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Dear EdittL

T h a n k  y o u  F o r  y o u r  k i n d  e m a i l  l e t t e L  r e g a r d i n g  a b o u t  o u r  m a n u s c r i p t  e n t i t l e d “C l i n i c o p a t h o l o g i c a l  s t t d y  o f

primary biliary cirrhosis with interface hepatitis compared to autoimmune hcpatitis''(manuSCript No.3843).

W e  h a v e  r e v i s e d  o u r  m a n u s c r i p t  t t t i n g  t h P  E d i t o r ' s  a n d 伸中 R e v i e w e r s ' k i n d  a n d  t h o u g h t f u l  c o m m e n t s  a n d

suggestions into consideration.We are sending a revision package to the Managing EditoL、 vhich includes a sheet

of answe点 ng report with the poillt―by―poillt responses to the Editor's and hvo reviewers'comlnents,a revised

manuscript as a tcxt fllc and flgures. In tlle following responses,the colnlnents and quettes of the editor and

reviewers are sho、vn by blue coloL and ollr polllt―by―point responses are sh。、vn by brown color and the revised

patts are shown by red colo■ln the revised lnanuscript subェlitted,revised parts were showll by coloL‐

W e  t r u s t  t h e  r e v i s l o n s  o f t h e  m a n u s c r i p t  a r e  i n  O r d e n  W e  a r e をl a d  a l l d  g r a t e 的1  l f  t h i s  r e v i s e d  p a p e r  w o u l d  b e
accepted for ptlblication onyourjourrlal,Worid Jourllal ofGastroenterology.
Illank you very lnuch for your kindness and cooperation in advance.

P l e a s e  i n d  e n c l o s e d  t h e  e d i t e d  m a n u s c r i p t  i n  W o r d  f o l l l l a t ( 丘l e  n a m e : 3 8 4 3 - r e v i e w ' ) .

Title:Clinicopathological sttdy of pttmary blliary cirhosis with interface hepatitis compared to autoimmune

hepatitis

Author:W1lo Kobayashi,Yuko Kakudtt Kenichi Harada9 Yasunori Sato,MOtoko Sasakl,Hiroko lkedtt MIitsuhiro

Terada,MIunenori MIllkai,Shuichi Kaneko,and Yasuni N水 狐ulna

Name ofJournal:″ う/″乃材″α′ゲ C容 ね92″姥脅lo観

ESPS Pralluscript NO:3843

The manuscript has been imprOved according to the suggestions ofreviewers:

l Foェ11lat haS been updated

2 Revislon has been lnade according to the suggestions ofthe revie、vers.

To Editor:

(1)We attached here a language certiflcate by a professlonal English language editing cpmpany.

(2)As forttip co車,we added them in the revised manuscript(Page l).

(3)As for core tip,we added itin the revised manuScript(Page 4).

(4)As tt the citation ofreference in the manuscttpt,we marked all ofthe c■ation in accordance with the follllat in

血e revised manuscttpt,The following is an exalnple.

I n  t h e  r e v おe d  m a n u s c r i p t , P a g e  S l h e  2 - 3 :

Primary biliary cirhosis(PBC)iS Charactettzed by the progressive destruction of interlobular blle ducts(chrOnic



noIIsuppurative destructive cholangitis)and frequent anti― mitochondrial antibodies(AWhs)in thC SeruIIlい
も〕
.

(5)As for the revision in the reference,we added PubMed and DOI citation ntlmbers for the Feference list`Please
see the reference in the revised ttanllscriptt The following is one exalnple.

1.Poupon R.Primary biliary cirFhOSiSt a 2010 update.J Hepatol.2010;52:745-58.doi:10.1016巧 jhep.2009.11.027.

PMID:20347176

To Reviewer No,01314鶴 5:

MttOr COlllmentS

(1)The investigttors have not achieved yotlr desired goal.

Ollr respollses

Thank you very much for your critical comments.

