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SectionLINTRODUCTION

ThelCHQualitylmplementationWOrkingGroup(Q-IWG)haspreparedPomtsto
Consider，covermgtopicsrelevanttotheimplementationoflCHQ8q(2),Ｑ９ａｎｄ
Ｑ10,whichsupplementtheexisting worRShoptmimn巴Ouestions＆Answers and

materialsalreadyproducedbythisgroupTheyshouldbeconsideredaUtogetherJ

The`PomtstoConsider'arebasedonquestionsraisedduringthelCHQ-IWG
trainingworkshopsessionsinthethreereglons､ThePointstoConsiderarenot
intendedtobenewguideUnes・Theyareintendedtoprovideclaritytoboth
industryandregulatorsandtofhcilitatethepreparation，assessmentａｎd
inspectionrelatedtoappucationsmedfbrmarketingauthorizations・

Thedevelopmentapproachshouldbeadaptedbasedonthecomplexityand

specificityofproductandprocess;therefbre，appncantsareencouragedtocontact
regulatoryauthoritiesregardingqueStionsrelatedtospecincinfbrmationtobe
includedintheirappucation・

UsingtheQuaUtybyDesign(QbD)approachdoesnotchangeregionalregulatory
requlrementsbutcanprovideopportunitiesfbrmorenexibleapproacheStomeet
them・ＩｎａＵｃａｓｅｓ,GIV⑪compUanceisexpected．

Section2・CRITIcALITYoFQuALITYATTRIBuTEsANDPRocEssPARAnmTERs

ScientincrationaleandQua1ityRiskManagement(QRM)processesareusedto
reachaconclusiononwhatareCriticalQualityAttributes（CQAs)andCritical
ProcessParameters(CPPs)fbragivenproductandprocess

TheQualityTargetProductProfne(QTPP）describesthedesigncriteziafbrthe
product,andshouldtherefbrefbrmthebasisfbrdevelopmentoftheCQAs,CPPs，
andControlStrategy・

TheinfbrmationdevelopedtodetermmeCQAsandCPPswmhelpto：

・Developcontrolstrategy

・Ensurequalityoftheproductthroughouttheproductlifbcycle

・Increaseproductandprocessknowledge

oIncreasetransparencyandunderstandingfbrregulatorsandindustry

oEvaluatechanges

2.1．ConsiderationsfbrEstablishingCQAsandCPPs

TheintroductionoflCHQ9statesthat：‘(..ｔｈｅｐｱotectio几｡／ｔｈｅＰａｔｉｅ"ｔｈｙ
、α"qgmgZheris虎to9uCZjb'shouJd6eco7Lside7edO/P7imejmporZα"Ce'{TheQTPP
providesanunderstandmgofwhatwmensurethequality,ｓａｈｅｔｙａｎｄｅ笛cacyofa
specihcproductfDrthepatientandisastartingpointfbrident町mgtheCQAs．
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Aspartofriskassessment,riskanalysis,ａｓｄｅＨｎｅｄｂｙｌＣＨＱ９ｉｓ:`thequ0JitatZue
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αﾙo/bIcto7sjFLtheestimatjoJLO/7ｉｓﾙ.,

Relationshipbetweenriskandcriticality：

・Riskincludesseverityofharm，probabilityofoccurrence，and
detectabi1ity,andtherefbrethelevelofriskcanchangeasaresultofrisk
management．

・QualityAttributecriticalityisprimarilybaseduponseverityofharm

anddoesnotchangeasaresultofriskmanagement．

・ProcesSParametercriticalityislinkedtotheparameter，seffbcton
anycriticalqualityattribute・Itisbasedontheprobabilityofoccurrence
anddetectabilityandtherefbrecanchangeasaresultofrisk

management、

ConsiderationsfbridentifyinganddocumentingCQAscanincludethe：

・Severityofharm（Safetyande伍cacy）befbretakingintoaccountrisk
controlandtherationalefbrdistinguishingCQAsfromotherquality
attributesL

