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      I was interested in the paper by Langlands et al in which “prebiotic” carbohydrates altered the mucosal flora but apparently had no effect on cell proliferation (Gut 2004;53:1610–16). The matter is of some importance as the products of in vivo fermentation (short chain fatty acids) may increase epithelial cell proliferation, leading to the possibility that such supplements could actually enhance the risk of colorectal cancer.1,2

      The authors state that methodology (of gut microflora study) is always an important issue and I argue that this also applies to cell proliferation studies, as the results of the present work may be misleading on two counts. Firstly, I would never recommend the use of proliferating cell nuclear antigen as a marker of cell proliferation as: (1) the method is difficult to standardise; (2) the antigen has a long half life; and (3) anomalous expression has been demonstrated in non-cycling near tumours and after administration of growth factors.3 For sections, Ki67 is far better however even using this antibody the results of the present study are unlikely to be conclusive as only 2–4 crypts could be scored; for most studies I would recommend scoring 30 hemi crypts.



  





      The second point is that reliance on labelling indices can be misleading as lack of difference does not necessarily mean no proliferative change as both sides of the ratio (labelled cells divided by number of cells) could have altered. This was demonstrated in our studies of epidermal growth factor in parenterally fed rats where no differences in labelling index between orally fed and parenterally fed rats could be seen despite halving tissue weight and crypt cell production. When the data were re-expressed as labelling per … 
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