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Differences between patients initiating
insulin and exenatide in clinical practice
in Greece (the CHOICE study)

OBJECTIVE Exenatide BID, in head-to-head Phase lll clinical trials with insulin,
provided similar glycemic control in patients whose diabetes mellitus (DM)
was uncontrolled by oral antidiabetic medications (OADs). A variety of criteria
appeared to influence the critical decision to move towards an injectable DM
therapy. CHOICE is a multinational, prospective, non-interventional, obser-
vational study designed to assess the time to change to injectable glucose-
lowering therapy (exenatide or insulin) among adults with type 2 DM, and
the factors associated with the choice. This paper describes baseline data
from Greek patients in the study. METHOD In the course of routine clinical
care, the demographic/clinical characteristics and healthcare resource use
of patients initiating injectable antidiabetic therapy were analyzed, using
univariate tests to quantify differences between cohorts on either exenatide
or insulin. RESULTS Of 807 eligible patients (52.5% men, mean age 63+11
years), 318 (39.4%) initiated exenatide and 489 (60.6%) insulin, according to
protocol-defined criteria. Patients initiating exenatide were younger than
those initiating insulin (59+10 vs 6511 years, p<0.0001), with a higher pro-
portion of women than men (54.4% vs 42.9%, p<0.01), a higher mean body
mass index (BMI; 34.4+7 vs 28.7+5 kg/m? p<0.0001) and waist circumference
(112£15vs 99+14 cm; p<0.0001). They also had lower mean levels of glycated
hemoglobin (HbA;) in the 3 months prior to initiation of injectable therapy
(8.4£1.5% vs 9.3+1.9%, p<0.0001), and lower mean blood levels of low-density
lipoprotein cholesterol, creatinine and both fasting and random glucose
and less often had microalbuminuria. In addition, those initiating exenatide
reported a shorter mean duration of DM (9+6 vs 12+8 years, p<0.001) with
fewer macrovascular (21.4% vs 28.2%, p<0.05) or microvascular (10.4% vs
17.2%, p<0.01) complications. Of all the participants 45 (5.6%) reported >1
episode of hypoglycemia in the 3 months prior to initiation of injectable
therapy, 15 (4.7%) initiating exenatide and 30 (6.1%) initiating insulin. More
patients initiating exenatide had been given dietary and exercise advice
(77.7% vs 68.9%, p<0.05). At the time of initiation of injectable therapy, 32%
of patients initiated with insulin and 10% of those initiated with exenatide
did not report taking any OAD therapy. CONCLUSIONS Patients initiating
exenatide rather than insulin as injectable therapy for DM in Greece were on
average younger and more obese, with lower HbA,, a shorter duration of DM,
and fewer macro- and microvascular comorbitities, while more had received
dietand exercise instructions. The percentage of patients in the insulin group
reporting no OAD use at the time of initiation of injectable therapy was 3 fold
that in the exenatide group.
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Well-designed observational studies are essential to  controlled trials are the gold standard for assessing the
enhancing the evidence upon which the management of  efficacy and safety of therapy, observational studies can
type 2 diabetes mellitus (DM) is based.” While randomized  provide complementary evaluation of patterns of treat-
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EXENATIDE IN DIABETES MELLITUS

ment use, effectiveness, and safety in clinical practice.”?

Exenatide BID, the first approved glucagon-like pep-
tide-1 receptor (GLP-1) agonist, was launched in Europe
in 2007 (US in 2005) for use in patients with type 2 DM
with insufficient glycemic control on maximal doses of
oral antidiabetic (OAD) agents. In head-to-head Phase llI
clinical trials, exenatide and insulin (glargine and biphasic
insulin aspart), administered randomly, provided similar
glycemic control in patients whose DM was not controlled
by OADs. Exenatide treatment was associated with weight
loss, while the patients randomized to insulin typically
gained weight.’~* Metabolic improvements achieved with
exenatide were demonstrated to have been maintained in
a subset of patients for over 3 years.®

Clinical practice patterns of exenatide usage across Eu-
rope have not been evaluated. It is therefore unclear which
patients requiring injectable glucose-lowering therapy are
initiated on exenatide in routine practice, or how, when
and why exenatide-based treatment is intensified, and the
extent of the clinical response observed in patients taking
exenatide has not been adequately assessed. Primary care
databases, the principal source of retrospective observa-
tional data available to researchers, are of limited use in
this regard because exenatide —being a newly approved
injectable therapy-is commonly (although not exclusively)
initiated in the secondary care setting.

