
TYZEKATM  
（t曲ivudine）Tablets  

Rx即Iv   

P†eSCribi叩l【hr¶ation  

Metabolism and Eliminatian 
NometabolitesoftelblVUdineweredetectedfo‖owingadminIStrationofr14Cl－telt）ivudineinhumans，  
TeIbivudineisnotasubstrate，OrinhibitorofthecPochromeP450（CYP450）enzymesystem（See  
CLIN［CAしPHARMACOLOGY，DrugInteractions）．  

Afterreachin9thepeakconcentration．plasmaconcentrationsofteIbivudinedeclinedinabトexponentiaE  
mチnneTWithaterminaleliminationha附fe（Tl′2）of40－49hours・TelbivudineiseliminatedprirTlarilyby  
U「lnaryeXCretionofunchangeddrug，TherenaFclearanceofleIbivudincapproachesnornafgIorneruEaT  
fiurationraIesuggestingthatpassivediffusionisthemainmechanismofexcretion．Approximately42％  
OfthedDSeisrecoveredintheurineover7daysfo”owingasingle600mgoraFdoseoftelbivudine．  
Becauserenalexcretionisthcpredorninantrouteofelim血tion，Patientswithmoderatetosevererenal  
dysfunctionandthoseundergoinghemodialysisrequireadoseintervaladjuslment（SeeDOSAGEAND  
ADMINISTRAT10N）．  

CardiさCS地坪  
FnaninvkrohERGm8del，telbivudinewasnegativeatconcentrationsuplolO，000lLM．1nathorough  
QTcpro10ngationc仙icalstudyinheaLthysubjects，telbivudinehadnoeffectcnOTintervalsorDther  
electrocardiographicparametersaftermultipledailydosesupto1800rng．  
軸旧知IP叩ulat血帖  
仇叩山肌Therea「enosignificanIgenderィelateddi†fere【CeSintelbivudi【ePha「macokinetics．  

Race：Thcrearenoslgnificantrace－relateddifferencesInte（bivudinepharrnacokinetics＿  

PediaLricsaJId6e由l（ics：Pharmacokineticstudieshavenotbeenconductedinchildrenorelderly  
Subiects．  
伽〟∂JJ叩∂〟m即′  

Single－dosepharmacokincticsoftelbivudinehavebeenevalualedinpatients（Withoutchronichepa柵SB）  
Withvariousdegreesofrena［impairment（asasscssedbycreatinineclearance）．Basedonthcresurts  
ShowniJITablel，adjustmentoIthedoseinterva＝orTYZEKAisrecommendedinpatientswithcreati－  
ninecEearanceofく50mL／min（SeeDOSAGEANDADMINISTRATrON）．  

T如血1」加m桐側舶冊ti一円帽mel即りIm柑n土引叫O TelbiYUdinモ  
inSub如IsvithValiousD印帽eSOtRenaIFun6tion  

RenalFLlnCtionICreatini爪eClearanceinITLUTTt  

【SRD／  

Ho－mall＞80）Hi川（5＝OIHod即納130・49）S帥即e（く30）Hemodi叫頭  
In墟）  ln＝8）  （n＝8）  一触6I  ln＝8）  

600mo   ＄叩ml  l001叩  200mg   200ml  

WARI削HGS  
Lact加摘仙南銅山酬椚血叩l叩明叫鵬thstea加is，iれClu仙pl8tれ購喝瀬川血酬IelOned  
Vriththeu！el）1MJCleosideanalqLleSalt）neOrincomtIi桐tior［Withantiretrovirals・  

SeYereaCLlteeJaCerbtionsofbepIitisBhYebeBnrePl）dedinptjerltSWhobYediscBntirIuedadi－  
htplitisBhlr］PY．hcILJdiqTYZEKATltelbiYtldiTle）．HeptiEhJJIEtioqIbuldblrTl011hqdcJo暮叫  
VithbhclirlicalarldlabratDrYfDl］t）V・lJPb－atleasIseYer31rTlOntbshFIatie11tSYhdi！Cl）dinLJeanti・  
伽触8廿陀相即．m叩叫血鵬l憐um小io＝h鵬佃倒b8鵬相即m叩be鵬巾汀bd．1SeeW仙川HGS．）  

D【SC剛PT1011  
TYZEKATNislhetradcnamefortelbivudhe，aSyntheticthymidinqnucleosideanatoguew仙activity  
againsthepatitisEtvirus（HBV）．ThechemicaInarnefortelbivudineISl－（（2S，4R，5S）・4－hydroxy－5Thydroxy－  
meth州etr油ydrofuran－2－yl）－5－methyl－1日－Pyrimidi【e－21…0略0「1－（2－deoxyサL－ribo一肌a【OSyり－5－  
methyluracil．TeIbivudineistheunmod汀iedβ－しenantiomerofthenatura”yoccumngnucleoside，thymidine．  
1tsmolecularformulaisClOH14N205，WhichcorrespondstoamorecuIarweightof242．23．Telbivudine  
hasthefoL10Wingstructuralformula：  

ノ、ト  

しよ  小‘  

Tdbivudineisaw仙etoslightb（ye‖owIShpowder．TeEblVUdineissparinglysoLubEeinwater（＞20mg／mL），  
andveryslightlysoIubleinabsoluteethanoHO，7mg／mL）andn－OCtanOl（0．1mgJmL）．  

TYZEKATM（teIbivFJdine）fiIm－COatedtabIetsareavailablefororaladministrationin600mg？1rength・  
TYZEKA600mgfilm・COatedtabletscontainthefoJ10Winginactiveln9redients：CO”oidaFsjllCOndioxidc，  
rnagnesiumstea（ate，microcrystallineceI（ufose，POVidDne，andsodiunstarchgIycolalc．Thetablet  
COatingcontainstitaniurTldioxide，PO～elhyleneglycoL，talcandhyprome”ose．  

MICRO810LOGY  
M別血鋸血蘭＝†Actioれ  
TelbivudineisaiyntheticthymidinenucIeosideanaLoguewhhactivityagairIS1日BVDNApolyrrIeraSe．  
rt［SPhosphorylatedbycelJularkinasestotheactivetriphosphateforrTl，Whichhasanintracel）ular  
half・Iifeof14hoりrS．TeIbivudine5’－triphosphateinhib沌SHBVDNApolymerase（reversetranscriptase）  
byconlPetingwithlhenaturalsubstrate．thymidine5’－triphosphate．1ncorporationoftelbivudine  
5’．triphosphateiTltOViralDNAcausesDNAchainlermination，reSUrtingininhibitionofHBVrep［ication．  
TelbivudineisaninhibitorofbothH8Vfirststrand（EC50Value＝1・3±1．6l⊥M）andsecondstrand  
Synlhesis（EC58Value：0．2±0．2ILM）．Telbivudine5’TtriphosphateatcorLCentrationsuptolOOl⊥M  
didnotinhib”umance仙IarDNAp巾merasescL．β，Orl・，NoappreciabIenitochondria＝oxicitywas  
ObservedinHcpG2celIstreatedwithtefbivudineatconcentrationsuptolOトLM．  

山ItiYねⅧ曲呵  
TheantiviralactiJityoftelbi〉UdinewasassessedintheHBV－eXPreSSin9humanhepatomacellline  
2．2．15．aswel）aうinprimaryduckhepatocPesinfectedwithduckhepatitis8virus，Theconcentration  
Ofte榔vudinethateffec仙elyinhibited50％ofviraJDNAsynthesis（EC58）i【bothsystemswasapproxi－  
matelyO．2pM，■Theanti7日BVactivnyoftelbivudinewasadditivewithadefovirinceLLcu仙re．andwas  
notantagonEZedbytheHIVNRTIsdidanosineaTldstavudine．TelbivudineisnotactiveagainstHIV－1  
（EC58VaLue＞100LLM）andwasnotantagonistictotheanti一日IVacti涌yofabacavir．didanosine，emtri－  
C舶bl〔e，1amivu山【e．StaVudhe，t即Ofovl「，Orヱidovudlne．  

