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ABSTRACT

The glucagon-like peptide 1 receptor agonist
(GLP-1RA) dulaglutide has many characteristics
to recommend it both as a second-line agent
and as an alternative to or in combination with
insulin. This commentary summarises recent
updates to diabetes management guidelines
regarding the use of GLP-1RAs such as dulaglu-
tide, both as a second-line agent and as a first-
line injectable agent in type 2 diabetes (T2D). It
also examines how the Assessment of Weekly
AdministRation of LY2189265 [dulaglutide] in
Diabetes (AWARD) studies with dulaglutide and
insulin may help to guide clinical practice for
the use of dulaglutide as an alternative to basal
insulin or in combination with insulin.
Individualising glucose-lowering therapy is
important in patients with T2D, especially
given patients’ heterogeneity in terms of age,
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lifestyle, disease duration, level of hypergly-
caemia and comorbidities. Choice of therapy
should be guided by clinical considerations (e.g.
high risk or existing cardiovascular [CV] disease,
heart failure, chronic kidney disease, risk of
hypoglycaemia), side effect profile, contraindi-
cations, patient preferences and cost. The
recently updated American Diabetes Associa-
tion/European Association for the Study of
Diabetes (ADA/EASD) guidelines now recom-
mend adding a GLP-1RA with proven CV ben-
efit to metformin in patients with T2D and
indicators of high risk or established
atherosclerotic CV disease. The AWARD studies
demonstrate that dulaglutide provides effective
glucose lowering together with sustained
weight loss and a low incidence of hypogly-
caemia when used as the first injectable option
and when used in combination with titrated
basal insulin or prandial insulin, providing a
valid treatment option across a wide range of
patients with T2D, including those with chronic
kidney disease.
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Key Summary Points

This commentary summarises recent
updates to diabetes management
guidelines regarding the use of glucagon-
like peptide 1 receptor agonists such as
dulaglutide, both as a second-line agent
and as a first-line injectable agent in
type 2 diabetes. It also provides practical
guidance on the use of dulaglutide as an
alternative to basal insulin or in
combination with insulin by examining
the AWARD (Assessment of Weekly
AdministRation of LY2189265
[dulaglutide] in Diabetes) studies.

The AWARD studies demonstrate that
dulaglutide provides effective glucose
lowering together with sustained weight
loss and a low incidence of hypoglycaemia
when used as the first injectable option
and when used in combination with
titrated basal insulin or prandial insulin.

The broad range of patients enrolled in the
AWARD studies reflect the heterogeneity
of the general population of patients with
type 2 diabetes, and demonstrate that
dulaglutide is a valid treatment option
across a wide range of patient
characteristics, including different levels
of hyperglycaemia, glycaemic patterns,
prior oral antidiabetic therapies, age and
duration of diabetes, and presence of
comorbidities.

Most patients enrolled in AWARD-9
reported that the standard dulaglutide
injection device used in the study and in
clinical practice was “easy” or “very easy”,
and 90% were satisfied with the overall
injection experience.

INTRODUCTION

Glucagon-like peptide 1 receptor agonists (GLP-
1RAs) such as dulaglutide act by increasing
glucose-dependent insulin secretion, decreasing
glucagon release, and slowing gastric emptying.
They also inhibit hepatic glucose production
and suppress appetite [1-3]. These properties
provide effective glucose lowering with a low
risk of hypoglycaemia and promote weight loss
in patients with type 2 diabetes (T2D) [1-3].

Although the benefits of GLP-1RAs such as
dulaglutide are generally well recognised, their
place in the overall management of T2D, and
where they fit into a management plan for
individual patients, may be less familiar—espe-
cially given recent updates to diabetes man-
agement guidelines [4-6]. This commentary
evaluates recently updated treatment algo-
rithms covering the use of GLP-1RAs in T2D. It
also aims to provide practical guidance on the
use of dulaglutide as an alternative to basal
insulin or in combination with insulin, by
examining the Assessment of Weekly Admin-
istRation of LY2189265 [dulaglutide] in Dia-
betes (AWARD) studies that investigated the use
of dulaglutide and insulin across a broad range
of patients with T2D [7-11]. This article is based
on previously conducted studies and does not
contain any studies with human participants or
animals performed by the author.

