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    Sir,


    We read the publication on “Association between polymorphisms in genes regulating vitamin A metabolism and kidney size in Indian newborns” with interest.[bookmark: ft1][1] Narikot et al. concluded that “polymorphisms in genes involved in vitamin A metabolism are not associated with kidney size in Indian newborns.[bookmark: ft1][1]” In fact, the effect of gene on anatomical structure is an interesting issue. However, epigenetic effects and environmental factors (such as nutrition[bookmark: ft2][2]) have to be considered. In the present study, Narikot et al. selected to study certain specific polymorphisms and not the entire coding sequences of the genes studied, Also, polymorphisms in other genes such as angiotensin-converting enzyme are known to affect kidney size in newborn.[bookmark: ft3][3] Further, the population in the present study is not controlled for other epigenetic and environmental effects, because of which the results might not be conclusive.
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    Authors' Reply


    Sir,


    We appreciate the comments by Joob et al. on our article titled “Polymorphisms in genes regulating vitamin A metabolism and kidney size in Indian newborns.” Multiple factors have an effect on kidney size at birth in humans. During nephrogenesis, developmental programming in the kidney is determined by interactions between genetic and environmental factors, ultimately resulting in what has been called “nephron endowment.” Studies have shown that fetal nutrition, including low protein intake, maternal vitamin A or iron deficiency, maternal diabetes/hyperglycemia, decreased placenta perfusion, and administration of steroids in late pregnancy, may be associated with smaller kidneys.1, [bookmark: ft2]2, 3 In our study, we have included only healthy mothers.4 Pregnant women with iron deficiency anemia, maternal diabetes or low body mass index and those with hypertension were excluded to remove the confounding effect of these factors on nephron endowment. While authors raise a relevant point about epigenetic factors being involved in nephrogenesis, our study focused only on the common genetic polymorphisms in genes involved in vitamin A metabolism. In renal development, context-dependent variations in epigenetic modifications occur which can only be determined by examining renal tissue during development.5 This was not feasible with our study design and methodology.
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