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The recent article by Rowan et al. (1)
reports decreased biceps and sub-
scapular skinfold thicknesses in the

2-year-old offspring of women random-
ized to receive metformin rather than
insulin treatment for their gestational di-
abetes. Body fat percentage, measured by
bioimpedance and dual-energy X-ray ab-
sorptiometry, was similar in the two
groups, suggesting that metformin treat-
ment is associated with a more metaboli-
cally favorable distribution of body fat in
the offspring, while not changing total
body fat per se.

As metformin crosses the placenta
and could plausibly alter long-term off-
spring metabolic phenotype, this study is
of particular interest to those physicians
and obstetricians who are reluctant to use
metformin because of the lack of long-
term offspring data. However, a few points
are worth noting.

First, the measurement of skinfold
thickness was not blinded to the treat-
ment group of the mother. Secondly,
while the investigators collected infor-
mation on dietary content and physical
activity of the offspring, this was not
included in the results; it would be in-
teresting to determine if the metformin-
exposed offspring were different in this
respect. Lastly, in the original study (the
Metformin in Gestational diabetes [MiG]
study) (2), approximately half of the
metformin-treated mothers also required
insulin in order to achieve target glucose
levels during pregnancy. In the Offspring
Follow-Up (TOFU) study, the proportion
of offspring in the metformin group whose
mothers required additional insulin treat-
ment is not stated. Although glucose levels
during treatment did not differ between
metformin 6 insulin and insulin-only
pregnancies, it would be reassuring to
verify that the metformin-only pregnan-
cies were not over-represented in the met-
formin follow-up cohort, especially as the
follow-up rate was 42% in this group.

While the TOFU study does not
provide conclusive proof that metformin

in pregnancy has beneficial effects on
2-year-old offspring, the results are re-
assuring for its short-term safety, and the
results of the next follow-up study will be
most interesting.
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