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an＝thenumberofpatientssuccessfullytreated；N＝thenumberwithresistancetothetisteddrugofthe36  
eva［uablepatientswithCAPduetoMDRSP．  
blnch」desiso－atest∈きStedforresistancetoeithertetracyc－ineordoxycyc＝ne・  

VisuaIAdverse Events   

Table9providesth∈＝ncidenceofa＝treatment－emergentVisuaIadverseeventsincontro‖edPhaseI”studiesby  
ageandgender．Th一∋grOuPWiththehighestinciclencewasfemalesundertheageof40．whilemalesoverthe  
ageof40hadratesofvisualadverseeventssimilartocomparator－t「eatedpatients．  

9．lncidenceofA［ITreatrnent－Emer白entVisualAdverseEventsin   
ControlledPhase”IStudies   

Telithromycinnn Comparators＊   

2．1％   0．0％   

（14ノ682）   （0／534）   

1．0％   0．35％   

（7／703）   （2／574）   

1．2％   0．48％   

（7／563）   （2／417）   

0．27％   0．33％   

（2〝54）   （釘614）   

1．1％   D．28％   

（30／2702）   （6／2139）   

★tncludesaILcomparato「scombined   

ANlNlAL PHARMACOLOGY 

Repeateddosetoxicitystudiesofl131and6months’durationwithtelithrDmyC］nCOnductedinrat．dc．gand  
monkeyshowedthattheliverwastheprhlCipaltargetfortoxicitywithelevationsofliverenzymesand  
histologICalevidenceofdamage．Therewasevidenceofreversibility；椚ercessationoftreatment．Ptasma  
exposuresbasedonfreefractionofdrugatthenoobservedadverseeffectIevelsrangedfromltolOtimesthe  
expectedclinica［exposu「e．   

Phospholipidosis（intracellularphospho）ipidaccumulation）a汗ectinganumberoforgansandtissues（e．g．．1iver．  
kidney・tUng－thymus，SPleeり・ga”bladderTmeSentericlymphnodes・Gトtract）hasbeenobservedwiththe  

… 

「 

beenobservedindogswithtetithromycinatrepeateddosesof3000mg／m2／day（6・1xthehumandose）ormDre  
forlmonthandlOOOmg／m2／day（2．Oxthehumandose）ormorefor3months．Thesignificanceofthese  
Rndingsforhumans・isunknown．   

Pha「macology／toxico10gyStudiesshowedaneffectbothinpro（ongingQTcintervalindogsinvivoandinvitro  
actionpotentialduration（APD）inrabbitPurkinjefibers．Theseeffectswereobservedatconcentrationsoffree  
drugatleast8．8（indogs）timesthosecircutatingincI廟CaIuse，Invitroelectrophysiologicalstudies（hERG  
assays）suggestedaninhibitionoftherapidactivatingcomponentofthede（ayedrectifierpotassiumcurrent（［Kr）  
asanunderlyingmechanism．   
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Rx only 
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MED［CAT）ON GUIDE  
KETEK◎（KEEtek）Tablets  

（te［ithromycin）   

READTHE MEDICAT10NGし‖DETHATCOMESWITH KETEKBEFOREYOUSTARTTAKING［T．TALKTO  

YC）URDOCTORIF＝YOUHAVEANYQUESTlONSABOUTKETEK．TH（SMED）CAT10NGU［DEDOESNOT  
TAKETHEPLACEOFTALK［NGW［THYOURDOCTORABOUTYOURMEDICALCOND［TIONOR  
TREATMENT．   

VVHATISTHE MOSTIMPORTANTINFORMATlON7SHOULD KNOWABOUTKETEK？   

1・DonottakeKETEKifyouhaveMyastheniaGravis（ararediseasewhichcausesmusc［eweakness），   
WorsenlngOfmyastheniagravissymptomsinc［udingtife・threateningbreathingprobTemshave   
happenedinpatientswithrnyastheniagravisaftertakingKETEKinsomecases［eadingtodeath．   

KETEKcancauseotherser盲oussideeffects，inc［uding：   

2．SEVERELlVERDAMAGE（HEPATOXICITY）．SEVEREuVERDAMAGE，．NSOMECASESLEADING  
TOAuVERTRANSPLANTORDEATHHASHAPPENEDINPATIENTSTREATEDW］THKETEK．   

SEVEREuVERDAMAGEHASHAPPENEDDURJNGTREATMENT，EVENAFTERAFEWDOSES，OR  
RIGHTAFTERTREATMENTVVtTH KETEKHAS ENDED．   

StopKETEKandCallyourdoctorrightawayifyouhavesIgrTSOfliverproblems．Donottakeanother  
doseofKETEKun］essyourdoctorte［Isyoutodoso．  

