
NDA21－144／S－012  

Page4   

KETEKtabletsareavailableaslight－Orange．OVaT．fiIm－COatedtabTets．eachcontaining400mgor300mgof  
te（ithromycIn，andthefo1lowinginactive■ngredients：CrOSCarmetlosesodium7hyprome”oser magnesium  
stearate．microcrystaIIinece11u］ose．polyethyleneglycoしPOVidone，redferricoxide，ta）c．titaniumdioxide．and  
ye［towferricoxide・   

CLlNlCAL PHARMACOLOGY 

Pharmacokinetics   

Absorption：Followingora］administration．tetithromycinreachedmaxima］concentrationataboutlhour（0．5－4  
hours）．   

1thasanabsoIutebioavaiTabilityof57％inbothyoungandelderIysu均ects．   

The rate and extent ofabsorption are unaffected by foodintake．thus KETEKtablets can be glVen Without  
regardtofood．   

1nhea］thyadultsubjects．peakplasmatetithromyc［nCOnCentrationsofapproximately2ドg／mLareattainedata  
medianoflhourafteran800－mgOraldose．   

Steady－State PIasma concentrations are reached within2to3days ofonce daily dosing with tenthromycIn  
800mg．   

FoIlow■ngOraldosing，themeanterminaleliminationhalf－1ifeoftelithromyc．nislOhours・   

Thepharmacokineticsoftelithromychla代eradministrationofsingleandmultipte（7days）oncedaily80O－mg  
dosestohealthyadultsubjectsareshowninTablel，   

Table i 

Parameter  ledose（n＝18  ,le dose 

Cmax（囲／mL）  

Tmax（h）★  

AUC（0－24）（Llg・h／mL）  

Terminaltl／2（h）  

C24h（ug／mL）  

1．9（0．80）  

1．0（0．5－4．0）  

8．25（2．6）  

7．16（1．3）  

2．27（0．71）  

1．0（0．5－3．0）  

12．5（5．4）  

9．81（1．9）  

★Median（min－maX）values  
SD＝Standarddeviation  

Cmax＝Maximumptasmaconcentration  
Tmax＝TimetoCmax  
AUC＝Areaunderconcentrationvs．timecurve  

tlI2＝TerminalpIasmahalf－‖fe  

C24h＝Ptasmaconcentrationat24hourspost－dose   

tnapatientpopulation、meanPeakandtroughplasmaconcentrationswere2・9tlg／mL（±1．55）．（n＝219）andO．2  
ug／mL（±0．22）．（n＝204），reSPeCtively．a代er3to5daysofKETEK800mgoncedaiIy・   

Distribution：TotatinvitroproteinbindinglSaPPrOXimatety60％to70％andisprimariIyduetohumanserum  
albumin．   

ProteinbindingISnOtmOdifiedineIdertysubjectsandinpatientswithhepaticimpaLrment．   

ThevoIumeofdistributionoftelithromyclnafterintravenousinfusionis2・9LJkg．  
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TelithromycncDnCent「ationsinbronchiatmucosa・ePitheLia［［in－ng仙d・anda［veotarmacrophagesafter8DOmg  
OnCedairydc・Singfor5daysinpatientsaredispfayedinTable2．   

Table 2 

Hours Meanconcentration（Pg／mL）   Tissue／  

POSt－  Tissue or p］asma  

dose  fluid  Plasma  Ratio  

Bronchialmucosa  2  3．88★  1．86  2．11  

12  1．41★  0．23  6．33  

24  0．78★  0．08  12．11  

Epitheliallinlngfluid  2  14．89  1．86  8、57  

12  3．27  0．23  13．8  

24  0．84  0．08  14．41  

Alveolar macrophages 2  65  1．07  55  

8  100  0．605  180  
24  

41  0．073  540  

★Unitsinm9／kg  

TeLithromyclnCOnCentr昌tioninwhitebloodceltsexceedstheconcentrationinplasmaandiseliminatedmore  
StOWlyfromwhitebloodcettsthanfrompIasma・MeanwhitebIoodcellconcentrationsoftehthromycinpeakedat  

72・1Llg／mLat6hours・andremainedat14・1四／mL24hoursafter5daysofrepeateddosingof600mgonce  
dai］y．AfterlOdays，rePeateddosingof600mgoncedaily－Whitebloodce”concentrationsremainedat8．9  

Llg／mL48hoursaiterthelastdose、   

MetaboIism‥Into－ta（lmetaborismaccountsforapproximately70％ofthedose・lnplasma．themaincircutating  
COmPOUndaReradministrationDfan800－mg「adiolabeleddosewasparentcompound，rePreSenting56・7％of  
thetotalradioactivity・Themainmetaboliterepresented12・6％oftheAUCoftelithromycin・Threeotherplasma  
metaboliteswerequantified，eaChrepresenting3％orlessoftheAUCoftelithromycln．   

1tisestimatedthatapproximate］y50％ofitsmetabolismismediatedbyCYP4503A4andtheremaining50％is  
CYP450－independent、   

EIimination：Thesystemicalryava‖abretelithromyclniseriminatedbymultipTepathwaysasfo110WS：7％ofthe  
doseisexcretedunchangedinfecesbybiliaryand／orintestinalsecretion；13％ofthedoseisexcreted  
unchangedinurirlebyrenalexcretion：and37％ofthedoseismetaboIizedbytheliver．   

SpecialpopuLations   

Gender：Therewasnos）gni吊cantdifferencebetweenmalesandfemalesinmeanAUC．Cmax，andeIimination  
hatf－1ifeintwostudies；Onein18heaLthyyoungvotunteers（18to40yearsofage）andtheotherin14healthy  
elde「1yvo［unteers（65to92yearsofage）．givensingIeandmultip［eoncedailydosesof800mgofKETEK．   

Hepaticinsufficiency：lnasingle－dosestudy（800mg）in12patientsandamultip［e－dosestudy（800mg）in13  

PatientswithmiIdtoseverehepaticinsufficiency（ChildPughCtassA，BandC），theCmax，AUCandtl／2Of  
telithromyctnweresimitartothoseobtainedinage－andsex－matChedhea）thysubjects．Inbothstudies．an  
increaseinrena†eIiminationwasobservedinhepaticaIlyimpairedpatientsindicatingthatthispathwaymay  
CDmPenSateforsomeofthedecreaseinmetab01icclearance．Nodosageadjustmentisrecommendeddueto  
hepaticimpairment・（SeePRECAUT10NS．GeneratandDOSAGEANDADMIN］STRAT［ON．）   

RenalinsufRciency：［namu［tip［e－dosestudy，36subjectswithvaryingdegreesofrena＝mpairmentreceived400  

mg・600mg10「800mgKETEKoncedailyfor5days・Therewasal・4－foldincreaseinCmax．ss．andal・9－fotd  
increaseinAUC（0－24）s5at800mgmultipledosesintheseverelyrenallyimpa行edgTOuP（CLcR＜30mL／rnin）  
COmParedtoheaTthyvo［unteers・Renalexcretionmayserveasacompensatoryelim［nationpathwayfor  
telithromyctninsituationswheremetaboriccIearanceisimpaired・Patientswithsevererenalimpairmentare  

