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GARDASIL㊥  
【QuadrivalentHumanPapi［Iomavirus（Types6，11，16，18）RecombinantVaccjne］   

DESCRIPT10N   

GARDASIL－isanon－infectiousrecombinant，qUadrivalentvaccinepreparedfromthehighlypurified  
Virus－1ike panicles（VLPs）ofthe majorcapsid（Ll）protein ofHPVTypes6．11，16，and18．The LI  
PrOteinsareproduced by separatefermentationsin recombinant Saccharomycescerevisiaeand self－  
assembLedintoVLPs．ThefermentationprocessinvoIvesgrowthofS．ceI？VjsjaeonchemicalIy－defined  
fermentationmediawhichinc］udevitamins，aminoacids，mineraIsaLts．andcarbohydrates．TheVLPsare  
releasedfromtheyeastcellsbyce”disruptionandpurifiedbyaseriesofchemicalandphysica［methods・  
The puriRed VLPs are adsorbed on preformed aluminum－COntaining adjuvant（amorphous aluminum  
hydroxyphosphate sulfate）．The quadrivalent HPVVLP vaccineis a sterileliquid suspension thatis  
PreParedbycombiningtheadsorbedVLPsofeachHPVtypeandadditionalamountsofthealuminum－  
COntaimngadjuvantandthefina（Purificationbuqer．   
GARDAS］Lis a sterile preparation forintramuscular administration．Each O5－mL dose contajns  
approximately20mcgofHPV6LIprotein，40mcgofHPVllLIprotein，40mcgofHPV16LIprotejn，  
and20mcgofHPV18LIprotein．   
Each O．5－mL dose of the vaccine contains approxjmately225mcg of aIumjnum（as amorphous  
aluminum hydroxyphosphate sulfate adjuvant），9．56mg of sodium ch10ride，0．78mg of L－histidine，  
50mcgofpolysorbate80，35mcgofsodiumborate，andwaterforlnjection・Theproductdoesnotcontain  
apreservativeorantibiotics．   
A代erthoroughagitation，GARDASILisawhite，C10udyliquid．   

CLINICALPHARMACOLOGY   

D怨easeβuJde〃   

Human PapiHomavirus（HPV）causessquamousceI）cervicaJcチnCer（andjtshisto10gicprecursor  
lesionsCervica＝ntraepithelialNeoplasia［CIN］10rIowgradedyspJaslヲandCIN2／30rmOderatetohigh  
gradedyspIasia）andceTicaladenocarcinoma（anditspr？CurSOrlesIOnadenocarcinomak）Snu（AIS］）・  
HPValsocausesapproxlmately35－50％ofvuJvarand vag［na［cancers．VulvarlntraepithelialNeoplasia  
（VIN）Grade2／3and VaginaJlntraepithelialNeoplasia（Va［N）Grade2／3areimmediate precursorsto  
thesecancers．   

Cervicalcancerprevention focuses on routine screenlng and earlyintervention・This strategy has  
reducedcervicaLcancerratesbyapproximately75％incompliantindividualsbymonitoringandremovlng  
Premalignantdysplasticlesions．   
HPV also causes genita［warts（COndyIoma acuminata）whjch are growths of the cervicovaginaJ．  
Vulvar，andtheextemalgenitaliathatrarelyprogresstocancer．HPV6，11，16，and18arecommonHPV  
types．   
HPV16and18causeapproximately：  
・ 70％ofcervicaJcancer，ArS，CIN3，VJN2／3，andVa［N2／3cases；and  

● 50％ofCJN2cases．   

HPV6，11，16，and18causeapproximateJy：  
● 35to50％ofallCINl．VINl，andValNIcases；and  

・ 90％ofgenitaIwa止CaSeS．  
MecJl∂〃由mo′月crfoJI   

HPVonJyinfectshumans，butanimaJstudies 
． 

reSPOnSeS・  

RegjsteredtrademarkotMERCK＆CO．．Inc．，VVhitehouseStatIOn．NJO8889，USA  
COPYRIGHT◎2006MERCK＆CO．，Inc．  
Althghtsreserved  
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GARDAS］L⑳  
【QuadrivaIentHumanPapi（10maVirus（Types6，11，16，18）RecombinantVaccine］  9682300  

CLl川CALSTUDIES   

C）N2／3and AIS are the jmmediate and necessary precursors of squamous ce［lcarcinoma and  
adenocarcinoma ofthe cervix，reSPeCtively，Their detection and removalhas been shown to prevent  
CanCer；thus，theyserveassurrogatemarkersforpreventionofcervicalcancer．   
E搾CaCy WaS aSSeSSedin4placebo－COntrO‖ed，double－b）ind，randomized Phaselland＝clinicaI  
StUdies．The first Phase H study evaluated the HPV16component of GARDASIL（Protoco1005．  
N＝2391）andthesecondevaluatedallcomponentsofGARDASIL（Protoco1007，N＝551）・ThePhase‖  
Studies，ternedFUTURE（FemalesUnitedToUnilateral［yReduceEndo／EctoceNicalDisease）．evaJuated  
GARDAS］Lin5442（FUTURE10r Protoco1013）and12，157（FUTUREIL or Protoco1015）subjects．  
Together，thesefourstudiesevaluated20，541women16to26yearsofageatenro＝ment・Themedian  
duration offol10W－uPWaS4．0，3．0，2．4，and2．OyearsforProtoco1005，Protoco1007，FUTUREl．and  
FUTUREll，reSPeCtive］y．Su叫ects receivedvaccineorplaceboonthedayofenroLlment，and2and6  
months therea允er．EfFicacy was analyzed for each studyindividually and for allstudies combined  
accordingtoaprospectiveclinicalplan・  
P叩旬血C血亡析caq′   

GARDASILis designed to prevent HPV6－，11－，16－．and／or18－related cervicalcancer，CerVical  
dysp［asias，Vulvar or vagInaIdysplasias，Or genitalwans．GARDASIL was administered without  
PreSCreemng for pre＄enCe Of HPVinfection and the efRcacy triaIs al［owed enro”ment of suPjects  
regardlessofbase［jneHPVstatus（i・e．，PolymeraseChainReaction［PCR］statusorserostatus）・SuPjects  
WhowereinfectedwithaparticularvaccineHPVtype（andwhomayaLreadyhavehaddiseaseduetothat  
infection）werenoteJigibIeforprophylacticefRcacyeva［uationsforthattype．   
The primary analyses of e什icacy were conductedin the per－PrOtOCOlefRcacy（PPE）population，  
COnSistingofindividualswhoreceivedaL13vaccinationswithinlyearofenrollment，didnothavemaJOr  
deviationsfromthestudyprotocoI・andwerenaTve（PCRnegative 

