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Prioritizing obesity treatment: expanding the role of
cardiologists to improve cardiovascular health and outcomes
Donna H. Ryan?, John E. Deanfield® and Stephan Jacob®

Obesity is a major risk factor for cardiovascular disease,
yet management remains poor. Cardiologists and
healthcare professionals treating people with high
cardiovascular risk are in a position to address overweight
and obesity to improve cardiovascular health. There are
several treatment options for obesity, which are associated
with numerous health benefits. Modest weight reductions
of 5-10% improve cardiovascular risk factors, with greater
weight loss bringing about greater benefits. Anti-obesity
medications can support weight reduction when lifestyle
modifications alone are insufficient. The weight loss
induced by these treatments can improve cardiovascular
risk, and some therapies - such as glucagon-like-
peptide-1 analogues — may promote these benefits
independently of weight loss. Bariatric surgery can induce
greater weight losses than other treatment modalities

and is associated with numerous health benefits, but
newer medications such as semaglutide and those in
development, such as tirzepatide, produce robust weight

Introduction

Obesity is a direct contributor to cardiovascular risk, act-
ing independently and through association with meta-
bolic risk factors including dyslipidaemia, hypertension
and hyperglycaemia, which may arise as a consequence
of lipotoxicity [1-3]. Abdominal obesity is a major risk
factor for cardiovascular disease (CVD) and type 2 dia-
betes ('T'2D), and high waist circumference (measuring
intraabdominal fat) should be considered hazardous to
health irrespective of BMI [4,5]. Despite rising preva-
lence worldwide [4], acceptance of obesity as a chronic
disease remains poor [6]. It is often disregarded as a seri-
ous health problem that requires medical attention and
therefore, effective clinical care is lacking [6,7].

Are cardiologists doing enough to treat
obesity?

Appropriate  management of obesity is essential to
improving cardiovascular risk and preventing second-
ary CVD [1,7]. A recent study confirmed that up to
80% of pecople with coronary heart disease have comor-
bid overweight or obesity, the majority presenting with
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loss efficacy that is approaching that of bariatric surgery.
Healthcare professionals must approach this disease

with compassion and collaborate with patients to develop
sustainable plans that improve health and maintain weight
loss over the long term. Cardiovasc Endocrinol Metab 12:
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hypertension, dyslipidaemia and diabetes [7]. However,
some physicians did not record weight in medical records
or address it with patients [7]. Thus, while cardiologists
treat many people with obesity and comorbid CVD,
these individuals are not receiving appropriate treatment
and empathetic support despite the known benefits. The
question is, why?

Lack of time, perception that their obesity management
skills are inadequate and an inability to recognise obesity
as a chronic disease are all reported reasons for not discuss-
ing weight [8-10]. Furthermore, many healthcare profes-
sionals (HCPs) see limited clinical value in modest weight
loss, despite current evidence demonstrating that it can
reduce the risk of obesity-related complications [11].

Can treatment of obesity improve
cardiovascular outcomes?

Modest weight loss of 5-10% can induce clinically sig-
nificant improvements in cardiovascular and metabolic
factors, without the need to achieve an ‘ideal”’ BMI [12].
Evidence shows that improvements in glycaemia, blood
pressure, triglycerides, cholesterol and measures of feel-
ing and function (quality of life, knee pain, etc.) can be
achieved with moderate weight reduction, while fur-
ther weight loss induces additional improvements [12].
Improving symptoms of obstructive sleep apnoea usually
requires >210% weight loss [12].
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The Look AHEAD trial examined whether intensive
lifestyle intervention for weight loss would reduce car-
diovascular morbidity and mortality among people with
overweight/obesity and T2D [13]. Reduction in cardio-
vascular outcomes versus controls was not demonstrated
at 9.6 years, and the mean initial weight loss of 8.6% at
1year was followed by regain [13]. After a 9.6-year fol-
low-up, the trial was deemed futile and stopped early
[13]. However, a post hoc analysis found that individuals
in either group who lost 210% of their initial body weight
in the first year had a 21% lower risk of the primary out-
come (major cardiovascular events; hazard ratio [HR] =
0.79; 95% confidence interval [CI], 0.64-0.98) and a 24%
reduced risk of the secondary CVD outcome (HR=0.76;
95% CI, 0.63-0.91) versus individuals with stable weight
or weight gain [14]. This suggests that weight loss of
>10% may be needed to reduce cardiovascular risk — find-
ings that have been mirrored in outcomes from bariatric
surgery [15].

Achieving even modest weight loss can be challenging
because it usually requires a multifactorial lifestyle inter-
vention comprising changes to diet, physical activity and
regular behaviour therapy sessions [16]. Medications
approved for weight management by the US Food and
Drug Administration (FDA) or the European Medicines
Agency (EMA), which until recently included orlistat,
naltrexone—bupropion, phentermine—topiramate (FDA
only) and liraglutide 3.0mg, can increase weight loss by
4-9% versus lifestyle alone [17,18]. However, the use
of these therapies is currently limited and none, except
liraglutide when used in diabetes management, has
been shown to reduce cardiovascular events [19]. This
is changing as new, biology-based approaches to weight
management emerge and the recent FDA and EMA
approval of semaglutide 2.4 mg for the treatment of obe-
sity [20,21]. On average, semaglutide 2.4 mg results in
weight loss of 15% when combined with lifestyle, versus
2.4% with lifestyle alone, in people without T2D [22]. A
cardiovascular outcomes trial (CVOT) called SELECT
is underway to test the superiority of semaglutide 2.4 mg
versus placebo for cardiovascular risk reduction in 17 500
people with overweight/obesity and established CVD in
the absence of T2D or HbAlc >6.5% [23]. It is the first
dedicated CVOT for an obesity treatment that seeks to
establish superiority in the prevention of major adverse
cardiovascular events (MACE) [23].