・LinktothepatientasdescribedintheQTPP．

・BasisonwhichtheCQAshavebeendeveloped（e9.,priorknowledge，

scientihcfrstprinciples,andexperimentation)．

・Inter-dependenciesofthedifferentCQAsJ

ConsiderationsfbridentifyinganddocumentingCPPscanincludethe：

・Riskassessmentandexperimentationtoestabnshthennkagebetween
potentialCPPsandCQAs．

・ＢａsisonwhichtheCPPshavebeenident造eｄ（e9.,priorknowledge，

scientinchrstprinciples,ＱＲＭ,DesignofExperimentのoE),andother
appropriateeXperimentation)．

oInter-dependenciesofthediEfbrentCPPs．

・SelectedControlStrategyandthereSidualrisk

CQAsandCPPscanevolvethroughouttheproductlifecycle,fbrexample：

・ChangeofmanufbLctUringprocess(e､9.,changeofsyntheticroute)．

・Subsequentknowledgegainedthroughoutthelifbcycle(e9.,rawmaterial
variabi1ity，pharmacovigilance，clinicaltrialexpenence，andproduct
complaints)．

2.2．RelationshipofCriticalitytoControlStrategy

Theidenti且cationandlinkageoftheCQAsandCPPsshouldbeconsideredwhen
designingthecontrolstrategyかAweU-deVe1opedcontrolstrategywUlredUcerisk
butdoesnotchangethecriticalityofattributes，

ThecontrolstrategyplaysakeyrolemensuringthattheCQAsaremet,andhence
thattheQTPPisreaused．

２
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SectionaCoNTRoLSTRATEGY

3.1．Life-cycleofthecontrolstrategy．

Thelifb-cycleofthecontrolstrategyissupportedbyPharmaceuticalDevelopment，

QuamtyRiskManagement(QRJIDandthePharmaceuticalQuantySystemGQS）
asdescribedinthelCHguidelineslＣＨＱ８,Ｑ9,Q10

ThefbUowingpointscanbeconsidered：

＞Developmentofcontrolstrategy：

・ThecontrolstrategyisgeneraUydevelopedandinitiaUyimplementedbr
productionofclinicaltrialmaterials・Ｉｔｃａｎｂｅｒｅｎｎｅｄｆｂｒｕｓｅｉｎ

ｃｏｍｍｅｒｃｉａlmanufactureasnewknowledgeisgaｍｅ｡、Changescould

‘includeacceptancecriteria，analyticalmethodology，orthepointsof
control(e9.,introductionofreal-timereleasetesting)．

・Additionalemphasisonprocesscontrolsshouldbeconsideredincases

whereproductscannotbeweU-characterizedand/OrquaUtyattributes
mightnotbereadilymeasurableduetolimitationsofteStingor
detectabUity(e,9.,microbialload/Sterility)．

＞Continualimprovementofthecontrolstrategy：

・Considerationshouldbegiventoimprovingthecontrolstrategyoverthe
lifb-cycle(e9.,inresponsetoassessmentofdatatrendsovertimeand
otherknowledgegained)．

oContinuousprocessveriHcationisoneapproachthatenablesacompany
tomonitortheprocessandmakeadjustmentstotheprocessand/orthe
controlstrategy,ａｓappropriate．

・Whenmultivariatepredictionmodelsareused，systemsthatmaintain

andupdatetheInodelshelptoassurethecontinuedsuitabUityofthe

modelwithinthecontrolstrategy．

＞Changemanagementofthecontrolstrategy：

bAttentionshouldbegiventooutsourcedactivitieStoensureanchanges
arecommunicatedandmanaged・

oTheregulatoryactionappropriatefbrdiffbrenttypesofchangesshould
behandledmaccordancewiththeregionalregulatoryrequlrements．