GUIDELINE RECOMMENDATIONS
FOR GLP-TRAS IN T2D

Choice of glucose-lowering agents in T2D
should be guided by clinical considerations (e.g.
presence or high risk of cardiovascular [CV]
disease, heart failure, chronic kidney disease,
hypoglycaemia), side effect profile, contraindi-
cations, patient preference and cost [6]. GLP-
1RAs such as dulaglutide may be considered
second-line (e.g. as add-on therapy to met-
formin), or as the first injectable option added
to two or three oral antidiabetic agents [4-6].

A\ Adis



Diabetes Ther (2020) 11:1627-1638

1629

Early Use of GLP-1RAs

Cardiovascular outcomes studies with the GLP-
1RAs dulaglutide (REWIND study) [12, 13],
liraglutide (LEADER) [14, 15] and semaglutide
(SUSTAIN-6) [16] have demonstrated cardio-
and renal protection in patients with T2D who
have established CV disease (LEADER, SUSTAIN-
6) [14-16] and/or are at high risk of CV events
(REWIND) [12, 13]. Accordingly, the most
recent (2020) update of the American Diabetes
Association/European Association for the Study
of Diabetes (ADA/EASD) guidelines recommend
adding a GLP-1RA with proven CV benefit to
metformin for patients with indicators of high
risk or established atherosclerotic CV disease
[4, 5]. They further suggest that the decision to
treat should be considered regardless of whether
glycated haemoglobin (HbA;.) is at target [4, 5].
GLP-1RAs are also recommended as the first or
second add-on option to metformin for patients
above target HbA;. who have a compelling need
to minimise hypoglycaemia or to minimise
weight gain/promote weight loss [4, 5].

Other recently updated guidelines, such as
the 2020 Australian Diabetes Society (ADS)
treatment algorithm, also highlight the poten-
tial for improved major adverse CV endpoints
(MACE) when agents with proven CV benefit
are used in patients at high risk for the devel-
opment of CV disease or in those with estab-
lished CV disease [6].

GLP-1RAs and Insulin

Numerous reviews and meta-analyses have
reported on the use of GLP-1RAs as an alterna-
tive to basal insulin or in combination with
either a basal or prandial insulin [3, 17-23], and
it is beyond the scope of this article to compare
and contrast data for individual GLP-1RAs vs
insulin. Overall, the data support the ADA/
EASD guideline recommendation that GLP-
1RAs are introduced as the first injectable op-
tion for most patients with T2D who require an
injectable therapy, as GLP-1RAs are associated
with a lower risk of hypoglycaemia and benefi-
cial effects on bodyweight compared with
insulin [4, 24]. However, insulin should still be

considered as a first injectable if there is evi-
dence of ongoing catabolism (weight loss), if
symptoms of hyperglycaemia are present, when
HbA;. or blood glucose levels are very high
(HbA1l. > 10% [86 mmol/mol], blood glu-
cose > 16.7 mmol/L), if a diagnosis of type 1
diabetes is possible, or if patients are unable to
tolerate a GLP-1RA or express a preference for
insulin [4, 24].

Of note, it has recently been suggested that
the early initiation of basal insulin should be
considered in patients with HbA;. > 9.0%, as
opposed to the current recommendation of
> 10%, to better reduce immediate metabolic
risks and subsequent associated long-term
complications of hyperglycaemia [25].

As T2D progresses, many patients will even-
tually require insulin, and guidelines recom-
mend adding a basal insulin to a GLP-1RA if
HbA;. is above target [4, 24].

DULAGLUTIDE AND INSULIN
IN THE AWARD STUDIES

The AWARD studies described here demonstrate
the wide range of patients for whom the once-
weekly GLP-1RA dulaglutide may be considered
as an alternative or in combination with insulin
(Table 1) [7-11, 18]. The summaries below focus
on data for dulaglutide 1.5 mg, the dose used
most commonly worldwide.

Dulaglutide vs Basal Insulin as a First
Injectable Option (AWARD-2) [7]

AWARD-2 investigated the use of once-weekly
dulaglutide as an alternative to basal insulin for
patients not at glycaemic target on oral therapy
[7]. The 78-week open-label, randomised, mul-
ticentre, non-inferiority study compared once-
weekly dulaglutide (1.5mg or 0.75mg) with
daily insulin glargine (U 100) in patients
receiving maximally tolerated doses of met-
formin and glimepiride. The main outcome
measure for this study was to demonstrate non-
inferiority of dulaglutide 1.5 mg to glargine in
the HbA;. change from baseline at 52 weeks.
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Enrolled patients were naive to injectable di-
abetes therapy. Insulin glargine was initiated at
10 units once daily; patients were instructed to
adjust insulin doses according to a standard
titration algorithm with target fasting plasma
glucose (FPG) < 5.6 mmol/L, although titration
to euglycaemia was not achieved by most
patients [7].

