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ABSTRACT

Introduction: Glucagon-like peptide-1 recep-
tor agonists (GLP-1 RAs) are effective for gly-
cemic control, with many also demonstrating
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cardiovascular (CV) benefit, in people with type
2 diabetes (T2D). This study aimed to find a
consensus on the barriers and strategies for the
optimal use of GLP-1 RAs in people with T2D
and high CV risk or established cardiovascular
disease (CVD) in Spain.

Methods: A two-round Delphi survey (53 ques-
tions) was conducted among members of four
national scientific societies in Spain, including
physicians experienced in the management of
people with T2D. The degree of consensus was
evaluated with a 7-point Likert scale, establish-
ing consensus when = 70% of the panelists
agreed (6-7) or disagreed (1-2).

Results: A total of 97 physicians participated in
the first round (endocrinology: 34%, family and
community medicine: 21%, internal medicine:
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23%, and cardiology: 23%), and 96 in the sec-
ond round. The main barriers identified were:
therapeutic inertia and late use of GLP-1 RAs;
lack of a comprehensive approach to CV risk;
lack of knowledge on the usefulness of GLP-1
RAs in CVD prevention and treatment; and eco-
nomic/administrative barriers. Strategies with a
highest consensus included: the need to estab-
lish simple protocols that integrate awareness of
CV risk monitoring; training professionals and
patients; and the use of new technologies.
Conclusion: Physicians identified clinical,
healthcare, and economic/administrative bar-
riers that limit the use of GLP-1 RAs in people
with T2D and high CV risk or established CVD
in Spain, highlighting the importance of inte-
grating these therapies according to clinical
practice guidelines.

Keywords: Type 2 diabetes; GLP-1 receptor
agonists; Cardiovascular risk; Cardiovascular
prevention; Clinical guidelines
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Key Summary Points

Why carry out this study?

Glucagon-like peptide-1 receptor agonists
(GLP-1 RAs) are effective for glycemic con-
trol, with many also demonstrating cardio-
vascular (CV) benefit, in people with type 2
diabetes (T2D).

GLP-1 RAs are underprescribed in people
with T2D and high CV risk or established
cardiovascular disease (CVD) in Spain.

This study investigated the potential barriers
to and strategies for the optimal use of GLP-1
RAs in people with T2D with high CV risk or
established CVD in Spain.

What was learned from the study?

The traditional stepwise approach to T2D
management, the costs for patients not
meeting required medical criteria to obtain
funded GLP-1 RA prescriptions, the adminis-
trative procedures for obtaining prescription
authorization, and not considering CV risk as
a switching treatment factor, were the main
barriers that limited the use of GLP-1 RAs in
people with T2D and high CV risk or estab-
lished CVD.

Potential solutions include establishing sim-
ple protocols that integrate awareness of CV
risk monitoring, training professionals and
patients, and the use of new technologies.

It is important to integrate the use of thera-
pies with CV benefit into the treatment of
patients with T2D in accordance with clinical
practice guidelines.

INTRODUCTION

In people with type 2 diabetes (T2D), cardiovas-
cular disease (CVD) is a highly prevalent and
well-established risk factor for morbidity and
mortality. Approximately one-third of people
with T2D develop CVD, and CVD is estimated
to be the cause of death in almost 50% of people
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with T2D [1, 2]. In Spain, > 90% of people with
T2D are at high or very high cardiovascular (CV)
risk [3]. CVD in people with T2D has a signifi-
cant clinical and economic impact compared
with people with T2D without CVD, mainly
due to hospitalizations [4]. For these reasons,
primary and secondary prevention of CVD in
people with T2D should be a priority when con-
sidering any T2D treatment [4].

