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INTRODUCTION
%dministrationD ofD zidovudineD vZ5VPD toD pregnantD womenD hasD significantlyD decreasedD theD motherD toD childD &7VD
transmissionpD TheD dosingD regimenD recommendedD duringD pregnancyD isD anD oralD admnistrationqD continuousD intravenousD
infusionDduringDlaborDwithDaDrateDofDIDmgmkgDtheDfirstDhourDfollowedDbyDaDrateDofDGmgmkgmhDupDtoDtheDendDofDdeliveryDandD
anDoralDadmnistrationDtoDtheDneonateDinDhisDfirstDGIDhoursDofDlifep
%lthoughDZ5VDtoxicityDhasDbeenDestablishedDinDneonatesqDtheDconsequencesDofDmaternalDdosingDregimenDduringDpregnancyD
voralPDandmorDlaborDvintravenousPDhaveDneverDbeenDdescribedDonDfetalDconcentrationsDandDexposuresp

AIMS
TheDmainDgoalDofDtheDstudyDwasDtoDdevelopDaDmodelqDlinkingDtheDfetalDconcentrationsDtoDtheD
maternalDconcentrationsqD inDorderDtoDevaluateDtheD impactDofDZ5VDmaternalDadmnistrationsD
onDfetuspD
ThenqD fetalD exposuresD dueD toD maternalD administrationD duringD pregnancyD andD laborD wereD
derivedD fromD theD modelD andD comparedD toD viPD effectiveD andD nonôtoxicD exposuresqD viiPD
postpartumDneonateDexposurespD
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MODELDPARAMETERS

=eyZDRSBRDrelativeDstandardDerrorDvstandardDerrorDofDestimatemestimateDCGggP)DaqDfixedDvalue)DωDandDσDbetweenô
sujectDandDresidualDvariabilities)DjorrqDcorrelationDbetweenDtwoDparameterspDD
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VisualDpredictiveDcheckZDcomparisonDbetweenDtheDfDthDvdashedDlinePqDfgDthDvfullDlinePDandD(fDthDvdashedDlinePDpercentilesDobtainedDfromDGgggDsimulationsDandDtheDZ5VDobservedDplasmaDconcentrationsDvoPDforZDv%PDnonô
pregnantDandDpregnantDwomenqDv*PqDwomenDafterDdeliveryqDvjPDbloodDcordDatDdeliveryDtimep
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DPATIENTS

Item9

Number9of9
Patients9

0Number9of9
samplesc9

Median9Age9
0yearsc0rangec9

Median9Bodyweight999
0kgc0rangec9

Median9gestational9age9
0weekc0rangec9

Whole9Population9 19590263c9 339016-59c9 729041-110c9 35900-42c9

Women9in9active9
labor9

749079c9 339021-44c9 739050-104c9 389028-42c9

Pregnant9Women9 569072c9 339021-44c9 739053-110c9 27908-39c9
Non9Pregnant9

Women9
8990122c9 319016-59c9 649041-100c9 -9

99

DDDDDT%5DwasDtheDtimeDelapsedDbetweenDtheDlastDmaternalDadmnistrationDvoralDorDinfusionPDandD
theD samplingD timepDTVODwasD theD timeD elapsedDbetweenD theD lastDmaternalDoralD admnistrationD
andD theD startDofD theD firstD infusionpDTOGDandDTOIDwereD theD timesDofD theD firstD andD theD secondD
infusionspD 5SGD andD 5SID wereD theD totalD dosesD receivedD duringD theD infusion)D 5OSBD wasD theD
maternalDoralDdosep
DDDDTheDparametersDestimatedDwereDmaternalDbioavailabilityDvOPqDabsorptionDrateDconstantDv=aPqD
volumeDofDdistributionDvVPqDeliminationDclearanceDvj>PqDmaternalDtoDfetalDrateDv=GOPDandDfetalDtoD
maternalDrateDv=OGPpD

