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FULLPRESCRIBINGINFORMATION：  

WARWG：SUICIDALITYANDANTIDEPRESSANTDRtJGS   

AntidepTYSSan暮Sincreasedtheriskcomparedtoplaceboof＄uicidaJthinking乱nd  
behavior（SIdcidality）inchiJdren，adole＄Cent＄，andyoungaddt＄inshort－termStudiesof  

MqiorDepressiveDisorder（MDD）andotberpsydliatricdisorders．Anyoneconsidering  
theuseofPristiqoranyotherBLntidepressaJItinachiId，adoIescent，OryOtmgadult  
mustbalamcetbisriskwiththeclimicalneed．Short－temStudiesdidnot＄howan  

increaseindlertSkofsuicidaIitywithaJ］tidepr怯SantSCOmPrdtophcetIOinadults  
tIeyOndage24；therewasareductioninri＄kwithantidepressantscomparedtoplacebo  
inadtlltsaged65BLndolder．Depressionandcertainotherpsychiatricdisordersare  
themselvesassociatedwithincrea＄eSintheriskofsuicide．Patientsofallageswhoare  
startedonan鰯depress弧ttherapyshouldbemomitoredappropriateb，姐dobserved  
CIoselyfbrclimicaIworseming，Suiciddity，OrunuSuaIchamgesintIehavior・Fami1iesiLnd  
Ca托寧YerS＄houldbeadYisedo一也e．need伽rcl05eObseⅣa偵onandcommⅥnica鵬onwi仙  
theprescritIer．Pristiqisnotapprovedfbruseinpediatricpatients【seeWhm卸and  
触α〟Jわ旧作〃，【加加坤∝卵C物〟血‘わ胴体〃，α〝d髄g〝J（わ〟旧励gJI！β川∽ガ〃〝  

〝Z〃】．  

l  INDICATIONSANDtJSAGE   

Pristiq，aSelectiveserotoninandnorepinephrinereuptakeinhibitor（SNRI），isindicatedfbr  
thetreatmentofm毎ordepressivedisorder（MDD）［seeClinicalSYudies〃4）andDosageand  
AdhinistrationP．L）］．TheefncacyofPristiqhasbeenestablishedinfour8－Week，Placebo－  
COntrOlledstudiesofoutpatientswhometDSM－IVcriteriaformqiordepressivedisorder・  

Am毎ordepressiveepisode（DSM－Ⅳ）impliesaprominentandreladvelypersistent（near1y  
everydayfbra土Ieast2weeks）depressedordysphoricmoodthatusual1yinterfbreswithdai1y  

fhctionlng，andincludesatleast50fthefo1lowing9symptoms：depressedmood，lossof  
interestinTSualactivities，Signi丘cantchangeinweightand／orappetite，insomniaor  

hypersorrnla，PSyChomotoraglta血onorretardation，increasedfatigue，ftelingsofguiltor  

worthlessness，Slowedthinkingorimpairedconcentration，OraSuicideattemptorsuicidal  

ideation．   

2  DOSAGE AND ADMINISTRATION 

2．1 hitialTI℃atmentOfMajorDepressiveDisorder   

TherecommendeddoseforPristlqis50mgoncedai1y，withorwithoutfbod．Inclinical  
studies，dosesof50－400mg／daywereshowntObee飴ctive，althoughnoadditionalbenefitwas  

demonstratedatdosesgreaterthan50mg／dayandadverseeventsanddiscontinuadoriswere  
more丘equentathigherdoses．  
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Whendiscontinuingtherapy，gradualdosereductionisrecommendedwheneverpSSibleto  
mimimizediscontinuationsympton鳩【seeDosqgeandAdhinistrationP．4）andWbrnlngSand  
丹ecα〟伽那作．朋．  

Prisdqshouldbetakenat叩prOXimateけthesametimeeachday．Tabletsmu離beswallowed  
Wholewithfluidandnotdivided，CruShed，Chewed，OrdissoIved．   

2ユ Sped山一opⅥk伽ns  

PTemtWOmendurinEthethirdtrimester   

NeonatesexposedtoSNRIsorSSRIslateinthethirdtrimesterhavedeveloped  
COmPlicationsrequiringprolongedhospitalization，reSpiratorysupport，andtubefeeding［seethe  

inSpeciPcPtpuk7Hons＠・L）］．Whentre血ngpregnantWOmenwithPristiqduringthethird  
trimester，thephysicianshouldcare叫consider也epotentialrisksandbenefitsoftreatment．  
TbephysicianmayconsidertapqringPristiqinthethirdtrimester．   

Padentswithrenalimpairment   

Nodosagea句ustmentisnecessarylnpatientswithmi1drenalimpalrment  
（24－hrCrCl＝50－80mL／mh）．  

Therecorrmendeddoseinpatientswithmoderaterenalimpairment  
（24－hrCrCl＝30－50niL／min）is50mgperday．TYlereCOmmendeddoseinpatientswithsevere  
renalimpairmentQ4－hrCrCl＜30mL／min）orend－Stagerenaldisease（ESRD）is50mgevery  
Otherday．Supplementaldosesshouldnotbegiventopatientsa允erdialysis［seethein桝Cyic  
ア甲〟加わ那隠㊥α扉α血CαJ加coわ幻′〃2．朝．   

PatientswithhepaticlmPalrment   

Noa句血nentofthestarhgdosageisnTeSSaZyforpatientswithhepaticimpairment・  
However，doseescalationabovelOOmg／daylSnOtreCOmrrmded／豆eeClinicalPharmacology  
〃2．鋭7．   

