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April 27, 2009
Dear Editor;

Thank you for accepting our Video entitled ‘Catheterization of Intestinal Loops in Ruminants. By Uwiera, Kastelic, Inglis. It is truly appreciated that we could publish our work in your journal.

Please accept our responses to the following comments

Comment 1:  

By definition (Nickel, Schummer, Seiferle: The viscera of the domestic animals) the ileum is the straight, terminal part of the small intestine. The jejuno-ileal junction usually is marked by the proximal end of the ileo-cecal fold.  Based on this definition the authors would have performed the surgical modification mostly – if not entirely - at the lower jejunum rather than ileum as claimed.

Response: We described the region of the small intestine cranial to the ileo-cecal fold as the ileum. In the context of assessing gut as an immunologically functional tissue, this region is referred to the ileum as the ileal or continuous Peyer’s patches extend 2 m beyond the ileo-cecal fold. Since we use this model to study immune function of the distal small intestine, identifying this region of the gut as ileum highlights the importance of describing gut in the context of function. We have made changes in the discussion to describe this point.

‘An important consideration for our future experiments is the location of the intestinal segment within the small intestine. In this procedure we surgically created the intestinal segment within the ‘immunologically functional ileum’ as often defined by ileal (continuous) Peyer’s patches (5,6). This area can extend cranially up to 2 m beyond ileocecal fold. Although this region is considered anatomically as the jejunum, this section of intestine is described as ileum, highlighting the importance of considering function when describing gut.

As a note and more importantly, we believe this video demonstrates that placement of long-term patent catheters into gut loops of sheep intestine is not only possible, but does not cause any adverse reactions to the sheep and provides an excellent tool to study long term gut function in experimental animals. We feel the semantics of describing the intestine using anatomically or immunologically functional definitions should not distract from importance of this technique to study and assess intestinal function in animals. 
Comment 2:

A critical evaluation of the surgical modification with regards to changes that may occur within the isolated loops and implications for potential applications is entirely missing.
Response:  We have made observations that the catheters do not adversely impact on the intestinal loops. Indeed control gut (non loop) intestinal function, is similar if not identical intestinal loop. This work will be presented in a future manuscript. We have thus changed the wording in the discussion to reflect the lack this observation. 

 ‘We determined that the establishment of catheters within loops does not affect intestinal mucosal or immune function (data not shown) and animals live indefinitely’. 

Comments for Animal Care

Comment: The text should add a statement between #s 5 and 6 in experimental protocol, that the ventral abdomen is shaved and skin surgically prepped and then draped. 

Response: We have added to the protocol (#6) a description of the surgical preparation on the ventral abdomen of the sheep

‘The ventral abdomen is shaved and the skin is prepared for surgery with three Prepodyne surgical scrubs. The abdomen is then draped ensuring that proper exposure of the surgical site (ie umbilicus to caudal abdomen) is maintained’
Comment: A statement regarding approval of the study by the IACUC and adherence to CCAC guidelines should be included in the text in the disclosures section

Response: A statement regarding animal approval for animal use has been added to the ‘disclosure section’ of the ‘Protocol Template’ document.

All procedures on experimental animals were approved by the Institutional Animal Care Committee and followed the guidelines set by the Canadian Council of Animal Care. 

Sincerely

Drs, Uwiera, Kastelic, & Inglis