Our goお ofthis sttdy is,of collrseゥto olarify whether the ptthogenαic mechanisms ofhepttitic activtties ofPBc

with AlH featllres,pa減lularly inteme heptttis,is dittrent from or identical to those ofAIH.So,we exarnined

three issues for this goal,which are showllin the last para3raph Ofthe lntroduction secdon,as followst

l)TO eXarlline simllarities and dittrences in interface hepatitis alld the lobular changes in AIH and PBC with

interface hepattis.

2)To compare the subtypes ofinil廿 筑ing mononuclear cells in inteface and lobular hepatitis in ATFtl and PBC

with interface hepatttis,

3)To correlate such histologic and immunohistOchemical features ofhepatic necttinnarlmation with the clinical

and iaboratory feattres ofthese two BroupS・

We think that the above‐ mentioned aims were carefully examhed and conducted clinicopathologically and

immunohistochemically in this sttdtt alld that the reasonable results were obtained as described in this manuscipt.

These resutts were not conclusive whether the hepatitic activitics ofPBC tttth ttterface hepatitis werc identical的

AIH,or that the former was cottpletely dirFerent from ttne latten ln this context,we could nct have achieved ollr

desired goal,as you pointed out.HoweveL this study raised several important points which are discussed in the

discussion section.In ttlis context、vhile we have not deflnitely achieved otlr desired goal,せlis study guarantees

the mrther studies which may more dearly ciaritt the similarities alld direrellces of the hep証北ic phenOmena

between PBC with interface hepatitis and AIH.

mttinOr commen偽

(1)Dia揮 losis criteria ofPBC slould be addressed.

Our resPonseS

Thank you for your nice comment.We made a diagnosis of PBC histologically in the patients wlth compatible

laboratory and se的10gic andings with PBC.Other hepatoblliary diseases were excluded in these cases.We added

the following sentence and one referettce for a diagnosis ofPBC in the revised nlanuscript,as follows.

Matedals alld MethodS,

Revised Hlallllscript,Page 6 1ine l-3 from the bottoEl―Page 7 1illle l:

dia340Stic feates of PBC[1〕 and AIH typc I[1°'121,reSpectively.Regarding a diagnosis of PBC,when his的 lo8tCal

ch回lges compatible wih PBC such as chronic cholangttis and/or bile duct loss were found in the patients with elevation



of biliary enttmes and ser。10gical data compatible witt PBC,such cascs were diagnosed as PBc and hcluded in this

sttdy Other hepatObiliarry diseases were excluded h these cases.No patiett had a……

(2)Since titers of ANA and AMA are not correlattd witt disease severityt it should be assessed as postive or

negative.

Our respoEISeS

Thank you～ r yOur nice comment.Accordingtt We resevaluated the disease seve五 ty with AMA or ANA

posttiv市ity but not witt their titers in tte revised pape■We combined ANIA and M2 as oneitem as AMA or M2,

because only either AlVしへorふ江2,not both,、vas exalnined in several hospitals for a serological diagnosis ofPBC.

In the revised papeL we evaluated the deぴec Of interfaCe hepatitis and that of inflitration of lnononuclear cells

positive for CD3,CD38,IgQ orIBM betteen the pos瓶ve cascs and negative cases for AMA or WE2 and ANA,We

FeWiSed Table 4,and deleted Table 5B,and newly added Table 6 in the revised manuscdpt,Please see thesゃTables,

There were no direrence in the degree of interace hepatitis and the deBree of mononuclear cells iniltration

between the patients positive for and those negative for AWIA or W骸and ANA in PBC and AIH.This data was

shown in Table 6 in the revised manuscnpt.

There were also no direrence in the positivity ofAMh or M2 and ANA betweetl lgい 。ell‐inflitration dominant

alld lgM+cell血 altration“dominant groups in PBC.This was shown in revised Table 4 in the revised manllscrlpt.