． 

Postdose3（Month7）．EfFicacywasmeasuredsta止inga代ertheMonth7visit．   
Overa”，73％ofsuPjectswerenaTve（i．e．，PCRnegativeandseronegativefora”4vaccjneHPVtypes）  
toa”4vaccineHPVtypesatenroJlment．   
AtotaIof27％ofsuPjectshadevidenceofpriorexposuretoorongolnginfectionwithatJeastlofthe  
4vaccineHPVtypes．Amongthesesubjects，74％hadevidenceofpriorexposuretoorongoinginfection  
Withonlylofthe4vaccineHPVtypesandwerenaTve（PCRnegativeandseronegative）totheremaining  
3types．  
1nsubjectswhowerenaTve（PCRnegativeandseronegative）toal14vaccineHPVtypes，CIN，genita（  
WartS，VIN，andValNcausedbyanyofthe4vaccineHPVtypeswerecountedasendpoints．   
Amongsu叫ectswhowerepositive（PCRpositiveand／orseropositive）foravaccineHPVtypeatDay  
l，endpoints relatedtothattypewere notinc［udedintheanaIyses ofprophylacticefRcacy・Endpoints  
relatedtotheremainingtypesforwhichthesubjectwasnaTve（PCRnegativeandseronegative）were  
COunted．   

Forexample，in suPjectswhowere HPV18positive（PCR positive and／orseropositive）at Dayl，  
lesionscausedbyHPV18werenotcountedintheprophylacticefficacyevaluations・Lesjonscausedby  
HPV6，11，and16wereincIudedintheprophylacticefficacyevaluation＄．Thesameapproachwasused  
fortheothertypes．   
GARDASILwas efficaciousin reducing theincidence ofCIN（any gradeincluding CIN2／3）；AIS；  
genitalwarts；VIN（anygrade）；andValN（anygrade）relatedtovaccineHPVtypesinthosewhowere  
PCRnegativeandseronegativeatbaseJine（Tablel）．  
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GARDASJL⑧  
【QuadrivalentHumanPap‖omavirus（Types6，11．16．18）RecombinantVaccine］  9682300   

GARDASILwasefRcaci？uSagainstHPVdiseasecausedbyeachofthe4vaccineHPVtypes・   
fnapre－definedanalys．s，theefRcacyofGARDASILaga．nstHPV16／18－reJateddiseasewaslOO％  
（95％CJ：87．9％，100．0％）forCrN30rAISandlOO％（95％C［：55．5％，100・0％）forVIN2／30rValN2／3・  
Thee作icacyofGARDASILagainstHPV6－，11－．16－．and18－re［atedVrNlorVa［NIwaslOO％（95％Cr二  
75・8％，100・0％）・TheseanalyseswereconductedinthePPEpopu］ationthatconsistedofindividuaIswho  
received at13vaccinationswithinlyearofenro‖ment．did nothave maJOrdeviationsfromthestudy  
PrOtOCOl，andwerenaTve（PCRnegativeandseronegative）tothereIevantHPVtype（S）（Types6，11，16．  
and18）priortodoselandthroughlmonthPostdose3（Month7）・  
亡餌c∂Cγ血S〟旬ecb〝肋C〟〝℃〃for鞘or／〃飴C〟0〃   

GARDAS］Lisaprophylacticvaccine．   
TherewasnoclearevidenceofprotectionfromdiseasecausedbyHPVtypesforwhichsubjectswere  
PCRposjtiveand／OrSerOPOSitiveatbaseIine・  
lndividuaJswhowerealreadyinfectedwithlormorevaccine－re‡atedHPVtypespr．ortovaccination  
WerePrOteCtedfromclinicaldiseasecausedbytheremainlngVaCCineHPVtypes・  
Ge〃e帽JPoJ）U／∂fわ〃Jmpacf   

The generalpopulation of young American womeninc［udes women who are HPV－naTve（PCR  
negative and seronegative）and women who are HPV－nOn－na†ve（PCR positive and／orseropositive），  
SOme Of whom have HPV－related disease．The cJinicaltriaIs population approximated the general  
POPUlationofAmericanwomenwithrespecttoprevalenceofHPVinfectionanddiseaseatenro”ment・  
Analyseswereconductedtoeva［uatetheoveraIJjmpactofGARDASJLwithrespecttoHPV6－・11－・16－・  
and18－relatedcervicaland genitaldiseaseinthegeneralpopulation・Here，analysesincluded events  
aris．ngfromHPVinfectionsthatwerepresentatthesta止OfvaccinationasweLlaseventsthatarosefrom  
infectionsthatwereacquiredafterthestartofvaccination．  
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GARDASIL◎  
【QuadrivalentHumanPapil10maVirus（Types6．11，16．18）RecombinantVaccine］  9682300   

TheimpactofGARDASILinthegeneralpopuJationjsshowninTabIe2．Impactwasmeasuredstarting  
lmonthPostdosel・Prophy［acticefficacydenotesthevaccine’sefficacyinwomenwhoarena†ve（PCR  
negativeandse〔Onegative）tothere［evantHPVtypesatvaccinationonset・Generalpopulationimpact  
denotesvaccinelmPaCtamOngWOmenregard［essofbaselinePCRstatusandserostatus．Themajorityof  
CIN andgenita［warts，VIN，andValN detectedinthegroupthatreceived GARDASILoccurred asa  
COnSequenCeOfHPVinfectionwiththerelevantHPVtypethatwasaIreadypresentatDayl．  

Table 2 
GenoralPo  ulationlm  actfbrVaccineHPVT  

GARDA＄lL01日PV16  LIVLPVac¢lno  
Placobo  ％Rodu仁山on  

（95％Cl）   
Endpoints Analy8i8  

HPV16－Or18－  
relatedC】N2／30r  
AIS  

lacticEfR閲  92．9，100．0  
HPV16and／orHPV18PositiveatDa  
Gene帽IPo  ,ulation Im 23．3，51．7  

ProphyJacticEfFicacy’  100．0（83．3，100．0）  HPV16－Or18－  

relatedVIN2／3  

andValN2／3  

HPV16and／orHPV18PositiveatDayl  

GeneralPopuIationJrnpact－－  69．1（29．軋87．9）  

18－relatedCIN  HPV6一，11－，16－，  （CINl．CIN2／3）0「     AIS  
lacticEf抗ca  87．7，97．2  

HPV6，HPVll，HPV16．andJorHPV18  
PositiveatD  

GeneralPo  ulation Im 35．2．55．7  

IacIicE惰ca  87．0，97．0  HPV6－，11－，16－．   

0「18ィelated   
Gen旺al〉〉岳ns  

HPV6，HPVll．HPV16，and／orHPV18  
Pos摘veatDa  

GeneralPo  ulation Im 57．5，77．0  
●lncIudesallsubJeCtSWhoreceivedatJeastlvaccinationandwhowerenaTvc（PCRnegativeandseronegative）toHPV6，11．16， and／or18atDayl 

