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Exenatide update

The pharmacological action of exenatide and itemidl role in the management of patients with typeliabetes
(T2DM) were discussed in a previous E-bulletin 3)(IThis E-bulletin will address some of the nevidemce that has
since emerged since for the use of exenatide.

A systemic review conducted in 2009 by Norris eteadaluated 17 studies (4 active controlled; 4 gitmccontrolled, 9
non-randomised controlled) that assessed the efficd exenatide versus long acting insulin regimas,well as to
placebo. In the four active controlled trials, pats (average age 56) with BMI of 31-35k§/emd average baseline
HBAlc of 8.3-9% were followed for up to 52 weeksid systemic review concluded that exenatide aehiesimilar
improvements in overall glycaemic control compat@thsulin in patients with T2DM that was sub-opily controlled
with oral therapy. Furthermore exenatide was assegiwith weight loss. The rates of hypoglycaeméensimilar for
exenatide and long acting insulin.

In previous studies comparing exenatide and lorimp@gadnsulin, patients who received exenatide wienend to have
better postprandial blood glucose level (BGL) cohtwhile those who received insulin had bettetifasBGL profiles.
A more recent study was published evaluating tleeai®xenatide in patients who are already treafiéd basal insulin,
with the aim to evaluate the hypothesis that bettarall BGL control can be achieved due to the mlementary
pharmacologic effects of exenatide and basal insuti BGL profiles. The study was a 30-week, randehi double-
blinded placebo-controlled study conducted in 5% in five counties from Oct 2008 to Jan 2010d$ patients were
type 2 diabetics who had been receiving insulimgitee of at least 20 units/day (average dose 4&/diaiy, alone or in
combination with metformin and/or pioglitazone) &drleast three months. These patients had an HBA®t of 7.1% to
10.5% and BMI of around 34 kgfnPatients were randomly assigned to receive eiknat placebo. The primary study
outcome was the change in HBAlc over 30 weeks foaiseline, and secondary outcomes included changbedy
weight, insulin doses, BGL profiles, hypoglycaerarad adverse effects. The study concluded that skeofiexenatide
with insulin glargine was associated with an additl 0.69% reduction of HbAlc (as well as weighgshoat the end of
the 30-week period, compared to patients who oelied on titration of their insulin regimens for BSontrol.
Gastrointestinal side effects were more commorhénexenatide group whereas the rate of hypoglyca&mas similar
between groups (see summary below).

Change from Exenatide group (n=137) Placebo group (n=122 Betvwgroup differencel P value
baseline to wk 30

HbAlc level (%) -1.74 (-1.91 to -1.56) -1.04 (-1122-0.86) -0.69 (-0.93 to -0.46) <0.001
Body weight (kg) -1.78 (-2.48 t0 -1.08) 0.96 (0t23L.7) -2.74 (-3.74 10 -1.74) <0.001

Exenatide has available as a subsidised pharmaakhgnefit through the PBS since August 2010,donly indicated
to be used as dual or triple therapy in combinatiith metformin and/or sulfonylurea. It is believit this recent study
is not likely to change current practice at thisheatage, mostly because of limitations associatétth the study,
including strict exclusion criteria. The data mat apply to patients who are treated with sulforgés; with a HbAlc of
less than 7.0%; and those with a recent histompajbr hypoglycaemia. Further studies are underwaptestigate the
use of a weekly dosing of exenatide as well aptiential effects of exenatide on cardiovasculanés.
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