
VyvanseTM（1isdexamfbtaminedimesylate）  C－IIRxOnly  

AMPHETAMINESHAVEAHIGHPOTENTIALFORABUSE．AI）MINISTRATION  

OFAMfHETAⅣ旺NESFORPROLONGEDPERIODSOFTIMEⅣlAYLEADTO  
DRUGI）EPENDENCE．PARTICULARATTENTIONSHOULDBEPAIDTOTHE  

POSSIBILITYOFStJBJECTSOBTAININGAMPHETAMINESFORNON＿  

THERAPEUTICUSEORDISTRIBUTIONTOOTHERSANDTHEDRUGS  

SHOULDBEPRESCRIBEI）ORI）ISPENSEI）SPARINGLY．  

MISUSEOFAMPIIETAMINEh4AYCAUSESUDDENDEATHANDSERIOUS  

CARDIOVASCULARADVERSEEVENTS．  

DESCRIPTION   

Vyvanse（1isdexamfttamine dimesylate）is designed as a capsule fbr once－a－day oral  

administration．The chemicaldesignation fbrlisdexamfttamine dimesylateis（2S）－2，6－  

diamino－Nl［（1S）－1－methyl－2－phenylethyl］hexanamide dimethanesulfbnate．The molecular  

fbrmulaisC15H25N30・（CH403S）2，Whichcorrespondstoamolecularweightof455．60．The  

chemicalstruCtureis：  

離甘㌦へ、叫  
Lisdexamfttamine dimesylateis awhitetoo洋一White powderthatis solublein water（792  

mg／mL）・VyvチnS？CapSulescontain30m芦，50mgand70mgoflisdexamfヒtaminedimesylate  

andthefo1lowlnglnaCtivelngredients：mlCrOCrySta11inece11ulose，CrOSCarmellosesodium，and  

magnesiumstearate，Thecapsuleshellscontaingelatln，titaniumdioxide，andoneormoreof  
thefo1lowlng：D＆CRed＃28，D＆CYellow＃10，FC＆CBlue＃1andFD＆CRed＃40・  

CLINICAL PHARMACOLOGY 

MechanismofActiotlandPharmacology   

Vyvanseis apro－drug Ofdextroamphetamine・Afteroraladministration，1isdexamfttarnin  
dimesylateis rapidly absorbed from the gastrointestinaltract and converted to  

dextroamphetamine，Whichis responsiblefor the drug’s activity・Amphetamines are non－  
CateCholamine sympathomimetic amines with CNS stimulant activity．The mode of  
therapeutic actionin Attention－Dencitnlyperactivity Disorder（ADHD）is not known・  
Amphetaminesarethoughttoblockthereuptakeofnoreplnephrineanddopamineintothe  
presynaptlC neurOn andincrease the release ofthese monoaminesinto the extraneuronal   



SpaCe・Theparentdrug，lisdexamfttamine，doesnot bindtothe sitesresponsibleforthe  

reuptakeofnoreplnephrineanddopamineinvitro．   

Pharma（：Okinetics   

Pharmacokineticstudiesofdextroamphetamineafteroraladministrationoflisdexamfbtamine  
dimesylate have been conductedin healthy adult and pediatric（6－12yrs）patientswith  

ADHD．   

In18pediatricpatients（6－12yrs）withADHD，theTmaxofdextroamphetamineTaS  

approximately3・5hoursfoIlowlng Slngle－dose oraladministration oflisdexamfbtamlne  

dimesylate either30mg，50mg，Or70mga氏eran8－hourovemightfast・The Tmaxof  

lisdexamfbtamine dimesylate was approximatelylhour・Linear pharmacokinetics of  
dextroamphetamineafterslngle－doseoraladministrationoflisdexamfttaminedimesylatewas  
establishedoverthedoserangeof30mgto70mginchildrenaged6to12years・   

ThereisnoaccumulationofdextroamphetamineAUCatsteadystateinhealthyadultsandno  

accumulationoflisdexamfbtaminedimesylateafteronce，dailydosingfor7consecutivedays・   

Fooddoesnota脆cttheobservedAUCandCmaxofdextroamphetamineinhealthyadults  
alterslngle－（bseoraladministrationof70mgofVyvansecapsulesbutprolongsTmaxby  
approximatelylhour（from3・8hrsatfastedstateto4．7hrsa魚erahighfatmeal）．Afteran8－  

hourfast，theAUCfordextroamphetaminefo1lowlngOraladministrationoflisdexamfttamine  
dimesylateinsolutionandasintactcapsuleswereequlValent．   