MODELING
DDDDDTheDdataDwereDanalyzedDusingDNONWBWDandDtheDfirstDorderDconditionalDestimationDwithD
interactionDvOOjB7PDmethodDwasDappliedpDOneDandDtwoDcompartementDmodelsDwereDtestedDtoD
describedDplasmaDZ5VDconcentrationsDinDmotherp
DDDDDTheDfetalDcompartmentDwasDmodeledDasDvirtualDcompartmentDwithDaDnegligibleDvolumeDandD
wasDconnectedD toD theDmaternalDcompartmentDbyDoneDorD twoDconstantsDwhichDdoDnotDmodifyD
theDcompartmentalDmodelDinDmotherpD%fterDdeliveryqDtheDfetalDcompartmentDwasDdisconnectedqD
theDtimeDwasDresetDtoDzeroDandDnewbornDhadDhisDownDrateDofDabsorptionDandDeliminationp

DPARAMATERS
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D D D D TheD medianD fetalD exposureD vgôIND hoursPD dueD toD maternalD oralD admnistrationD v9pIgD mgm>phPD wasD
higherDthanDtheDmaternalDexposureDduringDpregnancyDvIpfgDmgm>phP

D D DTheDmedianDmaternalD exposureD vgôINDhoursPD dueD toD infusionsD v9p..Dmgm>phPDwasDhigherD toD thoseD
resultingDfromDoralDadmnistrationDvIpfgDmgm>phPp

DDDDTheDmedianDfetalDexposureDresultingDfromDmaternalDinfusionsDvfromDstartDofDtheDinfusionsDupDtoDIND
hoursDlaterPDwasDmuchDhigherDv(p.GDmgm>phPDthanDcorrespondingDmedianDmaternalDexposureDv9p..Dmgm
>phP
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SIMULATIONS

DDDDDTheDmedianDfetalDexposureDdueDtoDmaternalDinfusionsDv(p.GDmgm>phPDwasDtwoDtimesDlowerDthanDtheDgôINDhoursD
exposureDvGzpfDmgm>phPDestimatedDinDaDneonateDweightingD9DkgDonDtheDfirstDdayDofDlifeDandDreceivingDcurrentDOrenchD
recommendationsDvImgmkgPpD

CONCLUSIONS
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DDDDDThusqDtoDkeepDaDfetalDprotectiveDconcentrationDvipeDGgC7jfgPDandDtoDdecreaseDtheDtoxicityDriskqDeitherDmaternalD
infusionsDrateDcouldDbeDdecreasedDbyDhalfDorDtheDmotherDcouldDtakeDZ5VDorallyDeveryDfDhoursDduringDlaborp

DDDDDTheseDexposuresDwereDhigherDthanDtheDtoxicDthresholdDsuggestedDinDaDpreviousDstudyDv%UjDxzpNDmgm>phPpD*yD
maintainingDtheDpresentDprotocolqDneonatesDhaveDexposuresDatDhigherDriskDofDtoxicitypDWeDhaveDsimulatedDdifferentD
infusionsDrateDvnotDshownPDandDmaternalDdosingDregimenDduringDlaborpDD

ssss

ThisDstudyDreportsDforDtheDfirstDtimeDaDmodelDlinkingDtheDfetalDDZ5VDconcentrationDtoDtheDmaternalDZ5VDconcentrationspDNoDcovariateDeffectDwasDfoundDvpregnancyqDageqDbodyweightPDonDtheDmaternalDpharmacokineticspD*yD
maintainingDmaternalD infusionsDatDdeliveryqDneonatesDhaveDexposuresDatDhigherD riskDofD toxicitypDThusqD toDkeepDaD fetalDprotectiveDconcentrationDandD toDdecreaseD theD toxicityD riskqDeitherDmaternalD infusionsDrateDcouldDbeD
decreasedDbyDhalfDorDtheDmotherDcouldDtakeDZ5VDorallyDeveryDfDhoursDduringDlaborpD