PrOnetOCOnditionSthatmaylmPairtheirmetabolicclearance．Therefore，inthepresenceofsevererenal  

P17   



NDA21－144／S－012  

Page6   

impairment（CLcR＜30mL／min）．areduceddosageofKETEKisrecommended・（SeeDOSAGEAND  
ADMtNISTRATlON．）   

lnasingJe－dosestudyinpatientswithend－Stagerenalfailu「eDnhemodialysis（n＝10）．themeanCmaxandAUC  
vaIuesweresimiIartono「mathea［thysubjectswhenKETEKwasadministe「ed2hourspDSt－dialysis．However．  
theeffectofdiatysISOnremOVingtelithromycinfromthebodyhasnotbeenstudied・   

MultipTeinsufficiency：Theeffectsofco－administrationofketoconazolein12subjects（age≧60years）．with  
impairedrenalfunctionwerestudied（CLcR＝24to8OmL／min）・tnthisstudy，Whensevererenarinsufficiency  
（CLcR＜30mLJmin，n＝2）andconcomitantimpairmentofCYP3A4metabolismpathwaywerepresent，  
tetithromycinexposure（AUC（0－24））wasincreaヲedbyapproximately4・tO5－foldcomparedwiththeexposurein  
heaIthysubjectswithnorma．renalfunctionreceNlngteIithromyctnalone・tnthepresenceofsevererenal  
impairment（CLcR＜30mL／min），Withcoexistinghepaticimpairment，areduceddosageofKETEKis  
recommended．（SeePRECAUT10NS，GeneralandDOSAGEANDADMINLSTRAT］ON・）   

Geriatric：Pharmacokineticdatashowthatthereisanincreaseofl．4－fotdinexpc・Sure（AUC）in20patients≧65  
yearsofagewithcommunityacquiredpneumoniainaPhaselllstudylanda2・0－foldincreas戸inexposure  
（AUC）in14subjects≧65yearsofageascomparedwithsubjectslessthan65yearsofageInaPhaselstudy．  
Nodosageadjustmentisrequiredbasedonagealone．   

Drug・druginteractions   

StudieswereperformedtoevaluatetheeffectofCYP3A4inhibitorsontelithromyctnandtheeffectof  
te＝thromyclnOndrugsthatar寧SubstratesofCYP3A4andCYP2D6・］naddition．druginteractionstudieswere  
COnductedwithseveralotherconcomitantJyprescribeddrugs．   

CYP3A4inhibitors：   

Itraconazo／e：AmultipIe－doseinteractionstudywithitraconazoleshowedthatCmaxofteIithromyclnWa  
increasedby22％andAUCby54％・   

KetoconazoJe：AmuItiple－doseinteractionstudywithketoconazo7eshowedthatCmaxoftelithromycInWaS  
increasedby51％andAUCby95％．   

Grapeh’Uitjuice：WhenteIithromyc［nWaSgivenwith240mLofgrapefruitjuiceafteranovernightfasttoheaIthy  
Subjects，thepharmacokineticsoftelithromyclnWerenOtaffected．   

CYP3A4substrates：   

CisaprHe：Steady－StatePeakplasmaconcentrationsofcisapride（anagentwiththepotentialtoincreaseQT  
interval）wereinc「easedby95％whenco－administeredwithrepeateddosesoftetithromycin，reSultingin  
SignificantincreasesinQTc．（SeeCONTRAINDICAT］ONS．）   

Simvastatin：VVhensimvastatinwasco－administeredwithtelithromycin，therewasa5．3－foldincreasein  
SimvastatinCmax．an8．9－foTdincreaseinsimvastatinAUC，a15－foldincreaseinthesimvastatinactivemetabolite  
Cmax，anda12－fotdincreaseinthesimvastatinactivemetaboliteAUC．（SeePRECAUT10NS，）   

TnanDtherstudy．whensimvastatinandteIithromyc［nWereadministered12hoursapart，therewasa3．4－fold  
increaseinsimvastatinCm，X．a4、0－fDldincreaseinsimvastatinAUC，a3．2－foldincreaseintheactivemetabolite  
C，naX．anda4．3－fotdincreaseintheactivemetabo］iteAUC．（SeePRECAUT10NS．）   

MidazoIam：Concomitantadministrationofte机hromycInWithintravenousororalmidazotamresuItedin2－and6－  
foIdincreases．respectivety，intheAUCofmidazolamduetoinhibitionofCYP3A4－dependentmetabolismof  
midazolam．（SeePRECAUT10NS．）   

CYP2D6substrates：   

Paroxetine：Therewasnopharmacokineticeffectonparoxetinewhentelithromyc］nWaSCO－administered．  
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MetoproIo／：Whenmetoprol01wasco－administeredwithtelithromycin・the「ewasanincreaseofapproximate．y  
38％ontheCmaxandAUCofmetopro［ol・however・the「ewasnoeffectonthee］iminationhalf－1ifeofmetoprolol．  
TelithromycinexposureisnDtmOdifiedwithconcomitantsing［e－doseadrninistrationofmetDPr0lol．（See  
PRECAUT10NS．Druginteractions．）   

OtherdrughlteraCtions：   

Digoxin：Thep［asmapeakandtroughlevelsofdigoxinwereincreasedby73％and21％，reSPeCtive［y，inhea肘1y  

VOIunteerswhenco－administeredwithtelithromycin・However，trOUghplasmaconcentrationsofdigoxin（When  

equ川briumbetweelnPlasmaandtissueconcentrationshasbeenachieved）rangedfromO．74to2．17ng／mL．  
TherewerenosignificantchangesinECGparametersandnosignsofdigoxintoxicity・（SeePRECAUT［ONS．）  

Theophy／／ine：Whentheophy＝newasco－administe「edwithrepeateddosesoftetithromycln，therewasan  
increaseofapproximately16％and17％onthesteady－StateCmaxandAUCoftheophylLine．CD－administrationof  
theophy”inemayworsengastrointestinalsideeffectssuchasnauseaandvomiting．especia”yinfemale  
Patlents．1tisrecommendedthatteIithromycznshou7dbetakenwiththeophy［［inelhouraparttodecreasethe  
likeTihoodofgastrointestina［sideeffects．   

SotaIol：TelithromycinhasbeenshowntodecreasetheCrnaxandAUCofsota［oIby34％and20％．respectively．  

duetodecreasedabsorption．   

WaIhrin：VVhenco－adm雨steredwithteIithromyclninhea（thysub］ects．therewerenopharmacodynamicor  
pharmacokinetic efects on racemic warfarin. 

Oralcontraceptives：WhenoralcontraceptivescontainIngethinylestradioland］evonorgestre）vvereco－  
administeredwithl＝etithromyc．n－thesteady－StateAUCofethiny］estradioldidnotchangeandthesteady，State  
AUCoflevonorgestretwasincreasedby50％・Thepharrnacokinetic／pharmacodynamicstudyshowedthat  
telithromycindidnotinterferewiththeantiovuTatoryeffectofo「alcont「aceptivescontainingethinylestradio］and  
levonorgestrel . 