．Casecountin9Star（edatlMonthPostdosel．  
●●lncJudesaHsL）切ectswhoreceivedatleastlvaccinatjon（regardJessofbaseJineHPVstatusatDayl）．Casecountingstartedatl   
MonthPostdosel．  
N’1ncIudes2su叫ects（1ineachvaccjnationgroup）whounderwentcoIposcopyforrea＄OnSOtherthananabnormaIPapandl  
PIacebosubjectwithmissIngSerO10gy／PCRdataatdayl．  
†JncIudesIsubjectwithrnisslngSerOJogy／PCRdataatdayl，  
Notel：The16・and18－relatedCIN2I30rAIScompositeendpointincIudeddatab・omSludiesOO5，007，013．andO15．AI10ther  
endpointson吋jncIudeddata打omstudiesOO7．013，即IdO15．  
Note2：PositivcstatusatDayldenotesPCRpo＄itiveand／orseropositivefortherespectivetypeatDayl．  
Note3：PercentreductionjncILldestheprwhyJacticefficacyofGARDAS［La＄WeJJastheimpactofGARDASILonthecourseof  
infectionspresentatthestartofthevaccination．  
Noto■：Tabl02d00＄nOt事nc山dodi事Oa§eduotonon．vさCCInoHPV   

GARDASILdoes notpreventinfectionwiththe HPVtypes notcontainedinthevaccine．Casesof  
disea＄eduetonon－VaCCinetypeswereobservedamongrecipientsofGARDASILandplaceboinPhase”  
andPhaseH［e作cacy＄tudies．   
Among casesofC［N2／30rAIS caused by vaccine or non－VaCCine HPVtypesin suPjects jn the  
generalpopulationwhoreceivedGARDAS［L，79％occurredinsubjectswhohadanabnormalPaptestat  
Dayland／orwhow？rePOSitive（PCRpositiveand／OrSerOPOSitive）toHPV6，11，16，and／Or18atDayl・   

AninterjmanaIysJSOfthegeneraIpopuIatjonimpactforGARDASILwasperlormed什omstudiesOO7．  
013，andO15thathadamediandurationoffol10W－uPOfl．9years．GARDASILreducedtheovera‖rateof  
CIN2／30rAIS caused by vaccine or non－VaCCine HPV types by12．2％（95％Cl：－3．2％，25．3％），  
COmParedwithplacebo．   
Anana［ys．sofovera［lpopulationimpactfortheHPV16LIVLPvaccinewasconductedfromstudy  
OO5thathadamediandurationoffo‖ow－uPOf3．9years．TheHPV16LIVLPvaccinereducedtheoveraII  
incidenceofC［N2／3causedbyvaccineornon－VaCCineHPVtypesby32．7％（95％Cl：－34．7％，67．3％）  
throughamediandurationoffo”ow－uPOfl．9years（fixedcaseanaIysis）andby45．3％（95％Cl：10．9％，  
67・1％），throughamediandurationoffoI10W・uPOf3．9years（endofstudy）．   
GARDASILreducedtheincidenceofdehitivetherapy（e・gJoopelectrosurgicalexcision 

． 
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genitaI）esionsby26．5％（95％Cl：3・6％，44・2％），COmParedwith placeboforaIIHPV－relateddiseases・  
Theseanalyseswereperfomledinthegeneralpopulationofwomenwhichincludeswomenregardlessof  
baseIineHPVPCRstatusorserostatus．GARDASILhasnotbeenshowntoprotectagalnStthediseases  
CauSedbyaL］HPVtypesandwiLInottreatexistingdiseasecausedbytheHPVtypes 

． 

HPVinfectionre［atedtovaccinetypesinthepopulationvaccinatedandtheincidenceofHPVinfection  
duetotypesnotincludedinthevaccine・  
／m〝I〟〃09e〃血Jレ  

AぶS∂ySわMeasuJ℃／mm〟〃e尺e叩0〃5e   
BecausetherewerefewdiseasecasesinsubjectsnaTve（PCRnegativeandseronegative）tovaccine  
HPV吋PeSatbaseJineinthe groupthat received GARDAS［Lithas not been possibleto establish  
minimum anti－HPV6，anti－HPVll，anti－HPV16．and anti－HPV18antibodyleve［sthatprotect agalnSt  
CJinjcaldiseasecausedbyHPV6．11，16，and／or18・   
TheimmunogenicityofGARDASILwasassessedin8915women（GARDASIL N＝4666；Placebo  
N＝4249）18to26yearsofageandfemaleadolescents9to17yearsofage（GARDASILN＝1471こ  
PlaceboN＝583）．   

Type－SPeCiRc competitive 
． 

epitopes for each HPV type・The scale＄for these assays are unique to each HPV type；thus・  
COmParisonsacrosstypesandtootherassaysarenotappropriate・  
Jmmu〃e尺e叩0〃5ebGA尺8ASJJ   
The primaryimmunogenicity analyses were conductedin a per－PrOtOCOlimmunogenicity（PPl）  
POPulation・Thispopu［ationconsistedofindividuaLswhowereseronegativeand PCR negativetothe  
relevantHPVtype（S）atenro］lment，remainedHPVPCRnegativetotherelevantHPVtype（S）throughl  
monthPostdose3（Month7），reCeiveda”3vaccinations．anddidnotdeviatefromthestudyprotocolin  
WaySthatcouldinterferewiththeeffectsofthevaccine・   
Overa”，99．8％，99．8％，99．8％，and99．5％ofgir］sandwomenwhoreceivedGARDASILbecameanti－  
HPV6．anti－HPVll，anti－HPV16，andanti－HPV18seropositive，reSPeCtively．bylmonth Postdose3  
acrossarlagegroupstested・Anti－HPV6，anti－HPVll．anti－HPV16，andanti－HPV18GMTspeakedat  
Month7．GMTsdecJinedthroughMonth24andthenstabilizedthroughMonth36atleveJsabovebaseline  
（Table3）．Thedurationofimmunityfol10WingacompletescheduleofimmunizationwithGARDAS［Lhas  
notbeenestablished．  

5   



GARDASIL⑧  
【QuadhvalentHumanPapirJomavirus（Types6，11，16，18）RecombinantVaccine］  9682300  

Table 3 

0fAntj・HPVcLIAGeometricMeanTitersinthePPI＊Po  Summa  ulation   
GARDASIL  
N－●＝276  

Alumlnum－Conta仙ngPlさ¢Obo  
N＝275  StudyTimo  G00mOtric（95％Cけ  G00汀檜tricHoanTitor（95％Cり  
mMU／mL  

