
TablelAdverseEventsReportedby2％orMoreofPediatricPatientsTakingVyvanse  

ina4WeekClinicalTrial  

Body System Pre氏汀edTerm  VyvanSe（n＝218）Placebo  

Gastrointestinal Disorders Abdominal Pain Upper 12％  
DryMouth  5％  
Nausea  6％  

6％  

0％  

3％  

4％  Vomitin  9％  

GeneralDisorderand  

Administration Site 

Conditions  

Pyrexia  2％  1％  

Investi  at10nS  Wei  htDecreased  9％  1％  

MetabolismandNutrition  Decreased A etite  39％  4％  

NervousSystemDisorders Dizziness  5％  0％  
Headache  12％  10％  

Somnolence  2％  1％  

Psychiatric Disorders Afftctlability  
InitialInsomnia  
Insomnia  
I止血biliサ  

Tic  

3％  

4％  

19％  

10％  

2％  

0％  

0％  

3％  

0％  

0％  

SkinandSubcutaneous  Rash  3％  

Tissue Disorders 

Note：ThistableonlylnCludesthoseeventsforwhichtheincidenceinpatientstakingVyvanSeisgreaterthan  
theincidenceinpatientstakingplacebo．   

Thefbllowlngadditionaladversereactionshavebeenassociatedwiththeuseofamphetamine，  

amphetamine（dtolenantiomerratioof3：1），OrVyvanse：  

Cardiovascular‥ Palpitations，taChycardia，elevationofbloodpressure，Suddendeath，  

myocardialinfarction・Therehavebeenisolatedreportsofcardiomyopathyassociated  
Withchronicamphetamineuse．  

CentralNervousSystem：Psychoticepisodesatrecommendeddoses，OVerStimulation，  

restlessness，dizziness，euphoria，dyskinesia，dysphoria，depression，tremOr，headache，  

exacerbationofmotorandphonicticsandTourette，ssyndrome，Seizures，StrOke．  

Gastrointestinal：Drynessofthemouth，unpleasanttaste，diarrhea，COnStlPation・  

Al1ergic‥Urticaria，hypersensitivityreactionsincludingangioedemaandanaphylaxis．  

Serious skin rashes，including StevensJohnson Syndrome and toxic epidermal  

necrolysishavebeenreported．  

Endocrine：Impotence，Changesinlibido．  

DRUGABUSEANDDEPENI）ENCE  
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Controlled Substance Class 

VyvanseisclassifiedasaScheduleIIcontrolledsubstance．   

Amphetamineshavebeenextensivelyabused・Tolerance，eXtremePSyChologlCaldependence，  
andseveresocialdisabilityhaveoccurred．Therearereportsofpatientswhohaveincreased  
the dosage tolevels many times higher than recommended・Abrupt cessationfo1lowlng  
PrOlonged high dosage administration resultsin extreme fatigue and mentaldepression；  
Changes are also noted on the sleep EEG．Manifbstations of chronicintoxication with  
amphetamines mayinclude severe dermatoses，markedinsomnia，irritability，hyperactivity，  

andpersonalitychanges．Themostseveremanifestationofchronicintoxicationispsychosis，  
0允enclinicallyindistinguishablefromschizophrenia．   

肋椚〟〃封〟（ガe∫  

Inahumanabuseliabilitystudy，WhenequivalentoraldosesoflOOmglisdexamfttamine  
dimesylate and40mgimmediate release d－amphetamine sulfate were administered to  
individualswith a history ofdrug abuse，1isdexamfttaminelOO mg produced su切ective  
responses on a scale of”Drug Liking Efftcts”’一Amphetamine Efftcts’■，and■’Stimulant  

Efftcts”thatweresign捕cantlylessthand－amphetamineimmediaterelease40mg．However，  
Oraladministration of150mglisdexamfbtamine producedincreasesin positive su句ective  
responsesonthesescalesthatwerestatisticallyindistinguishablefromthepositivesu句ective  
responses produced by40mg oforalimmediate－release d－amphetamine and200mg of  
diethylpropion（C－IV）．   

Intravenousadministrationof50mglisdexamfヒtaminetoindividualswithahistoryofdrug  
abuseproducedpositivesu句ectiveresponsesonscalesmeasurlng‖DrugLiking‖，‖Euphoria”，  
’．AmphetamineEfftcts”，and”BenzedrineEfftcts‖thatweregreaterthanplacebobutlessthan  
thoseproducedbyanequivalentdose（20mg）ofintravenousd－amphetamine．   

