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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 1> 1014, Azathioprine and mesalazine
used with steroid maintenance therapy were reported to be associated with sustained

clinical remission > 5171 In a study by Eric J. Mao et al. ['7], the patient was given a dose
1
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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. Pl, 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. ] 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. ] Investig Med High
Impact Case Rep 2018, 6: 2324709618765893 [PMID: 29619395 DOIL:
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. “(pagel 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)



7041 Koll Center Parkway, Suite

B al s h l d e n g 160, Pleasanton, CA 94566, USA
Publishing Telephone: +1-925-399-1568

E-mail: bpgoffice@wjgnet.com

3ui5hide“9® GrOllp https:/ /www.wjgnet.com

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/;.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,
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Appendix A :
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CASE REPMORT

A CASE OF CRONKHITE-CANADA SYNDROME MARKEDLY IMPROVED
WITH MESALAZINE THERAPY

Mppoko Takagura,® Hrros Apaci,* Nosuko Tsuomsasan* Em Mivazas ®
Yowor Yosuwma,* Karuoar Yosmoa,” Frvuen Onvo! asn Tarsuo Sawanad

Departmenis of *Gastroenierelopy, Serpery and ermaoiogy, Shisetka)-daini Hospial and *Depariment of
Fothatagy Tokye Womens Medical Dnnvernity, Tadpe lopan

‘We report a Slyear-old Japanese woman with. typied clinical manifesiatons of Cronkbete-Canads Syndmome (CCS) and
possihle novel restment modafity for ths disease The patienl was diagpoosed 2 CCS based on the presesce of several
dinical manifesiatons. such & & diffuse alopec:, nadl deformities, hypogeusa, pigmestation of =iim, and abhdominal
discomlion combined with dizrthes and wasisng, bn addition, she also had maltiple polypoid lesoms @ the gasirointestinal
(el tract. She was fird treated with hyperaimestation end cortioosteroid. Whale this combination therspy ssemed 1o
redurce several clinical mesifeststions, abdomisal sympioms and disrthes recurred with the beginning of ol swilbos
Endoscopy = histology showed that isfismesaiory changes remained, especially in the lower asiestine. Therlore,
mesalarine was siaried. A few days sfter this ey, ber cimical sympioms disappeared and the pobyposd ledons in the
large bowel completely resobed. [t was therelore pessible 1o restard oral satritson. We predict tat Ube administmison of

mesalarine might be one of the uszful iberapes for (CR

INTRODLICTION

Cronkhite—Canada  Syodrome (OCF), fimt desoribed by
Cronkhite and Canada in 1955, has meltiple dlinical mani-
festations, such as gastraintestinal (1) podyposis essocinlbed
wilh dizrrhez. and ecodermal chanpes induding alopecia,
onychodystrophia, kypopeusia and pigmentation. Since then,
4&'};:4:5“!1:5 reporied unii the end of 7002 in the world
[Seralure. Among them, 354 cases werne reporied by Japanese
groups. Whereas many trealment modalities for OCS have
been reponed we oflen have difficolty in the treatment of
many patients with this smdrome In the presenl study we
repor the effect of mesalorine in the treatment of OCS

CASE REIMORT

The patient is a 50-year-old Japanese woman. She is o medi-
cal doctor and has been under severe menlal stress, in par-
ticular for the past I years She first noted hypogeusia, the
wwelling af 1he mw?nhd.miml pain. and walery diarrhea
(1E-15 timesfday) in Febrmry 3002 The loss of hair, eye-
brows, axillary and genilal hair followsd in the mext 2 weeks
Pigmentation of the fingers, and thinning of the fingemails
followeed in March. In additian, she had st approximatedy
4 kg in a month. $he was admitied Lo Shiseikaidaini Haspital
on 18 Marh MKIX Her [amily and medical histosies were
wnremarkable.

Cornmpondean: Shokn Takshum, Hachioufi Gamminiedina Hs-
Hal, 177 ¥onme-cia, Hechicuj, Tokyos 192{F11, Japan
F‘.u.d:d.rﬂuﬁiﬁ!..mm

Becuived 11 Apeil IY; moacplesd 7 oy 3000,

On physacal examinabion, vilal sigos were within normal
ranges A 10 weighl leex from her ideal body weight wus
indicated Her scalp revealsd alopecia (Fig. La). Eyebrows,
axillary hair and pemilal hair were bosL The edae of her
iongue was swollen with los= of papilla (Fig 1k} Fingers
showed pigmeniation. Fingemnails ond loenails revealed
marked onychodysirophy, and ke nail paleiie were panly
exfoliated {Fig. Ic) Tendernes in the epigmsinom was
remarkable.

