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[bookmark: _GoBack] ‘Clubfoot’ is a very common lower limb abnormality that affects 1 in 500 babies born in Western Europe. Why the condition occurs remains largely unclear.  Previous studies have shown a strong genetic component, but environmental influences and stochastic bad luck also appear to contribute. There are two published genetic mouse models that exhibit a clubfoot phenotype and they both show increased activation of an enzyme, LIMK1, that is required for normal growth of nerves during development.  In the clubfoot mice, the peroneal nerve, which innervates the calf muscles on the outer side of the legs, was missing. This was thought to cause muscle weakness that underlies the clubfoot. To show whether or not increased LIMK1 activity was sufficient to cause clubfoot, extra copies of the LIMK1 gene were directly introduced into spinal nerves of developing chickens in ovo. This genetic manipulation was found to cause stalling of the peroneal nerve and, with low frequency clubfoot in the chicken embryos.  Jasplakinolide, a drug that mimics LIMK1 over-activation by stalling the growth of nerves, was shown to have a similar effect. The data suggest that mutations that affect expression of human LIMK1 may predispose babies to clubfoot. This could be tested by sequencing LIMK1 in human clubfoot patients.
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