Weightn）osenormalizedAUCandCmaxwere22％and12％1ower，reSpeCtively，1nadult  

femalesthaninmalesonday7fo1lowlnga70mg／daydose oflisdexamfbtaminefor7days 

WeightDosenormalizedAUCandCmaxvalueswerethesameingirlsandboysfo1lowlng  

Slngledosesof30－70mg．   

Metabolism and Excretion 

After oral administration，1isdexamfbtamine dimesylateis rapidly absorbed from the  

gastrointestinaltract・LisdexamfttaminedimesylateisconvertedtodextoamphetamineandL－  
1yslne，Whichis believed to occur by nrst－PaSSintestinaland／or hepatic metabolism・  

Lisdexamfbtamineisnotmetabolized by cytochrome P450enzymes・Followingthe oral  
administrationofa70mgdoseofradiolabeledlisdexamfヒtaminedimesylateto6healthy  
Subjects，aPPrOXimately96％oftheoraldoseradioactivitywasrecoveredintheurineand  

OnlyO・3％recoveredintheftcesoveraperiodof120hours．Oftheradioactivityrecoveredin  

theurine42％ofthedosewasrelatedtoamphetamine，25％tohippuricacid，and2％intact  

lisdexamfbtamine・Plasmaconcentrations ofunconvertedlisdexamfbtamine dimesylate are  
lowandtransient，generallybecomlngnOn－quantifiableby8hoursafteradministration．The  

plasmaeliminationhalf二1ifeoflisdexamfbtaminetypically averagedlessthanonehourin  
Studiesoflisdexamfetaminedimesylateinvolunteers．  
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Dextroamphetamineis known toinhibit monoamine oxidase．The ability of  

dextroamphetamineanditsmetabolitestoinhibitvariousP450isozymesandotherenzymes  

has notbeen adequately elucidated．In vitro experimentswith human microsomesindicate  
minorinhibitionofCYP2D6byamphetamineandminorinhibitionofCYPIA2，2D6，and  

3A4byoneormoremetabolites，buttherearenoinvivostudiesofp450enzymeinhibition・   

SpecialPoDulations  

The pharmacokinetics of dextroamphetamineis simi1arinpediatric（6－12years）and  
adolescent（13－17years）ADHDpatients，andhealthyadultvolunteers．Anydifftrencesin  

kineticsseenafteroraladministrationareareSultofdifftrencesinmgn’gdosing・   

Gender  

Systemic exposure to dextroamphetamineis similarfbr men and women glVen the same  
mgn（gdose．   

ClinicalTrials   

A double－blind，randomized，placebo－COntrOlled，Parallel－grOup Study was conductedin  

Childrenaged6－12（N＝290）whometDSM－IV⑧criteriaforADHD（eitherthecombinedtype  
OrthehyperaCtive－impulsivetype）・Patientswererandomizedto坑xeddosetreatmentgroups  