Ranitidine，antaCid：Therewasnoclinicallyrelevantpharmacokineticinteractionofranitidineorantacids  
COntainingalunlinumandmagnesiumhyd「OXideonteIithromycLn．   

Rifampin：DuringconcomitantadministrationofrifamplnandKETEKinrepeateddoses．CmaxandAUCof  

telithromycinweredereasedby79％，and86％，reSPeCtively・（SeePRECAUTtONS，Drug［nteractions，）  

Microbidtogy   

Telithromycinbelongstotheketo＝dectassofantibacterialsandisstructuratIyrelatedtothemacrolidefamllyof  
antibiotics・TeIith「omycinconcentratesinphagocyteswhereitexhibitsactivityagainstintracef．u［arrespiratory  
Pathogens・Invitroltelith「omycinhasbeenshowntodemonstrateconcentration－dependentbactericida］activity  
agains＝solatesofStreptococcuspneumoniae（includingmu旧－drugresistantisolates【MDRSP】）．  

★MDRSP＝Multi－drugresistantStreptococcuspneumoniaeincIudesisotatesknown 
． 

こ－ 

Mechanism of action 

Telithromycinb10Cksproteinsynthesisbybindingtodomains＝andVof23SrRNAofthe50Sribosomal  
Subunit．Bybindingatdomain”．telithromycinretainsactivityagainstgram－POSitivecocci（e．g．．Streptococcu  
PneUmOniae）inthepresenceofresistancemediatedbymethytases（ermgenes）thatalterthedomainVbinding  
siteofteIithromychl．Te［ithromyclnmayalsoinhibittheassembtyDfnascentribosomalunits．  
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Mechanism ofresistance   

StaphyIococcusaureusandStreptococcuspyogeneswiththeconstitutivemacrolide－1incosamide－StrePtOgramin  
B（CMLSB）phenotypeareresistanttotetithromycin・  

MutantsofStreptococcuspneumoniaederivedinthelabo「atorybyserialpassageinsubinhibitory  
concentrationsoftelithromycinhavedemonstratedresistancebasedonL22riboproteinmutations（telithromycin  
MICsareelevatedbutsti［1withinthesusceptiblerange），OneOftworeportedmutationsaffectingtheL4  
riboprotein．andproductionofK～PePtide・Theclinicatsigniflcanceoftheselaboratorymutantsisnotknown・   

Cross resistance   

Tetithromycindoesnotinduceresistancethroughmethytasegeneexpressioninerythromyc．n－induciblyresistant  
bacteria，afunctionofits3－ketomoiety．Telithromycinhasnotbeenshowntoinduceresistancetoitse）f．   

List of Microorganisms 

Telithromycinhasbeenshowntobeactiveagainstmoststrainsofthefol］owngmicroorganisms－bothinvitro  
andinclinicalsettingsasdescribedinthetNDICAT］ONSANDUSAGEsection・  

Aemb／c9帽m一戸OS肋′em／cJ℃Org∂nfsms   

Streptococcuspneumoniae（incIudingmuui－drugresistantisoIates【MDRSP］）   

★MDRSP＝Murti－drugresistantStreptococcuspneumoniaeincIudesisolatesknownasPRSP（Penici”in－reSistant  
S，PneumOniae），andareisolatesresistanttOtWOOrmOreOfthefollowingantimicrobia，s：PeniciIlin．2nd  
generationcephalosporins（e．g，Cefuroxime）．macrolides，tetraCyClines，andtrimethoprim／sulfamethoxazote．   

Aemb／c9ram－ne9∂打帽mJc旧0喝∂∩／sms   

〃∂emO帥〟u∫血仙enz∂e   

Moraズe／J∂Caf∂汀わa／／s   

O抽ermJcroo／甘∂∩′sms   

Chlamydophila（Chtamydia）pneumoniae   

∧ケCOJ）Ja5m∂pneUmOn／∂e   

Thefotlowinginvitrodataareavailable．buttheirclinicalsiqnificanceisunknown・   

Atleast90％ofthefoIIowingmicroorganismsexhibitinvitrominimuminhibitoryconcentrations（MICs）lessthan  
orequaltothesusceptibtebreakpointfortel仙romychl・However－thesafetyandefFicacyoftelithromycinin  
treatingctinicalinfectionsduetothesemicroorganismshavenotbeenestabtishedinadequateandwelト  
controIleddinical佃als．  

Ae化bわ9帽m－POS仙em′cmoJ甘∂nfsm∫   

StaphyIococcusaureus（methicilIinanderythromycinsusceptibteisolatesonly）   

Streptococcus pyogenes（erythromycinsusceptibleisolatesonly）  
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Streptococci（LancefieldgroupsCandG）  

0的erm／c／℃0／甘∂∩／sms   

Legioner（apneumophiTa   

SusceptibilityTestMethods   

Whenava‖able，thec＝nicalmicrobio10gytaboratDryShouldprovidecumulativeresuJtsofk7VjtrosusceptibiJity  
testresu（tsforantimicrobiatdrugsusedinTocalhospitaIsandpracticeareastothephysicianasperiodicreports  
thatdescribethesusceptibi［ityprofi［eofnosocomia］andcommunity－aCquiredpathogens・Thesereportsshould  
aidthephysicianinsetectingthemosteffectiveantimicrobial．   

D仙〃0∩ねCJ〕∩／que三i了   

Quantitativemethodsareusedtodetermineantimicrobia］minimuminhibitoryconcentrations（M）Cs）．These  
MICsprovideestimatesofthesusceptibiLityofbacteriatoantibacteriaIcc）mPOUnds．TheM）Css71OUIdbe  

一 

－一 
ValuesshouldbeilnterPretedaccordingtocriteriaprovidedinTable3．   

D′机JSfonfec／1∩／qu郎ご   

Quantitativemethodsthatrequ［remeaSurementOfzonediametersaIsoprDVidereproducibleestjmatesofthe  
susceptibi．ityofbacteriatoantibiotics・Onesuchstandardizedprocedure213requJreStheL，SeOfstandardized  
inocuTumconcentrations．Thisprocedureusespaperdisksimpregnatedwith15pgte［ithromycintotestthe  
SuSCePtibilityofmicroorganismstotelithromycin・Discdiffusionzonesizesshouldbeinterpretedaccordingto  
CTiteriainTable3．  

TabIe3．SusceptibiIityTestResultInferpretiveCriterEafbrTbIithromycln  

MinimaI［nhibitory  

Concentrations   

（りg／mし）   

S  I  R  

Disk Diffusion 
（ZOnediametersinmm）  

S  I  R  旦athoqen  

S:frepfococcus 
PneUmOn／∂e ≦1  2  ≧19 16－18 ≦15  ≧4  

rねemoJ）何丁us  

／Jl〝uenz∂e  ≦4  8   ≧16  ≧15 12－14 ≦11  

Areportof“Susceptible”indicatesthattheantimicrobb＝slikelytoinhibitgrowthofthepathogenifthe  
antibacterialcompoundintheb］oodreachestheconcentrationsusuatIyachievabIe・Areportof■■tntermediate”  
indicatesthattheresultshouldbeconsideredequivocaI．and．ifthemicroorganismisnotfullysusceptibleto  
altemative．clinic訓yfeasibledrugs．thetestshouldberepeated．ThiscategorylmPliespossibleclinica）  
applicab‖ityinbodysiteswherethed「ugisphysiological［yconcentratedorinsituationswherehighdosageof  
drugcanbeused，ThEscategoryalsoprovidesabufferzonethatpreventssma‖uncontrolledtechnicalfactors  
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fromcauslngmajordiscrepanciesininte「Pretation．Arepo止OfbResistant’’indicatesthattheantimicrobia＝snot  
like［ytoinhibitgrowthofthepathogenげtheantimicrobiatcompoundinthebloodreachestheconcentrations  
USual［yachievabfeこOtherthe「apyshouldbeselected・   