CHOICE is a European ongoing, longitudinal (24 month)
prospective, observational cohort study designed to assess
the time to a significant change in treatment, and to docu-
ment clinical and patient-reported outcomes and common
adverse events among patients who initiate their first in-
jectable glucose-lowering therapy with either exenatide or
insulin. It is being conducted in Denmark, Belgium, France,
Germany, Greece and Sweden. Exenatide BID and insulin
were the only injectable forms of antiglycemic treatment
available when this study commenced.

A pre-planned interim study analysis was conducted
to describe the characteristics of patients with type 2 DM
at the time of their initiation of injectable treatment (i.e.,
exenatide BID or insulin). This paper reports the baseline
characteristics of the patients in Greece enrolled in the
CHOICE study, with an analysis of the factors associated
with initiation of an injectable treatment regime.

MATERIAL AND METHOD

Study design and patient characteristics

CHOICE is a prospective, multinational, non-interventional
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observational study (www.clinicaltrials.gov identifier NCT00635492).

Eligible for inclusion in the study were adults aged =18 years
initiating their first injectable glucose-lowering therapy with in-
sulin or exenatide BID for the treatment of type 2 DM in routine
clinical practice. At study entry the patients could be taking any
other OADs, but were not concurrently participating in any other
study to investigate any drug or procedure, and they had sufficient
understanding of the Greek language to be able to complete the
questionnaires. The patients were invited to participate following
a clinical decision to initiate a form of injectable therapy for DM.
All patients gave written informed consent for the use of their
data. Appropriate ethical review board approval was obtained
for the research.

The CHOICE study plans for assessment of the patients at
study visits during their routine medical appointments at the time
of initiation of injectable therapy (baseline, reported here) and at
approximately 3, 6, 12, 18 and 24 months thereafter, according to
their routine care needs. Interim analyses are planned at baseline,
and at 6 and 12 months, with the final analysis at 24 months.

Data collected

At baseline (initiation of injectable therapy), data were col-
lected from each patient on: demographic characteristics; clinical
characteristics (current status and medical history), including
glycated hemoglobin (HbA:J) level at initiation and over the
previous 2 years) and other relevant variables; retrospectively
recalled incidence of self-reported hypoglycemic episodes over
the preceding 3 months, and gastrointestinal symptoms over the
preceding 4 weeks; previous and ongoing DM treatment and care;
concomitant medications; patient reported measures of health
status and functioning.

Analysis
Sample size justification

The CHOICE study recruited 2,295 patients across the 6 par-
ticipating countries, with a ratio of approximately 60% of patients
recruited at initiation of insulin therapy and 40% at initiation of
exenatide therapy. In Greece, it was planned for 800 patients to
be enrolled, roughly 500 in the insulin cohort and 300 in the
exenatide cohort. The sample size calculation was based on the
estimation of the median time to significant treatment change,
and the width of the corresponding confidence interval (Cl) and
was calculated by means of Monte-Carlo simulation, assuming
patient drop-out rates of 10-15% per year and a median time
to significant treatment change of 9.0 months for the exenatide
cohort and 8.6 months for the insulin cohort.” The insulin cohort
was designed to be larger than the exenatide cohort because
of the greater variability in the former (linked to use of different
insulin regimes), which necessitated a larger population in order
to achieve similar precision for the estimation of time to treatment
change (i.e., 95% Cls of 3 months width around the median within
countries and cohorts).
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Statistical analysis

All patients eligible at baseline were included in the analyses.
Baseline patient data were reported using descriptive statistics and
95% Cl where appropriate. For continuous variables, mean, standard
deviation (SD), median, minimum, maximum, and quartiles were
calculated. Absolute numbers and percentages (including missing
values) were used for categorical variables. Overall analyses and
per country analyses were performed.

To investigate factors associated with injectable treatment
regimes, univariate analyses were first performed to compare the
baseline patient characteristics between the two cohorts (both
for the overall population and per country). Continuous variables
were analysed using the t-test, analysis of variance (ANOVA) or,
where necessary, the corresponding non-parametric alternatives
(e.g., Wilcoxon signed rank test). Categorical variables were ana-
lysed using the Chi-square test, Fisher’s exact test and trend test.

A multivariate model was built to explore the factors associated
with the injectable treatment regime. For this analysis, variables
found to have statistically significant differences between cohorts
(p<0.10) at the univariate level were explored: The percentage of
missing values for each variable was displayed, correlation between
variables was checked and when two variables were highly cor-
related that with less missing values was included in the model.
Missing values were not imputed. Forward and backward selection
processes using p=0.1 as the threshold were used.

Lastly, to further describe imbalances between cohorts, baseline
data were used to derive propensity scores from logistic regression
utilising the same approach as the multivariate model. Propensity
scores were derived by imputing missing values, and by excluding
missing values. The results derived from the approaches showed
no differences.

