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A B S T R A C T

The role of incretin-based therapies, including glucagon-like peptide-1 receptor agonists (GLP1RAs) and dual
GLP-1/glucose-dependent insulinotropic polypeptide (GIP) receptor agonists, in the management of type 2
diabetes mellitus (T2DM) and obesity has been increasingly recognized, along with significant cardiovascular
(CV) benefits. Despite the clinical efficacy of incretin-based therapies, high costs, suboptimal access, limited
insurance coverage, and therapeutic inertia present substantial barriers to widespread adoption. Overcoming
these obstacles is essential for the equitable initiation, access, and utilization of incretin-based therapies. Cli-
nicians must make targeted efforts to ensure health equity in the use of these and other advanced therapies.

1. Introduction

Over 70 % of United States (US) adults have been identified with
overweight or obesity, and>10% have type 2 diabetes mellitus (T2DM),
increasing their risk for stroke, coronary artery disease (CAD), heart
failure (HF), chronic kidney disease (CKD), cancer, and premature death
[1]. Although race is not a true biologic or scientific category, it is a
social construct that may affect health outcomes. Racial/ethnic groups
in the US, including Black, Hispanic, and Asian populations, experience
a disproportionately higher burden of T2DM, compounded by increased
rates of diabetes-related complications [2]. These sequelae include
adverse cardiovascular (CV) and renal outcomes [2]. In an effort to
address the complex interplay between cardiac, renal, and metabolic
health in primary prevention, the American Heart Association has
developed the Predicting Risk of cardiovascular disease EVENTs (PRE-
VENT) risk calculator [3]. This updated calculator eliminates the use of
race in the calculation of CV risk and incorporates zip code, a social
determinant of health (SDOH), to estimate 10- and 30-year risk of car-
diovascular disease (CVD), atherosclerotic cardiovascular disease
(ASCVD), and HF.

These SDOH include the conditions in which people are born, grow,
live, work, and age, all of which impact health and well-being. Factors
contributing to inequities in access to new and emerging treatments,
such as incretin-based therapies, include limited healthcare access, low

socioeconomic status (SES), therapeutic inertia by clinicians, inadequate
insurance coverage, and lower levels of education and health literacy.
Addressing these societal barriers is not only a clinical necessity, but a
moral imperative to eliminate disparities in CV health outcomes across
all populations [4].

Incretin-based therapies, including glucagon-like peptide-1 receptor
agonists (GLP1RAs) and glucose-dependent insulinotropic polypeptide
receptor and GLP-1 receptor (GIPR/GLP1R) dual agonists, have been
shown to effectively treat T2DM and obesity, significantly reducing
weight and adverse CV events [1]. These various pharmacologic agents
demonstrate advantages which continue to emerge across various pa-
tient populations, improving renal outcomes, obstructive sleep apnea
(OSA), and exercise tolerance in individuals with heart failure with
preserved ejection fraction (HFpEF) [5]. Despite the benefits of these
novel agents, aspects of cost and access remain significant barriers,
particularly in the US, where many insurance plans do not offer
coverage [6]. Addressing these and other obstacles is critical to ensuring
broader and more equitable use of these new and emerging therapies.
This commentary highlights the growing indications, concerns, and
challenges in prescribing and implementing incretin-based therapies, as
well as actions to reduce treatment inequities.
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2. The role of incretin-based therapies in cardiovascular
management