．J／由〃（7／∫／机九，∫  

Inanimalstudies，1isdexamfttamineproducedbehaviorale脆ctsqualitativelysimilartothose  
Of the CNS stimulant d－amPhetamine．ln monkeys trained to self二administer cocaine，  
intravenouslisdexamfttaminemaintainedself二administrationataratethatwasstatistically  

lessthanthatforcocaine，butgreaterthanthatofplacebo．  

OVERDOSAGE   

lndividualresponse to amphetamines varies widely． Toxic symptoms may occur  
idiosyncraticallyatlowdoses．   

Symptoms：Maniftstations ofacute overdosage with amphetaminesinclude restlessness，  
tremor，hyperrenexia，raPjdresplration，COnfusion，aSSaultiveness，hallucinations，Panicstates，  
hyperpyrexiaandrhabdomyolysis．FatigueanddepressionusuallyfbllowthecentralnervOuS  
SyStemStimulation．Cardiovascularef托ctsincludearrhythmias，hypertensionorhypotension  
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andcirculatorycollapse・Gastrointestinalsymptomsincludenausea，VOmltlng，diarrhea，and  

abdominalcramps・FatalpoISOnlnglSuSua11yprecededbyconvulsionsandcoma・   

Treatment：Consultwith aCertified Poison ControICenterforup to date guidance and  
advice・Managementofacuteamphetamineintoxicationislargelysymptomaticandincludes  

gastriclavage，administrationofactivatedcharcoal，administrationofacatharticandsedation・  

ExperiencewithhemodialysISOrperitonealdialysISisinadequatetopermitrecommendation  
inthisregard・Acidificationoftheurineincreasesamphetamineexcretion，butisbelievedto  

increaseriskofacuterenalfailureifmyoglobinuriaispresent．Ifacuteseverehypertension  
complicatesamphetamineoverdosage，administrationofintravenousphentolaminehasbeen  
suggested・However，agradualdropinbloodpressurewi11usuallyresultwhen sufncient  

sedationhas been achieved・Chlorpromazine antagonizesthe centralstimulantefftcts of  

amphetaminesandcanbeusedtotreatamphetamineintoxication・   

TheprolongedreleaseofVyvanseinthebodyshouldbeconsideredwhentreatlngpatients  
withoverdose．  

DOSAGE AND ADMINISTRATION 

Dosage should beindividualized accordingtothetherapeutic needsand response ofthe  
patient・Vyvanseshouldbeadministeredatthelowesteffbctivedosage・   

InchildrenwithADHDwhoare6－12yearsofageandareeitherstartlngtreatmentfbrthe  
nrsttimeorswitching丘omanothermedication，30mgoncedailyinthemorn1ngisthe  

recommendeddose．Ifthedecisionismadetoincreasethedosebeyond30mg／day，daily  
dosagenTaybea句ustedinincrementsof20mg／dayandatapproximatelyweeklyintervals・  

ThemaxlmumreCOmmendeddoseforchildrenis70mg／day；dosesgreaterthan70mg／dayof  
Vyvansehavenotbeenstudiedinchildren・Amphetaminesarenotrecommendedforchildren  
under3yearsofage・Vyvansehasnotbeenstudiedinchildrenunder6orover12yearsof  
age・   

Vyvanseshouldbetakeninthemomlng・Aftern00ndosesshouldbeavoidedbecauseofthe  
potentialforinsomnia・   

Vyvansemaybetakenwithorwithoutfood・   

Vyvansecapsulesmaybetakenwhole，Orthecapsulemaybeopenedandtheentirecontents  
dissoIvedinaglassofwater．Ifthepatientisuslngthesolutionadministrationmethod，the  

solution shouldbeconsumedimmediately；itshouldnotbe stored・Thedose ofa slngle  
capsule shouldnotbedivided・Thecontentsoftheentirecapsule shouldbetaken，and  

patientsshouldnottakeanythinglessthanonecapsuleperday・   

Wherepossible，drugadministrationshouldbeinterruptedoccasionallytodetermineifthere  
isarecurrenceofbehavioralsymptomssu餌cienttorequlreCOntinuedtherapy・  
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HOWSUPPLIED   

