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The manuscript has been improved according to the suggestions of reviewers:

1. Format has been updated

2. Revision has been made according to the suggestions of the reviewer

Reviewer #1.

1) comment 1. modify a bit the conclusions since you did observe some differences

Answer: We modified the conclusions at page 2, line 18 and page 8, line 10 and mark it whth
yellow bar like this:“In conclusion, a family history of IBD does not seem to be an important
predictive factor affecting clinical characteristics or disease course even if there is a more frequent

use of anti-TNF antibodies in familial CD patients compared to sporadic CD patients.”
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2) comment 2. In the title you might want to add may be "in Korea"?

Answer: We added the ““ in Korea” in title and marked it with yellow bar.

3) comment 3. You should address the different follow-up time in the 2 groups

Answer: We address the different follow-up time in the 2 groups at page 6, line 5 and mark it with
yellow bar like this:”’Median (min-max) follow-up duration in familial and sporadic CD patients
was 84 (24-312) and 36 (8-240) months, respectively (P=0.008). Median (min-max) follow-up
duration in familial and sporadic UC patients was 96 (12-240) and 60 (12-85) months, respectively

(P = 0.170)".

4) comment 4. discuss more the prevalence of IBD in FDR in Korea as opposed to western
countries

Answer: We stated the prevalence of IBD in FDR in Korea as opposed to western countries at
introduction part, page 3 line 17 and mark it with yellow bar like this :”In the first-degree relatives of
patients with IBD of Korean and western countries, the rates of familial IBD was reported to be 1.88 %
(Korea) and 5-18 % (western countries)™ "

5) comment 5. English needs to be improved

Answer: We revised our manuscript through English editing services by a native American.

Reviewer #2.
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1) comment: Abstract - be clear that cases are those that have a family history.

Be clear if this is first-degree relatives.

Answer: We inserted this sentence in Abstract part at page 2 line 5 and method part at page 4 line 7
and mark it with yellow bar like this: “Seventeen patients (2.5%) with CD and 27 patients (2.4%)
with UC were identified as having a familial history of IBD including the first and second degree

relatives.”

2) comment: intro - some more detail on past studies of IBD outcomes and family history

Answer: We stated more about past studies of IBD outcomes and family history in introduction part
at page 3 line 16 and mark it with yellow bar like this.

A family history of IBD was shown to increase the risk of developing IBD 10- to 15-fold in unaffected
first-degree relatives and three-fold among close relatives of IBD patients®®*!. In first degree relatives of
patients with IBD of Korea and western countries, the rates of familial IBD was reported as 1.88 % (Korea)
and 5-18 % (western countries)*®. Even if genetic factors are associated with familial 1BD,"? a family
history of IBD does not mean that all patients IBD share a specific gene, as family members of IBD patients
could be exposed to similar environmental factors!*®). Some studies showed that there were no differences in
clinical characteristics between familial and sporadic IBD [l Even if other studies demonstrated
differences between familial and sporadic IBD, there have not been consistent results™®*®, Despite several
studies of familial IBD, there is still insufficient knowledge regarding the differing characteristics between

familial and sporadic IBD.
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3) comment 3.: Methods: - need to be very clear who controls are = is this first degree relative or
any relative? if FH documented for all patients?

-Answer: In theintroduction part at page 2, line 7 and method part at page 4, line 9 we clarified the
“control case” and mark it with yellow bar like this: “For each control case, three times the number
of age-, sex-, and diagnosis year-matched CD and UC patients without family history of IBD

patinets were randomly selected in this case control study.”

4) comment 4: as this is retrospective, you need to be very clear how the mayo index and cdai
were calculated. If these are collected in all patients prospectively, it should be stated. Otherwise,
retrospective CDAI and mayo has not been studied.

Answer: Despite the nature of retrospective study, there were data about CDAI and partial Mayo
score of every IBD patient in our clinic using well-organized electronic medical database from
every visit of clinic since 2005. Therefore we had a data about activity index (CDAI and Mayo
score) of IBD patients at every visit. In addition, we had IBD cohort system in our hospital and
specialized nurse for IBD patients. They works for measuring disease activity of IBD and taking
history of IBD patients at every visit of patients.

We inserted this sentence at page 4 line 20 to to be clear how the mayo index and cdai were
calculated and mark it with yellow line like this:”” Mayo index and CDAI at diagnosis were calculated at

the time of initial diagnosis at the hospital.”
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5) Comment 5:Better definition for relapse would be need for change in medical therapy.
Answer: We added the definition for relapse in the method at page 5, line 14 and mark it like this.:
Additionally, change of therapies because of clinical aggravation was included in criteria of relapse

of 1IBD[Y,

6) Comment 6: Why mention of bechets?

