
Protocol：ONF16-CN-102 StatisticalAnalysis
Plan

Version：V1.0
2018-03-16

1/1

StatisticalAnalysisPlan

AnOpen-label,SingleDose,Randomized,Cross-overStudyto

DeterminetheFastedStatepharmacokineticsofOxycodone

from OxycodoneTamperResistant(OTR)Tablet40mgand

OXYCONTIN® Tablet40mginChineseSubjectswithChronic

Pain

Sponsor: MundiPharma(China)PharmaceuticalCo.Ltd

ProtocolNo: ONF16-CN-102

VersionDate: March16,2018

VersionNumber: V1.0



Protocol：ONF16-CN-102 StatisticalAnalysis
Plan

Version：V1.0
2018-03-16

2/2

Approvals

Signature Date

Name：FengXue

Position：BiostatisticianII

Company：WuXiClinicalDevelopmentServices(Shanghai)Co.Ltd

Signature Date

Name：ShellyLuo

Position：DirectorBiostatistics

Company：WuXiClinicalDevelopmentServices(Shanghai)Co.Ltd

Signature Date

Name：MinjunZhou

Position：ProjectManager

Company：WuXiClinicalDevelopmentServices(Shanghai)Co.Ltd

Signature Date

Name：RongnaA

Position：PhaseIStudyLead

Company：Mundipharma(China)Co.,LtdBeijing,China

Signature Date

Name：MattTravell

Position：HeadofStatisticalProgrammingandClinicalDataSystems

Company：MundipharmaResearchGmbH&Co.KGLimburg,Germany

Signature Date

Name： BjoernBosse

Position： DirectorBiostatistics

Company：MundipharmaResearchGmbH&Co.KGLimburg,Germany

Signature Date

Name：RolfTiemann

Position：HeadofBiostatistics&ClinicalDataScience

Company：MundipharmaResearchGmbH&Co.KGLimburg,Germany

Signature Date

Name：RachelGao

Position：SeniorDrugSafetyManager

Company：Mundipharma(China)Co.,LtdBeijing,China

Signature Date

Name：ChunxiaoCai

Position：ClinicalLead

Company：Mundipharma(China)Co.,LtdBeijing,China



Protocol：ONF16-CN-102 StatisticalAnalysis
Plan

Version：V1.0
2018-03-16

3/3

Signature Date

Name：YangCui

Position：GroupClinicalLead

Company：Mundipharma(China)Co.,LtdBeijing,China



Protocol：ONF16-CN-102 StatisticalAnalysis
Plan

Version：V1.0
2018-03-16

4/4

VersionHistory

Version Date ReasonforChange

0.1 2018-03-01 Firstversion

0.2 2018-03-09 1)Updatedsignaturepage
2)Updatedthestatisticalmethodologyofcomparison

oftreatmentcomplianceacrosstreatment
3)Updatedlistofabbreviations
4)Correctedtypeerrorsandformats

0.3 2018-03-16 1)Update table 2:Laboratory Ranges Used to Identify

Abnormal Laboratory Values. In practice, no markedly
abnormallaboratoryvalueswereused.Thosevaluesthatwere
outofnormalrange were re-checked and classified as
clinically or non-clinically significant values by principal
investigator.

1.0 2018-03-16 Finalversion



Protocol：ONF16-CN-102 StatisticalAnalysis
Plan

Version：V1.0
2018-03-16

5/5

TableofContent

1. Introduction 6
2. StudyObjectives 6
3. StudyDesign 6

3.1 SampleSizeConsideration 8
3.2 Randomization 8

4. StudyVariables 8
4.1 PharmacokineticParameters 8
4.2 SafetyVariables 8

5. Definitions 8
6. AnalysisSet 9
7. Interim Analysis 9
8. DataReview 9

8.1 DataHandlingandTransfer 9
8.2 DataScreening 9

9. StatisticalMethods 10
9.1 GeneralConsideration 10
9.1.1 GeneralGuideline 10
9.1.2 MissingDataorMissingDate 10
9.1.2.1 HandlingofMissingDates 10
9.1.2.2 HandlingofMissingValues 10
9.1.2.3 AssessmentWindows 10
9.1.3 SoftwareVersion 11
9.2 Disposition 11
9.3 DemographicandBaselineCharacteristics 11
9.3.1 Demographics 11
9.3.2 ProtocolDeviations 11
9.3.3 MedicalHistoryandCurrentMedicalConditions 12
9.3.4 PriorandConcurrentTherapies 12
9.4 PharmacokineticAnalysisandBioequivalenceAnalysis 12
9.4.1 DrugConcentrationMeasurementsandAnalysis 12
9.4.2 PharmacokineticAnalysis 13
9.4.3 BioequivalenceAnalysis 14
9.5 SafetyAnalysis 15
9.5.1 TreatmentComplianceandExposure 15
9.5.2 AdverseEvents 16
9.5.3 LaboratoryData 17
9.5.4 VitalSigns 19
9.5.5 ECG 20
9.5.6 PhysicalExaminations 20
9.5.7 OtherObservationsRelatedtoSafety 20

10. Validation 21
11. Reference 21
Appendix1 ListofAbbreviations 22
Appendix2TOSTExampleSAScode 24



Protocol：ONF16-CN-102 StatisticalAnalysis
Plan

Version：V1.0
2018-03-16

6/6

1. Introduction

Thisstatisticalanalysisplan(SAP)describesthestatisticalmethodstobeusedduringthereportand

analysesofdatacollectedunderMundiPharma(China)PharmaceuticalCo.Ltd.forONF16-CN-102study.

ThisSAPshouldbereadinconjunctionwiththestudyprotocolandelectroniccasereportform (CRF).This

versionoftheplanhasbeendevelopedusingtheprotocoldatedMay30,2016andeCRFversion1.0datedMay

19,2017.AnyfurtherchangestotheprotocoloreCRFmaynecessitateupdatestotheSAP.Afinalversionofthis

SAPwillbeissuedforsponsorapprovalpriortodatabaselock.

2. StudyObjectives

Thisopen-label,singledose,randomised,cross-overstudyaimstodeterminetheFasted-state

pharmacokinetics(PK)ofoxycodonefrom OTRtablet40mgandOXYCONTINtablet40mginChinesesubjects

withchronicpain.

Primaryobjectiveistoconfirm theBEofOTRtablet40mgandOXYCONTINtablet40mginaFastedstate.