Signsof［iverprobIemsinclude：  

increased tirednessss 

・lossofappetite  
・ye‖owLngOftheskinand／oreyes  

・rightupperbe［Jypaln  

・light－COrOredstooIs  

●dark urine  

itchy skinin 

DonottakeKETEKifyouhaveeverhadsideeffectsoftheTiverwhiletakingKETEKormacrolideantibiotics．  
Macro－ideantibioticsincrudeerythromycin，aZithromycin（Zithromax⑳）．c［arithromycin（Biaxin⑳）ordirithromycin  
（Dynabac◎）．  

3・Visionprob［ems・KETEKmaycauseblu「redvisionltrOUblefocus一ng・anddoubtevision・Youmaynotice   
Visionproblemsifyoulookquicklyfromnearobjectstofarobjects．  

4．Fainting．YoumayfaintespeciafTyifyouarea）sohavingnausea．vomiting．andlightheadedness．   

・ BEAVVARETtlATVIS［ONPROBLEMSANDFA［NTINGVVHFLETAKINGKETEKMAYAFFECTYOUR  
AB）LITYTODRlVEORDODANGEROUSACTIVIT［ES．しIM（TDRlVINGANDOTHERDANGEROUS  
ACTIVITIES．  

● lFYOU HAVEV！S［ONPROBLEMSOR FAINTVVHILETAKJNG KETEK  
o DONOTDRIVE．0PERATEHEAVYMACHINES．0RDODANGEROUS－ACTIVJTIES．  
o CALLYOURDOCTORBEFORETAKINGANOTHERDOSEOFKETEKIFYOU HAVEVIS10N  

PROBLEMSORFAINT．   

See“WhatarethepossibIesideeffectsofKETEK？forothersideeffectsofKETEK．   

VVHATISKETEK？   

KETEKisanantib：iotic・KETEKisusedtotreatadu［ts18yearsofageandolderwitha＝」nginfectionca［led  
■Lcommunityacquiredpneumonia”thatiscausedbycertainbacteriagerms，   

・ KETEKisnotforothertypesofinfectionscausedbybacteria  
・ KETEK．［ikeotherantibiotics，doesnotk川viruses．  
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WHOSHOULDNOTTAKEKETEK？  

DonottakeKETEKifyou：  
have myasthenia gravisis 

． havehadsideeffectsonthetiverwhiletakingKETEKormacro［ideantibiotics．  

● haveeverhadanaHerg．creactiontoKETEKormacrofideantibiotics・  

・takecisapride（Propu－sid◎）orpimozide（Orap⑳）・  

KETEKmaynotberightforyou・BeforetakingKETEK，te］lyourdoctorabouta［IofyourmedicaI  
COnditions，includingifyou：   

have myasthenia gravisis 
have liver problemsms 
・ have（Orhaveafamilyhistoryof）aheartproblemca”ed“QTcprorongation”  
・ haveotherheartproblems  

are pregnant or breasffeedingng 

Te［IyourdoctoraboutaIlofthemedicinesyoutake・inc［udingprescriptionandnonprescriptionmedicines・  
vitamins．andherbalsupplements・KETEKandothermedicinesmayaffectorinteractwitheachother，  
sometimescauslngSerioussideeffects．   

Youshouldnottakethefo（1owJngCholestero110WerIngmedicineswhiletakingKETEK：  
．simvastatin（Zocor◎，Vytorin◎）  
．Tovastatin（Mevacor◎）  

● atOrVaStation（Lipitor⑳）  

Knowthemedicinesyoutake，Keepalistofyourmedicineswithyoutoshowyourdoctoro「pharmacist．   

DonottakeothermedicineswithKETEKwithoutfirstcheckingwithyourdoctor・Yourdoctorw＝te”youifyou  
cantakeothermedicineswithKETEK．   

HOWSHOULDrTAKEKETEK？   

・ TakeKETEKexactTyasyourdoctortelFsyou．Skippingdosesornottakingal［ofanantibioticmay：  
o makethetreatmentnotworkasweIl   

oincreasethechancethatthebacteriawi［ldevelopresistancetotheantibiotic  

● Theusualdoseistwo400mgKETEKTabTetstakenatthesametimeonceadayfor7tolOdays．ffyou   
havekidneydisease．yourdoctormaypresc「ibealowerdoseforyou・   

● TakeKETEKwithorwithoutfood．   

● Swa‖owKETEKtabTetswhole．   

・ CaIryourdoctorifyoutooktoomuchKETEK・   

WHATARETHEPOSSIBLESIDEEFFECTSOFKETEK？   

See‘EWhatisthemostimpo＾antinformationlshouldknowaboutKETEK？nforworsen［ngOfmyastheniagravis  
SymPtOmS，andseriDuSliver．visionlandfaintingsideeffects・   

OtherserioussideeffectsincIude：  

．pseudomembranouscoritis（anintestineinfection）．Pseudomembianouscolitiscanhappenwithmost   
antibiotics，includingKETEK．Caltyourdoctorifyougetwaterydiarrhea，diarrheathatdoesnotgoaway．0r   
bloodystooIs．Youmayarsohavestomachcrampsandafever・Pseudomembranouscolitiscanhappenup   
to2monthsa代eryouhavefinishedyourantibiotic．  
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Themostcommonsidee斤ectsofKETEKarenausea．headache．dizziness，VOmiting，anddiarrhea，   