＞Diffbrentcontrolstrategiesfbrtｈｅｓａｍｅｐｒｏｄｕｃｔ８

・DiEfbrentcontrolstrategiescouldbeapPUedatdiffbrentsitesorwhen
usingdiffbrenttechno1ogiesfbrthesameproductatthesamesite、

oDiffbrencesnlightbeduetoequipment，fblcilities，Systems，business
requlrements（e9.,conhdentiantyissues，vendorcapabilitiesat
outsourcedmanufacturers）orasaresultofregulatory
assessment/inspectionoutcomes．

・Theapplicantshouldconsidertheimpactofthecontrolstrategy
implementedontheresidualriskandthebatchreleaseprocess．

＞Ｋｎｏｗｌｅｄｇｅmanagement：

・Knowledgemanagementisanimportantfactorinassuringtheongomg
eHbctivenessofthecontrolstrategy、

oForcontractmanufacturing，ｋｎｏｗledgetransfbrmbothdirections
、betweenthepartiesshouldbeconSidered，particularlyfbrmodel

３
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maintenanceand/Orupdates，appncationofdesignspace，andcontrol
strategiesincorporatingreal-timereleasetesting

SuitabilityofControlStrategyatdiffbrentscales

＞Managementofriskonscale-up：

・RiskasSociatedwithscale-upshouldbeconsideredinControlStrategy
developmenttomaximizetheprobabnityofeffbctivenessatscaleTｈｅ

，designandneedfbrscale-upstudiescandependonthedevelopment

approachusedandknowledgeavaUable．

・Ariskbasedapproachcanbeappnedtotheassessmentofsuitabilityofa
ControlStrategyacrossdiEfbrentscales・QRMtoolscanbeusedtoguide
theseactivities・Thisassessmentmightincluderiskｓ企omprocessmg
equipment,fncilityenv1ronmentalcontrols,personnelcapabUity,
eXperlenceswithtechnologies，andhistoricalexperience（Prior
knowledge).SeethelCHQ-IWGcasestudyfbrexamples．

＞Scale-upconsiderationsfbrelementsofControlStrategy：

・Colmp/eｺ､iけ｡/p7oductα"dpmcess

．Ｄi族rencesj〃、α"u/tJcturmge9uwDme几t,/bIciJijiesQ刀｡/orsites

・RaumDaterjQlsf

‐Diffbrencesinrawmaterialqualitｙｄｕｅｔｏｓｏｕｒｃｅｏｒｂａｔｃｈｔｏｂａｔｃｈ
ｖａｒｉability

‐ImpactofsuchdiHbrencesonprocesscontrolsandqualityattributes

oProcesspQmmete7翫

一Connrmationoroptimization

‐ConHrmationofthedesignSpace(s),ifused

oI”PrOCeSSCO7LZrOJSJ

‐Pointofcontrol

‐Optimizationofcontrolmethods

-Optimizationand/Orupdatingofmodels,ifused

cProduLcJSpec城catio几：

．VerificationofthemnktoQTPP

‐ConErmationofspeciHcationsi.e､,methodsandacceptancecriteria

‐ConnrmationofRTRT,ifused

SpecifHcationsandCertificateofAnalysis（COA）fbrReal-Time

３．２．

3.3．SpeciHcationsandCertincateofAnalysis（COA）fbrlLeal-rimG

ReleaseTesting(RTRT）・

ThepurposeofspecincationsandCoAsremainsthesamemthecaseofRTRT,but
thewaytodevelopthemisdiffbrent.Ｒ/IRtestsareconsideredtobespeci丘cation
testingmethodsandfbUowtheestabnshedregionalregulatoryrequirementsfbr
releasespeciHcations(asmterpretedme､9.,ICHQ6AandlCHQ6Bguidelines）
togetherwithotherregionalregulatoryreqmrements(e､9.,fbrmats,ＧＭＰ,batch
acceptancedecisions).・

TheuseofRTRThasbeenaddressed(ｓｅｅｌＣＨＱ８凪2)Section25.;ＩＣＨＱ－ＩＷＧ
Ｑ&AChapter2､2）ThefbUowingarepointstobeconsideredwhendevelopinga
speciHcatiｏｎａｎｄＣｏＡｆｂｒＲＴＲＴ：