Vyvansecapsules30mg：Whitebody／orangecap（imprintedNRPlO430mg），bottlesoflOO，  

NDC59417－103－10   

Vyvansecapsules50mg‥Whitebodyn）Juecap（imprintedNRPlO450mg），bottlesof100，  

NDC59417－105－10   

Vyvansecapsules70mg‥bluebody／orangecap（imprintedNRP10470mg），bottJesoflOO，  

NDC59417－107－10   

DispenSeinatight，Jight－reSistantcontainerasdennedintheUSP．   

Storeat250c（770F）．Excursionspermittedto15－300c（59－860F）［seeUSPControlled  

RoomTemperattlre］  

ANIMALTOXICOLOGY   

Acuteadministrationofhighdosesofamphetamine（d－Ord，l－）hasbeenshowntoproduce  
long－1astlng neurOtOXic efftcts，1nCludinglrreVerSible nerve fiber damage，in rodents．The  
Signincanceofthesenndingstohumansisunknown・  

Manufacturedfor：NewRiverPharmaceuticalsInc．，Blacksburg，VA24060．MadeinUSA．   

Distributedby：ShireUSInc．，Wayne，PA19087   

Forrnoreinformationcalll－800－828－2088，Orvisitwww．Vyvanse．com   

VyvanseisatrademarkofShireLLC．   

Copyright◎2007NewRiverPharmaceuticalsInc．   

XXXXXX  

XXXXXXXXXRevO2／07  

15   



MEDICAT］ONGUIDE  

VYVANSETN  
（tisdexamfe也minedimesylate）Cll   

ReadtheMedicationGuidethatcomeswithVyvanSebeforeyouoryourchildstartstakingitandeachtimeyougetareflll．There  
maybenewinfbrmation．ThisMedicationGuidedoesnottaketheplaceoftalkingtoyourdoctoraboutyouoryourchild’streatment  
withVyvanSe．  

VyvanseisafbdemIlycontroIJedsubstatlCe（CII）becauseit  
Canheabusedorleadtodependence・KeepVyvanseina  
Safbplacetopreventmi5uSeandabuse・SellingorglYlng  
awayVyYanSemayharmothers，andisagainst仙eIaw・  

Tellyourdoctorifyouoryourchildhave（Orhaveafami1y  
histoOf）ever abused or been dependent onalcohol，  
PreSCrlPtlOnmedicinesorstreetdrugs．  

Whatis the mostimportantinformationlshouJd  
knowaboutVyvanse？  

VyYam経由astim山amtmedicine・meIbl】owimghaYeb胱n  
rYpOrtedwithuseofstimulantmedicines．  

1．Heart－rehtedDrOblems：  

● Suddemdeathhpati和也whohaYellea鵬problemsor  
beartde触  

● StrOkeaJ）dheartattackinaduIts  

● hαeaSedbloodpre∬ureandh田山帽te  

Tellyourdoctorifyouoryourchildhaveanyheartproblems，  
heartdefh：tS，highbloodpressure，Orafami1yhistoryofthese  
PrOblems．  

Yourdoctorshouldcheckyouoryourchildcarefu11yforheart  
PrOblemsbeforestartingVyvanse．  

Yourdoctorshouldcheckyouoryourchild’sbloodpressure  
andheartrateregularlyduringtreatmentwithVyvarM．  

CalIyourdoctorrigh（awayifyouoryourchiIdhasany  
Signs ofheartprobletns suchas chest pain，ShorttIeSSOf  
breath，OrfhintingwhiletakhgVyvanse．  

2．Mental－P5VChiatrklDrOblems：  

All Patients 

● neWOrWOrSebehaviorandtboughtproblems  
● neWOrWOrSebipolari‖ne∬  

● neWOrWOrSeaggreSSivebehaviororhostiIity  

ClliuⅣnamdTeemagers  

● neWp5yd10血symp暮om5（SuChashearimgYOi別科  
t）elievingthingsthatarenoltrue．aresuspicious）or  
newmanicsymptoms  

Tellyourdoctoraboutanymentalproblemsyouoryourchild  
have，Oraboutafami1yhistoryofsuicide，bipolari11ness，Or  
depression・  

CaHyourdoetorrightawayjfyouoryourchildhaYeatly  
J）eWOrWOrSeJ］mgmentalsymPtOmSOrPrObJemswhile  
ta血gVyYamSら郎p∝h‖ysemgorhearhg他山野仙at  
arenOtrtal，believjngthingsthatarenOtreaL，Orare  
SuSpicious・  