ThesearenDtaHofthesideeffectsofKETEK．AskyourdoctDrOrPharmacistformoreinformatjDn．   

HOWSHOULDISTOREKETEK？   

・ StoreKETEKtabletsatroomtemperature．590to86OF（150tD30OC）．   

・ KeepKETEKanda［lmedicinesoutofthereachofchildren．   

GENERAL（NFORMAT［ONABOUTKETEK   

・ Medicinesa「esometimesprescribedforpurposesotherthanthoselistedinaMedicatic）hGuide．  

・ DonotuseKETEKforacond江ionforwhichitwasnotprescribed．  

● DonotshareKETEKwithotherpeop］e－eVeniftheyhavethesamesymptomsthatyouhave・ltmayharm  
什1em．   

ThisMedicationGuidesummarizesthemostimportantinformationaboutKETEK．1fyouwouldIikemore  
information，taIkwithyourdoctor・YoucanaskyourdoctororpharmacistforinformationaboutKETEKthatwas  
Writtenforhea旧1CarePrOfessional，Thisinformationisa［soavailableontheKETEKwebsiteat  

WWW．KETEK．com．   

WhataretheingredientsinKETEK？   

Activelngredient：telithromycln  

Inactivelngredients＝CrOSCarme＝osesodium．hyprome）lose－magneSiumstearate．microcrystamnece仙lose．  
PO－yethy［eneglycol，POVidone，redferricoxide．ta］c．titaniumdioxide．andye＝owferricoxide   

RxOnIy   

MedicationGuideasofFebruary2007   

ThisMedicationGuidehasbeenapprovedbytheU．S．FoodandDrugAdministration．   

SanOfi－aVentis U．S．LLC  

Bridgewater．NJO8807  

「OHes・  
．，  

ny・  

呂冒盈g崇㍊言票崇霊監禁認諾諾edica－sUSAl，nc・  
，  

erMSchehngP・oughPharmaceutiuls・  
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EuropeanMedicinesAgency  
Preざ50析ce  

London，30Marcb2007  
Doc．Ref．EMEA／129901／2007  

PRESSRELEASE  

EuropeanMedicinesAgencyrecommendsrestricteduseand  

StrengthenedwarnlngSfbrKetek  

TheEuropeanMedicinesAgency（EMEA）hasrecmmendedrestrictionsontheuseofKetek  
（telithromycin）inthreeofitsfburapprovedindicatlOnS．Forthetreatmentofbronchitis，Sinusitisand  
tonsillitis／pharyngitis，Ketekshouldonlybeusedfbrinfectionscausedbybacterialstrainsthatare  
S11SPeCtedorproventoberesistanttOOrCannOtbetreatedwithmacrolideorbeta－lactanantibiotics．   

NosuchrestrictjLonsarerecommendedfortheremainingindication，thetreatmentofcommunity－  
acquiredpneumonia．   

TheAgency’sComitteeforMedicinalProductsfbrHumanUse（CHMP）alsorecommendedthe  
COntraindicationoftheuseofKetekinpatientswithmyastheniagravisandstrengthenedwamlngSOn  
tranSientlossofconsciousnessandefftctsonvision．   

TbeCHMPhasbeencarryingoutacomprehensivereviewofthesafttyandefftctivenessofKetek  
SinceJanuary2006，fbllowlngrePOrtSOfsevereliverlnJuriesinpatientstakingtelithromycin・Aspart  
OfthisreviewseveralupdatesrelatingtothesafbtyofKetekweremadetotheProductInformation  
during2006．TheseincludedstrengtheningthewamlngSOnSeriousliverreactionsand  
COntraindicatingtheuseOfthemedicineinpatientswithaprevioushistoryofseriousliverdisorders．  
InJanuary2007，theComitteerequestedupdatedinformationfromthemarketingauthorisation  
holderforKetek，tOallowacomprehensiveassessmentofthebene負tsandrisksineachofthe  
medicine’s坤PrOVedindications．   

Finalislngthereviewatits19T22March2007meeting，theCommitteeconcludedthatthe  
e飴ctivenessofKetekhasbeendemonstratedintheapprovedindications．However，itsuseis  
associatedwithagreaterriskofcertainsideeffbcts，SOmeOfwhichmaybeserious．Theseincludea  
worseningofrr］．yaStheniagravis（whichcanbelift－threatening），tranSientlossofconsciousness，and  
temporaryvisualdisturbances・Severeproblemswiththeliverhavebeenreportedrarely，butdonot  
occurmore丘equentlythanwithotherrelevantantibioticmedicines・   

TheCommitteeconcludedthatthebene丘tsofKetekcontinuetooutweighitsrisksinthetreatmentfbr  
bronchitis，Sinusitisandtonsillitis／pharyngltlS，ifusedinaccordancewiththeupdatedproduct  
information．   