４
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＞Qualityattributes：

・NotaUCQAsneedtobeincludedinthespeciHcation．

・Theattributetobemeasured(e9.,surrogatefbraCQA)candependon

thepointoftestmgand/Orcontrol(e9.,materials,processsteps,process
parameters)．

・LinkingofthemeasuredattmbutetoCQAandQTPP、

＞Methodsofcontrol：

oThetypeofcontrolused(e､9.,models,PAT,testofisolatedmaterial,end
producttest,stabilityandregulatorytest)．

ｏRefbrencetothetestingmethoduse｡,ifrelevant・

oVBlidHtionofcontrolmethod

＞Acceptancecriteria：

ＯＡcceptancecriteriaatcontrolpomt．

・Criteriafbrstabilityandregulatorytesting・

＞ＣｏＡｅｌｅｍ⑥ｎｔｓ２

OReportedresultseg.，valuescalculated辻ommodels，established
⑪nlilDTzntimTsandactualtestresults

・AccePtancecriteriarelatedtothemethodused．

・Methodrefbre巫聖＝

3.4．Processfbrah2tchrelcasedeciｓｉｎｎ
Ｌ⑥

Diffbrentdevelopmentapproachesleadtodiffbrentcontrolstrategies・Regardless
ofthecontrolstrategy，thebatchreleaseprocessshouldbefbnowed・Forabatch
releasedecision,severalelementsshouldbeconsidered,SeeintheHgurebelowan
illustｒａｔｉｏｎｏｆｔｈｅｅｌｅｍｅｎｔｓｏｆｔｈｅｂａｔｃｈｒeleaseprocessleadmgtothebatch
relezhsedecision．
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DistrihqDti⑥、Batch殖jectIon

LRegulatorycompliancedata：

ThereareregionaldiHbrencesintheregulationofbatchreleaseacrossthe
lCHregions[e9.,QualihedPerson⑰U),GoodQualityPractice(Japan)，
HeadofQuautyUnit(US)]andthemanufncturinglicensingprocedure・
ThePQSfacilitatesimplementmgandmanaglngcontrolstrategyand
BatchReleasenotablythroughelementsofaglObalapproach
（corporate/site/Contractor)．ThePQSelementsalsofbLcilitateregulatory

５
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compuance（e9.,changesthatcaUfbrvariationofthemarketmg
authorization)，includingchangesatmanufbLcturingsites（e９．，changes
regardingfncilities,utnitiesandequipment)．

２.Systemrelateddatafbrthecurrentbatchmanufactured（e､9.,
environmental,fncility,utilitiesandequipment)：

Intheenhancedapproach，thereisanincreasedfbcusonprocess
monitoring,WhichcanprovidetheopportunitytoperfbrmcontinuouS
processverihcationAnydeviationoratypicaleventthatoccursduring
manufbLcturing（e､9.,invoIvingthemanufbLcturingprocess，fncUity，
personnel,testing)isrecordedandassessed,properlyhandledunderthe
PQS(includingCAPA)andclosedoutpriortorelease、

３．Product-relateddatabasedonthemanuftlcturingprocess：

E1ementsofthecontrolstrategyaredehnedandproposedinthe
marketingauthorizationdossierandagreedtobytheregulators、
ManufncturersshoulddeHne，manageandmonitorproduct-relateddata
frombatchesmanufblcturedaccordingtothecontrolstrategy・Thesewill
beregularlyaSsessedandreviewedduringauditsandinspections、

４.Product-relateddatahmmqualitycontrol：

Resultsf｢omendproducttestingand/ＯｒＲＴＲＴｐｒｏｖｉｄｅｄａｔａｂａｓｅｄｏｎ
ｗｈｉｃｈａCoAcanbeissued,incompliancewiththespeciHcatｉｏｎａｓｐａｒｔｏｆ
ｔｈｅｒｅｌｅａｓｅｄｅｄｓｉｏL