Anti・HPV¢  

Month 07 582．2（527．2，餌2．8）  4．6（4．3，4．8）  

Month2ヰ  93・7（82．2．106．9）  4．6（4．3．5．0）  

Month 36 93．8（81．0，108．6）  5．1（4．7，5．6）  
Anti・HPVH  

Month 07 696．5（617．8，785．2）  4．1（4．0．ヰ．2）  

Month 24 97．1（糾．2，112．0）  4．2（4．0，4．3）  
Month 36 91．7（78．3，107．3）  4．4（4．1，4．7）  

AntトHPV16  

Month 07 3889．0（3318．7，4557．ヰ）  6．5（6．2，6．9）  

Month 24 393．0（335．7．460．1）  6．8（6．3，7．4）  

Month 36 507．3（434．6．592．0）  7．7（6．8，8．8）  
Anti一日PV18  

Month 07 801．2（693且925．4）  4．6（4．3．5．0）  

Month 24 59．9（49．7，72．2）  4．6（4．3，5．0）  
Month 36 59．7（48．5，73．5）  4．8（4．4，5．2）  

ThePPIpopulationconsistedofindividualswhoreceived  a［13vaccinationswithinpre－defineddayranges．dk＝10thavem司Or  
deviationsfromthestLJdyprotocol，metPredefinedcriteriafortheintervalbetweentheMonth6andMonth7visit．andwerenaYve  
（PCRne9ativeandseronegative）totherelevantHPVtype（S）汀ypes6，11．16，and18）priortodoselandthroughlmonth  
Postdose3（Month7），  
●’Numberofsubjectsrandomizedtotherespectivevaccjnationgroupwhore00ivedatleastlinJeCtion．  
－－◆Numberofsubjectsintheper－PrOtO00lanalysISWithdataatthespecifiedstudytimepoint．  
†mMU＝milli＿Merckunits．  
Note：ThesedataarebmProtoco．007．   

Table4compares anti－HPV GMTslmonth Postdose3among su叫ects who received Dose2  
betweenMonthlandMonth3andsuPjectswhoreceivedDose3betweenMonth4andMonth8（Table  
4）．  

Table 4 
SummaryofGMT＄forVariatjonofDosingRegjmen   
AntJ－HPV6 1 Anti・HPVll Anti・HPV16  AntトHPV18   

V如ねtjonofDo＄ingR呵imon   GⅣlT   GMT   GHT  N  GluT  N    N  N  

Dos02   

824．6   2625．3   517．7  
Ea「Iy★   888    854  926  

0nTime◆   
739．7   473．9  1767  552．3  1785  1737  2400．0   1894  

Late＋   
613．9   1889．7   

313  447．4  312    285  334  388．5  
Dos03   

658．9   2176．6   423．4  
Ear】y★－   501    487  521  

0nTime◆■   
752．8   2415．0   486．0  

2081  549．6  2093    2015  2214  

Late★－   
865．3   498．5  335  589．0  339  326  2765．9  361  

★EarIy＝36to50daysPostdosel：On－1lme＝51to70daysPostdosel：Late＝71to84daysPostdosel・   
●●EarIy＝80tolO5daysPostdose2：On－Time＝106to137daysPostdose2：Late＝138to160daysPostdose2・   
Note：GMT＝GeometricmeantiterinmMU／mL（mMU＝m‖i－Merckunits．）   
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β鴫巾9肋e亡伽∂（γOrGA斤DASJ⊥血mYb〟咽月山／J肌）m即bAdo／e5Ce〃fG加b   
Aclinicalstudycomparedanti－HPV6，anti－HPVll，anti－HPV16，andanti－HPV18GMTsinlO－tO15－  
year－01dgirlswithresponsesin16－tO23－year－Oldado（escentandyoungadultwomen・AmongsuPjects  
WhoreceivedGARDASIL，99．1tolOO％becameanti－HPV6，anti－HPVll，anti－HPV16，andanti－HPV18  
SerOPOSitivebylmonthPostdose3・   
Table5comparesthelmonthPostdose3anti－HPV6．anti－HPVll，anti－HPV16，andanti－HPV18  
GMTsin9－tO15－year－Oldgir［swiththosein16－tO26－year－OIdadolescentandyoungadultwomen・  

Tabk5  
lmnlunOgenicityBridgingBetween9・tO15－year－01dFema］eAd01e＄Cent＄and16・tO26，year－OldAdu［tWomen   

●  ●   ・・ …  ＝ ▲・－ 一 … ニ ・  16・t026－yOaト01dAdultWomen  

Assay  （ProtocoIsO16andO18）  （Proto∝llsO13andO15）   

（CLIA）  N＝1121  N＝4229  
n   GMT   （95％Cll   n   GMT   95％Ct   

Anti－HPV6  927   931．3   （876．9，989．2）   2827   542．4   （526．6．558て）  

ーHPVll   927   1305．7   （1226．2，1390．4）   2827   766．1   （740．5，792．6）  

一日PV16   929   4944．9   （45835，5334．8）   2707   2313．8   （2206．2，2426．7）  

－HPV18   932   10ヰ6．0   （971．2．1126．5）   3040   460．7   （443．8，478．3）   

Note：GMT＝GeometricmeantiterinmMU／mL（mMU＝milIi－Merckunits）．  

Anti－HPVresponseslmonthPostdose3among9－tO15－year－Oldgirlswerenon－inferiortoanti－HPV  
responsesin16－tO26－year－Old adolescent and young adult womenin the combined database of  
immunogenicitystudiesforGARDAS］L・   
Onthebasisofthisimmunogenicitybridging，thee惰cacyofGARDASILin9－tO15－year－OldgirIsis  
jnferred．  

SfudねS〝〟／IO〝lerV∂CC〟？e5   

The safety andimmup？genicity of co－administration of GARDASrL with hepatitis B vaccine  
（recombinant）（SameVisit，lnJeCtionsatseparatesites）wereevaluatedinarandomizedstudyof1871  
WOmenaged16to24yearsatenro”ment・lmmuneresponsetobothhepatitisBvaccine（recombinant）  
andGARDASJLwasnon－inferiorwhethertheywereadministeredatthesamevisitoratad椚erentvisit・   

lNDlCATlONS AND USAGE 

GARDASJLis avaccineindicatedin girls andwomen9－26years ofageforthe prevention ofthe  
fo［IowingdiseasescausedbyHumanPapi”omavirus（HPV）types6，11，16，and18：  
● Cervicalcancer  

・ Genitalwarts（COndyfomaacuminata）   
andthefo‖owlngPreCanCerOuSOrdysplasticlesions：  
・ CervicaIadenocarcinomak7Situ（AIS）  
・ Cervica＝ntraepjtheria［neoplasia（CIN）grade2andgrade3  
・ Vulvarintraepithelialneop］asia（VIN）grade2andgrade3  
・VaginaIintraepithe］iaIneoplasia（Va［N）grade2andgrade3  
・ Cervica［intraepitheJjafneoplasia（CrN）gradel   