Current clinical guidelines indicate that CV
risk factors should be assessed in all people with
T2D, since their control is essential for the opti-
mal management of T2D [5-9]. In this regard,
based on the results of the CV outcome trials,
the latest American Diabetes Association (ADA)-
European Association for the Study of Diabetes
(EASD) consensus recommends for the first time
the use of sodium-glucose cotransporter-2 inhib-
itors (SGLT-2is) or glucagon-like peptide 1 recep-
tor agonists (GLP-1 RAs) with proven CV benefit
as first-line glucose-lowering therapy in people
with T2D with established CVD, indicators of
high CV risk, or established kidney disease or
heart failure, independently of glycated hemo-
globin (HbA1c) levels or previous metformin use
[9]. This treatment approach of considering car-
diorenal protection even in early disease stages
had already been proposed by the American Col-
lege of Cardiology in 2019 and has since been
included in new updates of various Spanish con-
sensus documents [10-12].

GLP-1 RAs increase glucose-dependent insulin
secretion and glucagon suppression, slow gastric
emptying, and reduce appetite and body weight,
with the overall effect of decreasing HbAlc lev-
els without generally increasing hypoglycemia
risk. Also, many GLP-1 RAs can reduce the occur-
rence of major adverse CV events, CV mortal-
ity, and the risk of all-cause mortality, [13, 14].
However, recent studies have shown that use
of GLP-1 RAs is limited in most countries [15].
Some studies have highlighted the urgency of
implementing guidelines to ensure that people
with T2D and high CV risk benefit from these
therapies [7, 16-19]. In Spain, current legislation
restricts public reimbursement of GLP-1 RAs to
the treatment of people with T2D and obesity
[body mass index (BMI) > 30 kg/m?] and only in
combination with other glucose-lowering drugs
[20]. Additionally, observational studies in Spain

have shown that the use of GLP-1 RAs is sub-
optimal and mainly restricted to advanced and
complex patient types: with BMI > 35 kg/m?;
HbAlc levels > 8.0%; comorbidities; and often
at an advanced stage of diabetes (> 9 years since
diagnosis) [21-24]. A recent study demonstrated
that GLP-1 RAs are scarcely used in primary care
and mostly for people with T2D and obesity
[25].

Prior Delphi studies in Spain have shown
that no consensus was reached regarding the
preferential use of GLP-1 RAs in patients with
established CVD [26, 27]. However, a recent
study of family physicians revealed that the
presence of CVD or high CV risk was a critical
factor in deciding T2D therapy [25]. The barriers
that could limit the wider use of GLP-1 RAs in
people with T2D and CV risk are poorly defined
and could have patient, clinician, and system-
level origins [16, 21-24]. However, there are still
major uncertainties regarding the reasons that
limit the use of GLP-1 RAs, or what could be
done to close the gap with guideline recommen-
dations. To investigate the potential barriers to
and strategies for the optimal use of GLP-1 RAs
in people with T2D with high CV risk or estab-
lished CVD in the Spanish setting, a two-round
Delphi consultation was conducted among pri-
mary care physicians, endocrinologists, cardi-
ologists, and internal medicine specialists. The
goal was to analyze the perspectives and percep-
tions of a multidisciplinary group of physicians
currently treating people with T2D and CV risk
or established CVD to reach a consensus that
could help encourage wider application of cur-
rent guidelines and improve patient care.

METHODS

A national two-round Delphi study was con-
ducted to reach a consensus on the barriers and
strategies to prescribing GLP-1 RAs in patients
with CV risk or established CVD [28-30]. The
study was conducted over a 3-month period:
the first Delphi round took place from March to
April 2022, and the second Delphi round from
April to May 2022.
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A general scheme of the design and develop-
ment of the Delphi consultation is shown in
Fig. S1 in the electronic supplementary mate-
rial. A multidisciplinary Scientific Committee,
consisting of two endocrinologists, a family
physician, an internist, and a cardiologist, was
established. Each of the members of the Scien-
tific Committee represented one of the national
scientific societies endorsing the project: Span-
ish Society of Cardiology (SEC); Spanish Society
of Diabetes (SED); Spanish Society of Endocri-
nology and Nutrition (SEEN); and Spanish Soci-
ety of Internal Medicine (SEMI).

Ethical approval

The study was submitted to the Ethics Commit-
tee of 12 de Octubre Hospital (Madrid, Spain),
which judged that, due to the nature of the
study, further approval was not required. All
participating physicians were aware of the objec-
tives of the study, and that the results of this
study would be published. Participants were
identified and invited to participate through
their respective scientific medical societies, and
their views were independent and confidential.
Participants were asked to complete the ques-
tionnaire according to their perceptions of their
daily practice environment within their spe-
cialty, and not reflecting their own personal clin-
ical practice. Participation was agreed in writing.
Data were de-identified to protect the privacy of
the participants.