RESULTS

Data were analysed for a total of 807 patients enrolled
in Greece, who initiated injectable glucose-lowering therapy
between April 2008 and June 2009. Of the 48 participating
investigators, 47 (98%) were secondary care physicians [18
board-certified endocrinologists (38.2%), 21 board-certified
internal medicine specialists (44.7%) and 7 specialist diabe-
tologists (14.9%)], and 1 (2%) was a primary care physician.
Among the participating investigators, 18 (38.3%) were
working in the National Health System, while 20 (42.6%)
were in private practice and 9 (19.1%) were practicing in
both settings. The majority of participating investigators
(46; 97.9%) were practicing in an urban setting.

Of the participants in Greece, 318 (39.4%) patients initi-
ated exenatide BID (the exenatide group) and 489 (60.6%)
insulin. More than half (56.9%) of the 489 patients initiat-
ing insulin took basal only insulin, 32.5% mixtures, 6.3% a
basal-bolus regime, and 1% took short-acting only (3.3%
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other or missing); most received insulin analogs (88.5%)
while the rest were given human insulins (10.4%), with
only one patient taking both. For the purpose of cohort
comparisons, these patients initiating various starter insulin
regimens were considered together (the insulin group).

Most patients initiating exenatide (89.6%) were admin-
istered a daily dose of 10 pg, while a daily dose of 20 ug
was given to 10.4% of patients. With a single exception,
the patients received an injection twice daily.

Demographic characteristics

The patients had a mean age of 63+11 years, body
weight of 85+20 kg, body mass index (BMI) of 30.9+6.4
kg/m? and a mean level of HbA:. (previous 3 months) of
9.0%+1.8%. Their mean duration of diagnosed DM was
1147 years. Univariate analyses revealed statistically sig-
nificant differences between the exenatide group and the
insulin group (tab. 1). The exenatide group patients were
on average significantly younger than the insulin group
patients (mean age 59+10 vs 65+11 years; p<0.0001),
with a higher proportion of women (54.4% vs 42.9%, re-
spectively, p<0.01). The exenatide group had significantly
higher mean body weight (95.1+21.2 kg vs 78.9+15.1 kg;
p<0.0001), BMI (34.4+7 vs 28.7+5 kg/m? p<0.0001) and
waist circumference (112+15 vs 99+14 cm; p<0.0001) than
the insulin group (tab. 1). The two groups also differed
significantly in educational level and occupational status
when all sub-categories were taken into account (tab. 1).

