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cases. The World Health Organization estimates that
about 57 million people worldwide were living with
dementia in 2021, with nearly 10 million new cases
every year. In the United States alone, more than 7
million people aged 65 and olde®@re living with
Alzheimer’s, and that numb ‘will keep rising as the
population ages.

AD is a progressive neur@degenerative disease. It
usually begins with subtl memory lapses and
gradually affects languaBe, judgment, planning,
orientation and, event ally, the ability to. carry out
everyday activities. Bdhavioral and psychological
agitation

cha uch asan y,depres‘ , agitation,
apathy and sleep-di irbances;dre also common, and

are often among thé d. symptoms for families.
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Two hallmark changes define
first is amyloid plaques, clun
called beta-amyloid that b
The second is neurofibrill
of a protein called tau the umulate inside nerve
cells and disrupt their internal transport system. Over
time, synapses are lost, neurons die and the brain
shrinks, especially in the hippocampus, the brain’s
memory center.

n nerve cells.
gles, twisted strands

Researchers now recognize that plaques and tangles
are only part of the story. Chronic neuroinflammation
driven by overactive immune cells in the brain called

ia, reduced blood flow, damage to small blood
3, oxidative stress and mitochondrial

ion all contribute to the disease process.

y, we can distinguish two main forms of AD.
Early-onset familial Aw rare, typically appears
before age 65, and is caused by inherited mutations
in one of three genes: APP, PSEN1 or PSEN2. Late-
onset sporadic A unts for the vast majority of
cases and results fro combination of age,
genetics, lifestyle and environment. The strongest
genetic r|sk factoﬁor late-onset AD, iset
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phase 2a study of donor bon
(laromestrocel) given intravi eople with
mild AD. Over 39 weeks, pat
cells had about 48% slower
and 59% slower shrinkage o
those on placebo. The treate
improvement on the Montrea
(MoCA) and on measures of ality of
life. The cells were well tole
phase 1 study of the same

type brain swelling, inclu
FDA has granted this th generative Medicine

designations, and a phase 3 trial is being planned. As
the authors note, larger trials are needed to confirm
the cognitive benefits.

In 2023, researchers in China published the first
clinical trial of intranasal MSC-derived exosomes in
AD. Patients with mild to moderate AD received
donor adipose MSC exosomes intranasally twice a
12 weeks. No adverse events were

d, and in the medium-dose group, memory
King scores improved at 12 weeks compared
ine, with less hippocampal shrinkage. The
study was small and had no placebo group, so these
- lower bet brain, higher levels of ~ results are encouragir&)ut early.

brain- der\xed neurotrophlc factor (BDNF) and less

nerve cel VT A Korean phase 2a trial published in 2025 delivered

umbilical cord blo s directly into the fluid
Researchers have also studied the intranasal route, spaces of the brain through a surgically implanted
WhICh allows biologics to travel from the nose to the reservoir. The cells lowered amyloid and tau markers

in spinal fluid compared with pl

patients,
_‘Ie_-}blj\ , placebo-controlled to confirm &
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They act through: 4. Cellular signaling — Through “cell to cell”
communication, the biologics deliver proteins

1. Reducing neuroinflammation —AD is and genetic messages (MRNA and microRNA)

. driven in part by chronic inflammation from




overactive microglia. MSCs and exosomes
help shift microglia from a damaging state
toward a protective, repair-oriented state.

2. Immune system modulation — Instead of
blanketly suppressing the immune system like
steroids, regenerative biologics tamp down
harmful inflammatory signals while boosting
helpful growth factors and anti-inflammatory
cytokines.

3. Supporting blood flow — Reduced blood
flow and damage to small vessels contribute to
AD. MSCs release factors such as VEGF that
support blood vessel health and the formation
of new vessels (angiogenesis).

¥

BDNF

NGF

GDNF
Support vascular health VEGF, Ang-1

Promote amyloid clearance 4 Neprilysin
. CCL5

Protect neurons and synapsgs

Anti-apoptotic microRNAs

N

that prompt the brain’s own cells to produce
protective growth factors such as BDNF.

