
Contains Nonbinding Recommendations 

Tablel・  ProductPerbrmanccQua］摘cationCriteriabrtheP）atelctComponent  
Col】ecIionIIrocess  

Test   RecommendedResulls   TargeIl   AllowableProcessFailures2暮0魚亡Ilieve  
recommerLdedresuIIsfbrase暮OrNtests3   

Actua】plateleI  ウ5％／75％史  
●■  ★★  ★★  

N＝‖  N＝18  N＝23  
yieldo†  

h・anSruSabIe  0   ヱ   

亡OmPOnml暮   

l）‖   ≧‘・2   95％／95％   N＝60   N＝95   N＝124  

0   2   

Per（：ent  ＞＄5％亡OmPOnent  ，5W，5％ N＝60   N＝り3   N＝124  

川m岬冊血  reIenIionirpe沌）rmed  
★★★★   

retenIion  0   2   

Rcsi（JualWI‡C  SingteぐOIIection：   ，5％／，5％   N＝‘0   N＝，3   N＝124  

◆●■◆★ ⊂Ount   ＜5．Ox川‘  eollecIions  ぐOlteぐIions  亡OIlections  

0   1   2  

Dollble仁Olleclion：   ，5％／ウ5％   N＝‘0   N＝ウニI   N＝124  

CoIIeぐIion：＜臥0Ⅹ10‘  collecIions  colleclit）n5  colleぐIions  

OrCom叩nenIs：＜5．0Ⅹ  0   2  

10血  

Triplecoltecthn：   95％／，5％   N＝‘0   N＝ウニI   N＝124  

CoIkぐHon：＜1．2Ⅹ107  亡Ollel：tions  coIIeぐIil〉nS  collぐぐ【ions  

OrCompo肝nIs：＜5．けⅩ  
0   2   

lが  

l・2 processhi）t）reS｛”．）y；∫．Onl）rOCeSSR－iIuresshou）dbeexcltJded・  
3 corrcctiYeilCtionsfbrcxccc（，ing；一1）owabIeprocesshi，ures  

● i†yollSeIectasilmlllesiヱeOrll；川d爪ndoneれIilure，17ildditio…1sampIeswouldneedtobe  

lestellwilhlll〉；ldl肘it）n；l‖最Iures．  

●iryouseIecla5∬‖－叩】esizeo川OnndrindoneIait－1re，刑a（Il】i‡ion；lls銅一叩teSW（川Idneedtol－e  

（esfet）wi（bno；1tJdiパona‖tliJures．IfyouseIectasamplesizeo†93andrindtwofbi】urcs，157  

ill川itionilIs；lmPlesshouldbetesl別Iw托hnohiIures．Ⅰ†yousele亡t；lSilmPlesizeo†124織ndrind  

threeli］ilures，）27illltJi（ionalsamp）esshouldbetcstetJwiIhnoたIiIures．  

★ ゥ5％川n爪‘】en〔eth；l■gre；－－er廿…n75％orIhecomponentsmeet仙est州dard・  

★★ ThesElmPlesizICnumbersc：”beuse（Iill；lSamPlingp暮；lntl用tShouldbereprcscntativeofproducts  

川仙cIedoneil仁11m；lCllinetypeineilぐhね仁itity．  

95％conri（Jenecth；ltgre；］IcrthiHt，5％oftheeomponentsmee（theshMhlrd，  
Orperthecol血Iiner／iltJtOm；］（cdb）001lcd）sepamIordeviccmfLnl沌ICturer’sspecifh］（ions  

T］1eStr；lIined recommentJcd resuJIsshouhlensLJrethilItheindjvitIualtransfusilb］cuIlitswi‖be＜5．Ox  

lO‘evcnwitha25％errorinequilibrationofthevoIumefbrdoubleandtrip）eco．）ections・  
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E． Re－Qualincatiotl／Re－Validation   

・Exceedingtheallowableprocess払iluresofthecollectionprocessqualificationmay   
indicatethattheprocessisnotincontrol．Youmustinvestlgateandcorrectthe   
SOurCeOfthisfailure（些旦21CFR211・192，606・100（C））andshouldrepeatvalidation．   

● Themanufacturermayprovidere－qual浦cationrequlrementSfbrtheautomatedblood   
Cellseparatordevicetobefo】lowed．  

