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An overview of the once-weekly GLP-1 receptor agonists from

the pharmacist’s perspective

Traditionally, the pharmacist's role has focused on the supply of
medicines and counselling patients. However, this role has evolved
and pharmacists are now an integral part of the healthcare team.
Although the majority of individuals with type 2 diabetes (T2D)
are managed in a primary care setting, on average, a pharmacist
will see a patient up to nine times more than their primary care
physician.! This puts them in the unique position to educate people
in the proper use of medication, and advise when it might be bene-
ficial to consider other treatment options. Thus, it is essential that
pharmacists have a comprehensive understanding of the burden
of T2D and the treatment options available, and are able to guide
individuals through the management of potential adverse events
(AEs).

T2D is a chronic, progressive disease associated with a number
of comorbidities, which include cardiovascular disease (eg stroke
and myocardial infarction), diabetic retinopathy, neuropathy and ne-
phropathy.? Such comorbidities may require additional drugs, which
not only add to the clinical burden but also impose additional finan-
cial burdens on individuals and society. In 2019, the global health-
care expenditure on diabetes was estimated to reach 760 billion
United States (US) dollars, of which 42.7% was spent in the North
America and Caribbean region.? Furthermore, this global expen-
diture is predicted to increase to 845 billion dollars by 2045.2 It is
therefore important to prevent or delay complications associated
with T2D where possible to avoid polypharmacy and its associated
costs. Although the cost of treatment is often the basis for clinical
decision-making, early intervention, even if this involves more ex-
pensive treatment, is a long-term, cost-effective strategy that can
help prevent or delay future complications.

The number of therapeutic options available to treat T2D contin-
ues to expand.® Preferred treatment options have been shifting from
sulphonylureas and thiazolidinediones to the newer sodium-glucose
cotransporter-2 inhibitors and incretin-based glucagon-like pep-
tide-1 receptor agonists (GLP-1 RAs; Table 1), which come with a
need for pharmacists and other healthcare professionals (HCPs) to
expand on their knowledge base.

As with any intervention, non-adherence remains an issue
for pharmacists and is particularly challenging due to the reduced
health-related quality of life and depression associated with T2D.>¢
The problem is further compounded by polypharmacy as a result of

the frequent comorbidities that accompany T2D, which can arise
due to poor long-term glycaemic control. Additional barriers to treat-
ment adherence include age, AEs, weight gain, regimen complexity,
ease of administration, fear of injections and drug costs.” Although
achieving long-term glycaemic control remains the main goal of T2D
management, effective treatment and long-term management re-
quire a comprehensive patient-centred approach.® The American
Diabetes Association (ADA) guidelines stress the importance of in-
dividualizing treatment while accounting for comorbidities, AEs and
patient preferences that may affect adherence.® Adherence may po-
tentially be improved by using treatments with less frequent dosing,
such as once-weekly formulations, which the patient may find less
burdensome than daily injections.

The GLP-1 RA class of drugs has grown in the last decade; sev-
eral agents are available in the US, including once-daily, twice-daily
and once-weekly injectable formulations. Of these, the GLP-1 RAs,
including the once-weekly formulations, have emerged as import-
ant therapeutic options for people with T2D, as evidenced by their
positioning in current diabetes treatment guidelines and recommen-
dations.3*87 Currently, three once-weekly GLP-1 RAs are approved
and marketed for the treatment of T2D in the US: dulaglutide, ex-
enatide extended-release and semaglutide subcutaneous.’®*? A
fourth once-weekly GLP-1 RA, albiglutide, was withdrawn from the
market in 2018 and is not considered in detail in this supplement.*®
The first article in this supplement, which focuses on the burden
that T2D carries as a complex, multifaceted disease, is intended to
provide pharmacists and other HCPs with a clear understanding of
the challenges facing individuals with T2D and the role of effective
treatment using GLP-1 RAs in preventing or delaying associated
complications.*

Structural differences among the once-weekly GLP-1 RAs
mean they each have unique pharmacodynamic and pharmaco-
kinetic properties; however, as a class, they are all effective in
lowering glycaemic levels and show beneficial or neutral effects
on weight.® In order for pharmacists and HCPs to understand the
clinical efficacy data and safety profiles of GLP-1 RAs, it is im-
portant to have an understanding of their mechanism of action,
an overview of which is provided in the second article in this sup-
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plemen GLP-1 RAs are incretin-based therapies that improve

glycaemic control with a low risk of hypoglycaemia and have the
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potential to reduce body weight.**'? Their beneficial effect on
glycaemic control arises through various mechanisms, including
increased pancreatic beta-cell-mediated glucose-dependent in-
sulin secretion and suppressed glucagon release, delayed gastric
emptying and increased feelings of satiety.?°?% Importantly, their
beneficial effects may also extend to the cardiovascular and renal
systems.?4%°

The efficacy, safety and tolerability of the three once-weekly
GLP-1 RAs are discussed in the context of their relevant randomized
clinical trials in the third and fourth articles in this supplement.?¢?’
They examine the clinical implications of the differences among the
drugs in this class and recognize the importance of safety and tol-
erability profiles when selecting the appropriate treatment for an
individual. The final article in this series looks at the GLP-1 RA car-
diovascular outcomes trials and their contribution to the treatment
landscape.?®

The once-weekly GLP-1 RAs are now incorporated into clinical

guidelines,3’4’8*9

and thus their use is likely to increase. This timely
supplement presents a comprehensive overview of the currently
marketed once-weekly GLP-1 RAs by a panel of experts in the field
of pharmacy, providing pharmacists and other HCPs with a clear un-

derstanding of their place in T2D management.

KEYWORDS
GLP-1 receptor agonist, once-weekly, pharmacotherapy, type 2
diabetes
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