Based on the preponderance of growing evidence, GLP1RAs are now
a cornerstone in the treatment of T2DM [7]. Incretin hormones are
crucial for glucose homeostasis, mediating nutrient absorption and
pancreatic hormone secretion. Furthermore, GLP1RAs enhance insulin
secretion, suppress glucagon, slow gastric emptying, reduce post-
prandial glycemic spikes, and decrease appetite, energy intake, and
body weight. Recent CV outcome trials have underscored the efficacy of
GLP1RAs in reducing major adverse cardiovascular events (MACE) in
patients with T2DM [8]. Several major studies, such as the Liraglutide
Effect and Action in Diabetes: Evaluation of Cardiovascular Outcome
Results (LEADER) (2016), Researching Cardiovascular Events with a
Weekly Incretin in Diabetes (REWIND) (2019), and the Trial to Evaluate
Cardiovascular and Other Long-term Outcomes with Semaglutide in
Subjects with Type 2 Diabetes (SUSTAIN-6) (2016), have elucidated the
CV impact of GLP1RAs in patients with T2DM. These clinical studies
have demonstrated benefits for patients both with and at risk for ASCVD
[8].

Although originally developed for utilization mainly by primary care
clinicians and endocrinologists, CV specialists should be aware of
several key developments for the use of GIP and GLP1RAs and recognize
the broader advantages of these agents beyond glycemic control,
including enhanced weight management, and CV and renal benefits [7].
In consideration of these concepts, the Semaglutide Effects on Cardio-
vascular Outcomes in People With Overweight or Obesity (SELECT)
(2023) trial demonstrated that semaglutide reduced the risk of MACE
(CV death, non-fatal MI, and stroke) in patients with overweight or
obesity with established CVD, but without diabetes, to 6.5 % compared
to 8 % in the placebo group [9]. Semaglutide is now approved as an
adjunct to a reduced calorie diet and increased physical activity to
improve CV outcomes in patients with overweight and obesity. How-
ever, some studies have shown significant rebound weight gain sug-
gesting long-term adherence to the medication is likely required for
stable weight loss and cardiometabolic benefits [8]. In addition, in A
Study of Tirzepatide versus Semaglutide Once Weekly as Add-on Ther-
apy toMetformin in Participants with Type 2 Diabetes (SURPASS-2) trial
(2021), tirzepatide (GIP/GLP1RA) showed superior outcomes and cost-
effectiveness compared to semaglutide, including lower rates of
diabetes-related complications and improved life expectancy [10].
Nevertheless, in recently published data, substantial regain of lost
weight was noted with discontinuing tirzepatide in patients with obesity
or overweight [11].

Additional cardiometabolic benefits have been demonstrated and are
presently under investigation. In the recent Semaglutide Treatment Ef-
fect in People With Obesity and HFpEF (STEP-HFpEF) trial (2023),
semaglutide (2.4 mg) resulted in significantly improved symptoms, ex-
ercise capacity, and weight loss and reduced physical constraints
compared to placebo among individuals diagnosed with HFpEF [12]. A
major cause of complications in T2DM is chronic kidney disease (CKD).
Despite advancements with sodium-glucose cotransporter 2 (SGLT2)
inhibitors and finerenone improving kidney and CV outcomes, patients
with diabetic kidney disease still face progression to kidney failure and
early CV death [13]. As CKD rates continue to rise, it is predicted to be
the fifth leading cause of death worldwide by 2040 [14]. Recent clinical
trial evidence has emerged demonstrating improved outcomes in pa-
tients with CKD. The Evaluate Renal Function with Semaglutide Once
Weekly (FLOW) (2024) trial (N = 30,533 across 28 countries) evaluated
the combined effect of semaglutide and SGLT2 inhibitors in people with
T2DM and CKD [13]. Primary outcomes, kidney failure, significant
eGFR reduction, or kidney/cardiovascular death, were 24 % lower with
semaglutide compared to placebo. The FLOW trial has demonstrated
that semaglutide provides significant kidney, CV, and mortality benefits
in patients with albuminuric CKD with T2DM, filling a crucial gap in
treatment for high-risk patients [15]. Moreover, the ongoing Renal

Mode of Action of Semaglutide in Patients with Type 2 Diabetes and
Chronic Kidney Disease (REMODEL) study (NCT04865770) aims to
further evaluate the renal-protective mechanisms of semaglutide by
using advanced techniques like functional kidney MRI and kidney bi-
opsies in patients with T2DM and albuminuric CKD [16].