PrescribersareadvisedtoconsidertheofncialguidanCeOntheapproprlateuSeOftheantibioticsand  
thelocalpreva］Lenceofresistance・  

ーーENDS－－  

NOTES  
l．MoreinfbrmationabouttherecommendationsfbrKetekisavailableinaseparateclueStionand  

餌場Werdocument．  

2．The European Comissionis curTently conductingtheprocedureslaid downinCommunity   
1egislationwithaviewtoissulngadecisiontoupdatetheproductinfbrmationforKetek．  

3．Theupdatedproductinfbrmation，forwhichtheCommissiondecisionispending，isavailable   

llし：∫し・．   

7WestferryCircus，CanaryWhaげ，London．E144HB，UK  
Te！．（44－20）74188400 Fax（44－20）74188409  

E－rnail：maiI＠ernea．europa．eu http：／／www．emea．europa．eu   
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4．Inthe European Union，telithromyclnis auth0rised as Ketekand Lewiax．me matketing  
authorisationholderisAventisPhaJmaS．A．ItismarketedonlyasKetek・neEuropeanPublic  
assessmentreportforKetekispublishedontheEMEAwebsiteandcanbefound垣．  

5．KetekismarketedintheEuropeanUnlonmuropeanEconomicAreainAustria，Belgium，CypruS，  
Finland，FranCe，Germany，Greece，Ireland，Italy，Luxembourg，Malta，Norway，Portugal，  
Slovenia，Spain，SwedenandtheUnitedKhgdom．  

6．TheEMEA’sstatementonthesafttyofKetekfromJanuary2006canbefound垣塑．  
7．Thispressrelease，tOgetherwith0therinfbrmationaboutthewofkoftheEMEA，maybefound  

OntheEMEAwebsite：httt）：／／www．emea．eurol〕a．eu．   

MediaenqulneSOnlypleasecontact：  
MartinHarveyAllchurchorMonikaBenstetter  
Tel．（44－20）74188427，E－mai1：PreSS＠emea．europa・eu  

Page2／2  
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SUWARYOFPRODUCTCHARACTERISTICS   

This SPC was approved by the CHMP on 22 March 2007 and is pending for endorsement by the 
European Commission 
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1． NAMEOFTHEMEDICrNALPRODUCT   

Ketek400mgfilm－COatedtablets．  

2． QUALITATrvEANDQUANTITATIVECOMPOSITION   

Each丘1m－COatedtabletcontains400mgoftelithromycln．  
Forafu111istofexcIPlentS，SeeSeCtion6．1．  

3． PHARMACEUTICALFORM  

Film－COatedtablet．  

Lightorange，Oblong，biconvextablet，imprintedwithH36470nOneSideand4000ntheother．  

4． CLINICALPARTICULARS   

4．1 Therapeuticindicadons   

WhenprescribingKetek，COnSiderationshouldbegiventoofficialguidanceontheappropnateuseof  
antibacterialagentsilndthelocalprevalerLぐeOfresistance（Sseealsosections4．4and5．1）．   

Ketekisindicatedforthetreatmentofthefollowlnginfections：   

血クα如nf∫げJβye即∫α托do肋rノ  

ー・Community－aCquiredpneumonia，mi1dormoderate（SeeSeCtion4．4）．  

●Whentreatinginfect盲onseausedbyknownorsuspectedbcta・lactamand／ormaerolide  
resist・antStrains（acchrdingtohistoryofpaticlltSOr11ationaland／orreg王onalresistancc  

data）ぐOVeredbytheilntibaぐterialspectru・mOfte上ithromycin（seesections4．4and5．1）：  
－  Acuteexacerbationofchronicbronchitis，  

ー  Acutesinusitis  
＿【ハイこい．、，、一l．．．．  

血タロ∫血r∫げJ2J一郎m＝川J仇W〝／OJβ1、ピの・∫のは  

●TonsillitisrpharyngltlSCauSedbyStrqptococcuspyogeTWS，aSanalternativewhenbetalactam  

antibioticsarenotapproprlateincountries／regionswithasigllificarltpreVa）enceof  

macrolideresistantS．pyogencs，WhcnmediatedbycmTRormerA（scesections4．4and  
5．1J．   

4．2 Posologyandmethodofadministration   

Therecommendeddoseis800mgonceadayi．e．two400mgtabletsonceaday．Thetabletsshould  
beswallowedwholewithasumcientamountofwater．Thetabletsmaybetakenwithorwithoutfood．  

CorlSiderationmaybegiventotakingKctekatbedtime・tOredueethepotcntialin－paCtOfvisual  
distul・baneesandlossofぐOnSぐiousness（seeseぐtion4．4）．   

