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Current and emerging
medications for the
management of obesity
in adults

INn rREPLY: We thank Inglis and
colleagues' for their interest in our
review article” and for highlighting

the important issue of a possible signal
for increased thyroid cancer risk with
glucagon-like peptide 1 (GLP-1) receptor
agonists raised in the study by Bezin and
colleagues.’

We agree that the study’s findings are
interesting, but, as the authors and
associated commen’cary4 acknowledge,
they could also relate to detection bias
and the higher prevalence of obesity (a
risk factor for thyroid cancer’) in GLP-1
receptor agonist users. There is also
the possibility of ascertainment bias,
given the higher prevalence of thyroid
disorders — and, therefore, possibility
of increased surveillance — in patients
exposed to GLP-1 receptor agonists.

Although sustained administration
of GLP-1 receptor agonists stimulated
thyroid C cell hyperplasia in rats and
mice,’ important species-specific
biological differences must be
considered. The expression of GLP-1
receptors in thyroid C cells in humans
and non-human primates is much lower
than in rats and mice, and medullary
thyroid cancer (MTC) did not develop in
monkeys after 20 months of liraglutide

treatment at doses up to 60-fold higher
than human clinical exposure levels.

No signal for MTC was detected in meta-
analyses of clinical trials investigating
GLP-1 receptor agonists.” Neither the
Therapeutic Goods Administration

nor the European Medicines Agency
have requested the addition of a boxed
warning about the risk of MTC, but the
product information for GLP-1 receptor
agonists notes that thyroid C cell
tumours occurred in preclinical studies,
and that even though the relevance for
humans is considered to be low, it cannot
be completely excluded.

Further long term monitoring is required
to establish the risks and benefits of
prolonged use of GLP-1 receptor agonists,
including careful monitoring of thyroid
cancer risks. We agree with Inglis and
colleagues that clinicians and patients
should always consider the overall
balance of risks and benefits of treatments
in relation to individual circumstances.
Given the rarity of MTC, the data
available at present indicate that for most
patients treated with GLP-1 receptor
agonists for diabetes, a possible small
increase in absolute risk (if confirmed)
will be outweighed by the reduction in
risk of cardiovascular and renal events.
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