Dulaglutide 1.5 mg was not only found to be
non-inferior but also found to be superior to
insulin glargine at both 52 and 78 weeks
(p <0.001). HbA;. change from baseline to
52 weeks was — 1.08 £ 0.06%
[- 11.8 £ 0.7 mmol/mol] with dulaglutide
1.5mg and — 0.63 £ 0.06%
[ 6.9 £ 0.7 mmol/mol] with insulin glargine.
Over half (53.2%) of patients receiving
dulaglutide 1.5mg achieved HbA;. <7.0%
[< 53 mmol/mol] at 52 weeks, compared with
30.9% of patients receiving insulin glargine.
Post hoc analysis demonstrated greater HbA;
reductions with dulaglutide 1.5 mg regardless of
baseline glycaemic pattern (high or low FPG
and postprandial glucose) [8]. Dulaglutide was
associated with weight loss, whereas patients on
insulin glargine gained weight
(— 1.87 £ 0.24 kg with dulaglutide 1.5mg,
and + 1.44 + 0.24 kg with insulin glargine at
52 weeks, p < 0.001).

Nocturnal hypoglycaemia was significantly
more frequent with insulin glargine than with
dulaglutide 1.5mg (p < 0.001), whereas gas-
trointestinal adverse events such as nausea,
diarrhoea and vomiting were significantly more
frequent with dulaglutide (p < 0.05).

Dulaglutide vs Basal Insulin, Both
in Combination with Insulin Lispro
(AWARD-4) [9]

Few studies have examined the potential of
combining a GLP-1RA with prandial insulin as
an option for intensifying therapy in T2D.
AWARD-4 was a randomised, open-label, non-
inferiority study comparing a basal-bolus insu-
lin regimen with dulaglutide plus mealtime
insulin. Patients with inadequately controlled
HbA;. on their current insulin regimen
(n = 884) received dulaglutide 1.5 mg once

weekly (QW), dulaglutide 0.75mg QW, or
insulin glargine (daily at bedtime), all in com-
bination with mealtime insulin lispro. Insulin
glargine and lispro doses were adjusted accord-
ing to a titration algorithm. The primary end-
point was HbA;. at 52 weeks.

Dulaglutide 1.5 mg plus insulin lispro resul-
ted in significantly greater reductions in HbA;
at 26 weeks than insulin glargine plus insulin
lispro (— 1.64% [95% CI — 1.78 to — 1.50%] vs
— 1.41% [- 1.55 to — 1.27%)] or
— 17.93 mmol/mol [- 19.44 to — 16.42] vs
— 15.41 mmol/mol [~ 1692 to - 13.90];
p =0.005), with differences sustained over
52 weeks. Significantly more patients achieved
HbA . < 7% [< 53 mmol/mol] at 26 weeks in
the dulaglutide 1.5 mg group than the insulin
glargine group (p = 0.014). Weight loss occurred
in the dulaglutide 1.5mg group (— 1.87kg
[— 1.40 to — 0.34] at week 26), compared with
weight gain with insulin glargine (2.33 kg
[1.80-2.86]), p < 0.001; differences were sus-
tained over 52 weeks.

The most frequent adverse events, which
occurred significantly more often with
dulaglutide than insulin glargine, were nausea,
diarrhoea and vomiting. Gastrointestinal events
were mostly mild to moderate and most
resolved within the first 4-6 weeks. The rates of
total hypoglycaemia and nocturnal hypogly-
caemia were significantly lower with dulaglu-
tide 1.5mg than with insulin glargine
(p < 0.001 at week 26).

Dulaglutide in Patients with Moderate-to-
Severe Chronic Kidney Disease (AWARD-7)
[10]

Chronic kidney disease (CKD) increases the
complexity and risks of diabetes management.
Treatment options for hyperglycaemia are lim-
ited in moderate-to-severe CKD (CKD
stages 3-4), as many glucose-lowering agents,
including insulin, are primarily cleared by the
kidneys. Patients frequently require dose
adjustments to their glucose-lowering medica-
tions and are at an increased risk of hypogly-
caemia due to reduced drug clearance and
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impaired gluconeogenesis by the
[10, 26].