Participants

Panelists eligible for participation in the study
met the following selection criteria: they were
specialists in endocrinology, family and com-
munity medicine, internal medicine, or cardiol-
ogy, with at least 2 years of experience managing
people with T2D and high CV risk or established
CVD, and practicing in the public healthcare
setting in Spain. Panelists were identified and
invited to participate through their respective
scientific societies.

Delphi Methodology

The Delphi questionnaire was designed by
the Scientific Committee based on a targeted
literature review. The final questionnaire con-
sisted of 53 items (see Table S1 in the electronic
supplementary material for details) and was
comprised of two sections. Section A was only
included in the first round and consisted of soci-
odemographic variables, information on the
physician’s experience, and healthcare center
characteristics. Section B included statements
describing 24 potential barriers to the use of
GLP-1 RAs in people with T2D and high CV risk
or established CVD and 28 potential strategies
to optimize the use of GLP-1 RAs and improve
adherence to the recommendations of the clini-
cal practice guidelines.

Panelists were asked to rate on a 7-point Lik-
ert scale (1 = strongly disagree; 2 = disagree;
3 = somewhat disagree; 4 = neither agree nor
disagree; 5 = somewhat agree; 6 = agree; and
7 = strongly agree) their agreement or disa-
greement with the statements. Strategies were
explored from two perspectives: appropriateness
and feasibility. No free-text fields were included
in the questionnaire. Physicians were asked to
complete the questionnaire according to their
perceptions of their daily practice environment
within their specialty, and not reflecting their
own personal clinical practice. All statements
in the Delphi questionnaire were evaluated for
consensus in a first round of consultation with
the panelists. Consensus was reached when at
least 70% of the panelists agreed (6-7 scores)
or disagreed (1-2 scores) with the given state-
ment. Those items for which consensus was not
reached in the first round were sent for a second
round of consultation. For statements reaching
consensus, results correspond to those obtained
in the round in which consensus was reached;
for statements not reaching consensus, results
from the second round are provided.

Statistical Methods

As Delphi surveys do not have a defined
study size [31], the appropriate panel size was
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estimated at 100 panelists (to ensure a minimum
of 20 per society or specialty). Considering an
acceptance rate of 90%, it was estimated that
110 panelists should be invited to participate
in the study. Absolute and relative frequencies
were calculated to describe categorical variables.
Means and standard deviations (SD), and medi-
ans and interquartile ranges (IQR), were calcu-
lated to express continuous variables. Sociode-
mographic characteristics (overall and for each
panelist group) were described. Descriptive
analyses were performed for the 7-point Likert
scale items. First, the number and percentage of
participants who selected each option were cal-
culated for the two-round Delphi analysis. Next,
the frequency and proportion for each response
category (1-2: disagree; 3-5: neither agree nor
disagree; and 6-7: agree) were calculated. The
consensus was achieved based on the global
sample and also described by the panelist group
(endocrinologists, internists, cardiologists, fam-
ily practitioners). The round in which consensus
was reached was also recorded.

RESULTS

A total of 108 panelists were invited to partici-
pate in the Delphi consultation. Of these, 97
completed the first round of the Delphi ques-
tionnaire (89.8% response rate) and 96 panelists
completed the second round (99% response
with respect to round one) (Fig. 1). Of the 97
panelists, 33 (34.0%) were endocrinologists,
22 (22.7%) were cardiologists, 22 (22.7%) were
internal medicine specialists, and 20 (20.6%)
were family and community medicine phy-
sicians. The respondents represented all the
Spanish regions except Cantabria. The mean
(x SD) age of the panelists was 52.3 = 9.0 years
and 59.8% were men (Table 1). Most of them
(61%) worked in tertiary healthcare centers,
44% of which had a specialized diabetes unit.
Participants had 22.4 + 9.4 years of experi-
ence and attended 88.1 + 63.6 patients weekly,
36.9 + 20.4% of whom had a T2D diagnosis.
Participants reported that 71.3 + 28.1% of the
people with T2D they attended weekly were
considered of high CV risk or presented with