We rewrote the relevant parts in the revised paper as belowi

Materials and methods,

Revised Hlantlscript,Page 7 1ime 3-4:

The main clinicopathological and laborato:y flndings ofthese cases are shown in Table l.As for AMA postivi軌

AM碑 aゝnd/or M2 were evaluated in a combination in individual cases.

Resllits,

Revised lnanuscript,Page ll line 2 from the bottorEl:

一とwhich suggests tBt PBC in grOup B may share more features with AttH.There were no corelation in the

positive ratio ofANIA or M2 and that ofANA behveln these想 戸o groups.

Revised lmamuscript,Page 12,last paragraPll:

attr2rattθ"ぅαルを夕″泌彪 4o,】 江″α″″ノ智じ4″θs赫 伊 α″″協を`確ど,agロダ挽彪挽 CC力?伍 比お ″″″,比海肋町あθ″ザ

初 ″θ″″9 たa r  C c ここs P o s 約こJ けr  o D F , C D J あ/ g q  α″″」呼路 T h e r e  w a s  n o  d i f e r e n c e  i n  t h e  d e r C e  O f  t t t e r f a c e  h e p a t t i s

bdwccn AMA or M2 alld ANA poshve and negative groups tt both AIH and PBC(Table 6).There was also no

d i r e r e n c e  t t  t h e  d e g r e e  o f  h a l t r a t e d  m o n o n u c l e a r  c e l l s  c x p r e s s i n g  C D 3 , C D 3 8 , I g Q  o r  l g M  a t  t h e  i n t e r f a c e  b e t w e e n

AMA or M2 positive and negative 3Toup tt PBC or bcmeen the ANA pOsitive and negative gttup ttAIH.

Disctlssloll,

Revised nlanuscript,Page 15,2五 d Paragraph:

More than 90%of PBC pttents are AMA‐ poshve,and more than 90 0/O of AIH patients are ANA― poslive[1■
21,221.

These antibodies h4ve been considered tt be important for the dia3nosiS OfPBC anJ AIH,though ther pathogenic roles

in hep航ocellular ttwieS arc spcculativc.This study fowd no difFerence in thc degree ofi』ゅrfaCC and lobttar hepatitis

or mononuclear cell iniltration at the interface irrespective ofan AMA and ANA posttiviけin PBC and AIH.Therefore,

並appears likely that ANA and AMA have no dircct inauence on illterfacc and lobuiar hep航瓶s.While ANA例ld AMA



may Jay a Ю 降 血 hep航ocwe tt ChOlan」ocyte ttuypL 23L meSe autoantめodes arc not neccssantt linkCd to thc

severity and pathogenesis ofPBC and AIH[22-27],which was supported by the resultS Ofthis stutけ

(3)Although you selected activity scores more than 2,score l in PBC were included.

Our resPollSes

Porta1/peripoF協l activity score l in PBC means no interFace heptttis,In this sttdL we compared PBC with

interface hepatitis with AIH.AlH is always characterized by interFace hepatitis itseli So,inclusbn of PBC wi血

SCOFe l may simply compare with PBC with AIH,In this context,we did■ otinclude pBc caseswith score l and 0

in this sttdン To make ciear ollr purpose of this sttdy and avoid misunderstanding,we added the following

sentences ttid ttwrote the matettal and method section as follows.

PIaterials and lnethods,

Revised Hlalluscript,Page 6 1ille 8-17:

Selection of Patients with PBC and AIII and tissue prepar21tion

ln this sttdL we tried tt compare PBC wtth ttterface hepatitis wth AlH,and we selected PBC patiettts with interface

hepatitis,by adopting Batts and Ludwig's scoring syste血[1・In this system,the activi呼Of pttripo■al(intCrface)alld

lobular inaammation was scorcd semiquantitatively in routinely prOccssed scctions;pOrtayperゃortal activity score 0