AWARD-7 was the first study of a GLP-1
receptor agonist to specifically enrol a large
number of participants with moderate-to-severe
CKD. The open-label study randomised patients
with moderate-to-severe CKD (n = 576, mean
duration of T2D 18 years) to dulaglutide 1.5 mg
QW, dulaglutide 0.75 mg QW or insulin glar-
gine (daily at bedtime). All patients received
mealtime insulin lispro and were on maximum
tolerated angiotensin-converting enzyme inhi-
bitor or angiotensin receptor blocker. Insulin
glargine and lispro doses were adjusted accord-
ing to a titration algorithm specific for people
with CKD. The primary endpoint was HbA,. at
26 weeks; secondary endpoints included esti-
mated glomerular filtration rate (eGFR) and
urine albumin-to-creatinine ratio (UACR) [10].

HbA;. was reduced with both dulaglutide
1.5mg and insulin glargine (- 1.2 £ 0.1%
[- 13.0 £ 1.4 mmol/mol] and - 1.1 +0.1%
[ 12.2 £ 1.3 mmol/mol], respectively at week
26; p < 0.0001 for non-inferiority), with reduc-
tions sustained over 52 weeks. Analysis of sec-
ondary endpoints demonstrated no change in
eGFR with dulaglutide 1.5mg at 26 and
52 weeks, whereas eGFR declined in the insulin
glargine group; thus at 52 weeks, eGFR was sig-
nificantly higher for patients treated with
dulaglutide 1.5 mg than with insulin glargine
(p < 0.001). Decreases in UACR were seen in all
treatment groups; significantly greater reduc-
tions in UACR occurred with dulaglutide 1.5 mg
vs insulin glargine in patients with macroalbu-
minuria at baseline (week 26: — 43.1% [95% CI
54.7-28.6] vs — 14.3% [30.9-6.3], p = 0.008;
macroalbuminuria defined as UACR > 300 mg/
g). Dulaglutide was also associated with a
reduction in body weight vs insulin glargine
(p <0.001 at 26weeks, sustained over
52 weeks). Insulin lispro doses increased from
baseline to week 26, and were similar between
the dulaglutide 1.5mg and insulin glargine
groups [10].

Hypoglycaemia (total, documented symp-
tomatic and nocturnal) occurred less frequently
with dulaglutide than with insulin glargine; no
patients in the dulaglutide 1.5 mg group expe-
rienced severe hypoglycaemia vs 13 (7%) in the

kidney

insulin glargine group (p = 0.0003). Incidence
of serious adverse events and adverse events for
Kidney disease did not differ between treatment
groups, but higher rates of nausea and diarrhoea
were observed with dulaglutide than with
insulin glargine [10].

In summary, despite achieving similar
reductions in HbA;. with dulaglutide or insulin
in CKD patients, the use of dulaglutide in this
study was associated with less hypoglycaemia,
more weight loss and better measures of kidney
health compared with glargine.

Dulaglutide Added to Titrated Basal
Insulin (AWARD-9) [11]

Treat-to-target (TTT) dosing algorithms are
designed to optimise insulin therapy while
minimising the risk of hypoglycaemia. Yet
poorly optimised or delayed titration of basal
insulin is common, and can lead to subopti-
mal glycaemic control [11, 27]. AWARD-9
assessed the addition of once-weekly dulaglu-
tide to an optimised TTT basal insulin regi-
men, to determine the effect on glycaemic
control, insulin dose, hypoglycaemia, body
weight and patient-reported outcomes [11]. In
the double-blind, placebo-controlled study, all
patients received insulin glargine with inten-
sive TTT titration, and were randomised to
placebo or dulaglutide 1.5mg QW. The pri-
mary endpoint was change in HbA;. from
baseline to week 28 [11].

In patients receiving titrated insulin glar-
gine, addition of dulaglutide 1.5mg QW vs
placebo resulted in significantly greater reduc-
tion in HbA;. (— 1.44 £ 0.09% [- 15.74 £
0.98 mmol/mol] vs — 0.67 £ 0.09% [— 7.32 +
0.98 mmol/mol]; p < 0.001), significantly more
patients with HbA;. <7% [53 mmol/mol]
(66.7% vs 33.3%; p<0.001), significantly
reduced body weight (-1.91 + 0.30kg vs +
0.50 £ 0.30kg; p <0.001) and significantly
smaller increases in basal insulin dose (13 £ 2 U
vs 26 £ 2U; p < 0.001) [11].

