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DESCRIPTION

Theactive ingredientin ondansetronin 5% dextroseinjectionis ondansetrorhydrochloride(HCI) the
racemic form of ondansetronand a selective blocking agent of the serotonin5-HTE receptortype.
Chemicallyt is ()1, 2, 3, 9-tetrahydro-9-methyl-3-[(2-methyl-1H-imidazol-1-yl)methyl]-4H-carbazol-4-one,
monohydrochloridejihydrate It hasthe followingstructuralformula:
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Theempiricalformulais C,dH; N3 g¢HCI¥2JD, representinga moleculanweightof 365.9.

OndansetrotdClis a white to off-white powderthatis solublein waterandnormalsaline.
Sterile Ondansetronn 5% DextroseSolutionfor IntravenousAdministrationin Single-Dose Flexible
Plastic ContainersEach50mL containsondansetrorB2mg (as the hydrochloridedihydrate).dextrose
2,500 mg; and citric acid 26 mg and sodium citrate 11.5 mg as buffaes fiotMhjection, USR contains
no preservativesTheosmolarityof this solutionis 270mOsm/l{approx.)andthe pHis 3.0to 4.0.

Theflexible plastic containeris fabricatedfrom a speciallyformulatedpolyvinylchlorideWater can
permeatefrominsidethe containerinto the overwrapbut not in amountssufficientto affect the solution
significantly Solutions inside the plastic container also can leach out certain chemical components in very
smallamountsbefore the expirationperiodis attained.However the safety of the plastic has been
confirmedby testsin animalsaccordingto USPbiologicalstandardsfor plasticcontainers.

CLINICAPHARMACOLOGY

Pharmacodynamidmansetron is a selective 5-HT; receptor antagonist. While ondansetron's
mechanisnof actionhasnotbeenfully characterizedit is nota dopamine-receptoantagonistSerotonin
receptorsof the 5-HT type are presentboth peripherallyon vagalnerveterminalsand centrallyin the
chemoreceptor trigger zone of the area postrema. It is not certain whether ondansetron's antiemetic action
in chemotherapy-inducetiauseaand vomitingis mediatedcentrally peripherally or in both sites.
Howevercytotoxic chemotherapy appears to be associated with release of serotonin from the
enterochromaffircells of the smallintestine.In humans,urinary 5-HIAA(5-hydroxyindoleacetiacid)
excretionincreasesafter cisplatinadministrationin parallel with the onsetof vomiting.The released
serotoninmaystimulatethe vagalafferentsthroughthe 5-HE receptorsandinitiate the vomitingreflex.

In animals,the emeticresponseto cisplatincan be preventedby pretreatmentwith an inhibitor of
serotoninsynthesisbilateralabdominalvagotomyand greatersplanchnicnervesection,or pretreatment
with a serotonins-HTE receptorantagonist.

In normal volunteers, single.ldoses of 0.15 mg/kg of ondansetron had no effect on esophageal motility
gastric motilitylower esophageal sphincter pressure, or small intestinal transit time. In another study in six
normalmalevolunteersa 16 mg doseinfusedover 5 minutesshowedno effect of the drug on cardiac
output,heartrate, strokevolume bloodpressure or electrocardiogram{ECG)Multidayadministratiorof
ondansetrorhasbeenshownto slow colonictransitin normalvolunteers Ondansetrotas no effect on
plasmaprolactinconcentrations.

In a genderbalancedpharmacodynamistudy(n =56),ondansetrord mgadministeredntravenoushor
intramuscularlyvas dynamicallysimilarin the preventionof nauseaandvomitingusingthe ipecacuanha
modelof emesis.

Ondansetromloesnot alter the respiratorydepressaneffects producedby alfentanilor the degreeof
neuromusculablockadeproducedby atracuriumlInteractionswith generalor local anestheticshavenot
beenstudied.

Pharmacokinetics:Ondansetroris extensivelymetabolizedn humans,with approximately5% of a
radiolabeleddoserecoveredas the parentcompoundromthe urine. The primarymetabolicpathwayis
hydroxylatioronthe indolering followedby glucuronideor sulfateconjugation.
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Although some nonconjugated metabolites have pharmacologic at¢hieig are not found in plasma at
concentrationdikelyto significantlycontributeto the biologicalactivity of ondansetron.