血クα血乃r∫げJ∂γeα柑α′doJ血「，αCCOrd玩gfo血f′dfcα血玖血rreα抒眠乃fregfme乃W∫JJわeご  

Community－aCquiredpneumonia：800mgonceadayfor7tolOdays，  
Acuteexacerbationofchronicbronchitis：800mgonceadayfor5days，  
Acutesinusitis：800mgonceadayfor5days，  
Tonsillitis／pharymgltlSCauSedbyStr甲tOCOCCuSPyOgeneS：800mgonceadayfor5days・  
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血ク〟fe乃r∫げノ2roJβyeαr∫OJ沈rんe加α打乃e円fregf∽印WfJJわe・・  

Tonsillitis／pharyngitiscausedbyStr印tOCOCCuSPyOgeneS：800mgonceadayfor5days．   

h血eelderlv：  

Nodosageadjustmentisrequiredinelderlypatientsbasedonagealone．   

hchildren：  

Ketekisnotrecommendedforuseinchildrenbelow12yearsofageduetolackofdataonsafetyand  
efncacy（SeeSeCtioT15．2）．   

lmDairedrenalfunction：  
NodosageadjustmentisnecessarylnPatientswithmildormoderaterenalimpalrment．Ketekisnot  
recorrmendedas負rstchoiceinpatientswithsevererenalimpairment（CreatinineclearanCe  
＜30m〟min）orpatientswithbothsevererenalimpairmentand－CO－eXistinghepaticimpairment，aSan  
Optimaldosageformat（600mg）isnotavailable・げtelithromycintreatmentisdeemednecessary，these  
Patientsmaybetreatedwithalternatingdai1ydosesof800mgand400rng，Startlngwiththe800mg  
dose．  

Inhaemodialysedpatients，theposologyshouldbeadjustedsothatKetek800mglSglVenafterthe  
dialysissession（Seealsosection5．2）．   

lmDairedhel）aticfunction：  

NodosageadjustmentisnecessarylnPatientswithmi1d，mOderate，OrSeVerehepaticimpament，  
unlessrenalfunctionisseverelyimpaired・howevertheexperienceinpatientswithimpairedhepatic  
functionislimited．Hence，Ketekshouldbeusedwithcaution（seealsosection4．4and5．2）．   

4．3 Contraimdications   

KetekisぐOntr；iindiぐnted壬npatientsⅥヰtllmyaSthe†liagravis（SeeSeCtionヰ．4、）．   

HyperSenSitivitytotheactivesubstance，tOanyOfthemacrolideantibacterialagents，OrtOanyOfthe  
eXCIPlentS・   

Ketekmustnotbeusedinpatientswithprevioushistoryofhepatitisand／orjaundiceassociatedwith  
theuseoftelithromycln．   

ConcomitantadministrationofKetekandanyofthefollowlngSubstancesiscontraindicated：  

Cisapride，ergOtalkaloidderivatives（SuChasergotamineanddihydroergotamine），Pimozide，  
astemizoleandterfenadine－（SeeSeCtion4．5）．   

Ketekshouldnotbeusedconcomitantlywithsimvastatin，atOrVaStatinandlovastastin．－Treatment  
withtheseagentsshouldbeinterruPtedduringKetektreatment（SeeSeCtion4．5），   

Ketekiscontraindicatedinpatientswithahistoryofcongenitalorafami1yhistoryoflongQT  
Syndrome（ifnotexcludedbyECG）andinpatientswithknownacquiredQTintervalprolongation．   

Inpatientswithseverelyimpairedrenaland／orhepaticfunction，COnCOmitantadministrationofKetek  
andstrongCYP3A4inhibitors，SuChasproteaseinhibitorsorketocona乙01e，iscontraindicated．   

4．4 SpecialwarmngSandprecautionsforuse   

Aswithmacrolides，duetoapotentialtoincreaseQTinterval，Ketekshouldbeusedwithcarein  
Patientswithcoron打yheartdisease，ahistoryofventriculararrhythmias，unCOrreCtedhypokalaemia  
andorhypomagnesaemia，bradycardia（＜50bpm），OrduringconcomitantadministrationofKetek  

WithQTintervalprolongingagentsorpotentCYP3A4inhibitorssuchasproteaseinhibitorsand  

ketoco11aZOle，  
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Aswithnearlyal1antibacterialagents，diarrhoea，Particularlyifsevere，PerSistentand／orbloody，  

duringoraftertreatmentwithKetekmaybecausedbypseudomembraTWuSCOlitis・lf  
PSeudomembTunOuSCOlitisisspspected，thetre＆tmentmuStbestoppedimmediatelyandpadents  

ShouldbetreatedwithsupportlVemeaSureSand／orspecifictherapy・   

Exacerbationsofmyastheniagravishave5banreportedhpadentsⅥ・iLhmya軋hc11iagTaV主stre＆ted  

withtelithromycinandsometjmes．Thミ5ulull！）・0∝urredwithinG11〇t〇Lhreぞ・afewhoursユ［t〇r三：1【こ！こe  