Elderlvt）atients   

Nodosagea句ustmentisrequiredsolelyonthebasisofage；however，thepossibilityof  
reducedrenalclearanCeOfPristiqshouldbeconsideredwhendeterTniningthedose［seeUgein  
・サー叫批、♪岬！血J〃椚∫仰．j）（∽（〃’／〃〃ぐ8／川（J〃〃〟ぐ（，／（収lイノユ叫．   

2．3  MainIenaJICdconthuation／eltendedTI℃atment   

Itisgeneralけagreedthatacuteepisodesofm勾ordepressivedisorderrequireseveralmonths  
Orlongerofsustainedphawlogictherapy．However，thelonger－termefncacyofPristiqatthe  

doseof50nddaythatwaseffbctiveinshort－terrn，？OntrOlledstudieshasnotbeenstudied・  

Padentsshouldbeperiodicallyreassessedtodetermnetheneedforconhuedtreatment．   

2．4 Discoれ伽血g一山s鵬q   

SymptomsassociatedwithdiscontinuationofPris仕q，0therSNRIsandSSRIshavebeen  
reported［seeWarningsandPrecautlOnSP．9）］．Patientsshouldbemonitoredforthesesymptoms  

后   



whendiscontinuingtreatment．Agradualreductioninthedose（bygiving50mgofPristiqless  
丘equently）ratherthanabruPtCeSSationisrecorrmended血enev？rPOSSible・Ifintolerable  
symptomsoccurfo1lowlngadecreaseinthedoseorupondiscontlnuationoftreatment，then  
resumlngthepreviouslyprescribeddosemaybeconsidered，Subsequently，thephysicianmay  
continuedecreasingthedose，butatamoregradualrate・   

2．5 SwitchingPatient＄ToorFromaMonoamineOxidaseInhitIitor（MAOI）   

Atleast14daysmustelapsebetweendiscominuationofanMAOIandinitiationoftherapy  
withPristlq・haddition，atleast7daysmustbealloweda11erstoppingPristiqbefbrestartlngan  
MAOI【∫geCo丑打αi乃d（冗汀fo乃∫甘み】．   

3  DOSAGEFORMSANDSTRENGTHS   

PristiqTM（desvenlafhxine）Extended－ReleaseTabletsareaVaihbleas50andlOOmgtablets・   

50mg，1ightpink，SquarePyramidtal）1etdebossedwith“W’over“50”onthenatside   

lOOmg，reddish－Orange，SquarePyramidtabletdebossedwith“W”over＝100”ontheflat  
side   

4  CONTRAINDICATIONS 

4．1 Hypersemsi伽け   

Hypersensitivitytodesvenl血inesuccinate，Venlafhxinehydrochlorideortoanyexcipients  
inthePristiqfbmiation，   

4．2  MomoamineO扇daseImhibitors   

PristlqmuStnOtbeusedconcomitantlyinpatientstakingmonoamineoxidaseinhibitors  
（MAOIs）orやpatientswhohavetakenMAOIswithinthepreceding14daysduetotheriskof  
serious，SOmetlmeSfatal，druglnteraCtionswithSNRIorSSRItreatmentorwith0ther  
serotonergicdrugs．Theseinteractionshavebeenassociatedwithsymptomsthatincludetremor，  
myoclonus，diaphoresis，nauSea，VOmltlng，flushing，dizziness，hyperthemiawithfeatures  
resemblingneurolepticmalign皿tSyndrome，Seizures，rigidibT，autOnOmicinstability  
possiblerapidfluctuationsofvitalsigns，andmentalstatuschangeSthatincludeextreme  
agltationprogresslngtOdeliriumandcomaBasedonthehalf・1ifbofdesvenlafhxine，atleast7  
daysshouldbeallowedafterstoppingPristiqbeforestartinganMAOI［seeDosageand  
d血血∫〝α加〃仔刃］．   

5  WARNINGS AND PRECAUTIONS 

5．1 Climic山WorsemlmgandSuicideRisk   

Patientswithm由ordepressivedisorder（MDD），bothadultandpediatric，mayeXPerience  
worseningoftheirdepressionand／ortheemergenceofsuicidalideationandbehavior  
（suicidality）orunuSualchangeSinbehavior，Whetherornottheyaretakingantidepressant  
medications，andthisriskmaypersistuntilsigni負cantremissionoccurs・Suicideisaknownrisk  
ofdepressionandcertainotherpsychiatricdisorders，andthesedisordersthemselvesarethe  
strongestpredictorsofsuicide・Therehasbeenalong－Standingconcem，however，that  
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antidepressantSmayhavearoleininducingworsenlngOfdepressionandtheemergenceof  
Suicidalityincertainpatientsduringtheearlyphasesoftreatment．Pooledanalysesofshort－term  

Placebo－COntrOlledstudiesofa血depressantdrugs（SSRIsandothers）showedthatthesedrugS  
increasetheriskofsuicidalthinkingandbehavior（Suicidality）inchildren，adolescents，and  

youngadults（ages18－24）withm由Ordepressivedisorder（MDD）andotherpsychiatric  

disorders．Short－termStudiesdidnotshowanincreaseintheriskofsuicidalitywith  

antidepressantscomparedtoplaceboinadultsbeyondage24；therewasareducdonwith  
antidepressantscomparedtoplaceboinadultsaged65andolder．  

¶lePOOledanalysesofplacebo－COntrOlledstudiesinchildrenandadolescentswithMDD，  
Obsessivecompulsivedisorder（OCD），OrOtherpsychiatricdisordersincludedatotalof24  
Short－termStudiesof9anddepressantdrugSinover4，400patients．Thepooledanalysesof  

