatment prior to future infusions with
antihistamines, acetaminophen, nonsteroidal anti-inflammatory drugs, or corticosteroids.

ADVERSE REACTIONS

The most common adverse reactions reported in ≥5% with LEQEMBI infusion every two weeks and ≥2% higher than placebo
were IRRs (LEQEMBI: 26%; placebo: 7%), ARIA-H (LEQEMBI: 14%; placebo: 8%), ARIA-E (LEQEMBI: 13%; placebo: 2%)
headache (LEQEMBI:11%; placebo: 8%), superficial sidorosis of central nervous system (LEQEMBI: 6%; placebo: 3%), rash
(LEQEMBI: 6%; placebo: 4%), and nausea/vomiting (LEQEMBI: 6%; placebo 4%).
Safety profile of LEQEMBI IQLIK for maintenance treatment was similar to LEQEMBI infusion. Patients who received LEQEMBI
IQLIK experienced localized and systemic (less frequent) injection related reactions (mild to moderate in severity)

LEQEMBI (lecanemab-irmd) is available:

Intravenous fusion: 100 mg/mL
Subcutaneous injection: 200 mg/mL 

Please see full Prescribing Information for LEQEMBI, including Boxed WARNING
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