WhoshouldnottakeVyvanse？  

VyvanseshouJdnotbetakenifyouoryourchiId‥  

・ haveheartdiseaseorhardeningofthearteries  
● havemoderatetoseverehighbloodpressure  
・ havehyperthyroidism  

・ haveaneyeproblemcal1edglaucoma  
● areVeryanXious，tenSe，Oragitated  

・ haveahistoryofdrugabuse  

・ aretakingorhavetakenwithinthepast14daysananti－  
depressionmedicinecal1edamonoamineoxidase   
inhibitororMAOI．  

・issensitiveto，allerglCtO，Orhadareactiontoother  
stimulant medicines 

Vyvansehasnotbeenstudiedinchildrenlessthan6yearsold．  
Vyvanseisnotrecommendedforusein childrenlessthan3  
yearsold．   

VyvansemaynotberightfbryouoryotJrChild・Jlefbre  
StartiI）gVyvansetellyouroryourchiJd’sdoctoraboutaJI  
beal仙co皿ditio血S（Ora蝕milyhistoけ0りin亡1uding：  

・ heartproblems，heartdeftcts，highbloodpressure  

・ mentaIproblemsincluding psychosis，mania，biJX）1ar   
illness，Ordepression  

・ ticsorTourette’ssyndrome  

・1iverorkidneyproblems  
・ thyroidproblems  

・ Seizuresorhavehadanabnormalbrainwavetest（EEG）  

Tellyourdoctorifyouoryourchildispregnant，PlannlngtO  
becomepregnant，Orbreastfヒeding・  

CanVyvansebetakenwithothermedicines？  

Tellyour doctor about a））ofthe mediciJ］eS that yol10r  
yourchildtakei工ICludingprescriptionandnonprescription  
medicines，Vitamins，andherbalsupp）ements．Vyvanseand  
SOme medicines mayinteractwith each other and cause  
serious side efftcts．Sometimes the dosesofothermedicines  

WillneedtobeaqjustedwhiletakingVyvanse．  

Yourdoctorwi11decidewhetherVyvansecanbetakenwith  
othermedicines．  

EspecjaJlytellyourdoctorilyouoryourchildtakes：  

● anti－depressionmedicinesincludingMAOIs  

・ antl－PSyChoticmedicines   

WhatlsVyvanse？  

VyvanseisacentralnervoussystemstimulantprescriptlOn  
medicine．ItistJSedfbrthetreatmentofAttention＿Deficit  

HyperactivityDisorder（ADHD）・Vyvansemayhelp  
increaseattentionanddecreaseimpulsivenessand  
hyperactivityinpatientswithADHD．  

Vyvanseshouldbeusedasapartofatotaltreatmentprogram  
fbrADHDthatmaylnCludecounselingorothertherapleS・  



● KeepVγanSeaれdallmedicimesouto†thereachor  
children．   

GeneralinformationaboutVyvanse  

Medicinesaresometimesprescribedfbrpurposesotherthan  
thoselistedinaMedicationGuide．DonotuseVyvansefbra  
COnditionforwhichitwasnotprescribed・DonotglVe  
Vyvansetootherpeople，eVeniftheyhavethesamecondition・  
ltmayharmthemanditisagainstthelaw・  

ThisMedicationGuidesummarizesthemostimportant  
informationaboutVyvanse・1fyouwouldlikemore  
infbrmation，talkwithyourdoctor．Youcanaskyourdoctor  
orpharmacistfbrinfomationaboutVyvansethatwaswritten  
fbrhealthcareprofessionals．Formoreinfbrmationabout  
Vyvanse，pleasecontactShireUSlnc・atl－800－828－20880r  
visitvw．Vyvanse．com．   

WhataretheingredientsinVyvanse？  
ActiveIngredient：1isdexamfttaminedimesylate  
lnactive lngredients： microcrystalline celIulose，  
croscarmellosesodium，andmagnesiumstearate．Thecapsule  
she11scontaingelatin，titaniumdioxide，andoneormoreofthe  
fbllowlng：D＆CRed＃28，D＆CYe1low＃10，FC＆CBlue＃1  
andFC＆Cred＃40．  

ThisMedicationGuidehasbeenapprovedbytheU・S・  
Food and Drug Administration. 