Placebo－COntrOlledstudiesinadultswithMDDorotherpsychiatricdisordersincludedatotalof  

295shorトtermstudies（mediandurati0サOf2months）ofllanddepressantdrugSinover77，000  

Patients．TherewasconsiderablevariationinriskofsuicidalibTamOngdrugS，butatendency  

towardanincreaseintheyoungerPa厄entsforalmostal1drugsstudied．Thereweredif托rencesin  

absolderiskofsuicidalityacrossthedi飴rentindications，withthehighestincidenceinMDD．  

Theriskdi脆rences（drugVS．Placebo），however，Wererelativelystal）1ewithinagestrataand  

acrossindicahons．Theseriskdi飴rences（drug－Placebodiffbrenceinthenumberofcasesof  

SuicidalityperlOOOpatientstreated）areprovidedinTablel．  

Tablel  

Age   Drug－PlaceboDiffbrenceinNumberofCasesofSuicidalityperlOOOPad飢tS   
Range   Treated  

IncreasesComparedto、Placebo   

＜18   14ad血dondcases   

18－24   5add摘ondca5eS  

DecreasesComparedtoPlacebo   

25－64   1托werca5e   

≧65   6fewercases  

Nosuicidesoccurredinanyofthepediatricstudies．Thereweresuicidesintheadultstudies，  
butthenumberwasnotsufncienttoreachanyconclusionaboutdrugef托ctonsuicide．  

Itisunknownwhetherthesuicidalityriskextendstolonger－termuSe，i．e．，beyondseveral  

months・However，thereissubstantialevidence丘omplacebo－COntrOlledmaintenanCeStudiesin  

adultswithdepressibnthattheuseofantidepressantscandelaytherecurrenceofdepression．  

Al1padentsbeingtreatedwithantidepressantsfbra皿yindicationshotIIdbemonitoI℃d  
appropriately如IdobservedcloselyfbrcIinica）worsening，Suicidality，andunusualchaれgeS  
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inbehavior，eSPeCiaIlyduringtheinitial馳ⅣmOnthsofacourseofdrugtheraJ）y，Orattimes  

OfdosedliLnge＄，eitherincreasesordecreases．  

Thefb1lowingsymptoms，anXiebT，agitadon，panicahcks，insomia，irrital）ility，hostility，  

aggressiveness，impulsivity，akathisia（psychomotorrestlessness），hypomia，andmia，have  

beenreportedinadultandpediatricpatientsbeingtreatedwithamidepressantsfor車Or  

depressivedisorderaswellasfbrotherindications，bothpsychiatricandnonpsychiatnc．  
Althoughacausal1inkbetweentheemcrgenceofsuchsymptomsandeitherthewors牢ngof  
depressionand／ortheemergenceofsuicidalimpulseshasnotbeenestablished，therelSCOnCem  

thatsuchsymptomsmayrepresentprectmorstoemergingsuicidality．   

Considerationshouldbegiventochangingthetherapeu9cre＊en，includingpossibly  

discontinuingthemedication，inpatientswhosedepress10nlSPerSIStentlyworse，OrWhoare  
experiencingemergentsuicidalityorsymptomsthatmightbeprecursorstoworseningdepression  
OrSuicidality，eSPeCiallyifthesesymptomsareSeVere，abruPtinonset，OrWerenOtPartOfthe  
Patient’spresentlngSymptOmS．  

Ifthedecisionhasbeennndetodiscontinuetreatment，medicadonshouldbetapered，aS  
rapi叫yasisfbasible，butwithrecogmitionthatal）ruPtdiscontinuationcanbeassociatedwith  
Ce血nsymptoms［seeWbrningsandPrecautionsP．qJandDosageandAdhinistrat10nP．3）］  
foradescnpt10nOftherisksofdiscontinuationofPrisbq．  

FamiliesandcareglVerSOfpatientsbeingtreatedwithantidepressantSformqiordepressive  
disorderorotherindicaticns，bothpsychiatricandnonpsychiatric，Shouldbealertedaboutthe  
needtomitorpatientsfbrtheemerg飢CeOfagitation，irritability，unuSualchangesinbehavior，  

andtheothersymptomsdescribedabove，aSWe11astheemergenceofsuicidality，andtoreport  
SuChsymptomsirrmediatelytohealthcareprOViders．Suchmonitoringshouldincludedai1y  
Observadonbyfami1iesandcaregivers．PrescriptionsforPristiqshouldbewrittenforthe  
Smal1estquandtyoftabletsconsistentwidlgOOdpatientmanagement，inordertoreducetherisk  
ofoverdose．   

Screenin寧patientsfbrbipolardisorder   

Am由ordepressiveepisodemaybetheinitialpresentationofbipolardisorder．Itisgenerally  
believed（也oughnotestal）1ishedincontrolledstudies）thatheatingsuchanePisodewithan  

antidepressantalonemaylnCreaSethelikelihoodofprecIPltationofamixed／micepisodein  
Patienbatriskfbrbipolardisorder．Whetheranyofthesymptomsdescribedal）OVerePreSent  

