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Current StatusCurrent Status
MINIMAL TOXICITY INFOMINIMAL TOXICITY INFO
NONE APPROVED IN PREGNANCYNONE APPROVED IN PREGNANCY
ONLY DULOXETINE APPROVEDONLY DULOXETINE APPROVED

A Catalog of FDA Approved Drug ProductsA Catalog of FDA Approved Drug Products
http://http://www.fda.gov/cder/index.htmlwww.fda.gov/cder/index.html
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OTHER RESOURCESOTHER RESOURCES
PoisindexPoisindex
DrugdexDrugdex
GoogleGoogle
MedlineMedline
MerckMerck
MartindaleMartindale

AAPCC TESS EXPOSURESAAPCC TESS EXPOSURES
All YearsAll Years

DULOXETINEDULOXETINE 55
EXENATIDEEXENATIDE 00
GEPIRONEGEPIRONE 00
REBOXETINEREBOXETINE 66
TOLRESTATTOLRESTAT 22
VILOXAZINEVILOXAZINE 77

CLINICAL TOXICOLOGY OF CLINICAL TOXICOLOGY OF 
NEW DRUGSNEW DRUGS©©----Part 2Part 2

ObjectivesObjectives

THERAPEUTIC USESTHERAPEUTIC USES
MECHANISM(S) OF ACTIONMECHANISM(S) OF ACTION
PHARMACOKINETICSPHARMACOKINETICS
ADVERSE/TOXIC EFFECTSADVERSE/TOXIC EFFECTS
MANAGEMENT OF OVERDOSEMANAGEMENT OF OVERDOSE
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CLINICAL TOXICOLOGY OF CLINICAL TOXICOLOGY OF 
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Treatment ConsiderationsTreatment Considerations
DO NO HARM!DO NO HARM!
SUPPORTIVE THERAPYSUPPORTIVE THERAPY
GI DECON RXGI DECON RX
AC OnlyAC Only
SERUM CONCENTRATIONSSERUM CONCENTRATIONS
No ValueNo Value
NO EXTRACORPOREALNO EXTRACORPOREAL

NEW DRUGS©

Categorization
NEW DRUGSNEW DRUGS©©

CategorizationCategorization
DIABETIC THERAPYDIABETIC THERAPY
TolrestatTolrestat
ExenatideExenatide
ANTIDEPRESSANTSANTIDEPRESSANTS
DuloxetineDuloxetine
GepironeGepirone
ReboxetineReboxetine
ViloxazineViloxazine

ANTIDIABETIC AGENTSANTIDIABETIC AGENTS

TOLRESTATTOLRESTAT
EXENATIDEEXENATIDE
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TOLRESTAT
(Alredase®)

TOLRESTATTOLRESTAT
((AlredaseAlredase®®))

TOLRESTAT
Therapeutic Uses

TOLRESTATTOLRESTAT
Therapeutic UsesTherapeutic Uses

PREVENT DIABETES COMPLICATIONSPREVENT DIABETES COMPLICATIONS
NeuropathyNeuropathy
RetinopathyRetinopathy
CataractsCataracts
DOSEDOSE
200 mg QD200 mg QD
Single or Divided DosesSingle or Divided Doses
MECHANISM OF ACTIONMECHANISM OF ACTION
AldoseAldose ReductaseReductase InhibitorInhibitor

TOLRESTATTOLRESTAT
PathophysiologyPathophysiology of DM Complicationsof DM Complications

…A Link To …A Link To SorbitolSorbitol

GLUCOSE*GLUCOSE*

SORBITOLSORBITOL FRUCTOSEFRUCTOSE

AldoseAldose ReductaseReductase

SorbitolSorbitol ReductaseReductase

GalactoseGalactose

GalactitolGalactitol

ARAR

*Does not occur in healthy people*Does not occur in healthy people
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ROLE OF SORBITOL
Diabetic Complications

