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CURE GLP-1RA REPORT

Insights from Specialty Physicians on GLP-1RA
Medications Off-Label Use

Clinician Perspectives: Expanding Roles Beyond Diabetes
and Obesity
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Translating a Basic Discovery into GLP-1RAs Clinical Success

Four decades ago, researchers
made a stunning discovery: the
existence of a hormone called

glucagon-like peptide 1 (GLP-1).

They quickly realized that this
hormone prompts insulin release
in the body and helps to lower
blood sugar. The translation of
the discovery into therapies has
transformed diabetes management,
beginning with the approval of
exenatide, the first GLP-1 receptor
agonist (GLP-1RA), in 2005 by the
U.S. Food and Drug Administration
(FDA).

In the years since coming to market,
GLP-1RA therapeutics development
and adoption has exploded, with

six now approved by the FDA. In
the last four years specifically, the
number of patients who don't have
diabetes taking these medications
has increased 700 percent.

Much of this growth is due to

the effectiveness of GLP-1RA
medications as weight loss drugs.
On average, patients can lose 10
to 20 percent of their body weight
while taking these medications.

However an increasing number of
patients are also taking GLP-1RAs
for "off-label” conditions that are
neither type 2 diabetes nor obesity.
Recent research suggests that
GLP-1 has an even more complex
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role in the body than previously
thought, including tamping down
inflammation and interacting with
complex biological systems in the
brain and heart. Each of these roles
opens up potential new pathways
for chronic disease management.

Researchers have found diseases
including cardiovascular disease,
non-alcoholic fatty liver disease,
diabetic chronic kidney disease,
osteoarthritis, autoimmune disease,
alcohol use disorder and more
could be positively impacted by
GLP-1RA therapy. While some

of these conditions improved
secondary to weight loss, other
conditions are impacted directly by
GLP-1RA's mechanism of action in
the body.

The prospect of having a new
medication to treat multiple chronic
conditions is exciting, but more
research is still needed. GLP-1RAs
are only approved by the FDA for
the treatment of diabetes, weight
loss and, recently, obstructive sleep
apnea. For all other indications,
physicians must prescribe these
medications “off-label.”

To understand current physician
prescribing practices of off-label
GLP-1RA uses, Cure, a healthcare
innovation ecosystem in New
York City, in conjunction with the
Deerfield Institute, a division of

Cure GLP-1RA Report: Insights from Specialty Physicians on Off-Label Use

Deerfield Management Company,
an affiliate of Cure, surveyed 122
physicians across the specialties
of gastroenterology, addiction
medicine, cardiology, neurology
and orthopedics.

The survey focused on these
specialties because they all interact
with patients who may be eligible

to use GLP-1RA medications "off-
label.” The results, reported here for
the first time, show that physician
prescribing for "off-label” use of
GLP-1RA medications is increasingly
common, and often beneficial to
patients. Still, physicians are wary
of lack of inclusion of GLP-1RA
drugs in clinical guidelines yet are
optimistic that more research and
evidence will be forthcoming.

GLP-1RAs are only
approved by the FDA for
the treatment of diabetes,
weight loss and, recently,
obstructive sleep apnea.
For all other indications,
physicians must prescribe
these medications “off-
label.”
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The Specialties that Prescribe GLP-1RAs “Off Label”

Patients have many options to
access GLP-1RA medications,
including online pharmacies,
telehealth companies and med-
spas. Currently, however, the
majority of patients — 79 percent,
according to KFF — are prescribed
GLP-1RA medications by their
primary care doctor or a specialist.

Physicians across all different
specialties are writing these GLP-
1RA scripts and for a variety of
indications. While some physicians
are prescribing these medications
for their approved uses of treating
type 2 diabetes, obesity and
obstructive sleep apnea, others
are frequently making “off-label”
prescriptions.

Among specialists Cure surveyed,
cardiologists were most likely to
prescribe the medication for the
approved uses of weight loss

and type 2 diabetes. Meanwhile,
neurologists and addiction medicine
specialists were more likely to
prescribe the medications for "off-
label” uses.