Qu∂〝レCOnf「0／ニ   

Standardizedsusceptibi，itytestproceduresrequiretheuseofquaIitycontrolmicroorganismstodeterminethe  
perfo汀nanCeOfthetestprQCeduresl・2－3・StandardtetithromyclnPOWdershoutdprovidetheMICrangesfDrthe  
quaIitycontrolorganismsinTable4・Forthediskdiffusiontechnique，the15－Pgte＝thromycindiskshouIdprovide  
thezonediameterrangesforthequalitycontrolorganismsinTabIe4・  

TabIe4．AcceptabteQuaIityControtRangesforTetithromycin  

QC Strain Minimumlnhibitory  
Concentrations  

（ト唱／mL）  

Disk Diffusion 
（Zonediameterinmm）  

Sfrepfococcuspneumonねe  

ATCC49619   

H∂emO〆1仙S′∩仙enzae  
ATCC 49247 

0．DO4－0．03  27－33  

1．0－4．0  17－23  

ATCC＝AmericanTypeCultureCollection  

lNDlCATlONS AND USAGE 

KETEKtabletsareindicatedforthetreatmentofcommunity－aCqUiredpneumonia（Ofm‖dtomc・derateseverity）  
duetoStreptococcuspneumoniae．（inctudingmulti－drugresistantiso（ates（MDRSP★1）．HaemophiIusinnuenzae，  
MoraxeIIacatarrhaIis．Ch／amydophilapneumoniae，Or叫′COPlasmapneumoniae，forpatients18yearsoldand  
above．   

★MDRSP・Multi－drugresistantSfreptococcuspneumoniaeincIudesisolatesknownpsPRSP（Penicillin－reSistant  
Streptococcuspneumoniae）．andareisoIatesresistanttotwoormoreofthefoLlowLngantibiotics：Penici”in．2nd  
generationcephalosporins．e・g・．Cefuroxime，maCrOlides，tetraCyClinesandtrimethoprim／sulfamethoxazole．   

Toreducethedeve10PmentOfdrug－reSistantbacteriaandmaintaintheeffectivenessofKETEKandother  
antibacteriaLdrugs，KETEKshouLdbeusedQnlytotreatinfectiQnSthatareprovenorstrongtysuspectedtobe  
CauSedbysusceptiblebacteria・WhencuItureandsusceptibilityinformationareavailab］e．theyshouldbe  
COnSideredinselectingormodi研ngantibacterialtherapy・tntheabsenceofsuchdata，Localepidemiolo9yand  
SuSCePtibilitypatternsmaycontributetotheemplnCSeteCtionoftherapy．   

CONTRA（NDLCATtONS   

KETEKi＄COntraindicatedinpatientswithmyastheniagravis・Exacerbationsofmyastheniagravishave  
beenreportedinpatientsandsometimesoccurredwithinafewhoursoftheRrstdoseoftelithromycin．Reports  
haveinc（udedfatarandlife－threatenlngaCUtereSPfratoryfaiTurewitharapidonsetandprogression．   

KETEKiscontraindicatedinpatientswithprevioushistoryofhepatitisand／or5aundiceassociatedwiththeuseof  
KETEKtabIets，OranymaCrOlideantibiotic．   

KETEKiscontraindicatedinpatientswithahiitDryOfhypersensitivitytotefithromyclnand／oranycomponentsof  
KETEKtablets，OranymaCrO］ideantibiotic．  
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Concomitantadministratic）nOfKETEKwithcisaprideorpimozideiscont「aindicated．（SeeCL］NICAL  
PHARMACOLOGY，Drug－drugfnteractionsandPRECAUTLONS・）  

WARNINGS   

Hepatotoxicity  
AcutehepaticfailureandsevereliverlnJury，■nSOmeCaSeSfatal，havebeenreportedinpatientstreated  
withKETEK．ThesehepaticreactionsincIudedfutminanthepatitisandhepaticnecrosis］eadingtoliver  
transplant，andwereobservedduringorimmediate［yaftertreatment・lnsomeofthesecases．tive「一njury  
progressedrapidtyandoccurred頭eradministrationofafewdosesofKETEK・（SeeADVERSEREACTIONS．）  
Physiciansandpatients畠houldmonitorfortheappearanceofsignsorsymptomsofhepatitis，SuChasfatigue，  
malaise，anOreXia．nausea．JaUndice．biTirubinuria．acholicstooIs．tivertende「nessorhepatomegaly・Patients  
withsignsorsyrnptomsofhepatitismustbeadvisedtodiscontinuet（ETEKandimmediatelyseek  
medicalevaluation，Whichshouldinc［udeIiverfunctiontests．（SeeADVERSEREACT10NS，  
PRECAUT10NS．1nformationtoPatients．）1fclinicalhepatitisortransaminaseelevationscombinedwithother  
systemicsymptomSOCCur．KETEKshou］dbepermanentlydiscontinued・   

Ketekmustnotbere－administeredtopatientsvvithaprevioushistoryofhepatitisand／orjaundiceassociated  
withtheuseofKETEKtablets．oranymacro＝deantibiotic．（SeeCONTRAINDICAT10NS．）   

Tnaddition，lessseverehepaticdysfunctionassociatedwithincreased‖verenzymes，hepatitisandinsome  
CaSeSJaUndicewasrepDrtedwiththeuseDfKETEK・TheseeventsassociatedwithlesssevereformsofIiver  
toxicitywerereversible・   

QTc prolongation 
Te＝thromycinhasthepotentialtoprolongtheQTcintervaJoftheelectrocardiograminsomepatients・QTc  
PrOtOngationmayleadtoanincreasedriskforventricu［ara「rhythmias・incIudingto「sadesdepointes，Thus．  
telithromycinshouldbeavoidedinpatientswithcongenitalprolongationoftheQTcinterval，andinpatjentswith  
OngOingproarrhythmicconditionssuchasuncorrectedhypokalemiaorhypomagnesemiaTCLinicallysignificant  
bradycardia．andinpatientsreceivingCtassIA（e・g・．quinidineandp「OCainamide）orClass川（e・g・，dofeti［ide）  
antiarrhythmicagents・   

CasesoftorsadesdepointeshavebeenreportedposトrnarketingwithKETEK・lnc＝nica］trials．no  
cardiovascu［armorbidityormortalityattributabletoQTcprolongationoccurredwithte＝thromycintreatnlentin  
4780patientsinclinicaltriats．incTuding204patientshavingapro10ngedQTcatbaseline・   