ROLE OF SORBITOLROLE OF SORBITOL
Diabetic ComplicationsDiabetic Complications

POOR PENETRATION OF MEMBRANESPOOR PENETRATION OF MEMBRANES
Both DirectionsBoth Directions
ACCUMULATION OF SORBITOL IN CELLSACCUMULATION OF SORBITOL IN CELLS

SORBITOL ACCUMULATIONSORBITOL ACCUMULATION

Osmotic EffectOsmotic Effect

HH22O INFLUX INTO CELLSO INFLUX INTO CELLS

LOSS OF CELL PERMEABILITYLOSS OF CELL PERMEABILITY

TOLRESTATTOLRESTAT
Mechanism of ActionMechanism of Action

GLUCOSEGLUCOSE

SORBITOLSORBITOL

AldoseAldose ReductaseReductaseXX

TOLRESTAT
Pharmacokinetics

TOLRESTATTOLRESTAT
PharmacokineticsPharmacokinetics

ABSORPTIONABSORPTION
RapidRapid

DISTRIBUTIONDISTRIBUTION
99.25% Protein Bound99.25% Protein Bound

METABOLISMMETABOLISM
HepaticHepatic

ELIMINATIONELIMINATION
RenalRenal 6363--69%69%
FecalFecal 2525--27% 27% 
tt1/2 1/2 ~ 11 Hours~ 11 Hours**

*Independent of dose at 10*Independent of dose at 10--800 mg800 mg
ClinClin PharmacolPharmacol TherTher 1996;59:6031996;59:603--612612
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TOLRESTAT
Adverse Effects

TOLRESTATTOLRESTAT
Adverse EffectsAdverse Effects

EXTENSION OF SIDE EFFECTSEXTENSION OF SIDE EFFECTS
ELEVATED ELEVATED LFTsLFTs
HEPATIC NECROSISHEPATIC NECROSIS
DIZZINESSDIZZINESS
RASHRASH

TOLRESTAT
Management of Overdose

TOLRESTATTOLRESTAT
Management of OverdoseManagement of Overdose

DO NO HARM!DO NO HARM!
LOW TO NO RISKLOW TO NO RISK
SUPPORTIVE CARESUPPORTIVE CARE
ACTIVATED CHARCOAL?ACTIVATED CHARCOAL?

EXENATIDEEXENATIDEEXENATIDE

Synthetic ExendinSynthetic Exendin--44
3939--Amino Acid PeptideAmino Acid Peptide
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EXENATIDE
Therapeutic Uses

EXENATIDEEXENATIDE
Therapeutic UsesTherapeutic Uses

TYPE 2 DIABETES MELLITUSTYPE 2 DIABETES MELLITUS
Not Type 1Not Type 1
Viable PancreasViable Pancreas
ADJUNCT TO HYPOGLYCEMICSADJUNCT TO HYPOGLYCEMICS
SulfonylureasSulfonylureas
BiguanidesBiguanides
DOSEDOSE
5 mcg BID SC x 30 Days5 mcg BID SC x 30 Days
Then 5Then 5--10 mcg QD10 mcg QD

PATHOGENESISPATHOGENESIS
Type 2 Diabetes MellitusType 2 Diabetes Mellitus

PERIPHERAL INSULINPERIPHERAL INSULIN
RESISTANCERESISTANCE

PROGRESSIVE BETA PROGRESSIVE BETA 
CELL FAILURECELL FAILURE

INADEQUATE INSULININADEQUATE INSULIN

TYPE 2 DIABETES
Progression

TYPE 2 DIABETESTYPE 2 DIABETES
ProgressionProgression

EARLY THERAPYEARLY THERAPY
DietDiet
ExerciseExercise
Weight ControlWeight Control
GLUCOSE CONTROL DETERIORATESGLUCOSE CONTROL DETERIORATES
Oral Therapy: 1Oral Therapy: 1--2 Agents2 Agents
InsulinInsulin
BETA CELL FUNCTION FAILURE = CONTINUESBETA CELL FUNCTION FAILURE = CONTINUES
RESISTANCE DOES NOT PROGRESS AS FASTRESISTANCE DOES NOT PROGRESS AS FAST
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TYPE 2 DIABETES
Goals of Therapy