receivingnnaldosesof30，50，Or70mgofVyvanseorplacebooncedailyinthemomingfor  

fburweeks・Signincantimprovementsinpatientbehavior，baseduponinvestlgatOrratlngSOn  

the ADHD Rating Scale（ADHD－RS），Were Observed atendpoint fbrallVyvanse doses  

COmparedtopatientswhoreceived placebo・Meane脆ctsatalldoseswere fairly similar，  

althoughthehighestdose（70mg／day）wasnumericallysuperiortobothlowerdoses（30and  

50mg／day）・The efftcts were maintained throughout the day based on parent ratings  

（CorlnOr’s Parent Rating Scale）in the moming（approximatelylO am），afternoon  

（approximately2pm），andearlyevening（approximately6pm）．   

Adouble－blind，Placebo－COntrOlled，randomized，CrOSSOVerdesign，analogclassroomstudy  

WaSCOnductedinchildrenaged6－12桝＝52）whometDSM－1V⑧criteriaforADHD（either  

thecpmbinedtypeOrthehyperactiv？一impulsivetype）・Followinga3－Weekopen－1abeldose  

titratlOnwithADDERALLXR⑧，patlentSWererandomlyasslgnedtocontinuethesamedose  

OfADDERALLXR㊨（10，20，Or30mg），Vyvanse（30，50，and70mg），OTplacebooncedaily  

inthemorn1ngfbrlweekeachtreatment・Asignincantdifftrenceinpatlentbehavior，based  

upontheaverageofinvestlgatOrratlngSOntheSwanson，Kotkin，Agler，M．FlynnandPelham  

（SKAMP）－Deportmentscoresacrossthe8sessionsofa12hourtreatmentday，WaSObserved  

betweenpatientswhoreceivedVyvansecomparedtopatientswhoreceivedplacebo・Thedrug  
efftctwassimilarfbral18sessions．  

mICATIONSANI）USAGE   

VyvanseisindicatedforthetreatmentofAttention－Deficit／HyperactivityDisorder（ADHD）．  
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TheefncacyofVyvanseinthetreatmentofADHDwasestablishedonthebasisoftwo  
controlled trialsin children aged6to12，Who met DSM－IV⑧criteriafor ADHD（see  
CLINICALTRIALS）．   

A diagnosis ofAttention－Dencit胴yperactivityDisorder（ADHD；DSM－IV⑧）implies the  

presenceofhyperactive－impulsiveorinattentivesymptomsthatcausedimpalrmentandwere  
presentbefbreage7years・Thesymptomsmustcauseclinicallysignincantimpalrment，1n  

social，aCademic，OrOCCupationalfunction）ng，andbepresentintwoormoresettlngS，e・g・，at  
SChool（OrWOrk）andathome・ThesymptomsmustnotbebetterチCCOuntedforbyanother  
mentaldisorder．FortheInattentiveType，atleastsixofthefo1lowmgsymptomsmusthave  
persistedfbratleast6months‥1ackofattentiontodetails／carelessmistakes；1ackofsustained  

attention；pOOrlistener；failuretofo1lowthroughontasks；pOOrOrganization；aVOidstasks  

requlrlng SuStained mentalefFbrt；loses things；eaSily distracted；fbrgetfu1・For the  

Hyperactive－ImpulsiveType，atleastsixofthefo1lowlngSymptOmSmuSthavepersistedfor  

atleast6months：ndgeting／squirming；1eaviヮgseat；inappropriaterunning／climbing；difnculty  

with quiet activities；“On the go門；eXCeSSIVe talking；blurtlng anSWerS；Can，t wait tum；  

intruSive・TheCombinedTyperequlreSbothinattentiveandhyperaCtive－impulsivecriteriato  

bemet．   

SpecialDiagnosticConsiderations‥Specincetiologyofthis syndromeisunknown，and  

thereisnoslnglediagnostictest．AdequatediagnosisrequlreStheusenotonlyofmedicalbut  
ofspecialpsychologlCal，educational，and socialresources・LearnlngmayOrmaynOtbe  

impaired・Thediagnosismustbebaseduponacompletehistoryandevaluationofthechild  
andnotsolelyonthepresenceoftherequirednumberofDSM－IV⑧characteristics・  

NeedbrComprehensiveTreatmentProgram：Vyvanseisindicatedasanintegralpartofa  
totaltreatment programfor ADHD that mayinclude other measures（psychological，  

educational，SOCial）forpatientswiththissyndrome．DrugtreatmentmaynOtbeindicatedfor  

allchildrenwiththissyndrome・Stimulantsarenotintendedforuseinthechildwhoexhibits  

symptoms secondaryto environmentalfactors and／orotherprlmary pSyChiatric disorders，  

including psychosis・Approprlate educationalplacementis essentialand psychosocial  

interventionisoftenhelpfu1・Whenremedialmeasuresaloneareinsufncient，thedecisionto  

prescribestimulantmedicationwilldependuponthephysician’sassessmentofthechronicity  

andseverityofthechild’ssymptoms・   

Long－TermUse：Thee脆ctivenessofVyvansefbrlong－termuSe，1・e・，formorethan4weeks，  

hasnotbeensystematicallyevaluatedincontrolledtrials．Therefore，thephysicianwhoelects  

tousevyvanseforextendedperiodsshouldperiodica11yre－eValuatethelong－termuSefu1ness  