Rlii‡1引Ⅶe  

lnanas－treatedanalysisofthePhaselIlg10baIregistrationtrial（007GLO8Estudy）．59％（252／430）of  
lreatment－na†velBeA9－POSiliveand89％（202／227）oftreatment－nafveHBeAg－negativepaticntsreceiv－  
ingtelbivudine600mgoncedai吋achievednondetectableserumHENDNAlevels（＜300copies／mL）by  
Week52．  

AIWeek52．145／430（34％）and19／227（8％）ofHBeAg－POSitiveandHBeAg－negallVetelbivudinerecip－  
ients－reSPeCtiveIy，hadevaIuableHBVDNA（≧1，000copies／mL）－GenotypicanaりSisdetectedoneormore  
amlnOaCidsubslhtionsassociatedwithviroIogicfailure（nM204I，nL801N，nA181T，nL180M．rtL229WN）  
ln490f103HBeAgLPOSitiveand120f12HBeAg－negatlVePatientswithamp＝fiabJeHBVDNAand≧16  
Weeksoftreatmcnt．ThertM2041substitutionwasthemostfrequentmutationandwasassDCiatedw仙  
Viro10gicrebound（≧110glOincreaseabovenadir）in340f46patienlsw裾1thismutation．  

C和S舌－Reiist8∩【モ  

CTOSS－reSIStanCehasbeenobservedamongHBVnucleosideana10gUeS．［ncell－basedassays．1amivudine－  
resistan＝1BVstrainscontainLngeitherthenM2041rTlutationorthertL180M／rtM204Vdoublenutation  
had≧1，000LfoldreducedsusceptibilitytoleIbivudine．TeIbivudineretainedwild－tyPePhenotypicactivi吋  
（1．2Tfoldreduclion）againstthelamivudineresistance－aSSDCiatedsubstitutionrtM204Va10ne・Theeffi－  
CaCyOftelbivudineaoainsIHBVharboringtherLM284VmutationhasnotbeenestabEishedinc柚Cal  
trlaIs HBVenco（lingtheadefovirresistance－aSSOCiatedsubstitutionnA181Vshowed3－tO5－foldreduced  
SUSCePtibililytoIelbivudineincellcuIture，HBVencodingtheadefovirresIStanCe－aSS8Ciatedsubslitu－  
1ionrtN236Tremainedsusceptib［e10telbivudine．  

CLIHICALPHARMACOしOGY  
Phama川kil帽ti8SiれAdults  
Theslngle－andmultiple－dosepharmacokineticsofteLbjvudinewereevaluatedinhealthysubiectsandin  
PatientswithchronichepatitisB．Te［bivudinepharmacokineticsaresimilarbctweenbothpopuiations．  

Ab‡叩伽nan【川ioava舶bil叫  
Fol10WlngOraladministTationoftelbivudlne600mgonce－daiFyinhear（hysub）ects（n：12）．steadystate  
Peakplasmaconcentration（C．na，）was3．69±1．25I▲g／mL（mean±SD）whIChoccurredbetweenland  
4hours（mediar2hours），AUCwas26・1±7・2rLg・h／mL（mean±SD）－andt「OUghplasmチCOnCentra－  
tions（C血gh）wer？aPPrOXimatelyO・2－0・3LLg／mLSteadystatewasachievedaf（erapproxlmately5to  
7daysofonce－（】aLLyadministralionwith－1ふfoldaccumulation，SUggeStinganeffectivehalf－Eifeof  
－15hours．  

E伽Ctミロ†F00dDnOralAbs叩tion  
Telbivudl【eabsorptionandexposurewereunaffectedwhenasingIe600－rngdosewasadmLnisteredwltha  
h．gh－fat卜55g），hlgh－CaIorle（－950kcal）meaLTYZEKATW（telbIVudine）maybetakenwlthorwithoutfood  

Distribl11ion  
IwitroblndingofteIbivudrnetohurTlanPlasrTlaPrOteinsis10W（3．3％）Afteroraldosin9，theestlmated  
apparentvoIumeofdFStrIbut10nislneXCeSSOftotalbodywater．suggestingthattelbNUdinciswidely  
dislnbutedintotlSSueS．Telbivudinewasequa”ypartltionedbetvJeenPlasrnaandb100dce”s．  

C¶一Itl〟mLI 3．4±0．9   3．2±0．9  2・8±1．3  1．6±0．8   2，1±0▲9  

仙C川F  
lpo・hr／mL）  28．5±9．6  32＿5±10．1  36．0±13．2   32．5±13．2  67．4±36．9  

CL膵肌‖L州  7，6±2．9   50±1＿2  2．6±1．2  0，7±0．4  

伽朋J叶J叩∂血d伽f即飴脚〟創打○仙丹由  
HemodiaIysis（UPtO4hours）reduc！SSyStemicte［bivudineexposurebyapproximately23％・FoLEowing  
doseintervaladiustmentfoTCreatinlneClearance（SeeDOSAGEANDADMINISTRAT［ON）一nOadditionaL  
dosem8dificationlSneCeSSaryduTingroutinehemodialysis．TYZEKAshouldbeadminlStereda触r  
hemodialysIS．  
肋■さ〟‘血■如Ⅶ即I  

ThepharmacokineticsofteIbivudinefo‖owingasingle600－mgdosehavebeenstudiedinpalients  
（WithoutchronichepatitisB）withvariousdegreesofhepaticimpairment．ThereweTenOChangesin  
teIbivudinepharmacokineticsinhepatlCal吋impairedsubiectscomparedtouninpairedsubjects．ResuKs  
Ofthesestudiesindicatethatnodosageadjustmentisnecessaryforpatientsw仙hepaticimpalrnCnt．  

Druローntモ帽Ctions  

TelbivudineisexcretedrnainlybypassivediffusionsothepotenlialforinteractionsbetweeTltelbivudine  
andothcrdrugse”minatedbyrenalexcretionisJow．However，becausetelbivudineiseIini【atedprTmaT－  
ilybyrenalexcretion．co－administrationo†telbivudinewithdrugsthatalterrena＝unctionrnayalter  
PlasmaconcentrationsoftelbⅣUdine．  
Dru9－druginteractjonstudiesshowlhatramivudine，adefovirdipivoxil，CyC［osporineandpegylaled  
intel†eTOn・alfa2adonotalterteJbivudinepharmacokinetics，Inaddition，teJbivudi〔edoesnotarEerthe  
Pha「macoki【etjcso†lamivud血．ade柏〉irdipiv8Xil．0「CyC10SPOri【e．Node佃蘭veconchJSi8【CO】ldbe  
drawnregardingtheeHectsoftelbivudineonthepharmacokineticsofpegylatedinterferon－alfa2adue  
tothehighinter－individuaIvaTiabilityofpegylated血terferon－arfa2aconcentrations．  

Atconcentrationsupto12timesthatJnhumans，teIbivudinedidnot‖仙ibitinvi（rometaboIismmcdi・  
atedbyanyofthefo”owinghumanhepaticmicrosomaIcytochromeP450（CYP）isoenzyrnesknown  
tobeinvoIvedinhumanmedicinalproductmetabolism：1A2，2C9，2C19．2D26．2El，and3A4．Basedt）n  
theaboveresunsandtheknowneIiminationpathwayoftelbivudine，thepotentialforCYP450－rnediated  
interactionsinvofv［ngteIbivudinewithothermedicinalproductsisLow．  

1HD暮CAT1011S▲HDUSAG【  
TYZEKATW（telbivud‖呵isindicatedforthctreatrnentofchronichepatilisBinadurtpatientswithevi－  
denceofvira義「叩Iicationandcitherevidenceofpcrsrstentelevationsinserurnaminotransferases  
（札TorAST）0「histo10gicallyactivedisease．  

Thisindicalionisbasedonviro10gic，SerO10gic，biochemicalandhisto10gicresponsesafteroneyearof  
treatmenlinnucIeoside－treatment－nalVeadultpatientsw仙HBeAg－POSitNeandHBeAg－negativechronic  
hepatitisBwithcompensatedli〉erdisease（SeeDescriptionofClinicalStudies）．  