Thebatchreleaseprocessleadingtothebatchreleasedecisioncanbe
perfbrmedbymorethanonequalityindividualdependingontheregional
regulatoryrequIrementsandcompanypolicy：

oBatchreleasebymanufacturerorcontractor fbrmternnlDurDoses．

・BatchreleasebymanufbLcturmgauthorisationholderfbrthemarket．

Section4・LEvELoFDocuIumNTATIoNINENHANcEＤ(QbD)REGuLAToRYSuBMIssIoNs

Thisdocumentisintendedtoprovidesuggestionsonthetypeofinfbrmationand
thelevelofdocumentationthatisappropriatetosupportaproposalfbrenhanced

（QbD）approachThetypeofinfbrmation，assuggestedmthisdocument，is
consideredsupportiveandismtendedtofhcilitateassessmentandinspection

withoutincreasingthereguIatoryreqmrement・Submittedinfbrmationshouldbe
organisedinaclearmannerandprovidetheregulatOrswithsuBUcient
understandingofthecompany，sdevelopmentapproach；thisinfbrmationwillbe
importanttotheevaluationoftheproposedControlStrategy6Companiesmight
consider，especianyfbrQbD-containmgsubmissions,aninternalpeerreview
processtoassurequality,clarityandadequacyoftheregulatorysubmission、

ForsubmissionscontainingQbDelements(e､g､,RTRT,designspace),itishelpfUl
fbrregulatorstohaveastatementbytheappncantdescribingtheproposed
regulatoryoutcomeandexpectations，

Itisimportanttoreamzethatnotallthestudiesperfbrmedand/Ordatagenerated
duringproductdevelopmentneedtobesubmitted・However,ｓｕ鐙cientsupporting
infbrmatioｎａｎｄｄａｔａｓｈｏｕｌｄｂｅｓｕｂｍｉｔｔｅｄｉｎｔｈｅappUcationtoaddreSsthe
fbUowing：

…・ThescientihcjustiHcationoftheproposedControlStrategy．

６
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・ThescientiHcrationalefbrthestudiesconducted．

・Aconcisedescriptionofmethodologiesusedtoconductthesestudiesand
toanalyzethegenerateddata.‘

・Thesummaryofresultsandconclusionsdrawnfromthesestudies・

ThefbUowingseCtionsincludeexamplesofbackgroundinfbrmationthatcanbe
consideredbybothcompaniesandregulatoryauthoritiestoassurescientihcrisk‐
basedregulatorydecisions、

4.1．RiskManagementMethodologies

FouowingdetermmationoftheQuaUtyTargetProductPron1e（QTPP）ofthe
productunderdevelopment，theapplicantcanuseQuantyRiskManagement
(QRM,ＩＣＨＱ９）toolstorankandselectquantyattributes（includmgmaterial

attributes）and/OrprocessparametersthatshouldbefilrtherevaluatedAnd/Or
controlledwithinappropriaterangestoensurethedesiredproductquality・The
applicantshouldconsiderprovidinginfbrmationofsufacientdetantodemonstrate
howtheconclusionswerereache｡,whichcaninclude：

・ThescientihcrationalefbrdesignationofQTPPandidentiEcationof

correspondingCQAs(CriticalQualityAttributes)．

・oMaterialattributes，proCessparametersandpriorknowledgethatwere
consideredduringriskassessment，Prefbrablyprovidedina
concise/tabulatedfbrm-

・RelevantknownriskfnctorS,ｅ､9.,degradation,solubilityjetc．

・Thescientincrationaleandbasiｓｆｂｒｔｈｅｒｉｓｋａｓｓｅｓｓｍｅｎｔａｓｐａｒｔｏｆｒisk

managementandemerimentsthatdeterminedtheHnalcritica1ityof
qualityattributesandprocessparameters．

・Identihcationofpotentialresiduaｌｒｉｓｋｔｈatmightremainafterthe

implementationoftheproposedControlStrategy（e９．，movementsto
commerciallyunverifiedareasofdesignspace）anddiscussionof

Elpproachesfbrmanagingtheresidualrisk．

･Alistofcriticalandotherqualityattributesandprocessparameters.

