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Human research participants
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Self-reported data on sex were collected and post-hoc exploratory analyses were performed to determine if sex influenced
the findings. It should be noted, however, that these were post-hoc analyses, recognizing that the sample size was not
designed to be large enough for robust sex-based analyses. Data were not collected on gender, as a potential effect of
gender role on the impact of the interventions was not hypothesized a priori.

The study population consisted of 102 participants (58 male, 44 female) with age 58 ± 10 years, type 2 diabetes of median
3.5 years duration (interquartile range 1.8-5.5 years), baseline A1c 6.6% ±0.7% and BMI 31.9 ±7.5 kg/m2.

Participants were recruited from the practices of family physicians (either by screening charts or physician referral) and in
response to advertising of the study. As in most clinical trials, the possibility of self-selection bias exists but was unlikely to
impact the findings of this trial due to the design (randomized trial) and outcomes under study (physiologic measures).

This study was approved by the Mount Sinai Hospital Research Ethics Board (Toronto, Canada)

The pre-trial power calculation indicated that a sample size of 32 patients per arm would provide 80% power to detect a minimum difference
in log-scaled ISSI-2 of 0.25 (or an equivalent difference in ISSI-2 of 44) between the Glar/Exenatide and Glar arms, with a significant level
(alpha) of 0.05, based on the standard deviation of log-scaled ISSI-2 (0.46) that was previously noted in patients with early T2DM receiving
short-term insulin therapy and assuming a correlation of r=0.4 between ISSI-2 measurements at baseline, 4-weeks and 8-weeks.

One participant withdrew from the study after completing the trial and withdrew consent for inclusion of their data (which is noted in the
Consort trial profile in Figure 2). All other participants were analyzed on an intention-to-treat basis.

Sensitivity analyses were performed three times to confirm robustness of the findings. In addition, for any serum samples that showed
evidence of hemolysis, insulin measurements were repeated and the statistical analyses were replicated with this dataset (which confirmed
the findings)

Participants were randomized to the 3 interventions in a 1:1:1 manner. The computer-generated random allocation sequence was prepared
by the Applied Health Research Centre (Toronto), which provided participant allocation in sealed envelopes for opening at the baseline visit.

This was an open-label trial because masking of treatment allocation would require placebo injections in the glargine arm (since glargine is
administered once daily) and in the exenatide/glargine arm (since exenatide is administered twice daily, whereas pre-meal lispro is injected
three times daily). Furthermore, the two approved fixed doses of exenatide (5ug bid and 10ug bid) would preclude effective self-monitoring-
based dose titration in the same manner as typically applied to lispro. For these reasons, an open-label design was applied. In this context, a
protection against bias is that the primary outcome of beta-cell function is a physiologic parameter that is not readily accessible to
manipulation by either participants or providers.