Des【ri仲川OICliれicalSludie‡  
＾dLllbr：Thesafe吋andefficacyoftelbivudinewereevaluatedinaninternationaIactive－COntrO”ed，CIinl－  
CaJstudyofl，367patientswlthchronichepatitisB．ca”edtheOO7GLOBEstudy．A”subiectswere  
16yearsofageorolder，WithchronJChepa柚SB．evidenceofHBVLnfectionwithviralreplication  
（H8sAg－POSilive，HBeAg－POSitiveorHBeAg－negativc．HENDNAdetectabJebyaPCRassay），andeLe－  
VatedALTIeveIs≧13tim？Stheupperlim［tOfnorrnaI（ULN），andchronlCinflammationon＝veTbiopsy  
COmPatiblewithchronrcvlraFhepatitis、  

TheWeek52resultsoftheOO7GLOBEstudyaresummarizedbe18W，  
ClinicaIEuede11CeinPalienbLrithCon7PenSaledL．ire（Djsease：TheOO7GLOBEstudyisaPhase＝  
randorTlized．double－blind．multinationalstudyo†teJbivudi【e600mgPOoncedaiりCOmParedto  
IamivudinelOOmgoncedailyforalreatmentperiodofuptolO4weekslnl，367nucleoside－nalve  
ChronichepatilisBHBeAg－POSitiveandHBeAg－negativepatients，Theprimarydataana義ysiswascon－  
ductedaftera”subjectshadTCaChedWeek52，  
IJBeJIg－POSiIireSu4iecb：Themeana9eOfsubjectswas32years．74％weremale，82％wereAsran，  
12％wereCaucasIan．and6％hadpreviouslyreceivedalfa－interferontherapy，Atbase＝ne，Subjectshad  
ameanKnode”NecroJnfIammatoryScore≧7：meanSerUnHBVDNAasr71eaSuredbyRocheCO8AS  
AmpEICOr＠PCRassaywas9．511oglDCOPjes／mL；andmeanserumALTwas1461U／L．Pre－andposl－  
ZiverbiopsysarnpLeswcreadequalefor86％ofsubjects，   



TY託KATHltel柚仙抽吋Tableb  

棚輌〟帽岬丁鵬me卸a那加別bjec旭W狙朋y視柑，m㈹代mれ朗％w℃代Asl机  
23％㈹帽肋uc甜，a雨11％h如P「e血旧けrece㈹d浦上両e而ron仙er叩y．Atb矧帥喝凱b画b  
血ame訂‖hod釧N∝rO耐bmm訳0け鮎Ore≧7；me綱馳mmH8VDNAasmea別「由叫R∝鵬  
CO8ASAmpl忙Or＠PCRassaywas7．66bg10COPies／mL：andrneanserumALTwas137IUnMPre－and  
PO幻一仙er加OP町SamPl∬W即ead印∪訳eねr92％ofpati帥tS．  

馴仙以IR椙∪貼（○ⅣGL08【＄t叫I  
CJinicaIandvm10gice輔CaCyendpointswe帽eValuatedsepaTale吋intheHBeAgTPOS輌andHBeAg－  
n叩tⅣeSUb画＝印刷曲m庸Stu叫00γ  

†aMe2．Hi仙匝l血PrO▼lm…t抑d伽叩hl血kF紬l昭k鮎川＝‖鵬血引  
tO卯GLO別‡引l巾）  

H仙lほili一柑l匝朋椚  血IndlTl  

l鵬iY血血  hml仙di昭  一dbiYU朋M L川面畑山  
…叫  100∩叩  …叫   1帥叫  

COnCOmitanttreatmentwiththeseorotheragentsassociatedwnhnyopathyshouldweighcaTefu”ythe  
POl帥tialbene用sandrisksa【dshouldmo【i10rpati即tS†ora叩SlOnSDrSymPtOmSO†u【eXPla血d  
m】SClepain．tende川eSS，0「Weakness，Pa州CUlaHyduringperiodso†upwarddosage帥ati肌  

PR【CAUT1011S  
G即I帽l  
〝℡仰Jf〟仰〟脚  

Telbivudineise‖rninatedprimari～byrenalexcretion．thereforedoseinteTValadjustmentisrcconmended  
lnPalientswilhcreatininecIearance＜50mLJrnin，inchjdingpatientsonhern8dialysisorcontinuous  
ambuIatorypeTitoneaIdiaIysis（CAPD）．1nadd納n，CO－adrT［inistrationofTYZEKATN（teIbivudine）w汁h  
drugsthataffectrenaLfunctionrnayaLterpIasnaconcentratio【SOfteIbivudineand／Ortheco－adninistered  
dr】g（SeeDOSAGEANDADM肌ISTRAT旧N）．  

膏血川佃凡好肋き〟Iね血〟■血J伽叩ざ血l叫′∂〟胞β  
TherearenoadequateandweJITCOnlroJledstudiesforteIbivudjnetreaIITIenIofpaticntswithestabIished  
lamivudine－reSistanthepatitjsBvirusinfection．1nce”cuIture，telbNudineisnotactiveagainstHBV  
encodingarTlinoacidsubsthlionsM20410rM204V／L180M．Telbivudineretainswild－tyPePhenotypic  
activityagainsttheねmivudineresistance・aSSOCiatedsLJhstjt】tionnM204Va10ne；however．theefficacy  
Oft81bivudineagainstHBVharborlqthertM204VmutationhasnotbeenestablishedinclinicaIt血Is．  

Therearenoadequateandwe”－COntrOlledstudiesfortelbjvudinetreatrnen10fpatientswithestabIjshed  
adefovir・reSistanthepatjtisBvirusinfection．HBVencodingtheadelovirresistance・aSSOCiatedsubstilu－  
tionrlN236Tremainssusceptibletotelbivudine，Whi）eHBVencodinganA181Vaminoacidsubstitution  
Showed3・tO5－foJdreducedsuscepljbililytolelbivudjneincellculture．  

川柳Ⅷ朋印加別物ゆ血血  
Thesafetyande什icacyoftelbivudineinJivertransplaFltreCipientsareunknown．Thesteady－State  
PharrnacokineticsofteIbivudinewasnot州eredfol10Wingmultipledoseadnlinistrationincornbination  
Withcyc［osporine・lfleIbivudjnetreatmentisdeterTTlinedtobenecessaryforalivertransp（antrccjpknt  
Whohasreceivedorisreceivinganimmunosuppressantthatmayaffectrena＝unction，SUChascyc10－  
SPOrineortacrolimus．rena＝unctionshoLJIdbemonitoredbothbeforeandduriqtTeatmentW酬  
TYZEKA（SeeCしIMCALPHAFMACOLOGY，SpecialPopulationsandDOSAGEANDADMINISTRAT10N）．  

加01mlt】MtOrPlt血血  
Apdk【tPaCkageins帥（PPりforT佗EKAisavailableforpatient両Ormation．  

Patientsshouldremainunderthecareofaphysicianwh‖etakingTYZEKA．Theyshoulddiscussany  
newsymptornsorconcurrentmedjcatiDnSWiththejrphysician．  
PatientsshouldbeadvisedtoreponpronptIyunexpIainedmuscIeweakness，tendernessorpain．  

PatientsshouldbeadvisedthatTYZEKAisnotacureforhepaはisB，thattheLong・termtreatment  
benefnsoftelbivudineareunknownatthistimeandinpaTlicular，thatthereFationshipofini［ialtreatmeTlt  
responsetooutcomessuchashepatocelMarcarcinomaanddecor71PenSatedciTrhosisisunknown．  
Patients5ho山dbe冊Ormedthatdeteriora抽nofliv即diseasemayoccu「i【SOmOはSeSiItreatm帥Iis  
discontjntJed，andthattheyshoulddiscussanychangeinreoIrnenWiththeirphysician．  

PatientsshoLJldbeadvisedthattreatmentw旺hTYZEKAhasnotbeenshowntoreducetheriskoftrans－  
missionofHBVtoothersthroughsexualcontactorb108dcontam血tion（SeePRECAUT10NS．Labor  
andDe仙eけ）．  

Dl叩Int即■C仙川事  

Telt）ivudineisexcretednainIybypassivediffusionsothepotentialforinteractionsbetweentelbivudine  
andotherdrugseliminatedbyrenalexcretionjsIow，However，becauselelbivudineiseliminatedprimarT  
ilybyrenalexcretion，CO・administrationoftelbivudinew州1drugsthataEterrenaIfunctionmayaIter  
Plasmaconcentratio〔SO†te＝）ivud血e．  

