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Given the increasing popularity of oral
agents, we commend Nachum et al. (1) on
their randomized controlled trial examin-
ing metformin or glyburide as a first-line
agent to treat gestational diabetes melli-
tus (GDM) and adding or switching to the
alternate agent for adverse events or fail-
ures. However, we question whether the
study design and conclusions can be gen-
eralized to many GDM populations.
First, a GDM diagnosis was made at

,24weeks in 27 of 104 patients, suggest-
ing impaired glucose tolerance predating
the pregnancy in ;25%. An early GDM
diagnosis increased the risk of failing gly-
buride by about eightfold in our series (2).
A recent cohort also demonstrated that
pregnancies with GDM diagnosed at 12–
23 vs.$24 weeks were more likely to re-
quire insulin and neonatal intensive care
admission (3). Were there differences in
the efficacy of the two agents with GDM
diagnosis at,24 weeks?
Another strong predictor of oral hypo-

glycemic failure is treatment of fasting hy-
perglycemia with glyburide (2). Glyburide
is typically dosed preprandially ;30 min
beforemeals because of its peak in 2–3 h.
However, glyburide was also prescribed
at 10 P.M. to treat fasting hyperglycemia.
The authors do not specify the dosing
protocol or number of glucose measure-
ments available per patient weekly to de-
termine efficacy, but dosing glyburide at
bedtime increases the risk of nocturnal
hypoglycemia when glyburide peaks.

Given the unfavorable pharmacokinetics
of glyburide to treat fastinghyperglycemia,
we wonder how often hypoglycemia or
failures occurred in those patients receiv-
ing glyburide for fasting hyperglycemia.

When glyburide was initiated first, 23%
failed for efficacy and 11% for hypoglyce-
mia; adding/substituting metformin re-
sulted in an additional 50% achieving
control. When metformin was initiated
first, 28% failed and 2% had adverse gas-
trointestinal events, and adding/substitut-
ing glyburide resulted in 87% achieving
control. The authors concluded that met-
forminmightbe a superiorfirst-line agent.
An alternative interpretation would be
that metformin initially failed more often
than glyburide and glyburide ismore likely
to be successful in achieving glycemic
control (87%) when metformin fails. How-
ever, when glyburide fails, adding metfor-
min will less often achieve control (50%).

The authors conclude that the combina-
tion reduced the need for insulin from 32%
to 11% and that combination oral therapy
demonstrateshighefficacy.However,deter-
mining whether these drugs can be safely
and efficaciously substituted for insulin
would require the combination to be di-
rectly compared with insulin alone. Further,
although both of these drugs cross the pla-
centa, recent data suggest glyburide levels
in newborns are usually very low (4) but
metformin is concentrated in the fetal com-
partment. Although unanswerable by this
article (1), using two drugs that cross the

placenta in order to avoid insulin raises
concerns about the potential long-term
programming effects of fetal hyperinsuli-
nemia (glyburide) and altered hepatic
gluconeogenesis, insulin sensitivity, mito-
chondrial function, and cell cycle prolifer-
ation (metformin) (5). Although long-term
risks are unstudied, it is unclear whether
the short-term efficacies and adverse ef-
fects of glyburide/metformin individually
or in combination would be different if
limited to conventional use at.24weeks
and if glyburide were not dosed at bed-
time to treat fasting hyperglycemia.
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