First-round questionnaire: 52 statements
24 barriers
28 strategies

First round of Delphi consultation:
Response rate: 89.8% (N=97/108)
Agreement consensus:

5 barriers
5 strategies™

Second-round questionnaire: 42 statements
19 barriers
23 strategies

Second round of Delphi consultation:
Response rate: 99.0% (N=96/97)
Agreement consensus:

9 barriers
6 strategies™

Overall results
Agreement consensus:
14 barriers
11 strategies*

Fig.1 Development of the Delphi consensus. N number
of physicians

established CVD, and declared that 38.7 + 28.1%
of them had prescriptions for GLP-1 RAs.

Potential Barriers to GLP-1 RA Use

Of 24 items describing potential barriers to
GLP-1 RA use, which included treatment-
related barriers and barriers associated with
the healthcare process, healthcare organiza-
tion and resources, and healthcare education
and training, the participants reached a con-
sensus in 14 (all results below are given con-
sidering all specialties together, unless oth-
erwise indicated) (Fig. 2; see Table S2 in the
electronic supplementary material for final
results). Of the 14 barriers which achieved
consensus, 5 (36%) were agreed on by all
specialties: the traditional stepwise approach
that contributes to later use of GLP-1 RAs (#2
in Table S2), the use of injectable tradition-
ally used in later stages of the disease (#3),
costs for patients not meeting the specific
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Table 1 Physicians’ sociodemographic characteristics, professional experience, and healthcare center characteristics (based

on round one)

Variable Total (2 =97) Endocrinology Cardiology Internal medi- Family and com-
(n=133) (n=22) cine munity medicine
(n=22) (n=20)
Age, years Mean + SD 52.3+£9.0 49.6+9.5 49.6+£89 53.6+8.3 582+5.1
Median (IQR) 53.0 (45.0-  53.0(41.0-  49.0(45.0-  S3.5(47.0-  59.0(55.0-
60.0) 57.0) 54.8) 60.8) 62.3)
Sex, male 7 (%) 58 (59.8) 18 (54.5) 14 (63.6) 12 (54.5) 14 (70.0)
Years of experi- Mean+SD 224+ 94 209+9.8 17.6 £ 8.1 232+9.0 29.5+5.6
ence Median (IQR) 22.0 (16.0- 22.0 (13.0- 18 (12.5-20.0) 20.0 (15.8- 30.0 (25.0-
30.0) 28.0) 3315) 32.8)
Number of Mean + SD 88.1 + (63.6) 93.3+59.6 60.5 £39.0 37.5+25.7 165.8 +40.6
individu- Median (IQR) 75.0 (40.0-  80.0(60.0-  50.0(40.0-  27.5(163—  150.0 (147.5-
als atcended 125.0) 100.0) 67.5) 60.0) 200.0)
weekly in
consultation
Percentage of ~ Mean + SD 369 +204 4144215 31.3+9.1 52.4+16.9 184 +13.3
people with a
T2D diagnosis
Percentage of ~ Mean £ SD 71.3 +28.1 69.3 £26.4 89.7+£18.0 832+ 156 41.1 £24.6
people with
T2D with
high CV risk
or established
CVD
Percentage of ~ Mean £+ SD 38.7 £28.1 56.1+23.1 202+ 124 42.0+27.1 26.6 + 164
people with
T2D with
high CV risk
or established
CVDanda
GLP-1RA
prescrip-
tion (by the
responder)
Healthcare center level
Primary care 7 (%) 20 (20.6) 0(0.0) 0(0.0) 0(0.0) 20 (100)
Secondary care 7 (%) 18 (18.6) 9(27.3) 3(13.6) 6(27.3) 0(0.0)
Tertiary care 7 (%) 59 (60.8) 24 (72.7) 19 (86.4) 16 (72.7) 0(0.0)
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Table 1 continued