● lithiuI¶  

blood pressure medicineses 
● SeizuT・emedicines  

narcotic pain medicineses 

Knowthemedicinesthatyouoryourchildtakes・Keepalist  
ofyourmedicineswithyoutoshowyourdoctorand  
phamacist・  

DonotstilHanymewmedicinewhiletakingVyYanSe  
withouttaLkingtoyourdoctorfirst・   

HowshouldVyvansebetaken？  

・ TakeVyvanseexactlyasprescribed・Vyvansecomes   
in3differentstrengthcapsules・Yourdoctormayaqjust   
thedoseuntilitisrightforyouoryourchild・  

● TakeVyvanseonceadayinthemomlng・  

・ Vyvansecanbetakenwithorwithoutfood・  

・ Fromtimetotime，yOurdoctormaystopVyvanse  
treatmentfbrawhiletocheckADHDsymptoms・  

● Yourdoctormaydoregularchecksoftheblood，heart，   
andbloodpressurewhiletakingVyvanse・Children   
shouldhavetheirheightandweightcheckedoRenwhile   
takin！；Vyvanse・Vyvansetreatmentmaybestoppedifa   
problemisfbundduringthesecheck－uPS・  

・IfyoIJOryOurehildtakestoomuchVyYanSeOr  
overdoses，CallyourdoctororpoISOnCOntrOIcenter  
rightaway，OrgetemergenCytreattnent・   

Whatar（！POSSibtesideeffectsofVyvanse？  

See仏Wb；ltisthemostimportantinfbrmationIshould  
kmowaboutVyvanse？，，fbrintbrmationonreportedheartand  
mentalpr．）blems・  

Otbersel・ioussidee恥ctsinclude：  

・ Slowingofgrowth（heightandweight）inchildren  

・ Seizures，mainlyinpatientswithahistoryofseizures  

● eyeSightchangesorblurredvision  

CommonsideeげbctsincIude：  

● uPpe7・bellypaln ．decreasedappetite  

・ dizzi71eSS  ● drymouth  

・irrital）ility  ● troublesleeplng  

● nauS【：a  ●vomltlng  
weigllt lossss 

Vyvansemayaf詣ctyouoryourchild’sabilitytodriveordo  
Otherdan！…erOuSaCtivities・  

Talktoy〔■urdoctorifyouoryourchildhassideefftctsthat  
arebothersomeordonotgoaway・  

Thisisnotacompletelistofpossiblesideefftcts・Askyour  
doctororpharmacistfbrmoreinfbrmation   

Howshould［storeVyvanse？  

● StoreVyvanseinasaftplaceatroomtemperature，59to  
860F（15to300C）．Protect斤omlight・  
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Tekturna㊥  
（aliskiren）  

Tablet亭  

150mgand300mg   

Rxonly   

Prcscribing lnformation 

USEINPREGNANCY：Whenusedinpregnancyduringthesecondandthirdtrimesters，drugSthatact  
dirく，Ctlyontherenin－anglOtenSinsystemcancauselrt）uryandevendeathtothedevelopingfbtus・When  

pregnancyisdetected，Tektumashouldbediscontinuedassoonaspossible・SeeWARMNGS：  

Fetal／NeonatalMorbidityandMortality．  

DESCRJPTJON  

Aliskiren，theactivecomponentofTekturna㊥Tablets，isanorallyactive，nOnpeptide，pOtentrenin  
inhibitor．AliskirenlSpreSentinTekturnaTabletsasitshemifumaratesalt．Aliskirenhemifumarateis  
chemica11ydescribedas（2S，4S，5S，7S）－N－（2－Carbamoyl－2－methylpropyl）－5－amino－4－hydroxy－2，7－  
diisopropyl－8－［4－methoxy－3－（3－methoxypropoxy）phenyl】－OCtanamidehemifumarateanditsstruCtural  

fbrmulais   

梅
 
珊
 
 

瑚
 
町
 

H
 
 

」
丁
へ
 
 
 

m
 
 

、
 
 

0
 
 
 

／
 
 