(■One Or ttinimal activity),l Φortal indammation only),2(mlld intcrface hepat北お),3(moderate nterface hepatitis),

alld 4(severe hte対施e hepattis),and lobular activitt sCOre o(■onc),1(innammatory cells,but no hepatocell■lar death),

2(focal Cell deathP,3(severC fOCal cell卜dcath,conduent necrosis without bridging),and 4(damage incluchg bridging

necrosis),We c01lected liVer specimens PBC with porta1/pcriportal activity scoresと2(Fig.lA,3)。     ｀

P a t i e n t  c o l l e c t i o n : A  t o t a l  o f  8 4  1 i v e r  n e e d l c  b i o p s i c s  w e r e  u s e d  t t  t h i s  s t t d ンT h e y  c o n s i s t e d  o f 4 1  p a t i c n t s  w i 血

(4)Nonparamettic analysis should be perfolllled.

First of all,we perforIIled acttally nonparametric analysis in ttiS Studyc Probably because of our insufrlcient

description and presentation,we are sorry that you got a wrong in俺 中retation.We used Mann― Whimey umpaired

test to detelllline the difもrence bemeen椋 ⅣO groups.Accordinglン みwe added the rnedian ofdatas in Table 3)4,6 in

the revised manuscriptゃ We rewrote Figure 2 to show the median of each scores.We perfoHned Fisher's exact

p r o b a b i l i t y  t e s t  t o  c o m p a r e  t h e  d i S b r e n c e  O f  p o s i t i v i t y  r a t e  o f  s e r u l n  a u t o a n t i b o d i e s . P i e a s e  s e e  r e v i s e d  a n d  n e w l y

added Table 3,4,6 and Figure 2.

PIaterials and Meth6ds,

Revised lmanuscript,Page 9,last paragraph:

Statistical Analysis

All statistical analyses were perfomed usl曜JMP SOttare(verS10■8.0,SAS Institte Japan,恥kyo,Japan)。Values

were expressed graphically as the mean tt standard devi筑lon(SD)and median.雛 atistical difFerences between groups

were determined ushg a two tailed M伽 二Wttmey ullpatted test alld Fisher's exact probabiliけ test With 95%

conndence intewal(CI).The corel航 lon coettcicnt of2 factors was evaluated using SpearIIlants rank corelation test.p

values of<0.05 were considered signiflcant.

Figure Legends,

Revised lllanuscript,Page 20,2nd Paragraph:

Figure 2.Comparison of necrohflammation in autolIImune hopatitis(AIH)and primaly biliary cirhosis(PBC)With

interface hepttitis.

A:The scores of inttrface hepatttis(IFH)wcrC nOt signiflcantly diIFerent between PBC(2.49± 0.64)aIId AIH(2.74土



0 . 6 6 ) ●= 0 . 0 5 9 9 ) b e C a u s e  P B C  c a s e s  w i t h  I F H  w e r e  c h o s e n  f o r  t h i s  c o m p a r a t i v e  s m d y  w i t t  A I H ; B : T h e  s c o r e s  o f

lobular hepatiis(LH)were higher h AIH(2.58± 0、70)than in PBC(2.22■ 0.61)o=0.0003);C:The scOres of

h e p航伍c  r o s e t t e  f o r m a t i t t  w e r e  h i g hげi n  A I H ( 0 . 5 5±0 . 8 3 ) t h a n  h  P B C ( 0 . 1 7±0 , 4 4 )●= 0 . 0 1 3 4 ) D : T h e  s c o r e s  o f

e m p e Fお0 1 e S i S  W e r e  h i g h e r  i n  A I H ( 1 . 0 0±0 . 9 6 ) t h a n  i n  P B c ( 0 . 3 2±0 . 5 2 ) o = 0 . 0 0 0 3 )。( H o五Z O n t a l  b a r s  o f  t h e  g r a p h

show the median scoresガ p<0.05,中
ネ承
p<o,001 in the Mann Whitlley test)