Though the majority of physicians

surveyed had been in practice for
more than 10 years, most said they
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had only started prescribing GLP-
TRA medications recently.

According to Cure's survey, 77
percent of physicians said that they
have been prescribing GLP-1s for
three years or fewer. Moreover,
although these medications have
been FDA approved for 20 years,
only 5 percent of physicians said
they have been prescribing them
for more than six years.

This relatively short experience
likely speaks to the very new
convention of "off-label”
prescribing of GLP-TRAs. Until
recently, GLP-1RAs would have
mostly been the purview of
primary care physicians and
endocrinologists. Now, they have
applications across many more
specialties.

When prescribing GLP-1RAs,
physicians noted that collaboration
between specialists is essential.
The majority of physicians —

86 percent — said that they
“sometimes,” “often,” or "always”
collaborate with specialists from
other fields when prescribing GLP-
TRAs. Less than 15 percent said that
they rarely or never collaborate.

Fig 1. How many years have you been
prescribing GLP-1receptor agonists?

5%

6 years +

56%
1-3 years

21%
Less than
1year

Fig 2. How often do you collaborate
with specialists from other fields when
managing patients on GLP-1receptor
agonists?

5%
Always

6%

Never

9%
Rarely
51%

Sometimes
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Top “Off-Label” Conditions for GLP-1RAs

Though GLP-1RAs are increasingly
being prescribed for “off-label”
uses, more than nine in 10 of

the physicians surveyed across
all specialties have prescribed

a GLP-1RA medication for

weight loss. All of the addiction
medicine specialists reported
they had prescribed GLP-1RAs for
weight loss, while 80 percent of
gastroenterologists had done so,
with other surveyed specialists
ranging from 88 to 96 percent.

In addition to weight loss, many
specialists, 60 percent overall,
had also prescribed GLP-1RAs to
treat patients with type 2 diabetes.
The cardiologists were the top
specialty prescribed GLP-1RAs

for type 2 diabetes, 84 percent,
while 44 percent of orthopaedics
reporting having done so, with

52 to 88 percent of the other
surveyed specialists reporting such
prescriptionss.

When it comes to “off-label”
prescribing, many specialist
physicians report that they have

seen benefits. The majority, 62
percent, of physicians surveyed
said that GLP-1RAs are "very" or
"extremely” effective at treating
non-diabetic and non-weight
loss conditions, based on their
experience.

Aside from obesity and type 2
diabetes, the conditions that
specialists use GLP-1RAs to treat
align closely with their areas of
practice. For example, 88 percent
of cardiologists surveyed said that
they had prescribed GLP-1RAs to
treat cardiovascular disease.

David Majure, MD, MPH, medical
director of the Heart Transplant
Service at Weill Cornell Medicine,
spoke about the significant
cardiovascular benefits of
GLP-1RAs on a recent podcast.
“"Medicines under this GLP-1
receptor agonist category, they
not only improve diabetes,” Majure
said, "but they also lead to people
not dying as frequently because of
heart attacks and strokes.”

Fig 3. In which conditions have you
prescribed GLP-1receptor agonists?

Weight loss
I ¢
Type 2 Diabetes Mellitus
] 60%
Metabolic syndrome

] a7%
Cardiovascular disease

T 32%
Nonalcoholic Fatty Liver Disease (NAFLD)
] 27%
Osteoarthritis

] 16%
Chemical Dependency

] 16%

eimer's Disease
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Other
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Fig 4. How would you rate the overall
effectiveness of GLP-1receptor
agonists in treating non-diabetic/non-
weight loss conditions based on your
experience?

51%

Very effective

11%
Extremely
effective

39%

Somewhat effective

Blood clot in artery with atherosclerotic plaque desposit. Photo by Getty Images.
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Fig 5. In which conditions have you prescribed GLP-1RAs?