Ofthedrugfortheindividualpatient・  

CONTRAINDICATIONS  

Advanced arteriosclerosis，SymptOmatic cardiovasculardisease，mOderate to severe  
hypertension，hyperthyroidism，known hypersensitivity oridiosyncrasy to the  
Sympathomimeticamines，glaucoma・  
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Agitatedstates．   

Patientswithahistoryofdrugabuse．   

During or within14days fbllowlng the administration of monoamine oxidase  
inhibitors（hypertensivecrisesmayresult）．  

WARNINGS  

SeriousCardiovasclIIarEvents  

Sudden Death and Pre－eXisting StruCturalCardiac AbnormaIities or Other  
SeriousHeartProblems  

ChildrenandAdolescents  

SuddendeathhasbeenreportedinassociationwithCNSstimulanttreatmentatusual  
dosesinchildrenandadolescentswithstruCturalcardiacabnormalitiesorotherserious  

heartproblems．Althoughsomeseriousheartproblemsalonecarryanincreasedrisk  
Ofsudden death，Stimulant products generally should not be usedin children or  
adolescents with known serious struCturalcardiac abnormalities，Cardiomyopathy，  
Seriousheartrhythmabnormalities，OrOtherseriouscardiacproblemsthatmayplace  
thematincreasedvulnerabilitytothe sympathomimeticefftctsofastimulantdrug  
（seeCONTRArNDICATIONS）．  

Adults  

Suddendeaths，StrOke，andmyocardialinfarctionhavebeenreportedinadultstaking  
StimulantdrugSatuSualdosesfbrADHD．Althoughtheroleofstimulantsinthese  
adultcasesisalsounknown，adultshaveagreaterlikelihoodthanchildrenofhaving  
serious struCturalcardiac abnormalities，Cardiomyopathy，Serious heart rhytlm  
abnormalities，COrOnaryarterydisease，OrOtherseriouscardiacproblems・Adultswith  
SuCh abnormalities should also generally not be treatedwith stimulant drugS（see  
CONTRAINDICATIONS）．  

HypertensionandotherCardiovascularConditions  

StimulantmedicationscauseamOdestincreaseinaveragebloodpressure（about2－4  
PlmHg）andaverageheartrate（about3－6bpm），andindividualsmayhavelarger  

lnCreaSeS．Whilethemeanchangesalonewouldnotbeexpectedtohaveshort－term  
COnSequenCeS，allpatientsshouldbemonitoredfbrlargerchangesinheartrateand  
bloodpressure．Cautionisindicatedintreatlngpatientswhoseunderlyingmedical  
COnditionsmightbecompromisedbyincreasesinbloodpressureorheartrate，e・g・，  
thosewith pre－eXistlng hypertension，heart failure，reCent myOCardialinfarction，Or  
Ventriculararrhythmia（seeCONTRAINDJCATTONS）．  

AssessingCardiovascularStatusinPatientsbeingTreatedwithStimulantMedications  
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Children，adolescents，Oradultswhoarebeingconsideredfortreatmentwithstimulant  

medicationsshouldhaveacarefu1history（includingassessmentforafami1yhistoryof  
Suddendeathorventriculararrhythmia）andphysicalexamtoチSSeSSforthepresence  

ofcardiac disease，and shouldreceivefurthercardiac evaluat10nifnndingssuggest  
such disease（e．g．electrocardiogram and echocardiogram）．Patients who develop  

SymptOmS SuChasexertionalchestpaln，uneXPlained syncope，OrOthersymptoms  

SuggeStiveofcardiac diseaseduring stimulanttreatmentshould undergo aprompt  
cardiacevaluation．   

Psychiatric Adverse Events 

Pre－ExistingI，sycbosis   

Administrationofstimulantsmayexacerbatesymptomsofbehaviordisturbanceand  
thoughtdisorderinpatientswithpre－eXistlngpSyChoticdisorder・   

BipolarI11ness   

Particular care should be takenin uslng Stimulants to treat ADHD patientswith  
comorbidbipolardisorderbecauseofconcernforpossibleinductionofmixed／manic  
episodeinsuchpatients・Priortoinitiatlngtreatmentwithastimulant，Patientswith  

comorbiddepressivesymptomsshouldbeadequatelyscreenedtodetermineiftheyare  
at riskfor bipolar disorder；SuCh screenlng Shouldinclude a detai1ed psychiatric  
history，1nCludingafamilyhistoryofsuicide，bipolardisorder，anddepression・   