Diabetes and glucose control

The exenatide group had a significantly shorter mean
duration of diagnosed DM than the insulin group (946 vs
12+8 years; p<0.0001). Exenatide group patients had a
lower mean level of HbA;. prior to initiation of injectable
therapy (8.4+1.5% vs 9.3+1.9%, p<0.0001, the most recent
value within past the 3 months). Overall, 6.3% of patients
(51/807) initiated injectable therapy despite having an
HbA. measurement of <7% in the past 3 months (9.7%
for exenatide and 4.1% for insulin). The exenatide group
also had significantly lower mean fasting and random
blood glucose levels, and lower blood levels of low-density
lipoprotein cholesterol and creatinine than the insulin
group, and more often had microalbuminuria (tab. 1). In
total, 31.7% of the insulin group and 9.7% of the exena-
tide group did not report OAD at initiation of injectable
therapy, and 4.7% (n=15) of the exenatide and 6.1% (n=30)
of the insulin group reported experiencing at least one
hypoglycemic episode in the 3 months prior to initiation.
Few patients reported severe (4 and 9, respectively, for
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Table 1. Baseline characteristics of patients (n=807) initiated on exenatide or insulin.
Exenatide Starter insulin Total Missing
Variable (n=318) (n=489) p value* (n=807) data
Male, n (%) 145 (45.6) 279 (57.1) 0.001 424 (52.5)
Age, years (SD) 59(10.0) 65(11.0) <0.0001 63 (11.0) 0%
Weight, kg (SD) 95.1(21.2) 78.9(15.1) <0.0001 85.3(19.5) 0.2%
BMI, kg/m? (SD) 34.4(6.8) 28.7 (4.9) <0.0001 30.9 (6.4) 1.0%
Waist circumference, cm (SD) 111.8 (14.5) 99.1 (13.5) <0.0001 104.3 (15.3) 23.3%
Blood pressure, mmHg (SD)
Systolic 136.5(17.1) 136.8(18.2) 0.987 136.7 (17.8) 0.5%
Diastolic 81.2(10) 80.0 (9.8) 0.146 80.5(9.9) 0.5%
Plasma lipids, mmol/L (SD)**
Total cholesterol 4.96 (1.06) 5.11(1.10) 0.064 5.05 (1.09) 10.4%
LDL cholesterol 2.96 (1.00) 3.15(0.99) 0.006 3.07 (1.00) 13.1%
HDL cholesterol 1.15(0.29) 1.18(0.32) 0.108 1.17 (0.31) 14.4%
Triglycerides 2.09(1.12) 1.96 (0.99) 0.270 2.01(1.05) 10.7%
Creatinine, mmol/L (SD)** 83.0(24.9) 95.3 (47.8) <0.0001 90.4 (40.7) 11.3%
Microalbuminuria present, n (%) 38(11.9) 90 (18.4) 0.045 128 (15.9) 40.2%
Smoking status, n (%) 1.3%
Ever smoked 141 (44.3) 209 (42.7) 0.604 350 (43.4)
Current smoker 55(17.3) 94 (19.2) 0.346 149 (18.5)
Employment, n (%) <0.0001* 0.4%
Working full/part time 125 (39.3) 138 (27.0) - 257 (31.8)
Retired 98 (30.8) 226 (46.2) - 324 (40.1)
Unemployed and other 95 (29.9) 131 (26.8) - 226 (28.0)
Education, n (%) 0.028f 0.4%
No formal 27 (8.5) 40 (8.2) - 67 (8.3)
Minimum mandatory 141 (44.3) 264 (54.0) - 405 (50.2)
Further education 71(22.3) 82(16.8) - 153 (19.0)
University 43(13.5) 48 (9.8) - 91 (11.3)
Unknown or missing 36(11.3) 55(11.2) - 91(11.3)
Co-morbid illness, n (%) 242 (76.1) 353(72.2)
Patients with at least one co-morbidity
Hypertension 196 (61.6) 292 (59.7) - 488 (60.5)
Hyperlipidemia 186 (58.5) 241 (49.3) - 427 (52.9)
Concomitant therapy, n (%)
Any 274 (86.2) 421 (86.1) 0.704 695 (86.1)
Lipid-lowering 194 (61.0) 297 (60.7) 0.880 491 (60.8)
Cardiovascular 221 (69.5) 347 (71.0) 0.608 568 (70.4)
Antiplatelet 141 (44.3) 265 (54.2) 0.006 406 (50.3)
Weight-lowering 26 (8.2) 8(1.6) <0.0001 34 (4.2)
Time since diabetes diagnosis, years (SD) 9(6.0) 12 (8.0) <0.0001 11(7.0) 0.5%
HbA;, most recent in previous 3 months, % (SD) 8.41(1.51) 9.34(1.87) <0.0001 8.97 (1.79) 2.4%

HbA,: Glycated hemoglobin; HDL: High-density lipoprotein; LDL: Low-density lipoprotein; NS: Non-significant; OAD: Oral antidiabetic agents; SD: Standard deviation;

continuous data are expressed as mean (SD)

*Wilcoxon test used for continuous data. Chi-squared or Fisher’s exact tests used for categorical data; ‘fComparisons under “employment” and “education” take into
account all subcategories under these headings; ** Reported within the last 6 months prior to T1 (initiation)
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Table 1. (continued) Baseline characteristics of patients (n=807) initiated on exenatide or insulin.

Exenatide Starter insulin Total Missing

Variable (n=318) (n=489) p value* (n=807) data
HbA:c <7%, n (%) 31(9.7) 20(4.1) - 51(6.3) 2.4%
Random blood glucose, mmol/L (SD) 10.4 (2.9) 12.3(4.1) <0.0001 11.5(3.8) 18.3%
No of OADs used at the time of initiation of injectable, n (%)

0 31(9.7) 155 (31.7) - 186 (23.0)

1 144 (45.3) 177 (36.2) - 321(39.8)

2 134 (42.1) 149 (30.5) - 283 (35.1)

3 9(2.8) 8(1.6) . 17 (2.1)
Diet and exercise counselling, n (%) 247 (77.7) 337 (68.9) 0.031 584 (72.4) 12.8%
Diabetes complications, n (%)

>1 macrovascular complication 68 (21.4) 138 (28.2) 0.030 206 (25.5)

>1 microvascular complication 33(10.4) 84(17.2) 0.007 117 (14.5)

HbA: Glycated hemoglobin; HDL: High-density lipoprotein; LDL: Low-density lipoprotein; NS: Non-significant; OAD: Oral antidiabetic agents; SD: Standard deviation;

continuous data are expressed as mean (SD)

*Wilcoxon test used for continuous data. Chi-squared or Fisher’s exact tests used for categorical data; ‘Comparisons under“employment”and “education”take into account
all subcategories under these headings; ** Reported within the last 6 months prior to T1 (initiation)

the exenatide and insulin groups) or night-time episodes
(4 and 13, respectively).

