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Liraglutide for management
of adolescent obesity

Roya Kelishadi

Available interventions for adolescents with obesity are based on behavioural
therapy and lifestyle modification. A new randomized, controlled trial
provides evidence of efficacy of a pharmacological therapy, liraglutide, for
weight control in adolescent obesity. The indications for more widespread

use of this medication in clinical practice are under discussion.

Refers to Kelly, A. S. et al. A randomized, controlled trial of liraglutide for adolescents with obesity. N. Engl. J. Med.

https://doi.org/10.1056/NEJM0a1916038 (2020).

Childhood obesity has become a major global
health problem at public and individual
levels'. The management of obesity, especially
childhood obesity, is very difficult owing to its
complex pathophysiology, which includes the
interaction of socio-economic, familial and
individual factors. Several family-based
and school-based programmes have been
implemented to tackle obesity in the paediat-
ric age group; however, owing to the complex
interaction of underlying factors, they have
been of limited success®. Still, not enough
evidence exists to advocate any particular
weight management treatment for obesity in
children and adolescents. In general, the most
successful programmes are those combining
behavioural therapy and lifestyle modifica-
tion’. Given that such programmes require the
involvement of families and interventions that
modify the lifestyles of families, as well as a
change of established dietary or activity habits,
they are often not completed in their entirety.
Although most physicians do not feel
comfortable prescribing medications in the
paediatric population, various investigations
have been conducted on the efficacy of adding
pharmacological treatment”’ to lifestyle
change in adolescents with obesity. In general,
the effects of such medications (such as met-
formin or orlistat) have not been superior to
lifestyle therapy®. Furthermore, some adoles-
cents with severe obesity are even referred
for bariatric surgery. Thus, more effective
medications are under investigation.
Liraglutide is a glucagon-like peptide 1
(GLP1) receptor agonist that increases the

release of insulin from the pancreas and
also decreases excessive glucagon release.
The drug has been used for management
of diabetes mellitus as well as obesity’.
Some trials used liraglutide in adolescents,
mainly for treatment of type 2 diabetes mel-
litus®. Now, a new multi-centre randomized
clinical trial carried out by Aaron Kelly and
colleagues assessed the effects of using lirag-
lutide in the management of obesity in
adolescents’.
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The BMI standard deviation
score ... had greater reduction
in adolescents receiving
liraglutide

The present double-blind trial examined
the effects of 56-week treatment and 26-week
follow-up in adolescents who did not suc-
cessfully lose weight after lifestyle therapy. In
this trial, in addition to lifestyle consultation,
daily subcutaneous liraglutide (3.0 mg) was
administered to 126 participants and results
were compared with 125 control participants
receiving daily subcutaneous placebo. The
BMI standard deviation score (BMI-SDS) had
greater reduction in adolescents receiving
liraglutide than in the placebo group. However,
in the follow-up period, the liraglutide group
had a greater increase in the BMI-SDS than
participants who receive placebo’.

It is impressive that a medication could
help in weight control of adolescents with
obesity; however, the long-term effects need
to be considered. For example, rapidly after
discontinuation of liraglutide, adolescents
with obesity faced weight gain’. Although the
medication was shown to be effective at con-
trolling weight, questions remain regarding
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rapidly after discontinuation
of liraglutide, adolescents with
obesity faced weight gain

whether adolescents with obesity would use
this expensive and injectable medication for
long periods of time. This study provides
confirmatory evidence that the backbone for
reaching weight control in adolescents is life-
style modification. However, using liraglutide
for 56 weeks did not have substantial effects
in modifying cardiometabolic risk factors
such as blood pressure or serum cholesterol
and triglycerides’. The researchers suggested
that this effect might be in part because parti-
cipants did not have notably high levels of
such risk factors at the beginning of the trial.
However, abnormality of metabolic profile is
highly prevalent in adolescents with obesity’.
Management of cardiometabolic risk in this
patient population is likely to be easier with
lifestyle modifications rather than an expen-
sive medication that comes with the potential
adherence problems associated with daily
injections.

The safety of liraglutide has been demons-
trated in the present study’, and the only notable

adverse effects were gastrointestinal prob-
lems; however, owing to rare but potential
serious adverse effects, such as thyroid cancer,
post-marketing surveillance of this medica-
tion should be followed up over long periods
of time.

In broader terms, the study of Kelly and
colleagues’ provides promising evidence for
the efficacy and safety of liraglutide in treat-
ment of adolescents with obesity. The pres-
cription and clinical use of this medication
in adolescents with obesity would require
further evaluation for safety concerns, as
well as obtaining further efficacy data in the
paediatric population.

However, liraglutide should not be used as
a stand-alone approach for treatment of ado-
lescents with obesity; it can be considered as
an adjunct to behavioural therapy and lifestyle
change. A more prudent use is to consider lirag-
lutide for some adolescents who have morbid
obesity or major complications of obesity.
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