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DearEditor′

Pleasefindendosed血eeditedmanuscriptinWbrdformatPenamewjh2012r1654eview・d∝）．

Title：Differentialexpressionofhepaticapurinic／apyrimidinicendonucleasel′aDNArepairenzyme′

inchronichepadds

Author：ShinkhiSumlyOShi′YoshimasaKobayashi′KnyaKawamura′KazuhitoKawata′Hirotoshi

Nakamura

ManuscriptNo：Wjh－2012－165－reView

Themanuscripthasbeenimprovedaccordingtothesuggesdonsofreviewers：

1・Formathasbeenupdated

2・Revisionhasbeenmadeaccordingtothesuggestionsofthereviewer

（1）InMaterialsandmethods′Patients・
”4”normallivertissuesamPleswereobtained…‥ShouldbeJ′Four′′normallivertissuesampleswere

obtained．．．．．

→IcorTeCteditaccordingtotheSuggeStion・

（2）InMaterialsandmethods，Pa也ents．

Allpadentsgaveinformedconsentforliverbiopsy・Thisdoesnotmakesense．

Allpadentsreceivedinformedconsent…‥”

→Icorre〔tedita〔COrdingtothesuggestion・

（3）InMaterialsandmethods′Pa也ents・〟ThestudywasperformedinaccordanCewiththeHelsinki

Declaradon・′′Pleaseaddrekrencesoryears・

→Iaddedtheyearsinthemanus⊂ript．

（4）InMaterialsandmethods′Liverbiopsies・JJHistologicalcharacteristicsofchronicviralhepatitiSand

AlHwereevaluatedusingthestandardcriteriaproposedbyDesmet・′′Pleaseaddreferences．

→Iaddedthereferencesinthemanuscript・

（5）InMaterialsandmethods′Liverbiopsies・〟PBCliverspecimenswerestagedaccordingtothe

PrOPOSalofLudwig：′Pleaseaddreferences・

→Iaddedthereferencesinthemanuscript．

（6）．InMaterialsandmethods′Liverbiopsies・
〟A portion of each samplefrom69patients（30chronic hepatitis C′27chronic hepatitis B′6

autoimmunehepati也S，6primarybiliarycirrhosis′4normallivers）〝．Thereviewerllnderstandswhat

theauthorswouldliketoshow．However′aSin〟Materialsandmethods′Patients′Theinclusionof73

Patientsin血isstudy′”69shouldbe73・

→Icorrecteditaccordingtothesuggestionasdescribedintherevisedtext．

（7）Indiscussion・’’Inthiscase′WeWerenOtabletoidentifythecorrelationwi血APE－1asHBX（not

Shown）′but′fromapastreport′aSforAPE－1，theremaybecardnogenesisandcomection．′′The

grammarShouldberechecked．

→IrecheCkedandimprovedita⊂COrdingtothesuggestion．



（8）In血isstudy，therewasnotacorreladonofiron－relatedserumfactorandexpressionofAPE－1

PrOtein・Inotherwordstherewerenotthedataindicatingtheassociationbetweenironandoxidative

StreSS・Havetheauthorsexaminedtheirondepositioninhepatocyteandcomparedthereladonship？

→I wouldlike you to reconsiderthis point because we have made extensive dlangein the

discussion．Idon－tthinkthatthedataLanddiscusSionregardinglrOnParameterSaLreneCCeSSarylrL

thisrevisedpaperconsideringthecorLteXtinthediscussion．

（9）APE－1proteinandmRNAexpressionshowedareduc也oninHBVpatientscomparedwithHCV

Patients・AIso8－0HdGexpressionshowedareducdoninHBVpatients．Indleintroducdon′theauthors

Statethat ROS mediate and enhance APE－1expression and activity′While API三1controIsthe

intracellular ROS production by negatively regulatingthe activity ofthe ROS－related guanOSine

triphosphatehydrolase（GTPase）・Takeninto〟ROSenhance APE－1expressionand activity”′Less

OXida也Vestresscauseslessexpressionof8－OHdGandthereby′lessexpressionofAPE－1inHBVthan

others．HavetheauthorsexaminedtheROSorthelevelsofoxidadvestress？

→ItishardtomeasureROSlevelsinthefrozensamples．8－0HdGisoneofDNAmodifiedROS．We

examinedintracellularstatusofoxidativestressuslnglmmunOhistodlemiCalanalysisfor8－OHdG・

（10）Theconclusionthatpadentswithchronichepa怯鮎BviruS（H13V）inLec也on′nOtChronichepattisC

Virus（HCV）infecdon′ShowedreducedexpressionofhepaticAPE－1and8－0HdGcomparedwi血

normalliversandtheo血erchronlcliverdisease・Thisisunderstandableasaphenomenonoccurrlngm

these chronicliver diseases・Hepatic APE－1and8－0HdG expressions may undergo differential

regulationinchronicHBVandHCVinfection・DownregulationofhepatiCtheseexpressionsmay

COntributetothedevelopmentofhepatocellularcarcinoma（HCC）inchronicHBVinfeCtion・Thismight

beoneofthemecha］血smsinvolved．ButhowaboutinthecaseofHCVwhichalsocausesHCC？Ifthe

OXida也vestressislessinHBVthanOthers′API三一1and8－OHdGmightshowlessincrement・Howhave

theauthorsconcludedthecausal－relationshipsbetweenROS′APE－1′8－OHdG′andcarcinogenesis？

→InouroriginalversiorLWeShowedthatpatientSwithchronichepatitisBviru＄（HBV）infection

reducedexpressionofhepatiCAPE－1and8－0HdGcomparedwithnormallivers．ItdoeSnOtmake

SenSe，SOWetriedtodoinnunohistochemistryfor8－0HdGinnormalliversagain．Wegotthedata

asdes⊂ribedinthetextandfigtu－e．Andwehavenadesomechangesintherevisedtextandfigure．

TherevisedtextinCludessomediscussionregaLrdingthecausal－relationshipbetweenAPt三一1and

⊂afCinogenesis・

3・Rejtrencesandtypesettingwerecorrected

Thankyouagain丘汀Pu址血i喝OurmanuSC＊ptindleVMdhunw14n画toTVIc即・
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