
4  

1shownthatthepresenceofanti－GORisalmostrestrictedtoanti－HCV－POSitiveindividuals  

2（14，15）．Thesequenceofthe・GOR（GOR47－1）epitopehasapartialhomologywiththe  

3 HCV－enCOdedcoreproteinsequence（17）；bothsequencesshowahighconservationof  

4、reSidues esseptialfor antibodybinding（34）・Antibodies against GOR are  

anti－GO  5 detectedamOngPatientswithovertHCVihftction（6．16，21，31）・Thus，  

6 beanantibodyspeci丘cal1yrelatedtoHCVinfection（15，16）・  

7  0ntheolhcrhand．thercislittlcevidcnccofa  

8 andGOR▲inhumanbeings（13）．However，beca  

and autoimune  a山0血血ne血sorders（2  9 ex血epa仕c   
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With、inflamatorycondidorlSthat  10 bepa止血（15）血epm治enee【Ofs  

bcru1ed－Out．Prior sludies have  1l couldinterferewith  

ofindividualswithchfohicIiverdisiase  12  buれd■an  

noneofthtsehavepreviouslyinvestigaledth猷prese魚Ce 13  butw  

odatcthcrcarenodatarcportingonlhcdctcctionofanli－GORin  

HCV脆don．  

detected  Theaimsofthiswo止hムvebeentoinvestigatewhetheranti－GORcanbe   

intheseraofoccdtHCV－i血tdpatientsaJldtoassessthediagnostics卸i丘canceof  

18、GOR－antibodyassaylnOCCultHCVinfection・  
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5  

18 reftrredclinicalorbiochemicalhistoryofacutehepatitis．   

19  Controlgroupsincluded：l10patientswithchronichepatitisC（Seru皿anti－HCV  

20  

21 patientswithcryptogenicliverdisease（serumanti」HCVandHCVRNA－negativeandliver   

22 HCVRNA－negativebutabnormaltranSaminasevalues）；35patientswithnon－Viralliver   

23 disease：10withautoimmunehepatitis，10withprimarybiliarycirrhosis，5withalcoholic   

24 hepatitisandlOwithsteatosisorsteatohepatitis（auwereliverHCVRNA－negative）；and  

25   



150patientswithchronichepatitisB（al1serumHBVDNA－POSitive：15hepatitisBe  

2 antigen－pOSitiveand35anti－HBe－POSitive）・The study was approved by the ethics  

3 comitteeoftheinstitutionandwascondtictedaccordingtotheDeclarationofHelsinkion  
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18 withGORl氾atedwe11sforlhat370C（100LdNe11）・Wellsヤerewashed丘vetimesas  

19 aboveandincubated（1hat37′。C）withhors占radidlPerOえidase－C6tjTgatedrabbit  

20 polyclonalanti－ht皿anIgG（DakoCytomationA／S・Glostrup，Denmafk）dilut由1：1（拇0  

21blockingbffer・A鮎r washing as．above wdls w占re reactdfor30min atroom  

22 temperatureinthe darkwith2，2，－aZinobis－【3－ethylbenzthiazolinei6－Sulfohic acid］－  

23・diamm。nium去alt（ABTS；Pi＆ce，Rodtfbfd，m）andtheabsoibahcevalueⅡ脱Sured 

24 nmwithareftrenceat620nm・Asample伽asconsideredreactivetoIgGanti－GORifthe  
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7  

1 absorbancevalueexceededthemeanabsorbancevaluesof20non－eXPOSed，HCV－negative   

2 healthyvolunteersplus丘vetimes the standarddeviation・Typicalcuト0ffvalues were   

3  belowO．11absorbanceunitsat405／620nm．  
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17 coagulationat370C，Centrifugationandincubationofserumat40Cfor24to72hours・  

18  Statisticalanalysis・ResultsYereanalyzedbynon－ParametrictestsusingtheSPSS  
t  

19，PrOgram（version9・0；SPSSInc・，Chicago，m）・Thechi－SquareteSt（OrFischer’sexacttest  

20 whenapplicable）wasusedtocomparefrequencies・Correlationsweredoneusingthe   

21 Speam，srankcorrelationcod瀧cient・Al1Pvaluesreportedaretwo－tailed・  
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1 RESULTS  

2  Twenty－tWOOf申el10（20％）patientswithoccultHCVinftctionhadIgGanti－GOR  

3 detectablei皿theirserum・Thesp∝i丘cityoftheIgGan由一GORantibodydetectionwas  

shownin缶gurel・Thus，pre－incuba  4ノ demonstratedbypeptideinhibitionassayas   

5 serumSamPleswiththeGORpeptideresultedinadecreaseofmore  

6 al）SOrbanCe，ValuesofIgqantiーGORdetection，Whereasless  

7．fo1lowing．pre－incubationwithanirrelevantPeptide・  
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16 mitsasde＄CribedinMaterialsandMethods・JTbe”goldstandard”toevaluatetheaccuracy  

17 0ftheIgGanti－GORtestwasthepresence・OfhepaticHCVRNAthathadallowed  

18idendfyin写OCCultHCVinfecdon・muS，theIgGanti－GOkassayshowedvaluesof  

19JspeCificityaJldsensitivityofl00％and20％・reSPeCtively・amOngOCCultHCV－infected  

2d p適entse，a．Simi1arly，thepredictivevalues（positive，PPV；／negative，YNPV）werelOQ％  

2l and44・3％，reSPeCtively，COnSidering70HCVRNÅ－negativepatientswithHCV－unfelated   

22 non－Viral1ivcrdisease．  
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9  