←00C一パ0伽） 
vヱ  

Molecularfomlula：C30H53N306・0．5C4比104  

Aliskirenhemifumarateisawhitetoslightlyye1lowishcrystallinepowderwithamolecularweightof  
609．8（＆eebase－551．8）．Itissolubleinphosphatebufftr，n－Octanol，andhighlysolubleinwater・  
Tekturnaisavailablefbroraladministrationasfilm－COatedtabletscontain1ng150mg，and300mgof  
aliskirenbaseandthefbllowlnglnaCtivelngredients：COlloidalsilicondioxide，CrOSPOVidone，  
hypromellose，1rOnOXidecolorants，magneSiumstearate，microcrystallinecellulose，pOlyethylene  

glycol，pOvidone，talc，andtitaniumdioxide・   

CL［N］CALPHARMACOLOGY   

Mechanism of Action 

Reninissecretedbythekidney．nresponsetodecreasesinbloodvolumeandrenalperfusion・Renin  

cl（：aVeSangiotensinogentofbmltheinactjvedecapePtideangiotensinl（AngI）・Anglisconvertedto   



NDA2l－985  

Page5   

theactiveoctapeptideangiotensinII（AngII）byangiotensin－COnVertingenzyme（ACE）andnon－ACE  
pathways．AngIIisapowerfu1vasoconstrictorandleadstothereleaseofcatecholamines丘omthe  
adrenalmedullaandprqunctionalnerveendings．Italsopromotesaldosteronesecretionandsodium  
reabsorptlOn．Together，theseefftctsincreasebloodpressure・AngIIalsoinhibitsreninrelease，thus  
providinganegativefeedbacktothesystem．Thiscycle，fromreninthroughangiotensintoaldosterone  
anditsassociatednegativefeedbackloop，isknownastherenin－anglOtenSin－aldosteronesystem  
（RAAS）．Aliskirenisadirectrenininhibitor，decreasingplasmareninactivity（PRA）andinhibitingthe  
COnVerSionofang10tenSinogentoAngI・WhetheraliskirenafftctsotherRAAScomponents，e．g．，ACE  
OrnOn－ACEpathways，1SnOtknown・   

AllagentsthatinhibittheRAAS，includingrenininhibitors，SuppreSSthenegativefbedbackloop，  
1eadingtoacompensatOryrlSeinplasmareninconcentration・Whenthisriseoccursduringtreatment  
withACEinhibitorsandARBs，theresultisincreasedlevelsofPRA・Duringtreatmentwithaliskiren，  
however，theef托ctofincreasedreninlevelsisblocked，SOthatPRA，AngIandAngIIareallreduced，  
Whetheraliskirenisusedasmonotherapyorincombinationwithotherantihypertensiveagents．PRA  
reductionsinclinicaltrialsrangedfromapproximately50％－80％，WerenOtdose－relatedanddidnot  
COrrelatewithbloodpressurereductions．TheclinicalimplicationsofthediffbrencesinefrbctonPRA  
arenotknown．  

Pharmacokineti（：S  

Aliskirenisapoorlyabsorbed（bioavailabilityabout2・5％）drugWithanapproximateaccumulation  
halfliftof24hours．Steady－Statebloodlevelsarereachedinabout7－8days．   

AbsorptioJ）andDistribution  
Fo1lowlngOraladministration，Peakplasmaconcentrationsofaliskirenarereachedwithinlto3hours．  
Whentakenwithahighfatmeal，meanAUCandCm。XOfaliskirenaredecreasedby71％and85％，  
respectively．Intheclinicaltrialsofaliskiren，itwasadministeredwithoutrequlrlnganXedrelationof  
administrationtomeals．  

MetabolismandElimination  

Aboutone－fburthoftheabsorbeddoseappearsintheurineasparentdrug．Howmuchoftheabsorbed  
doseismetabolizedisunknown・Basedontheinvitrostudies，themqorenzymereSPOnSiblefor  
aliskirenmetabolismappearstobeCYP3A4．   

坤gc血J物〟血′わ〝∫   

Pe血打fc  

Thepharmacokineticsofaliskirenhavenotbeeninvestlgatedinpatients＜18yearsofage，   

Gerねかfc  

ThephamlaCOkineticsofaliskirenwerestudiedintheelderly（≧65years）．Exposure（measuredby  
AUC）isincreasedinelderlypatients．Aqjustmentofthestartingdoseisnotrequiredinthesepatients  
（seeDOSAGEANDADMINISTRATION）．   

月αCe  

ThepharmacokineticdiffbrencesbetweenBlacks，CaucasiansandtheJapaneseareminimal．   
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／～l≠J／／J州坤血町－  