Variable Total (2 =97) Endocrinology Cardiology Internal medi- Family and com-
(n=133) (n=22) cine munity medicine
(n=22) (n=20)
Diabetes unit 7 (%) 43 (44.3) 20 (60.6) 14 (63.6) 7 (31.8) 2 (10.0)
in the work
center

CV cardiovascular, CVD cardiovascular disease, GLP-1 RA glucagon-like peptide 1 receptor agonist, z number, JQR inter-
quartile range, SD standard deviation, 72D type 2 diabetes

Percentage of panelists
0 10 20 30 40 50 60 70 80 90 10

Traditional stepwise approach
Injectable treatments in later stages

Potent drugs for later stages

Treatment Glycocentric approach

Regional or center-level restrictions

GLP-1 RAs cost

Overestimation of refusals to injectables

-

—

Inspection visa administrative procedures

Inspection visa requirements (obesity)

I

Healthcare
process
Absence of comorbidity-based strategies
Disregard of CV risk as a treatment
L switching factor
Lack of awareness of CVD prevention
Healthcare
education = Lack of awareness of GLP-1 RAs benefits
and training
Unfamiliarity with GLP-1 RA drugs
I Total (N = 96) Internal Medicine (N = 22)
[0 Endocrinology (N = 33) B Family and Community Medicine (N = 19)

[ Cardiology (N = 22)

Fig. 2 Barriers to the use of GLP-1 RAs: percentage of agreement (6-7 agree) by subgroup. C¥ cardiovascular, CVD cardio-
vascular disease, GLP-1 RAs glucagon-like peptide 1 receptor agonists, N number of physicians
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medical criteria established by the health
authorities in order to be able to be prescribed
GLP1-RAs under reimbursed conditions (visa
requirements) (#10), the administrative pro-
cedures for obtaining prescription authoriza-
tion (#13), and not considering CV risk as a
switching treatment factor (#17). In contrast,
for the remaining ten barriers that did not
obtain consensus, individual agreement was
not reached in any subgroup.

Seven of the 11 treatment-related barriers
(64%) reached consensus among all partici-
pants. The perceived barriers associated with
the use of GLP-1 RAs that achieved consen-
sus were related to therapeutic inertia [the
traditional stepwise approach (#2), the use
of injectable treatments in later stages of the
disease (#3), using the most potent drugs for
later stages of the disease (#4), and the gly-
cocentric approach (#5)], regional- or center-
level restrictions (#6), GLP-1 RA cost for
patients who do not meet the obesity require-
ment to be prescribed GLP1-RAs under funded
conditions (#10), and the overestimation of
patients’ refusal of injectable drugs (#11).

Regarding barriers related to the healthcare
process, consensus was achieved in 4 of 10 bar-
rier statements (40%). The main limitations of
the use of GLP-1 RAs were related to adminis-
trative requirements (#12 and #13), the absence
of comprehensive and individualized treatment
strategies based on comorbidities of people
with T2D (#16), and not considering CV risk as
a switching treatment factor (#17). None of the
barriers related to healthcare organization and
resources (lack of time in consultation, lack of
support staff, or the absence of a shared elec-
tronic medical record history) achieved consen-
sus. In contrast, the three proposed barriers to
healthcare education and training level reached
consensus. Participants agreed that the lack of
awareness of the importance of CV prevention
(#22), the lack of awareness of GLP-1 RA benefits
in the management of people with T2D (#23),
and the unfamiliarity of healthcare profession-
als using GLP-1 RAs for CV risk control (#24),
hinder the use of GLP-1 RAs in routine clinical
practice.

Potential Strategies to Optimize the Use of
GLP-1 RAs

Of 28 items describing potential solutions to
optimize the use of GLP-1 RAs according to
clinical practice guidelines, global consensus
on both suitability and feasibility was reached
on 13 statements (46%). Of these, only six
achieved consensus across all specialties. Fig-
ures 3 and 4 show the results for suitability
and feasibility, respectively, of each proposed
strategy reaching consensus after the two
rounds of Delphi consultation (see Table S3
in the electronic supplementary material for
the final results).