EmergenceofNewPsychoticorManicSymptoms   

Treatment emergent psychotic ormanic symptoms，e・g・，hallucinations，delusional  

thinking，Ormaniain children and adolescentswithout priorhistory ofpsychotic  
illnessormaniacanbecausedbystimulantsatusualdoses・Ifsuchsymptomsoccur，  
consideration should be glVen tO a pOSSible causalrole of the stimulant，and  
discontinuationoftreatmentmaybe approprlate・Inapooledanalysis ofmultiple  
short－term，placebo－COntrOlled studies，SuCh symptoms occurredin about O・1％（4  

patientswith events outof3482exposedto methylphenidate oramphetaminefor  
severalweeksatusualdoses）ofstimulant－treatedpatientscomparedtoOinplacebp－  
treatedpatients．   

Aggression   

Aggressivebehaviororhostilityisoftenobservedinchildrenandadolescentswith  
ADHD，andhasbeenreportedinclinicaltrialsandthepostmarketingexperienceof  
some medicationsindicatedfor the treatment ofADHD．Although thereis no  
SyStematic evidence thatstimulants cause aggressive behaviororhostility，patients  
beginnlng treatmentfor ADHD should be monitoredfor the appearance ofor  
WOrSeningofaggressivebehaviororhostility・  
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Long－TermSuppressionofGrowth   

Carefu1fo1low－up Ofweight and heightin children ages7tolO years who were  
randomized to eithermethylphenidate ornon－medication treatmentgroups over14  
months，aSWellasinnaturalistic subgroups ofnewly methylphenidate－treated and  
non－medication treated chi）dren over36months（tothe ages oflO to13years），  
SuggeStS that consistently medicated children（i．e．，treatment fbr7days per week  
throughouttheyear）haveatemporaryslowingingrowthrate（onaverage，atOtalof  
about2cmlessgrowthinheightand2・7kglessgrowthinweightover3years），  
withoutevidenceofgrowthreboundduringthisperiodofdevelopment・Inacontro11ed  
trialofamphetamine（d tolenantiomerratio of3：1）in adolescents，mean Weight  
Changefrombaselinewithintheinitia14weeksoftherapywas，1・11bs・and－2・81bs・，  
respectively，for patients receiving10mg and20mg of amphetamine（d tol  
enantiomerratioof3：1）．Higherdoseswereassociatedwithgreaterweightlosswithin  
theinitia14weeksoftreatment．ln acontrolled trialoflisdexamfbtamineinchildren  

ages6to12years，meanWeightloss丘ombaselineafter4weeksoftherapywas  
－0．9，－1．9，and－2．51b，reSPeCtively，fbrpatientsreceiving30mg，50mg，and70mgof  
lisdexamfttamine，COmPared to allb weight gainfor patients receivlng placebo・  
Higherdoseswere associatedwith greaterweightlosswith4weeks oftreatment・  
Carefu1fbllow－up fbr weightin children ages 6 to12 years who received  
lisdexamfbtamineover12monthssuggeststhatconsistentlymedicatedchildren（i．e，，  
treatmentfbr7daysperWeekthroughouttheyear）have a slowingin growth rate  
measured by body weight as demonstrated by an age－and sex－nOrmalized mean  
Change丘ombaselineinpercentileof－13．40Verlyear（averagepercentileatbaseline  
and12months，Were60．6and47．2，reSpeCtively）．Therefore，grOWth should be  
monitored during treatmentwith stimulants，and patients who are not growlng Or  
galnlngWeightasexpectedmayneedtohavetheirtreatmentinterrupted・   

Seizures   

Thereissomeclinicalevidencethatstimulantsmaylowertheconvulsivethresholdin  
patients with prior history ofseizure，in patientswith prlOr EEG abnormalitiesin  
absenceofseizures，andveryrarely，1npatientswithoutahistoryofseizuresandno  
priorEEG evidence ofseizures．In the presence ofseizures，the drug Should be  
discontinued．  

VisualDisturba山Ce   

Difnculties with accommodation and blurrlng Of vision have been reportedwith  
stimulanttreatment．  

PRECAUTIONS   



General：TheleastamountofVyvansefbasibleshouldbeprescribedordispensedat  
Onetimeinordertominimizethepossibilityofoverdosage．Vyvanseshouldbeused  
withcautioninpatientswhouseothersympathomimeticdrugS．   