CONTRAINDICAT10NS   

HypersensitivitytotheactivesubstancesortoanyoftheexcIPIentSOfthevaccine・  
lndividualswhodevelopsymptomsindicatjveofhypersensjtivitya什erreceivingadoseofGARDASIL  
shouldnotreceivefurtherdosesofGARDASIL．  

PRECAUT10NS   

Ge〃er∂／   

Asforanyvaccine，VaCCinationwithGARDASILmaynotresultinprotectionina”vaccinerecipIentS・  
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ThisvaccineisnotintendedtobeusedfortreatmentofactivegenitaIwans：CerVicalcancerこCIN，VJN．  
OrValN．   

ThisvaccinewillnotprotectagalnStdiseasesthatarenotcausedbyHPV．   
GARDAS［Lhasnotbeenshowntoprotectagainstdiseasesduetonon－VaCCineHPVtypes．   
AswithalllnjectabJevaccines，aPPrOPriatemedicaltreatmentshou［d a［waysbereadi］yavailablein  
CaSeOfrareanaphylacticreactionsfoMowlngtheadministrationofthevaccine．   
ThedecisiontoadministerordeJayvaccinationbecauseofacurrentorrecentfebrileil［nes＄depends  
largeryontheseverityofthesymptomsandtheiretioJogY・Low－gradefeveritseJfand mild upper  
resplratOryinfectionarenotgenerallycontraindicationstovacclnation．  
1ndividuar＄Withimpairedimmune responsjveness，Whetherdue to the useofimmunosuppressive  
therapy，ageneticdefbct，Humanlmmunode¶ciencyVirus（HIV）infection，OrOthercause＄．mayhave  
reducedantjbodyresponsetoactjveimmunizatjon（＄eePRECAUTJONS，DnJg／ntelaC〟ons）．   
Aswith otherintramuscuJarinjections，GARDASILshould notbegiventoindividualswith bleeding  
disorderssuchashemophiliaorthrombocytopenia，OrtOPerSOnSOnanticoagulanttherapyunlessthe  
POtentialbenefits crearly outweigh the risk of administration．If the deci＄ionis made to administer  
GARDASILtosuchpersons，jtshou［dbegivenwithstepstoavoidtheriskofhematomafol10Wlngthe  
injedion．  
加わJma〟b〃わr的eP∂f由J叱Pa帽〃LorG〟∂Jd由〃   

The health care provider＄houldinformthe patient，Parent，Orguardian thatvaccination does not  
＄Ubstitute for routine cervicaIcancer screenlng．VVomen who receive GARDAS［L should continue to  
undergocervicalcancerscreenlngPerStandardofcare．   
The health care provider should provide the vaccine information required to be given with each 
VaCCinationtothepatient，Parent，OrgUardian．   
The health care provider shouldinform the patient，Parent，Or gUardian ofthe beneRts and risks  
associatedwithvaccination．Forrisksassociatedwjthvaccination，SeePRECAUTlONSandADVERSE  
REACT10NS．   

GARDASILi＄nOtreCOmmendedforu＄einpregnantwomen．   
Thehealthcareprovidershouldinformthepatient，Parent．Orguardianoftheimpo止anceofcompletjng  

thejmmunizationseriesunlesscontraindicated．   

Patients，ParentS，OrgUardiansshouJd beinstructedtoreportanyadverse reactionstotheirhealth  
CarePrOVider．  
D仙g／〃†e帽C純〉〃5  

UぶeⅣf的0的erVacc血e5   

Result＄from cJinicalstudiesindicate that GARDASJL may be administered concomjtantly（at a  
SeParateinjection site）with hepatitis B vaccine（recombinant）（See CLIN［CAL PHARMACOLOGY．  
StudibswnhOtherVacch7eS）．Co－administrationofGARDASrLwithothervaccineshasnotbeenstudied．  
Uぶe〝肋仙JmO〃∂JCo仙召C印fルe5   
rncIinicarstudies，13，293s叫jects（VaCCine＝6644；PIacebo＝6649）whohadpost－Month7foJ10W－uP  
usedhormonalcontraceptivesforatota［of17，597person－yearS（65．1％ofthetotalfo‖ow－uPtimeinthe  
StUdyforthese suPjects）・UseofhormonaIcontraceptives orJack ofu＄e OfhormonaJcontraceptives  
amongstudyparticipantsdjdnotaltervaccineefncacyinthePPEpopulation．  
U5e〝肋Sγ曲爪血仙川〟〃05仰佗5ぶルe∧〃e血∂fわ〃5  

1mmunosuppressivetherapies，includingirradiation，antimetabolites，alkyJatingagents，CytOtOXicdrugs．  
and corticosteroids（USedin greaterthan physio10gic doses），may reduce theimmune responses to  
VaCCines（SeePRECAUTlONS・GenざraD・  

Carcinogenesjs，Mutagenesj5，llqPaIlmentOfFertNify   
GARDASILhasnotbeeneva［uatedforthepotentiaJtocausecarcinogenicityorgenotoxicity．   
GARDASILadministeredtofemale ratsata doseof120mcg totalprotein．which correspondsto  
approximately300－foId excess relative to the prpjected human dose，had no efFects on mating  
Performance，fertility，Orembryonic〝etalsurvival．  
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P佗9〃∂〃Cy  

P帽卯a〃q／Care90／γβ了   

Reproductionstudieshavebeenperformedinfemaleratsatdosesupto300timesthehumandose  
（Onamg／kgbasis）andhaverevea（ednoevidenceofimpairedfemalefertiIityorharmtothefetusdueto  
GARDASIL．However，itisnotknownwhetherGARDASILcancausefetalharmwhenadministeredtoa  

PregnantWOman Orifjt can affect reproductive capacity．GARDASIL should be given to a pregnant  
WOman OnIyif clearly needed・An evaluation ofthe e侮Ct Of GARDASIL on embryo－fetal，Pre－and  
POStWeaning deveJopmentwasconducted usjng rats．0negroup ofratswasadministered GARDASJL  
twicepriortogestation．duringtheperiodoforganogenesis（gestationday6）andonlactationday7．A  
SeCOnd group of pregnant rats was adminjstered GARDASIL during the period of organogenesis  
（gestation day6）and on Lactation day70nIy．GARDASIL was administered at O，5mL／rauoccasion  
（approximately300－foldexcessrelativetotheprojectedhumandoseonamg／kgbasis）byintramuscu［ar  
injection．Noadverseeffectsonmating，fenility，PregnanCy，PartUrition，lactation．embryo－feta10rPre－and  
POStWeanlng deve10PmentWere Observed．Therewere novaccine－reIatedfeta］marformationsorother  
evidence ofteratogenesis notedin this study．ln addition．there were no treatment－reLated efFects on  
developmentalsigns，behavior，rePrOductive performance，Or fertil叫Of the o汗spring．The effect of  
GARDASILonmalefertilityhasnotbeenstudied、  
IncLinica［studies，WOmenUnderwenturinepregnancytestingpnortoadministrationofeachdoseof  
GARDASJL VVomen who were found to be pregnant before completion of a 3－dose reglmen Of  
GARDASlL were instructed to defer completion of their vaccination regimen until resolution of the 
PregnanCy・   