TYPE 2 DIABETESTYPE 2 DIABETES
Goals of TherapyGoals of Therapy

ßß CELL DETERIORATIONCELL DETERIORATION
DelayDelay
ArrestArrest
ReverseReverse
ßß CELL ENHANCEMENTCELL ENHANCEMENT
NEW THERAPIES NEW THERAPIES 
Additive or Synergistic to Oral Additive or Synergistic to Oral 
HypoglycemicsHypoglycemics
Preserve/Enhance Preserve/Enhance ßß Cell  FunctionCell  Function

EXENATIDE-The Future?
Mechanisms of Action

EXENATIDEEXENATIDE--The Future?The Future?
Mechanisms of ActionMechanisms of Action

↑↑ INSULIN SECRETIONINSULIN SECRETION
↓↓HIGH GLUCAGON SECRETIONHIGH GLUCAGON SECRETION
↓↓GASTRIC EMPTYINGGASTRIC EMPTYING
↓↓FOOD INTAKEFOOD INTAKE
↑↑ßß CELL PROLIFERATIONCELL PROLIFERATION

EXENATIDE
Pharmacokinetics

EXENATIDEEXENATIDE
PharmacokineticsPharmacokinetics

ABSORPTIONABSORPTION
ParenteralParenteral--6565--76% 76% BioavailableBioavailable
DISTRIBUTIONDISTRIBUTION
VVdd 64 64 mLmL/kg/kg
METABOLISM METABOLISM 
??
ELIMINATIONELIMINATION
tt1/21/2 2626--33 Minutes (Healthy Subjects)33 Minutes (Healthy Subjects)
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EXENATIDE
Adverse Effects

EXENATIDEEXENATIDE
Adverse EffectsAdverse Effects

HEADACHEHEADACHE
VOMITINGVOMITING
NAUSEANAUSEA
MILDMILD--MODERATE MODERATE ↓↓ BSBS

EXENATIDE
Management of Overdose

EXENATIDEEXENATIDE
Management of OverdoseManagement of Overdose

DO NO HARM!DO NO HARM!
SUPPORTIVE CARESUPPORTIVE CARE
GLUCOSE MONITORINGGLUCOSE MONITORING
Effects = Short DurationEffects = Short Duration
~3~3--6 Hours?6 Hours?
INGESTIONINGESTION
ParenteralParenteral ProductProduct
Destruction in GITDestruction in GIT

NEWNEW
ANTIDEPRESSANT AGENTSANTIDEPRESSANT AGENTS

DULOXETINEDULOXETINE
GEPIRONEGEPIRONE

REBOXETINEREBOXETINE
VILOXAZINEVILOXAZINE
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DULOXETINE
Cymbalta®

DULOXETINEDULOXETINE
CymbaltaCymbalta®®

DULOXETINE
Therapeutic Uses

DULOXETINEDULOXETINE
Therapeutic UsesTherapeutic Uses

MAJOR DEPRESSIONMAJOR DEPRESSION
Pts with Vague Aches/PainsPts with Vague Aches/Pains
BIPOLAR DISORDERBIPOLAR DISORDER
URINARY INCONTINENCEURINARY INCONTINENCE
DAILY DOSEDAILY DOSE
4040--60 mg Total 60 mg Total 
QD or B.I.DQD or B.I.D
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DULOXETINE
Mechanisms of Action

DULOXETINEDULOXETINE
Mechanisms of ActionMechanisms of Action

DUALDUAL--SELECTIVE MOASELECTIVE MOA
SerotoninSerotonin NorepinephrineNorepinephrine Reuptake InhibitorReuptake Inhibitor

(SNRI)(SNRI)
Combination SSRI and NRICombination SSRI and NRI
DUAL MOADUAL MOA
> Efficacy in Major Depression> Efficacy in Major Depression

EVOLUTION OF ANTIDEPRESSANTSEVOLUTION OF ANTIDEPRESSANTS
Where is Where is DuloxetineDuloxetine??