Significantly fewer in the exenatide group reported one
or more macrovascular complications (21.4% vs 28.2%,
p<0.05) or microvascular complications (10.4 vs 17.2%,
p<0.01), compared with the insulin group. More patients in
the exenatide group had been given dietary and exercise
advice in the past (77.7% vs 68.9%, p<0.05).

Co-morbidity and concomitant medications

The exenatide group reported statistically less micro-
and macrovascular complications than the insulin group
(p=0.007 and 0.030, respectively). At least, one co-morbidity
was reported by 76.1% of patients in the exenatide group
at entry in the study compared with 72.2% in the insulin
group. Among the co-morbidities a diagnosis of hyperten-
sion was reported for 61.6% vs 59.7% of patients in the
exenatide or insulin groups, respectively, and a diagnosis
of hyperlipidemia by 58.5% vs 49.3%, respectively. No dif-
ferences were found in the mean blood pressure between
groups at baseline, and for the whole study population the
readings were 136.7+17.8 mmHg (systolic) and 80.5+9.9
mmHg (diastolic). Overall, 86.1% of patients were using at
least one concomitant, non-diabetic medication (mainly
cardiovascular, lipid-lowering and antiplatelet agents) at
initiation of injectable therapy. The exenatide group had
a lower rate of use of antiplatelet agents than the insulin
group (p=0.006), but there was no difference regarding the
use of lipid-lowering and cardiovascular agents between

the 2 groups (tab. 1). Patients in the exenatide group were
more likely to have used weight-lowering medications
than those in the insulin group [8.2% (n=26) vs 1.6% (n==8);
p<0.0001]. Of the total cohort, 72% reported receiving
metformin (MET) during the 12 months prior to initiating
injectable therapy, while some patients reported use of
sulfonylurea (SU; 66%), thiazolidinediones (TZDs; 16%),
dipeptidyl peptidase IV (DPP-4) inhibitors (11%), TZD+MET
(5%), glinides (3%), combination of MET and glibenclamide
(3%), and acarbose (<1%). During these preceding 12
months, 214 (27%) patients reported taking one OAD, 343
patients (43%) reported taking two, 164 (20%) three, and
8 patients (1%) taking four, although it is unclear whether
they were used in combination or consecutively. The re-
maining 78 patients (10%) had taken no OAD therapy in
the past 12 months (30 patients in the exenatide and 48
in the insulin group). Approximately 14% (n=45) of the ex-
enatide and 24% (n=115) of the insulin group had stopped
one or more OADs within the 4 weeks prior to initiation of
injectable therapy while a very small percentage (2% and
1%, respectively) had started an OAD during that period.
Of the 160 patients stopping OADs, 62% stopped an SU
[44% in the exenatide group (20/45) vs 69% in the insulin
group (79/115)], 35% stopped MET [31% in the exenatide
group (14/45) vs 37% in the insulin group (42/115)], 20%
stopped TZDs [18% in the exenatide group (8/45) vs 21%
in the insulin group (24/115)], and 17% stopped a DPP-4
[22% in the exenatide group (10/45) vs 15% in the insu-
lin group (17/115)]. At the time of initiation of injectable
therapy 186 (23%) patients did not report current use of
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Table 2. Baseline variables that were statistically significantly associated
with treatment choice: Insulin or exenatide (n=807) (logistic regression
using forward selection based on p<0.10).

Variable OR 95% Cl p value
Body mass index
1 kg/m? change 1225  1.179-1.274  <0.0001
5 kg/m? change 2764  2.276-3.356  <0.0001
Most recent HbA: 1% change 0.624  0.549-0.709  <0.0001
Age
1 year change 0969  0.951-0.987  <0.0001
5 years change 0.854  0.777-0.937 0.0009
10 years change 0.729  0.604-0.879 0.0009
Microvascular diagnoses (yes 0411 0.225-0.751 0.0012
versus no)
EQ-5D index value
1 unit change 3419  1.674-6.983 0.0021
0.1 unit change 1.131 1.053-0.215 0.0007
Gastrointestinal symptoms in the 3.580  1.456-8.803 0.0027
last 4 weeks prior toT1 (yes
versus no)
Duration of diabetes (years)
1 year change 0.962 0.933-0.991 0.0121
5 years change 0.823 0.707-0.957 0.0116
10 years change 0.677 0.500-0.916 0.0116
DHP: Dis-inhibited eating 1.056  1.001-1.114  0.0461