Hezr bbaralory dats are semmarized in Table L. ln bricl,
hemoglohin concentration was 14,6 g'dL and white blood cell
count was MO mm’. Tolal protein level was 5.2 gidl, with
32 gfdl. senem afbumin. Cholinesierase was decreased Lo
0553APh, sugpesting malnutrilion. Liver, pancreas and kidney
fenction Lzsis werz normal. Potoscium levels decreased o
11 mFEgl. Urinary prodein was negalive. A siool specdmen
was positive for cooull blood. Serum tests including immuno-
ghobulin, copper, zinc, and iroa, and hormmone studies af thy-
raitl, and adrenal gland afl revealed almios) normal Gndings
T educidate bher Gl Fanclion, the fallowing absorption Lests
were performed. & Gl clearance of al-antitrypsin was ele-
vated ab 575 mlfday (mormal range < 13 mbAday). A Do
xylome shsneption best decreased 1o 05 g5 h. Sudan [T sain
was positive. Scintigraphy Iu.':i.nlg & bechnetiums-Mm-labeled
human albumin demonsimled the leakage 1o the GI tmd.

#An opper (] endoscopy showed red carpet-like polyposis
an edematous mucesa throughaool the siomach and doode-
num (Fig 22} Coloncscopy revealed small sessile polypasis
from the terminal ileum 1o the rectum {Fig. 3a). A biopsy
spocimen demomsirated pit disioetion and dilatation, and
szvere edema wis recogrized in the thickened stroma of the
lamina propria ssodated with inflammalory cells it
ahmcesses indicabed evidence of acote severs inflammation
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SUOCERSFUL MESALAFINE THERAPY FOROCH ]

Fip. X Upper gustrointesiznal (G} endoscopy. (a) Beifore
treabmenk red t-like polyposs on sdenomaloes mecosa @
the stomach. (b Afier conticosternid =ad mesalarine thempy
mme polypasis remaining in the stomach.

(Fig 4a) A biopsy specimen from the terminal ilewm dem-
onstrated mildly edematous stroma with inflammatory cell
imfiltration containing neutrophils with ol erosive change
(Fig- 4} A biopsy specimen from the colondc mucosa. dem-
onstrated crypt disiorlicn and dilatation resembling Lhe
change in the sipmach. Thick inflammatary cells composed
of lymphocytes had infiltralad the stroma of the lamina pro-
pria. Also, crypl abscesses were indicated (Fig 4&d). These
features, both of endoscopic and histological examinations,
are compatible with the desic eclodermal changes of (OS5
Further examinations of the small imestine were nod per-
formed, due 10 the patienl’s refusal

Adler ndmistion, intravenoos transfusion of predaisolone
(P51} wes initialed 2t & daily dose of 3 my logether with
hyperalimeniation. She imilially responded well Lo this oom-
bination therapy The frequency of dinrrhea decreased 1o five
times ar less 2ach day, and her bodvweight gradually recos-
Fis L Fciodarmal changes befors azy treatments {3) [iFuse  ered. Hyposeusia, slopecia and deformities of the fingemails
ulopecia (b} changes of the tongue, swelling with o of papilla, ol resabved. After P31 was then pered o 25 mg daily,
ic) exfolinled Anpemail. elemental diet (1Y) therapy (BD g daily) was staried. Witk

Tabde 1. 1aborsinry dals oo sdmeson

Urinary fe=t Blood chemedry Hormone
Protesn {-) TE 5.2 gidl. TEH 03 pIllimL.
iluooes [ Adh "'J E.I'nﬂ e 3.2 ppimL
Stool Lest Tl Eﬁ,l HES L4 npidl.
Oiccult bood 4] AST 21 ILRL ACTH 0.9 pyiml.
Swcan 111 1+ ALT I ILKL Cartisol H Sppidl.
ChE 055 aPh IT-OHCE 07 mg/dL.
BLIN 4.0 mgidl. LCrasirin 135 ppimL.
Hiood amalyss Cr 04 gyl Immune Lest
WBC A0V Mau 141 migfl. IE{: 0 mpfdl.
R 4 = HYmm® K 11 mEqidL 132 mpfdL.
Hih 14.6 gl i Eé mig'dL. égih{ 55 mgidl.
Ha £L7 Ee 192 paidl. 41 Miiml.
AL 17.5 w 10" mm™ Cu o p:hl. 04 eyl
ESH I* 5 mm £n E] ppdl. Et 202 me/dl.
CHEF 0% gyl ANA ]
DMA < Bl
Tamor marker Absorplion losi
CEM 1.2 mg/ml. ol-antitrypsin 572 mlSiday
CA 199 EE L¥ml. -mylosz L5p5h

ALT, alanisr sminotremdic s AST, mperisie iramsfooss, LN, blood wes ritemgers CRF, C-nesd b protsie CFA&, cecisnembryenic antisn.
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