Addiction Medicine

Cardiology Gastroenterology

Type 2 Diabetes Mellitus - 64% - 84% - 56%
Weight loss -100% - 96% - 80%
Cardiovascular disease . 32% - 88% I 8%
Metabolic syndrome . 45% - 60% - 56%
el o | o I
Parkinson's Disease 0% 0% 0%
Alzheimer's Disease I 14% 0% 0%
Osteoarthritis I 14% 0% | 4%

Chemical Dependency - 59% 0% 0%
Other 0% 0% 0%

Among gastroenterologists, 72
percent had prescribed GLP-1RAs
to treat nonalcoholic fatty liver
disease (NAFLD). Among addiction
medicine physicians, 59 percent
used GLP-1RAs to treat chemical
dependency, and 48 percent of
orthopedists used GLP-1RAs to treat
osteoarthritis.

These conditions all have some
compelling scientific evidence

for "off-label” treatment using
GLP-1RAs. Where there is limited
evidence, physicians are relying on
their training and clinical knowledge
to guide them.

“GLP-1 agonists likely treat all

impulse control disorders" one
addiction medicine physician wrote,

wewillcure.com

"including ADHD [and] alcohol/
stimulant/opioid use disorders."

The conditions for which the

fewest GLP-1RAs were prescribed
are also those conditions with

the most limited evidence. Even
among neurologists, 8 percent

had prescribed GLP-1RAs to treat
Parkinson's disease, and 20 percent
had prescribed GLP-1RAs to treat
Alzheimer's disease.

Though there has been some
preliminary data that GLP-1RAs
might protect against cognitive
decline and dementia, the research
is still in clinical trials. More data
could be available soon, however.
The readouts of the EVOKE and
EVOKE+ phase lll clinical trials,

Cure GLP-1RA Report: Insights from Specialty Physicians on Off-Label Use

Neurology Orthopedic

- 52% . 44%
I 16% I 16%
B o« 28%
I 8% I 16%
I 8% 0%
I 20% 0%
I 12% . 48%
I 24% | 4%
I 20% 0%

which explore the neuroprotective
effects of semaglutide in patients
with early Alzheimer's disease, are
expected later this year.

Several physicians also reported
prescribing GLP-1RAs for additional
off-label uses, including chronic
inflammatory demyelinating
polyradiculoneuropathy (CIDP), and
idiopathic intracranial hypertension.
Both of these conditions have some
scientific evidence that GLP-1RAs
may be useful in clinical treatment,
though more research is still
needed.
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The Impact of Weight Loss on Other Chronic Conditions

GLP-1RAs impact chronic conditions
in multiple ways. While some
chronic conditions are influenced
by the direct metabolic and
hormonal effects of the medication,
others improve due to the weight
loss caused by the medication.

For instance, weight loss alone can
decrease the risk of cardiovascular
disease, improve sleep apnea,
alleviate joint pain and more.

Among the specialist physicians
that prescribed GLP-1RAs just for
weight loss or type 2 diabetes, 99
percent found that the medication
also impacted other conditions.
These impacts included improved
cardiovascular benefits, less joint
pain, lower cholesterol and blood
pressure, improved mood and
energy levels and more.

Fig 6. You mentioned you have
prescribed GLP-1receptor agonists in
your practice for type Il diabetes
and/or weight loss. For these
patients, have you observed any
positive impact on other conditions
these patients may have that you are
the primary treating physician.
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According to one cardiologist,
“"Many of my patients who have lost
10 percent of their weight no longer
have to use their CPAP machine

as they state they are no longer
snoring.”

One of the perks of GLP-1RAs
is their ability to target multiple
conditions at once.

“These GLP-1agonists can be a
two-in-one solution for diabetes
and weight loss,” Robert Fontana,
MD, a Michigan Medicine
hepatologist said in an online
interview, "“maybe a three-in-one
solution if they prove to be safe and
effective for metabolic associated
steatohepatitis as well.”

When asked about the benefits
observed in patients using GLP-1RA
medications for conditions other
than diabetes, the top five areas

of improvement that physicians
reported included weight loss (92
percent), positive effects on lipid
profiles (57 percent), reduced
cravings or dependency behaviors
(56 percent), reduced blood
pressure (48 percent), and reduced
inflammation (46 percent).

As one gastroenterologist who took
the survey said, "it works for all
issues exacerbated by obesity."