SecondaryobjectiveistoassessthesafetyofOTRtablet40mgandOXYCONTINtablet40mg,whengiven

toChinesesubjectswithchronicpaininaFastedstate.

3. StudyDesign

StudyDesign Open-label,singledose,randomised,cross-overstudy

StudyPopulation Subjectswithhistoriesofchronicpain

GeographicRegions 1-2sitesinChina

InvestigationalMedical

Product(s)

TestGroup:

OTRtablet40mg.OxycodoneHydrochlorideControlled-releaseTablets

containing40mgoxycodonehydrochloride,manufacturedbyPurduePharma

L.P.,U.S.

TheOTRtablet40mgwillbeadministeredorallyonceonthemorningofDay1

ofeachperiod,inaFastedstate.

ReferenceGroup:

OXYCONTINtablet40mg.OxycodoneHydrochlorideProlonged-release(PR)

Tabletscontaining40mgoxycodonehydrochloridemanufacturedbyBard

PharmaceuticalsLtd.,U.K.

TheOXYCONTINtablet40mgwillbeadministeredorallyonceonthemorningof

Day1ofeachperiod,inaFastedstate.

TreatmentandStudy

Duration

Screeningshouldbeperformedwithin21daysbeforetherandomization.The

randomizedsubjectswillbeadministeredthetestandreferencetreatmentsina

randomizedorder.Therewillbetwostudyperiods(Period1andPeriod2),witha

minimum of6dayswashoutbetweenthetwodoses.Subjectswillcrossoverto

receivethealternativestudydruguponcompletingPeriod1.

PKbloodsamplingwillcontinueforupto32hoursafterdosingwiththestudy

treatmentineachperiod.Subjectswillstayintheunitforsafetymonitoringuntil

72hoursaftereachdosingofthestudydrugineachperiod.Subjectswillhavea

safetyfollow-upvisitviatelephoneat7±1daysafterthelastdoseofstudydrug

inthecaseofcompletionorearlydiscontinuationfrom thestudy.

Totaldurationofthestudyisupto35days.

PlannedNumberof

Subjects

Atotalof38subjectswithhistoriesofchronicpainwillberandomizedtoreceive

thestudydrugtoachieve30subjects(15subjectspertreatmentsequence)to

completethestudywithvalidpharmacokinetic(PK)data.

Randomisationand

Blinding

Subjectswillberandomizedintoeitherthetreatmentsequenceof

OTR-OXYXONTINorOXYCONTIN-OTRgroupina1:1ratioatDay-1ofPeriod1.

Thisisanopen-labelstudy,andthusblindingnotapplicable.

OtherFeatures(as NA
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appropriate)

Figure1:StudyFlowchart

ProtocolAmendmentVersionHistory

Version Date ReasonforChange

1.0 2016-05-30 NA
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3.1 SampleSizeConsideration

Thestudyisdesignedtohaveapowerof≥95%todemonstrateabioequivalence(BE)(AUCtandCmax)of

OTRtablet40mg,intermsofoxycodone,withOXYCONTINtablet40mginafastedstate.

Thenullhypothesisisthatthetwotreatmentsarenotbioequivalent.Thealternativehypothesisisthatboth

treatmentsarebioequivalent.BEbetweenbothtreatmentswillbeconcludedifthe90.00%CIfortheratiolies

within80.00%to125.00%forbothAUCtandCmaxfortheoxycodoneanalyte.

Atotalof38subjectswasrandomisedtoreceivestudydrug(19subjectspertreatmentsequence)withthe

aim that30subjectswillprovidevalidPKdata(15subjectspertreatmentsequence)andPKparameters(Cmax

andAUCt).Thiswillprovide≥95%powertoshowBEsimultaneouslyinbothparameters,CmaxandAUCt,

betweentestandreferenceformulation,assumingatrueratioof1,awithinstandarddeviation(SD)oftheperiod

differencesof0.32onthelogscaleforAUCtand0.28onthelogscaleforCmax,bothPKparametersarenot

anti-correlated,and90%CIfortheratiosofthepopulationmeanswithintheBElimitsof80.00%and125.00%.

ThewithinSDoftheperioddifferenceswasbasedonPurduePharmaBEstudyOTR1005inhealthyvolunteers

takingoxycodone.

ThesamplesizewasestimatedusingnQueryt-tests(TOSTofequivalenceinratioofmeansforcrossover

design(naturallogscale).

3.2 Randomization

Thirty-eightsubjectswillbeenrolledandrandomlyassignedtotwosequencesoftreatments(receivingOTR

40mgbeforeOXYCONTIN40mgorreceivingOXYCONTIN40mgbeforeOTR40mg)ina1:1sequenceratio.

Every2subjectswillbegroupedasablock.Subjectsineveryblockwillberandomizedwitha1:1sequenceratio

intoreceivingOTR40mgbeforeOXYCONTIN40mgorintoreceivingOXYCONTIN40mgbeforereceivingOTR

40mg.

4. StudyVariables

4.1 PharmacokineticParameters

-Maximum concentration（Cmax）

-Areaundertheconcentration-timecurvefrom time0tolastquantifiableconcentration(AUCt)

-AUCfrom time0toinfinity(AUCINF)

-Terminalrateconstant（LambdaZ）

-Timetomaximum concentration（tmax）

-Terminalhalf-life（t1/2Z）

4.2 SafetyVariables

-Adverseevents(AEs),Seriousadverseevents(SAEs)

-Laboratoryvalues

-Vitalsigns

-Electrocardiogram (ECG)

5. Definitions

Baselineisdefinedaslastvaluepriortofirstdoseofinvestigationalmedicinalproduct(IMP).

Changefrom baselinewillbecalculatedasfollows:
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Changefrom baseline=post-baselineassessmentvalue-thebaselineassessmentvalue.

Age(inyears)isdefinedasthedateofinformedconsentrelativetothedateofbirth,willbeauto-calculated

duringtheeCRFcollection.

Bodymassindex(BMI)willbecalculatedasfollows:

BMI(kg/m 2̂)=(Weight(kg))/〖Height(m)〗 2̂

Durationwillbecalculatedasfollows:

Duration=lastobservationdate–firstobservationdate+1

StudyDayandTreatmentDayaredefinedasfollows:

Studydate:

Ifstudydate<randomisationdatethenstudyday=studydate–randomisationdate

Ifstudydate>=randomisationdatethenstudyday=studydate–randomisationdate+1

TreatmentDay=treatmentdate–dateoffirstdoseofIMP+1

6. AnalysisSet

Enrolled(ENR)Population

Theenrolledpopulationisdefinedasallsubjectswhosignedinform consentform (ICF).