SuChaconversionisunkn0wn．However，PnOrtOinidatlngtreatmentwithanantidepressant，  
patientswithdepressivesymptomsshouldbeadequatelyscreenedtodetermineiftheyareatrisk  
fbrbipolardisorder；SuChscreenmgshouldincludeadetai1edpsychiatrichistory，lnCludinga  
fami1yhistoryofsuicide，bipolardisorder，anddepression．ItshouldbenotedthatPristiqlSnOt  

approvedfbruseintreatlngbipolardepression．   

5．2  SerotomhSymdrome   

Thedevelopmentofapotentiallylifb－threatemngserotoninsyndromemayoccurwithPristlq  
treatment，Particular＆withconcomitantuSeOfotherserotonergicdrugS（includingSSRk，  
SNRIsandtriptanS）andwithdrugSthatimpairmetabolismofserotonin（includingMAOIs）・  
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Serotoninsyndrome 
． 

neuromuscularaberrations（e．g．，hyperreflexia，incoordination）and／orgastrointesdnalsymptoms  

（e．g．，nauSea，VOmiting，anddiarheal  

TheconcomitantuSeOfPristiqandMAOIsiscontraindicated［seeCbntraindicationsq2）］．  

lfconcomitanttreatmentwithPristiqandanSSRI，anOtherSNRJora5－hydroxytryptamine  

receptoragonist（triptan）isclimicallywamnted，Care伽lobserv血onofthepatientisadvised，  
Particularlyduringtreatmentimidationanddoseincreases．TheconcomitantuSeOfPristiqwith  

SerOtOninprecurSOrS（SuChastryptophanSuPPlements）isnotrecorrmded．   

5．3  Eleva鹿d丑100dPn沼Sm   

PatientsreceivingPristiqshouldhaveregularmitoringofbloodpresstqesincesustained  
increasesinbloodpressprewereobservedinclimicalstudies・Preqexistinghypertensionshouldbe  

CmtrOlledbeforeimitiahngtreatmentwithPristiq．Cautionshouldbeexercisedin廿eating  

Patientswithpre－eXistinghypertensionorotherundedyingconditionsthatmightbe  
COmPrOmisedbyincreasesinbloodpressure・Casesofelevatedbloodpressu柁requiring  
immediatetreatmenthavebeenreportedwithPristiq．   

SllStainedhvDertenSion   

Sustainedbloodpressureincreasescouldhaveadverseconsequences．Forpahentswho  

expenenceasustainedincreaseinbloodpressurewhilereceivingPristiq，eitherdosereductionor  

discontinuadonshouldbeconsidered［seeAdVerseReactionsn5．D］．TreatmemtwithPristiqatal1  

dosesfrom50叫釘dayto400mg／dayincontrolledstudieswasassociatedwithsustained  
hypertension，de丘nedastreatment－emergentSuPinediastolicbloodpressure（SDBP）≧90mm  

Hgand≧10mmHgabovebaselinefor3cmsecutiveon－therapyvisits（seeTable2）．Analyses  

OfpatientsinPristiqcontrolledstudieswhometcriteriaforsustainedhypertensionrevealeda  

COnSistentincreaseinthepropordonofsubjectswhodevelopedsustainedhypertension．This  
WaSSeenatalldoseswithasuggestionofahigherrateat400mg／day．  

Table2：Proportiono†P＆tientswid］SustainedElevation  

○†Supi  meI）iast01ic8100dPre5Sure   

TreahmentGroup   Propo鵬iomorPaポen他withSust虚med  

Hype鵬emsio血   

Placebo   0．5％   

Pristiq50mg／day   1．3％   

PristiqlOOmg／day   0．7％   

Pristiq200mg／day   1．1％   

pds厄q400m釘血Ⅳ   2．3％   

5．4 Abmom如丑1eeding   

SSRIsandSNRIs，includingPristiq，maylnCreaSetheriskofbleedingevents．Concomitant  

useofaspirin”nOnSterOidalanti－inflammatOrydrugS，Warfarin，andotheramicoagulantSmay  

addtothisrisk．Casereportsandepidemi0logicalstudies（case－COntrOlandcohortdesign）have  
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demonstratedanaSSOCiationbetweenuseOfdrugSthatinterftrewithserotoninreuptakeandthe  
OCCWrenCeOfgastrointestinalbleeding．BleedingeventsrelatedtoSSRIsandSNRIshaveranged  
ftomecchymosis，hematoma，ePIStaXis，andpetechiaetolift－threa（enlnghemorhages・Patients  

shouldbecautionedabotAtheriskofbleedingassociatedwiththeconcomitantuseofPristlqand  
NSAlDs，aSPirin，OrOtherdrugSthatafrbctcoagulationorbleeding．   

5．S Narr伊Ⅳ－amgleGlaucoma   

MydriasishasbeenreportedinassociationwithPristlq；therefore，Patientswithraised  

intraoculaTPre！SureOrthoseatriskofacutenarrOW－angleglaucoma（angle－Closureglaucoma）  

shouldbemomtored．   

5．6 Ac偵va鵬onorMani〟Hypoma皿ia   

Duringal1MDDandVMS（VaSOmOtOrSymPtOmS）phase2andphase3studies，miawas  
reportedforapproximateけ0．1％ofpatientstrea土edwithPristiq．AcdvationofmianlypOmania  

hasalsobeenreportedinasmal1proportionofpatientswithm毎oraffbctivedisorderwhowere  
treatedwithothermarketedantidepressantS．Aswithal1antidepressants，Pristiqshouldbeused  
Cautiouslyinpatientswithahistoryorfhmi1yhistoryofmiaorhypomania．   

5．7  CardiovasculaJICerebrovascul孔rDisease   

CautionisadvisedinadministeringPristlqtOPatientswithcardiovasculaT，Cerebrovascular，  

orlipidmetabolismdisorders［seeAdverseReac（iqns作D］．Increasesinbloodpressureand  

smal1increasesinheartratewereobservedinclinicalstudieswithPris血q．Pristiqhasnotbeen  
evaluatedsystematica11yinpatientswitharecenthistoryofmyocardialinfhrction，unStableheart  
disease，unCOntrO11edhypertension，OrCerebrovasculardisease．Patientswiththesediagnoses，  
exceptforcerebrovasculardisease，WereeXCludedfromclinicalstudies・   