Most recently, the A Study of Tirzepatide in Participants With
Obstructive Sleep Apnea (SURMOUNT-OSA) trial (2024) demonstrated
in patients with moderate-to-severe OSA and obesity, tirzepatide
decreased apnea-hypopnea index (AHI), body weight, hypoxic burden,
high-sensitivity C-reactive protein (hsCRP) concentration, systolic blood
pressure (BP), and improved sleep-related patient-reported outcomes
[17]. Additionally, ongoing clinical research is exploring expanded in-
dications for these therapies, ranging from addiction-related behaviors
to peripheral vascular disease, type 1 diabetes, metabolic liver disease,
and neurodegenerative disorders. These investigations have the poten-
tial to further broaden therapeutic options beyond the established uses
in T2DM, obesity and CVD indications [18].

New and emerging incretin-based therapies continue to develop.
These include orally administered small-molecule agents, unimolecular
coagonists combining glucagon receptor (GCGR) and GLP1RAs (survo-
dutide, pemvidutide), and triagonists combining GCGR, GIP, and
GLP1RAs (retatrutide). Other advances include distinct GIPR-GLP1R
coagonists, oral agents such as orforglipron, higher doses of estab-
lished agents, and combinations of long-acting amylin receptor agonists
(cagrilintide) with GLP1RA [18].

With the introduction of several new agents reported in peer-
reviewed literature and awaiting Food and Drug Administration (FDA)
approval, the landscape for incretin-based therapies continues to evolve.
Therefore, clinicians must recognize medicine is a dynamic field, char-
acterized by a continuous influx of scientific studies and clinical obser-
vations, necessitating ongoing education and awareness of new
developments and pharmacotherapy.

3. Concerns regarding incretin-based therapy adverse effects

The GLP1RAs are increasingly being utilized for weight loss; how-
ever, these therapies may be associated with potential adverse events
(AEs). Whereas gastrointestinal (GI) AEs have been observed in as much
as 40 %–65 % of patients, gallbladder AEs are less often reported, in as
little as 3 % of patients [18]. Common GI AEs include nausea, diarrhea,
constipation, and vomiting and are especially noted during dose initia-
tion and escalation. These effects usually decrease over time and are
potentially less common with long-acting GLP1RAs [19]. Despite early
unconfirmed reports of an observed increase in retinopathy events with
semaglutide, ongoing safety studies continue [18]. For example, one
study (N = 16,827 patients, 710 with T2DM) found that patients with
T2DM or obesity prescribed semaglutide had a significantly higher risk
of developing nonarteritic anterior ischemic optic neuropathy compared
to those on non-GLP1RA medications. However, further investigation is
needed to establish causality [20].

Clinicians have justified underutilization of incretin-based therapies
due to a concern of muscle mass loss. There were early concerns
regarding side effects such as sarcopenia and deleterious muscle
wasting, potentially associated with the profound weight loss seen with
the use of incretin-based therapies. Nevertheless, intentional weight loss
in people with obesity primarily reduces body fat, and less so skeletal
muscle mass. Exercise, particularly resistance training, can significantly
mitigate the loss of fat-free mass during weight loss. Despite some loss of
muscle strength, the overall improvement in body weight enhances
physical function and mobility after weight loss [21].

From the early prescribed use of these drugs, there have been serious
concerns regarding pancreatitis and potentially pancreatic cancer
accompanying incretin-based therapies. However, a recent analysis (N
= 29,325) revealed that while GI AEs and gallbladder-related disorders
were higher in the GLP1RA group compared to placebo, rates of ma-
lignant neoplasms and acute pancreatitis were similar between groups
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[22]. Additionally, a review of 43 studies found no significant associa-
tion between GLP1RAs and pancreatitis or pancreatic cancer and
another analysis (N = 543,595) of adults with T2DM indicated GLP1RA
users had a 50% lower risk of developing pancreatic cancer compared to
insulin users, without an increase in pancreatitis [23]. Recent evidence
has diminished previous concerns regarding serious complications, such
as pancreatitis, thyroid cancer, and muscle wasting [21]. Therefore,
clinicians should not use these concerns as justification to underutilize
incretin-based therapies.