Intentiontotreat(ITT)Population

TheITTpopulationisdefinedasallrandomisedsubjects.

SafetyPopulation

ThesafetypopulationisdefinedasallrandomisedsubjectswhoreceivedatleastonedoseofIMP.

PKPopulation

ThePKpopulationisdefinedasallsubjectswhoreceiveIMPandhaveatleastonePKconcentration

measurement.

Exclusionsfrom eachpopulationwillbeagreedattheDataReviewMeeting(DRM)meeting.

Subjectsinthesafetypopulationwillbeanalysed‘astreated’.Forallotherpopulations,subjectswillbe

analysed‘asrandomised’,unlessstatedotherwise.

7. Interim Analysis

Nointerim analysisisplanned.

8. DataReview

Finaldataforanalysisshouldalwaysbe100%cleanedpriortoreceiptbyClinicalProgramming.Thepurpose

ofthissectionistoindicatethehistoryofthedataandtheprocessusedtoensurethatthedataareacceptable

forstatisticalanalysispriortodatabaselock

8.1 DataHandlingandTransfer

RefertoDataManagementPlan.
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8.2 DataScreening

BeyondthedatascreeningbuiltintotheDataManagementPlan,theprogrammingofanalysisdatasets,

tables,figures,andlistings(TFL)providesadditionaldatascreening.Presumeddataissueswillbeoutputinto

StatisticalAnalysisSoftware(SAS)logsidentifiedbytheword“Problem” andextractedfrom thelogsbyaSAS

macroandsenttoDataManagement.

Reviewofapre-freezeTFLrunoncleansubjectsandapost-freezeTFLrunonthefrozendatabaseallowfor

furtherdatascreeningpriortolock.Thepost-freezeTFLwillbediscussedwiththesponsorinadatareview

meeting(DRM)toidentifyanyfinaldataissuesandseekcorrectionspriortodatabaselock.Thestatisticianand

thesponsormustapprovedatabaselock.

9. StatisticalMethods

9.1 GeneralConsideration

9.1.1 GeneralGuideline

Ingeneral,allthetablesaresummarisedbytreatmentsequenceortreatmentwhereappropriate.Continuous

datawillbesummarisedusingthefollowingdescriptivestatistics:n,mean,standarddeviation(SD),median,

minimum andmaximum.Categoricaldatawillbesummarisedasthenumberandpercentageofsubjectsineach

category(includingthecategory‘missing’ ifapplicable).

Alldatawillbelisted.Thedatawillbesortedbytreatmentsequence,subjectnumberanddateof

assessment(ifapplicable).

9.1.2 MissingDataorMissingDate

9.1.2.1 HandlingofMissingDates

Ingeneral,forthesubjectdatalistings,noimputationofmissingorincompletedateswillbeapplied.

PartialDatesforDateofBirth

Thefollowingconventionswillbeusedforimputingpartialdates:

 Ifonlythedayismissing,the15thwillbeusedtoreplacethemissingday.

 Ifboththedayandthemontharemissing,the1stJulywillbeusedtoreplacethemissingdayandmonth.

PartialDatesforAdverseEventsandPrevious/ConcomitantMedications

ForcompletelymissingAE(ormedication)startdates,theeventwillbeconsideredastreatmentemergent
forbothperiod1andperiod2(forAEs)orconcomitant(formedications)unlesstheenddaterulesoutthe
possibility.

Forpartialmissingstartdates(monthand/oryearismissing),AE(ormedication)willbeassignedtheperiod
withwhichtheavailablestartandstopdatesareconsistent.IfthepartialmissingAE(ormedication)startdates
donotallowforidentificationof‘treatment-emergent’ (or‘period1/period2treatment-emergent’ or
‘concomitant’)from themonthand/oryearalone,aconservativeapproachwillbetakentoensurethatthese
AEs(ormedications)aredefinedastreatmentemergentforperiod1,period2,orbothperiod1andperiod2(or
asconcomitant)unlesstheenddaterulesoutthepossibility.

9.1.2.2 HandlingofMissingValues

Nomissingdatawillbeimputed.

9.1.2.3 AssessmentWindows

Accordingtoprotocolsection10.1,thestudyvisitsarescheduledattheexactdayduringthetreatment
period,andjustallow±1daywindowforfollow-upvisit.

Noassessmentwindowswillbeslottedforthisstudy.Ingeneral,onlydatarecordedatthenominalvisitwill
bepresentedforby-visitsummaries,datawillbeassignedusingthevisitnumbersaspertheeCRF,andbaseline
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visitwillbethelastnon-missingresultspriortoIMPatPeriod1.

Forshifttables(changefrom baselinetotheworst/endofstudy),aconservativeapproachwillbeused
wheretheworst/latestpost-baselineresultincludingunscheduledvisitswillbeselected.

Alldatawillbelisted.

9.1.3 SoftwareVersion

AllanalyseswillbeconductedusingSASversion9.4.

9.2 Disposition

ThenumberandpercentageofsubjectswhowerescreenedandrandomizedwillbepresentedforENR,also

thenumberandpercentageofsubjectshavingfailedscreeningwillbepresentedalongwithasummaryofthe

primaryreasonofscreeningfailure.Forthesubjectswhowererandomised,summarieswillbepresentedforthe

numberandpercentageofsubjectswhorandomised,completedthestudy,andwithdrewearlyfrom thestudyby

correspondingreasonsforwithdrawalbytreatmentsequenceforITT.

Alldispositioninformationwillbelisted.

9.3 DemographicandBaselineCharacteristics

ThesummaryofdemographicandbaselinecharacteristicsarebasedonITT.

9.3.1 Demographics

SubjectdemographicsandbaselinecharacteristicswillbesummarizedbytreatmentsequencefortheITT

withdescriptivestatistics.ContinuousvariableswilluseWilcoxonranksum testmethodtoestimatethe

differencebetweentwotreatmentsequences;CategoricalvariableswilluseFisher-exactmethod.Theresultsof

thesetestswillbeprovidedincludingp-valuefordescriptivepurposesandwillnotbeusedasaformalbasisto

determinethefactorstobeincludedinstatisticalmodels.SincethisisacrossoverstudyforBEanalysis,any

baselineimbalancesoffactorsbetweentreatmentsequenceswillnotaffecttheresultsinconclusion.Additional

analysesmaybeperformedtoadjusttheseimbalancebaselinedifferencesasanad-hocanalysisafterdatabase

lock.