Answer: Our hospital is the biggest center for treating patient with Behget’s disease and frequently
published the data about Behget’s disease compared with IBD™*?. In fact intestinal Behget’s disease
should be differentiated with Crohn’s disease because of similar lesion of colon. Even if Behget’s
disease and Crohn’s disease is different, the therapy of them is similar in the meaning of controlling
inflammation of colon. Therefore intestinal Behget’s disease was a kind of inflammatory disease of
colon in a broad sense. That is the reason why we mention the Behget’s disease in this study. In our

study we confirm of presence of Behcet’s disease in the family of IBD patients.

7) Comment 7: Results section should be shortened if all the details are in the tables.
Answer:
Answer: We shortened the result by deleting the sentence that explaining the details in the table 2.

We also mention the most important summary in the result part.



Baishideng Publishing Group Co., Limited

Flat C, 23/F., Lucky Plaza,
LR %N 315-321 Lockhart Road,
Jeaishideng® Wan Chai, Hong Kong, China

Sincerely yours,

Fouk

Soo Jung Park, MD, PhD, Professor of Department of Internal Medicine and Institute of Gastroenterology, Yonsei
University College of Medicine, 50 Yonseiro, Seodaemun-gu, Seoul 120-752, Korea

Tel.: +82-2-2228-1963

Fax: +82-2-365-2125

E-mail: sjpark@yuhs.ac

Reference

1 Park JB, Yang SK, Byeon JS, Park ER, Moon G, Myung SJ, Park WK, Yoon SG, Kim HS, Lee JG, Kim JH, II
Min Y, Kim KY. Familial occurrence of inflammatory bowel disease in Korea. Inflamm Bowel Dis 2006; 12:
1146-1151 [PMID:17119389 DOI:10.1097/01.mib.0000235094.01608.59]

2 Weterman IT, Pena AS. Familial incidence of Crohn's disease in The Netherlands and a review of the literature.
Gastroenterology 1984; 86: 449-452 [PMID:6693011]

3 Monsen U, Brostrom O, Nordenvall B, Sorstad J, Hellers G. Prevalence of inflammatory bowel disease among
relatives of patients with ulcerative colitis. Scand J Gastroenterol 1987; 22: 214-218 [PMID:3576128]

4 Monsen U, Bernell O, Johansson C, Hellers G. Prevalence of inflammatory bowel disease among relatives of
patients with Crohn's disease. Scand J Gastroenterol 1991; 26: 302-306 [PMID:1853152]

5 Yang H, McElree C, Roth MP, Shanahan F, Targan SR, Rotter JI. Familial empirical risks for inflammatory
bowel disease: differences between Jews and non-Jews. Gut 1993; 34: 517-524 [PMID:8491401]

6 Roth MP, Petersen GM, McElree C, Vadheim CM, Panish JF, Rotter JI. Familial empiric risk estimates of
inflammatory bowel disease in Ashkenazi Jews. Gastroenterology 1989; 96: 1016-1020 [PMID:2925048]

7 Peeters M, Nevens H, Baert F, Hiele M, de Meyer AM, Vlietinck R, Rutgeerts P. Familial aggregation in

Crohn's disease: increased age-adjusted risk and concordance in clinical characteristics. Gastroenterology
1996; 111: 597-603 [PMID:8780562]

8 Orholm M, Munkholm P, Langholz E, Nielsen OH, Sorensen TI, Binder V. Familial occurrence of
inflammatory  bowel disease. N Engl J Med 1991; 324: 84-88 [PMID:1984188
DOI:10.1056/nejm199101103240203]

9 Bernstein CN, Rawsthorne P, Cheang M, Blanchard JF. A population-based case control study of potential risk
factors  for IBD. Am J Gastroenterol 2006; 101: 993-1002 [PMID:16696783
DOI:10.1111/j.1572-0241.2006.00381.X]

10 Peeters M, Cortot A, Vermeire S, Colombel JF. Familial and sporadic inflammatory bowel disease: different
entities? Inflamm Bowel Dis 2000; 6: 314-320 [PMID:11149564]
1 Russell RK, Satsangi J. IBD: a family affair. Best Pract Res Clin Gastroenterol 2004; 18: 525-539

[PMID:15157825 DOI:10.1016/j.bpg.2003.12.006]
6


mailto:sjpark@yuhs.ac

Baishideng Publishing Group Co., Limited

Flat C, 23/F., Lucky Plaza,
THEE 315-321 Lockhart Road,

Jeaishideng® Wan Chai, Hong Kong, China

12

13

14

15

16

17

18

19

20

21

22

23

24

25

26

Inoue N, Tamura K, Kinouchi Y, Fukuda Y, Takahashi S, Ogura Y, Inohara N, Nunez G, Kishi Y, Koike Y,

Shimosegawa T, Shimoyama T, Hibi T. Lack of common NOD2 variants in Japanese patients with Crohn's

disease. Gastroenterology 2002; 123: 86-91 [PMID:12105836]

