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/osesFSimulations

5F meanF 5UOZ/VF ofF L6gF
mg6h6~A;F increasesF theF
riskFofFanemiaFbyFôqFTqF
whileF aF meanF 5UOZ/VF
greaterF thanF ;86qF
mg6h6~A;F increasesF
significantlyF theF riskF ofF
neutropeniaF4p(C6C;Sô6

*nF orderF toF improveF theF
[/5F recommendationséF
Z/VF dosesF shouldF beF
reconsideredF forF theF
weightFbandFqCAgCFkg6F

TheF probabilitiesF ofF
observingF efficientF
exposuresF 4betweenF ôF
toFGFmg6h6~A;SFwithF lessF
adverseF eventsF isF
higherF followingF theF F
[/5F recommendationsF
thanF theF W7OF
recommendations6

TheFmostFappropriateFdosesFshouldFbeFdecreasedFfromF8FtoFLFmg0kgFW*/FforFtheFweightF
bandF[qCAôC[éFfromFôCCFtoFqGCFmgFW*/FforFtheFweightFbandF[ôCAgC[6FTheFhighestFdoseéF
ôCCFmgéFshouldFbeFstartedFfromFgCFkg6
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OONO~US*ON
*nFconclusionéFtheFpharmacokineticFmodelFpresentedFhereFdescribesFtheFtimeFcourseFofFZ/VFinFchildren6F>odelingFandFsimulationsFofFZ/VFPzFsuggestFthatF[/5FrecommendationsF
areFmoreFappropriateFthanFW7OFrecommendationsFbutFlowerFdosesFshouldFbeFconsideredFforFtheFweightFbandFqCAgCFkg6F
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OharacteristicsFofFPatients

Z/VF andF KAZ/VF concentrationsF wereF
collectedF inF qgNF children6F Z/VF wasF
administeredF twiceF dailyF orF threeF timesF
dailyF4T*/S6
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zey.FRSBTFrelativeFstandardFerrorF4standardFerrorFofFestimate0FestimateFï;CCS%FbéFfixedFvalues%FωFandFσFbetweenAsujectF
andFresidualFvariabilities%FOorréFcorrelationFbetweenFtwoFparameters%FaéFadditiveFpartFofFtheFcombinedFerrorFmodel%FβéF
significantFeffectFofFaFcovariableF4superscriptSFonFaFparameterF4subscriptSF
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OurrentlyéFZ/VAcontainingFregimenFareFstillFrecommendedéFtwiceFdailyF4W*/SéFasFaFfirstF
lineFcombinationsFregimenFforFinfantsFandFchildrenFbyFtheFWorldF7ealthFOrganizationF
4W7OSFandFtheF[oodFandF/rugF5dministrationF4[/5S6

WutéFaFlotFofFZ/VFadversesFeventséFconcentrationsFrelated;éFhaveFbeenFobservedFinFanF
importantFnumberFofF infantsF thatFwereFexposedFtoFZ/V6F7oweveréF fewFstudiesFhaveF
investigatedFZ/VFpharmacokineticsF4PzSFinFchildrenFtoFevaluateFdosesFadministered6

Objectives
>odelingFZ/VFpharmacokineticsFandF itsFbiotransformationF toFKAZ/VFallowed.F 4iSF toF
describeFtheFPzFofFZ/VFinF7*VFinfectedFchildrenéF4iiSFtoFestimateFtheFformationFrateFofF
theFmetaboliteFthenF4iiiSFtoFidentifyFcovariatesFthatFcanFinfluenceFthisFparameter6

ThanksFtoFtheFfinalFpopulationFmodeléFitFwasFpossibleFtoFcompareFandFevaluateFdosesF
recommendedFbyF[/5FandFW7OéFthenFtoFrefineFtheFdoseFregimensFinFchildren6

ZidovudineF 4Z/VSF wasF theF firstF antiretroviralF drugF approvedF forF theF treatmentF ofF
childrenF withF 7*VF infection6F Z/VF isF mainlyF metabolizedF 4~NCF TSF toF anF inactiveF
metaboliteFKAZ/V6F>aturationFofF thisFbiotransformationFseemsF toF reachFadultF valueF
duringFtheFfirstFmonthFofFlife;6

W7OFrecommendations
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/osageFform Syrup

/oseFand

/osageFRegimen

9Cmg
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[/5Frecommendations
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Syrup Tablet

;qmg0kg
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ôCCmg
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8mg0kg

W*/ W*/

Syrup Syrup TabletTabletTablet

W*/ W*/ W*/ W*/W*/ï

8Cmg ;qCmg ;GCmg ôCCmgqqGmg
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/osesFSimulations

>odeling

*nForderFtoFcompareFW7OFandF[/5FrecommendationséFpatientsFwereFdividedFinFseveralF
classesF andF gCCF simulationsF wereF performedF usingF thoseF recommendations6F TheF
exposuresF ofF Z/VF 45UOZ/VSF valuesF wereF derivedF fromF theF estimatedF individualF PzF
parameters6
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Kut

Z/V KAZ/V

TheFparametersFestimatedFwithF theFmodelFare.F FzaéFabsorptionF F
rate%F O~p0[éF apparentF eliminationF cleranceF forF Z/V%F V0[éF
apparentFcentralFvolumeFofFdistributionFforFZ/V%FO~m0VméFhybridF
parameter%FzeméFeliminationFrateFconstantFforFKAZ/V6

5F populationF pharmacokineticF modelF
wasF developedF withF NonmemF 96q6F
[OOBF*nteractionFmethodFwasFused6

ZidovudineF exposuresF obtainedF withF gCCF simulationsF ofF theF dosesF recommendedF byF
theF[/5F45SFandFtheFW7OF4WS6FPatientsFwereFgroupedFaccordingFtoFtheFdifferentFweightF
bands6F/ashedFlinesFcorrespondFtoFexposureFofFL6gFandF;86qFmg6h6~A;F

Validation
5

zey.FVisualFPredictiveFOheckéFcomparisonFbetweenFtheFGthF4dashedFlineSéFGCthF4fullFlineSFandF8GthF4dashedFlineSFobtainedFfromF
gCCFsimulationsFandFtheFobservedFdataF4pointsSFfor.F45SFplasmaFZ/VFconcentrationsFforFT*/FadministrationéF4WSFplasmaFZ/VF
concentrationsF forF W*/F administrationéF 4OSF plasmaF KAZ/VF concentrationsF forF T*/F administrationéF 4/SF plasmaF KAZ/VF
concentrationsFforFW*/Fadministration
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