Diabetologia (2006) 49:[Suppl1]1-755 489

Pioglitazone reduces insulin requirements and improves
glycaemic control in insulin-treated patients with type 2
diabetes: results from PROactive
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Background and Aims: Type 2 diabetes is a progressive
disease with associated insulin resistance and diminished
insulin production. Treatment typically requires multiple
agents, including insulin. PROactive was a study designed
to evaluate the effects of pioglitazone on cardiovascular
outcomes in 5,238 high-risk patients with type 2 diabetes.
We examined insulin requirements and glycaemic control in
the one-third of patients (n=864 in the pioglitazone group;
n=896 in the placebo group) who were treated with insulin
at baseline in PROactive.

Materials and Methods: PROactive was a randomised,
double-blind, placebo-controlled outcome study in patients
with type 2 diabetes and macrovascular disease randomised
to pioglitazone or matching placebo, in addition to their
existing glucose-lowering and cardiovascular medication.
Doses of pioglitazone were force-titrated to a dose of

45 mg, if tolerated. Mean follow-up was 34.5 months.
Within the cohort of patients receiving insulin at baseline,
baseline mean daily insulin doses and HbA1c values were
similar between treatment groups (pioglitazone: 47 U/d and
8.4%; placebo: 47 U/d and 8.5%). In both groups at
baseline, insulin was combined with oral monotherapy with
metformin in 53% and sulfonylurea in 24% of patients and
with dual therapy with metformin+sulfonylurea in 12%.
Results: There was a rapid and sustained decrease in
insulin dose with pioglitazone, whereas there was a
progressive increase with placebo. By study end, the mean
insulin dose was lower with pioglitazone (42 U/d) than with
placebo (55 U/d; P<0.0001); nevertheless, a greater
decrease in HbAlc was observed with pioglitazone
(10.93%) compared with placebo (j0.45%; P<0.0001).

At final visit, insulin had been discontinued in 9% of
patients in the pioglitazone group versus 2% in the placebo



group (P<0.0001). The distribution of patients on oral/
insulin combined therapy remained similar in both groups:
metformin alone in 47% versus 52%, sulfonylurea alone in
16% versus 16%, and metformin+sulfonylurea in 10%
versus 11%, in the pioglitazone group versus the placebo
group, respectively (P=NS). There were differences in
oedema (pioglitazone: 31%; placebo: 18%; P<0.0001) and
hypoglycaemia (pioglitazone: 41%; placebo: 29%;
P<0.0001), but there were no other differences in the safety
profiles between the pioglitazone and placebo groups (with
or without other treatments).

Conclusion: Pioglitazone reduced the number of patients
on insulin and the mean daily insulin dose while providing
better glycaemic control than placebo.

Hib Ay, (ra) Lrwrralin Do {7 - Proghissars—=— Placeko
° o
g ] _ | 1 5
o _'""-\-\_I e __r L+ 1 _I
i e
74 - ——, : ‘l..l "
T
i PP I T e |
i & e —rered @ e r
¥ T T T T T 1 T T 1 T I 1
Bazeline § 12 1% M 3 Final vist  Bafehne & 12 13 H 30 Fanal et
Momnths Momnths

00001 wermsp lncebo : ‘p=0.0371 rermsp beeho