Du血9CIinica＝血Is・2266women（VaC？ine＝1115vs・Placebo：1151）reportedatleastlpregnancy  
each・Overa）．，theproportionsofpregnancIeSWithanadverseoutcomewerecomparab［einsubjectswho  
receivedGARDASILandsubjectswhoreceivedplacebo・Overa”，40and41subjectsinthegroupthat  
receivedGARDASILorplacebo，reSPeCtiveJy（3・6％and3・6％ofa”suPjectswhoreportedapregnancyin  
the respectivevaccination groups）．experienced a seriousadverse experienceduring pregnancy．The  
mostcommoneventsrepo止edwereconditionsthatcanresuItinCaesareansection（e．g．，failureofLabor．  

malpresentation・CePha10Pelvicdisproportion）・Premature OnSetOflabor（e・g・7threatened abortioりS・  

Premature rUPture Of membranes），and pregnancy－related medicalproblems（e．g．．pre－eC］ampsla，  
hyperemesis）．The proportions of pregnant subjects who experienced such events were comparable  
between the vaccination groups. 
Therewere15casesofcongenitaJanomaJyin pregnanciesthatoccurredin suPjectswhoreceived  
GARDASILand16casesofcongenitalanomalyinpregnanciesthatoccurredinsuqectswhoreceived  
P［acebo．   
Furthersub－analyseswereconductedtoevaluatepregnancieswithestimatedonsetwithin30daysor  
more than30days from administratjon of a dose of GARDAS）L or placebo．For pregnancjes with  
estimatedonsetwithin30daysofvaccination，5casesofcongenita］anomalywereobservedinthegroup  
thatrecejvedGARDAS）LcomparedtoOcasesofcongenitalanomalyjnthegroupthatreceivedpIacebo．  
The congenita（anomalies seenin pregnancies with estimated onset within30days of vaccination  
incIudedpy10ricstenosis，COn9enita［megaco10n，COngenita＝1ydronephrosis，hipdysplasiaandcIubfoot．  
Conversely，［nPregnanCieswithonsetmorethan30daysfol10WlngVaCCination，10casesofcongenital  
anomalywere observedin the group that received GARDASIL compared with16cases ofcongenital  
anomalyIn the group that received placebo・The types of anoma［ies observed were consistent  
（regardless ofwhen pregnancy occurredin relation to vaccination）with those generally obseT’Vedin  
PregnanCiesinwomenaged16to26years．  
P佗卯a〃Cy尺e9由叶わrGノ4月DASJL   
Merck＆Co・，lnc・maintains a Pregnancy Registry to monitorfetaloutcomes ofpregnantwomen  
exposedtoGARDASFL・Patientsand hea［thcare providersareencouragedtoreportanyexposureto  
GARDAS［Lduringpregnancybycarling（800）986－8999．  
」∂Cねfわ〃  

Itisnotknownwhethervaccineantigensorantibodiesinducedbythevaccineareexcretedjnhuman  
milk．  
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Because manydrugsareexcretedinhuman miIk，Caution should beexercisedwhen GARDASILis  
administeredtoanurslngWOman．   
Atota10f995nursingmothers（VaC？ine＝500・PJacebo：495）weregivenGARDASILorplacebo  
duringthevaccination period oftheclinlCa［trials．GMTsin nursing and non－nurSing motherswere as  
blIows：   

The GMTsin nursing motherswere595．9（95％Cl：522．5，679．5）foranti－HPV6，864．3（95％Cl：  
754・0，990．8）foranti－HPVll，3056．9（95％Cl：2594．4，3601．8）foranti－HPV16，and527．2（95％Cl：  
450・9，616・5）fbranti－HPV18．TheGMTsforwomenwhodidnotnur＄eduring vaccineadministration  
Were540・1（95％Cl：523．5．557．2）foranti・HPV6．746．3（95％CI：720．4，773．3）foranti－HPVll，2290．8  
（95％Cl：2180．7，2406．3）foranti－HPV16，and456．0（95％C］：438．4，474．3）foranti－HPV18．   
Overall，17and9infantsofsubjectswhoreceivedGARDAS（Lorplacebo．respectively（representing  
3・4％andl・8％ofthetotalnumberofsu叫ect＄Whowerebreast－feedingduringtheperiodinwhichthey  
receivedGARDASILorplacebo・re？PeCtiveJy）・eXPehencedaseriousadverseexperience・Nonewas  
judgedbytheinvestigatortobevacc［nereIated．  
1n clinicaJstudies．a higher number of brea＄t－feedinginfants（n＝6）whose mothers received  
GARDASILhadacuterespiratoryil［nesseswithin30dayspost－VaCCinationofthemotherascomparedto  
infants（n＝2）whosemothersreceivedplacebo．Inthesestudies，theratesofotheradverseexperiences  
inthemotherandthenurslnginfantwerecomparablebetweenvaccinationgroups．  
Pe曲f血U£e   

ThesafetyandefficacyofGARDASILhavenotbeenevaluatedinchiIdrenyoungerthan9years．  
GeJ由I〟cUse   

ThesafetyandefficacyofGARDASILhavenotbeenevaluatedinaduItsabovetheageof26years．   

ADVERSEREACT10N  

ln5clinicaltrials（4placebo－COntrO”ed）．suPjectswereadministeredGARDASILorplaceboontheday  
Ofenro＝ment，andapproximately2and6monthsthereafLer．FewsuPjects（0．1％）discontinueddueto  
adverseexperiences・InallexceptlofthecIinicaltriaJ＄，Safetywaseva［uateduslngVaCCjnatjon repon  
Card（VRC）－aidedsurve川ancefor14daysa代ereachinjection ofGARDASILorpLacebo．Thesu叫ects  
WhoweremonitoredusLngVRC－aidedsurveillanceincIuded5088girIsandwomen9through26yearsof  
ageatenrollmentwhoreceivedGARDASILand3790girlsandwomenwhoreceivedplacebo．  
CoJmmO〃Adve侶e白pe〟即C郎  
∨∂CC〟Te一作加edCommo〃月dye侶e亡Xpe〟e〃Ce5   

Thevaccine－re［atedadver＄eeXPeriencesthatwereobservedamongfemalerecIPlent＄OfGARDASIL  
at a frequency ofatleastl．0％and also at a greaterfrequency than that observed among placebo  
recLPlentSareShowninTable6．  

Tabl08  
Vaccine－related［qjection・＄iteandSystemicAdYer＄eExperiences’  