Tics：Amphetamineshave been reportedto exacerbatemotorand phonicticsand  
Tourette’ssyndrome．Therefore，ClinicalevaluationfbrticsandTourette’ssyndrome  

inchildrenandtheirfamiliesshouldprecedeuseofstimulantmedications．   

InbrmationforPatients‥Amphetamines mayimpairthe abilityofthe patientto  
engageinpotentiallyhazardousactivitiessuchasoperatlngmaChineryorvehicles；the  
Patientshouldtherefbrebecautionedaccordingly．   

Prescribersorotherhealthprofbssionalsshouldinformpatients，theirfamilies，and  

theircareglVerSaboutthebenentsandrisksassociatedwithtreatmentwith  
lisdexamfbtamineandshouldcounseltheminitsapproprlateuSe．Apatient  
MedicationGuideisavailablefbrVyvanse・Theprescriberorhealthprofbssional  
ShouldinstruCtPatients，theirfamilies，andtheircareglVerStOreadtheMedication  

Guideandshouldassisttheminunderstandingitscontents．Patientsshouldbegiven  
theopportunitytodiscussthecontentsoftheMedicationGuideandtoobtainanswers  
toanyquestionstheymayhave．ThecompletetextoftheMedicationGuideis  
reprintedattheendofthisdocument．   

DrugInteractions：   

thinaTy aCidi＆ing agenls－These agents（ammonium chloride，SOdium acid  
phosphate，etC・）increasetheconFentrationoftheionizedspeciesoftheamphetamine  

molecule，therebvincreaslng urlnaryeXCretion・Bothgroupsofagentslowerblood  

levelsande躇cacyofamphetamines．  

Ad［ene7gicbk）Cke7TrAdrenergicblockersareinhibitedbyamphetamines．  

Antic＊ressanLy，triqyclic－Amphetamines may enhance the activityof tricyclic  
antidepressants or sympathomimetic agents；d－amPhetaminewith desipramine or  
protripty1ineandpossiblyothertricyclicscausestrikingandsustainedincreasesinthe  
COnCentration of d－amPhetaminein the brain；Cardiovascular ef托cts can be  
potentiated．  
M40inhibitors－MAOIantidepressants，aSWellasametaboliteoffuI・aZOlidone，SIow  

amphetamine metabolism・This slowlng pOtentiates amphetamines，increaslngtheir  

ef托ctonthereleaseofnoreplnePhrineandothermonoamines丘omadrenerglCnerve  
endings；thiscancauseheadachesandothersignsofhypertensivecrisis．Avarietyof  
toxicneurologlCalefftctsandmalignanthyperpyrexiacanoccur，SOmetimeswithfhtal  
results．  

AntihislaminesN－rAmphetaminesmaycounteractthesedativeeffbctofantihistamines・  

Antij”ertenSivesL－Amphetamines may antagonize the hypotensive efftcts of  
antihypertensives．  
ChloTPrOmaZine～Chlorpromazine blocks dopamine and noreplnePhrine receptors，  

thusinhibitingthecentralstimulanteffbctsofamphetaminesandcanbeusedtotreat  
amphetaminepoISOnlng．  
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Ethos㍍imidbNAmphetamines may delayintestinalabsorpt10n Of ethosuximide．  
Halqperidbl－Haloperidolblocks dopamine receptors，thusinhibiting the central  
Stimulantef托ctsofamphetamines．  

Lithiumcarbona（e－Theanorecticandstimulatoryeffectsofamphetaminesmaybe  
inhibitedbylithiumcarbonate．  
A卸eridine－Amphetaminespotentiatetheanalgesicefftctofmeperidine・  
Mbthenaminetherqpy－Urinaryexcretionofamphetaminesisincreased，andefficacy  
jsreducedbyacidifyingagentsusedinmethenamir）etherapy．  
NorqplnqPhrine－Amphetamines enhance the adrenerglC efftct of noreplnephrine・  
Phenobarbital－－AmphetaminesrnaydelaylnteStinalabsorptlOnOfphenobarbital；CO－  
administrationofphenobarbitalmayproduceasynerglSticanticonvulsantaction・  
PhewtoinTAmphetamines may delayintestinalabsorptlOn Of phenytoln；CO－  
administrationofphenytoinmayproduceasynerglSticanticonvulsantaction．  
PrQPO仰heneMIncasesofpropoxypheneoverdosage，amphetamineCNSstimulation  
ispotentiatedandfatalconvulsionscanoccur．  
柁ratrum alkaloids－Amphetaminesinhibit the hypotensive efftct of veratrum  

alkaloids．   

Drug几aboratory TestInteractions：Amphetamines can causeasignincantelevationin  
plasmacorticosteroidlevels．Thisincreaseisgreatestintheevenlng・Amphetaminesmay  
interftrewithurinarysteroiddeterminations．   