CLASS         DRUGCLASS         DRUG > 5 HT POTENCY> 5 HT POTENCY

>NA POTENCY>NA POTENCY

DULOXETINE
Pharmacokinetics

DULOXETINEDULOXETINE
PharmacokineticsPharmacokinetics

ABSORPTIONABSORPTION
70% 70% BioavailableBioavailable
2 Hr Lag2 Hr Lag
CmaxCmax 66--10 Hr10 Hr
DISTRIBUTIONDISTRIBUTION
LargeLarge VVdd 1940 L1940 L
ProteinProtein--Binding >90%Binding >90%
METABOLISM METABOLISM 
HepaticHepatic
Active MetabolitesActive Metabolites--DesmethylDesmethyl > SSRI> SSRI
ELIMINATIONELIMINATION
tt1/21/2 1111--16 Hours (Mean = 12.5 Hr)16 Hours (Mean = 12.5 Hr)
Renal 77%Renal 77%
J J ClinClin PharmacolPharmacol 2000;40:1612000;40:161--167167
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DULOXETINE
Adverse Effects
DULOXETINEDULOXETINE

Adverse EffectsAdverse Effects
NAUSEANAUSEA--20% 20% 
INSOMNIAINSOMNIA--20%20%
HEADACHEHEADACHE--16%16%
OTHERSOTHERS
Dry MouthDry Mouth
DizzinessDizziness
CARDIOVASCULAR?CARDIOVASCULAR?
HR MinimalHR Minimal
BP MinimalBP Minimal

DULOXETINE
Management of Overdose

DULOXETINEDULOXETINE
Management of OverdoseManagement of Overdose
DO NO HARM!DO NO HARM!
SUPPORTIVE CARESUPPORTIVE CARE
ACTIVATED CHARCOALACTIVATED CHARCOAL
Delayed AbsorptionDelayed Absorption
MONITOR CVMONITOR CV
Probably Not TCA ToxicityProbably Not TCA Toxicity
WITHDRAWAL SYNDROMEWITHDRAWAL SYNDROME
Abrupt WithdrawalAbrupt Withdrawal

GEPIRONEGEPIRONEGEPIRONE

An An AzapironeAzapirone CompoundCompound
June 24, 2004June 24, 2004--FDA “Not Approved”FDA “Not Approved”



13

GEPIRONE
Therapeutic Uses

GEPIRONEGEPIRONE
Therapeutic UsesTherapeutic Uses

BUSPIRONE ANALOGUEBUSPIRONE ANALOGUE
ANXIOLYTICANXIOLYTIC
ANTIDEPRESSANTANTIDEPRESSANT
NO ADVANTAGES OVER OTHER NO ADVANTAGES OVER OTHER RXsRXs
DOSEDOSE
Immediate ReleaseImmediate Release 1010--90 mg QD90 mg QD
Extended Release   20Extended Release   20--100 mg QD100 mg QD

GEPIRONE
Mechanisms of Action

GEPIRONEGEPIRONE
Mechanisms of ActionMechanisms of Action

SEROTONIN 1A (5 HTSEROTONIN 1A (5 HT--1A) Agonist1A) Agonist
>RECEPTOR POTENCY THAN BUSPIRONE>RECEPTOR POTENCY THAN BUSPIRONE
<DOPAMINE RECEPTOR BINDING<DOPAMINE RECEPTOR BINDING
NO EFFECT ON BENZO OR GABA NO EFFECT ON BENZO OR GABA 
RECEPTORSRECEPTORS
NO ANTICONVULSANT PROPERTIESNO ANTICONVULSANT PROPERTIES