Regarding potential solutions related to
the treatment, panelists reached consensus
on the suitability and feasibility of the pro-
motion of a more patient-centered approach
to treatment selection (#3 in Table S3), and
the implementation of treatment optimiza-
tion protocols in people with T2D with recent
hospital admissions due to CVD (#11). At the
healthcare process level, physicians agreed
that all people with T2D should be consid-
ered high CV risk patients (#10), that the
cooperation between scientific societies to
develop updated multidisciplinary consensus
guidelines should be promoted (#17), and that
simple treatment algorithms based on patient
comorbidities should be developed and imple-
mented (#1).

Concerning organizational and resource-
related potential solutions, the panelists
agreed on the need to establish a multidis-
ciplinary and bidirectional e-consultation
model (#16), the implementation of shared
access systems of medical records to facilitate
communication between specialties (#18),
and the implementation of automatic elec-
tronic treatment renewal (#7). Finally, regard-
ing healthcare education and training solu-
tions, consensus was obtained on the need
for informing patients about the essential
characteristics of their treatment (#6), the dis-
semination of the new treatment algorithms
by the scientific societies and/or the indus-
try (#22), the promotion and development of
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Percentage of panelists
0 10 20 30 40 50 60 70 80 90 100

1 1 1 1 1 1 1 1 1 1 ]
Ll

Treatment algorithms based on patient
comorbidities [

Patient-centered approach in treatment selection

Inform patients about treatment characteristics

Automatic treatment renewal by electronic
prescription |

Consider people with T2D as high CV risk
patients |

Protocols in hospital admissions due to CVD

Multidisciplinary and bidirectional e-consultation
model I

Development of multidisciplinary consensus
guidelines [

Shared access systems of the medical records

Divulgation of the new treatment algorithms

Training initiatives on GLP-1 RAs efficacy and
CV benefit |

Training programs adapted to different
professionals |

Innovative training strategies

 Total (N =96) | Internal Medicine (N = 22)
- Endocrinology (N = 33) - Family and Community Medicine (N = 19)
- Cardiology (N = 22)

Fig. 3 Potential solutions that reached a consensus (suitability), by subgroup. C¥ cardiovascular, CVD cardiovascular dis-
case, GLP-1 RAs glucagon-like peptide 1 receptor agonists, N number of physicians, 72D type 2 diabetes

training initiatives on GLP-1 RA efficacy and DISCUSSION
CV benefit (#25), the promotion of training

programs adapted to different professional The objective of the two-round Delphi consul-

profiles (#26), and the definition of innova-  tation described here was to identify the main
tive training strategies (#27).
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Treatment algorithms based on patient
comorbidities

Patient-centered approach in treatment selection

Inform patients about treatment characteristics

Automatic treatment renewal by electronic
prescription

Consider people with T2D as high CV risk
patients

Protocols in hospital admissions due to CVD

Multidisciplinary and bidirectional e-consultation
model

Development of multidisciplinary consensus
guidelines

Shared access systems of the medical records

Divulgation of the new treatment algorithms

Training initiatives on GLP-1 RAs efficacy and CV
benefit

Training programs adapted to different
professionals

Innovative training strategies

B Total (N = 96)
[ Endocrinology (N = 33)
[ Cardiology (N = 22)

Percentage of panelists

0 10 20 30 40 50 60 70 80 9010

Internal Medicine (N = 22)
- Family and Community Medicine (N = 19)

Fig. 4 Potential solutions that reached a consensus (feasibility), by subgroup. CV” cardiovascular, C¥D cardiovascular dis-
case, GLP-1 RAs glucagon-like peptide 1 receptor agonists, N number of physicians, 72D type 2 diabetes

perceived barriers to GLP-1 RA use in people
with T2D and high CV risk or established CVD,
as well as potential solutions in the Span-
ish setting. Our study achieved a high rate
of response among the invited participants,

as well as a high level of consensus among
clinical specialties. This Delphi consultation
showed that the main barriers identified were
therapeutic inertia, a lack of a comprehensive
approach to CV risk, lack of knowledge on the
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usefulness of GLP-1 RAs in CV prevention and
treatment, and economic/administrative bar-
riers. The potential strategies with the high-
est consensus included the need to establish
simple protocols that integrate awareness of
CV risk monitoring, improved training of pro-
tessionals and patients, and the use of new
technologies. However, responses by special-
ties were heterogeneous and there was a lack
of consensus across all specialties for many of
the statements analyzed.