Ofthe丘柑tdoseofte】i【hrom〉・Cill．  

ReportshaveincludeddeathandlifethreatenlngaCutereSPlratOryfai1urewith合TaPidonset（See  
● SeCtion4．8）．illm），Li5theT］icpn【ientstr皿tCdforrcspirユtOr）［mCtinFcclion…TidltClithrom）∫Cill・  

Seet二  

Alterationsinhepaticenzymeshavebeencommonlyobservedinclinicalstudieswithtelithromycln．  
Post－marketingcasesofseverehepatitisandliverfai1ure，includingfatalcases（whichhavegenerally  
beenassociatedwithseriousunderlyingdiseasesorconcomitantmedications），havebeenreported  
（SeeSeCtion4．8）．Thesehepaticreactionswereobservedduringorirrmediatelyaftertreatment、andin  
mostcaseswerereversibleafterdiscontinuationoftelithromycln．  
Patientsshouldbeadvisedtostoptreatmentandcontacttheirdoctorifsignsandsymptomsofhepatic  
diseasedevelopsuchasanorexia，Jaundice，darkurine，Pruritusortenderabdomen．   

Duetolimitedexperience，Ketekshouldbeusedwithcautioninpatientswithliverimpairment（See  
SeCtion5．2）．   

Ketekl11ayeallSeヽ′isllaldisturbanぐeSpartie11larivinsIowmgtheilb主1itytoacぐOlllmOda†eandthe  
abilitytol・eleascaecol11m（）dation・Visualdisturbancesi11CludcdblurTedvision，difriculty  

focuslng．anddipIopia．Mosteventsweremildtornoderate；however，SeVereCaSeShalJebeeTl  

reported．（seesectioms4・7and4・8）．   

Tllerehavebeenpost・lllarkctingildYel・SeeVentrepOl■tSOffransielltlossofe（）nSCiousness  

ineltldiIlgSOllleCaSeSaSSOCiatedwith 

Co11Siderationl11aybegiventotakingl（etck如bedtil11e，tOreduぐethepotentialinlpaCtOrVisual  

disturbanecsalldlossofc（mSC王（lllSneSS．   

Ketekshou】dnotbeusedduringand2weeksaftertreatmentwithCYP3A4inducers（suchas  
rifampicin，Phenytoin，CarbamaZePine，Phenobarbital，StJohn’swort）．Concomitanttreatmentwith  
thesemedicinalproductsislikelytoresultinsubtherapeuticlevelsoftelithromyclnandtherefore  
encompassariskoftreatmentfai1ure（SeeSeCtion4・5）・   

KetekisaninhibitorofCYP3A4andshouldonlybeusedunderspecinccircumstancesduring  
treatmentwithothermedicinalproductsthataremetabolisedbyCYP3A4．   

InareaswithahighincidenceoferythromycinAresistance，itisespeciallyimportanttotakeinto  
COnSiderationtheevolutionofthepatternofsusceptibilitytotelithromyclnandotherantibiotics．   

hcommunltyaCquiredpneumonia，efficacyhasbeendemonstratedinalimitednumberofpatients  
WithriskfactorssuchaspneumococcalbacteT・aemiaoragehigherthan65years．   

Experienceoftreatmentofinfectionscausedbypenicillin／orerythromyclnreSistantS．pneumoniaeis  

limited，butsofar，Clinicalefncacyanderadicationrateshavebeensimi1arcomparedwiththe  
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treatmentofsusceptibleS・PneumOniae・CautionshouldbetakenwherlS・aureuSisthesuspected  
pathogenandtheTeisalikelihoodoferythromycinresistancebasedonlocalepidemi0logy・   

Lpneumqphilaishigh1ysusceptibletotelithromycininvitro，however，theclinicalexperienceofthe  
treatmentofpnel止mOniacausedbyleg10TWllaislimited．   

Asformacrolides，H・iTtf7uenzaeisclassinedasintermediatelysusceptible．Thisshouldbetakeninto  
accountwhentreatinginfectionscausedbyH．iTd7ueTLZae．   

4．5 hteractionwithothermedicinalproductsandotherformsofinteraction   

hteractionstudieshaveonlybeenperformedinadults．   

● EfftctofKe，tekonothermedicinalDrOduct   

TelithromyclnisaninhibitorofCYP3A4andaweakinhibitorofCYp2D6．Invivostudieswith  
Simvastatin，midaヱOlamandcisapridehavedemonstratedapotentinhibitionofintestinalCYP3A4and  
amoderateinhibitionofhepaticCYP3A4．ThedegreeofinhibitionwithdifferentCYP3A4substrates  
isdimculttopredict・Hence，Ketekshouldnotbeusedduringtreatmentwithmedicinalproductsthat  
areCYP3A4suⅧ）StrateS，unlessplasmaconcentrationsoftheCYP3A4substrate，e用CaCyOradverse  
eventscanbecloselymonitored．Alternatively，1nterruPt10ninthetreatmentwiththeCYP3A4  
SubstrateshouldbemadeduringtreatmentwithKetek；．   