VisuaIdisturbances＊  

KETEKrnaycausevisualdisturbancesparticular［yins［owingtheabiIitytoaccommodateandtheabiIity  
toreTeaseaccommodation．Visualdisturbancesincludedblurredvision．difncultyfocuslng．anddip［opia．Most  
eventsweremiTdtomoderate：however．severecaseshavebeenreported．   

Lossofconsciousness★  
Therehavebeenpost・marketingadverseeventreportsoftransienttossofconsciousnessincluding  
SOmeCaSeS＿aSSOCiatedwithvagalsyndrome・  

★Becauseofpotentialvisualdifficultiesor［ossofconsciousness，Patientsshouldattempttominimize  
activitiessuchasdrivingamotorvehic［e，OPeratingheavymachineryorengagmgtnotherhazardous  
activitiesduringtreatmentwithKETEK・（fpatientsexperiencevisualdisordersor［ossofconsciousness  
whiletakingKETEK，Patientsshouldnotdriveamotorvehic［eIOPerateheavymachineryorengagein  
otherhazardousactivities．（SeePRECAUTIONS，tnformationforPatients．）   

PSEUDOMEMBRANOUS COLlTlS 
C／ostridiumdimcileassociateddiarrhea（CDAD）hasbeenrepo止edwithuseofnearIyalfantibacterialagents．  
includingKETEIく」andmayrangeinseverityfrommilddiarrheatofataLcotitis・TreatmentwithantibacteriaI  
agentsaltersthenc．rmalfloraofthecotonteadingtoovergrowthofC・dimci／e・  
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C．di析ci／eproducestoxinsAandBwhichcontributetothedeveLopmentofCDAD・Hypertoxinproducingstrains  
ofC．dif17cilecauseincreasedmorbidityandmortaTity，aStheseinfectionscanberefractorytoantimicrobial  
therapyandmayrequlreCOlectomy・CDADmustbeconsideredinallpatientsvvhopresentwithdiarrh 
follow．ngantibioticuse・Carefulmedicalhisto「y．snecessarysinceCDADhasbeenrepoTtedtooccurovertwo  
monthsaftertheadministratiDnOfantibacterialagents．   

LfCDADissuspectedorcon和med，OngOlngantibioticusenc・tdirectedagainstC・di所ci］emayneedtobe  
dlscontinued．Appropriatefluidandetectrolytemanagement．proteinsupplementation．antibiotictreatmentofC  
difWciIe，andsurgJCaIevaluationshouldbeinstitutedasclinicaHyindicated．   

PRECAUTlONS  

General   

PrescribingKETEKintheabsenceofaprovenorstrc．nglysuspectedbacteriaIinfectionDraPrOPhytactic  
indicationisunlikeIytoprovidebenefittothepatientandincreasestheriskofthedevelopmentofdrug－reSistant  
bacteri乱   

Te＝thromycinisprincipallyexcretedviatheliverandkidney・Telithromycinmaybeadministeredwithoutdosage  
adjustmentinthepresenceofhepaticimpairment：lnthepresenceofsevererenalimpairment（CLcR＜30  
mL／min），areduceddosageofKETEKisrecommended・（SeeDOSAGEANDADM］NISTRAT）ON．）   

Informationforpatients  
AMedicationGuideisprovidedtDPatientswhenKetekisdispensed．Patientsshouldbeinstructedtoreadthe  
MedGuidewhenKetekisreceived．1naddition，thecompletetextoftheMedGuideisreprintedattheendofthis  
document．  

Thefo［）owlnginformationandinstructionsshouldbecommunicatedtothepatient．  

・ KETEKmaycauseprobTemswithvisionparticulartywhenlookingquicklybetweenoPjectsclosebyand  
Objectsfaraway・Theseeventsinctudeblurredvision，difficultyfocuslng．andobjectslookingdoubled．  
Mosteventsweremi［dtomoderate；however．severecaseshavebeenreported．Problemswithvision  
WererePOrtedashavingoccurredafteranydoseduringtreatment．butmostoccurredfo［［owlngthefirst  
OrSeCOnd dose．Theseproblemslastedseveralhoursandin some patients camebackwiththe next  
dose．（SeeWARNINGSandADVERSEREACT［ONS．）  

Patientsshouldbeadvisedthatavoidingquickchangesinviewingbetweeno句ectsinthedistanceand   
Objectsnearbymayhe［ptodecreasetheeffectsofthesevisuatdifficuIties．  

● BecauseofpotentiaIvisualdifficultiesorIossofconsciousnessIPatientsshoutdattemptto  
minimizeactivitiessuchasdrivingarnotorvehicTe，OPeratingheavymachineryorengag［ngln  
Otherha之ardousactivjtiesduringtreatmentwithKETEK．  

Ifpatientsexperiencevisuatdifficu］tiesorlossofconsciousness／fainting   
・ Patientsshouldseekadvicefromtheirphysicianbeforetakinganotherdose   
・ Patientsshou［dnotdriveamotorvehicle，OPerateheavymachinery．orengageinothen〟isehazardous  

activities．  

Patientsshouldalsobeadvised：  

・ Ketekiscontraindicatedinpatientswithmyastheniagravis・（SeeCONTRA（ND［CAT10NS．）   

・ Ofthepossibitityofliver［nJury．aSSOCiatedwithKETEK．whichinrarecasesmaybesevere．Patients   
devetoplngSlgnSOrSymPtOmSOftiver］nJuryShouldbeinstructedtodiscontinueKETEKandseek   
medicalattentionimmediateIy・Symptomsofliver■n）UrymaytnCIudenausea，fatigue．anorexia，）aUndice．   
darkurine．1ight－COloredstooTs．pruritus，Ortenderabdomen・Ketekmustnotbetakenbypatientswitha  
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PreVioushistoryofhepatitis串undiceassociatedwiththeuseofKETEKormacrolideantibiotics．（See  
CONTRAINDICATLONSandWARN［NGS．）   

● antibacterialdrugsincludingKETEKshouldonlybeusedtotreatbacteriatinfections・Theydonottreatviral   
infections（e．g・．thecommoncofd）・WhenKETEKisprescribedtotreatabacteria［infection．patientsshouTd  
bet01dthat althDUghitis common tofeelbetterearlyinthecourse oftherapy，the medication should be   
takenexactlyasdirected・SkippingdosesornDtCOmPletingthefu”courseoftherapymay（1）decreasethe   
effectivenessoftheimmediatetreatmentand（2）increasethe＝kelihoodthatbacteriawilJdevelopresistance  
andw‖notbe‘treatabLebyKETEKorotherantibacterialdrugsinthefuture．   

・ KETEKhasthepotentiattoproducechangesintheelectrocardiog「am（QTcintervalpr0longation）andthat   
theyshouLdreportanyfaintingoccur「1ngduringdrL）gt「eatment．  

・KETEKshouIdbeavoidedinpati9ntSreCeivingClassIA（e・g・，quinidine．procainamide）orClass”．（e・g・，  
dofetilide）antiarrhythmicagents．   

・ tOinformtheirphysicianofanypersonalorfami7yhistoryofQTcproIongationorproarrhythmicconditions   
SUChasuncorrectedhypokalem旧，OrClinical】ysignificantbradycardia．   