4. Incretin-based therapy discontinuation and nonadherence

Consistent adherence to incretin-based therapies poses a challenge
for patients and is central for maximizing the health benefits of these
treatments. Studies indicate significant discontinuation rates: 58 % of
people do not achieve at least a 5 % reduction in weight before dis-
continuing their medications, with 30 % discontinuing within the first
month of treatment [24]. Persistent use remains low, with only 40 % of
obese patients continuing semaglutide-based GLP1RA treatments after
one year in clinical settings, and 68 % discontinuing after one year in
real-world scenarios [25]. Furthermore, GI AEs can cause temporary or
permanent discontinuation of GLP1RA treatment, with up to 12 % of
patients experiencing temporary interruptions and 1.6–6% permanently
discontinuing the treatment, compared to <1 % with placebo [19].

The weight gain associated with therapy discontinuation can be
ameliorated by addressing the combination of lifestyle, psychological,
physiological factors, and the cost of continuing these medications. One
review focused on the concept of “healthy weight” and explored how
personal, educational, environmental, and societal factors influence
health promotion. Traditionally, nutritional guidelines have emphasized
reducing portion sizes or eliminating specific food groups. However,
newer research highlights poor dietary quality and excessive calorie
intake are major contributors to energy imbalance. Dietary counseling
focused on overall dietary patterns rather than individual nutrients or
food groups allows for greater flexibility and more sustainable im-
provements in eating habits. The Mediterranean and Dietary Ap-
proaches to Stop Hypertension (DASH) diets are well-researched dietary
patterns, proven to effectively promote safe weight loss, prevent long-
term weight gain, and reduce the risk of CVD and metabolic disorders
[26]. Additionally, a study by Pastel et al. compared GLP1RA treatment
with calorie restriction and dietary counseling in patients with T2DM.
They found that while liraglutide more effectively lowered fasting
glucose, calorie restriction also led to significant weight reduction and
had beneficial effects on adipose tissue inflammation and extracellular
matrix remodeling. This suggests dietary interventions may be valuable
for managing weight and metabolic health even after discontinuing
GLP1RAs [27]. As noted earlier, healthy lifestyles are needed to prevent
cardiometabolic conditions, before and after drug therapy.

To help curtail temporary or permanent discontinuation of GLP1RAs
due to GI AEs, clinicians should provide patients with specific recom-
mendations to minimize their occurrence and severity. These recom-
mendations include eating slowly, consuming smaller portions,
increasing meal frequency, avoiding meals close to bedtime, and
selecting easily digestible foods [19]. Setting realistic expectations
about treatment outcomes and explaining that GI AEs are usually tem-
porary is important. In the event of GI AEs during dose escalation, cli-
nicians should reduce the dose to the previous dose then gradually
increase again.

Finally, the need for ongoing medication adherence, thorough pa-
tient education, behavioral support, tailored treatment plans, and
shared decision-making (SDM) remains crucial to optimizing outcomes.

5. Primordial prevention and the need for healthy lifestyles to
enhance cardiometabolic health

Despite these developments in the application of incretin-based

therapies in adults, primordial prevention in children and adolescents
is required to avoid the upcoming tsunami of cardiometabolic disease
and CVD. This has been evidenced by the Bogalusa Heart Study, which
linked early-life risk factors to adult CVD outcomes, particularly in
racial/ethnic populations. There is a growing push for legal initiatives to
improve childhood health by mandating reduced youth sugar con-
sumption, which may help mitigate this looming health crisis [28].