VII．QUALITYASSURANCEANDMONITORING   

Qualityassurance（QA）isthesumofactivitiesplannedandperfbrmedtoprovideconfidence  
thatallsystemsandsysteme］ementsthatinnuencethequalityofthecomponentarefbnctioning  
asexpected（Ref・13）・Whenthisisdempnstrated，theprocessisconsideredtobeinastateof  

COntrOl・WhetheraprocessisoperatlnglnaStateOfcontrolisdeterminedbyanalyz］ngtheday－  

to－dayprocessandthedatafbrconfbrmancewiththenlanuhcturer’sspecificationsandfor  

Variability．   

Youmusthaveaqualitycontro】（QC）unitthathastheresponsibi】ityandauthoritytoapproveor  
rqectallcomponents，COntainers，Clost）reS，．n－PrOCeSSmateriais，PaCkagingmaterial，1abeling  

anddrugproductsandtheauthoritytoreviewproductionrecordstoassurethatnoerrorshave  
OCCurredor，iferrorshaveoccurred，thattheyhavebeenfu11yinvestigated（21CFR211．22（a））．  
Thus，theQCunit’sresponsibilitiesincludethereviewofproductionrecords，andthereviewof  
COmplaintsinvoIvingthepossiblefailureofaproducttomeetitsspecifications．（See，fbr  
example，21CFR211．22，2‖．192，21l．198，606．100（c））．PleaserefertoFDA’s“Guideline払r  

QualityAssuranceinBIoodEstablishments”（Rc「13）fbrdeve］opingaQAandMonitoring  

PrOgram・  

A・ StilndardOperil暮ingProcedures（SOPs）i］nLIRccordkeeping  

l． RequirementsfbrSOPs  

・Anautomatedbloodcellseparatordcvicemust”perfbrminthemannerfbr  
Whichitwasdesigned’’（21CFR606・60（a））duringthecollectioor  

PrOCeSS】ngOfapheresiscomponents・WrittenSOPsmustbemalntainedand  
mustincludea11stepstobefbllowedintheco11ection，prOCeSSlng，  
COmpatibilitytesting，StOrage，anddistributionofbloodandblood  

COmPOnentS（21CFR606・100（b））・Therefbre，yOmuSthavewrittenSOPs  
foreachstepintheco17ectionofP】atelets，PheresIS．  

2． Additiona】ProvisionsApplicabletoSOPs  

・Adversereactions：YoumusthaveawrittenSOPfbrinvestlgatlngadverse  
donorandrecipientreactions（21CFR606．100（b）（9））．Inaddition，yOu  
Shou】dhaveawrittenSOPfbrmanag］ngaCardiopulmonaryemergencyor  
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anyotheradversereactionsassociatedwithdonation，COntainingstepsfbr   

COntaCtlngPhysicians，Obtaininganemergencyrescuesquadresponse，and   

transportlngthedonortothehospltal．   

● Hematocri暮：7ftheflnaIplateletco＝ectioncontainsmorethan2mLof   

PaCkedRBCs，yOuShou】dattachasampleofdonorbloodtotheplatelet   

StOrageCOntainerfbrcompatibilitytestingtopreventthepossibilityofan   

adversereactionduringtransfusion・Tnaddition，yOuShouldholdthe   

PTatelets，Pheresisco11ectionpr．ortodistribL．tingasLeukocytesReduced   

untiIaresidualWBCcountofthetransAJSabJecoJllPOnentCanbedetermined   

andfbundtobe＜5．Ox10b．   

● ComponentvoJume：Youshoulddescribehowtoprocesscomponentsinthe   
eventthevoJumeexceedstheautomatedbloodceILseparatordevice   

manufhcturer，sspecifications・lnaddition，thevolunleinthestorage   

COiltainersh・Omdoubleortripleco】IectionsshouJdbewithin±10mLofeach   

Otherorperthemanufhcturer’sdirectionsifdiffbrent，   

● SilmPlesLbrQC：ContaineTSfbrQCsamplesshou】dbeattachedtothe   
COnlPOnent／collectionsetuslngaSteri】econnectingdevice，tOenSurethe   