Aluminum加hing  
Placobo  
（N三3470）  
％  

75．4  
15．8  
18．4  
2．8  

GARDASIL  
（N＝5088）  
％  

83．9  
25．4  
24．6  
3．1  

Advon沌Expor始nco  
（1to5DaysPostvaccination  
叫ec†10nS什e  
Pa納  

Swe＝ng  
Erythema  
Pm而us  

GARDASIL  
（N＝5088）  
％  

10．3  

Placobo  
（N＝3790）  
％  

8．6  

Advon柑∈xper始nco  
【1to15DaysPostvaccination  

躯e〝l佗  
Fever  

■Thevaccine－relatedadverseexperiencesthatwereobservedamongrec（PIentSOfGARDAS［LweTeata  
frequencyofatleastl．0％andalsoatagreaterfrequencythanthatobservedamongplaceborecIPlentS．  
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月〟ヾ∂USeCommonSysremわA〔ルeJ3e軸e〟e／1CeS   
AIトcause systemicadverse experiencesforfemaIe subjectsthatwere observed atafrequency of  
greaterthanorequaltol％wheretheincidenceinthevaccinegroupwasgreaterthanorequaltothe  
incidenceinthepLacebogroupareshowninTabIe7．  

Table7  
AtI－Cau＄eCommonSy＄tOmicAdversebperionces  

崇
琵
 2・。
㍑
1
・
5
1
・
2
㌶
。
・
9
 
 

▲dYeはeExper始nco  
（1to15DaysPos～a∝inatぬ∩）  

Py「ex由  

Nausea  
Nasopha「yng往is  
Dほヱiness  
D由「什Iea  

Vom仙唱  

Myaゆa  
Cough  
Toothache  
Upperresp佃toけtradin如0n  
Malaise 
A相1帽庵由  

lnsomnね  
Nasaloonqestbn  

亡va／U∂〟oJlOr叫ecf加－ざ什eAdveJ苫e亡スpe「始〃CeSby上）0ざe   

An ana［ysIS Ofjnjection－Siteadverse experjencesinfemale subjects by doseis showninTabIe8．  
Overall，94．3％ofsubjectswhoreceivedGARDASILjudgedtheirlnjection－Siteadverseexperiencetobe  
mildormoderateinintensity．  
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Table8   
Po＄tdoseEvaluationofJnjection・SiteAdverseExperience＄  
Va¢Clno  AhJminum・ContainingPl■CObo  二 ・一 ＝ ・●●  

（％occu汀enCe）  （％occu汀enCe）  （％occu汀enCe）   

Adver＄モ   Post－  Post一  Post－  Post  Post－  Post一  Post－  Post  Post－  Posト  Post一  Post   

2   3  Dose  2   3  Dose  亡xporionco  dose  dose  dose  Any  dose  dose  dose  Any  do＄e  dose  dose  Any   q        口        q  2  3  Dose   
P■ln   63．4  60．7  62．7  83．9  57．0  47．8  49．5  75．4  33．7  20．3  27．3  48．6   
Mild／Moderate  62．5  59．7  61．2  81．1  56．6  47．3  48．9  74．1  33．3  20．3  27．0  48．0   
Seve陀   0．9  1．0  1．5  2．8  0．4  0．5  0．6  1．3  0．3  0．0  0，3  0．6   
＄wo＝ng－   10．2  12．8  15．1  25．4  8．2  7．5  7．6  15．8  4．4  3．0  3．3  7，3   
Mild／Moderate  9．6  11．9  14．3  23．3  8．0  7．2  7．3  15．2  ヰ．4  3．0  3．3  7．3   
Severe   0．6  0．8  0．8  2．0  0．2  0．3  0．2  0．6  0．0  0．0  0．0  0．0   
EⅣthoma●   9．2  12．1  14．7  24．7  9．8  8．4  8．9  18．4  7．3  5．3  5．7  12．1   
Mild／Moderate  9．0  11．7  1ヰ．3  23．7  9．5  8．3  8．8  18．0  7．3  5．3  5．7  12．1   
Severe   0．2  0．3  0．4  0．9  0．3  0．1  0．1  0．4  0．0  0．0  0．0  0．0   
●lntensityofswelJinganderythemawasmeasuredbysize（inches）：Mi［d＝Oto≦1；Moderate＝＞1to≦2：Severe＝＞2．   

亡帽Jua血〃0′F即erbyDo5e   
AnanalysisoffeveringlrlsandwomenbydoseisshowninTable9．  

Tabl09  
Po＄tdoso∈valuationo†Fever  

VacGino  PlさC●bo  
（％occu汀enCe）    （％occu汀enCe）   

Tomporさtu帽  

（OFI   
Postdosel  Postdose2  Postdose3  Postdosel  Postdose2  Postdose3   

≧100to＜102   3．7   4．1   4．4   3，1   3．8   3．6   
≧102   0．3   0．5   0．5   0．3   0．4   0．6   

SeJわu5月d帽侶e印eJ砲〃Ce5   
Atota10flO2suPjectsoutof21，464totaJsuPjects（9－tO26－year－Oldgirlsandwomenand9－tO15－  
year－Oldboys）whoreceivedbothGARDASILandplaceboreportedaseriousadverseexperjenceonDay  
l－15fo”owinganyvaccinationvisitduringthecljnica＝rialsforGARDASILThemostfrequentIyreported  
SeriousadverseexperiencesforGARDASILcomparedtopIaceboandregardlessofcausaljtywere‥   

headache  （0．03％GARDASILvs．0．02％Placebo），   
gastroenteritis  （0．03％GARDASILvs．0．01％Placebo），   
appendicitis  （0・02％GARDASJLvs．0．01％Placebo），   
Pelvicinflammatorydisease（0．02％GARDAS‖＿VS．0．01％Placebo）．   

0necaseofbronchospasmand2casesofasthmawerereponedasseriousadverseexperiencesthat  
OCCUrredduringDayl－150fanyvaccinationvisit．  
βe∂的ざ   

AcrossthecljnjcaJstudies，17deathswerereportedin21．464maIeandfemalesubjects．Theevents  
repo止edwereconsistentwitheventsexpectedinhealthyadolescentandadultpopulations．Themost  

COmmOnCauSeOfdeathwasmotorvehicJeaccident（4suPjectswhoreceivedGARDAS］Land3placebo  
Subjects），fo＝owedbyoverdose／suicide（1subjectwhoreceivedGARDASILand2subjectswhoreceived  
Placebo），and pulmonary embo［us／deep vein thrombosis（1su叫ect who received GARDASIL andl  
P［acebosubject）・lnaddition，therewere2casesofsepsis．1caseofpancreaticcancer．andlcaseof  
arrhythmiainthegroupthatreceivedGARDASIL．andlcaseofasphyxiainthepIacebogroup・  
SγS始血C加わ／mJ乃U〃eD由OJde侶  

