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Response to Nathan et al.

G laxoSmithKline regrets the recom-
mendation (1) of the recent Ameri-
can Diabetes Association/European

Association for the Study of Diabetes
consensus statement against the use of
rosiglitazone for treatment of type 2 dia-
betes because it is contrary to scientific
evidence.

The evidence regarding a possible as-
sociation of rosiglitazone with increased
risk of cardiovascular ischemic morbidity
remains inconclusive. Data from clinical
trials assessing cardiovascular outcomes
are inconsistent with the hypotheses of
increases in myocardial ischemia or death
that have arisen from meta-analyses. No
long-term clinical trials have confirmed
an increased cardiovascular ischemic risk
with rosiglitazone. Moreover, data from
two large head-to-head clinical trials—A
Diabetes Outcome Progression Trial
(ADOPT) (2) and the interim report of
Rosiglitazone Evaluated for Cardiac Out-
comes and Regulation of Glycaemia in Di-
abetes (RECORD) (3)—show that, apart
from the well-documented risk of heart
failure with thiazolidinediones, rosiglita-
zone has a cardiovascular risk profile
comparable with that of the recom-
mended tier 1 antidiabetes medications,
metformin and sulfonylureas.

The consensus statement contains
multiple unexplained inconsistencies re-
garding the evidence underlying its con-
clusions and recommendations. Data
from long-term clinical trials, which pro-
vide gold-standard evidence, sometimes
appear to receive less weight than conclu-
sions from hypothesis-generating meta-
analyses. This circumstance is difficult to
understand, particularly in light of a re-
cent statement (4) by the corresponding
author that “the vagaries of meta-analyses
make them unreliable.”

Furthermore, the consensus state-
ment cites data in an inconsistent manner.
Meta-analyses critical of rosiglitazone are
mentioned repeatedly, while analyses re-
porting no increase in cardiovascular
ischemic risk with rosiglitazone versus
other established antidiabetes medica-
tions, such as those performed by Lago et
al. (5) and the U.S. Food and Drug Ad-
ministration (6), are overlooked. A meta-
analysis (7) that reported a statistically
significant increase in a composite end
point of cardiovascular hospitalization or
mortality with the combination of sulfo-
nylureas and metformin, a tier 1 recom-
mended option, is not mentioned in the
consensus statement.

Nathan et al. (1) state that “the over-
arching principle in selecting a particu-
lar intervention will be its ability to
achieve and maintain glycemic goals.”
Rosiglitazone has been shown to pro-
vide glycemic control for up to 5 years—
significantly longer than the most com-
monly used oral antidiabetes medications,
sulfonylureas and metformin (2). Glaxo-
SmithKline strongly believes that rosiglita-
zone has a place in the therapeutic
armamentarium for type 2 diabetes when
used appropriately. Major regulatory agen-
cies, including the U.S. Food and Drug Ad-
ministration and the European Medicines
Agency, have thoroughly reviewed all avail-
able safety and efficacy data for rosiglitazone
in recent months and maintained the avail-
ability of rosiglitazone to patients.
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