n－aintenanceofthec）osedsystem．   

● Ach＝1）p）atcIctyicld：Theplateletyie］d什omeachcoHeclionofP）atelets，   

Phcresisshou）d』eavaiJabletoprovidetothetransfusion托1Ci】ity．   

● PHIIICi．SurCment：＾ccuratepHmeasurementistimedependent，and   

SamPlesshouJdbetestedwithinlhourofsampling，OraSSL．ggeStedbythe   

manufhctLlrerOfthepHrr．easurernentsystem・Werccommendthatap上I   

meterorgasanalyzcrberoutine】yusedratherthanpH（nitrzIZine）paper．  

］lowever，ifyouc］100SetOdeterminepHmeasurenlentSWithnitrazinepaper，   

theselectedpapershouldreadinincrementsofone－tenthunits，Oritmay   

provideinaccuratemeasurements．   

● Rl‡C）oss：Youmusthaveawritte一一SOPfbryourcollectionprocedure，  

includingin－PrOCeSSpreCautionstonleaSureaCCuratelythequantityofblood   

renlOVedfro－nthedonor（21CFR606．100（b）（5））．Youshou］dcalculatethe   

donor’sRBCIoss，WhichmaylnCludetheresidualRBCsremalnJnginthe   

apheresiscollectionsetafleracoHectionofordisconlinuedcollectionof   
Plale［ets，Pheresis；theextracorporealRBCsremaln．nglneVentOfnoRBC   

rinseback；theRBClossfromcoIlectionoftubesfbrtesl＝一g；and／orcollection   

OfaconcurrentRBC．YoushouldrecordsuchRBC）ossinthedonor，s   

record，inamannerthatallowstrackingofcumulativeRBClossovertime．  
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● Bacterialcontaminationtesting：YoumustmaintainwrittenSOPsand   

includeallstepstobefbllowedinthetestlngOfbloodandbloodcomponents   
（21CFR606．100（b））・Bacterialcontaminationtestingshouldbeperfbrmed   

uslngaCulturebasedmethodology，andusingyourestablishedprocedures．   

・QChilures：Youmustthoroughlyinvestigateanyunexplaineddiscrepancy   
OrthefailureofabatchtoーeetanyOfitsspecifications（21CFR211・192）・   

Youshouldde丘neapproprlateCriteriafbrretestlngOfcomponents，teStlngOf   
additionalcomponents，nnallabe）ing，anddispositionofcomponentsthatfai）   

tomeetspecifications．   

・FailureinvestigatioJIS：（些21CFR211．192；606．100（c））Thecriteriato   

assessintheperfomanceofathoroughfailureinvestigation（incIudingthe   
COnClusやns 

． 

COllectiondevice；adherencetoSOPs；lotnumbersofreagentsorsupplies；   

SamPlecollection，handling，StOrageOrShipplng；OPeratOrPerformance，   

traln）ngOrCOmPetenCy；andce11countInglnStrumentPerfbrmanceincluding  

sh消sortrendsincontroIs，   

・Mf）nl沌ICttJrer’spcrfol・manCeSpeCifiei］tjons：Youshouldstatethe   

acceptabletolerancespecificationsfbrthevo］umes，Plateletconcentration，   

and／oractualplate）etyieldfbreachstoragecontainerasdescribedbythe   

manufacturer．Youshouldhaveaprocedureaddress］ngthehandlingof   

COmPOnentSthatdonotmeetthemanufacturer’sperfbrmancespecifications   

（e．g．，uSeinresearchorfurthermanufacture）．   

● Labeling：   

O Theflnalcomponentvolumestatedonthelabe）shouldbedetermined  
afterremovalofsamplesfbrpIateletcountdetermination，QC，and／or  

bacterialcontaminationtestlng．   
0 P．ate）ets，PheresisfortransfusionshouIdroutinely・COntain≧3・OxlO‖  

Platelets．Whenspecia7circumstanceswarranttheiruse，P］ate）ets，  

Pheresiscomponentscontainlnglessthan3・OxlOl】plateletsshou）dbe  
JabeledwiththeactualplateIetcontent・   

● ComponentStorilge：   

oIfPlatelets，Pheresisarestoredat20to24Uc，yOumuStmaintaina  
COntinuousgentleagitationthroughoutthestorageperiod（21CFR  
640．25（a））．Youshou】ddescribehowtemperatureandagitationwi11be  
monitored，andthedispositionofplateletcomponentsthatarenotstored  
proper】y．   