C削℃h011㈹涌い仙t叩川■血，I叫叩l川椚川t01FモHIl町  
TeJbhJdinehasshowTlnOCarCinogenicpotentiaI．Lo叩teTmOraIcarcincgenicbIStudjesw肘ItelbivLJdine  
Werenegativeinmiceandratsalexposurcsupto14timesthoseobservedinhumansatthetherapeu－  
ticdoseoI600mg／day．  

TheTeWaSnOeVidenceofgenotoxicitybasedoninvhTOOrinvwotests．Telbivudinewasnotnuta9enic  
ntheAmesbacte血IreversemulationassayusjngS・帥hjmu聖mandE・COlistrainswithorw仙Oul  
metabolicactivation・TelbjvudinewasnotcIastogenicinmamnalJan－CeIlgenemutationassays，incJud－  
inghumanlymphocytecuhresandanassaywithChineseharnster？Varyfe”swithorwithoulmeta－  
bolicactivatjon．Funhermore，telbivudineshowed110e侮CtinaninwornICrOJIUCIeLJSStUdyjnmice．  

1nreproductivetoxico10gyStUdies，nOeVidenceofimpairedfenil勒WaSSeenjnTnaleorfemalcratsat  
SyStemjcexposLLreSaPPrOXimale［y14tinesthatachievedinhurnansatthctherapeuticdose．  

Pr叩∩抑叩C扉l－叩8  
Telbivudineisnotteratogerlicandhasshownnoadverseeffectsindeve10Pingembryosandfetuses  
inprecIjnicalsIudies・StudiesinpregnantTatSandrabbitsshowedthatteIbivudinecrossesthepfacenta．  
DeveI叩mentaltoxjcitystudiesrevealednoevidenceofharntothefdusinratsandrabbitsaldoses  
UP101000mg／k9／day，P柑Vidi叩eXPOSUre旭vels6－and37－timeshigher，代SPedively．tha【those  
Observedwiththe600mg／daydoseinhumans．  

Therearen8adequateandwelトCOntrO”edstudiesoftelbivudineinpregnantwomen．BecauscanimaI  
reproduclivetoxicnystudiesarenotahNaySPredicliveofhumanresponse，teIbivudineshouldbeLJSed  
duri【gPregnarlCyOniyifpotentialbenefitsoutweightherisks．  

PrqlIanCyFIqistrY：Tomonitorfeta10UtCOmeSOfpTegnantWOmeneXPOSedtoteIbjvudine．hea（thcare  
PrOVidersareencDUragedtoregistersuchpatientsintheAnliRetroviralPre9nanCyRegistrybycaI［ing  
l－800－258・4263．  

山血爪印山鮎〟帽〝  
TherearerlOStUdiesinpre9nantWOnenandnodataonthee侮CtOfteIbivLldineontTanSmissionof  
HENfrommDthertoinfant，Therefore，aPPrOPriateinlcrventiDnSShouldbeusedtop（eVentneOnataJ  
acq】isitio【OfHBVinfectiom  

仙椚血∫〝○仙■帽  
TeltIivudjneisexcretedjnthemilkofrats．ItisnotknownwhetheTteIbivudineiscxcretedinhunanTnilk．  
Mothersshou（dbeinstructednottobreast－feedjftheyarereceivingTYZEKA．  

Pモd紬l血】§e  

Safetyandeffectivenessoftelbivudineinpediatricpalientshavenotbeenestab（ished．  

Glll●trl亡〕l■  

Clinicalstudjesofte‖】ivudinedidnotincludesufficientnumberso†patienls≧65yearsofagetodeter－  
minewhelhertheyresponddifferentIyfromyoungersLJbjects．lngeneraF．cautionshouJdbeexercised  
WhenprescribingTYZEKAtoelderlypatients，COnSideringthegreaterfrequencyofdecTeaSedrenal  
functionduetoconcomitanldiseaseorotherdrL）gtherapy．Renalfuncti8nShoLJldbemonitoredin  
eIderJypatients，anddosageadiustmentsshouldbemadeaccordjngIy．（SeePRECAUT10NS，Rena［  
FunctionandDOSAGEANDADMINISTRATlON．）  

S岬〔ialPopulations  
TeIbivudinehasnotbeeninvestigatedinco－infectedhepaIitis8patients（e．g．，PatientscoLinfectedw汁h  
HIV．HCVorHDV）．   

（恒39叩  （nd8叩  （触205）1  一触21押  
Hi虞01叩i8ReミpOnSe2  

Improveme【t  

Nolmproveme【t   

Missi【gWeek52Biopsy  

l如はl円brosl‡S川帽】   

lmproveme【t  

NoCha叩e  

Wo「Senmg   

Missin（】Wモek52【”oDSV  

69％  60％  

19％  26％  

12％  15％  

41％  46％  

39％  32％  

9％  7％  

12％  15％  

69％  68％  

23％  25％  

8％  7％  

48％  44％  

34％  43％  

1D％  5％  

8％  7％  

職t細雨h≧mdo鎚dstu㊥叫W肋卵油瓜鵬蜘‖wb伽舗S肌Ib朋婚IilⅦ肘l鵬dl臓汀0州叫  
Score≧2  

2川岬R叩d摘お出PO血血C一組S七山血od釧Necro仙（叩馳○相加mね頭ir帽而仙㈹WO円卓∩・  

両面一厘日加∝旭l恥「鵬IS馳0柑  

竿Or仙血Rbl那加血PrO㈹d頭nd弘之≧1一匹血「抽hl血Rbros侍馳0作付Om加納nebWo蝕毀  

mep雨脚γend叩血がTh的Peu庇R呵相聞欄We融毀椅a00mpOS紬S即0廟腫end叩両re叫汀咽  
SuPPreSSionofHENDNAto＜5Jo010COPies／mしinconjunctionwitheither10SSO†serumHBeAqorALT  
【Orm由鹿d．馳∽【d叩印d画【鹿棚H雨0廟Respo【Se，ALTnorma＝油，訓dvar血S爪eか  
SUr鴨OI帥t油e仇叩．  

1nHBeAgTPOSnivepathnts，75％ofthete仙vudinesubjectsand67％ofneJarnⅣUdinesubjectshada  
TherapculicResponse．lnHBeAo－nqativepatients．75％ofthetelbivudinesubiecIsand77％0＝he  
はmⅣU鵬【eS】b卸値厄daThera輌R郎P即粥．  

SdectedvIrO坤．biochem血Landserob即COUtCOmerneaSUreSaTeShownnTab鹿3．  

T如両月・Ⅵ川l叫血l．8仙m血l帥J馳血小ほ叫血他山仙血潮  
叩仰臥川＝伽嘲  

日加血＝仙川血In』211  日仙Y■lnd購I  
R●叩○帖IP血I  Tll仙血I L那仙川郁M  一曲l血血  L州㈹  

…爪I  l川ml  刷川叩  1日叫  
一向▲58）   （n＝朋3I  tn＝詑2I （腱詑4）  

肌闘l‖11V馴川  
Ro山浦t川什Omli壬○‖¶l   
llogll川蝉‡／mり量＄【Mlj・6．45（0．11） －5．封（0．11）  

％糾明耶tiH8VDll▲  
H印i仙＝†PCR  60％  40％  

札Tllon¶如i凛“○が  77％  75％  

仙叫膵m朋川閃On1  23％  22％  

H81仙Lll‡1  26％  23％  

ー5・23（0．13）・4．40（0．13）  

88％  71％   

74％  79％  

NA  NA  

NA  NA  

1RocheCO臥SA叩IICOlO舶泊y（LLOO≦30000Pie釘mし）  
2H8eA叩瓜伽e川魂43a畑中川，日蝕旬－【印加＝＝21910rbothlet蜘ud血a【dkm細面egro岬S．ー岱卵価V叫．  
DiflereTICei11POPuLat10nSdLJetOeXdusJOnOfobservatjortsafteTtr8atmenldiscontrnuationdtJetOefficacyadinht10TI  
O†【Ol血叫叩鵬－H8Vdrugs  
叫叫1P00緬Ve：【三羽Oand叫6．H8叫¶印劇㈹：∩コ祁3and207．†ortelb肌dineandはm血din09rO叩S．re叩dl㈹け．  
ALTno（malhtTOnaSSeSSedo叫i11SubiectswthALT＞ULNatbaseJirN）  
帖432and442．tortdbⅣudilⅦ卸dlam肌di㈹ローOuPS，l鵬匹Ct油y・H8叫SerO¢0【〉e愕ionandlo∬aSS8＄do叫ln  
Sub庫tsw†hddec伽IeH馳Ag虞ね頭ine  

