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Figure 2. Confirmed Hypoglycaemia Event Rates in the Tl and Insulin Aspart Treatment Table 2. Hypoglycaemia Event Rates During the Titration and Maintenance Phases of

Groups According to Number of Supplemental Doses Taken.?

Figure 1. Hypoglycaemia Event Rates in the Overall Modified Safety Population (A), Patients
Taking > 1 Supplemental Dose (B), and Patients Not Taking a Supplemental Dose (C).

Statistical Analyses

INTRODUCTION

the Study.

the same day as the supplemental dose was included in the analysis

Hypoglycaemia rates during study weeks 0-12 (titration phase) and study weeks 12-24
(maintenance phase) were also assessed.

— during the titration phase, prandial doses in each group were adjusted weekly; patients
randomized to Tl targeted average 90-minute post-meal BG levels between 110 and 160

observed in patients treated with TI compared with insulin aspart (Figure 1B).

— thedifferencesobserved were statistically significant for all types of hypoglycaemia assessed
(total, 60.9 vs 96.3 events per patient-year, P= 0.0001; confirmed, 9.8 vs 18.6 events per
patient-year, P = 0.0001; nocturnal, 6.5 vs 11.5 events per patient-year, P = 0.0001; and
severe, 0.6 vs 1.1 events per patient-year, P= 0.0350)

— 0.2 versus 0.9 versus 1.5 confirmed hypoglycaemia events per patient-year for patients
receiving 6-20, 21-60, and > 60 supplemental doses in the Tl treatment arm, respectively

= these differences were statistically significant between patients receiving 6-20 versus

In patients not taking a supplemental dose, within the Tltreatment arm, there was no statistically
significant difference in the rate of hypoglycaemia (all types) during the titration phase compared
with the maintenance phase (Table 2).

In patients not taking a supplemental dose, within the insulin aspart treatment arm, higher
rates of total and confirmed hypoglycaemia were observed during the titration phase versus
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with T1DM treated with Tl versus insulin aspart, including in those patients taking
supplemental doses.

e This lower hypoglycaemia rate persisted during both the titration and maintenance phases
of the study.

e The more rapid-acting profile of Tl was not associated with a statistically significant

21-60 supplemental doses (P = 0.0059) and 6-20 versus > 60 supplemental doses
(P=0.0001), but not between patients receiving 21-60 versus > 60 supplemental doses
(P=0.1588)

— 0.4 versus 1.0 versus 5.0 confirmed hypoglycaemia events per patient-year for patients
receiving 6-20, 21-60, and > 60 supplemental doses in the insulin aspart treatment arm,
respectively

increase in supplemental dosing compared with insulin aspart.

the maintenance phase; these differences were statistically significant (total, 79.8 vs
57.2 events per patient-year, P = 0.0064; and confirmed, 14.1 vs 8.4 events per patient-year,
P = 0.0056) (Table 2).

LIMITATIONS

This study methodology was a non pre specified post hoc analysis.

mg/dL and patients randomized to insulin aspart targeted average pre-next-meal BG values
between 100 and 120 mg/dL

In patients not taking a supplemental dose, lower rates of hypoglycaemia were observed
In patients treated with Tl compared with insulin aspart, but the difference was statistically
significant only for total hypoglycaemia (46.0 vs 64.9 events per patient-year; P = 0.0160)
(Figure 1C).
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Endpoints

Hypoglycaemia was defined as

— total: all hypoglycaemic events (any symptomatic or asymptomatic hypoglycaemic event) Impact of Supplemental Dosing Frequency on Hypoglycaemia

Within both the Tl and the insulin aspart treatment arms, confirmed hypoglycaemia rates
> 1 hour after supplemental dosing were higher in patients who had a higher supplemental
dose frequency (Figure 2).
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= these differences were not statistically significant between patients receiving
6-20 versus 21-60 supplemental doses (P = 0.1293), but were between patients
receiving 6-20 versus > 60 (P = 0.0001) and 21-60 versus > 60 supplemental doses
(P=0.0146)

— confirmed: any hypoglycaemic event with a BG value < 49 mg/dL Correction for multiple comparisons is warranted.

— Nocturnal: any hypoglycaemic event occurring between midnight and 06:00 am However,the datareported here do provide more detail and demonstrate consistency regarding

— severe: any hypoglycaemic event for which the patient required assistance the hypoglycaemia benefits observed with TI compared with insulin aspart.
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