Additionally, school-based health promotion programs may play a
role in preventing future obesity and diabetes, although a cluster ran-
domized clinical trial of secondary schools in Spain showed only mar-
ginal long-terms benefits [30]. However, access to healthy food remains
a significant barrier. For instance, a study (N = 109) in New Orleans,
Louisiana, found that patients in food deserts with limited access to
quality foods had significantly lower rates of glycemic control (21 %)
compared to the national average (35 %). This highlights the challenges
of managing T2DM and the importance of clinicians considering food
access and other health disparities when setting treatment goals [31].

6. Recognizing the confusing lexicon of incretin-based therapies

Various FDA-approved indications may complicate the initiation of
incretin-based therapies. For specific agents across multiple conditions
within the T2DM, obesity and CV continuum, different brand names are
often given for the same molecule. For instance, the different branded
names for semaglutide and tirzepatide can lead to confusion for both
clinicians and patients. Semaglutide is marketed under three different
brand names, Ozempic, Wegovy, and Rybelsus, with brand naming
based on indications for T2DM, overweight, obesity, and CV risk
reduction. In addition, tirzepatide and liraglutide are marketed under
different brand names depending on the approved indication (Table 1).
Clinicians must be familiar with the various names and indications
associated with incretin-based therapies.

7. Disparities in access to incretin-based therapies

Perhaps the greatest barrier to the use of incretin-based therapies is
their cost, which disproportionately affects certain racial/ethnic pop-
ulations and those with lower socioeconomic status (SES) and educa-
tional attainment. Nationally, wealth disparities are pronounced, with
self-identified racial and ethnic groups holding significantly less
wealth [32]. The median net worth is $285,000 for White, $44,900 for
Black, and $61,600 for Hispanic households. Asian households have the
highest median net worth of $536,000. Data are not available for
American Indian and Alaska Native (AIAN) and Native Hawaiian and
Pacific Islander (NHPI) populations [32]. Of greatest concern, in cities
such as New Orleans, Louisiana, with a large history of racial bias and
structural inequities underlying a disadvantaged population, this wealth
gap may be an even greater barrier for use of newer and developing
therapies [33].

As a result, socioeconomic disparities may limit the widespread
benefits of incretin-based therapies. Research indicates decreased utili-
zation among people residing in socioeconomically disadvantaged
areas, those with limited income and educational attainment, and Non-
Hispanic Black and Hispanic populations, despite their disproportionate
burden of T2DM and CVD [34]. Contributing factors include inadequate
health insurance coverage, limited access to healthcare, financial con-
straints, low health literacy, and clinician awareness and bias [34].
Furthermore, in the US, access to these medications can be hindered by
health insurance coverage, exacerbating disparities linked to race,
ethnicity, and SES.

Nevertheless, even with apparent insurance coverage, there may be
racial/ethnic disparities in incretin therapy utilization. For example, a
study among Veterans (N = 209,460 across 130 Veteran Affairs (VA)
facilities) found only 9.4 % of patients were prescribed a GLP1RA. Those
more likely to be prescribed the medication were younger and self-
identified White patients. Black and Hispanic patients were less likely
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to be prescribed GLP1RAs, a trend also seen in patients with CKD,
despite the VA’s wider access to care and insurance, and lack of medi-
cation copays [35].

One study (N = 195,915) demonstrated patients had significantly
higher odds of discontinuing GLP1RAs at 12 months if they were Black
or Hispanic, male, and Medicare or Medicaid enrollees, lived in areas
with very high levels of social needs, and had obesity only, HF, or other
CVD conditions besides HF at baseline [36]. Furthermore, Medicare data
from 2016 to 2019 (N = 4,057,725 individuals aged >65 years with
T2DM and either incident ASCVD or CHF, 10.28 % Non-Hispanic Black
patients) demonstrated that medication initiation of GLP1RAs was less
common among Black patients, patients identifying as other racial/
ethnic groups, and those with higher socioeconomic deprivation [5].