In vitro metabolisnstudieshaveshownthat ondansetroris a substratefor humanhepaticcytochrome
P-450nzymesincludingCYP1AZIYP2D&nd CYP3A4n termsof overallondansetronturnover CYP3A4
playedthe predominantole. Becauseof the multiplicityof metabolicenzymesapableof metabolizing
ondansetronit is likely that inhibitionor loss of one enzyme(e.g.,CYP2D@enetic deficiency)will be
compensatedby others and may result in little changein overall rates of ondansetronelimination.
Ondansetroreliminationmaybe affectedby cytochromeP-450nducers.In a pharmacokineticstudy of
16 epileptic patients maintained chronically on CYP3A4 inducers, carbamazepine or phenytoin, reduction in
AUC,Cax and Ty, of ondansetronwas observedt Thisresultedin a significantincreasein clearance.
Howevey on the basis of availabledata, no dosageadjustmentfor ondansetrons recommendedsee
PRECAUTIONBruglnteractions.

In humansgcarmustine etoposide andcisplatindo not affectthe pharmacokinetic®f ondansetron.

In normaladultvolunteersthe followingmeanpharmacokineticdatahavebeendeterminedollowinga
single0.15mg/kgl.V. dose.

Table 1. Pharmacokineticsn NormalAdult Volunteers
Agegroup(yrs) n PeakPlasmaConcentration MeanElimination  PlasmaClearance

(ng/mL) Half-life(h) (L/h/kg)
19-40 11 102 3.5 0.381
61-74 12 106 4.7 0.319
175 11 170 5.5 0.262

A reduction in clearance and increase in elimination half-life are seen in patients over 75 years of age. In
clinical trials with cancer patients,safetyand efficacy were similarin patientsover 65yearsof ageand
thoseunder65yearsof age;there was an insufficientnumberof patientsover 75yearsof ageto permit
conclusionsn thatage group.No dosageadjustments recommendedh the elderly

In patients with mild-to-moderate hepatic impairment, clearance is reduced twofold and mean half-life is
increasedto 11.6hourscomparedto 5.7hoursin normals.In patientswith severehepaticimpairment
(Child-Pughscore of 100r greater),clearanceis reducedtwofold to threefoldand apparentvolumeof
distributionis increasedwith a resultantincreasein half-lifeto 20hours.In patientswith severehepatic
impairmenta total dailydoseof 8 mgshouldnot be exceeded.

Due to the very small contribution (5%) of renal clearance to the overall clearance, renal impairment was
not expectedto significantlyinfluencethe total clearanceof ondansetronHowever ondansetrormean
plasmaclearancewas reducedby about41%in patientswith severe renal impairment(creatinine
clearance<30mL/min)Thisreductionin clearanceis variableandwas not consistentwith anincreasein
half-life.No reductionin doseor dosingfrequencyin thesepatientsis warranted.

In adultcancerpatients the meaneliminationhalf-life was 4 hours,andthere was no differencein the
multidosepharmacokineticevera 4 dayperiod.In a studyof 21pediatriccancerpatients(4to 18yearsof
age)who receivedthree I.V. dosesof 0.15mg/kgof ondansetromat 4 hourintervals,patientsolder than
15yearsof ageexhibitedondansetrorpharmacokinetiparameterssimilarto thoseof adults.Patients4 to
12 years of age generally showed higher clearance and somewhat larger volume of distribution than adults.
Most pediatricpatientsyoungerthan 15yearsof age with cancerhada shorter(2.4hours)ondansetron
plasmahalf-life than patientsolder than 15yearsof age. It is not knownwhetherthese differencesin
ondansetron plasma half-life may result in differences in efficacy between adults and some young pediatric
patients(seeCLINICAD RIALSPediatricStudies.

Pharmacokinetiinformationfor pediatriccancer patientsé monthsto 48monthsof ageis approvedor
GlaxoSmithKine Corporation® ondantron injection. Howeer, due to GlaxoSnithKine® marketing
exclusivityrights,this drug productis notlabeledfor usein this subpopulatiorof pediatricpatients.
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In a study of 21 pediatric patients (3 to 12 years of age) who were undergoingsurgeryrequiring
anesthesia for a duration of 45 minutes to 2 hours, a single I.V. dose of ondansetron, 2 mg
(3to 7 years)or 4 mg(8to 12years),was administeredmmediatelyprior to anesthesianduction.Mean
weight-normalizedlearanceand volumeof distributionvaluesin thesepediatricsurgicalpatientswere
similarto those previouslyreportedfor youngadults. Mean terminalhalf-life was slightlyreducedin
pediatricpatients(range,2.5to 3 hours)in comparisorwith adults(range 3 to 3.5hours).