Thefollowingdemographicsandbaselinecharacteristicswillbesummarisedappropriatelyforthestudy:

 Age(years)

 Gender–Female,Male

 Ethnicity–Han,Other

 Weight(kg)

 Height(cm)

 BMI(kg/m2)

 NumericRatingScaleScore:theaveragepainoverthelast24hours

Alldemographicandbaselinecharacteristicswillbelisted.

9.3.2 ProtocolDeviations

Protocoldeviationsarefailurestoadheretotheinclusion/exclusioncriteriaifsubjectsuccessfullypassed

screeningandprotocolrequirementsandwillbedividedintomajorprotocoldeviationsandminorprotocol

deviations.MajorprotocoldeviationsarethosethatareconsideredtohaveasignificanteffectontheBE
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analysesandhencewouldexcludethesubjectfrom theBEanalyses.Minorprotocoldeviationsarethosenot

consideredtosignificantlyaffecttheBEanalysesandhencedonotwarrantsubjects’ exclusion.

Thefollowingcriteriamightbeconsideredasmajorprotocoldeviations:

(1)Failuretocomplywiththeinclusionorexclusioncriteria

(2)Receivedincorrecttreatment(i.e.actualtreatmenttakendiffersfrom therandomisedtreatment

scheduled)

(3)Receivedstudyprohibitedconcomitantdrugs

(4)Failuretocollectdatafortheprimaryendpointasdetailedintheprotocol

(5)Failuretocomplywithstudyrestrictions,includingfoodandbeveragesrestrictionsandAlcohol,

Caffeine,andSmokingRestrictions.

TheevaluablesubjectssetmustbefinalizedattheDRM (orearlier),priortodatabaselock.

Thenumberandpercentageofsubjectswithprotocoldeviations(major/minor)willbesummarisedby

protocoldeviationcategoryforeachtreatmentsequenceandoverallbasedontheITT.

Allprotocoldeviationswillbelisted.ListingsoffoodandbeveragesrestrictionsandAlcohol,Caffeine,and

SmokingRestrictionswillbepresentedrespectively.

9.3.3 MedicalHistoryandCurrentMedicalConditions

Medicalhistoryandcurrentmedicalconditionswillbedefinedusingthestopdaterecorded,relativetothe

dateofV1-Screening.Amedicalhistorywillbedefinedasanymedicalconditionresolvedupto,butnotincluding

thedateofV1-Screening.Acurrentmedicalconditionwillbedefinedasanyconditiongoingatthedateof

V1-Screening.MedicalhistoryandcurrentmedicalconditionswillbecodedusingMedicalDictionaryfor

RegulatoryActivities(MedDRA)centralcodingdictionaryversion19.1,

Thenumberandpercentageofsubjectswithmedicalhistory/currentmedicalconditionswillbesummarised

bysystem organclass(SOC)andpreferredterm (PT)foreachtreatmentsequenceandoverallbasedontheITT.

Allmedicalhistoryandcurrentmedicalconditionswillbelisted.

9.3.4 PriorandConcurrentTherapies

Therapieswillincludemedicationandnon-pharmacologicaltherapies.

Apriortherapywillbedefinedasanytherapytakenupto,butnotincludingtheinformedconsentdate.A
concomitanttherapywillbedefinedasanytherapyeitherongoingatthedateofinformedconsentorwithan
onsetdatetimeonorafterinformedconsenttothecompletionofthestudy.Medicationswillbeassignedan
11-digitcodeusingtheWorldHealthOrganisationDrugDictionaryEnhanced(WHO-DDE)drugcodesofthemost
recentversion(WHO-DDJune2016),andwillbefurthercodedtotheappropriate
Anatomical-Therapeutic-Chemical(ATC)codeindicatingtherapeuticclassification.Non-pharmacological
therapieswillbecodedusingMedDRAversion19.1.

Thenumberandpercentageofsubjectstakingpriorandconcomitantmedicationswillbesummarisedby
ATCanatomicalclass(ATClevel1),pharmacologicalclass(ATClevel3),pharmacologicalsub-class(ATClevel4),
andpreferredterm foreachtreatmentsequenceandoverallbasedontheITT.

Alistingofpriorandconcomitantmedicationswillbeprovided.Alistingofnon-pharmacologicaltherapies
willalsobeprovided.

9.4 PharmacokineticAnalysisandBioequivalenceAnalysis

PKanalysiswillbeperformedonthePKpopulation.

9.4.1 DrugConcentrationMeasurementsandAnalysis

Plasmaconcentrationforanalyteoxycodonewillbesummariseddescriptivelybynominaltime-pointand

treatmentascontinuousdata(i.e.n,mean,standarddeviation,standarderror,median,minimum,andmaximum)
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forsubjectsinthePKpopulation.Concentrationsthatarebelowthelowerlimitofquantitationwillbeassigneda

valueof0forthepurposesofcomputingdescriptivestatistics.

ThefollowingPKsamplingwindowwillbeusedtoidentifyanysignificantsamplingdeviation,andsignificant

deviationswillbediscussedattheDRM.

Table1. PKSamplingdeviationtimewindow

PlannedPKsamplingtime Samplingdeviationwithoutsignificance

0h(predose) Within30minbeforeadministration

>0hand≤1h ±1min

>1 hand≤4 h ±2min

>4 hand≤8 h ±5min

>8 hand≤24 h ±10min

>24h ±20min

Additionally,plasmaconcentrationsforanalyteoxycodonewillbepresentedgraphicallyinthefollowingway

usingbothalinearandloglinearscales.

 Themeanplasmaconcentrationdataofeachtreatmentwillbeplottedovertime

 Foreachtreatment,themeanandindividualplasmaconcentrationdataforeachsubjectwillbe

plottedovertime

 Foreachsubject,theindividualplasmaconcentrationdataforeachtreatmentwillbeplottedover

time

AllplasmaconcentrationswillbelistedforSafetypopulation.

9.4.2 PharmacokineticAnalysis

PKparametersforoxycodonewillbederivedusingnon-compartmentalmethodswithWinNonlinsoftware

(PharsightCorporation,v6.3orabove).ThefollowingPKparameterswillbecalculatedforeachsubject.

 Cmax：Maximum concentration(ng/mL)obtaineddirectlyfrom theobservedconcentrationversus

timedataforallanalytes.

 AUCt：Areaundertheconcentration-timecurvefrom time0(immediatelypredoseonDay1)tolast

quantifiableconcentration(h*ng/mL),calculatedbylinearup/logdowntrapezoidalsummation.