Patientswhoachievednon・detectableH8VDNAlevelsat24weeksweremoTeIikelytDUndergoe－antigen  
SerOCO【VerSion，aChieveundetectable（evelsofH8VDNA，nOma‖zeALT．andmjnimizeresistanceat  
Oneyear．  

COl汀R▲lNDIC▲T101ほ  
TeIbivudinetabletsaTeCOntraindicatedinpatjentswithpreviousIydemonstratedhypersensitiv町toany  
COmPO【entOttheproduct．  

W〟川INGS  
ExzICerbIionsoIHeptMsAflerDi！CDnIinLIatiorll）1Tre8tneれt  
SevereacuteexacerbationsofhepatitisBhavebeenrepoTledinpatienlswhohavediscontinuedanti－  
hepatitisBtherapy・Hepaticfunctionshouldbemonhredc10Selyw仙bothclinica［andlaboratory  
fol10W・uPforatleastseveralmonthsinpatientswhodiscontinueanti・hepatitisBtherapy．1fappropri・  
ale．initiationofanti－hepatitisBtherapymaybewarranted（SeeADVERSEREACT10NS，Exacerbations  
OfHepa佃SAfterDiscontiJIUationofTreatment）．  

引鵬Ietal納u＄Clモ  

CasesolmyopthYhvebeenreportedYithteJbiYudinelJSe！eYer31veBkstl）mOnth＄afterstad  
tbrapY．NYOPthYhs地中beenrepDrtedYithsomeotherdrqsJnthisclj）SS．  

UncornplicaledmyaIgiahasbeenreponedintelbivudine－treatedpatients（SeeADVERSEREACT10NS）．  
Myopathy，defInedaspersistentunexp［ainedmuscleachesand／Orr71uSCIeweaknessinconjunctionwith  
i【CreaSeSincreatmekinase（CK）va（ues，ShouldbeconsideTedinanypatientwnhd椚userTlyalgias，mUST  
CIetendernessormuscleweakness・Amongpatientswithtdbivudine－aSSOCiatedmyopalhy．therchas  
notbeenauniformpanemwithregardtothedegreeortirningofCKeIevations，［nad州On，thepredis－  
POSingfactorsforthedeve10PrnCntOfmyopathyamongteIbivudinerecipicntsareunknown．Patients  
Shouldbea仙Sedtoreponpromp町un叩Iainedmuscleaches，Pai【，一郎de川eSSOrWeakness．  
Te［bivudinetherapyshouldbeinterruptedifmyopathyissuspected．anddiscontinuedifrnyopathyis  
diagnosedLltisnotknowniftheriskofmyopathyduringtreatmentw仙drugsinthisclassisincreased  
Withconcurrentadministrationofotherdrugsassocialedw仙myopathy，includin9COrticosteroids．  
Ch10rOqUine．hydroxychIoroquine，CertainHMGCoAreduclaseinhibitors，fibrrcacidderivativcs，PeniciI一  
Iamine．zidovudine，CyCJospori【e，erylhromycin，niacin．and／Ora10Ieantifungals．PhysiciansconsiderIng  



TYZ亡KAⅧ糎Ibivu仙呵Tablets  

ADV【RS【R【ACT10HS  
AppTOXimately76（）subiectshavebeentreatedwithtetblVudineincllnicalstudiesatadoseof600mg  
OnCeda”y．Assessmentofadversereactionsisprlrna（IEybasedonthepivota1007GしOBEstudyin  
Wh［Chl，367patientsw仙ChTOnjchcpatitisBreceNeddoubLe－bEindlreatmentwithtelbivudine600m9／day  
（n＝680patients）orlamivudine（n＝687patients）foruptolO4weeks．Mediandurationoftreatmentin  
theOO7GLOBEstudywas60weeks†ortelbivudlne，andlamivudine－treatedpatients．Thesafetyprofiles  
D†telbivudineandlamivudineweregeneralIycomparableinthisstudy．  

C‖nical▲dve帽モ【㈹ntS  
lncllnicalstudiestelbivudinewasgenera”ywe”101erated，Withmostadverseexperiencesclassifiedas  
miIdormoderateinseverityandnotattributedtolelbivudlne＿LntheOO7GLO8Estudypatienldiscon－  
tlnuationsforadverseevents．cLinicaldiseaseprogressionoTlackofefficacywereO．6％forteIbivudjne  
and2．0％forlam｛VUdine，FrcquentLyoccurringadverseeventsregardlessofattribulabiIitytoteIbivudine  
WereUPPerreSPiratorytractinfection（14％）．fatigueandmaJaise（12％）．abdorninaJpain（12％），naSO－  
PhaⅣngitis（11％），headache（11％），b100dCPKinc「eased（9％）．co】gh（7％）．【auSeaa【dvomili【g（7％）．  
i〔fluenzaandinfluenza・Iikesymptoms（7％）．post－PrOCeduralpai【（7％），diarrheaand．00SeStOOIs  
（7％），Pha†Y咽OlaryngeaIpain（5％）．pyre淵a（4％）．a州1ra廟a（4％），「aSh（4％）．backpain（4％），dj皿－  
ness（4％），myalgia（3％），insomnia（3％），anddysp叩Sia（3％）．  

Frequent］yoccurr■ngadverseeventsregardlessofatlributabiJItytOlarnivudinew？reheadache（14％）・  
upperTeSPlratOrylracl山fection（13％），abdominalpaln（13％），fatigueandmalalSe（11％），naSOPharyn－  
g損S（10％），州］印ヱaand州u即ヱa－1ikesymptoms（8％），b100dCPKinc「eased（7％），COUgh（6％）．  
post－P「OCed】ralpain（6％），【auSeaand〉Om机【g（6％），dyspepsia（5％），diarrheaa【d100SeStOOIs（5％），  
diご血SS（5％）．p【aryn卯Ia「y【gealpa叫4％），raSh（4％），hepatic／RUOpa血（4％），arthralgia（4％）．back  
pain（4％），PyreXia（3％），rhinorrhea（3％），ALTincreased（3％）．andpruritus（3％）．  

SeIected，treatment－emer9enl・Clinicaladverseeventsofmoderaleto亨eVereintens［ty，Withoutconsider－  
atIOnOfstudydru9CaUSality．duringthepivotarOO7GLOBEstudyc‖nlCa［triatarepresentedinTable4．  

†油l亡4．Sele【ted†reさIm印t－【m叩川ICtin旭川d一針‡e【叩鵬轟（Gr8d02－4）  
01Moder3IeloSeYereLnterlSitYReJ）OrldinlheOO7GLOBEStudy  

80dyS†如m／舶用矧‖Y即t  †el仙川山肌  L抑油川鮒M  
机山叩  100 mp 

experiencedaCK－relatedad〉erSeeVenll（Withina30－daywindow）comparedto6％ofIamivudme－  
trealedpatienls．1nthissubgroupofpalientswithCKィelaledadverseevents，9％oftetbivudineJtreated  
PatientssubsequentlyinterruptedordisconlinucdstudydTug．Thesepatientsrecoveredafterstudy  
dTU9discontinuationorinteTrUPtion・Lessthanl％oftelbivudinesubjectsoveral＝n＝3／680）werediag－  
nosedwithmyopathywithnuscuIarweak【eSS；thesepalientsalsorecovereda肋StUdydrugdiscon－  
tinuation（SeeWARNINGS．Skeleta川仙SCle）．  

ⅧⅦl〕despre†erredterms：ぬCkp山∩．ChesIwalけ紬川0∩一見rdほCChestpaln，血餌tdtscomtort．“a仙Paln．muSCle  
Cramp．mUSC血rw融㈹SS．MSK阿れMSKchestpaln．MSKd】SCOm†0「t，MSK或㈹防S．叩叫Ia，myO†a∝iaIpa川  
野nd「Ome．myOPathy，myOSilis．neck因れnonぺardlaCChesIpa抑訓dpai【inextremlly．  