Table 2. Pharmacokineticsn Pediatric SurgeryPatientsl Monthto 12yearsof Age

CL Vdss Tio

Subjectsand Age Group N (L/h/kg) (L/kg) (h)
GeometridVlean Mean

PediatricSurgeryPatients N=21 0.439 1.65 29
3to 12yearsof Age
PediatricSurgeryPatients N=22 0.581 2.3 29
5to 24monthsof Age
PediatricSurgeryPatients N=19 0.401 3.5 6.7
1 monthto 4 monthsof Age

In general,surgical and cancer pediatric patients youngerthan 18 years tend to have a higher
ondansetron clearance conpared to adults leading to a shorter half-life in most
pediatricpatients.In patientsl monthto 4 monthsof age,a longerhalf-lifewas observeddueto the higher
volumeof distributionin this agegroup.

Pharmacokinetiinformationfor pediatricsurgicalpatientsl monthto 24monthsof ageis approvedor
GlaxoSmithKine Corporation® ondantron injection. Howeer, due to GlaxoSnithKine® marketing
exclusivityrights,this drug productis notlabeledfor usein this subpopulatiorof pediatricpatients.

In normalvolunteerg(19to 39yearsold,n = 23) the peakplasmaconcentrationvas 264ng/mLfollowing
a single32mgdoseadministeredas a 15minutel.V. infusion.Themeaneliminatiorhalf-lifewas 4.1hours.
Systemic exposure to 32 mg of ondansetron was not proportional to dose as measured by comparing dose-
normalized AUC values to an 8 mg dose. This is consistent with a small decrease in systemic clearance with
increasingplasmaconcentrations.

A studywas performedin normalvolunteers(n = 56)to evaluatethe pharmacokinetic®f a single4 mg
doseadministerechs a 5 minuteinfusioncomparedo a singleintramusculainjection.Systemicexposure
as measurecby meanAUCwas equivalentwith valuesof 156[95%CI136,180Jand 161[95%CI137,190]
ng¥h/mlfor I.V. and|.M. groups,respectively Mean peakplasmaconcentrationsvere 42.995%CI 33.8,
54.4]ng/mLat 10 minutesafter .\, infusionand 31.9[95%CI 26.3,38.6]ng/mLat 41 minutesafter |.M.
injection.Themeaneliminatiorhalf-lifewas not affectedby route of administration.

Plasmaproteinbindingof ondansetroras measuredn vitro was 70%to 76% with bindingconstantover
the pharmacologic concentration range (10 to 50 ng/mL). Crculating drug also distributes into
erythrocytes.

A positive lymphoblast transformation test to ondansetron has been reparted, which suggests
immunologieensitivityto ondansetron.

CLINICAORIALS

Chemotherapy-Inducedauseaand Vomiting:

Adult Studies: In a double-blindstudy of three different dosing regimensof ondansetroninjection,

0.015 mg/kg, 0.15 mg/kg, and 0.30 mg/kg, each given three times during the course of cancer chemotherapy
the 0.15mg/kgdosingregimenwas more effectivethanthe 0.015mg/kgdosingregimen.The 0.30mg/kg
dosingregimenwas not shownto be moreeffectivethanthe 0.15mg/kgdosingregimen.
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Cisplatin-BasedChemotherapytn a double-blindstudy in 28 patients,Ondansetrorinjection (three
0.15 mg/kg doses) was significantly more effective than placebo in preventing nausea and vomiting induced
by cisplatin-basedthemotherapyTreatmentresponsewas as shownin Table 3.
Table 3. Preventionof Chemotherapy-Inducddauseaand Vomiting
in Single-DayCisplatinTherapy*n Adults

Ondansetroinjection Placebo P Value

Numberof patients 14 14
Treatmentresponse

0 Emeticepisodes 2(14%) 0(0%)

1-2Emeticepisodes 8(57%) 0(0%)

3-5Emeticepisodes 2(14%) 1(7%)

Morethan5 emeticepisodes/rescued 2(14%) 13(93%) 0.001
Mediannumberof emeticepisodes 15 Undefined
Mediantimeto first emeticepisode(h) 11.6 2.8 0.001
Mediannauseascores(0-100) 3 59 0.034
Globalsatisfactionwith controlof nausea
andvomiting(0-100) 96 10.5 0.009

* Chemotherapy was high dose (100 and 120 m@fdansetron Injection n = 6, placebo n = 5) or moderate
dose (50and 80 mg/nt; Ondansetrornjectionn = 8, placebon = 9). Otherchemotherapeuti@agents
includedfluorouracil doxorubicinandcyclophosphamidel herewas no differencebetweentreatments
in the typesof chemotherapyhat wouldaccountfor differencesin response.

Efficacybasedon "allpatientstreated"analysis.

aMedian undefined since at least 50% of the patients were rescued or had more than five emetic episodes.

"\Msualanalogscaleassessmenbf nausea0 = no nausea,100= nauseaas badasit can be.

"'\isualanalogscale assessmenbf satisfaction0 = notat all satisfied,100= totally satisfied.