Therapeutic inertia is one of the well-known
causes delaying the implementation of clinical
practice guideline recommendations into rou-
tine clinical practice in people with T2D [16,
32]. Improved training of health professionals,
coupled with the implementation of simpler
protocols that integrate awareness of CV risk
monitoring, could help in solving the problem.
For example, GLP-1 RAs have been associated
for some years with weight reduction, and this
could have restricted their preferential prescrip-
tion to people with obesity [23-25]. To over-
come these barriers, promoting a patient-cen-
tered approach in therapeutic decisions and the
patient’s involvement in managing the disease
were identified as potential solutions. Innova-
tive training initiatives on GLP-1 RA efficacy and
CV benefit adapted to different professional pro-
files also appeared to be a necessary solution to
overcoming therapeutic inertia. In line with this,
several publications have previously encouraged
training in optimizing the use of available thera-
pies and cooperation in local training activities
to ensure that the CV benefit of SGLT-2is and
GLP-1 RAs is more widely acknowledged [16, 33,
34]. As diabetes therapies are constantly evolv-
ing, systematic medical education of all health-
care providers involved in the treatment of peo-
ple with T2D should be a priority to overcome
clinical inertia.

A significant barrier agreed by the panelists
was the absence of comprehensive and individ-
ualized treatment strategies based on comozr-
bidities of people with T2D in the Spanish set-
ting, as well as neglecting CV risk as a factor
for switching treatment. As a possible solution,
panelists agreed to consider all people with T2D
as high CV risk patients. This approach had been
suggested before as a possible solution to the

general low use of GLP-1 RAs and SGLT-2is [33].
In this regard, a recent survey suggested that
one of the most influential clinical factors in the
choice of glucose-lowering treatment in Spain
was the presence of CVD (the other being high
HbA1c) [25]. However, family physicians found
this approach neither suitable nor feasible. This
could be a reflection of the low perception of
CV risk in people with T2D observed among this
group of physicians [3].

The high number of pharmacologic agents
available to treat T2D and the complexity of
treatment algorithms were not identified as key
barriers for the prescription of GLP-1 RAs, as pro-
posed by other authors [35, 36]. Nonetheless,
participants agreed on the need to develop and
implement simple treatment algorithms based
on patient comorbidities and their dissemina-
tion by the different scientific societies and/or
the industry. Also, they agreed that treatment
optimization protocols in people with T2D
with recent hospital admissions due to CVD
should be implemented. It has been suggested
that the simplification of treatment algorithms
that may be too complicated for primary care
physicians, who often have very limited time
to treat their patients, is necessary [33]. Further,
panelists agreed on the use of a multidisciplinary
approach of collaboration between specialties in
the treatment of people with T2D through the
implementation of bidirectional e-consultation
models and shared access systems of medical
records. Several studies have already pointed
out the need to provide more opportunities for
interdisciplinary collaboration and increase the
number of healthcare professionals in multi-
disciplinary teams to provide optimal patient
care and promote adherence to clinical practice
guidelines [7, 16, 37].

Panelists agreed that the overestimation
of patients’ refusal of injectable drugs limits
the early use of GLP-1 RAs, which are recom-
mended before insulin initiation as the first
injectable therapy [6, 8]. However, some stud-
ies have identified a patient preference for oral
medications [24]. Dose frequency and specific
details of the treatment administration process,
such as the type of injection device or needle
size, also impact patient preference regarding
GLP-1 RAs, and a better knowledge of these will
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be important to help overcome possible barri-
ers [38-40]. Also, it is possible that some spe-
cialties (e.g., internal medicine physicians) are
less familiar with injectable drugs and that this
results in reduced prescription by this group.