AsshowninTable5，On－treatmentALTelevationsweremorefrequentonlamivudinetreatment．  
AdditionaMyTtheoveral（incidenceofon－treatmentALTfIares・uSingAASLDcriteria（ALT＞10xULN  
and＞2・OxbaseLine），WaSSIightJyhigherlnthelamivudinearrn（5．1％）1hanthetelbivudinearm（3．2％）．  
TheincidenceofALTflareswassimilarinthetwotreatmenlarmsinthefirstsixrnonths．ALTfrares  
OCCurredIessfrequen叫inbotharmsafterWeek24，Withalowerincidcnceinthetelbjvudinearm  
（0．4％）cornparedtothelamivudinearm（2．2％）．Forbothlamivudjneandtelbivudincsubjects，the  
OCCUrrenCeOIALTflareswasmorecommoninHBeAgposf（ivesubjectsthaninHBeAgnegativesub－  
JeCtS．Per10dicmonitoringofhepaticfunctionisrecommendedduringtreatrTleTlt，  

Exacert）a（io11SOINeptitisATlerDi＄CDntinlJalio＝fTreiltTTlent（SeeWARNINGS）  
Thereareinsu用Cient血taonpost，treatmeTlteXaCerbationsofhepatitisaf（erdisco【tinuatLonoftelbivudine  
t「eatmenl．  

DRUG▲8US【AHDD【P【HD【NC【  
Telbivudineisnolaconlrolledsubstanceandnopotentialfordependencehasbeenobserved．  
OV【RDOSAG【  
Thereisnoinformationonir［tentionatoverdoseoftelbivudine．butonesubicctexperiencedanunnten－  
tionaFandasymptomaticoverdose．Hea仙ysubiectswhoreceivedtelbivudinedosesupto1800mg／day  
for4dayshadnoincreaseinorunexpectedadverseevents．Amaximumtolerateddosefortelbivudine  
hasnotbeendetermined．1ntheeventofanoverdose，telbivudineshouldbediscontinued．thepatient  
mustbemo【ltOredforevidenceoftoxicity，andappropriategeneralsupportivetreatmentappliedas  
〔eCeSSa「y．  

1ncaseofoverdosage．hemodIaJysisrnaybeconsidered．Within2hours，fol（OWingasingle200－mg  
doseoflelbivudine．a4－hourhemodiaIysISSeSSionremovedapproxinateIy23％ofthetelbivudi【edose．  

DOSAG【▲HD〟】MIHISTRATIOll  
A一山tsand▲血l閃朋両日≧1机矧馴直弼  
Therecommendeddoseoftelbivudineforthetreatmentofchronichepatr（isBis600mgoncedaily，  
takenora”y．w仙OrWithoutfood．TheoptimaltreatrT［entdurationhasnolbeenestabLished．  

R帥al吋Iml血血欄叫℡d壬  
TeIbivudinemaybeusedforthetreatmentofchronichepatitis8inpatienIswithimpairedrena＝unc－  
tio【．NoadjustmenttotherecommendeddoseofleIbivudineisnecessarylnpatientswhosecTeatinine  
Clearanceis≧50mLJmirLAdjustmentofdoseinlervaIisrequlredinpatientsw仙Crealinineclearance  
＜50mUrTlinirlCIudingthosew和h【SRDonhemod叫Sis（Table6），ForpatientswithESRD．teIbivudine  
Shouldt）CadministeredafterhemodiaIysis，  

Table6．DDSeInterYalAdjLJStmentOfTYZEKATNinPz）lie11tS～itbRenalJmpalrlTIent  

伽相加血OCtea馴CりmL／min）  Doseo一丁釧仙川朗M  

J川‡叫ecb鵬IhanyGradモ2・4A【  
G…●nl  
Fatigue／MalaisFb  
Py「exia  

仙川血血血IetallC011n¢Ctive†i手写リセ   
A「th「algja  

M］Sde－RelatedSymptomsc  
Ga富l川int朋価値I   

AbdominalPail】d   
Diarrhe〟Loose StooIse   
Gast「itis  

Re叩l帽t叩，Th別甘血」川刷臨ti胴I   
Cough†  

HセⅣ8V‡S一触m   
Headacheg  

22％   

1％  
1％   

＜1％  

2％   

＜1％  

＜1％  

＜1％   

く1％   

1％  

22％   

1％  
く1％   

1．0％  

2％   

く1％  

く1％  

0   

＜1％   

2％  ≧50  

30－49  
く30（【OtreqUiringdialysis）  
［SRD  

600mgoncedaily  
600mgonceevelγ48ho】rS  
600mgo【Ce即叩72hours  

1［ncLudesadverse飢entSCategOnZedasposslbIy／re3SOnablyornotpossl叫／reasonablyrelatedtothetIeatrTICntregInlen  
bythehⅥ畑IPatOr．b血】des】印erreSPlrat叩In†edl肌坤叫∩河山nas叩haryn帥S，POSt・prOCdur山F馳【．1【仙帥Za  
肌d州uenzaJlkesvmptoms卸dlaboratolyabno†r伯仙esthatwereconsideredadv耶eeV耶tS．鵬OeXC日加Sadverse  
eventswthafrequrmcyof）esstbanO．7％intheLdTarm  
blnchJ鵬sp「由一redlerms：†atigue抑d汀嶋伽駅  
【lⅦ山鹿SPr血Iredterms：ぬCkl血n，fib10m叩Ig吼muSClecramp，m】SCu10SkeI血Ichestpaln．叩alg吼「叩OPathy．pa吼  
匹inlne戒remけy．alldl即derneお  
dl叱l】desp－e†e汀edterms：abdomlnaldis∞m†0「t．aMomlnalpaln，abdomlnal卵l【10We「，abdominal匹l【UPPerand  
8aStrOmteStinalpa仙人dverse肘e【tS】∩鵬「Pr抽rl由teml“abdomlnalpa】れuPPer’■冊thane〉entOllowerkveIterm  
descrlPIIOnSO＝叩ht叩匹Iquad柑nt画nwe「eexcl〕ded加mtheaMomlnal阿lnCateg叩訓dcodモdundモー  
hepallCl血n爪UOpai【  
七日℃lu血SPr血rrd†erms：diarrhea，100Se引00ls．and†r印〕帥tbowelmoveme【tS  
tt【C】u血SPre†erredl即mS■CO叩handp†鵬udlVeCO咽h  
q眈ludes叩血汀8dIerms：headache，mI叩l陀，Sl【uSheadachモ，andtens10【headache  

FrequenciesofselectedtreatTnent－emergentIaboratoryabnorrnaIitleSintheOO7GLOBEsludyarelisted  
inTabie5，  

†州■5．Sele由一Treilm川ト【mero即tGrade3・4L8bo一山Ⅳ仙n8r打Ii川伽Sl  
inPalie11tSYithChronicHepatitisBintheOO7GLOBESttIdy  

NoadjustmenttothcrecomTnendeddoseoftelblVUdineisnecessaTYinpatientswithhepaticimpaErrnent．  
HOWSUPPし陀D  
TYZ〔KATN（telbivudine）600－mgtabIetsarewhitt！tOSlightryyeIJowishfi（n－COated．ova10id－Shaped  
tablets．imprintedwith”LDT．’ononeside．  

BottIeof30tablets（NDC24108－101－01）withchiIdイeSistantc10SUre．  

St即叫e  
StoreTYZEKAIablctsinori9inalcontainerat250C（770F），eXCurSionsperrTlittedto15－300C（59T860F）  
【seeUSPControlledRoomTeTTIPeratUre］．  

Fロー州medical叫uil油川州：1・877t8・TYZ【XA（1－877鴻89－9352）．  

伽叩thisandall血耶川tOItherモath01chi川ー川．  

TYZEKATIJisaTegisteredtrademarko†ldenixPhamaceuticals，lnc．  
丁釧仙川l仙e   

仰山呵  
（n＝680）  

†せSt  Lamivudille  
lO【lmq  

（n＝6叩  October2086  PTinledinU．S．A T2006－75  

TYZ－MPト02－001   Crea血潮M叫叩≧7・0×U川  
ALT＞10．OxULNand2．OxbaseIlne2  
ALT（SGP¶娼、Uxba聞仙e  
ASTLSGOT）＞3！］lbase＝ne  
L如朋＞2．5x〕川  
Amyk駅＞3．OxIJLN  
Tota18iLlrubin＞5．OxULN  
Neリー柑P帥ね（ANC≦749血mり  
Th「Ombo吋OPer血（P加地b封9．999仙が  
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ノIdenix  山NOVARTIS  