Ondansetron was compared with metoclopramide in a single-blind trial in 307 patients receiving cisplatin
I 100 mg/fwith or without other chemotherapeutic agents. Patients received the first dose of ondansetron
or metoclopramide 30 minutes before cisplatim. ddditional ondansetron doses were administered 4 and
8 hourslater, or five additionalmetoclopramideloseswere administered?, 4,7, 10,and 13hourslater.
Cisplatinwas administeredover a period of 3 hoursor less. Episodesof vomitingand retchingwere
tabulatedoverthe periodof 24hoursafter cisplatin.Theresultsof this studyare summarizedh Table 4.

This information intended for U.S. residents only. 4

©Hospira, 2007 Hospira, Inc., Lake Forest, IL 60045 USA Reference EN-1499



ONDANSETRON
IN 5%DEXTROSEJECTION

Table 4. Preventionof Vomiting Inducedby Cisplatin( 100mg/nf) Single-DayTherapy*in Adults

Ondansetroinjection Metoclopramide P Value
Dose 0.15mg/kgx 3 2mg/kgx 6
Numberof patientsin efficacy population 136 138
Treatmentresponse
0 Emeticepisodes 54(40%) 41(30%)
1-2Emeticepisodes 34(25%) 30(22%)
3-5Emeticepisodes 19(14%) 18(13%)
Morethan5emeticepisodes/rescued 29(21%) 49(36%)
Comparisomf treatmentswith respectto
0 Emeticepisodes 54/136 41/138 0.083
Morethan5 emeticepisodes/rescued 29/136 49/138 0.009
Mediannumberof emeticepisodes 1 2 0.005
Mediantimeto first emeticepisode(h) 20.5 4.3 <0.001
Globalsatisfactionwith controlof nausea
andvomiting(0-100) 85 63 0.001
Acutedystonicreactions 0 8 0.005
Akathisia 0 10 0.002

* In addition to cisplatin, 68% of patients received other chemotherapeutic agents, including
cyclophosphamide, etoposide, and fluorouracil. There was no difference between treatments in the types
of chemotherapyhatwouldaccountfor differencesin response.

Visualanalogscaleassessmentd = not at all satisfied,100=totally satisfied.

In a stratified, randomizeddouble-blind parallel-group multicenterstudy a single 32 mg dose of
ondansetrorwas comparedwith three 0.15mg/kgdosesin patientsreceivingcisplatindosesof either
50 to 70 mgfor! 100 mg/f Patients received the first ondansetron dose 30 minutes before cisplatin. T
additionalondansetrondoses were administered4 and 8 hours later to the group receivingthree
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0.15mg/kgdoses.In bothstrata,significantlyfewer patientson the single32mgdosethanthosereceiving
thethree-doseregimenfailed.

Table 5. Preventionof Chemotherapy-Inducddauseaand Vomitingin Single-DoseTherapyin Adults

Ondansetroiose
0.15mg/kgx 3 32mgx 1 P Value
High-dosecisplatin (! 100mg/n?)
Numberof patients 100 102
Treatmentresponse

0 Emeticepisodes 41(41%) 49(48%) 0.315

1-2Emeticepisodes 19(19%) 25(25%)

3-5Emeticepisodes 4 (4%) 8(8%)

Morethan5 emeticepisodes/rescued 36(36%) 20(20%) 0.009
Mediantimeto first emeticepisode(h) 21.7 23 0.173
Mediannauseascores(0-100)* 28 13 0.004
Medium-dosecisplatin (50-70ng/n?)

Numberof patients 101 93
Treatmentresponse

0 Emeticepisodes 62(61%) 68(73%) 0.083

1-2Emeticepisodes 11(11%) 14(15%)

3-5Emeticepisodes 6 (6%) 3(3%)

Morethan5 emeticepisodes/rescued 22(22%) 8(9%) 0.011
Mediantimeto first emeticepisode(h) Undefined Undefined
Mediannauseascores(0-100)* 9 3 0.131

* Misualanalogscaleassessmentd = no nausea,100= hauseaas badasit canbe.
Medianundefinedsince at least50%0f patientsdid nothaveanyemeticepisodes.
Cyclophosphamide-Basddhemotherapyin a double-blind placebo-controlledstudy of Ondansetron

Injection (three 0.5 mg/kg doses) in 20 patients receiving cyclophoghamide (500 to 600 mg/n?)
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chemotherapyondansetrorinjectionwas significantlymoreeffectivethan placeboin preventingnausea
andvomiting.Theresultsare summarizedn Table6.
Table 6. Preventionof Chemotherapy-Inducddauseaand Vomiting
in Single-DayCyclophosphamid&herapy*n Adults