・ diarrheaisacommonprobtemcausedbyantibioticswhichusuaIlyendswhentheantibioticisdiscontinued．   
Sometimesafterstartingtreatmentwithantibiotics．patientscandevelopwateryandbloodystooIs（Withor   
WithoutstDmaChcrampsandfever）evenastateastvvoormore 

． 

・Simvastatin．lovastatin．c）r atOrVaStatin should be avoidedin patients receivtng KETEK．1f KETEKis   
PreSCribed．therapy with simvastatin，lovastatin．or atorvastatin should be stopped during the cc・urSe Of  
treatment．  

■ KETEKtabletscanbetakenwithorwithoutfood．   

・tOinfo「m thei灯Physician of any other medications taken concurrently with KETEK、incIuding over－the－   
COUntermedicationsanddietarysupplements．  

Druginteractions・   

TelithromycinisastronginhibitorofthecytochromeP4503A4systern．Co－administrationofKETEKtab［etsand  
adrugprimarilymetabotizedbythecytochromeP4503A4enzymesystemmay－resultinincreasedp［asma  
COnCentrationofthedrugco－administeredwithtetithromycinthatcouldincreaseorprolongboththetherapeutic  
andadverseeffects・Therefore，aPPrOPriatedosageadjustmentsmaybenecessarYforthedrugco－administered  
Withtelithromycln．   

TheuseofKETEKiscont「aindicatedwithcisapride．（SeeCONTRALNDICAT［ONSandCLLMCAL  
PHARMACOLOGY，Drug・druginteractions．）   

TheuseofKETEKiscontraindicatedwithpimozide．Althoughtherea「enostudiesIookingattheinteraction  
betweenKETEKandpimozide，thereisapotentiaIriskofincreasedpimozidep［asmaleve［sbyinhibitionofCYP  
3A4pathwaysbyKETEKaswithmacrotides・（SeeCONTRAtNDICAT10NS・）   

lnapharmacokineticstudy．simvastatinlevetswereincreasedduetoCYP3A4inhibitionbyte＝thromycin．（See  
CLINLCALPHARⅣlACOLOGY．Otherdruginteractions．）SimiIarty．aninteractionmayoccurwithlovastatinor  
atoNaStatin．butnotwithpravastatinorf7uvastatin．HighteveIsofHMG－CoA「eductaseinhibitorsincreasethe  
riskofmyopathy．Useofsimvastatintlovastatin，OratOrVaStathlCOnCOmitantlywithKETEKshouIdbeavoided．1f  
KETEKisprescribed．therapywithsimvastatin．lovastatin．oratoTVaStatinshouldbesuspendedduringthe  
COurSeOftreatment．   

MonitoringofdigoxinsideeffectsorserurnIevelsshouldbeconsideredduringconcomitantadministrationof  
digoxinandKET亡：K．（SeeCLINICALPHARMACOLOGY，Drug－druginteractions・）  
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Patientsshouldbemonitoredwithconcomitantadministrationofmidazolamanddosageadjustmentof  
midazolamshouldbeconsideredifnecessary・P「ecautionshouldbeusedwithotherbenzodiazeplneS，Which  
aremetabo［izedbyCYP3A4andundergoahighfirst－PaSSeffect（e．g．．triazolam）．（SeeCuNICAL  
PHARMACOLOGY，Drug－druginteractions．）   

ConcomitanttreatmentofKETEKwithrifampLn，aCYP3A4inducer，Shouldbeavoided．Concomitant  
administrationofotherCYP3A4indu？erSSUChasphenytoinTCarbamazepine－OrPhenobarbitaIistikeFytoresult  
insubtherapeuticlevelsofte［ithromyclnandlossofeffect・（SeeCuNICALPHARMACOLOGY．Otherdrug  
interactions．）   

lnpatientstreatedwithmetoproIorforhea止fai）ure，theincreasedexposuretometopro［ol，aCYP2D6substrate－  

maybeofc］inicalirnportance・Therefore．co－administrationofKETEKandmetoprol01inpatientswithheart  
failureshou］dbeconside「edwithcaution・（SeeCL）MCALPHARMACOLOGY，Drug－druginteractions．）   

Spontaneouspost－marketingreportssuggestthatadministrationofKETEKandoraTanticoagu［ants  
COnCOmitant［ymaypotentiatetheeffectsoftheora）anticoagulants・ConsiderationshouIdbegiventomonitoring  
PrOthrombintimes／INRwh‖epatientsarereceivingKETEKandoralanticoagutantssimu）taneousIy．   

Nospec酢＝druginteractionstudieshavebeenperformedtoevaTuatethef01lowingpotentialdrug－drug  
interactionswithKETEK・However，thesedruginteractionshavebeenobservedwithmacroIideproducts．  
DrugsmetabolizedbythecytochromeP450systemsuchascarbamazepine，CyClosporine．tacrD］imus，  
Sirolimus．hexobarbital，andphenytoin：e［evationofserumIevelsofthesedrugsmaybeobservedwhenco－  
administeredwithteIithromycin・Asaresult．increasesorprolongationofthetherapeuticand／oradverseeffects  
Oftheconcomitantdrugmaybeobserved．  
ErgotaTka］oidderivatives（SuChasergotamineordihydroergotamine）：aCUteergOttOXicitycharacterizedby  
SeVerePeriphera［vasospasmanddysesthesiahasbeenreportedwhenmacroIideantibioticswereco－  
administered・VVithoutfurtherdata．theco－administrationofKETEKandthesedrugsisnotrecommended．  

Laboratory test interactions 

Therearenoreported［aboratorytestinteractions．   

CarcinogenesIS，mutageneSIS，JmPa）rmentOffertility   

Long－termStudiesinanimalstodeterminethecarcinogenicpotentia］ofKETEKhavenotbeenconducted．   

Te［ithromycinshowednoevidenceofgenotoxicityinfou「tests‥genemutationinbacterialce［Is．genemutation  
inmammaliance‖s．chromosomeaberrationinhumanrymphocytes．andthemicronucleustestinthemouse．  

t 

ii 
ObseNed．moderatereductionsinfertiIityindiceswerenotedinmaleandfemaleanimaIstreatedwith  
te［ithromycin，   

Pregnancy  

Teratogeniceffects‥PregnancyCategoryC・Te［ithromycinwasnotteratogenicintheratorrabbit・Reproduction  
■ti  

…）妄 
． 

maturation・Noadverseeffectsonprenatalandpostnataldevelopmentofratpupswereobservedatl．5times  
（750mg／m2／d）thedailyhumandose．   

Therearenoadequateandwe”－COntrOITedstudiesinpregnantwomen・Telith「omycinshouIdbeusedduring  
PregnanCyOnIyifthepotentiaIbenefitjustifiesthepotentiarrisktothefetus．  
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Nursingmothers   

Telithromyclnisexcretedinbreastmilkofrats・Telithromyclnmayalsobeexcretedinhumanmilk．Because  
mahydrugsareexcretedinhumanmitk．cautionshoutdbeexercisedwhenKETEKisadministeredtoanurslng  
mothe「．  