5．＄ SerumChole＄terOlandTriglycerideElevation   

Dose－relatedelevationsinfhstingserumtOtalcholesterol，LDL（lowdensity1ipoprotein）  
cholesterol，andtriglycerideswereobservedinthecontrolledstudies．MeastJrementOfserum  

lipidsshouldbeconsideredduringtre如mentwithPristiq［seeAdverseReac（ions何D］・   

5．9 DiscontinuationofTreatmentwithPristiq   

Discontinuationsymptomshavebeensystematical1yandprospectivelyevaluatedinpad飢tS  

treatedwithPristiqduringclinicalstudiesinM毎orDepressiveDisorder．AbruPtdiscontinuation  

ordosereductionhasbeenassociatedwiththeappearanCeOfnewsymptomsthatinclude  
dizziness，nauSea，headache，irritability，ins0mia，diarrhea，anXiety，fatigue，abnormaldreams，  
andhyperhidrosis．Ingeneral，discontinuationeventsoccurredmorefrequentlywithlonger  

durationoftherapy．  

DuringmarketingofSNRIs（SerotoninandNorepinephrineReuptakeInhibitors），andSSRIs  

（SelectiveSerotoninReuptakehhibitors），therehavebeenspontaneOusr？POrtSOfadverseevents  

occumngupondiscontinuationofthesedrugS，Particular1ywhenabrupt，1nCludingthefblloⅦng‥  

dysphoricmood，irritability，agitation，dizziness，SenSOrydisturbanCeS（e・g．，pareSthesia，SuChas  

electricshocksensations），anXiety，COnfusion，headache，1ethargy，emOtional1ability，insomia，  
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hypomania，timitus，andseizures．Whiletheseeventsaregeneral1yselfllimitlng，therehavebeen  

reportsofseriousdiscontinuadonsymptoms．  

PatientsshouldbemomitoredfbrthesesymptomswhendiscominungtreatmentwithPristlq・  
Agradualreductioninthedoseratherthanabruptcessadonisrecommendedwheneverpossible．  

Ifintoleral）1esymptomsocctufb1lowlngadecreaseinthedoseorupondiscontinuati皿Of  
treahent，thenresumingthepreviouslyprescribeddosemaybeconsidered．Subsequently，the  

PhysicianmayCOntinuedecreasingthedose，butatamoregradualrate［seeDosageand  

d血血∫J相加乃仔〃α乃dddver∫e月eααわ那何〃】．   

5．10 Rem如Impalmemt   

InpatientswithmoderateorsevererenalimpairmentOrend－Stagerenaldisease（ESRD）the  
ClearanCeOfPristiqwasdecreased，thusprolongingtheelim！nationhalf・lifeofthedrug・Asa  

result，therewerepotentiallyclinlcal1yslgnificantincreaseslneXPOSureStOPristiq［seeClinical  

Pharmacol咽′〝2・6）］・Dosagea4justment（50mgeveryotherday）isneceモSaryinpaticnts  

SeVererenalimpalrmentOrESRD．¶ledosesshouldnotbeescalatedinpatlentSwithmoderate  

OrSeVererenalimpairmentOrESRD【ぶeeDosageandAdhinistrationP．2）］．   

5．11 Seizure   

Casesofseizurehavebeenreportedinpre－marketingclimicalstudieswithPristiq，Pristiqhas  

notbeensystemadcal1yevaluatedinpatientswithaseizu陀disorder．Patientswithahistoryof  

Seizureswereexcluded丘ompre－marketingclinicalstudies．PristlqShouldbeprescribedwith  

Cautioninpadentswithaseizuredisorder．   

5．12 Hypomatremia   

HyponatremiamayoccurasaresultoftreatmentwithSSRIsandSNRIs，includingPristiq．In  

manycases，thishyponatremiaappearStObetheresultofthesyndromeofinappropnate  

anddiure血chormOneSeCredon（SIADH）．CaseswithserumSOdiumlowerthan110mmol几have  

beenreported・EldedypatientsmaybeatgreaIerriskofdevelopinghyponatremiawithSSRIs  
andSNRIs・Also，Patientstakingdiureticsorwhoareotherwisevolumedepletedcanbeat  

訂e加erdsk【∫ee【鬼e加勒ec所cタ甲〟血血刀∫何．刃α戚C肋如才肋r朋αCO吻▼〃2．㊥］．  

DiscontinuationofPristiqshouldbeconsideredinpadentswithsymptomatichyponatremiaand  

appropnatemedicalinterventionshouldbeinstituted．  

Signsandsymptomsofhyponatremiaincludeheadache，di餓cultyconcentrating，memOry  

impalrment，COnfusion，Weakness，andunSteadiness，Whichcan1eadtofalls．Signsandsymptoms  

associatedwithmoresevereand／oracutecaseshaveincludedhal1ucination，SynCOpe，Seizure，  