5. Protecting neurons — Regenerative
biologics help shield stressed neurons from
programmed cell death (apoptosis) and
support the synapses that connect them.

6. Helping clear toxic proteins — In
laboratory and animal studies, MSCs and their
exosomes enhanced the clearance of beta-
amyloid, in part by activating the natural clean-
up function of microglia.

imer’'s disease (summarized from preclinical research).

Mechanisms

ased pro-inflammatory cytokines that drive microglial
activation

Increased anti-inflammatory cytokines
Shift microglia tﬂrd a protective phenotype
Supports neuron sur\m, synaptic plasticity and memory
Supports cholinergic neurons involved in memory
Protects nﬁrﬁ stress-induced death

Promote angio‘ger}!sis and blood vessel stability

Amyloid-degrading enzyme carried by M

Recruits microglia that ear amyloid

Reduce neuro
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The lab Cérefully processes the umbilical cord to
generate large amounts of stem cells and exosomes
of the highest possible quality. The lab team consists
of multiple PhDs working in ISQggertified, cGMP-
compliant clean rooms. The propri€tary production
process combines potencygsafety and affordability so
providers can confidently @ffer stem cell and exosome
procedures.

Millions of dollars have fleen invested in
pharmaceutical-grade roduction of the biologics,
including first-rate clegh rooms, bioreactors,
rticle tracking )
tangential flo chifies
monitofing. Quality g8surance testing complies with
screening.and testif sta 34 [ds,consistent with the
.- American Associaliin of TissugBanks, cGMP
standards and FDAfregulfations. ™
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Exosomes are exceptionally
communication and are very
inflammation once they are t
cells. They act as shuttles th
proteins to other cells, allowin
among both nearby and dist:

Exosomes are believed to
therapeutic effects of ste
roughly 100 times small
reach places that cells ¢
exosomes given intranasally travel directly from the
nose to the brain, which is why intranasal delivery is a
major focus of Alzheimer’s research.

After a decade of performing over 30,000 stem cell
procedures worldwide, R3 has extensive experience

> safety of regenerative procedures. The
ontrol employed during stem cell production
d to none, and the side effects R3 sees are
ild to moderate and temporary.

They may include itching, dizziness, lightheadedness,
low-grade fever, chills, headache and nausea. These
are typically temporary. If a patient has an allergic :
reaction to the multivitamin or a preservative, all of

R3'’s Centers have%edications to resolve it

quickly. )
.
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MSCs do not ex|




. outcomes through its IRB- approved observational
safety datébase, so results can be measured over
time.

Although autologous (yourg®wn) stem cells offer some
advantages, allogeneic (dénor) stem cells have more.
First, autologous MSCs geed a long time to culture
and expand, which delal§fs treatment, while allogeneic
stem cells can be obta ed and expanded more
quickly.
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For the past decade, R3 Cell’'s Centers globally
have performed over 30,000 regenerative procedures
in eight countries. Patient satisfaction across all
conditions treated is very high, at 85%. However,
MSC treatment for AD is a MUCH newer option, so
satisfaction percentages haven’t been definitively
established.

R3 combines safety, effectiveness and affordability.
ionally, the Intellicell is used, culturing the
tive mesenchymal stem cells to create the
t” stem cell in the world!

| Cell offers free consultations to discuss
whether regenerative therapy is indicated for your
loved one’s Alzheimer's disease. Simply call +1 (844)
GET-STEM to schedule yours.
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BA, Founder/CEO

; at bring patients aryamilies
e, \ ope and options. Hope that'quality of life can be improved,

and that the body’s own repair mechanisms can prrted

so patients can get back to the activities and people they love.

EO David Greene, MD, PhD, MBA writes

o s t the forefr;;;of regenerative t

\‘\\R3s Centers have successfully performed over 30,000

.regenerative procedures to date. Call today for your free
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