Carcinogenesis／MutagenesisandImpairmentofFertility：   

Carcinogenicitystudiesoflisdexamfbtaminehavenotbeenperformed・   

NoevidenceofcarcinogenicityWaSfbundinstudiesinwhich（壬l－amPhetamine（enantiomer  
ratioofl：l）wasadministeredtomiceandratsinthedietfor2yearsatdosesofupto30  
mg／kg／dayinmalemice，19mgn’g／dayinfbmalemice，and5mg／kg／dayinmaleandfemale  
rats．   

Lisdexamfbtaminedimesylatewasnotclastogenicinthemousebonemarrowmicronucleus  
testinvivoandwasnegativewhentestedintheEcoliandSウPhimuriumcomponentsofthe  
AmestestandintheL5178Y／TK＋‾mouselymphomaassayinvitro・   

Amphetamine（d tolenantiomer ratio of3‥1）did not adversely affbct f己rtility or earIy  

embryonicdevelopmentintheratatdosesofupto20mg／kg／day・   

Pregnancy：PregnancyCategoryC・   

ReproductionsttJdiesoflisdexamfbtaminehavenotbeenperfbrmed・  

Amphetamチne（dtolenantiomer 
． 

throughouttheperiodoforganogenesisatdosesofupto6and16mg／kg／day，reSpeCtively・  

Fetalmalfbrmationsanddeathhavebeenreportedinmicefo1lowmgparenteraladministration  
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Ofdextroamphetaminedosesof50mg／kg／dayorgreatertopregnantanimals．Administration  
Ofthesedoseswasalsoassociatedwithseverematernaltoxicity．   

A number of studiesin rodentsindicate that prenatalor early postnatalexposure to  
amphetamine（d－Ord，1－）atdosessimilartothoseusedcIinicallycan 

． 

memoryde茄cits，alteredlocomotoractivity，andchangesinsexualfunction・   

Therearenoadequateandwell－COntrOlledstudiesinpregnantwomen．Therehasbeenone  
reportofseverecongenitalbonydeformity，traCheo－eSOphageal鮎tula，andanalatresia（vater  
association）inababyborntOaWOmanWhotookdextroamphetaminesulfatewithlovastatin  
duringthefirsttrimesterofpregnancy．Amphetaminesshouldbeusedduringpregnancyonly  
ifthepotentialbenefitjustinesthepotentialrisktothefttus．   

Nonteratogenic EfFbcts：Infants borntO mOthers dependent on amphetamine have an  
increasedriskofprematuredeliveryandlowbirthweight．AIso，theseinfantsmayexperience  
SymPtOmSOfwithdrawalasdemonstratedbydysphoria，includingagitation，andsignificant  
lassitude．   

UsageillNl）rSitLgMothers：Amphetaminesareexcretedinhumanmi1k．Motherstaking  
amphetaminesshouldbeadvisedtore丘ainfromnurslng．   

PediatricUse：Vyvanseisindicatedforuseinchildrenaged6to12years．   

Astudywasconductedinwhichjuvenileratsreceivedoraldosesof4，10，Or40mg／kg／dayof  

lisdexamfbtamine丘omday7today630fage．ThesedosesareapproximatelyO．3，0・7，and3  
timesthemaximumrecommendedhumandailydoseof70mgonamg／m2basis・Dose－related  
decreasesinfoodconsumption，bodyweightgain，andcrown－rumplengthwereseen；aftera  
fourweekdrug－freerecoveryperiodbodyweightsandcrown－rumplengthshadsignincantly  
recoveredinfbmalesbutwerestillsubstantiallyreducedinmales・Timetovaglnalopenlng  
WaSdelayedinfbmalesatthehighestdose，buttherewerenodruge脆ctsonfbrtilitywhen  
theanimalswerematedbeginnlngOnday850fage．   