Ondansetrotinjection Placebo P Value
Numberof patients 10 10
Treatmentresponse

0 Emeticepisodes 7 (70%) 0(0%) 0.001

1-2Emeticepisodes 0(0%) 2(20%)

3-5Emeticepisodes 2(20%) 4(40%)

Morethan5 emeticepisodes/rescued 1(10%) 4 (40%) 0.131
Mediannumberof emeticepisodes 0 4 0.008
Mediantimeto first emeticepisode(h) Undefined 8.79
Mediannauseascores(0-100) 0 60 0.001
Globalsatisfactionwith controlof
nauseaandvomiting(0-100} 100 52 0.008

* Chemotherapgonsistedof cyclophosphamidn all patients,plus otheragents,includingfluorouracil,
doxorubicinmethotrexateandvincristine.Therewas no differencebetweentreatmentsin the type of
chemotherapyhatwouldaccountfor differencesin response.

Efficacybasedon "allpatientstreated"analysis.

aMedianundefinedsinceat least50%of patientsdid not haveanyemeticepisodes.

"\Msualanalogscaleassessmenbf nausea0 = no nausea,100= nauseaas badasit canbe.

"'\isualanalogscale assessmenbf satisfaction0 = notat all satisfied,100= totally satisfied.

Re-treatmentin uncontrolledtrials, 127 patientsreceivingcisplatin (mediandose, 100mg/nf) and
ondansetrorwho hadtwo or feweremeticepisodeswere re-treatedwith ondansetrorand chemotherapy
mainlycisplatin,for a total of 269re-treatmentcourses(median2; range,1to 10).No emeticepisodes
occurredin 160(59%)andtwo or fewer emeticepisodesoccurredin 217(81%Ye-treatmentcourses.

Pediatric Studies:Fouropen-labelpnoncomparativéone US,three foreign)trials havebeenperformed
with 209pediatriccancerpatients4 to 18yearsof agegivena varietyof cisplatinor noncisplatirregimens.

In the threeforeigntrials, the initial ondansetroninjectiondoserangedfrom 0.04to 0.87mg/kgfor a total

doseof 2.16t0 12mg.Thiswas followedby the oral administratiorof ondansetrorrangingfrom4to 24mg

daily for 3 days.In the UStrial, ondansetrorwas administeredntravenously(only)in three dosesof

0.15 mg/kg each for a total daily dose of 7.2 to 39 mg. In these studies, 58% of the 196 evaluable patients hac
a complete response (no emetic episodes) on day 1. Thus, prevention of vomiting in these pediatric patients
was essentiallythe sameas for patientsolderthan 18yearsof age.

Clinicaltrial informationin pediatric cancer patients6 monthsto 48 monthsof age is approvedfor
GlaxoSmithKine Corporation® ondantron injection. Howeer, due to GlaxoSnithKine® marketing
exclusivityrights,this drug productis notlabeledfor usein this subpopulatiorof pediatricpatients.

INDICAIONSANDUSAGE

Preventionof nauseaand vomitingassociatedwith initial and repeat coursesof emetogeniccancer
chemotherapyincludinghigh-dosecisplatin.Efficacyof the 32mg singledosebeyond24hoursin these
patientshasnotbeenestablished.

CONTRAINDITRAONS
Ondansetroiin 5%Dextrosenjectionis contraindicatedor patientsknownto havehypersensitivityo the
drug.

This information intended for U.S. residents only. 7

©Hospira, 2007 Hospira, Inc., Lake Forest, IL 60045 USA Reference EN-1499



ONDANSETRON
IN 5%DEXTROSEJECTION

WARNINGS
Hypersensitivityeactionshave beenreportedin patientswho have exhibitedhypersensitivityto other
selective5-HT receptorantagonists.

