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Exenatide once weekly in type 2 diabetes
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The difficulties of maintaining long-term glycaemic control with available antidiabetic treatments in patients
with type 2 diabetes have led to the need for additional treatments that can replace or be safely combined with
existing agents.' Patients with type 2 diabetes who have not achieved adequate glucose control at the maximum
tolerated doses of their oral therapies have had no alternative other than insulin.”” However, the best insulin
regimen is a matter of controversy because addition of biphasic, prandial, or basal insulin to oral therapy has
been proposed.* Furthermore, the start of insulin therapy is often delayed.’ Besides the fear of subcutaneous
injections, the two main objections raised by the patient (and often also by the physician) are the risk of
hypoglycaemia and weight gain.

Exenatide is the first of a new class of compounds, and has similar activity to the naturally occurring hormone
glucagon-like peptide 1.° Administration of this drug mirrors many of the effects of glucagon-like peptide 1,
improving glycaemic control through glucose-dependent stimulation of insulin secretion, suppression of
glucagon secretion, slowing of gastric emptying and reduced appetite.” Short-term (<1 year) phase III
randomised trials showed that exenatide 10 pg twice a day might enable patients with type 2 diabetes to improve
glycaemic control and reduce or eliminate weight gain and the risk of hypoglycaemia.” Similar longer term

(2-3 years) effects were reported in open-label extensions from pivotal trials, which showed sustained weight
reduction.

Exenatide therapy can be regarded as an alternative to insulin in patients with treatment failure on oral agents.”"
Exenatide 10 pg twice a day has been evaluated in three randomised studies, and showed similar reduction of
glycated haemoglobin A, as glargine once a day or premixed biphasic insulin aspart (30/70) twice a day.*®
Exenatide had the advantage of less hypoglycaemia and weight gain. Although exenatide, unlike insulin, requires
no adaption of dose on the basis of glucose self-monitoring, its use does not reduce the number of daily
subcutaneous injections. Adherence to diabetes drugs is vital for effective management. Several factors have
been identified as challenges for taking drugs by patients with type 2 diabetes, including complexity of the
regimen.’ Thus the development of a long-acting release formulation of exenatide should be regarded as major
progress.

In today's Lancet, Daniel Drucker and colleagues report the DURATION-1 randomised non-inferiority trial."’

These investigators showed that long-acting exenatide 2 mg once a week resulted in significantly greater
improvements in glycaemic control than did exenatide given twice a day, with no increased risk of
hypoglycaemia, lower occurrence of nausea, and similar reductions in bodyweight.'® Interestingly, such benefits
were observed with long-acting exenatide when added to a broad spectrum of glucose-lowering therapies (except
insulin), although today's study did not allow selection of improved responders.

However, caution is needed as with any new drug developed for the treatment of type 2 diabetes.'' Indeed, the
initial enthusiasm might shift to scepticism when first concerns about effectiveness, safety, or both, arise
(figure). Many glucose-lowering drugs were withdrawn from the market or their use became controversial
despite early positive results. The success of any antidiabetic agent depends on efficacy for glucose control, good
tolerance and safety profile, ease of use, cost (unknown for long-acting exenatide), and capacity to reduce
complications. In Drucker and colleagues' study, compared with the twice-a-day exenatide regimen, the once-a-
week formulation, besides obvious improved ease of use, provided the remarkable advantage of both improved
efficacy on glucose control and good gastrointestinal tolerability. Currently reported adverse effects were a
higher incidence of pruritus at the injection site and increased circulating antibodies.
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Figure: Drug development fortreatment of type 2 diabetes
Hypothetical timeline of most important oral antidiabetic drugs. Classic natural history is that confidence starts with initial enthusiasm (just

before and after launch), peaks a few months (or years) after, and then generally decreases (when first disappointments occur, because of lack
of response in some patients or safety concern). Last part of curve varies from drug to drug (and assumes that the drug escaped definitive
withdrawal). Almost all oral antidiabetic drugs can be placed on this curve. Initial enthusiasm (as now for incretins) might shift to scepticism
(and sometimes withdrawal, as with buformin, phenformin, troglitazone). As for rosiglitazone and perhaps rimonabant, major concern
occurring some time after launch does not always mean demise of the drug (eg, metformin, which was almost withdrawn in the 1980s, with
phenformin and buformin, is now first-choice drug for type 2 diabetes). Almost the same occurred with sulphonylureas after the UGDP trial

in the 1970s.
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The durability of treatment effects on surrogate variables shown after 30 weeks on long-acting exenatide, as in
DURATION-1, should be further assessed in longer-term trials. Head-to-head studies that compare exenatide
once a week with liraglutide,'? a glucagon-like peptide 1 analogue that has a longer half-life and better dosing
regimen (once a day) than the classic formulation of exenatide twice a day, would also be useful and interesting.
Additional studies should better evaluate patient-oriented factors that might favour exenatide over insulin
use.®'*!* Last, positive effects of exenatide on microangiopathy complications or cardiovascular events have yet

to be seen,”'* the ultimate goal in diabetes management.

Exenatide is not yet considered in international consensus guidelines.*” The updated NICE guideline
recommended to offer exenatide only when insulin would otherwise be started, obesity is a specific problem

(body-mass index >35 kg/m?), and the need for a high dose of insulin is likely."> When the once-a-week
exenatide formulation becomes available, after confirmation and extension of today's positive results, this new

strategy might substantially change the management of type 2 diabetes. Extraordinarily, a once-a-week drug
administration could favourably and durably affect the control of basal and postprandial glucose, which results

from an exquisite continuous timely feedback loop.
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