MedicinalDrOductswithapotentialtoDrOlon巳OTinterval  
Ketekisexpectedtoincreasetheplasmalevelsofcisapride，plmOZide，aStemizoleandterftnadine．  

ThiscouldresultinQTintervalprolongationandcardiacarrhythmiasincludingventricular  
tachycardia，Ventricular頁bri1lationandtorsadesdepolnteS．ConcomitantadministrationofKetekand  
anyofthesemedicinalproductsiscontraindicated（SeeSeCtion4．3）．   

CautioniswarrantedwhenKetekisadministeredtopatientstakingothermedicinalproductswiththe  
potentialtoprolongQTinterval（SeeSeCtion4・4）・   

ErEOtalkaloidderivatives（suchaserEOtamineanddihvdroerEOtamine）  

ByextrapolationffomerythromycinAandjosamycin，CnCOmitantmedicadonofKetekandalkaloid  
derivativescouldleadtoseverevasoconstriction（“ergotlSm’’）withpossiblynecrosisofthe  
extremities．Thecombinationiscontraindicated（SeeSeCtion4．3）．   

Statins  
WhensimvastatinwascoadministeredwithKetek，therewasa53foldincreaseinsimvastatinC．TuX，  
an8．9foldincreaseinsimvastatinAUC，a15－foldincreaseinsimvastatinacidCmaxandanll－fold  

increaseinsimvastatineacidAUC．Invivointeractionstudieswith0therstatinshavenotbeen  

Performed，butKetekmayproduceasimi1arinteractionwithlovastatinandatorvastatin，alesser  
interactionwithcerivastatinandlittleornointeractionwithpravastatinandnuvastatin．Ketekshould  
notbeusedconcomitantlywithsimvastatin，atOrVaStaStinandlovastatin・Treatmentwiththeseagents  
ShouldbeinterruPtedduringKetektreatment・Cerivastatinshouldbeusedwithcautionandpatients  
ShouldbecarefullyrnonitoredforslgnSandsymPtOmSOfmyopathy，   

Benzdia乙巳ロir喧  

WhenmidazolamWaSCOadministeredwithKetek，mida乙01amAUCwasincreased2．2－foldafter  

intravenousadministrationofmidazolamand6．1－fbldafteroraladministration．ThemidazoIamhalト  

1ifewasincreasedabout2・5－foId・OraladministrationofmidazDlamCOnCOmitantlywithKetekshould  
beavoided・Intravenousdosageofmidazolamshouldbeadjustedasnecessaryandmonitonngofthe  
Patientbeundertaken・ThesameprecautionsshouldalsoapplytotheotherbenzodiazeplnSWhichare  
metabolizedbyCYP3A4，（especial1ytriazDlambutalsotoalesserexLtentalprazolam）．Forthose  
ben乙Odiazepinswhicharenotmetaboli乙edbyCYP3A4（tema乙ePam，nitrazepam，lorazepam）an  
interactionwithKetekisunlikely．  
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CvclosDOrin．tacrolimus、Sirolimus  

DuetoitsCYP3A4inhibitorypotential，telithromyclnCanincreasebloodconcentrationsofthese  
CW34A4substrates．Thus，WheninitiatlngtelithromyclninpatientsalreadyrecelVlnganyOftheses  
immunOSuPPreSSiveagents，CyClosponn，taCrOlimusorsiro山nuslevelsmustbecarefu11ymonitored  
andtheirdosesdecreasedasnecessary．Whentelithromyclnisdiscontinued，CyClosponn，taCrOlimus  
OrSirolimuslevelsmustbeagalnCamfu11ymonitoredandtheirdoseincreasedasnecessary．   

睡IO町Plol  

Whenmetoprolol（aCYP2D6substrate）wascoadministeredwithKetek，metrOpOloICma3（andAUC  
wereincreasedbyapproximately38％，however，therewasnoeffectbntheeliminationhalf－1ifeof  
metoprolol．Theincreaseexposuretometoprololmaybeofclinicalimportanceinpatientswithheart  
failuretreatedwithmetoprolol．hthesepatients，CO－admimistrationofKetekandmetoprolol，a  
CYP2D6substrate，Shouldbeconsideredwithcaution．   

Digo如  
Ketekhasbeenshowntoincreasetheplasmaconcentrationsofdigoxin・Theplasmatrough1evels，  
Cmax，AUCandrenalclearancewereincreasedby20％，73％，37％and27％respectively，inhealthy  
VOlunteers．TherewerenosignincantchangesinECGparametersandnoslgnSOfdigoxintoxicity  
WereObserved・Nevertheless，rPOnitonngofserumdigoxinlevelshouldbeconsideredduring  
COnCOmitantadministrationofdigoxinandKetek．   