Ma〔】fact〕redby：  

NovartisPharmaSteinAG  
Sten．Sw江zerland  

Distrjbutedby：  
ld即ixPha「maceuticals，hcorporated  
Camb「idge，MAO2139  

Ma「ketedby一  
Ide【ixPharmaceuticals，lncorporated  
Cambridge，MAO2139  

NovarlisPharmaceuticaFsCorporation  
EastHanover，NJO7g36  

10【－treaIm給血〉ah」eWOrS即ed†rombasellnetOGrade30rGrade4du口和therapy  
2AmencanAssocIatIr）nfor†heStudyofL，VerDiseases（AASLD）deflnlt10nOIaculehepatllISflare  

CTeatineki【aSe（（：K）etevationsweremorefrequentamongsubjecIsonteLbivudlnetreatment．aSShown  
abovcinTable5．CKelevationsoccurredinbothlreatmen†arms：howe〉ermedianCK（eve［swerehigher  
lntelbivudLne－treatedpatientsbyWeek52．Gradel－4CKelevationsoccurredln72％oftelbivudine－  
treatedpatientsand42％ofねrnⅣudine－treatedpatients，WhereasGrade3／4CKeIevationsoccurredin  
9％oftelbivudinc－treatedpalientsand3％oflamivudiTleTtreatedpatients．MostCKelevat10nSWere  
asymptomaticbutthemeanrecoverytimcwas10ngerforsubiectsonteIblVUdinethansubjectson  
EamlVUdine．WhiLetherewasnotauniformpatternwithregardtotheけPeOfadverseeventandtiming  
Withrespect10theCKeJevation．8％oftelbivudine－treatedpatientswithGradel－4CKeIevations  
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VEREGENTM  

（Kunecatechins）  

Ointment，15％  

RxOnly  

ForTopicaIDermatoIogicUseOnly  

NotforOphthalmic，Oral，IntravaglnaI，OrIntra－analUse  

DESCRIPT10N  

VeregenTMis a botanicaldrug prOductfor toplCa）use・The drug Substancein Veregenis  
Kunecatechins，Whichisapartiallypurinedfねctionofthewaterextractofgreentealeavesfrom  
Camellia sinensis仏．）OKuntze，andis amixture ofcatechins and other green tea components・  
Cal：eChinsconstitute85to95％（byweight）ofthetotaldrugSubstance whichincludesmorethan55％  
of Epigallocatechin gallate（EGCg），Other catechin derivatives such as Epicatechin（EC），  

Epigallocatechin（EGC），Epicatechingallate（ECg）andsomeadditionalminorcatechinderivativesi・e・  

Gallocatechingallate（GCg），Gallocatechin（GC），Catechingallate（Cg），andCatechin（C）・Inaddition  
to［he known catechin components，it also contains gallic acid，Caffbine，and theobromine which  
togetherconstituteabout2・5％ofthedrugSubstance・TheremainlngamOuntOfthedrugSubstance  
containsundennedbotanicalconstituentsderivedfromgreentealeaves■   

ThestruCturalfbrmulaeofcatechinsareshownbelow．   
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GeneralStructureofCatechins  
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叫－■       A■■【れ トトE〆■仙増血曲・G鵬麟 H・拍鴎 トト帥d血恥   H 

・職  
トト申i■l■■■曲  t－ナ①DC  

トト攣b  トト㊤⊂  
トH伽■曲山地  トト¢q  
H鮎i孟蒜  トト¢亡  
トト仙l血仙た  ト）・q  

卜桝血  Pト亡  

Eachgramoftheointmentcontains150mgofKunecatechinsinawaterfreeointmentbaseconsisting  
Ofisopropylmyristate，WhitepetrOlatum，Ceraalba（whitewax），prOPyleneglycolpalmitostearate，and  

Oleylalcohol．  

CLINICALPHARM仏COLOGY   

Pharmatodynamics  
ThemodeofactionofVeregenTMointment，15％invoIvedintheclearanceofgenitalandperianal  
wartsisunknown．Invitro，Kunecatechinshadanti－OXidativeactivity；theclinicalsignincanceofthis  
nndingisunknown．   

Pharmacokinetics  
ThepharmacokineticsoftopICallyappliedVeregenOintmenthasnotbeensufncientlycharacterizedat  
thistime．However，datasuggestthatsystemicexposuretocatechinsa氏errepeatedtoplCalapplication  

OfVeregenOintment15％islikelytobelessthanobservedafteraslngleoralintakeof400mlgreen  
tea．   



NDA21－902  
Pa妄；e6  

CLINICAL STUDIES 
TwoPhase3randomized，double－blind，Vehicle－COntrOlledstudieswereperformedtoinvestlgatethe  

safttyandefncacyofVeregenTMointmentinthetreatmentofimmunocompetentpatients18yearsof  
ageandolderwithextemalgenitalandperianalwarts・Thesubiectsappliedtheointment3timesdaily  

fbrupto16weeksoruntilcompleteclearanceofallwarts（baselineandnewwartSOCCurringduring  
treatment）．  

Overbothstudiesthemedianbaselinewartareawas51mm2（range12to585mm2），andthemedian  
baselinenumberofwartswas6（range2to30）．   

Theprlmaryefncacyoutcomemeasurewastheresponseratedefinedastheproportionofpatientswith  
COmPleteclinical（visual）clearanceofallexternalgenitalandperianalwarts（baselineandnew）by  

Week16，preSentedinTablesland2forallrandomizedsu句ectsdispensedmedication．  

Tablel：EmcacybyRegion  Table2．EmcacybyGender  

Complete  

Clearance  
Complete  
Clearance  

Al）Cotltltries  

（includestheUnitedStates）   

VeregenTM15％（〃＝ユ97）   

Vehicle（N＝207）  

Males  

VeregenTM15％（N＝205）   

Vehicle（〃＝l柑）  

213（53．6％）  

73（35．3％）  

97（47．3％）  

34（2臥8％）  

UnitedSt且teS   

VeregenTM15％（N＝21）  5（23．8％）   

Vehicle（〃二9）  0（0．0％）  

Females   

VeregenTM15％（N＝192）  116（60．4％）   

Vehicle（N＝89）  39（43．8％）  

Mediantimetocompletewartclearancewas16weeksandlOweeks，reSpeCtively，inthetwophase3  
clinicaltrials．   

Theincidencerateofrecurrenceofexternalgenitalandperianalwartsattertreatmentinpatientswith  
complet畠clearanceisunknown．   

INDICATIONANDUSAGE  
Vere竿enTMisindicatedforthetopicaltreatmentofexternalgenitalandperianalwans（Con4ylomata  
acumlnata）inimmunocompetentpatients18yearsandolder．   

C（）NTRAINDICATIONS  
VeregenTMiscontraindicatedinindividualswithahistoryofsensitivityreactionstoanyofthe  
COmpOnentSOftheointment・lncaseofhypersensitivity，treatmentShouldbediscontinued．   

WARNINGS  

VeregenTMhasnotbeenevaluatedfbrthetreatmentofurethral，intra－Vaglnal，CerVical，reCtal，Orintra－  
analhumanpapillomaviraldiseaseandshouldnotbeusedfbrthetreatmentoftheseconditions・   
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PRECAtJTIONS  

Gemeral  

UseofVeregenTMonopenwoundsshouldbeavoided．  

蒜慧豊㍊霊忠恕認諾競霊慧霊器1tala。。  
Perianalwartsbeyond16－Weeksorformultipletreatmentcourses．  

Patientsshould beadvisedtoavoidexposureofthegenitalandperianalareato sunn）V－1ightas  
VeregenTMhasnotbeentestedunderthesecircumstances．   