Moreover, the type of insurance coverage impacts the distribution of
treatments. One study (N= 382,574) found Medicare beneficiaries were
less likely to receive newer glucose-lowering medications, including
GLP1RAs and SGLT2 inhibitors, compared to commercially insured
beneficiaries, with even greater disparities among lower-income pa-
tients [37]. A retrospective cohort analysis of commercially insured
patients with T2DM found while GLP1RA use increased, it remained
generally low, particularly among those with ASCVD who could benefit
most. Those identified as Asian, Black, and Hispanic patients, as well as
those with low income, were less likely to receive GLP1RA treatment
[34]. In contrast, female sex and higher median household incomes
(>$100,000) were associated with higher GLP1RA use [34].

Educational attainment may also contribute to disparities in GLP1RA
treatment. One study (N= 4777 adults with T2DM) suggested that use of
GLP1RAs/SGLT2 inhibitors was higher among individuals who
completed some college or higher education compared to those with a
high school education or less [38]. A retrospective cohort study (N =

125,636) indicated patients with CV comorbidities and those identifying
as Black, Hispanic, or Asian were less likely to be prescribed SGLT2
inhibitors or GLP1RAs [39]. Additionally, individuals with a high school
level education had lower odds of receiving GLP1RA or SGLT2 inhibitors
compared to those with a postgraduate degree [39].

8. Limitations in incretin-based therapy access by insurance
coverage and availability

The Congressional Budget Office has projected an increase in the
uninsured rate from an all-time low of 7.2 % in 2023 to 8.9 % by 2034.
The largest rise in uninsured individuals is expected among adults aged
19–44, largely due to the end of Medicaid’s continuous eligibility pro-
visions in 2023 and 2024 and the end of enhancedMarketplace subsidies
after 2025 [40]. Without intervention, the uninsured rate is expected to
rise next year [40].

Despite some improvements in health coverage across racial and

ethnic groups over time, disparities persist. Nonelderly AIAN (19 %),
Hispanic (18 %), NHPI (13 %), and Black (10 %) individuals continue to
experience higher uninsured rates, whereas nonelderly White (7 %) and
Asian (6 %) individuals have the lowest uninsured rates [32]. These
disparities in coverage may potentially increase if previous efforts to
expand access to affordable health care are not sustained.

Although health plans generally cover incretin-based therapies for
the treatment of diabetes, rarely are these drugs approved to treat
obesity [6]. For instance, semaglutide for obesity is included in only 1 %
of Affordable Care Act Marketplace prescription drug plans, whereas
semaglutide for diabetes is covered by 82 % of these plans [6]. More-
over, Marketplace plans that do cover GLP1RA drugs for obesity require
prior authorization and this potentially limits access despite cost-
offsetting rebates. The high list prices of incretin-based therapies will
likely raise premiums as a result of expanded coverage and the growing
demand for these medications [6].

Currently, Medicare is legally prohibited from covering obesity
medications, with only 20 % of state Medicaid agencies permitting
coverage of weight loss drugs [41]. However, the recent addition of a CV
indication for semaglutide may lead to coverage under Medicare Part D
for patients with overweight or obesity and CV disease [42].

In addition, the shortage of incretin-based therapies creates barriers
to continuing treatment and maximizing therapy. There is uncertainty
about what doses will be available and which pharmacies will have the
medication in stock. Shortages are being caused by increased demand
and off-label use [43].

9. High costs of incretin-based therapy

While incretin-based therapy offers significant CV benefits across all
populations, cost remains a major concern for patients. Physician-
patient discussions about affordability are critical as these medications
become more popular, with out-of-pocket costs potentially reaching
hundreds or even more than $1000 per month. Programs such as patient
assistance programs, Medicare’s Low Income Subsidy or “Extra Help”
program, and manufacturer savings cards offer relief for some patients.
However, these options may have limitations and temporary availabil-
ity, potentially exacerbating disparities in access and affordability [44].