GEPIRONE
Pharmacokinetics

GEPIRONEGEPIRONE
PharmacokineticsPharmacokinetics

IR IR vsvs ER PRODUCTSER PRODUCTS
ONSETONSET
Anxiety 3Anxiety 3--6 Weeks6 Weeks
Depression 2Depression 2--3 Weeks3 Weeks
TIME TO PEAKTIME TO PEAK
IR 1 HourIR 1 Hour
ER 5 HoursER 5 Hours



14

GEPIRONE
Pharmacokinetics

GEPIRONEGEPIRONE
PharmacokineticsPharmacokinetics

ABSORPTIONABSORPTION
14% 14% BioavailableBioavailable (IR)(IR)
BuspironeBuspirone 4%4%
DISTRIBUTIONDISTRIBUTION
LargeLarge VVdd
Highly ProteinHighly Protein--BoundBound
METABOLISM METABOLISM 
HepaticHepatic
Active MetabolitesActive Metabolites--11--(2(2--pyrimidinyl) pyrimidinyl) piperazinepiperazine [1[1--PP]PP]
Same Metabolite as Same Metabolite as BuspironeBuspirone
ELIMINATION tELIMINATION t1/21/2
Parent Parent CpdCpd: IR 2: IR 2--3 Hr; ER 6 Hr3 Hr; ER 6 Hr
11--PP 7 HrPP 7 Hr

GEPIRONE
Adverse Effects

GEPIRONEGEPIRONE
Adverse EffectsAdverse Effects

EXTENSION OF SIDE EFFECTSEXTENSION OF SIDE EFFECTS
DROWSINESSDROWSINESS--UnexpectedUnexpected
DIZZINESSDIZZINESS
HEADACHEHEADACHE
NAUSEANAUSEA
VOMITINGVOMITING
SEIZURESSEIZURES--RareRare
SIMILAR TO BUSPIRONESIMILAR TO BUSPIRONE--WithoutWithout DopamineDopamine

BUSPIRONE
Range of Toxicity

BBUSPIRONEUSPIRONE
Range of ToxicityRange of Toxicity

THERAPEUTIC DOSETHERAPEUTIC DOSE
Max = 60 mg QDMax = 60 mg QD
TOLERATEDTOLERATED
375 mg QD x 30 Days375 mg QD x 30 Days
OVERDOSEOVERDOSE
420 mg: Lethargic, combative, seizure at 420 mg: Lethargic, combative, seizure at 
36 hours36 hours
250 mg with diazepam 25 mg: no 250 mg with diazepam 25 mg: no ADRsADRs
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GEPIRONE
Management of Overdose

GEPIRONEGEPIRONE
Management of OverdoseManagement of Overdose

DO NO HARM!DO NO HARM!
SUPPORTIVE CARESUPPORTIVE CARE
ACTIVATED CHARCOALACTIVATED CHARCOAL
CV TOX UNLIKELYCV TOX UNLIKELY
CNS DEPRESSION RXCNS DEPRESSION RX

REBOXETINE
(Edronax®)

REBOXETINEREBOXETINE
((EdronaxEdronax®®))

Available in EuropeAvailable in Europe

REBOXETINE
Therapeutic Use

REBOXETINEREBOXETINE
Therapeutic UseTherapeutic Use

ANTIDEPRESSANTANTIDEPRESSANT--33rdrd GenerationGeneration
Major DepressionMajor Depression
ALTERNATIVE TO ALTERNATIVE TO SSRIsSSRIs
ADVANTAGE = < SEADVANTAGE = < SE
DOSEDOSE
Usual 8 mgUsual 8 mg
Max 12 mgMax 12 mg
BID DosingBID Dosing
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REBOXETINE
Mechanisms of Action