Cl: Confidence interval; HbA:: Glycated hemoglobin; LDL: Low-density lipoprotein;
EQ-5D: Standardised questionnaire, self-completed instrument for measuring
health outcomes and a single index value for health status; OR: Odds ratio,
exenatide vs insulin

Note: Only a few patients presented gastrointestinal symptoms within the 4 weeks
before initiation of injectable treatment but a higher percentage of patients
presented those symptoms in exenatide cohort. The large confidence interval is
due to the low number of patients

any OAD therapy [31 (10%) in the exenatide and 155 (32%)
in the insulin group]; 321 (40%) were taking one OAD (45%
exenatide, 36% insulin), 283 (35%) were taking two OADs
(42% exenatide, 31% insulin), and 17 patients (2%) were
taking three OADs (3% exenatide, 2% insulin). The most
common monotherapy taken four weeks after initiation of
exenatide or insulin was MET (35% and 28%, respectively)
followed by SU (4% and 5%). Common dual-OAD therapy
included MET+SU (37% and 26%), MET+TZD (2% both),
and SU+TZD (1% both). Patients taking three OADs at the
point of initiation of injectable therapy were mostly taking
MET, SU and TZD (2% and 1%).

Factors associated with the injectable treatment regime

A multivariate logistic regression analysis model including
all the baseline variables showing statistically significant
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difference between groups (p<0.10) at the univariate level,
identified 8 variables that were associated with an increased
likelihood of the patient receiving exenatide (forward
selection), specifically: Higher BMI, lower HbA;., lower
age, less microvascular complications, high (EQ-5D) index
value, presence of gastrointestinal symptoms in the last 4
weeks, shorter duration of DM, and higher diabetes health
profile (DHP). While the data entered into the multivariate
analysis model can help to improve the understanding of
the factors most strongly associated with the choice of
injectable therapy, it is possible that several other variables
that were not captured —such as clinical guidelines and
patient preference— may be at least as clinically relevant.

Adjustment of the baseline characteristics through a
propensity scoring approach underlined the differences
between treatment groups: selecting an equal number of
patients from the two groups by matching based on their
propensity score a match of 42% of the patients (338 pa-
tients, 169 per treatment group), largely under-representing
the upper tail of the exenatide distribution and the lower
tail of the insulin distribution (fig. 1).

DISCUSSION

From preliminary analysis of the characteristics at recruit-
ment of the CHOICE study cohort in Greece, differences could
be identified between patients with DM whom physicians
initiated on exenatide and those initiated on starter insulin
in routine clinical practice. Overall, the patients initiated
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Figure 1. Level of glycated hemoglobin (HbA;:: most recent during the
past 3 months) and body mass index (BMI) among patients in Greece with
type 2 diabetes mellitus at the initiation of injectable therapy with exena-
tide (EX) or insulin (INS). Box plots show mean (triangle), median (line),
25% and 75% quartiles (box) and minimum/maximum values (whiskers).
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on exenatide were characterized by younger age, greater
body weight, BMI and waist circumference, lower blood
level of LDL cholesterol, shorter time since the diagnosis
of DM, and better glycemic control. Exenatide patients also
had a lower frequency of microvascular and macrovascular
complications, a finding that might reflect their younger
mean age and duration of DM. In general, BMI, HbA,. and
age were highly significant factors associated with inject-
able treatment differentiation (p<0.0001).

The risk of treatment-induced hypoglycemia is an
important consideration during treatment selection,?>
especially in patients with HbA;. close to or within target
levels, and a recently published statement on type 2
DM management specifies exenatide as an option when
hypoglycemia is a particularly important consideration.?
The frequency of recent hypoglycemia in the CHOICE
Greek cohort was very small in both groups (i.e., 4.7% of
the exenatide and 6.1% of the insulin group). The higher
mean weight at recruitment of patients in the exenatide
group is consistent with findings of its favorable effect on
body weight and the ADA/EASD consensus statement on
treatment options for these patients.>>¢

Mean HbA;. level at initiation of injectable therapy
exceeded the recommended target level of <7%?¢ in both
groups. Indeed, the HbA of the study patients over the 2
years prior to initiation of injectable therapy was on average
above optimum (data not shown). In the 3 months prior
to injectable initiation the mean HbA:c was 9.3% in the
insulin group and 8.4% in the exenatide group. Although
this finding may reflect different disease progression in
the two groups prior to the initiation of either exenatide
or insulin, missing pre-baseline HbA;. records for many
patients make interpretation of this phenomenon difficult.
These findings are consistent with previous observational
evidence that insulin initiation is very often delayed for
years despite poor glycemic control on OADs.”?""!