lnastudyinwhichjuveniledogsreceivedlisdexamfbtaminefor6monthsbeginnlngatlO  
Weeksofage，decreasedbodyweightgainwasseenatalldosestested（2，5，and12mg／kg／day，  
WhichareapproximatelyO．5，1，and3timesthemaximumrecommendedhumandai1ydoseon  
amg／m2basis）．Thise脆ctpartiallyorfu11yreversedduringafourweekdrug－freerecovery  
period．   

tJsein ChildretL under Six YearS OfAge：Lisdexamfttamine dimesylate has notbeen  
Studiedin3－5yearolds．Long－terme脆ctsofamphetaminesinchildrenhavenotbeenwell  
established．Amphetaminesarenotrecommendedforuseinchildrenunder3yearsofage・   

GeriatrictJse：Vyvansehasnotbeenstudiedinthegeriatricpopulation．  
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ADVERSEEVENTS   

The premarketingdevelopmentprogramforVyvanseincluded exposuresin atotalof404  
participantsinclinicaltrials（348pediatricpatientsand56healthyadultsu句ects）．Ofthese，  
348pediatric patients（ages6to12）wereevaluatedintwocontrol）edclinicaJsttldies（One  

Parallel－grOuPandonecrossover），One？pen－labelextensionstudy，andonesingle－dose  

Clinicalpharmacologystudy．TheinformatlOnincludedinthissectionisbasedondatafrom  
the4－Weekparallel－grOupCOntrOlledclinicaltria）inpediatricpatientswithADHD・Adverse  
reactionswereassessedbycollectlngadverseevents，reSultsofphysicalexaminations，Vital  

SlgnS，Weights，1aboratoryanalyses，andECGs．   

Adverseeventsduringexposurewereobtainedprimarilybygeneralinqulryandrecordedby  
ClinicalinvestlgatOrS uSlng terminology oftheir own choosJng．ConsequentJy，itis not  

possible to provide a meaningfu1estimate ofthe proportion ofindividuals experienclng  

adverse events without nrst grouping simi1artypes ofeventsinto a smaller number of  
Standardizedeventcategories・InthetablesandlistlngSthatfo11ow，MedRAterminologyhas  

beenusedtoclassifyreportedadverseevents．   

The statedfrequencies of adverse events represent the proportion ofindividuals who  
experienced，atleastonce，atreatment－emergentadverseeventofthetypelisted．   

AdverseevetLtSaSミOCiatedwithdiscontitLuationoftreatment：Tenpercent（21／218）of  

Vyvanse－treatedpatlentSdiscontinuedduetoadverse eventscomparedtol％（1／72）who  
received placebo・The mostfrequent adverse eventsleading to discontinuation and  
COnSideredto be drug－related（i・e．，leadingto discontinuationin atleastl％ofVyvanse－  

treatedpatientsandatarateatleasttwicethatofplacebo）wereECGvoltagecriterjafor  
Ventricularhypertrophy，tic，VOmiting，PSyChomotorhyperactivity，insomnia，andrash（2／218  
each；1％）．   

Adverse eveJltS OCCurrlngln a COntrOIIed trial：Adverse events reportedin a4－Week  

ClinicaltrialinpediatricpatientstreatedwithVyvanseorplaceboarepresentedinthetable  
below．   

TheprescribershouJdbeawarethatthese貞gurescannotbeusedtopredicttheinciderlCeOf  
adverseeventsinthecourseofusualmedicalpracticewherepatientcharacteristicsandother  
factorsdif托r丘omthosewhichprevailedintheclinicaltrials．Similarly，thecitedfrequencies  
CannOt be comparedwith ngures obtained斤om other clinicaIinvestlgationsinvoIving  

difftrenttreatments，uSeS，andinvestlgatOrS・The cited figures，however，do provide the  

prescribingphysicianwithsomebasis fbrestimatlngtherelative contribution ofdrugand  
non－drugfactorstotheadverseeventincidencerateinthepopulationstudied．   

Thefollowtngadverseeventsthatoccurredinatleast5％oftheVyvansepatjerltSandatarate  
twicethatoftheplacebogroup（Tablel）：Upperabdominalpain，decreasedappetite，  
dizziness，drymouth，irritability，insomnia，nauSea，VOmiting，anddecreasedweight．  
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