Thepharmacokineticsofaliskirenwereevaluatedinpatientswithvaryingdegreesofrenal  
insufficiency．Rateandextentofexposure（AUCandCmax）ofaliskireninsu叫ectswithrenal  
impairmentdidnotshowaconsistentcorrelationwiththeseverityofrenalimpairment・A句ustmentof  

thestartingdoseisnotrequiredinthesepatients（seeDOSAGEANDADMINISTRAT10N）・  

ナノり・り牛山、′鱒ヤ∫＼こ－、  

ThepharmacokinetlCSOfaliskirenwerenotsigni坑cantlyafftctedinpatientswithmi1d－tO－SeVereliver  
disease．Consequently，aヰiustmentofthestartingdoseisnotrequiredinthesepatients（seeDOSAGE  

ANDADMrNISTRATION）．   

C（汀訪〟C丘’わcJr（p′甲わわの′  

Aliskiren，sefftctsonECGintervalswerestudiedinarandomized，double－blind，placeboandactive－  
controlled（moxinoxacin），7－dayrepeatdosingstudywithHolter－mOnitoringand12－1eadECGs  

throughouttheinterdosinginterval・Noef托ctofaliskirenonQTintervalwasseen・   

DrugInteractions   

聯，C瓜q／OJ鳥gr♪r聯♂〝d肋肋●g〝  

Basedonin－vitrostudies，aliskirenismetabolizedbyCYP3A4・  

Co－administrationoflovastatin，atenOlol，Warfarin，furosemide，digoxin，Celecoxib，  
hydrochlorothiazide，ramaPri1，Valsartan，metforminandamlodipinedidnotresultinclinically  

Sign抗cantincreasesinaliskirenexposure・  

Co－administrationofirbesartanreducedaliskirenCmaxupto50％aftermultipledosing・  
Co＿administrationofatorvaStatinresultedinabouta50％increaseinaliskirenCmaxandAUCafter  
mu］tipledosing・   

メおわCO〃dZOJe  

Co－administrationof200mgtwice－dailyketoconazolewithaliskirenresultedinanapproximate80％  

increaseinplasmalevelsofaliskiren・A400mgonce－dailydosewasnotstudiedbutwouldbe  
expectedtoincreasealiskirenbloodlevelsfurther・  

旦併Jl・J∫り／．1仏山〝′∫〃J日加‘′rJ）′〟甘I  

AliskirendoesnotinhibittheCYP450isoenzymes（CYPIA2，2C8，2C9，2C19，2D6，2El，andCYP  
3A）orinduceCYP3A4．  

Co－administrationofaliskirendidnotsignincantlyafftctthepharmacokineticsoflovastatin，digoxin，  
valsartan，amlodipine，metformin，Celecoxib，atenOIol，atOrvaStatin，ramlPrilorhydrochlorothiazide・   

I11〃小山JJ  

Theefftctsofaliskirenonwarfarinpharmacokineticshavenotbeenevaluatedinawell－COntrO11ed  
clinicaltrial．  

F〟rO．ぎe∽～（お  

Whenaliskirenwasco－administeredwithfurosemide，theAUCandCmaxoffurosemidewerereduced  
byabout30％and50％，reSPeCtively・   
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CLIN［CALTR［ALS   

Aliskiren Monotherapy 
TheantihypertensiveefFbctsofTekturna⑧（aliskiren）havebeendemonstratedinsixrandomized，  
double－blind，Placebo－COntrOlled8－Weekclinicaltrialsinpatientswithmi］d－tO－mOderatehypertension・  

Theplaceboresponseandplacebo－Subtractedchangesfrombaselineinseatedtroughcuffblood  

PreSSureareShowninTablel．  

ーrm叫eco両喝  
Thestudiesincludedapproximately2730patientsglVendosesof75－600mgofaliskirenand1231  

patientsgivenplacebo・AsshowninTablel，thereissomeincreaseinresponsewithadministereddose  

inallstudies，Withreasonableefftctsseenat150－300mg，andnoclearfurtherincreaseat600mg・A  

Substantialproportion（85％－90％）ofthebloodpressureloweTingefftctwasobservedwithin2weeks  