The finding that the patients initiated on exenatide
in the Greek CHOICE cohort had lower HbA,. levels than
those initiated on insulin is consistent with both US ob-
servational data’? and data from the other countries in the
CHOICE study.” Itis also in line with the American Diabetes
Association and the European Association for the Study of
Diabetes (ADA/EASD) consensus statement that identifies
exenatide as an option for patients with glycemic control
close to target levels.® Clinical data, however, support use
of exenatide at various ranges of HbA,."#¢

In the Greek study cohort, diagnosis of hypertension
was reported for 61.6% and 59.7%, respectively of patients
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in the exenatide and insulin groups and a diagnosis of
hyperlipidemia for 58.5% and 49.3%, respectively. Statis-
tical differences in the rates of micro- and macrovascular
complications between groups have also been found by
Fabunmi et al who reported that patients initiated on ex-
enatide had significantly lower rates of macrovascular and
microvascular complications than those initiated on insulin.’?
Overall, the mean blood pressure values among the Greek
CHOICE patients at baseline would classify the population
at low risk according to the target of 130/80 mmHg of the
International Diabetes Federation (IDF)'” and a Taskforce
of the European Society of Cardiology (ESC) and the Eu-
ropean Association for the Study of Diabetes (EASD),’® or
the target of 140/90 mmHg recently recommended by the
European Society of Hypertension.”” Even if blood pressure
values had been found elevated, hypertension is unlikely
to be a determinant of treatment choice independently
of HbA,. and weight. Insulin-initiating patients were older
and with a lower weight and had significantly higher blood
creatinine levels than exenatide patients. Renal complica-
tions, as complications, might have contributed to the
initiation of insulin.

The CHOICE study has several limitations. Although the
study was designed to recruit a representative sample of
patients, the degree to which the data can be generalized
is unclear. The CHOICE population appears similar to that
of the observational INSTIGATE study,” in terms of such
variables as mean age, BMI and duration of DM among
participants, although INSTIGATE patients had a higher
mean HbA. at the initiation of insulin therapy (9.6% vs
9.2% in CHOICE). All these findings have to be interpreted
in the context of an observational setting.

In conclusion, in Greece, healthcare providers added
injectable therapy, either exenatide or insulin, to a variety of
oral therapy for patients with DM generally in accordance
with recently published guidelines and consensus algorithms.
Within the CHOICE study cohort of patients, those in the
group initiating exenatide were younger, more obese,
and had a lower HbA;. than those in the group initiating
insulin. Exenatide was favoured when weight gain was a
particular concern and when HbA,. was modestly raised.
The insulin group had a higher percentage of patients who
had received no OADs at the time of initiation of injectable
therapy, and a higher percentage of patients who did not
start OADs, than those in the exenatide group.

These data suggest that in Greece the patient profile
contributed to the prescribing choice of an injectable
glucose-lowering therapy regime for patients with type 2 DM.
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Alagpopég KATd TNV KAIVIKN TPAEN METAEV aoOevwv wg TPog TNV évapén Xopriynong tvooulivng
Ko e€evatidng otnv EANAda (n perétn CHOICE)
M.l. DEOAQPAKHZ," K. AAOYMANHZ,2 E. APO>>INO>2 INA THN EAAHNIKH OMAAA THX MEAETHS CHOICE

'@eparmevTikr) KAvikr, EBvikS kat Karmodiotplakd MNavemotriuto ABnvwy, Noookoueio «AAeEdvdpa», ABrva,

2Tunua KAwvikric Epsuvacg, Pharmaserve-Lilly, Kngtoia

Apxeia EAAnvikng latpikric 2012, 29(3):336—-344

ZKOMOX H e€evatidn, xopnyoLHevn SUO YOPEG NUEPNCIWG O KAIVIKEG MEAETEG pdAong Il oe ocUyKplon PE (VOOUAivN,

odNyNoE O€ MAPOUOLO YAUKAIMIKO EAEYXO a0BeVWV HE cakxapwdn SiaBntn tumou 2 (XA2) mou dgv pubuifovtav pe

arnod Tou oTOPATOG avTiSaBnTikd @dpuaka (OADs). Ev ToUTolg, molkila KpLtripla @AavnKe va emmnpedlouv TNV KPioipn

anmogaon yla évapén evéolung Beparmneiag, kabBwg kat yla tnv emioyry autig. H perétn CHOICE amoTteAEl TPOOTTIKY,

TTOAUKEVTPLKK, UN TIOPEUPATIKA LEAETN TTAPATHPNONG, KE OTOXO TNV EKTIUNON TOL XPOVOU TIPOG TN CNUAVTIKK METABO-

A TNG eVECIUNG AYWYNG METAEL aoBevwy pe ZA2, mou apyifouv yia mpwtn @opd evéotun avtidiaBnTikn aywyn (e€eva-