Kuwahara E, Asakura K, Nishiwaki Y, Inoue N, Watanabe M, Hibi T, Takebayashi T. Effects of family history

on inflammatory bowel disease characteristics in Japanese patients. J Gastroenterol 2012; 47: 961-968

[PMID:22382632 DOI:10.1007/s00535-012-0558-3]

Hampe J, Heymann K, Kruis W, Raedler A, Folsch UR, Schreiber S. Anticipation in inflammatory bowel

disease: a phenomenon caused by an accumulation of confounders. Am J Med Genet 2000; 92: 178-183

[PMID:10817651]

Dorn SD, Abad JF, Panagopoulos G, Korelitz BI. Clinical characteristics of familial versus sporadic Crohn's

disease using the Vienna Classification. Inflamm Bowel Dis 2004; 10: 201-206 [PMID:15290912]

Halme L, Turunen U, Helio T, Paavola P, Walle T, Miettinen A, Jarvinen H, Kontula K, Farkkila M. Familial

and sporadic inflammatory bowel disease: comparison of clinical features and serological markers in a

genetically homogeneous population. Scand J Gastroenterol 2002; 37: 692-698 [PMID:12126248]

Freeman HJ. Familial Crohn's disease in single or multiple first-degree relatives. J Clin Gastroenterol 2002;

35: 9-13 [PMID:12080219]

Russel MG, Pastoor CJ, Janssen KM, van Deursen CT, Muris JW, van Wijlick EH, Stockbrugger RW. Familial

aggregation of inflammatory bowel disease: a population-based study in South Limburg, The Netherlands. The

South Limburg IBD Study Group. Scand J Gastroenterol Suppl 1997; 223: 88-91 [PMID:9200312]

Feagan BG, Sandborn WJ, Mittmann U, Bar-Meir S, D'Haens G, Bradette M, Cohen A, Dallaire C, Ponich TP,

McDonald JW, Hebuterne X, Pare P, Klvana P, Niv Y, Ardizzone S, Alexeeva O, Rostom A, Kiudelis G, Spleiss

J, Gilgen D, Vandervoort MK, Wong CJ, Zou GY, Donner A, Rutgeerts P. Omega-3 free fatty acids for the

maintenance of remission in Crohn disease: the EPIC Randomized Controlled Trials. JAMA 2008; 299:

1690-1697 [PMID:18398081 DOI:10.1001/jama.299.14.1690]

Jung YS, Cheon JH, Hong SP, Kim TI, Kim WH. Clinical outcomes and prognostic factors for thiopurine

maintenance therapy in patients with intestinal Behcet's disease. Inflamm Bowel Dis 2012; 18: 750-757

[PMID:21618352 DOI:10.1002/ibd.21757]

Jung YS, Cheon JH, Park SJ, Hong SP, Kim TI, Kim WH. Long-term clinical outcomes of Crohn's disease and

intestinal Behcet's disease. Inflamm Bowel Dis 2013; 19: 99-105 [PMID:22508364 DOI:10.1002/ibd.22991]

Jung YS, Yoon JY, Hong SP, Kim TI, Kim WH, Cheon JH. Influence of age at diagnosis and sex on clinical

course and long-term prognosis of intestinal Behcet's disease. Inflamm Bowel Dis 2012; 18: 1064-1071

[PMID:21793128 DOI:10.1002/ibd.21833]

Park JJ, Kim WH, Cheon JH. Outcome predictors for intestinal Behcet's disease. Yonsei Med J 2013; 54:

1084-1090 [PMID:23918555 DOI:10.3349/ym;j.2013.54.5.1084]

Jung YS, Cheon JH, Park SJ, Hong SP, Kim T1, Kim WH. Clinical course of intestinal Behcet's disease during

the first five years. Dig Dis Sci 2013; 58: 496-503 [PMID:22899244 DOI:10.1007/s10620-012-2351-9]

Kim ES, Kim SW, Moon CM, Park JJ, Kim TI, Kim WH, Cheon JH. Interactions between IL17A, IL23R, and

STAT4 polymorphisms confer susceptibility to intestinal Behcet's disease in Korean population. Life Sci 2012;

90: 740-746 [PMID:22483685 DOI:10.1016/j.1fs.2012.03.017]

Jung YS, Hong SP, Kim TI, Kim WH, Cheon JH. Early versus late surgery in patients with intestinal Behcet
7



K Baishideng Publishing Group Co., Limited
Flat C, 23/F., Lucky Plaza,

(R X 315-321 Lockhart Road,
JRaishideng® Wan Chai, Hong Kong, China

disease. Dis Colon Rectum 2012; 55: 65-71 [PMID:22156869 DOI:10.1097/DCR.0b013e318238b57¢]



