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Dear Editors and Reviewers:

Thank you for your letter an for the reviewers’ comments concerning our manuscript

entitled “Cronkhite-Canada Syndrome with Steroid Dependency： A Case Report” (NO:

61599). Those comments are all valuable and very helpful for revising and improving

our paper, as well as the important guiding significance to our researcher. We have

studied comments carefully and have made correction which we hope meet with

approval. The main corrections in the paper and the responds to the reviewer’s

comments are as following:

Responds to the reviewer’s comments:

Response to comment (Reviewer#1): (But I if can make a suggestion, I would expand

the therapeutic options available nowadays for CCS: because your patient was treated

twice with prednisone but it could be interesting for us to know how better options are

available.)

Response: Considering the Reviewer’s suggestion, we expand the therapeutic schemes

available nowadays for CCS and enumerate some specific drug regimen. We have added

six references. As following, “Steroid-sparing therapies such as cyclosporine A and an

anti-TNF-a agent, a combination that has shown promise in a few cases, can be used in

steroid-resistant cases to induce or maintain clinical remission, and other case reports

described the beneficial response of immunosuppressive therapies: infliximab, sirolimus,

tacrolimus, methicillin, and mycophenolate mofetil [2, 10-14]. Azathioprine and mesalazine

used with steroid maintenance therapy were reported to be associated with sustained

clinical remission [3, 15-17]. In a study by Eric J. Mao et al. [17], the patient was given a dose
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of 1.25 mg/kg/d azathioprine (the previous literature specified a dose of 2 mg/kg/d).

The prednisone was tapered off after 6 weeks of therapy, and azathioprine was initiated.

Corticosteroid side effects resolved when the prednisone was tapered, and CCS

symptoms remained controlled on azathioprine without adverse effects; the total course

of treatment consisted of 6 weeks of prednisone and 26 weeks of azathioprine. In a study

by Sigrid Schulte et al. [3], discontinuation of steroid therapy was not possible, and

mesalazine (1000 mg t.i.d.) was added to prednisolone (10.0 mg/d). The steroid dosage

was further reduced over the course of three years; when all polyps had disappeared

and the steroid therapy was finished, the dosage of mesalazine was reduced in a

stepwise fashion. Four years later, the mesalazine was stopped, and more than 14.0 years

after the initial diagnosis, the patient was still in complete remission without any

treatment.” (page 6 lines 23 to page 7 lines 15)

“REFERENCES

10 Ohmiya N, Nakamura M, Yamamura T, Yamada K, Nagura A, Yoshimura T, Hirooka

Y, Matsumoto T, Hirata I, Goto H. Steroid-resistant Cronkhite-Canada syndrome

successfully treated by cyclosporine and azathioprine. J Clin Gastroenterol 2014; 48:

463-464 [PMID: 24172181 DOI: 10.1097/Mcg.0000000000000009]

11 Yamakawa K, Yoshino T, Watanabe K, Kawano K, Kurita A, Matsuzaki N, Yuba Y,

Yazumi S. Effectiveness of cyclosporine as a treatment for steroid-resistant

Cronkhite-Canada syndrome; two case reports. BMC Gastroenterol 2016; 16: 123 [PMID:

27716071 DOI: 10.1186/S12876-016-0541-1]

12 Langevin C, Chapdelaine H, Picard JM, Poitras P, Leduc R. Sirolimus in Refractory

Cronkhite-Canada Syndrome and Focus on Standard Treatment. J Investig Med High

Impact Case Rep 2018; 6: 2324709618765893 [PMID: 29619395 DOI:

10.1177/2324709618765893]
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13 Taylor SA, Kelly J, Loomes DE. Cronkhite-Canada Syndrome: Sustained Clinical

Response with Anti-TNF Therapy. Case Rep Med 2018; 2018: 9409732 [PMID: 30057620

DOI: 10.1155/2018/9409732]

14 Liu Y, Zhang L, Yang Y, Peng T. Cronkhite-Canada syndrome: report of a rare case

and review of the literature. J Int Med Res 2020; 48: 300060520922427 [PMID: 32459145

DOI: 10.1177/0300060520922427]

15 Takakura M, Adachi H, Tsuchihashi N, Miyazaki E, Yoshioka Y, Yoshida K. A case of

Cronkhite-Canada syndrome markedly improved with mesalazine therapy. Dig Endosc

2004; 16: 74-78 [DOI: 10.1111/j.1443-1661.2004.00306.x]”

Special thanks to you for your good comments.

Other changes:

1. The address of the author and corresponding author has been corrected, from

“Guangxi“ to “Guangxi Zhuang Autonomous Region”.

2. We added some ”BACKGROUND” information with “The lethality of CCS can be up

to 50% if it is untreated or if treatment is delayed or inadequate. More than 35% of the

patients didn’t achieve long-term clinical remission after corticosteroid administration, which the

relapse occurred during or after the cessation of glucocorticoid use. “(page1 lines 25 to 28)

3. We added some “CASE SUMMARY” information with “And then the patient was

given 5 mg of prednisone per day for six months of maintenance therapy. With clinical

improvement and polyp regression, prednisone was discontinued.” (page2 lines 10 to

12)

4. We added some “CONCLUSION” information with “Surveillance endoscopy at

intervals of one year or less is recommended to assess mucosal disease activity.” (page2

lines 20 to 21)



4

5. We added some “Core tip” information with “Surveillance endoscopy at intervals of

one year or less is recommended to assess mucosal disease activity.” (page3 lines 2 to 3)

6. We provided decomposable Figures (whose parts are all movable and editable),

organize them into a single PowerPoint file, and submit as “61599-Figures.ppt” on the

system.

7. We have read the CARE Checklist (2016), and the manuscript was prepared and

revised according to the CARE Checklist (2016). We submitted it as “61599-CARE

Checklist–2016” on the system.

8. We have redone the English language editing and provided the Non-Native Speakers

of English Editing Certificate.

9. The 15th reference has no PMID number, and we have attached the full text below.

“15 Takakura M, Adachi H, Tsuchihashi N, Miyazaki E, Yoshioka Y, Yoshida K. A case

of Cronkhite-Canada syndrome markedly improved with mesalazine therapy. Dig

Endosc 2004; 16: 74-78 [PMID: DOI： 10.1111/j.1443-1661.2004.00306.x] ” ( Appendix A

for details)

We tried our best to improve the manuscript and made some changes in the

manuscript. These changes will not influence the content and framework of the paper.

And here we did not list the changes but marked in red in revised paper.

We appreciate for Editors/Reviewers’ warm work earnestly, and hope that the

correction will meet with approval.

Once again, thank you very much for your comments and suggestions.

Thank you and best regards.

Yours sincerely,



5

Dan Jiang

Corresponding Author: Zhihai Liang, E-mail address: lzh@stu.gxmu.edu.cn

Appendix A :
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