TidNn } tvoovAivn). YAIKO-MEOOAOX Ta KAWVIKA KAl Ta SNUOYPAPIKA XOPAKTNPLIOTIKA TWV acOeVWV KATtd TNV évapén

NG evéoipng Bgpameiag avaAuOnkav pe tn Xprion HovoUETABANTWY SOoKIpHACIwV HeETAEL opdadwyv. AOTEAEZMATA

Amo 807 acBeveic mou MAnpolcav ta KpLthpla eloaywyng (52,5% avdpeg, nAikiag [MO+SD] 62,7+10,8 £tn), cUUPW-

VA PE TO TIPWTOKOANO TNG UEAETNG, 318 (39,4%) T€ONnKav oe e§evaTtidn kal 489 (60,6%) o€ (voouAivn. Ot TpwToL Tav

KATA péoov 6po vedTePOL (59+10 évavTti 65+11 £€tn, p<0,001), pe VPNASTEPO TO TOCOOTO TWV YUVAIKWYV (54,4% €va-

VT142,9% avdpwy, p<0,01), pe vPnAoTEPO Seiktn pAalag cwpatog (AMX: 34,4+7 évavtl 28,7+5 kg/m?) kat mepipépela

Héong (112+15 évavti 99+14 cm), evw gixav XapnAOTepa péoa emimeda YAuko(UAIwPEVNG atpoo@alpivng (HbA, ) katd

TO TPiUNVO XPOoVIKS SidoTtnua mptv and TNV évapén Tng evéoiung Beparneiag (8,4+1,5% évavtt 9,3+1,9%, p<0,001), ka-

Bwg Kkal xapnAotepa péoa emimeda LDL-xoOANOTEPOANG, KPEATIVIVNG OPOU, MIKPOAEUKWHATIVOUPIAG KAt YAUKOCNG ai-

HaTog o€ vnoTeia Kal o€ Tuxaia pétpnon. Emiong, avépepav Bpayxutepn Stdpkela mapouaiag tou StaBntn (9+6 évavTtl

1248 £€1n, p<0,001) KAl CTIAVIOTEPA HAKPO-AYYEIAKEG (21,4% gvavTl 28,2%, p<0,05) ] HiIKpo-ayyelakeg (10,4% EvavTl

17,2%, p<0,01) emmAoKEG EvavTl Twv acOevwv mou Apxt{av IVOOUAIVN. ZUVOAIKA, 45 CUUUETEXOVTEG (5,6%) EUPAVI-

oav =1 emelcOS10 UTTOYAUKALUIOG KATA TO TPiUNVo TPV armd TNV évapén TnG aywyng, 15 (4,7%) otnv opdda e€evati-

&n¢ kat 30 (6,1%) oTnNV opdda IVOOLAIVNG. OL TTEPICCATEPOL ATTO TOUG TIPWTOUG AcOeveic EAafav odnyieg yla doknon

Kal KAataANAn diatta (77,7% évavti 68,9%, p<0,05). Katd tnv évapén tng Beparneiag, 32% twv acBevwv otnv opdada

TNG (VOOUAIVNG Sev eEAdpave KATTOLO UTTOYAUKAIMIKS @APHOKO artd To otépa (avtiotolxa, 10% yla tnv opdda e€eva-

Ti6NnCg). TYMMEPAXZMATA Ot 'EAAnveG aoBeveig mou dpxloav Bepamneia pe e€evatidn Atav vedTeEPOL, TTEPIOCOTEPO TTA-

xVoapkol, pe xapnAotepo emimedo HbA,, BpaxUtepn SidpKela Tou S1ariTn, AlyOTEPEG HOKPO- KAl HUIKPO-AYYEIOKEG

EMITAOKEG Kal gixav AAPEL TTIo AeMTOUEPEIG 08NYieG yia KATAANNAN Siaita Kal Aoknon o€ cUYKPLoNn e OCOUG ApXloav

WVOOUAIVN, VW TPUTAAGCIO TTOCOOTO a0HEVWV TTOL ApxXloaV IVOOUAIvn Sgv eAdpPave KATTOI0 amd TOU OTOUATOG UTTO-

YAUKQIUIKO (PAPUOKO O€ OUYKPLON ME TOuG aocBeveic mou dpxilav e€evatidn.

.............................................................................

............................................................................

Né&erg evupeTnpiou: EANGSa, Evapén aywyng, E§evatidn, Ivooulivn, Zakxapwdng diapritng tomou 2
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