In Spain, administrative requirements for
GLP-1 RA prescription, such as the renewal of
treatment or the administrative burden asso-
ciated with the procedure physicians must
follow to obtain prescription authorization,
were also identified as potential barriers. As
a potential solution to this, panelists agreed
on allowing automatic electronic renewal of
GLP-1 RA prescriptions. Minimization of the
administrative burden has been proposed as
an incentive to increase the use of GLP-1 RAs
[17]. However, the review of the medical crite-
ria required to receive a GLP-1 RA prescription
did not reach a consensus between specialists
as a potential solution. Currently, in Spain, a
high BMI (> 30 kg/m?) is an essential factor for
reimbursement. The cost of the treatment with
GLP-1 RAs for individuals who do not meet the
obesity requirement to access GLP-1 RAs via
funded prescriptions was considered a barrier
to early access. However, for those at risk, treat-
ment at early stages of the disease is beneficial
and should be encouraged, irrespective of BMI
[33].

In Spain and other European countries, the
high cost gap between old and new glucose-
lowering medicines such as GLP-1 RAs could
affect market uptake and consequently patient
access [41]. However, other countries with no
specific BMI requirement also register low use
of GLP-1 RAs, suggesting that the cost limitation
could not be a major obstacle in its wider uptake
[18, 42]. Finally, panelists also considered that
many healthcare professionals are unfamiliar
with GLP-1 RA use for CV risk control, probably
due to a lack of knowledge about the importance
of CV prevention and the CV benefit of GLP-1
RAs (also considered a relevant barrier). The
results of our study showed a lower percentage
of patients with high CV risk or established CVD
with GLP-1 RA prescriptions treated by cardi-
ologists compared with other specialties. This
could reflect a preferential use of SGLT-2is by

cardiologists in Spain. In this regard, a recent
study showed that the use of SGLT-2is was high-
est in patients treated by cardiologists versus
primary care physicians, endocrinologists, and
other specialists [19].

This study has several limitations. Since
highly expert participants were selected for the
consultation, the sample may not fully represent
the medical population under investigation.
However, to identify barriers and, in particular,
solutions, a high level of expertise in the field
is more important. In this sense, panelists had
extensive experience managing people with T2D
with high CV risk or established CVD. In addi-
tion, almost all participants were members of at
least one diabetes and/or CV risk-related work-
ing group. Likewise, the present results should
be interpreted considering the observational
and exploratory nature of the survey based on
self-reporting, reflecting the participants’ subjec-
tive perceptions. In this regard, physicians were
asked to rate the statements according to their
perceptions of their daily practice environment
within their specific specialty, and not reflect-
ing their own personal clinical practice. Also,
when completing the Delphi questionnaire,
physicians were asked to consider only outpa-
tients with T2D and not those who were hospi-
talized. Another possible limitation was the use
of a structured questionnaire without free-text
fields where qualitative insights from partici-
pants could be obtained. In this respect, all state-
ments were designed to be clear and understand-
able to participants to ensure the correct and
consistent interpretation of the questionnaire.
Additionally, at the time this study was con-
ducted, global and temporary supply problems
affecting availability of injectable GLP-1 RAs
did not exist as they do at the time of writing
this article, so participants could not evaluate
this issue during the Delphi consultation [43].
Finally, the study captured the perceptions of
healthcare providers at a single point in time,
but clinical guidelines and medical practices are
constantly evolving, and this, in turn, could
affect the study results. Future studies should
address if changes in perceptions occur after the
release of new guidelines.
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CONCLUSION

This study highlights the importance of integrat-
ing the use of therapies with CV benefit into
the treatment of people with T2D in accordance
with clinical practice guidelines. In the Spanish
setting, this is the first multidisciplinary consen-
sus to identify barriers and strategies to optimize
the use of GLP-1 RAs in people with T2D with
high CV risk or with established CVD. Physi-
cians identified clinical, healthcare, and eco-
nomic/administrative barriers that limit the use
of GLP-1 RAs and agreed on potential solutions.
While the study was conducted in Spain, the
underutilization of GLP-1 RAs in people with
high CV risk or with established CVD has been
observed in many countries and represents a
global concern. These results could be helpful
in assisting the implementation of the use of
therapies with CV benefit in the treatment of
people with T2D, according to the clinical prac-
tice guidelines.
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