REBOXETINEREBOXETINE
Mechanisms of ActionMechanisms of Action

STRUCTURE SIMILAR TO FLUOXETINESTRUCTURE SIMILAR TO FLUOXETINE
RACEMIC MIXTURERACEMIC MIXTURE
SELECTIVE NOREPINEPHRINE REUPTAKE INHIBITOR SELECTIVE NOREPINEPHRINE REUPTAKE INHIBITOR 
((SNRISNRI))
11STST Available SNRIAvailable SNRI
Binds NE TransporterBinds NE Transporter
Blocks Reuptake of Blocks Reuptake of ExtracellularExtracellular NENE
NO AFFECTNO AFFECT
5 HT5 HT
DopamineDopamine
MINIMAL AFFECT ON OTHER RECEPTORSMINIMAL AFFECT ON OTHER RECEPTORS
MuscarinicMuscarinic
HistaminicHistaminic
AdrenergicAdrenergic Rev Rev PsychiatrPsychiatr NeurosciNeurosci 2002;27:4182002;27:418--422422

IJMT 2000;3:26IJMT 2000;3:26——www.ijmt.net/3_4/3_4_26.htmlwww.ijmt.net/3_4/3_4_26.html

REBOXETINE
Pharmacokinetics

REBOXETINEREBOXETINE
PharmacokineticsPharmacokinetics

ONSETONSET
1010--14 Days14 Days
TIME TO PEAKTIME TO PEAK
1.51.5--2.4 Hours2.4 Hours
SERUM CONCENTRATIONSSERUM CONCENTRATIONS
Irrelevant in ODIrrelevant in OD

REBOXETINE
Pharmacokinetics

REBOXETINEREBOXETINE
PharmacokineticsPharmacokinetics

ABSORPTIONABSORPTION--22 HoursHours
9292--94%94%
DISTRIBUTIONDISTRIBUTION
VVdd

RR-- racemerracemer 0.385 L/kg0.385 L/kg
S+ S+ racemerracemer 0.920 L/kg0.920 L/kg

Protein Binding 96Protein Binding 96--98%98%
METABOLISM METABOLISM 
Hepatic by CYP3A4Hepatic by CYP3A4
Does Not Induce or InhibitDoes Not Induce or Inhibit
No Active MetabolitesNo Active Metabolites
ELIMINATION ELIMINATION 
Renal 76%Renal 76%
tt1/21/2 1212--14 Hours14 Hours
ClinClin PharmacokinetPharmacokinet 2000;39:4132000;39:413--427427
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REBOXETINE
Adverse Effects
REBOXETINEREBOXETINE

Adverse EffectsAdverse Effects
EXTENSION OF SIDE EFFECTSEXTENSION OF SIDE EFFECTS
LIMITED VIA MOALIMITED VIA MOA
DRY MOUTHDRY MOUTH
CONSTIPATIONCONSTIPATION
HEADACHEHEADACHE
NO EFFECT ON CARDIAC REPOLARIZATIONNO EFFECT ON CARDIAC REPOLARIZATION
Mild HypotensionMild Hypotension
Mild HypertensionMild Hypertension
TachyarrhythmiaTachyarrhythmia
SEIZURESSEIZURES--Theoretical, No EvidenceTheoretical, No Evidence

REBOXETINE
Management of Overdose

REBOXETINEREBOXETINE
Management of OverdoseManagement of Overdose

SURVIVAL 240 mgSURVIVAL 240 mg
ANTICIPATE SYMPATHOMIMETICANTICIPATE SYMPATHOMIMETIC
DO NO HARM!DO NO HARM!
SUPPORTIVE CARESUPPORTIVE CARE
ACTIVATED CHARCOALACTIVATED CHARCOAL
CV TOX UNLIKELYCV TOX UNLIKELY

VILOXAZINE
Vivalan®

VILOXAZINEVILOXAZINE
VivalanVivalan®®

Studied Since the 1970’sStudied Since the 1970’s
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VILOXAZINE 
Therapeutic Uses