Pediatric use   

Thesafetyande触ctivenessofKETEKinpediatricpatientshasnotbeenestab］ished・   

Geriatricuse   

lna］lPhase川clinicaltria］s（n＝4，780），KETEKwasadministereqto694patientswh占vvere65yearsaバdoIder，  
inc［uding231patientswhowere75yearsandolder・Efflcacyandsafetylnelder）ypatients≧65yearswere  
genera”ysimilartothatobservedinyoungerpatients：however．greatersensitivityofsome01derindividuals  
CannOtberuledout．Nodosageadjustmentisrequiredbasedonagea［one．（SeeCLIN［CAL  
PHARMACOLOGY，Specia］popuIations，GeriatricandDOSAGEANDADMINISTRAT［ON．）   

ADVERSE REACT10NS   

lnPhase＝ctinica＝ria［s，4．780patients（n＝2702incontro［ledtrials）receiveddailyc・raLdosesofKETEK800mg  
OnCedai［yfor5daysor7tolOdays・Mostadverseeventsweremi［dtomoderateinseverity．1nthecombined  
Phase＝studies，discontinuationduetotreatmenトemergentadverseeventsoccurredin4．4％ofKETEK－  
treatedpatientsand4・3％ofcombinedcomparator－treatedpatients・MostdiscontinuationsintheKETEKgroup  
Wereduetotreatrr［ent－emergentadverseeventsinthegastrointestinaLbodysystem，Primarilydiarrhea（0．9％for  
KETEKvs．0．7％forcomparators）一nauSea（0，7％forKETEKvs．0・5％forcomparators）．   

A11andpossib［yrelatedtreatment－emergentadverseevents（TEAEs）occurringincontro＝edcLinica（studiesin≧  
2．0％ofa”patientsa「eincludedbelow：   

Table 5 

A”andPossiblyRelatedTreatment－EmergentAdverseEvents   
ReportedinContro”edPhasemClinicaIStudies   

（Percent］ncidence）  

AllTEAEs  Possibly・Re］atedTEAEs  

KETEK   Comparatorf   KETEK   Comparatort  

n＝2702   nコ2139   n＝2702   n＝2139  

10．8％   8．6％   10．0％   8．0％  

7．9％   4．6％   7．0％   4．1％  

5．5％   5．8％   2．0％   2．5％   

e止igo）   3．7％   2．7％   2．8％   1．5％  

2．9％   2．2％   2．4％   1．4％  

2．3％   1．5％   2．1％   1．4％  

1．6％   3．6％   1．5％   3．6％   

Adverse Event★  

Diarrhea  

Nausea  

Headache  

Dizziness（excl．v  

Vomitin  

Loose Stools 

Dysgeusia  
＊Basedonafrequencyofa［landpossiblyrelatedtreatment－emergentadverseeventsof≧2％inKETEKor   

COmParatOrgrOlJPS・  
†1nc］udescomparatorsfromallcontrolledPhase”lstudies・   

ThefollowingeventsjudgedbyinvestigatorstobeatfeastpossibtydrugreIatedvvereobservedinfrequently（≧  
0．2％and＜2％），inKETEK－treatedpatientsinthecontrolledPhaselltstudiesL   

Gastrointestinalsystem：abdominaldistension．dyspepsta，gaStrOintestinatupset，flatulence，COnStipation，  
gastroenteritis．gastritis，anOreXialOralcandidiasis，gIossitis■StOmatitis，WateryStOOIs・   
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Liverandbiliarysystenl：abno「malliverfunctiontests：hlCreaSedtransaminases，increased［iverenzymes   
（e．g．．ALT．AST）wereusualIyasymptomaticandreversibIe・ALTeTevationsabove3timestheupper（imitof   
norma［wereobservedinl．6％．andl．7％ofpatientstreatedwithKETEKandcomparators一「eSPeCtive，y．   
Hepatitis．withorwithoutjaundice，OCCu「redinO．07％ofpatientstreatedwithKETEK．andwasreversible．（See  
PRECAUT10NS．General．）  

Nervoussystem：d「ymouth．somnotence，insomnia．vertigo．increasedsweating  

Bodyasawhole：abdominalpain，UPPerabdomina］pa］n，fatigue  

Specia］senses：VisualadverseeventsmostoftenincludedbIurredvisionldipIop］a．OrdifficuItyfocuslng．Most   
eventsweremirdtomoderate；however，SeVereCaSeShavebeenreported・Somepatientsdiscontinuedtherapy   
duetotheseadverseevents・Visualadverseeventswerereportedashavingoccurreda代eranydoseduring   
treatment，butmostvisua］adverseevents（65％）occurredfo）1DWingthefi「storseconddose．Visualevents   
lastedseveraThoursandrecurreduponsubsequentdosing］nSOmePatients．Forpatientswhocontinued   
treatment．someresoIvedontherapywhileotherscontinuedtohavesymptomsuntiJtheycomp］etedthefull   
COurSeOftreatment．（SeeWARNINGSandPRECAUTJONS．lnformationforpatients．）  

Femalesandpatientsunder40yea「so［dexperiencedahigherincidenceoftelithromyc．n－aSSOCiatedvisuaI   
adverseevents．（SeeCLINICALSTUDTES．）  

UrogenitaIsystem：VagLnalcandidiasis．vaginitis，VaglnOSisfunga［  

Skin：「；】Sh  

HematologLC：increasedplateletcount  

Otherpossiblyre］atedc］inica］［y・re）evanteventsoccurrlngin＜0．2％ofpatientstreatedwithKETEKfrom   
thecontrolledPhase川studiesincluded＝anXiety－bradycardia，eCZema－e［evatedbtoodbilirubin．erythema   
mu旧fomle，flushing，hypotension．inc「easedbtoodalkalinephosphatase，increasedeosinophilcount，   
PareSthesia．pruritus．urticaria．  

Post・MarketingAdverseEventRepDrtS：  

rnadditiontoadverseeventsreportedfromc＝nica］trials，thefo＝owlngeVentShavebeenreportedfrom   
WOrIdwidepost－marketingexperiencewithKETEK．   
A＝ergic：faceedema．rarereportsofsevereaITerglCreaCtions．incIudingangioedemaandanaphyIaxis．   
Cardiovascular：atria［arrhythmias，PaIpitations   
Gastrointestinalsystem：PanCreatitis   
Liverandb‖arysystem：Hepaticdysfunctionhasbeenreported．   
Severeandinsomecasesfata［hepatotoxicity－incIudingfulminanthepatitis－hepaticnecrosisandhepaticfaiTure   
havebeenrepo止edinpatientstreatedwithKETEK・Thesehepaticreactionswereobservedduringor   

immediate（ya托ertreatment・［nsomeofthesecases，liverlnJuryPrOgreSSedrapidlyandoccurredafter   
administrationofonlyafewdosesofKETEK・（SeeCONTRAIND］CAT10NSandWARN）NGS．）Severe   
reactions，insomebutnota［lcases．havebeenassociatedwithseriousunder（yingdiseasesorconcomitant  
medic；ltions．   

Datafrompost－marketingreportsandclinicaltria［sshowthatmostcasesofhepaticdysfunctionwerem”dto   
moderate．（SeePRECAUTLONS．General．）  