 AUCINF：AUCfrom time0(immediatelypredoseonDay1)toinfinity(h*ng/mL),calculatedby

linearup/logdowntrapezoidalsummation.

 LambdaZ：Apparentterminalrateconstant(1/h)estimatedbylog-linearleast-squaresregression

oftheterminalpartoftheconcentration-timecurveforallanalytes(atleast3timepointstothe

lastquantifiableconcentrationatthisstudy).



Protocol：ONF16-CN-102 StatisticalAnalysis
Plan

Version：V1.0
2018-03-16

14/14

 t1/2Z：Apparentterminalhalf-life(h),determinedasLn2/LambdaZ.

 tmax：Timetomaximum concentration(h)obtaineddirectlyfrom theobservedconcentration

versustimedatausingactualdrawtimes.

 R2: Coefficientofdeterminationfrom thelinearregressionusedtodetermineLambdaZ(usedto

determinethereliabilityoftheLambdaZestimate).

Pharmacokineticparameters(AUCt,AUCINF,Cmax,tmax,LambdaZ,t1/2Z,andR2)foranalyteoxycodone

willbesummariseddescriptivelybytreatmentforsubjectsinthePKpopulationusingthefollowingdescriptive

statistics:n,mean,standarddeviation,standarderror,median,minimum,andmaximum.ForAUCt,AUCINF,and

Cmax,thegeometricmean,thestandarddeviationofgeometricmean,andthegeometriccoefficientofvariation

(CV)willalsobepresented.Non-quantifiablePKparametervaluesbelowthelimitofquantification(BLQ)willbe

settoequalzerofortheanalysisandwillbesettomissingforlog-transformeddata.

9.4.3 BioequivalenceAnalysis

OnlysubjectswhoprovidevalidPKdataforboththetestandreferencetreatmentwillbeincludedintheBE

analysis.Subjectwhohavemajorprotocoldeviationsmustbeexcludedfrom theBEanalysis,whenagreedon

theDRM.

PrimaryAnalysis

LogtransformeddataforoxycodoneAUCt,andCmaxwillbeanalysedusingananalysisofvariance(ANOVA)

model,withfixedtermsfortreatment,period,treatmentsequenceandsubjectwithinsequence.Treatment

populationgeometricmeanswillbeestimatedfrom theexponentialofthetreatmentLeastSquare(LS)means.

Ratiosoftreatmentpopulationgeometricmeanswillbeestimatedbyexponentiatingthedifference

(test-reference)betweentreatmentLSmeans,and90%confidenceintervals(CI)fortheratioswillbecalculated.

Foreachcomparisonofinterest,theexponentiatedLSMeanandratiowillbepresentedalongwithits90%CIfor

theAUCt,andCmaxparameters.Also,intra-subjectvariablitywillbepresentedforeachparameterperChina

FoodandDrugAdministration(CFDA)requirement.BEoftestandreferencewillbeconfirmedforaPKparameter

ofanalyteoxycodoneifthe90%CIfortheratio(test/reference)fallscompletelywithintheBEacceptancerange

of80.00%to125.00%.BEoftestandreferencewillbeconfirmedinallifitcanbeconfirmedwithAUCtandCmax.

ThesampleSAScodeasbelow

procmixeddata=xxx;

classsequencesubjectperiodtreat;

modelY=sequenceperiodtreatsubject(sequence);

estimate‘Study-Ref’ treat1-1/clalpha=0.1;

lsmeanstreat;

run;

WhereYdenotestheresponsemeasure(e.g.,log(AUCt),log(Cmax))beinganalyzed.

Inadditional,withtheMeanSquaredError(MSE)estimatedfrom ANOVAmodel,Schuirmann’sTwo

One-SidedTest(TOST)willbeperformedforCmaxandAUCtatthealphaof0.05level(DonaldJ.Schuirmann,

1987).TheTOSTProcedure,asitsnameimplies,consistsofdecomposingtheintervalhypothesesHoandH1

intotwosetsofone-sidedhypotheses.
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Thetwosetsofone-sidedhypothesescanbetestedwithordinaryone-sidedttests,where T- Risthe
̅
X
̅
X

differencebetweenCmax(orAUCt) ofproductsTandRinthelogscale,thelimitsθ1andθ2(θ1<θ2)arethe

pre-definedequivalenceinterval(ln(0.8)andln(1.25)),sisthesquarerootoftheerrormeansquare(√MSE)from

thecrossoverdesignanalysisofvariance,t1-α(ν)isthepointthatisolatesprobabilityαintheuppertailofthe

Student'stdistributionwithνdegreesoffreedom,whereνisthenumberofdegreesoffreedom associated

withtheerrormeansquare.

ExampleSAScodecanbefoundinAppendix2.

SecondaryAnalysis:

TheprimaryanalysiswillberepeatedforthePKparameterAUCINFofanalyteoxycodone.

Fortmax,withorginialvalue,nonparametricmethod(Hodges-Lehmann'smediananalysis)(LinglingHan,

2015)willbeusedtodeterminethedifferencebetweentwotreatments(study-reference)andits90%asymptotic

CI.

BEAnalysisConsiderations:

ThestatisticalsummariesandanalyseswillexcludePKparametersfrom therelevantsubjectperiodfor

whichanyofthefollowingcriteriaapply:vomitingwithin12hoursafterdosing,incorrectdosing,incomplete

plasmaprofilewhichcannotadequatelydetailtheparameter,pre-doseconcentration>5%ofCmax.

Pre-doseconcentration>5%ofCmaxandAUC%Extrapolation>20%willbesummarisedforPKpopulation.

Inaddition,thePKparametersAUCINF,t1/2ZandLambdaZwillbeexaminedtoseeiftheyareevaluable

basedonthefollowingcriteria:

 AnyR2<0.85willbeflaggedoutinthecorrespondinglisting.IfR2associatedwiththeLambdaZ

estimateforanysubjectis<0.85thenthesubject’sLambdaZ,andcorrespondingt1/2Zand

AUCINFparametervaluesforthatsubject’speriodwillbeexcludedfortheprimaryBEanalysis.

 Ifasinglenon-quantifiable(NQ)valueoccursbetweenmeasurableconcentrationsinaprofile,the

NQwillbeomitted(settomissing)inthederivationofpharmacokineticparameters,statistical
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analysis,andtheindividualsubjectplots.

Theseexclusionsfrom thestatisticalsummariesandanalyseswillbeidentifiedinthelistingsofthePKdata.