Until June 24, 2024, no generic incretin-based therapy was avail-
able. The launch of generic liraglutide injection marks the first autho-
rized non-branded GLP1RA in the US for treating T2DM and obesity.
This launch is a step forward in expanding access, lowering costs, and
fostering market competition, all of which enhance healthcare outcomes
and patient satisfaction [45].

Table 1
Incretin-based therapies: generic names, brand names and adult indications.

Generic Brand Indication Year approved

Dulaglutide Trulicity T2DM, CV event risk reduction in pts. w/DM and CVD 2014
Exenatidea Byetta T2DM 2005
Exenatide Bydureon BCise T2DM 2017
Liraglutide Victoza T2DM, CV event risk reduction in pts. w/DM and CVD 2010
Liraglutide Saxenda Obesity/overweight 2014
Lixisenatidea Adlyxin T2DM 2016
Semaglutide Ozempic T2DM, CV event risk reduction in pts. w/DM and CVD 2017
Semaglutide Rybelsus T2DM 2019
Semaglutide Wegovy Obesity/overweight, CV event risk reduction in pts. w/overweight/obesity and CVD 2021
Tirzepatide Mounjaro T2DM 2022
Tirzepatide Zepbound Obesity/overweight 2023

CV: cardiovascular, T2DM: Type 2 Diabetes, CVD = cardiovascular disease.
a Discontinued, no longer available in US market.

Source: https://www.fda.gov/drugs/drug-safety-and-availability/update-fdas-ongoing-evaluation-reports-suicidal-thoughts-or-actions-patients-taking-certain-
type#:%C3%BC:text=GLP%252D1%2520receptors%2520are%2520also,Wegovy. Accessed July 4, 2024.
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10. Suboptimal care created by barriers to access

Patients are increasingly seeking access to weight loss medications,
such as semaglutide or tirzepatide, through a variety of channels,
including pharmacies and online platforms. Typically prescribed for
T2DM, approval for individuals without T2DM depends on medical
assessment by a prescribing clinician. There are several options for
obtaining these prescriptions, ranging from traditional in-person clinic
visits, which are often covered by health insurance, to online services.
These online platforms may offer consultations with different fee
structures, such as a fee for the initial visit and a monthly subscription
fee for ongoing access.

The concern is that increasing widespread use of medical spas and
online services may offer medicines which are often compounded, with
the potential for unsuspected quality related complications. Drug com-
pounding combines or alters ingredients to customize medications for
individual patient needs, potentially blending multiple drugs. Notably,
compounded drugs lack FDA approval [46]. Patients should be aware
these products may not contain the same active ingredient as FDA-
approved semaglutide and could be salt formulations like semaglutide
sodium or semaglutide acetate, which have not been proven safe or
effective [47]. These online sources may fail to promote the use of a safe,
integrated, team-based approach to prescribing incretin-based thera-
pies, leading to delays in the recognition of serious side effects or
monitoring of associated cardiometabolic diseases.

11. Actions to overcome disparities in incretin-based treatment

Addressing disparities in incretin-based treatment involves several
actionable strategies: prompt initiation of evidence-based therapies,
fostering team-based care, promoting SDM, combating therapeutic
inertia, addressing implicit bias, and advocating for primordial CVD
prevention (Fig. 1). Evidence-based therapies should be initiated in
patients with T2DM, obesity, CKD, and CVD. This requires clinicians
remain current on treatment guidelines and recommendations and make
appropriate and timely diagnoses.

Team-based care is pivotal in overcoming barriers to incretin-based
therapy use. This model of care places the patient and their support
system at the center of a dynamic healthcare team, which can include
physicians, advanced practice nurses, physician assistants, pharmacists,
social workers, clinic staff (medical assistants, nurses, care co-
ordinators), and others. This collaborative approach empowers patients
and enhances adherence through interdisciplinary communication.
Clinicians can proactively educate nurses and medical assistants on the
clinical information needed to complete prior authorizations. Thus,
reducing the direct administrative burden on the prescriber and
decreasing the need for peer-to-peer consultations. The use of manu-
facturer checklists and tip sheets should also be encouraged to avoid
unnecessary appeals which delay treatment. Pharmacists play a critical
role by assisting with medication administration education, navigating
the prior authorization process, and applying manufacturer coupons and
discounts. In addition, social workers play a key role in referring patients
to foundations and community resources that offer financial assistance.