In the cIinicar studies，SUbjectswereevaluated for new medicalconditionsthat occurred overthe  
COUrSeOfupto4yearsoffo＝owup・ThenumberofsuPjectswhoreceivedbothGARDASILandp（acebo  
anddeve10Pedanewmedicalconditionpotentiallyindicativeofasystemicimmunedisorderisshownin  
TablelO．  
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Table 10 
SummaryofSu叫ect＄WhoReportedanlncidentConditionPotentia”yIndicativeofSy＄temic  

AutoimmuneDisorderAfterEnro”mentinCIinicalTriaL＄OfGARDASIL  
GARDASル   Ptacob  

PotentialAutoimmuneDisorder  （N＝11，813）   （N＝9701）   

Specific Terms 3（0．025％I   1（0．010％）   

Juvenilea止hritis   0   

Rheumatoid arthritis 2   0   

Systemic lupus erythematosus 0   

Othe一丁orm＄   6（0．051％）   210．021％）   

Arthritis   5   2   

ReactiveArthritis   0   

N＝Numberofsubjectsenrolled   

SafbけjnConcomitan（UsewithOtherVaccines   
ThesafetyofGARDASILwhenadministeredconcom他州ywMlhepatnisBvaccine（rec？mbinant）was  
evaluatedinaplacebo－00ntrOlledstudy．Therewerenostatistical吋SignificanthigherrateslnSyStemicor  
injection－Siteadverseexperiencesamon9SuPjectswhoreceivedconcomitantvaccinationcomparedwith  
thosewhoreceivedGARDASILorhepa柚sBvaccineaLone．  
尺epoJ伽90′月dveJ苫e亡∨即ね   

The US Department of Health and Human Services has established a Vaccine Adverse Event 
Repo什ingSystem（VAERS）toaccepta”reportsofsuspectedadverseeventsa代ertheadministrationof  
anyvac聖e・includingbutnotlimit由tothereportingofeventsrequiredbytheNanonalChildhood  
VaccinelnJuryActof1986．Forinformationoracopyofthevaccinerepo止ingform，CalLtheVAERSto（l－  

freenumberatl－800J22－79670rrePOrtOnlinetowww．vaers．hhs．gov．   

DOSAGEANDADMINISTRAT］ON  

Dos∂ge   

GARDASIL should be administeredintramuscular］y as3separate O．5－mL doses according to the  
fo”owngschedule：  
Firstdose：atelecteddate   

Seconddose：2monthsa什erthefirstdose   
Thirddose：6rnonthsaf（erthefirstdose  

Me的OdorAdm〟I由什afわ〃   

GARDAS］Lshould beadministeredintramuscuIa巾inthedeltoid regionoftheupperarmorinthe  
higheranterolateralareaofthethigh．   
GARDAS（Lmustnotbeinjectedintravascularly．Subcutaneous andintradermaladministration have  
notbeenstudied，andthereforearenotrecommended．   
The prefilled synngeisfors］ngle useonly and should not be used fbr rnorethanlindividuaL For  
SingrehuSeVialsaseparatesterilesynngeandneedlemustbeusedforeachindividuaL・   
The vaccine should be used as suppIied：nO dilution or reconsthtjonis necessary．The fu［L  
recommendeddoseofthevaccineshouIdbeused．   

Shakewe‖be坤Thoroughagitationimmediatelybeforeadministrationisnecessarytomaintain  
SUSPenSk）nOfthevaccine．   
A代erthorough agkation，GARDASILis a whne，Ck）udyliquid．Parenteraldrug products should be  
inspectedvisual）yforpaniculatematteranddisco10rationpriortoadministration．Donotusetheproductif  
ParticulatesarepresentorWitappearsdiscolored．  
SJ〃ロJedose u由Juse   

WithdrawtheO．5－mLdoseofvaccinefromtheslngJeJosevialuslngaSterileneedleandsynngefree  
Of preservatives，antiseptics，and detergents・Once the slngle－dose vialhas been penetrated，the  
WithdrawnvaccineshouldbeusedpromptJy，andthevialmustbediscarded．  
PJe〟〃edSy血ロeU5e  

lnjecttheentirecontentsofthesynnge．  
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lnstructionsforusingtheprefi＝edsingle・dosesyringespreassembledwithneedleguard（Safbty）  
dovice  

L．UER NEEDLEWTl18HENH  

■lll■i亡RIFl」腫  針Rt■lQE  

NOTE：PleaseusetheencJo＄edneedleforadministratjon．1fadiffbrentneedlei＄Cho＄en，jt＄hould  
fitsecure暮yonthe＄yr）ngeandben010ngerthanlinchtoensureproperfunctioningoftheneed［e  
guard devjce．Two detachabJelabels are proYided which can be removed afterthe needleis  
guardod．   

RemovoSyringeTipCap・AttachLuerNeedle．DepressbothAnti－RotationTabstosecuresyrIn9eand  
attachLuerNeedlebytwistinglnC10Ckwisedirection．RomoveNeedleSheath．Administer叫ectionper  
StandardprotocolasstatedaboveunderDOSAGEANDADMINISTRAT10N．DepressthePlungerwhile  
grasplngtheFingerFlangeuntiltheentiredosehasbeenglVen．TheNeedleGuardDevicewillNOT  
activatetocoverandprotecttheneedleunJesstheENTIREdosehasbeenglVen．Removeneedlefrom  
the vaccine recrpLent・ReJease the PIunger and a＝ow synnge to move up untilthe entire needJeis  
guarded・Fordocumentationofvaccination．removedetachabIelabelsbypulIingslowtyonthem．Dispose  
inapprovodsharpscontainor．   

HOW SUPPLlED 

V由始   

No．4045－GARDASILissuppliedasacanonofoneO．5－mLsingle－dosevial，NDCOOO6－4045－00．   
No．4045－GARDASILjssuppliedasacartonoftenO．5－mLsingle－dosevials．NDCOOO6－4045－41．  

Sγ血g郎   

No・4109－GARDASILissuppliedasacartonofoneO．5－mLsingle－doseprefilJedLuerLocksyringe．  
preassemb■ed with U，traSafe Passive⑱†delivery system・A one－inch．25－gauge needreis provided  
SeParatelyinthepackage．NDCOOO6－4109－31．   
No・4109－GARDASILissuppliedasacartonofsixO・5－mLsingle－doseprefi”edLuerLocksyringes，  
PreaSSembJed with UltraSafe Passive㊥delivery system・One－inch，25－gauge need－es are provided  
SeParatelyinthepackage．NDCOOO6－4109－06．  
Sわ帽9e  

Store refri eratedat2to80C  36to460F  Donotfreeze．Protectfrom［i  

▲ M抽Uf・andDisLbY：  

tJMERCK＆（OJNC，WhitehouseStation，NJO8889，USA   

IssuedJune2006  

†ultraSafePassiveede．iverysystemjsaTrademarkofSafetySyringes，Inc，  
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