ThevalidityofPKdatawillbediscussedfurtherandevaluatedduringthedatareviewmeetingattheendof

thestudy.InaccordancewithBEguidelines,onlysubjectsthatprovidevalidPKdataforboththetestand

referencetreatmentswillbeincludedinthestatisticalanalysis.

9.5 SafetyAnalysis

ThesummaryofsafetydatawillbebasedonSafetypopulation.Safetydatathatwillbesummarised

includesexposure,adverseevents,clinicallaboratoryassessments,vitalsignsandECGs.Allsafetyanalyseswill

bebasedonthesafetypopulationandwillbesummarisedbytreatmentunlessotherwisestated.Subjectswillbe

assignedtothetreatmentaccordingtotheactualtreatmenttheyhavereceived(“astreated”).

9.5.1 TreatmentComplianceandExposure

IMPwillbesummarisedastreatmentexposure.Treatmentexposurewillbedefinedandcalculatedasthe

doseofIMPtakenbysubjects.Treatmentexposurewillbesummarisedbytreatment.Regardingnaltrexone

dosing,exposurewillbesummarisedbytreatmentforeachnominaltimepoint.Summarystatisticsofdosing

exposureincludesn,mean,minimum andmaximum.

Treatmentcomplianceisdefinedasthesubjectswhoreceived40mgstudy/referencedrugatthescheduled

visitperprotocol.Treatmentcompliancewillbesummarizedbythenumberandproportionofsubjectswho

receivedtreatmentsincompliancewiththestudyprotocolineachtreatmentofthesafetypopulation,the

differencebetweenthetreatmentswillbetestedusingMcNemarmethod.P-valuewillbeprovidedfordescriptive

purpose.SinceitisacrossoverstudyandonlysubjectsthatprovidevalidPKdataforboththetestandreference

treatmentswillbeincludedinBEanalysis,anyimbalancebetweentreatmentexposureswillnotaffecttheresults

inBEconclusion.

9.5.2 AdverseEvents

AdverseeventswillbecodedusingtheMedicalDictionaryforRegulatoryActivities(MedDRA)codingsystem

(version19.1)togiveaSystem OrganClass(SOC)andPreferredTerm (PT)foreachadverseevent(AE).

AtreatmentemergentAE(TEAE)willbedefinedasfollows:

ATEAEisdefinedasanyAEwithanonsetdatetimeonorafterthefirstdoseofIMPiftheAEwasabsent

beforethefirstdoseofIMP,orworsenedafterthefirstdoseofIMP.

ATEAEwillbeassignedtotreatmentperiod1IMPifithadanonsetdatetimeonorafterthefirstdoseof

IMPintreatmentperiod1,uptothetreatmentperiod2IMPgiven.ATEAEwillbeassignedtotreatmentperiod2

IMPifithadanonsetdatetimeonorafterthefirstdoseofIMPintreatmentperiod2,uptoandincludingtheday

ofthefollow-upvisit.IfanAEhadanonsetdatetimeonorafterthefirstdoseofIMPintreatmentperiod1,andit

wasongoingatthestartofperiod2anditdidnotworseninseverity,itwillbeassignedtotreatmentperiod1.

TEAEs/SAEscollectedfrom dosingofIMPtillthelastvisitwillbewillbesummarised.AllAEs(includingAEs

withanonsetdatabeforeIMPdosing)willbelistedforsubjectsinthesafetypopulation.

AnoverallsummaryofTEAEswillbeprovidedbytreatment.Thenumberandpercentageofsubjects

reportingTEAEswillbesummarisedbythePTnestedwithintheSOC.Inaddition,thenumberofreportedAEswill

besummarised.

OverallSummaryofAdverseEvents

AnoverallsummaryofAEswillbepresentedshowingthenumberandpercentageofsubjectsreportingat
leastoneofthefollowing:
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• AnyAE

• AnyTEAE

• AnyrelatedTEAE

• AnysevereTEAE

• AnyrelatedsevereTEAE

• AnyseriousTEAE

• AnyrelatedseriousTEAE

• AnysignificantAE,whichisdefinedasAEsleadingtodeath,leadingtowithdrawalfrom study,
requiringtreatmentgiven,leadingtodosereduction,leadingtodoseinterruptionand
leadingtodosediscontinuation

• AnyTEAEleadingtodeath

• AnydeathbecauseofarelatedseriousTEAE

• AnyTEAEleadingtodiscontinuationfrom study

• AnyTEAErequiringadditionaltherapy

• AnyTEAEleadingtodosereduction

• AnyTEAEleadingtodoseinterruption

• AnyTEAEleadingtodosediscontinuation

Additionally,thenumberofreportedAEs,reportedTEAEs,relatedTEAEs,severeTEAEs,relatedsevere
TEAEs,seriousTEAEs,relatedseriousTEAEsandsignificantAEswillalsobepresented.Thedifferencebetween
thetreatmentswillbetestedusingMcNemartest.

AnalysesofTreatmentEmergentAdverseEvents

ThenumberandpercentageofsubjectsreportingTEAEswillbesummarizedbyPreferredTerm (PT)nested
withinSystem OrganClass(SOC).IfaSystem OrganClass(SOC)/PreferredTerm (PT)isreportedmorethan
onceforasubject,thesubjectwillonlybecountedonceforthisSystem OrganClass(SOC)/PreferredTerm (PT).

AllAEsummarytableswillbesortedbySystem OrganClass(SOC)andPreferredTerm (PT)withinSystem
OrganClass(SOC).Inaddition,thenumberofreportedTEAEswillbesummarizedinthesamemanner.

Moreover,thenumberandpercentageofsubjectsreportingthemostfrequentTEAEs(PreferredTerm ≥10%
inanytreatment)foreachtreatmentperiodwillbesummarisedbySystem OrganClass(SOC)andPreferred
Term (PT).

TEAEbySeverity

ThenumberandpercentageofsubjectswithTEAEswillbesummarisedbyworstseverity(mild,moderate,
andsevere)byPreferredTerm (PT)nestedwithinSystem OrganClass(SOC).Worstseveritywillbecountedifan
AEisreportedmorethanoncebythesamesubjectforthisSystem OrganClass(SOC)/PreferredTerm (PT).

TEAEbyRelationship

ThenumberandpercentageofsubjectswithTEAEswillbesummarisedbyrelationshiptoIMP(relatedand
notrelated)byPreferredTerm (PT)nestedwithinSystem OrganClass(SOC).ThehighestrelationshiptoIMPwill
becountedifanAEisreportedmorethanoncebythesamesubjectforthisSystem OrganClass(SOC)/
PreferredTerm (PT).