Shared decision-making and patient-centered care are integral to the
operationalization of a team-based approach to prescribing incretin-
based treatment. During the SDM process, the patient and clinician
engage in the exchange of information to reach a mutual decision about
the patient’s plan of care. It is the clinician’s responsibility to inform the
patient and their support system about the mechanism of action of
incretin-based therapies, potential side effects, and potential barriers to
access. Clinicians can also address lifestyle changes that will help to
decrease side effects and ensure successful treatment with incretin-based
therapies.

In addition, therapeutic inertia must be addressed to reduce dispar-
ities in incretin-based treatment. This lack of timely adjustment to
therapy when the patient’s treatment goals are not met can result in

decline in the patient’s status and failure to reach treatment optimiza-
tion. Actions to combat therapeutic inertia include adherence to
evidence-based guidelines and the use of clinical decision supporthealth
tools to guide treatment. Moreover, racial bias and discrimination,
coupled with poor access to quality care and socioeconomic disparities,
are closely tied to therapeutic inertia [48].

Although clinicians may not be aware of their personal biases, it is
important to recognize implicit bias as a driver of health care disparities.
To address implicit bias, clinicians must first acknowledge it exists
because of past experiences and what has been taught, and take re-
sponsibility for identifying and understanding individual biases [49].
Following these initial steps, clinicians can undergo training on implicit
bias and access assessment tools and resources to reduce its occurrence.
Valid implicit bias training may benefit all clinicians, especially those
who serve diverse patient populations, which include recent immi-
grants, those with English as a second language, andmembers of socially
disadvantaged populations.

Despite increasing evidence related to the benefits of incretin-based
therapy in addressing the growing burden of obesity, diabetes, and CVD,
addressing the SDOH is essential for effectively curtailing this growing
US public health crisis. Health and elected officials must adopt positive
measures to eliminate food deserts and swamps, improve access to safe
areas for physical activity, and reduce barriers to equitable healthcare
[29]. The time for advocating for primordial CVD prevention is now,
especially for minority populations and children from families living in
adverse socioeconomic environments [50]. Clinicians should become
active in their respective professional organizations to support and
facilitate advocacy efforts to address the SDOH and barriers to incretin-
based therapies.

By implementing these six actions, healthcare teams can enhance the
delivery of incretin-based treatments and reduce disparities in patient
outcomes.

12. Conclusion

The role of incretin-based therapies in the management of T2DM has
expanded to include effective therapies for weight loss in patients with
overweigh or obesity, in addition to improving CVD outcomes in pa-
tients with T2DM. However, the underutilization of these therapies is

Fig. 1. (Central Illustration): 6 Actions to Overcome Disparities in Incretin-
Based Treatment.
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driven by clinician bias, high costs, low adherence rates, and limited
access to medications, which could unintentionally widen health
disparities.

Addressing these issues demands a collaborative approach from both
patients and clinicians. Regular assessment of treatment efficacy,
coupled with the timely incorporation of new therapies, is essential to
achieving treatment goals. To overcome disparities in incretin-based
therapies, clinicians should prioritize the initiation of evidence-based
medicine, integration of health-care disciplines, promotion of SDN,
and advocacy for primordial CVD prevention. Additionally, it is
imperative to combat therapeutic inertia and address implicit biases. In
conclusion, targeted interventions are crucial for identifying and elim-
inating disparities in the treatment of cardiometabolic and CV disease,
including with the use of incretin-based therapies. Clinicians must take
purposeful actions to treat our patients with the best available care,
regardless of race/ethnicity, sex/gender, geography, SES, and ability or
disability.
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