ADOPT Trial

METHODS

Purpose: to compare Rosiglitazone, Metformin and Glyburide on time to treatment failure in patients with type 2 diabetes for less than 3 years and have not received pharmacotherapy

Eligible: no previous drug therapy, diagnosed in past 3 years, age 30-75, FPG 7-10mg, exlude if hepatic disease, renal impairment, lactic acidosis, unstable/severe angina, CHF, uncontrolled HTN

Design:  488 centres, 15 Europe countries, Canada, US, concealed randomization, stratified by sex, people who withdrew before first efficacy evaluation excluded from intent-to-treat, drugs titrated up to maximum

Goal: FPG<7.8, failure>10

Follow-up:  Median duration=4.0 years, max=6.0 years, f/u every 2 months for first year, every 3 months after, physical exam and electrocardiography baseline and annually

Outcome:  FPG >180 after at least 6 weeks on maximum dose (unequivocal failure)- adjudication for those with unknown FPG 

Secondary outcomes:  time to FPG >140, FPG, HbA1c, weight, insulin sensitivity, B-cell function

Primary comparison: R vs M, G.  

Secondary comparison: M vs G

RESULTS

RRR- Therapy failure (including adjudicated) 
R<M  32% (15%-45%)








R<G   63% (55%-70%)

RRR- therapy failure (<180 only)


R<M 34% (11%-46%)








R<G  66% (57%-73%)

Progression to >140




R<M 34% (15%-52%)








R<G  62% (51%-72%)

HbA1c and FPG 6 months



G<R or M

HbA1c/FPG after 6 months



G=5.6/yr, G=0.24%/yr up (p<0.001 vs R)








M=2.7/yr, M=0.14%/yr up (p<0.001 vs R)








R=0.7/ry  R=0.07%/yr up

4yr HbA1 < 7%




R=40% vs M=36% (p=0.03)








vs G=26% (p<0.001)

4 yr therapy failure




M<G RRR=46% (36%-55%)

4 yr FPG>140





M<G RRR=41% (25%-54%)

4 yr HbA1c/FPG




M<G by 7.6 (4.6-10.6)








M<G by 0.28% (0.20%-0.37%)

Insulin sensitivity first 6 months


R>M 1.3 vs 1.17 (no change in G group) p?

Insulin sensitivity 4 years



p<0.001