Deaths,SeriousAdverseEventsandSignificantAdverseEvents

Thenumberandpercentageofsubjects

 withTEAEsleadingtodeath,
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 withanySeriousTEAEs,

 withanysevereTEAEs,

 withanyTEAEleadingtodiscontinuationfrom thestudy

 withanysignificantAEs

willbesummarisedbyPreferredTerm (PT)nestedwithinSystem OrganClass(SOC).

AEListings

TheAEdictionarywillbelisted,presentingtheMedDRAsystem organclass,MedDRApreferredterm and
investigatorterms.

AllAEsforenrolledpopulation,AEsleadingtodeath,SAEs,severeAEs,significantAEsandAEsleadingto
discontinuationfrom studywillbelisted.Alldeathinformationwillbelistedtoo.

9.5.3 LaboratoryData

Clinicallaboratorydatatobesummarisedincludeshaematology,bloodchemistry,andurinalysis.

Haematology: redbloodcells(RBC),haemoglobin,haematocrit,platelets,andwhitebloodcells
(WBC)withdifferential(neutrophils,lymphocytes,monocytes,eosinophils,
basophils)

BloodChemistry:

Electrolytes sodium,potassium,chloride,bicarbonate(HCO3
-)

Liverfunction alkalinephosphatase,aspartateaminotransferase(AST),alanine
aminotransferase(ALT),gamma-glutamyl-transferase(GGT),totalbilirubin,
directbilirubin

Renalfunction bloodureanitrogen,creatinine

Other glucose,calcium,albumin,cholesterol,triglycerides,phosphorus (inorganic
phosphate),lactatedehydrogenase(LDH),totalprotein,globulin,uricacid

Urinalysis: pH,protein,glucose,ketone,occultblood,redbloodcells,whitebloodcells,
epithelialcells,bacteria,casts,crystals,specificgravity

ClinicallaboratoryresultsrecordedatBaselineandV3-Period2Day4andchangefrom baselineto

V3-Period2Day4willbesummarisedascontinuousdataforeachparameterbytreatmentsequence.

Quantitativelaboratorymeasurementsreportedas“<X”,i.e.belowthelowerlimitofquantification(BLQ),or

“>X”,i.e.abovetheupperlimitofquantification(ULQ),willbeconvertedtoXforthepurposeofquantitative

summaries,butwillbepresentedasrecorded,i.e.as“<X” or“>X” inthelistings.

ClinicallaboratoryvaluesforeachparameterwillbeassignedanLNHclassificationaccordingtowhether

thevalueislower(L),within(N)orhigher(H)thanthereferencerangeforthatparameter.Thevalueswillbe

summarisedusingshifttablestoevaluatecategoricalchangesfrom baselinetoendofstudyvaluewithrespect

toreferencerangevalues(low,normal,high)foreachparameterbytreatmentsequence.Theendofstudyvalue

isdefinedasthelatestvalueassessedforthesubjectinthestudy.

ClinicallaboratoryvaluesafterfirstdoseofIMPwillbeevaluatedforabnormalvalues.Table2presentsthe

criteria(i.e.upperlimit,lowerlimitcriteriaforeachlaboratoryparameter)thatwillbeusedtoidentifysubjects

withabnormallaboratoryvalues.

Table2. LaboratoryRangesUsedtoIdentifyAbnormalLaboratoryValues

LaboratoryParameter LowerLimit UpperLimit
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Haematology

Haemoglobin Male13g/dL(130g/L) Male>17.5g/dL(175g/L)

Female11.5g/dL(115g/L) Female>15g/dL(150g/L)

Platelets 100109/L >300109/L

Leukocytes 3.5109/L >9.5109/L

Lymphocytes 1.1109/L >3.2109/L

Neutrophils 1.8109/L >6.3109/L

ClinicalChemistry

Electrolytes

Sodium (Na+) 137mmol/L 147mmol/L

Potassium (K+) 3.5mmol/L 5.3mmol/L

Bicarbonate(HCO3-) 18mmol/L >28mmol/L

LiverFunctionTests

Alkalinephosphatase Male(20-79yearsold)51U/L Male(20-79yearsold)160U/L

Female(20-49yearsold)<35U/L Female(20-49yearsold)100U/L

Female(50-79yearsold)<50U/L Female(50-79yearsold)135U/L

AST —–– Male40U/L

—–– Female35U/L

ALT —–– Male50U/L

—–– Female40U/L

GGT(gammaglutamyltrans
peptidase,GGTP)

—–– Male60U/L

—–– Female45U/L

Totalbilirubin 5µmol/L 28µmol/L

RenalFunctionTests

Creatinine Male53µmol/L Male140µmol/L

Female37µmol/L Female110µmol/L

OtherChemistry

Calcium 2.1mmol/L 2.7mmol/L

Phosphorous(inorganicphosphate) 0.81mmol/L 1.45mmol/L

Glucose 3.9mmol/L 5.9mmol/L

Uricacid Male240µmol/L Male490µmol/L

Female160µmol/L Female380µmol/L

Cholesterol 2.8mmol/L 5.7mmol/L

Triglycerides 0.29mmol/L 1.83mmol/L

Albumin 40g/L 50g/L

Scatterplotswillbeproducedforeachlaboratoryparametercomparingbaselineandendofstudyvalues.In
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addition,clinicallylaboratoryvaluesforeachparameterwillbeplottedovertimeusingaboxandwhiskerplot.

Allclinicallaboratorydatawillalsobepresentedinthedatalistings,abnormalclinicallaboratoryvaluesand

markedlyabnormalvalueswillbeflaggedinthelisting.

9.5.4 VitalSigns

Vitalsignparameterstobesummarisedincludesystolicbloodpressure,diastolicbloodpressure,respiration

rate,axillarytemperature,andpulserateandwillbeassessedatthescheduledtime-pointsatV1,V2-Period1,

andV3-Period2.

Vitalsignvariablesateachvisit,anditschangefrom baselinetoeachtestwillbesummarisedascontinuous

datausingdescriptivesummarystatisticsforeachparameterbytreatmentsequence.