Fig 7. What benefits have you observed in patients using GLP-1receptor agonists
for conditions other than diabetes?

Positive effects on lipid profiles

Reduced cravings or dependency behaviors

Reduced blood pressure

Reduced inflammation

Pain reduction in osteoarthritis

Improved liver function

Neuroprotective effects

Other
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The Challenges Associated with Prescribing GLP-1RA Drugs

While GLP-1RA medications may
come with many benefits, they
aren't a silver bullet. Challenges
include side effects, lack of
insurance coverage for "off-label”
conditions and high out-of-pocket
costs.

According to the physicians
surveyed, the main challenge when
it comes to prescribing GLP-1RA
drugs is insurance coverage issues.
The majority, 89 percent, said

they faced insurance issues when
prescribing GLP-1RA medications,
especially for non-weight loss and
non-diabetic conditions.

“Insurance coverage will be a
challenge if not expanded to
include other conditions,” one
physician said, “so FDA approval is
paramount.”

This challenge echoes concerns
of patients, who also list high
costs as the primary obstacle to
GLP-1RA treatment, according

to The Cure GLP-1RA Report:
Insights from Patients on GLP-1RA
Medications and the Future of
Obesity Treatment, which reports
results of a survey of patients who
had taken GLP-1RA medications.
When insurance doesn’t cover the
medication, patients must pay out-
of-pocket. This can cost hundreds
of dollars a month.

Cost may also be a barrier to wide
GLP-1RA adoption, according to 93
percent of physicians surveyed.

“Cost is a significant issue,” one
physician said. "“In fact, it's probably
the biggest barrier to increasing use
of this medication.”

wewillcure.com

For physicians, another large
challenge when prescribing
GLP-1RA medications includes

lack of clinical guidelines for off-
label prescribing. Nearly half of
physicians, or 48 percent, cited this
as a challenge.

Physicians are hopeful, however,
that this will soon change. "As time
goes on, | believe the indications
and guidelines will expand,” one
cardiologist said.

Understanding which patients are
candidates for GLP-1RAs treatment
will be key, according to Lorenzo
Leggio, MD, PhD, clinical director
of the National Institute on Drug
Abuse.

"If these medications work for
alcohol addiction, we do not expect
that they will work for everybody,”
Leggio said in a conversation

with Medscape. "So one ongoing
question in the field is to identify
the phenotypes, the subgroups

of people who may be more
responsive to these medications.”

Other challenges include

patient adherence to treatment,
which 20 percent of physicians
cited as a challenge, and side
effect management, which 18
percent of physicians cited as a
challenge. GLP-1RAs can have a
number of side effects, including
gastrointestinal side-effects, loss
of muscle mass, headache and
fatigue. In rare cases patients can
experience severe side effects
including gastroparesis, acute
kidney injury and potentially
pancreatitis.

Cure GLP-1RA Report: Insights from Specialty Physicians on Off-Label Use

Despite the potential for side
effects, few physicians think that
side effects will be a barrier to
wider GLP-1RA adoption. Only 8
percent of physicians said that they
think side effects will be a barrier,
showing that for many patients,

the potential risk of side effects

is outweighed by the medication
benefits

Fig 8. What challenges do you face
when prescribing GLP-1RAs for non-
diabetic/non-weight loss conditions?

Insurance coverage issues
89%

Lack of clinical guidelines

48%

Patient adherence to treatment
20%

w

ide effects management
18%

Other (injection issues)
| 1%

Fig 9. What do you believe are the main
barriers to wider adoption of GLP-1
receptor agonists in treating non-
diabetic/non-weight loss conditions?

Cost and insurance coverage issues

93%

Limited clinical evidence or guidelines
44%

o

atient resistance or skepticism

1%
Side effect profile

8%
ther
2%

_o
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The Future of GLP-1RAs in Physician Practice

It is clear that in the future, GLP-
TRAs could be broadly applicable
as a treatment for chronic diseases
that impact many physician
specialties. Basic research is still
being done, and there may be many
additional diseases that it will be
able to treat.