COma，reSPlratOryarreSt，anddeath．   

5・13 Co－admimistrationofDrugSContainingDesvenlaJhdneandVenla触ine   

Desvenlafaxineisthem年lOraCtivemetaboliteofvenlafhxine．Productscontairung  

desvenl血ineandproductscontainlngVenlaLhxineshouldnotbeusedconcomitantlywith  
Pristlq．  
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5．14］ntersti血ILungJ）isease＆ndEosinophilicPneumonia  

hterstitial1ungdiseaseandeosinophiIicpneumomiaassociatedwithvenlafaxine（the  
ParentdrugOfPrisdq）ther町havebeenrarebreported・Thepossibihtyoftheseadverseevents  
shouldbeconsideredinpatlentStreatedwithPristiqwhopresentwithprogressivedyspnea，  
cough，OrChestdiscomfort・Suchpatie山SShouldundergoapromptmedicalevaluation，and  
discontinuationofPristiqshouldbeconsidered．   

6  ADVERSEREACTIONS   

Thefbllowingadversereactionsarediscussedingreaterdetai1in0thersectionsofthelabel；  

・叫pe指en由d扇町【∫eeCo乃什血仇滋cα〟0旧作・〃】   

・Effktsonbloodpressure［see抒brningsand乃・eCauHons作・3）］   

・Abnormalbleeding［seeWbrningsandPrecautionsP・4）］   

・Myddぉis【∫ee肝加Ⅵ王将ざα撒プアr〝仇ノ細旧任刃］   

▲ Hypomiaandmania［seeWbrningsandPrecautTOnSP・6）］   

・SerumCholesterolandtriglycerideelevation［seefnrningsandPrecautlOnSP・S）］   

・Sdzwe【∫ee肋JⅥi乃騨α耽ブタrecα〟伽那作・ノ〃】   

后．1 Cli山cdS細心郎Expe血mce   

Themostcomm0nlyobservedadversereactionsinPristiq－treatedMDDpatientsinshort－  
term負Ⅹed－dosestudies（incidence≧5％anda暮1easttwicetherateofplacebointhe500r  
lOOmgdosegroups）were：n？uSea，dizziness，insomia，hypehidrosis，COnStipation，  
sormolence，decreasedappetlte，anXiety，andspecificmalesexualfLnCtiondisorders・   

AdversereacdonsreDOnedasreasonsW   

Combinedacross8－Weekplacebo｛OntrOlledpre－marke血gstudiesform勾Ordepressive  
disorder，12％ofthel，834patientswhoreceivedPristiq（50400mg）discon血uedtreatmentdue  
toanadverseexperience，COmParedwith3％ofthe636placebo－treatedpatientsinthosestudies・  
Attherecommendeddoseof50mg，thediscontinuationrateduetoanadverseexpenencefor  
Pristiq（4．1％）wassimi1artOtherateforplacebo（3・8％）・ForthelOOmgdoseofPristiqthe  
discontinuationrateduetoanadverseexperiencewas8．7％・  

ThemostcommOnadversereactionsleadingtodiscon血uationinatleast2％ofthe  
Pristiq－tteatedpatientsintheshort－termStudies，uPtO8weeks，Were‥nauSea（4％）；dizziness，  
headacheandvomi血g（2％each）；inthelong－termStudy，uPtO9months，themostcommonwas  
VOmi血g（2％）．   

PatientexDOSure   

Pristiqwasevaluatedfbrsafetyin3，292patientsdiagnosedwithm毎ordepressivedisorder  
whoparticipatedinmitiple－dosepre－marketingstudies，rePreSen血gl，289patientサearSOf  
exposure・Amongthese3，292Pristiq－treatedpatients，1，834patientswereexposedtoPristiqln  
8－Week，Placebo－COntrOlledstudiesatdosesranging丘om50to400mg／day・Outofthel，834  
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patients，687Pristiq－treatedpatientsco山inuedintoalO－mOnthopen－labelstudy．Ofthetotal  

3，292patientsexposedtoatleastonedoseofPristiq，1，070wereexposedtoPristiqfor6months，  

r甲reSendng842patientサearSOfexpostue，and274wereexposedforoneyear，repreSenting241  

p血飢t－ye町SOreXpα汎汀e．  

BecauseclinicalstudiesareCOnductedunderwidelyvaryingconditions，adversereaction  

ratesobservedintheclinlcalstudiesofadrugcarmotbedirectlycomparedtoratesintheclinical  
Studiesofan0therdrugandmaynotreflecttheratesobservedinpractlCe．   

Corrmadversereactionsint）1acebo＿COntrO11edMDDstudies   

Table3showstheincidenceofcormOnadversereactionsthatoccurredin≧2％ofPristlq－  
treatedMDDpatientsatanydoseinthe8－Week，Placeboqcontrolled，fixeddose，Pre－mark慮ng  

Clinicalstudies．Ingeneral，theadversereactionsweremost舟equ飢tinthe鮎stweekof  

仕eah11ent．  

Table3：CommonAdverseReactions：Percen（ageofPatienIs（≧2％inaJ］yFiled－Dose  

Group）inMDD8－WeekPlacebo－ControlledSttldies’  

eorPatiemtsRe  Percemt   Reac鵬om  

n油滴  

Sysass  
placeb。  50mg lOOmg 200mg  

Cardiacdisorders   

Palpitations   
Tachyc血a   
Blood pressure increased 

Gastrointestinal disorders 

Nau5ea   

DⅣmOu血   

Di餌Thea   

ConstlPation   
Vomitlng  

2
 
1
 
1
 
 

6
 
2
1
7
Q
ノ
（
ソ
4
 
 
 

3
q
1
 
 

7
q
2
2
 
 

2
 
1
 
2
 
 

3
 
2
 
つ
ー
 
 

1
0
Q
ノ
ハ
ブ
4
3
 
 

2
 2
‖
‖
0
ノ
（
j
 
 

0
1
 
 

1
0
3
3
1
 
 
 