・ThelinkagebetweenCPPWs，CQAsandtheQTPP．

・Ｃｏｍｍｅｎｔｏｎｔｈｅｉｍｐａｃｔｏｆｔｈｅｆｂｎｏｗｉｎｇｏｎｒｉｓｋａｓｓｅｓsment：（a）
interactionofattributesandprocessparameters,(b)eEfbctofequipment
andscale

4.2．ＤｅｓｉｇｎｏｆＥｘｐｅｒｉｍｅｎｔｓ

ＴｈｅｆｚＬｃｔｏｒｓｔｏｂｅｓｔｕｄｉｅｄｍａＤｏＥｃｏｕ１ｄｃｏｍｅ丘omtheriskasseB臼、②ntexerciseor

priorknowledge・InclusionofafUUstatisticalevaluationoftheDoEsperfbrmedat
earlydevelopmentstages(e､9.,screemng)isnotexpected､Asummarytableofthe

fbLctorsandrangesstudiedandtheconclusionsreachedwillbehelpfULForDoEs
involvingsingle-ormultiple-unitoperationsthatareusedtoestablishCPPsand/br
todenneaDesignSpace①S),theinclusionofthefbUowinginfbrmationinthe

submissionwingreatlyfbLcilitateassessmentbytheregulators：

・RationalefbrselectionofDoEvariables(inCludmgranges)thatwouldbe
chosenbyriskassessment(e9.,considerationofthepotentialinteractions
withothervariables)．

・AnyevidenceofvariabUityinrawmaterials(e9.,drugsubstanceand/Or
excipients）thatwouldhaveanmpactonpredictionsmadehomDoE
stRndies＝
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oListingoftheparametersthatwouｌｄｂｅｋｅｐｔｃｏｎｓｔａｎｔｄｕｒｉｎｇｔｈｅＤｏＥｓ
ａndtheirrespectivevalues,includingcommentsontheimpactofscaleon
theseparameters．

・IypeofeXperimentaldesignusedandajusti丘cationofits
appropriateness,includmgthepowerofthedesign・

oFactorsunderstudyandtheir・rangescanbepresentedinatabular
fbrmatSubmittersshouldmdicateiftheftlctorsareeXpectedtobescale‐
dependent．

・Refbrencetothetypeofanalyticalmethods(e9.,ＨPLC,NIR)usedfDrthe
evaluationofthedataandtheirsuitabilityfbrtheirmtenｄｅｄｕｓｅ(e９．，
specificity,detectionnmit)．

・ResultsandstatisticalanalysisofDoEdatashowmgthestatistical
signincanceofthefblctorsandtheirinteractions，includingpredictions
made症omDoEstudiesrelevanttoscaleandequipmentdiHbrences、

4.3．ManufncturingProcessDescription

Whnepreparingregulatorysubmissions,appucantsshouldconsider：

・Regionalregulatoryreqmrementswｉｔｈｒｅｇａｒｄｔｏｔｈｅｌｅｖｅｌｏｆｄｅｔａｎｍ
ｄｅｓcribingmanufncturingprocesses、

oDescribingtheproposeddesignspace，includingcriticalandother
parametersstudied，ａｎｄｉｔｓｒｏｌｅｉｎｔｈｅｄｅｖｅｌｏｐｍｅｎｔｏｆｔｈecontrol
strategy．

・ManufbLcturingchangesshouldbemanagedinaccordancewithregional
、regulatoryrequlrements・Whererelevant，appncantscanalsoconsider

submittingpost-approvalchangemanagementplansorprotocolsto
managepost-approvalmanufacturingchangesbasedonregional
reqmrements．．

4.4．Models

PointstoconsiderfbrtheroleofmodeUinginQbDandtheassociatedlevelof
documentationmtheregulatorysubmissionarebeingdeveloped、

4.5．DesignSpace

Pomtstoconsiderfbrthedesignspaceandtheassociatedlevelofdocumentationm
theregulatorysubmissionarebeingdeveloped．
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