TheoDhvlline  

Thereisnoclinical1yrelevantPharmacokineticinteractionofKetekandtheophyllineadministeredas  
extendedreleLaSeformulation．However，theco－administrationofbothmedicinalproductsshouldbe  
SeParatedbyonehourinordertoavoidpossibledigestivesideeffectssuchasnauseaandvorrutlng．   

Oral anticoagulants 

Increasedanticoagulantactivityhasbecnreportedinpatientssimultaneouslytreatedwith  
anticoagulantsandantibiotics，includingtelithromycln．Themechanismsareincompletelyknown．  
AlthoughKetekhasnoclinicallyrelevantpharmaCOkineticorphamcodynamicinteractionwith  
Warfarinaftersingledoseadmimistration，mOreffequentmonitonngofprothrombintimenNR  
（InternationalNormalisedRatio）valuesshouldbeconsideredduringconcomitanttreatment，   

Oral contraceptives 
Thereisnophamacodynamicorclinical1yrelevantphamacokineticinteractionwithlow－dose  
triphasicoralcontraceptlVeSinhealthysu切ects・   

● Effectofothermedicinall）rOductsonKetek   

DuringconcomitantadministrationofrifamPicinandtelithromycininrepeateddoses，CmaxandAUC  
OftelithromyclnWereOnaVeragedecreasedby79％and86％respeCtlVely．Therefore，COnCOmitant  
administrationofCYP3A4inducers（suchasrifampicin，Phenytoin，CarbamaZePine，Phenobarbital，St  
John’swort）islikelytoresultinsubtherapeuticlevelsoftelithromycinandlossofefftct  
inductiongraduallydecreasesdming2wecksaftercessationoftreatmentwithCYP3A4inducers．  
Ketekshouldnotbeusedduringand2weeksaftertreatmentwithCYP3A4inducers．   

Interactionstudieswithitraconazoleandketoconaヱ01e，tWOCYP3A4inhibitors，Showedthat  

maximumplasmaconcentrationsoftelithromyclnWereincreasedrespectivelybyl；22andl．51fold  
andAUCbyrespectlVelyl．54foldand2・Ofold．ThesechangeSinthepharmacokineticsof  
telithromycindonotnecessitatedosageadjustmentastelithromyclneXPOSureremainswithinawe11  
toleratedrange・Theeffectofritonavirontelithromycinhasnotbeenstudiedandcouldleadtolarger  
increaseintelithromyclneXpOSure．Thecombinationshouldbeusedwithcaution．   

Ranitidine（takenlhourbeforeKetek）andantacidcontainingaluminiumandmagnesiumhydroxide  
hasnoclinical1yrelevantinnuenceontelithromycinpharmacokinetics．  
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4．6 Pregmamt：yaIldlactation   

TherearenoadequatedatafromtheuseofKetekinpregnantwomen．Studiesinanimalshaveshown  
reproductivetoxicity（SeeSeCtion5．3）．Thepotentialriskforhumansisunknown．Ketekshouldnotbe  

usedduringpregnancyunlessclearlynecessary．   

TelithfOmyClnilSeXCretedinthemilkoflactatlnganimals，atCOnCentrationsabout5timesthoseof  
maternalplasma・Correspondingdataforhumansisnotavai1able・Ketekshouldnotbeusedbybreast－  
feedingwomen．   

4．7 Effectsonabilitytodriveandusemachines   

Ketekmaycauseundesirableeffectssuchasvisualdisturbanceswhichmayreducethecapacityfor  

thecompletionofcertaintasks・Inaddition，rareCaSeSOftransientlossofcons？iousness，Whichmay  

beprecededbyvagalsymptoms，havebeenreported（SeeSeCtion4・8）・Beeauseofpo†entialvisual  

diffiぐulfiesorloss（｝feonsci（1uSIleSS．patientsshollldattell叩ttOminimizeaぐ【iyitiessuchas  

dl・ivingall－OtOrVehicle）OperatirLgheavylllaぐhineryorel－gagIngillOtherhaヱardousactivities  

dLlringfreatmentⅥ■呈thKetek・Tfpatien【sexperieneevisualdisordeTSOrtOSSOrぐO王ISCiousness  

－Vhiletaki一喝Ketek！patielltSSllOuldnotdriveamot（汀VChiele〉OperatClleaVymaChineryor  

engageinLOthe『hazardousact呈vit－ies（SeeSeCtions4．4and4．8）．  

Patientsshouldbeinformedthattheseundesirableeffectsmayoccurasearlyasafterthe丘rstdoseof  
medication・Patientsshouldbecautionedaboutthepotentialeffectsoftheseeventsontheabilityto  

driveoroperatemachinery．   

4．8 Undesirableeffects   

h2461patientstreatedbyKetekinphaseIIIclinicaltrials，thefollowlngundesirableeffectspossibly  

OrPrObablyrelaLedtoteiithfC・myCiilhavebeenreported．Thisisshownbelow．   

Withineachfrequencygrouplng，undesirableeffectsarepresentedinorderofdecreaslngSeriousness・  
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