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Alzheimer’s Disease is
defined pathologically by
the presence of amyloid
plaques and tau tangles.

However, the amyloid cascade, and
development of neurofibrillary
tangles, is also associated with
glucose dysregulation,
inflammation, metabolic change,
and endothelial dysfunction.
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As AD progresses, these system failures lead to structural
damage of brain cells—which can present as memory loss,
disorientation, language change, and behavioral changes.
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There are new monoclonal antibody medications that tag the
amyloid plagues and alert the immune system to remove the
toxic agents; thus, reducing further damage to the brain.

Molecular Targets of Anti-Amyloid Monoclonal Antibodies

Donanemab

Aducanumab \mes .
— S
s
Lecanemab o Fibril
\ntermedlate

Potency in amyloid removal

A ,
X Oligomers .':f \1 w4
) SAPPE
= S ;"J A|3 ﬂ
Monomers_ } m % BACE
YK e s ad B EsE N Z'I.l.;[k-*l_'\_- ;.'.-III.'..':-.-_-_
y-Secretase

complex


Presenter Notes
Presentation Notes
Include Teriah/Tosha


+ Inovar

On July 3, 2024, the FDA
approved donanemab =
Kisunla for people with
mild cognitive impairment
(MCI) or early dementia due
to Alzheimer’s Disease.

This is not a good treatment for
people who are in moderate or
severe stages of dementia. We are
targeting early detection and early
treatment to maximize the benefit.
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Kisunla is an infusion
medicine, delivered once
monthly for 6-18 months,

of

Alzheimer’s Disease.

While not a cure to Alzheimer’s
Disease (the amyloid re-
accumulates), Kisunla can delay
declines in function:

- using the telephone
- keeping appointments
- selecting clothing
- completing chores
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Treatment with Kisunla has shown effective removal
of amyloid plaque from the brain. This is measured
with PET Amyloid imaging.

Amyloid Plaque Reduction From Baseline in the Overall Population in TRAILBLAZER-ALZ 2.8
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Infusion therapy with Kisunla can be stopped when
the level of amyloid plaque reaches a low threshold—
this means shortened durations of treatment.

PERCENTAGE OF PATIENTS IN THE OVERALL POPULATION ACHIEVING STOPPING CRITERIA" AT KEY
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Amyloid-targeting
medications are
associated with a
serious side effect
called ARIA:
amyloid related
imaging
abnormalities

ARIA can show up on MRI Brain
imaging as swelling or bleeding
spots in the brain. ARIA can cause
symptoms of headache, dizziness,
vision change, seizures, strokes,
and even death if not treated.



Presenter Notes
Presentation Notes
Include Teriah/Tosha


+ Inovar

)0 Jo Jo Jo Jo Jo Jo e e

® © o o
s ah s a
® ® o O
& ah a )
0 O O O
ryrCYrCaYr
Q Q Q Q
YTy )
Q Q Q 0
i o i o B e
C O O O
CYC Y Yr
O O O
EAYTT YO
Q Q Q Q
a0 o ol B
0 0O 0O O
YA
Symptomati

ARIA-E

ke
>

Jo Jo Jo Jo Jo Jo Jo Jo e

As

Jo Jo Jo Jo Jo Jo Jo Jo e Pe
Jo)o )o ) o Jo o ophephe

Jo J)o )o )o Jo Jo Jo JoPephe

<
3

ptomatic
RIA-E

Jo Jo Jo Jo Jo Jo Jo Jo e e

Though ARIA is a serious side
effect, symptomatic ARIA only
occurs in 6% of patients treated
with Kisunla. It is usually an
asymptomatic finding on
imaging, and the patients do
not feel any symptoms 70% of
the time.

Asymptomatic ARIA occurred in 24-35% of
treated patients. There are protocols in
place to keep the patient safe, and guide
clinicians about medication discontinuation.
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There are specific factors
that increase the risk of
ARIA, and a thorough risks
and benefits discussion is
important before beginning
anti-amyloid therapy.

« APOE e4/e4
* Bleeding disorders
+ Use of anticoagulants
« Recent major stroke or

severe vascular disease
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In summary, Kisunla is an effective
FDA approved medical therapy for the
treatment of the early stages of
Alzheimer’s Disease. It is currently
fully covered by Medicare if the
patient is enrolled on a government
registry. Other insurances are starting
to change their policies.

Of note, Kisunla administration is often guided by
PET Amyloid imaging—which is currently not
covered by most insurances. PET scans estimate
around $4500/scan. The medication itself is
around $2000/month if paying out of pocket.
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There are many other targets being studied to combat Alzheimer’s Disease,

and amyloid is just one target. There are no head-to-head trials suggesting if
any of these treatments are better than another.
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RESULTS: There are 164 trials assessing 127 drugs across the 2024 AD pipeline. There were 48 trials in
Phase 3 testing 32 drugs, 90 trials in Phase 2 assessing 81 drugs, and 26 trials in Phase 1 testing 25
agents. Of the 164 trials, 34% (N = 56) assess disease modifying biological agents, 41% (N=68) test

disease-modifying small molecule drugs, 10% (N = 17) evaluate cognitive enhancing agents, and 14% (N

= 23) test drugs for the treatment of neuropsychiatric symptoms.

DISCUSSION: Compared to the 2023 pipeline, there are fewer trials (164 vs. 187), fewer drugs (127 vs.
141), fewer new chemical entities (88 vs. 101), and a similar number of repurposed agents (39 vs. 40).

The total development time for a potential Alzheimer’s disease therapy to progress from nonclinical

studies to FDA review is approximately 13 years.
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We do have hundreds of research trials demonstrating that
keeping our brain healthy throughout life is an effective way to
prevent and treat the onset of dementia symptoms.
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