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Abbreviation
GDM Gestational diabetes mellitus

To the Editor: I read with interest the paper by Perng and
colleagues, entitled ‘How does exposure to overnutrition in
utero lead to childhood adiposity? Testing the insulin hyper-
secretion hypothesis in the EPOCH cohort’ [1]. I found it
particularly revealing that offspring of obese women and/or
women with gestational diabetes mellitus (GDM) have early-
onset hyperinsulinaemia, even when the effect of increased
adiposity is all but eliminated by studying only offspring with
normal BMI at age 10 years. However, a critical examination
of the data raises serious doubts about the conclusions offered
in the paper insofar as the paper’s main claim in support of the
primary insulin hypersecretion hypothesis is not justified by
the evidence presented.

‘Overnutrition in utero’, as defined in the paper, is not the
only factor that can account for the effect seen in the exposed
offspring. Insulin resistance, a feature of GDM [2], is heritable
even after adjusting for BMI [3]. Excess adiposity is the most
common but not the only cause of insulin resistance and one
might expect some inherited genetic load for non-obesity
related insulin resistance in offspring of women with GDM,
after excluding the one-third of all eligible offspring who were
already overweight (the latter, by the way, explainable by the
heritability of early-onset obesity [4]). Genetically inherited
insulin resistance can explain the main findings in Table 1 of
Perng et al [1]. Exposed offspring have increased HOMA-IR,
which parallels their hyperinsulinaemia, creating a chicken/
egg question regarding the direction of causality between
insulin hypersecretion and resistance. No evidence is offered
in the paper to support the direction proposed. In fact, the
observation that blood glucose levels are so precisely equal

to control, attests to the exquisite precision with which the
normal (i.e. non-hyperfunctioning) beta cell adjusts insulin
secre t ion to compensa te for insu l in res i s tance .
Hyperinsulinaemia, as the primary driver prior to and in the
absence of insulin resistance, should cause hypoglycaemia or
at least distinctly lower glucose levels within the normal
range; these were not observed at baseline, making primary
insulin resistance muchmore likely. Therefore, support for the
insulin hypersecretion hypothesis remains, to use the authors’
own words, ‘limited and inconsistent’.
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