Incidence of hypoglycaemia was similar for
the dulaglutide and placebo groups. Gastroin-
testinal adverse events occurred more often in
dulaglutide-treated patients, including nausea
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(12.0%), diarrhoea (11.3%) and vomiting
(6.0%). The study concluded that combination
of once-weekly dulaglutide 1.5 mg with basal
insulin glargine provides an effective and safe
treatment option for patients with T2D already
treated with basal insulin but who have hyper-
glycaemia and HbA;. levels above their target
range [11].

DULAGLUTIDE SAFETY
AND PATIENT CONSIDERATIONS

Incidence of hypoglycaemia is an essential
consideration for patients with T2D; even mild
episodes of hypoglycaemia can affect an indi-
vidual’s quality of life, and fear of hypogly-
caemia may lead to reduced adherence or
underutilisation of insulin [28, 29]. The consis-
tently lower rates of hypoglycaemia reported
with dulaglutide compared with insulin are
therefore of important clinical significance,
particularly given the improved glycaemic
control with dulaglutide [7].

The most common adverse events reported
with dulaglutide, as with other GLP-1RAs, are
gastrointestinal disorders such as nausea, diar-
rhoea and vomiting [7, 9-11, 30]. Patients
should be counselled about these potential side
effects before starting therapy, with advice on
how to mitigate them. For example, stopping
eating when full or reducing food intake may
aid GLP-1RA-associated nausea and vomiting
[31]. Gastrointestinal adverse events with
dulaglutide are generally mild or moderate in
severity, peak during the first 2 weeks of treat-
ment then rapidly decline over the next 4 weeks
and rarely lead to treatment discontinuation
[32-34]. Other reported adverse events with
dulaglutide include a small mean increase in
heart rate, small decrease in systolic blood
pressure and increases in pancreatic enzymes
[7, 9-11]. Rapid improvement in glucose con-
trol has been associated with a temporary
worsening of diabetic retinopathy; in the
REWIND cardiovascular outcomes study with
dulaglutide, diabetic retinopathy complications
were reported in patients with a history of dia-
betic retinopathy at baseline (dulaglutide 8.5%,
placebo 6.2%) [34]. An increase in diabetic

retinopathy has also been reported with the use
of semaglutide in the SUSTAIN-6 trial, with a
mediation analysis suggesting that a worsening
of diabetic retinopathy was only seen in
semaglutide-treated patients who experienced a
rapid improvement in blood glucose levels [35].
To date, there is no evidence that the GLP-1RA
class has any direct deleterious effect on the
development or progression of diabetic
retinopathy [36].

Personalising therapy to reflect patients’
practical and emotional (as well as clinical)
needs is likely to improve acceptance, which
may help overcome therapeutic inertia and
improve adherence [37, 38]. Patient-reported
outcomes (PROs) from the AWARD clinical tri-
als demonstrate significantly greater improve-
ments with dulaglutide 1.5mg vs insulin
glargine in weight-related scores (Impact of
Weight on Self-Perception [IW-SP] and Impact
of Weight on Ability to Perform Physical
Activities of Daily Living [APPADL]) [11, 39].
AWARD-2, comparing dulaglutide vs insulin
glargine in patients receiving metformin plus
glimepiride, also demonstrated significant
improvements in the EQ-SD UK Index (a stan-
dardised measure of general health status/
health-related quality of life; p = 0.001) and
Adult Low Blood Sugar Survey scores (total
score, p=0.003; worry subscale, p = 0.003;
behaviour subscale, p = 0.038) for the dulaglu-
tide 1.5 mg arm compared with the insulin
glargine arm [39]. Most patients enrolled in
AWARD-9 reported that the standard dulaglu-
tide injection device used in the study and in
clinical practice was “easy” or “very easy”, and
90% were satisfied with the overall injection
experience. Features relating to the dulaglutide
injection device that were rated highly included
not having to touch the needle, not having to
attach the needle, and automatic insertion [11].
Small-scale studies comparing PROs with
dulaglutide vs other GLP-1RAs report treatment
satisfaction with dulaglutide [40, 41]. Further
larger-scale studies to examine PROs with
dulaglutide would be of interest.
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AVOIDING THERAPEUTIC INERTIA