InfbrmationforPatiemts  

GeneralInformatiom   

PatientsusingVeregenTMshouldreceivethefo1lowlnginformationandinstruCtions：  

1・Thismedicationisonlytobeusedasdirectedbyaphysician・Itisforextemaluseonly・Eye  

2．諾慧慧誌ミ：慧㌫望£；餌謡ご監禁謁買i：．慧㌦henthe．．eatmenta，ea  
iswashedorabathistaken，theointmentshouldbeappliedafterwards・   

3・Itiscommonforpatientstoexperiencelocalskinreactionssuchaserythema，erOSion，edema，  

itching，andburn1ngatthesiteofapplication・Severeskinreactionscanoccurandshouldbe  

promptlyreportedtothehealthcareprovider．Shouldseverelocalskinreactionoccur，the  

Ointmentshouldberemovedbywashingthetreatmentareawithmildsoapandwaterand  

furtherdosesheld．   

4・Sexual（genital，analororal）contactshouldbeavoidedwhiletheointmentisontheskin，Orthe  

Ointmentshouldbewashedoffpriortotheseactivities・VeregenTMmayweakencondomsand  
Vaglnaldiaphragms・ThereforetheuseincombinationwithVeregenTMisnotrecommended．   

5・FemalepatientsuslngtampOnSShouldinsertthetamponbeforeapplyingtheointment．Ifthe  

tamponischangedwhiletheointmentisontheskin，aCCidentalapplicationoftheointmentinto  

thevaglnamuStbeavoided．   
6・VeregenTMmaystainclothingandbedding・   
7・VeregenTMisnotacureand newwartsmightdevelopduringorafteracourseoftherapy・If  

newwartsdevelopduringthe16－Weektreatmentperiod，theseshouldalsobetreatedwith  

VeregenTM・   

8・TheefftctofVeregenTMonthetransmissionofgenital′perianalwartsisunknown．   
9・PatientsshouldbeadvisedtoavoidexposureofthegenitalandperianalareatosunIUVlightas  

VeregenTMhasnotbeentestedunderthesecircumstances．  
10. The treatment area should not be bandaged or othenvise covered or wrapped as to be 

OCClusive．   

11・Uncircumcisedmalestreatingwartsundertheforeskinshouldretracttheforeskin andclean  

theareadaily．   
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Carcinogenesis，MutageJ）eSis，ImpairmentofFertiIity  
Th’，MaximumRecommendedHuTPanDose（MRHD）ofVeregenTMointment，15％wassetatthree  
timesdailytopICaladministrationof250mg，750mgtotal，COntalnlngl12．5mgKunecatechinsforthe  

animalmultiple ofhuman exposure calculations presentedin thislabeling．Dose multiples were  
calculatedbasedonthehumanequivalentdose（HED）．   

Inanoral（gavage）carcinogenicitystudy，Kunecatechinswasadministereddai1yfor26weekstop53  

tranSgenicmiceatdos？SuptO500mg／kg／day（22－fbldMRHD）▲TreatmentwithKunecatechinswas  
notassociatedwithanlnCreaSedincidenceofeitherneoplasticornon－neOPlasticlesionsintheorgans  
andtissuesexamined・VeregenTMointment，15％hasnotbeenevaluatedinadermalcarcinogenicity  
Study．   

KunecatechinswasnegativeintheAmestest，invivoratmicronucleusassay，UDStest，andtransgenic  
mousemutationassay，butpositiveinthemouselymphomamutationassay．  

DailyvaglnaladministrationofVeregenTMointment，15％toratsfromDay4beforematlngand  
throughoutmatlnguntilDay170fgestationdidnotcauseadversee飴ctsonmatlngperformanceand  
ftrtilityatdosesuptoO・15mL／rat／day・Thisdosecorrespondstoapproximately150mg／rat／day（8－fo1d  
MRHD）．   

Pr曙manCyCatego町‥C  
Embryo－fttaldevelopmentstudieswereconductedinratsandrabbitsuslnglntraVaglnalandsystemic  
routesofadministration，reSpeCtively．OraladministrationofKunecatechinsduringtheperiodof  

OrganOgeneSis（gestationalDays6to15inratsor6to18inrabbits）didnotcausetreatmentrelated  

effbctsonembryo－fetaldevelopmentorteratogenicityatdosesofuptol，000mgn（g／day（86－fo1d  

MRHDinrats；173－fo1dMRHDinrabbits）．   

Inthepresenceofmatemaltoxicity（Characterizedbymarkedlocalirritationattheadministrationsites  
anddecreasedbodyweightandfoodconsumption）inpregnantfbmalerabbits，Subcutaneousdosesof  
12and36mgn（g／dayofKunecatechinsduringtheperiodoforganogenesis（gestationalDays6to19）  

resultedincorrespondinginnuencesonfttaldevelopmentincludingreducedfttalbodyweightsand  
delaysinskeletaloss摘cation・Notreatmentrelatedefftctsonembryo－fttaldevelopmentwerenotedat  

4mg／kg／day（0．7－fbldMRHD）・Therewasnoevidenceofteratogenice胞ctsatanyofthedoses  

evaluatedinthisstudy．   

A combined fbrtility／embryo－fttaldevelopment study using daily vaginaladministration of  
VeregenTMointment，15％toratsfromDay4beforematlngandthroughoutmatlnguntilDay170f  
gestationdidnotshowtreatment－relatedefftctsonembryo－fttaldevelopmentorteratogenlCltyatdoses  

uptoO．15mL／rat／day（8－fbldMRHD）・   

Apre－andpost－nataldevelopmentstudywasconductedinratsuslngVaglnaladministrationof  
VeregenTMointment，15％atdosesofO・05，0・10andO・15mL／rat／dayfromDay60fgestationthrough  
paTturitionandlactation・ThehighandintermediatedoselevelsofO・15（8→fbldMRIID）andO・10  

mlJ／rat／dayresultedinanincreasedmortalityoftheFodams，aSSOCiatedwithindicationsofparturition  
complications．ThehighdoselevelofO・15mL／rat／dayalsoresultedinanincreasedincidenceof  

sti】1births．Therewerenoothertreatment－relatedefftctsonpre－andpost－nataldevelopment，grOWth，  

reproductionandftrtilityatanydosetested・   
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Therearenoadequateandwell－COntrOlledstudiesinpregnantwomen・VeregenTMointment，15％  
Shouldbeusedduringpregnancyonlyifthepotentialbene坑tjustinesthepotentialrisktothefttus・   

Nursi11gMothers  
TtisnotknownwhethertoplCallyappliedVeregenTMisexcretedinbreastmi1k・   

Pediatric Use 

Safttyandemcacyinpediatricpatientshavenotbeenestablished．   

GeriatrictJse  
Sevenpatients（1．4％），01derthan65yearsofageweretreatedwithVeregenTM inclinicalstudies．  
This，however，isaninsufncientnumberofsu句ectstodeterminewhethertheyresponddi脆rerItly  
丘omyoungersu句ects．   

ADVERSEREACTIONS  

ADVERSEEVENTS／LOCALSKmREACTIONS  

InPhase3clinicaltrials，atOtalof397subjectsreceivedVeregenTMOintment，15％threetimesperday  
topicalapplicationforthetreatmentofexternalgenitalandperianalwartsforupto16weeks．   

Seriouslocaladverseeventsofpainandinnammationwerereportedintwosubjects（0・5％），both  
WOmen．   

Inclinicaltrials，theincidenceoflocaladverseeventsleadingtodiscontinuationordoseinterruPtion  
（reduction）was5％（19／397）・TheseincludedthefoIlowiTg？VentS：apPlicationsitereactions（local  

pain，erythema：VeSicles，Skinerosion／ulceration），phimosIS，1nguinallymPhadenitis，urethralmeatal  

StenOSis，dysurla，genitalherpessimples，Vulvitis，hypersensitivity，pruritus，pyOdermitis，Skinulcer，  
erosionsintheurethralmeatus，andsuperinfectionofwartsandulcers．   

BecauseclinicaltrialsareconductedunderwidelyvarylngCOnditions，adversereactionratesobserved  
intheclinicaltrialsofadrugCannOtbedirectlycomparedtoratesintheclinicaltrialsofanotherdrug  
andmaynotreflectratesobservedinpractice．   

Localand regionalreactions（includes adenophathy）occurring at＞1％in the treated groupare  
presentedinTable3．   