PRECAUTIONS
General:Ondansetroris not a drugthat stimulatesgastric or intestinalperistalsis.It shouldnot be used
insteadof nasogastricsuction. The use of ondansetronin patientsfollowing abdominalsurgeryor in
patientswith chemotherapy-inducedauseaand vomitingmaymaska progressiveleus and/orgastric
distention.
Rarelyand predominantlywith intravenousondansetrontransientECCGchangesincludingQTinterval
prolongatiorhavebeenreported.
Druglnteractions:Ondansetrordoesnot itself appearto induce or inhibit the cytochromeP-450drug-
metabolizingenzymesystemof the liver (see CLINICAIPHARMACOLOGYharmacokinetick Because
ondansetronis metabolizedy hepaticcytochromeP-450drug-metabolizingnzymeq CYP3A4CYP2D6,
CYP1A2)nducersor inhibitorsof theseenzymegnaychangethe clearanceand, hence,the half-life of
ondansetronOnthe basisof limitedavailabledata,no dosageadjustmenis recommendedor patientson
thesedrugs.
PhenytoinCarbamazepingnd Rifampicin:In patientstreatedwith potentinducersof CYP3Ad4i.e.,
phenytoincarbamazepineandrifampicin) the clearanceof ondansetrorwas significantlyincreased
andondansetrorbloodconcentrationswvere decreased Howeveyon the basisof availabledata, no
dosageadjustmenfor ondansetroris recommendedor patientson thesedrugs?-3
Tramadol:Although no pharmacokinetic drug interaction between ondansetron and tramadol has been
observeddatafrom2 smallstudiesindicatethat ondansetrommaybe associatedwith anincreasein
patientcontrolledadministratiorof tramadof*°
Chemotherapyfumor response to chemotherapy in the P 388 mouse leukemia model is not affected by
ondansetronln humans carmustine gtoposide and cisplatindo not affect the pharmacokineticof
ondansetron.
In a crossoverstudyin 76 pediatricpatients,|.\V. ondansetrordid notincreasebloodlevelsof highdose
methotrexate.
Carcinogenesis, Mutagenesis, Impairment of Fertiligrcinogenic effects were not seen in 2 year studies
in rats and mice with oral ondansetron doses up to 10 and 30 mg/kg, pespagtivelyOndansetron was
not mutagenic in standard tests for mutageni€msal administration of ondansetron up to 15 mg/kg per day
did not affect fertility or generalreproductiveperformanceof maleandfemalerats.
Pregnancy:TeratogenicEffects:PregnancyCategoryB. Reproductiorstudieshave been performedin
pregnantrats andrabbitsat .. dosesup to 4 mg/kgper day and haverevealedno evidenceof impaired
fertility or harmto the fetus due to ondansetronThereare, however no adequateand well-controlled
studiesin pregnantwomen.Becauseanimalreproductionstudiesare not always predictiveof human
responsethis drugshouldbe usedduringpregnancyonlyif clearlyneeded.
NursingMothers:Ondansetroiis excretedin the breastmilk of rats. It is notknownwhetherondansetron
is excretedin humanmilk.Becausemanydrugsare excretedin humanmilk,cautionshouldbe exercised
whenondansetroris administeredo a nursingwoman.
Pediatric Use:Little informationis availableaboutthe use of ondansetrorin pediatricsurgical patients
youngerthan1 monthof age.Littleinformationis availableaboutthe use of ondansetron
in pediatriccancerpatientsyoungerthan6 monthsof age.
Theclearanceof ondansetronn pediatricpatientsl monthto 4 monthsof ageis slowerandthe half-life
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is ~2.5fold longerthan patientswho are >4to 24monthsof age.As a precaution,it is recommendedhat
patients less than 4 months of age receiving this drug be closely monitored. (See CLINICAL
PHARMACOLOG*harmacokinetick

Thefrequencyandtype of adverseeventsreportedin pediatric patientsreceivingondansetronvere
similarto thosein patientsreceivingplacebo.
Geriatric UseOf the total number of subjects enrolled in cancer chemotherapy-induced and postoperative
nauseaand vomitingin US-andforeign-controllectlinical trials, 862were 65yearsof age and over No
overall differences in safety or effectiveness were observed between these subjects and younger subjects,
andotherreportedclinical experiencehasnotidentifieddifferencesin responsesetweenthe elderlyand
youngerpatients but greatersensitivityof someolderindividualscannotbe ruled out. Dosageadjustment
is notneededin patientsoverthe age of 65(seeCLINICAPHARMACOLOEBY

ADVERSREACTIONS
Chemotherapy-InducedauseaandVomiting: Theadverseeventsin Table 7 havebeenreportedin adults
receivingondansetrorat a dosageof three 0.15mg/kgdosesor as a single32mgdosein clinical trials.
Thesepatientswere receivingconcomitantchemotherapyprimarilycisplatin,and 1.\, fluids. Most were
receivinga diuretic.
Table 7.Principal AdverseEventsn Comparativdrials in Adults
Numberof AdultPatientsWith Event

Ondansetroinjection  Ondansetromnjection

0.15mg/kgx 3 32mgx 1 Metoclopramide Placebo
n=419 n=220 n=156 n=34
Diarrhea 16% 8% 44% 18%
Headache 17% 25% 7% 15%
Fever 8% 7% 5% 3%
Akathisia 0% 0% 6% 0%
Acutedystonicreactions* 0% 0% 5% 0%

* SeeNeurological

Thefollowinghavebeenreportedduringcontrolledclinical trials:

CardiovascularRarecasesof angina(chestpain),electrocardiographi@lterations hypotensionand
tachycardiahavebeenreported.In manycases,the relationshipto ondansetrorinjectionwas uncleat

GastrointestinalConstipatiorhas beenreportedin 11%o0f chemotherapypatientsreceivingmultiday
ondansetron.