(5)ConclusiOnそ re too long and should be condensed,

Our respollses

According to your suggestlon,、 ve rewrote the conclusion tteny as bel。 、中1

E)iscusslon,

Revised lnanuscript,Page 16 1ine l― :

In concluslon, 糸 封鱗劇路F■49pα 傑有s戸<狂npe高 ゃЮttαtts戸ギピklキx碁鴻注主急)J<渇 eJ縛‐導磯巨コaおも間卜丼MttК>=B3deゃ 祥ヽ卜事JttC■丼ttth

卒=HkttFSbKメelLx:FにIBH虜モトモ辛封arr 占ヽ争,μヽこ羊峯.とヽAにb占4c>宅率コe・為回Hヨ卑tFa熊キ (】 nrcttBくこ対Eメ3=卜丁HC】 E>4卜|すJ (〉 =) 蛭卜+弓 「3日lC卜くこ料EX3卓卒寺
‐=I単o庄lc】 ユモH31etu卜く) e41s.、中 (】 白じ

wx河 麟想熊始十森楽圏笛油1le the immunophenOtypes of inflitrating cells at the interFace and lobular hepatitis in

AIH and PBC with interttce hepatitis appeared to be simllar9 the precise mechanisnS of hepatocellular lnJuries

m t t  n o t  b e  i d e n t i c a l . M o r e  s t u d i e s  o n  t h e  p r e c i s e  m e c h a l l i s I I I s  o f h e p a t o c e l l u l a r  i t t u r i e s  i n  P B C  a r e  n e c e s s a r y的

d i s t i n g u i s h  P B C  w i t h  i n t e r f a c e  h e p a t i t i s  t o m  A I H .

C)There are a smali number oftypot

Ottr respO■ses

W e  c o r e c t e d  s o m e  w o r d s i n  t h e  r e v i s e d  m a n u s c t t p t . T h a n k  y o u  v e r y  m u c h  F o r  y o u r  n o t i o n ,

(7)Language evaluation:Grade B(minor ianguage polishin9

our resPOllSes

This revised manuscttpt was p的OIttad by a pro角ssional English language editing Oolnpanye.

To reviewer No.02447091

Ma30r comttents The rauthors disctlss Clinicopathologlcal difttrence between interface and lobular hepat■ls seen

in PBC with interface hepatitis and AIH.They conclude thtt the iIIlmunological mechanism in both disease

entities is simllar but that ofhepattcyte ttLlries may be direrent,suggesting that autoimmllne feamres obsetted
i n  P B C  w i t h  i n t e r f a c e  h e p a t i i s  m i g h t  n o t  b e  d e r i V e d  f r o m  t h t t o v e r l a p  O f A I H .

Minor comments

(1)Page l,line 4.Running titに should be“ AIH and PBC with interface hepatitis",1ぃ tead of“ interface

hepat■is''.

(2)Page 19,line 5.``J Hepatol.199130:394‐ 401.".should be``J Hepatol 1999;30:394-401.

( 3 ) P a g e  2 2 , l i n e  1 6 . T h e r e  a r e  n o  l g G  p r e d o m i n a n t .…. . s h o u l d  b e , T h e r e  a r e  n o  I B M  p r e d O m i n a n t .…。   ・



Ourとぃ"nsPs,l   r
Thank you very mwh for your kind advゃeS and sttstiOnst We have correcttd woros tt you pOinted Outおd

PleaSe see the revlsed lllalluscript.

A抑 L thank you verywmuch for yollr ttd and thoughml・。mments.

SinOerely you時,

勿
Mio Kob羽 蕊 ,MD              I

Dゃpament OfHmall Pathology

KANAZAWAUNIVERSITY GRADUATE SCHOOL OF MEDICINE

帥 13,1,印 aZawa男 0-8密 0,JAPAN

FAX 076-234-4229 KJapanJ       、

TEL 076-265‐2195KJapan)ゥ
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