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Dear Dr. Koutroubakis,

We would like to thank you for the opportunity to submit a revised version of our manuscript, entitled “Recalcitrant plantar warts during azathioprine therapy for Crohn’s disease”.

We appreciate the insightful comments of the reviewers. A response to each of their suggestions with a description of the changes in the manuscript follows below. 

Reviewer A. Comments:

Reviewer A.: This is an interesting case presentation, though it deceives the proof of a direct association of the azathioprine therapy and skin lesion development. (1) Given the fact that azathioprine is widely used also for other autoimmune diseases as e.g. bullous diseases, vasculitides, or lupus erythematosus one would expect a generally increased risk of viral skin infections, which has not been proven so far. 
Response: We respectfully agree with the reviewer that a direct association between azathioprine use and the development of plantar warts can not be established from a single case report. We have mentioned this issue as a limitation in our revised manuscript. 
Reviewer A.: The association of NMSC development and HPV infections in transplant recipients is not really comparable with the present case since transplant patients receive a life-long immunosuppressive therapy consisting of a combination of several drugs given in a high dose-range. (2) There has not been undertaken any skin biopsy for the corroboration of the diagnosis of viral warts in the present patient and for PCR analyses for HPV-typing. This is necessary since this immense wart-like appearance of skin lesions on the feet of the patient imply also other differential diagnoses that are characterized as genodermatoses where HPV might also be involved: (i) the acroceratosis verruciformis of Hopf, (ii) the keratoderma palmoplantaris varians (striata & areata), and (iii) the epidermolysis verruciformis.
Response:  We agree with the reviewer that a comparison between post-transplant patients may not be directly analogous to our case. However, there are recent studies showing an increased risk of NMSC in IBD patients on immunosuppression. We provided the citations in our revised manuscript (Long et al. Clin. Gastroenterol. and Hepatol. 2010;8:268–274; Setshedi et al. J. Gastroenterol. Hepatol. 2012;27:385–389).
The diagnosis of plantar warts is based on clinical appearance and does not require histopathologic diagnosis (Sterling et al. British J. of Dermatology. 2001 144, no.1: 4–11). The patient’s plantar warts have been verified by our dermatology colleagues who have deferred the need for biopsy acquisition.  The differentials suggested by the reviewer are rare conditions that have been ruled out in the patient’s initial dermatologic work-up.

------------------------------------------------------
Reviewer B comments:

This is an interesting case report that I believe is worth publishing. A few minor corrections and comments:


Reviewer B: Abstract, line 4: The patient did not develop plantar warts whilst on AZA, the warts progressed or worsened during treatment. It is clearly stated in main text that the lesions preexisted. 

Response: We agree with the reviewer and have revised our manuscript as follows: “We present the case of a 29-year old man with worsening of plantar warts while on azathioprine therapy for Crohn’s disease.”
Reviewer B: Abstract, line 5: This case underlines rather than presents the need.
Response: This sentence has been revised, as suggested.
Reviewer B: Introduction, line 3: Immunosuppression is a well-documented risk factor for severe systemic infections etc… and not the other way around.  

Response: This sentence has been revised, as suggested.
Reviewer B: Case report, line 13: It is not quite clear whether the patient remained on Budesonide for 8 years or received the medication at the start of his treatment. 

Also, I gather that when the authors say ‘initially presented…’ they refer to the patient’s first visit in their Department and not to the time of Crohn’s diagnosis. 
Response: As suggested by the reviewer, we have revised our manuscript for clarity as follows: “Initially, the patient received prednisone for induction therapy and was maintained on clinical remission with azathioprine 200 mg and budesonide 9 mg once daily for the last 8 years. At the time of the patient’s first visit to our department, he presented with persistent abdominal pain with alternating loose, non-bloody stools and constipation.”
Reviewer B: The authors should refer to relevant ECCO guidelines (Rahier et al, JCC 2009) in the discussion section. 
Response: We have included the current ECCO guidelines as suggested by the reviewer in our revised manuscript.
Reviewer B: Have the authors performed any testing regarding HPV type in the case
they present?

Response: Testing for HPV typing was not clinically indicated and therefore not performed in the patient. HPV typing for skin lesions has not been recommended (Sterling et al. British J. of Dermatology. 2001 144, no.1: 4–11).  
In summary, we are very grateful for the constructive comments provided by the two outside reviewers. We hope that the revised manuscript will be deemed acceptable. Thank you. 

Sincerely,

Margriet R. Timmer, MD

Nancy A.M. van Ooteghem, MD, PhD
 