3
6
2
1
7
川
6
 
 

1
 
 

日
4
3
1
 
 
 

1
 
4
2
5
5
1
4
9
 
 

川
∵
Z
 
 
 

GeneraIdisordersiLndadtministrationsiteconditions  
F加gue  

Chills 

FeelingJlttery  
As血enia  

4
 
 

7
 
 

Metabolismandnutritiondisorder＄   

Decreased appetite 
Weightdecreased   

Nervous system disorders 
Dizziness   

5
 
2
 
 

0
0
 
1
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Table3：CommonAdverseReactions：PercentageofPatients（≧2％inanyFixedrDose  
Group）inMDD8－WeckPlacebo－ControlledStudiesa  

Percenta空eOrPa偵emtsRetIO血生Reac鵬om  

Pds鵬  

Sys鹿mOrgamClass  
Pre鮎rredTerm  

Placeb0   50mg lOOmg  g
 
m
 
 

O
 
 

▲
U
 
’
－
 
 g

 
m
 
 

O
 
 

∧
U
 
 

4
 
 
 Sorrnolence   

Headache   
Tremor   
Paraesthesia   
Disturbance in attention 

Psychiatricdisorders   
Insom山a   

Amie吋   

NervousneSS  

I汀血血il吋   

Abnoml扇dream   

Renalamdudmaりrdisorders   

Urinary hesitation 

9
3
q
2
2
 
 

4
2
0
2
2
q
 
 

1
2
5
1
2
3
 
 

9
2
2
3
2
1
 
 

2
 

1
4
4
2
2
2
 
 

1
2
9
9
1
2
 
 

5
 1
4
2
2
4
 
 

1
2
2
5
9
3
1
 
 

4
2
3
2
1
q
 
 

／
b
 
2
 
1
▲
 
l
 
l
 
 

つ
】
 
 

2
 
 

0  ＜1  

Respiratory，thoracicandtnediastinaldisorders   
YaⅥmlng  ＜1  1   

SLdJIaJldsubcutaJteOuSIissuedisorders   

4
 
 

つ
J
 
 

l
 
1
 
2
 
＜
 
 

Hyperhidrosis   
Rash  

SpecialSemses   

Visionblu汀ed   

Myddぉis   

Ti血tus   

Dysguesia   

Vasculardisorde門  

Hotnush  

1
 
 

8
 1
2
 
 

4  10  

＜1  1  

4
 
′
h
U
 
l
 
l
 
 

4
 
‘
U
 
2
 
2
 
 

3
 
へ
ノ
ー
 
2
 
1
 
 

4
 
つ
】
 
l
 
l
 
 

l
 
 

l
 
＜
 
1
 
1
 
 

1  2  2  ＜1  1  

a：Pe陀entagebasedonthenumberofpatlentS（placebo，n＝636；Pristlq50mg，n＝317；PristlqlOOmg，n＝424；   
Pristiq200mg，n＝307；Pristiq400mg，n＝317）▲  

Sexud坤OnS   
Table4showstheincidenceofsexual且mctionadversereactionsthatoccurredin≧2％of  
Pristiq－treatedMDDpatientsinany丘xed－dosegroup（8－Week，placebo－COntrOlled，丘Ⅹedand  
flexibleJose，pre－markehgclinicalstudies）．  
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TabIe4：SexualFunctionDisorders：AdverseReactioJIS（≧2％inMenaorWomenb  
hanvPds鵬qGrouDIDⅥ血圧tbeOm－TherapyPedod  

Pdsポ  

SystemOrgamCla＄S  
抽rrdTem  

〟加血少  

Anorg血a  
Libido decreased 
O曙鮎mめnom血  
句鉱山鵬ondd町d  
Erec山e卸S血Ildon  
均aculationdisorder  

句aculationLbilure  

Sex血中S免md皿   

桝珊朗〃ゆ  

m
 
 

O
 
 

O
 
’
－
 
 

m
 
 

O
 
 

1
0
 
 

Placebo  

5
 
‘
U
 
2
 
7
 
0
0
 
2
 
2
 
0
 
 

8
3
3
6
‖
5
2
2
 
 

3
 
5
 
1
 
5
 
′
b
 
1
 
0
 
0
 
 

0
1
0
q
l
O
O
O
 
 

0
 
4
 
0
 
1
 
3
 
0
 
1
 
1
 
 

0  1  1  0  3  aSma  

a：Perccntagebasedon也em皿berofmen（placebo，n＝239；Pristiq50mg，n＝108；PristiqlOOmg，n＝157；   
rhsbq200mg，n＝131；Pristiq400mg，n＝154）．  
b：Percentagebasedonthenumberofwomen（placebo，n＝397；什istiq50mg，n＝209；恥tiq100mg，n＝267；   
Pristiq200mg，n＝176；Pristiq400mg，n＝163）・   

0theradversereactionsobservedinpre－m∬ketinEClinicalstudies   

Otheri血叫uentadversereactions，nOtdescribedelsewhere，OCCumingatanincidenceof＜  
2％inMDDpatientstreatedwithPrisdqwere：  

血〟g即血伽血一Hype柑en扇d扇町．  

血γeSWLmS－Liverfunctiontestabnomi，bloodprolactinincreased．  

伽〝S耶LemLuSWdkn－Convulsion，SynCOPe，eXtraPyramidaldisorder．  

仰克励oTdkTS－Depersonalization，hypomia  

R印舟aLocv，LhoracicmldnwLuaSLihaE励0血－Epistaxis．  

fbcu血r励wLh－Orthostatichypotension．  

Inclimicalstudies，therewereunCOmmOnrepOrtSOfischemiccardiacadverseevents，  
includingmyocardialischemia，nVOCardialinfhrction，andcoronaryocclusionrequirin声  
revascularization；thesepatientshadmultipleundedyingcardiacriskfactors．MorepatlentS  
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experiencedtheseeventsduringPristiqtreatmentascomparedtoplacebo［see坪brnzngsand  
Prec動〟0那P・別  