VILOXAZINE VILOXAZINE 
Therapeutic UsesTherapeutic Uses

ANTIDEPRESSANTANTIDEPRESSANT
22ndnd GenerationGeneration BicyclicBicyclic
THERAPEUTIC USESTHERAPEUTIC USES
Cataplexy & NarcolepsyCataplexy & Narcolepsy--WithdrawnWithdrawn
Endogenous DepressionEndogenous Depression
AnxietyAnxiety
Nocturnal EnuresisNocturnal Enuresis
ADVANTAGE = < SE???ADVANTAGE = < SE???
ElderlyElderly
DAILY DOSEDAILY DOSE
150150--450 mg450 mg
T.I.D. DosingT.I.D. Dosing

VILOXAZINE 
Mechanisms of Action

VILOXAZINE VILOXAZINE 
Mechanisms of ActionMechanisms of Action

ADRENERGIC AGONISTADRENERGIC AGONIST
AmphetamineAmphetamine--Like StimulantLike Stimulant
No Dependence LiabilityNo Dependence Liability
INHIBITS NOREPINEPHRINE REUPTAKEINHIBITS NOREPINEPHRINE REUPTAKE
NO AFFECTNO AFFECT
5 HT5 HT

VILOXAZINE 
Pharmacokinetics

VILOXAZINE VILOXAZINE 
PharmacokineticsPharmacokinetics

ABSORPTIONABSORPTION
~85%~85%----RapidRapid
Peak ConcentrationPeak Concentration--2 Hours2 Hours
DISTRIBUTIONDISTRIBUTION
VVdd 0.70.7--0.8 L/kg0.8 L/kg
METABOLISMMETABOLISM
Hepatic Hepatic 
Metabolites InactiveMetabolites Inactive
ELIMINATIONELIMINATION
Renal 12Renal 12--15% Unchanged15% Unchanged
tt1/21/2 22--5 Hours5 Hours
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VILOXAZINE 
Adverse Effects

VILOXAZINE VILOXAZINE 
Adverse EffectsAdverse Effects

CARDIOVASCULARCARDIOVASCULAR--Low IncidenceLow Incidence
Orthostatic HypotensionOrthostatic Hypotension
HypertensionHypertension
Palpitations/TachycardiaPalpitations/Tachycardia
CENTRAL NERVOUS SYSTEMCENTRAL NERVOUS SYSTEM
CNS DepressionCNS Depression--Drowsy, DizzyDrowsy, Dizzy
HeadacheHeadache--↑↑↑↑
SeizuresSeizures--UncommonUncommon
GASTROINTESTINALGASTROINTESTINAL
NauseaNausea
VomitingVomiting
EpigastricEpigastric PainPain
DiarrheaDiarrhea
Dry MouthDry Mouth

VILOXAZINE 
Overdosage
VILOXAZINE VILOXAZINE 
OverdosageOverdosage

12 REPORTS OF OVERDOSAGE12 REPORTS OF OVERDOSAGE
11--6.5 g (Mean 3.25 g)6.5 g (Mean 3.25 g)
1515--44 yr44 yr
7 Co7 Co--ingestantsingestants
Drowsiness = Most Common Drowsiness = Most Common SxSx
No CV ToxicityNo CV Toxicity
J J IntInt Med Med ResRes 1976;4:831976;4:83--8585
FATAL TOXICITY INDEXFATAL TOXICITY INDEX
33rdrd Highest Behind Highest Behind DesipramineDesipramine and and AmoxapineAmoxapine
Flawed InterpretationFlawed Interpretation
Only 2 Fatalities in 10 YearsOnly 2 Fatalities in 10 Years
Drug Safety 1998;18:369Drug Safety 1998;18:369--381381

VILOXAZINE 
Management of Overdose

VILOXAZINE VILOXAZINE 
Management of OverdoseManagement of Overdose

SURVIVAL SURVIVAL –– 6.5 gm6.5 gm
DO NO HARM!DO NO HARM!
SUPPORTIVE CARESUPPORTIVE CARE
ACTIVATED CHARCOALACTIVATED CHARCOAL
CV TOX UNLIKELYCV TOX UNLIKELY
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