For older medications, regulators required non-infe-
riority trials to ensure safety [22]. Outcomes of the
2010 SCOUT trial, in which sibutramine demon-
strated an increased risk of nonfatal myocardial infarc-
tion and stroke in people with pre-existing CVD, led
to its withdrawal and tighter regulatory requirements
for CVO'Ts in obesity [24]. The LIGHT study (nal-
trexone—bupropion) and the AQCLAIM trial (phen-
termine—topiramate) were required non-inferiority
CVO'T trials; however, neither was completed [24,25].

CAMELLIA-TIMI-61 confirmed the cardiovascular
safety of lorcaserin but showed no cardiovascular ben-
efit; it was later withdrawn owing to potential cancer
risks [24]. Although the approved label for liraglutide
3.0mg describes its benefits for cardiovascular risk
reduction, these statements are based on the LEADER
trial, a CVO'T for liraglutide 1.8mg in a 'T2D popula-
tion [26-28]. Semaglutide 0.5 and 1.0 mg demonstrated
reductions in MACE among individuals with T2D as
part of the SUSTAIN-6 trial [29]; thus, it is hoped that
SELECT will produce positive results.

Regarding treating obesity, the mechanism of cardio-
vascular risk reduction with anti-obesity medications
(AOMs) may be through weight loss and its impact on
intermediaries — lipids, glycaemia, blood pressure, and
inflammatory and prothrombotic mediators. However,
the AOM may itself promote benefits. This is the case
with semaglutide and other glucagon-like-peptide-1
(GLP-1) analogues, because of their pleiotropic effects
on cardiovascular biology which include lipid, cardiore-
nal, blood pressure and inflammatory benefits [30]. The
future of weight management is promising, thanks to
improved understanding of the biology underpinning
energy—balance regulation and food intake [31,32]. New
AOMs based on this biology are under development,
with tirzepatide, a GLLP-1 and glucose-dependent insuli-
notropic polypeptide dual agonist, demonstrating weight
loss of up to 13.1% at 40weeks in people with T2D
versus 6.7% with semaglutide 1.0mg [33,34], and no
increase in MACE risk at 104 weeks of exposure [35]. In
a phase 3 trial of adults with obesity, once-weekly tirze-
patide 15.0mg resulted in a mean weight loss of 20.9%
at week 72 versus 3.1% with placebo (P<0.001) [36].
Furthermore, phase 1b data for cagrilintide 4.5 mg plus
semaglutide 2.4mg, a new long-acting amylin analogue
and GLP-1 agonist combination, demonstrated weight
loss of up to 15.4% at 20 weeks versus 8.0% in a matched
cohort receiving placebo plus semaglutide [37] (Fig. 1).
As promising results for these combinatory approaches
emerge, it becomes clearer that a deeper understanding
of the molecular pharmacology of body-weight regulation
is integral to the development of new-generation AOMs
[33].

Achieving weight loss of 215% has the potential to trans-
form chronic obesity management, because of its ability
to improve multiple intermediate endpoints. However,
it is still important to assess whether this translates into
cardiovascular event reduction. For cardiologists, this
means including obesity as a cardiovascular risk factor in
addition to lipid levels, blood pressure and dysglycaemia,
which are already well-managed.

How can cardiologists and other healthcare
professionals approach obesity in practice?
Despite its links with CVD and T2D, obesity is under-
diagnosed [5,7]. While addressing obesity can be
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cohort received placebo plus semaglutide 2.4 mg.

challenging [5], especially in the presence of CVD [38],
all HCPs should ask permission to discuss weight in a
sensitive, non-stigmatising manner [11,39]. Cardiologists
and other HCPs treating people with obesity and high
cardiovascular risk should conduct assessments to clas-
sify the severity of obesity and identify root causes [9].
"This involves measuring waist circumference to evaluate
visceral adiposity and BMI (ethnicity-specific), identify-
ing contributors to weight gain such as medication, and
the presence of obesity-related risks and complications
[9,40].

A key part of weight management is setting person-
alised goals that support sustainable outcomes [9,39].
Cardiologists should conduct a thorough history focus-
sing on eating patterns, physical activity, previous
weight management, sleep and psychological status [40].
Providers must work with patients to identify elements of
their lifestyle they wish to change, set realistic expecta-
tions for weight loss and highlight the benefits of modest
weight reductions [11,41]. When lifestyle interventions
are insufficient, cardiologists should discuss initiating
AOMs [11,40]. They should advise individuals on the
available treatments, considering their benefits and risks
including cardiovascular factors, and highlight that these
therapies should be used alongside lifestyle changes [40].

An alternative approach for people who have not been
able to achieve weight loss targets with lifestyle or
AOMs is referral to appropriate specialists for consider-
ation of bariatric surgery [40]. This has been shown to
induce greater weight losses compared with other tradi-
tional treatments and is associated with numerous health

benefits, including long-term remission of most adipos-
ity-related diseases, a reduced need for medication and
control/remission of 'T'2D in conjunction with optimised
medical management [9,42]. In individuals with a BMI
>40kg/m* or a BMI 235kg/m* with at least one adipos-
ity-related disease, bariatric surgery could be a suitable
option [9,39] (Fig. 2).

When a person with CVD and obesity receives com-
prehensive and compassionate care, they may be better
placed to improve disease-related factors such as blood
pressure, glycaemia and visceral fat — the root of multiple
complications. Together, these improvements may result
in improved quality of life and life expectancy.
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