Discon血uationevents   

AdverseeventsreportedinaBSOCiationwithabruPtdisco血nuahon，dosereductionor  

taperingoftreatmentinMDDclinicalstudiesatarateof≧5％include‥dizziness，nauSea，  

headache，irritabihty，攣0mia，diarrhea，anXiety，abnormaldrearru，蝕igue，andhyperhidrosis・  

Ingeneral，discontimntlOneVentSOCCurredmorefrequentlywithlongerdurationoftherapy［see  

J・）仰〟騨〝胱J」‘血川∫∫け〟抽〃りヱ一ノ甜－J仙川川餅肌けr鉦仙JJ√湘／j．ツル  

L   

ThefbllowingchangeSWereObservedinplacebo－COntrOlled，Shortterm，Pre－marketingMDD  

S山山部Wi血pds也q．   

上砂ゐ   

ElevationsinfastingserumtOtalcholesterol，LDL（lowdensity1ipoproteins）cholesterol，and  

triglyceridesoccurredinthecontro11edstudies．Someoftheseabnormalitieswereconsidered  
POtemial1yclinicallysignificant［seeWbrningsandPT・eCautionsP．S）］．   

TheperCentageOfpadenbwhoexceededapredeterminedthresholdvalueisshownin  

Table5．  

Table5：hddence（％）orI，a偵em触Wi仙upidAbnom細i他出  

OrIloten偵dClimic細  Sigmi鮎amce大  

PIjstiq  

Placebo 50 mg 100 mg 200mg 400mg 

Total Cholesterol 

＊（Increaseof≧50mg／dland  

anabsolu‡ev山ueof≧  

261m釘dl）   

LDL Cholesterol 

＊（Increase≧50mg／dlandan  

absolutevdueor≧190m釘劇）   

Triglycerides，fhstlng  
＊（Fa5ting：≧327mgⅧ）  

2  3  4  4  10  

0  1  0  1  2  

3  2  1  4  6  

ProJe才乃〟rメα   

Proteinuria，greaterthanOrequaltotrace，WaSObservedinthe丘xed－dosecontro11edstudies  

（seeTable6）．nhsproteinuriawasnotassociatedwithincreasesinBUNorcreatinineandwas  
general1ytranSient．  
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Tat11e6：Incidence（％）ofPatient＄withProteiJluria  

im仙eFked－doseClimic如Studie5  

Pds偵q  

Placeb0  SOmg lOOmg 200mg 400mg 

Proteinuria  4  6  8  5  7  

ECGc加乃き㌍∫   

ElectrocardiogramSWereObtained舟oml，492Pristiq－treatedpadentswithmqiordepressive  
disorderand984placeboJreatedpatientsinclimicalstudieslashngupto8weeks・Noclimical1y  

relevantdi飴renceswereobservedbetweenPristiq－treatedandplaceboJreatedpatientsforQT，  

QTc，PR，andQRSintervals．InathoroughQTcstudywithprospectivelydeterminedcriteria，  

desvenl血inedidnotcauseQTprolongation．Nodi飴rencewasobservedbetweenplaceboand  

desvenlafhxinetre血旭ntSfordleQRSinterval．   

nぬJ∫fg乃C血刀gぞ∫   

Tal）1e7summarizesthechangeSthatwereobservedinplacebo－COntrOlled，Short－term，Pre－  

marketingstudieswithPristiqinpatientswithMDD（doses50to400mg）・  

Table7：MeaJ）ChangesinVitalSigtk＄atFiJla）onTherapyfbrAlI  
Controlled Studies Shorトtem，Fked－d耶e   

Pds偵  

Pla引さb0 50mg l00mg 200m  

－1．4  1．2  2．0  2．5   

－0．6  0．7  0．8  1．8  

－0．3  1．3  1．3  0．9   

0．0  －0．4  －0．6  －0．9  

400m  

2．1   

2．3  

4．1   

－1．1  

丑100dpressure  
Supinesystolicbp（mmHg）  
Supinediastolicbp（mmHg）  
P山5erate  

Supinepulse（bpm）  

Wdght（kg）   

Atthefinalon－therapyassessmentinthe6－mOnth，double－blind，Placebo－COntrOlledphaseof  

along－termStudyinpatientswhohadre甲OndedtoPristiqduringtheimitial12－Week，OPen－1abel  

Phase，therewasnostatisticaldi飴rencelnmeanWeightchangebetweenPristiq－and  

Placebo－treatedpatients．   

7  DRUGINTERACTIONS   

7．1 CentraJNervousSystem（CNSトActiveAgents   

TheriskofusingPristiqincombinationwith0therCNS－aCtivedrugShasnotbeen  
SyStematical1yevaluated．Consequently，CautionisadvisedwhenPristlqistakenincombination  

with0therCNS－aCtivedrugS［see抒brningsandPrecautionsP．13）］．   

7．2  Mono乱mineOxidaseInhibitors（MAOI）   

Adversereactions，SOmeOfwhichwereserious，havebeenreportedinpatientswhohave  
recentlybeendiscominuedfromamonoamineoxidaseinhibitor（MAOI）andstar［edon  

1＄   