1  TitrationofIgGanti－GORshowedamedianvalueofl：20inpatientswithoccult  

2 HCVinftctionwithserumGORantibodytitresrangingffoml＝lotol：80（丘gure2）．In  

3 patientswithchronichepatitisCthemedianIgGanti－GORtitrewasl‥80andtitresranged  

17 situhybridization）resultedsigni丘cantlygreater（P＝0．042）inpatientswithoccdtHCV  

18inftctionwhotestedpositivetoIgGanti－GOR（丘gure3）．However，thepercentageof  

19 HCV－infectedhepatocytesdidnotcorrelatesigni丘cantlywithIgGanti－GORtitresamOng   

20 thetwenty－tWOGORantibody－POSitivepatients（rs＝0・311，P＝0．19）．Inpatientswith   

2l overtchronicHCVinfectionthemedianperCentageOfinftctedhepatocytesobservedbyin   

22 situhybridizationwas8・0（range2・5－38・6），Whichresdltedsigmificantlyhigher（Pd）．001）   

23 comparedwithoccultHCVinftction（mediarLOf4・0，rangeO・1T18．0），inagreementwith   

24 apreviousreport（19）．  
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1  Withrespecttorhetmtoidfactor，itwasdetectedintheserumfrom120fthe110   

2（10．9％）patients withoccult HCVinftction，including one（4・5％）ofthe22GOR   

3 antibody－POSitiveindividuals・Sim止arly，C－reaCtive protein was detectablein15／110  
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1 DISCUSSION  

2  hthisstudy，Wehaveobserveda20％frequencyofIgGantibodyreactlVltytOthe   

3 GORautoepltOpeintheserumOfanti－HCV－negativepatientswithoccultHCVinftction．  

ロ
O
W
⊃
す
邑
e
d
ざ
ヨ
C
＜
訂
s
∃
b
r
g
b
y
O
コ
ロ
e
c
e
∃
b
e
「
一
N
－
N
0
0
」
 
 17 hepatitisC，Whichissimilartothefrequencyreportedbyseveralauthorsinpatientswith   

18 0Vert HCVinftction（10，12，14，16，21）．Also，anti－GORlevels were greaterin chronic   

19 hepatitisCcomparedwithoccultHCVi血tion・Wehavereportedrecentlythatserafrom   

20 somepatientswithoccultHCVinftctionmaydemonstrateapositivereactionagalnStHCV   

2l non－StruCturalproteins oni皿nOblotassays suggestlng a Verylowlevelofspeci丘c   

22 antibodyproduction（23）．hchronichepatitisC，thepresenceofantibodiesreactivetothe   

23 host－derivedantigenGORisnotmerelyduetosequencehomologybuttocross－reaCtivity  
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12  

1 atthemolecularlevelbecauseofconservationofresiduesessentialfbrantibodybinding   

2（34）．Thus，denovoinftctionwithHCVafterlivertransplantationproducesanincreasein   

3IgGanti－GOR址elyduetoincreasedviralloadandreplicationunderimmunosuppresion  

4indicatingthattheimmuneresponsetoGORautoantibodyisbiggeredbyHCV（24）・  

5  nelowlevelofIgGanti－GORantibodiesdetectedinoccult  

6 reflectnotonlyexposuretoI‡CV（22），butalsoanOngOing  

7 withintheliver（2）．hdeed，HCVreplica塩onhasbecn  

8 monohuclear cellsfrom occult HCV－i血t  
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9 discreteam0untSOfantlgen  

resdted sighificantlyLgteaterin  10 hte托Stingly，血e】   

ll patitnts with occ  positive to tgG anti－GOR・The  

uneresponsesd血ngoccultHCVi血tionare  12  mech  

GOR（GOR47⊥1）geneprdductcamotbetrand如edPiritOa  

toGORandHCVmaybeindepehdend女regulatid’as  tibdyresponses   

in chronic hepatitis C（11）．h padents with chronic hepatiti琴C anti－HCV  

antibodies usuallypersistfordecades；although，thesemayeVentuallydisappearafter  

17 recoveⅣ丘omHCVi血don（Z9，30）・  

18  AmbngindividualswithoccultHCYinLbcti0叫dleSubset′ofGORIgGantibody－  

19 positivepatientsdidnotshobadi飴rentclimicalbackgroundcomparedwiththeirIgG  

20 anti」GOR－negativecouhterphrts（9）．However，agreaternuniberofIgGanti－GOR－f＞OSi丘v？  

21patientslhdsignsofnecro－ihflaJm濾6n，Whichissimi1示topatientswithchfOhichepatitis  

22．C，inwhom 

23 Nevertheless，COmPartdwithchrohichepatitisC6d：ultHCVinfbcdonsecmstobealess  
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13  

1 aggressivefbrmofthediseasecausedbythehepatitisCviruS（19）；although，livercirrhosis   

2 ispresentinaround4％ofthesepatients．  

3  Final1y，rheumatoidfactor，C－reaCtiveproteinand／orcryoglobulinsweredetectedin  

、17 0CCultHCVinLtction，eVenintheabsenceofdetectableHCV－SpeCi丘cantibodiesuslng   

18 coⅡ1merCialtests．TestingforIgGantiーGORmightbeusedtoscreenHCVRNA－negative   

19 patientsandthushelpinidentifyingatleastasubsetofoccultHCVin氏ctionwithout   

20 perfbrmlng aliver biopsy．Neverthele畠s，eVen afterimplementation ofIgG antトGOR   

21 testlngthem句0rify｛Ofpatientswouldsti11needahverbiopsyforaccuratediagnosisof   

22  0CCultHCVinfection．  
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