Physicians were asked about which
condition they believe holds the
most promise for future research
and application of GLP-1RAs. The
majority, 57 percent, said that
they think the future of GLP-1RA
research is in metabolic syndrome.
Another large percentage, 49
percent, said they believe the
future of GLP-1RA research is in
cardiovascular disease.

Other indications which physicians
said could be the future of GLP-
1 research include nonalcoholic
fatty liver disease (37 percent),
osteoarthritis (30 percent), and
chemical dependency (30 percent).

Each of these chronic conditions
impacts millions of Americans,
meaning GLP-1RAs could one day
be the most common medication in
the U.S.

Many physicians surveyed had
unbridled enthusiasm about GLP-1
medications and their ability to treat
non-diabetic and non-weight loss
conditions.

30 percent of specialists reported osteoarthritis might be a future indication for GLP-1RA

medicines. Photo by Getty Images.
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"I think the stuff is great,” one
physician responded. Another
added that these medications "hold
immense promise.”

Still, many physicians were
reserved and waiting for more
clinical data. "I think there is some
potential benefit,” one physician
said, "but | would like to see the
long term data of how to keep these
gains.”

According to another physician,
“more long term research is
needed. Time will tell if we are
doing the right thing for our
patients.”

Fig 10. In your opinion, which
condition(s) hold the most promise
for future research and application of
GLP-1receptor agonists?

Metabolic syndrome

57%
Cardiovascular disease

49%
Nonalcoholic Fatty Liver Disease (NAFLD)

37%
Osteoarthritis

30%
Chemical Dependency

30%
Alzheimer's Disease

20%
Parkinson's Disease

10%
Other (please specify)

2%
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Cure, a premier healthcare innovation campus and hub for entrepreneurs in New York City, conducted the GLP-
1RA Survey in collaboration with the Deerfield Institute, a division of Deerfield Management Company, an affiliate
of Cure. Cure and Deerfield Institute conducted the survey in December 2024.

The survey received responses from 122 U.S.-based physicians with experience prescribing GLP-1RA
medications, of whom 18 percent practiced addiction medicine and 20 percent each specialized in cardiology,
gastroenterology, neurology and orthopedics. An industry-standard honorarium was provided to encourage
thoughtful participation.

The majority of physicians have been in practice for more than 10 years: 13 percent practiced for fewer than 10

years, while 40 percent practiced for 10 to 19 years, 34 percent for 20 to 29 years, and 12 percent for more than
30 years.
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Contact us

Email: info@cureexperience.com
345 Park Avenue South
New York, NY 10010

About Cure

Cure is a healthcare innovation campus in the heart of New York City that features laboratory and business
facilities, a collaboration residency, office space and premium event venues, including an education center,
conference center, and iconic rooftop facility, as well as tools, mentoring, networking, and other assistance to
members of its ecosystem. Cure houses on-campus startups and established companies. Residents regularly
create synergies and collaborative partnerships with peer organizations across the spectrum of healthcare, from
academic or private to non-profit or government, and focus on diagnostic, device, drug or vaccine discovery,
development and production as well as care delivery and public health. Cure also offers industry-leading event
programming focused on critical health topics. Cure's mission is to foster and accelerate advances in health.

For more information, please visit wewillcure.com.
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This report is provided for informational purposes only. The contents of this report are based in part on information from third party sources that Cure Experience
Services LLC (“Cure”, "we" or "us”) believes to be reliable, but which has not been independently verified by us. Accordingly, we do not represent the information
herein is complete, accurate or error free. Nothing herein is intended to constitute legal, accounting, tax, securities, investment or other advice, an opinion
regarding the appropriateness of any investment or transaction, or an offer or a solicitation to buy or sell a security of any type or to engage in any other
transaction. This report should not be relied upon for any purposes, including for making any decision. Any forward-looking views or predictions are based on
subjective assumptions and assessments and are subject to change due to many factors, including fluctuating market conditions and economic factors. The views
expressed in this report are solely those of Cure Experience Services LLC. © 2025 Cure Experience Services LLC. All rights reserved.
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