Oftreatment・StudieswithambulatorybloodpressuremonitorlngShowedreasonablecontrol  
throughouttheinterdosinginterval；theratiosofmeandaytimetomeannighttimeambulatoryBP  

rangedfromO．6toO．9．   

Patientsintheplacebo－COntrO11edtrialscontinuedopen－1abelaliskirenforuptooneyear・Apersistent  

bloodpressureloweringefftctwasdemonstratedbyarandomizedwithdrawalstudy（patients  

randomizedtocontinueddrugOrplacebo），Whichshowedastatistical）ysign抗cantdiffbrencebetween  

patientskeptonaliskirenandthoserandomizedtoplacebo・Withcessationoftreatment，bloodpressure  

gradua11yreturnedtowardbaselinelevelsoveraperiodofseveralweeks．Therewasnoevidenceof  
reboundhypertensionafterabruPtCeSSationoftherapy・   

Aliskirenloweredbloodpressureinalldemographicsubgroups，althoughBlackpatientstendedto  

havesmallerreductionsthanCaucasiansandAsians，aShasbeenseenwithACEinhibitorsandARBs，   

AliskireninCombinationwithOtherAntihypertensives   

Aliskiren75，150，and300mgandhydrochlorothiazide6・25，12・5，and25mgwerestudiedaloneand  

incombinationinan8－Week，2，776－patient，randomized，double－blind，placebo－COntrO11ed，parallel－  

group，15－armfactorialstudy・Bloodpressurereductionswiththecombinationsweregreaterthanthe  

reductionswiththemonotherapleSaSShowninTable2．   
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Tal）le2：Placebo－SubtractedReductionsinSeatedTroughCufrBloodPressureinCombination  
thⅡydrochlorothiazide  

Hydroch10rOthiazide，mg   
Placebo  0   6．25   12．5   25  

Skiren，   mean  Placebo－   Placebo－   Placebo－   PLacebo－   
mg   Change  Subtracted  Subtracted   Subtracted   SUbtracted   ‾ 
0   7．5／6．9  3．5／2．1   6．4／3．2   6．8／2．4   

5  1．9／1．8   6．8／3．8   8．2ノ4．2   9．8／4．5   

50  4．8／2   7．8／3．4   10．1／5   12／5．7   

00  8．3／3．3  12．3／7   13．7／7．3   

Iノわねαrね〝  

Aliskiren150and300mgandvalsartan160and320mgwerestudiedaloneandincombinationinan  
8－Week，1，797－patient，randomized，double－blind，placebo－COntrOlled，parallel－grOup，4－arm，dose－  
escalationstudy・Thedosagesofaliskirenandvalsartanwerestartedat150and160mg，reSPeCtively，  
andincreasedatfourweeksto300mgand320mg，reSPeCtively・Seatedtroughcuffbloodpressure  
waさ；meaSuredatbaseline，4，and8weeks・Bloodpressurereductionswiththecombinationswere  
greaterthanthereductionswiththemonotherapleSaSShowninTable3・  

Table3：Placebo－SubtractedReductionsinSeatedTroughCufrBloodPressureinCombination  
with Valsartan 

Valsartan，mg  
Skiren  

‾ rng  P［acebo mean Change      0  160  320  0  4．6／4．1★    5．6／3．9  8．2／5．6  †盲0    5．4／2．7  10．0／5．7    豆00    8．4／4．9    12．6／8．1   
forthedosegroupscontainlng  endpointwhichwasused  ＊Theplacebochangeis5・2／4，8forweek4  

Aliskiren150mgorValsartan160mg・   

dCE加鳳肪血肌＝∽止A椚わ嘩函血  
AljskirenhasnotbeenstudiedwhenaddedtomaximaldosesofACEinhibitorstodeterminewhether  
aliskirenproducesadditionalbloodpressurereductionwithamaximaldoseofanACEinhibitor・  
Aljskiren150mgprovidedadditionalbloodpressurereductionwhenco－administeredwithamlodipine  
5mglnOneStudy，butthecombinationwasnotstatisticallysignincantlybetterthanamlodipinelOmg・   

lNDJCATJONSANDUSAGE  
Tektuma⑧（aliskiren）isindicatedforthetreatmentofhypertenヲion・Itmaybeusedaloneorin  
combinationwithotherantihypertensiveagents・UsewithmaxlmaldosesofACEinhibitorshasnot  
be’nadequatelystudied・   

WARNINGS   

Fetal／NeoIlatalMorbidityandMortality  
Drugsthatactdirectlyontherenin－angiotensinsystemcancausefヒtalandneonatalmorbidityand  
deathwhenadministeredtopregnantwomen・Severaldozencaseshavebeenreportedintheworld  

itors■Whenpregnancyis   