VitalsignvaluesforeachparameterwillbeassignedanLNHclassificationaccordingtowhetherthevalueis

lowerthan(L),within(N)orhigherthan(H)thereferencerangeforthatparameter.Thevalueswillbe

summarisedusingshifttablestoevaluatecategoricalchangesfrom baselinetoendofstudyvaluewithrespect

toreferencerangevalues(lowthan,within,higherthan)foreachparameterbytreatmentsequence.Theendof

studyvalueisdefinedasthelatestvalueassessedforthesubjectinthestudy.

Table3. NormalRangesforVitalSigns

Parameter Range

Systolicbloodpressure 90-140mmHg

Diastolicbloodpressure 60-90mmHg

Pulserate 60-100bpm

Respirationrate 12-20breathsperminute

Temperature(whereapplicable) 36–37.5°C

VitalsignvaluesafterfirstdoseofIMPwillbeevaluatedforclinicallynotableabnormalities.Thenumberand

percentageofsubjectsreportingclinicallynotablevitalsignabnormalitieswillbesummarisedforeach

parameterbytime-pointandtreatmentsequence.Eachsubjectcanbecountedonceintheparameterhighand

theparameterlowcategoriespertime-point,asapplicable.

Table4. CriteriaUsedtoIdentifyClinicallyNotableVitalSignAbnormalities

VitalSignParameter Criteria Value ChangeFrom Baselinea
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Systolicbloodpressure High ≥155mmHg Increaseof≥20mmHg

Low <80mmHg Decreaseof≥20mmHg

Diastolicbloodpressure High ≥95mmHg Increaseof≥15mmHg

Low ≤50mmHg Decreaseof≥15mmHg

Pulserate High ≥120bpm Increaseof≥15bpm

Low <50bpm Decreaseof≥15bpm

Respirationrate High >24breaths/minute -

Low <8breaths/minute -

Axillarytemperature High >38°C -

Low <36°C

*Bothvalueandchangefrom baselinecriteriamustbemettoqualifyasaclinicallynotablevitalsign
abnormality.

Scatterplotswillbeproducedforeachvitalsignparametercomparingbaselineandendofstudyvalues.In

addition,vitalsignvaluesforeachparameterwillbeplottedovertimeusingaboxandwhiskerplot.

Allvitalsigndatawillalsobepresentedinthedatalistings.Abnormalvitalsignsvaluesandclinically

relevantvitalsignabnormalitieswillbeflaggedinthelisting.

9.5.5 ECG

ECGwillberecordedatBaselineandV3-Period2Day4.

ECGwillbejudgedbytheinvestigatorasclinicallysignificant(yes/no).Thenumberandpercentageof

subjectswithworstpost-baselinefindingswillbesummarisedbytreatmentsequence.Theworstpost-baseline

findingrefertotheworstevaluationresultobservedpost-baselineincludingunscheduledvisits,withaseverity

orderofabnormal,clinicalsignificant>abnormal,notclinicalsignificant>normal.Thiswillincludeasummaryof

frequencycountsforthenumberofsubjectswhohadsignificantchangesfrom baseline,withrespecttothose

whohadnosignificantfindingsatbaselinetosignificantfindingspost-baseline.
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ThedescriptionoftheclinicallysignificantECGfindingswillbelisted.

9.5.6 PhysicalExaminations

Allphyicalexaminationresultswillbelisted.

9.5.7 OtherObservationsRelatedtoSafety

Thefollowingobservationswillbeprovidedforlistingonly;

 Allergyhistory

 β-HCGtest

 UrineDrugtest

 Alcoholtest

10. Validation

ToensurethateachTFLdeliveryissubmittedtothehighestlevelofquality.Ourqualitycontrolprocedures

willbedocumentedseparatelyinthestudyspecificqualitycontrolplan.

11. Reference

DonaldJ.Schuirmann,AComparisonoftheTwoOne-SidedTestsProcedureandthePowerApproachfor

AssessingtheEquivalenceofAverageBioavailability,JournalofPharmacokineticsandBiopharmaceutics,Vol.
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LinglingHan,CalculatingthepointestimateandconfidenceintervalofHodges-Lehmann'smedianusingSAS®

software.ST-154
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Appendix1 ListofAbbreviations

AE AdverseEvent

ALT AlanineAminotransferase

ANOVA AnalysisofVariance

AST Aspartateaminotransferase

ATC AnatomicalTherapeuticalChemical

AUC Areaundertheconcentration-timecurve

AUCINF Areaundertheconcentration-timecurvefrom time0toinfinity

AUCt Areaundertheconcentration-timecurvefrom time0tolastquantifiable
concentration

BE Bioequivalence

BLQ BelowtheLimitofQuantification

BMI BodyMassIndex

bpm Beatsperminute

ß-HCG Beta-Humanchorionicgonadotropin

CFDA ChinaFoodandDrugAdministration

CI ConfidenceInterval

cm Centimeter

Cmax Maximum concentration

CV CoefficientofVariation

°C Celsius

DRM DataReviewMeeting

eCRF ElectronicCaseReportForm

ENR EnrolledPopulation

ECG Electrocardiogram

g Gram

GGT gamma-glutamyl-transferase

H Laboratoryvalueabovethereferencerange

HCO3 Biocarbonate

ICF InformedConsentForm

IMP InvestigationalMedicinalProduct

ITT Intent-To-Treat

kg Kilogram

L Laboratoryvaluebelowthereferencerange

LamdaZ Terminalphaserateconstant

LDH lactatedehydrogenase

LLN LowerLimitofNormal

LNH Low,Normal,High
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LS LeastSquares

MedDRA™ MedicalDictionaryforRegulatoryActivities

mg Miligram

ml Millilitre

mmol Millimole

MSE MeanSquareError

N Laboratoryvaluewithinthereferencerange

NA NotApplicable

ng Nanogram

NQ NonQuantifiable

OTR OxycontinTamperResistant

PK Pharmacokinetic

PT PreferredTerm

RAS Random AllocationSchedule

RBC RedBloodCell

SAE SeriousAdverseEvent

SAP StatisticalAnalysisPlan

SAS StatisticalAnalysisSoftware

SD StandardDeviation

SOC System OrganClass

tmax Timetomaximum concentration

TEAE TreatmentEmergentAdverseEvent

TFL Tables,Figures,andListings

TOST TwoOne-SidedTest

t1/2Z Terminalhalf-life

ULN UpperLimitofNormal

ULQ UppertheLimitofQuantification

WBC WhiteBloodCell

WHO-DD WorldHealthOrganisationDrugDictionary



Protocol：ONF16-CN-102 StatisticalAnalysis
Plan

Version：V1.0
2018-03-16

25/25

Appendix2TOSTExampleSAScode