MuscuIoskeleta（：mUSClecramps．rarereportsofexacerbationofmyastheniagravis．（See   
CONTRAIND］CAT［ONS．）   
Nervoussystem：lossofconsciousness，insomecasesassociatedwithvagalsyndrome．  
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OVERDOSAGE   

lntheeventofacuteoverdosage・thestomachshouトdbeemptiedbygastriclavage・ThepatientshouIdbe  
Ca「efu”ymonitored（e・g・，ECG．electro［ytes）andgivensymptomaticandsupportivetreatment．Adequate  
hydrationshouTdbemaintained．TheeffectivenessofhemodiaTysISinanoverdosesituationwithKETEKis  
unknown．  

DOSAGE ANDADMINISTRAT［ON   

ThedoseofKETEKtab［etsis800mg（2tabIetsof400mg）takenora［1yonceevery24hours．for7－10days．  
KETEKtabletscan beadministeredwithorwithoutfood．   

KETEKmaybeadministeredwithoutdosageadjustmentinthepresenceofhepaticimpairment．   

1nthepresenceofsevererenalimpairment（CLcR＜30mL／min），includingpatientswhoneeddialysis，thedose  
ShouldbereducedtoKETEK600mgoncedaily・tnPatientsundergo■nghemodiarysis，KETEKshouIdbegiven  
a恥rthediaTysissessiDnOndialysisdays・（SeeCuNICALPHARMACOLOGY，Renalinsufficiency．）  

lnthepresenceofsevere「enatimpairment（CLcR＜30mLJmin）．withcoexistinghepaticimpairment，thedose  
Shou［dbereducedtoKETEK400mgoncedaily・（SeeCuN）CALPHARMACOLOGY．Mu［tipleinsufficiency．）  

HOWSUPPuED  

KETEK⑳400mgtab■etsaresupp［iedas．ight－Orange．OVa，，mm－COatedtablets，imprinted［・H3647”ononeside  
andh400”ontheotherside・Thesea「epackagedinbott［esandblistercards（KetekPakTMandunitdose）as  
follows：   

Bottlesof60  （NDCOO88－2225－41）  
KetekPakTM，10－tab］etca「ds（2tabletsperb［istercavity）  （NDCOO88－2225－07）  
Unitdosepackage・OflOO（b［isterpack）  （NDCOO88－2225－49）  

KETEK⑳300mgtab．etsaresuppLiedaslight－Orange，OVa川m－COatedtablets．imprinted・・38AV，ononeside  
andblankontheotherside．Thesea「epackagedinbott［esasfollows：   

Bottlesof20  （NDCOO88－2223－20）   

Storeat250C（77OF）；eXCUrSionspermittedto15－30OC（59－86DF）［seeUSPControrfedRoomTemperature］．  

CLINICALSTUDIES  

CommuJlfレ・aCqU行edpneumonね（CAり   

KETEKwasstudiedinfour「andomized，doubIe－b＝nd．controlledstudiesandfouropen－1abe［studiesforthe  
treatmentofcommunity－aCquiredpneumonia．PatientswithmildtomoderateCAPwhowereconsidered  
appropriatefororaloutpatienttreatmentwereenro‖edinthesetrials・Patientswithseverepneumoniawere  
exctudedbasedonanyoneofthefo”owlng‥）CUadmission・needforparenteralantibiotics，reSPiratoryrate＞  

dce‖  

．．「  
Patients．   

TabTe6，CAP：Clinica［curerateatpost－therapyfo］low－uP（17－24days）  
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Patients（n）  ClinicaI  Curerate   

Contro［tedStudies   KETEK   Compa「ator   KETEK   Comparator   
KETEKvs．c［arithromycin500mg  162   156   88．3％   88．5％   

BIDforlOdays  

KETEKvs．trovafloxacin＊200mgQD  80   86   90．0％   94．2％   

for7tolOdays  

KETEKvs．amoxicilHnlOOOmgTtD  149   152   94．6％   90．1％   

forlOd；箋yS  

KETEKfor7daysvs．c暮arithromycln  161   146   88．8％   91．8％   

500m！】B忙＝b「10days  

★Thisstudywasstoppedprematurelya托ertrovafloxacinwasrestrictedforuseinhospitalizedpatientswith  
SeVereinfection．   

CtinicalcureratesbypathogenfromthefourCAPcontro”edclinicaltrialsinmicrobiolog．caI］yeva］uablepatients  
g［VenKETEKfor7－10daysoracomparatoraredispTayedinTabTe7．  

Tab］e7．CAP：Clinicalcureratebypathogenatpost－therapyfo”ow・uP（17－24days）   
Pathogen   KETEK   Comparator   

Sf佗pfococcus卯eUmOn／∂e   73〝8（93．6％）   63／70（9D．0％）   
〃∂emqP／1仙唱血仙enz∂e   39／47（83．0％）   42／44（95．5％）   

12／14（85．7％）   7／9（77．8％）   
Moraxe”acatarrhalis  

C／1／∂mydop加J∂（C／1／∂myd叫   23／25（92．0％）   18／19（94．7％）   
PneUmOn由e  

〃ycopJ∂Sm∂pneU〝IOJl由e   22／23（95．7％）   20／22（90．9％）   

ClinicarcureratesforpatientswithCAPduetoSfreptococcuspneumoniaeweredeterminedfrompatientsin  
COntrO‖edanduncontr01［edtria！s・Of333evaIuablepatientswithCAPduetoStreptococcL］SPneUmOniae，312  
（93・7％）achievedc［inicalsuccess・Onlypatientsdonsideredappropriateforora）outpatienttherapywere  
incIudedinthesetria［s・Moresevere［y＝patientswerenDtenrO‖ed・BloodcuttureswereobtainedinaTIpatients  
Participatingintheclinicaltrialsofmildtomoderatecommunity－aCquiredpneumonia．Ina］imitednumberof  
OutPatientswithincidentalpneumococca［bacteremiatreatedwithKETEK．actinica］curerateof88％（67／76）  
hasbeenobserved・KETEKisnotindicatedforthetreatmentofseverecommunity－aCquiredpneumoniaor  
SuSPeCtedpneumococcalbacte「emia．   

ClinicalcureratesforpatientswithCAPduetomuTti－drugresistantStreptococcuspneumoniae（MDRSP＊）were  
determinedfrompatientsincontrol］edanduncontro‖edtrials．Of36eva［uab［epatientswithCAPdueto  
MDRSP，33（91．7％）achievedc‖nicalsuccess．  

WDRSP：MultトdrugresistantStreptococcuspneumoniaeincIudesisoJatesknown 
． 

generationcephalosporins．e・g・，Cefuroxime，maCrOIides，tetraCyClinesandtrimethoprim／sulfamethoxazole．   

Tab］e8．CHnicaIcureratefor36evaluabTepatientswithMDRSPtreatedwithKETEKinstudiesof  
COmmunity・aCqUiredpneumonia  

Screenlng   ClinicalSuccessinEva）uableMDRSP   
Susceptibility   Patients  

nJNa   ％   

Penicillin－reSistant   20／23   86．9   
2nQgeneration  20／22   90．9   
CePha10SPOrin－reSistant  
Macrotide－reSistant   25／28   89．3   
Trimethoprim／  24／27   88．9   
sutfamethoxazoIe－reSistant  
Tetracyc＝ne－reSistantD   11／13   84．6   
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