Hepatic: In comparativetrials in cisplatin chemotherapypatientswith normal baselinevalues of
aspartatetransaminasgAST)and alaninetransaminasgALT), these enzymeshave beenreportedto
exceedtwice the upperlimit of normalin approximatehb%of patients.Theincreaseswere transientand
did not appear to be related to dose or duration of thefapyepeat exposure, similar transient elevations
in transaminaseraluesoccurredin somecourses but symptomatidhepaticdiseasedid notoccur.

IntegumentaryRashhasoccurredin approximatelyl %of patientsreceivingondansetron.

Neurological: There have beenrare reports consistentwith, but not diagnosticof, extrapyramidal
reactions in patients receiving ondansetron injection, and rare cases of grand mal seizure. The relationship
to ondansetrorwas unclear

Other:Rarecasesof hypokalemighavebeenreported.Therelationshipto ondansetrorinjectionwas
unclear
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ObserveduringClinical Practice:In additionto adverseeventsreportedfromclinicaltrials, the following
events have been identified during post-approval use of intravenous formulations of ondansetron. Because
theyare reportedvoluntarilyfroma populationof unknownsize,estimatesof frequencycannotbe made.
The eventshave been chosenfor inclusiondue to a combinationof their seriousnessfrequencyof
reporting,or potentialcausalconnectionto ondansetron.

CardiovasculafArrhythmias (including ventricular and supraventricular tachycardia, premature
ventricularcontractions,and atrial fibrillation),bradycardiaelectrocardiographialterations(including
second-degreeheart block, QTinterval prolongationand ST segmentdepression) palpitations,and
syncope.

General: Hushing. Rare cases of hypersensitivity reactions, someimes severe (eg.,
anaphylaxis/anaphylactoigactions,angioedemabronchospasmg¢ardiopulmonanrarrest, hypotension,
laryngealedemajaryngospasmnmshock,shortnessof breath,stridor)havealsobeenreported.

Hepatobiliary: Liver enzymeabnormalitieshave been reported. Liver failure and death have been
reportedin patientswith cancer receivingconcurrentmedicationsincluding potentiallyhepatotoxic
cytotoxicchemotherapyndantibiotics.Theetiologyof the liver failureis unclear

LocalReactionsPain,rednessandburningat site of injection.

LowerRespiratoryHiccups

Neurological:Oculogyriccrisis, appearingalone,as well as with otherdystonicreactions.

Skin: Urticaria

SpecialSensesTransientdizzinessluringor shortlyafter 1.\, infusion.

Eye Disordersfransient blurred vision, in some cases associated with abnormalities of accommodation.
Caseof transientblindnesspredominanthgduringintravenousadministrationhavebeenreported.These
casesof transientblindnesswere reportedto resolvewithin a few minutesup to 48hours.

DRUGABUSEANDDEPENDENCE
Animal studies have shown that ondansetron is not discriminated as a benzodiazepine nor does it substitute
for benzodiazepinem directaddictionstudies.

OVERDOSAGE

Thereis no specific antidotefor ondansetroroverdose Patientsshouldbe managedwith appropriate
supportivetherapy Individualdosesas large as 150mg andtotal daily dosages(threedoses)as large as
252mghavebeenadministeredntravenouslywithout significantadverseevents.Thesedosesare more
than10timesthe recommendediailydose.

In additionto the adverseeventslistedabove the followingeventshavebeendescribedin the settingof
ondansetroroverdose:'Sudderblindness{amaurosispf 2to 3 minutes'durationplussevereconstipation
occurredin one patientthat was administered72 mg of ondansetronintravenouslyas a single dose.
Hypotensior(andfaintness)occurredin anotherpatientthat took 48 mg of oral ondansetronFollowing
infusion of 32 mg over only a 4 minute period, a vasovagal episode with transient second-degree heart block
was observedln all instancesthe eventsresolvedcompletely

DOSAGEBENDADMINISTRAON
Preventionof Chemotherapy-InducddauseaandVomiting:

Adult Dosing:Therecommended.V. dosageof ondansetrorfor adultsis a single32mgdoseor three
0.15mg/kgdoses.A single32mgdoseis infusedover 15minutesbeginning30minutesbeforethe start of
emetogenichemotherapyTherecommendednfusionrate shouldnot be exceeded(see OVERDOSAELE
With the three-dose(0.15mg/kg)regimen the first doseis infusedover 15minutesbeginning30minutes
beforethe start of emetogenicchemotherapySubsequendoses(0.15mg/kg)are administered4 and
8 hoursafterthefirst doseof ondansetron.
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ONDANSETRON
IN 5%DEXTROSEJECTION

Ondansetroiinjectionshouldnot be mixedwith solutionsfor which physicaland chemicalcompatibility
havenotbeenestablishedIn particular this appliesto alkalinesolutionsas a precipitatemayform.