Therapeutic or clinical inertia is the failure to
advance or intensify therapy when appropriate
to do so [42]. To avoid therapeutic inertia,
guidelines recommend reviewing glycaemic
control every 3-6 months, and intensifying
treatment (moving down the treatment algo-
rithm) if indicated [4, 6]. But therapeutic inertia
is common over the course of diabetes man-
agement, and is particularly prevalent when
initiating or titrating insulin [42-47]. Indeed,
therapeutic inertia may have contributed to
suboptimal use of basal insulin the AWARD-2
clinical trial. Although participants in the study
were provided with an insulin titration algo-
rithm, there was no central oversight of dose
titration and basal insulin was not titrated to
fasting euglycaemia in most patients [7]. If basal
insulin dose is not optimised under clinical trial
conditions, it seems unlikely to be optimised by
busy clinicians in real-world settings.

Insulin inertia is a complex area with many
contributing factors, including patient- and/or
physician-driven concerns about hypogly-
caemia, weight gain and adherence to burden-
some regimens [46]. The risks (e.g.
hypoglycaemia, weight gain) and benefits (im-
proved glycaemic control) associated with
insulin are considered every time the dose is
adjusted, and the ideal balance may be difficult
to achieve. Although it is beyond the scope of
this article to discuss therapeutic inertia in
detail (refer to Russell-Jones et al. [46] for a
practical review of barriers to insulin therapy), it
is possible to speculate that a GLP-1RA such as
once-weekly dulaglutide offers several features
that may help overcome common barriers to
initiating an injectable agent. Dulaglutide is
associated with weight loss rather than weight
gain, and incidence of hypoglycaemia is gener-
ally lower than is seen with basal insulin
[7, 10, 18]. Moreover, dulaglutide has a simple
dosing regimen, with a lower injection burden
than basal insulin (i.e. weekly vs daily injec-
tions), does not require titration to target, and is
administered via a ready-to-use device with a
‘hidden’ pre-attached needle [2, 11, 32, 48].

KEY PRACTICE POINTS

Diabetes management guidelines recommend
that all treatment decisions are timely, evi-
dence-based and are made collaboratively with
patients on the basis of individual preferences,
prognoses and comorbidities [4]. Personalised
therapy is particularly important given the
heterogeneity of patients with T2D in terms of
age, lifestyle, disease duration, level of hyper-
glycaemia and comorbidities [3, 49].

The AWARD studies demonstrate that
dulaglutide is well tolerated and effective when
used:

e As the first injectable option (as an alterna-
tive to basal insulin)

¢ In combination with insulin lispro (as an
alternative to a basal-bolus insulin regimen)

e In combination with titrated basal insulin
(as an add-on therapy to optimised basal
insulin)

e In patients with CKD

The broad range of patients enrolled in the
AWARD clinical trials reflect the heterogeneity
of the general population of patients with
type 2 diabetes, and demonstrate that dulaglu-
tide is a valid treatment option across a wide
range of patient characteristics (Table 1),
including different:

e Levels of hyperglycaemia [7, 9-11, 50]

e Glycaemic patterns (high or low fasting
blood glucose and post-prandial glucose) [8]

e DPrior oral antidiabetic therapies [7, 9, 18]

e Age and duration of diabetes [7, 9-11, 50]
(although therapeutic experience in people
aged > 75 years is limited)

e Comorbidities, including moderate-to-severe
CKD and CV disease [10, 12]

e Insulin naive or experienced [7, 9-11]

Clinical benefits, ease of administration and
device features may all contribute towards
patient and clinician satisfaction with a treat-
ment. Dulaglutide provides effective glucose
lowering together with sustained weight loss
and a low incidence of hypoglycaemia. It also
offers the convenience of once-weekly admin-
istration without the need for dose titration,
and is supplied in a pre-filled injection device
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with a ‘hidden’ needle that is easy for people
with T2D to use. As with all GLP-1RAs, the most
common gastrointestinal adverse events are
generally mild to moderate and decrease over
time; patient counselling may help to mitigate
these side effects. Overall, dulaglutide offers a
safe and convenient treatment option for peo-
ple with type 2 diabetes.
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