Flexible Plastic ContainerOndansetroiin 5%Dextroselnjection,32mg/50mL(0.64mg/mL)REQUIRES
NODILUTION.

PediatricDosing:Onthe basisof the availableinformation(see CLINICAT RIALSPediatric Studiesand
CLINICAPHARMACOLOGYharmacokinetick the dosagein pediatriccancer patients4 to 18yearsof
age shouldbe three 0.15mg/kgdoses.Thefirst doseis to be administered30minutesbeforethe start of
moderatelyto highlyemetogenicchemotherapysubsequentoses(0.15mg/kg)are administered4 and
8 hoursafterthefirst doseof ondansetronThedrugshouldbe infusedintravenoushover 15minutesLittle
informationis availableaboutdosagein pediatriccancer patientsyoungerthan 6 monthsof age.

Dosinginformationfor pediatric cancer patients 6 monthsto 48 monthsof age is approvedfor
GlaxoSmithKine Corporation® ondantron injection. Howeer, due to GlaxoSnithKine® marketing
exclusivityrights,this drugproductis notlabeledfor usein this subpopulatiorof pediatricpatients.

Flexible Plastic ContainerOndansetroiin 5%Dextroselnjection,32mg/50mL(0.64mg/mL)REQUIRES
NODILUTION.

GeriatricDosing:Thedosagerecommendatiotis the sameas for the generalpopulation.
DosageAdjustmentfor PatientsWith ImpairedRenalFunction:Thedosagerecommendatioiis the same
asfor the generalpopulationThereis no experiencebeyondfirst-dayadministratiorof ondansetron.
DosageAdjustmentfor Patients With Impaired Hepatic Function: In patients with severe hepatic
impairmen{Child-Pughscore of 100r greater),a singlemaximaldaily dose of 8 mgto be infusedover
15minutesbeginning30minutesbeforethe start of the emetogenichemotherapys recommendedThere
is no experiencebeyondfirst-dayadministratiorof ondansetron.

Ondansetrolin 5%Dextroselnjectionin Flexible Plastic Containersinstructionsfor Use:

To Open:Tear outerwrap at notchand removesolutioncontainer Checkfor minuteleaksby squeezing
containerfirmly. If leaksare found,discardunit as sterilitymaybe impaired.

Preparatiorfor Administration:Useaseptictechnique.
1.Closeflow controlclampof administratiorset.
2.Removecoverfromoutletport at bottomof container
3. Insertpiercingpin of administratiorset into port with a twisting motionuntil the pin is firmly seated.

Note:Seefull directionson administratiorset carton.
4.Suspenccontainerfromhanger
5. Squeezeand releasedrip chamberto establishproper fluid level in chamberduring infusion of

Ondansetrolin 5%Dextroselnjection.
6.Openflow controlclampto expelair fromset. Closeclamp.
7.Attachsetto venipuncturedevice.lf deviceis notindwelling primeand makevenipuncture.
8.Performvenipuncture.
9.Regulaterate of administratiorwith flow controlclamp.

Caution:Ondansetroiin 5%dextroseinjectionin flexibleplastic containersis to be administeredy . V.
drip infusiononly. Ondansetrorin 5% dextroseinjection shouldnot be mixedwith solutionsfor which
physicaland chemicalcompatibilityhave not been established.In particular this appliesto alkaline
solutionsas a precipitatemayform.If usedwith a primaryl.V. fluid system the primarysolutionshouldbe
discontinuedduringondansetrorin 5%dextroseinjectioninfusion.

Donotadministemunlesssolutionis clear and containeris undamaged.

Warning:Donotuseflexibleplasticcontainerin seriesconnections.

Note:Parenteral drug products should be inspected visually for particulate matter and discoloration before
administratiorwheneversolutionand containerpermit.
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ONDANSETRON
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HOWSUPPLIED
Ondansetron in 5% Dextrose InjectiB@,mg/50 mL (0.64 mg/mL), contains no preservatives and is supplied
as a sterile solutionfor 1.V, administrationin single-doseflexible plastic containers(NDC0409-4760-13)
(caseof 6).

Store at 20to 25jC(68to 77iF)[SeeUSPControlledRoomTlemperature.May be refrigerated.
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