0 Youmustfbllowtheautomatedbloodcellseparatordevice  
manufacturer’sdirectionsfbrSe（21CFR606・60（a））・Ifsterile  

COnneCtinganadditionalcontalner（S）isnecessary，uSeaCOntainer（s）  
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designedtoachieveandprotectasterileconduit．Becauseofdiffbrences  

incontainerspeC摘cations，yOuShouldusecontainers丘omthesame  
manufacturer．   

3・ Recordkeeplng   

AllrecordkeeplngrequlrementSOf21CFRPart606，CurrentGood  
ManufhcturingPracticefbrB］00dandBToodComponents，SubpartI（Recordsand  
Reports）；Part211，CurrentGoodManufacturingPracticefbrFinished  
Pharmaceutica］s，SubpartJ（RecordsandReports）；andapplicableprovisionsof  
21CFR640．20through640．27，muStbemet．   

DonorMon托oring   

l．   P］ateletCounts   

Iftheplateletcountisknown，yOuShou）dnotifyyourMedicalDirectorwhena  
donorhasapostco】Iectionp］ateletcountlessthanlOO、000／uL，andyoushould  
deferthedonoruntilhis／herp）ate）etcounthasreturnedtoatleast150，000／uL・   

Transientdecreasesinp］ate］etcountshavebeenreportedindonorsundergo］ng  
multiplecoltectionsofPlatelets，Pheresis（Ref・16）・YoushouldperiodicaIly  
reviewadonor’srecordstomonitorp］ateletcounts．   

2．  ＾dverseReactionsinDonors   

Records］TluSlbenlaintainedofanyreportsofcomp）aintsofadversereactions  
regardingcachunitofb］00dorbloodproductarlSlngaSarCSt11tofbIood  
CO11cctionortransfusionandathoroughinvest．gationofeachreportedadverse  
reactionrnustbemade（21CFR606．170（a））．   

3．   Red Blood Cell Loss 

● PercoIlection：   

○Ifthecollectionpropedureneedstobediscontinuedforanyreasonbefbre  

COmPJction，andiftheOperator’sManua】allows，yOuShouldattemptto  
retllrnRBCstothedonor．   

0 DonoreligibilitybasedonRBCloss（withorwithoutRBCrinseback，and  

includingallothertypesofdonation）isdescribedinTable2．  
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TabJe2：Recommendations伽rdomoreligibilitybasedonRBClosspercollection  

Wi仙in8weeks   

1essthan200mL   

butlessthan300mL  丘ominitialloss   

Lessthan200mL   

lossofmorethan  

300mLormore   NA   Donorisnoteligibletodonateた）r16weeks  

丘0111initialloss．  

● Perlユmonths：  

Under21CFR6403（b），aPerSOnmaynOtSerVeaSaSOurCeOfWholeBlood  

morethanoncein8weeks・lnanysuchassessment，andinassesslnga  
donor’sRBClossduringthepastrolling12－mOnthperiod，theRBCloss  
associatedwiththecollectionofP）atelets，Pheresis，andhlCludinganyother  
donationtype（i．e・，Vn10leBlood，RBCbyapheresis），Shouldalsobe  
COnSidered．  

■ Tt）t；l】plasmaYOlumellISSPer12months：  

Themaximumvolurne（exc］udinganticoagulant）collected丘omadonor  
duringarolling12－nlOnthperiod，andincludinganyotherdonationtype（i．e．  
WholeBlood，Plasmapheresis）shouldnotexceed：  
0121iters（12，000mL）fbrdor）OrSWeighingllO－175】bs  
014．41iters（14，400mL）fordonorsweighingmorethan1751bs  
（Ref二2）、   

C． ComponentTesting  

l． ComponentSpecificationCheck  

・Actualplateletyield（VOlumexp】ateletcount）mustbedeterminedaftereach  
COIIection（21CFR211．103）．  

・Weighuvolumeconversionisnecessarytodeterminethevolumeofeach  
COllection・Toconvertweighttovolume，dividetheweightofthecollection  
（thetotalweightminustheweightofthebag）bythespec浦cgravity（1・03）．  
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● Bacteria）contaminationtest）ng：Youshou］dperformbacterialtestlngaS   

SpeCifiedbythestoragecontair］ermanufacturer（i．e．，7－daystorageof   

Plate］ets，Pheresis，LeukocytesReduced）．   

2・ QCMonitoring   

Under21CFR211．160（b），1aboratorycontroIsmustincludetheestablishmentof  

SCientificaI］ysoundandapproprlateSPeCifications、Standards，SamPlingpJansand  

testprocedurestoassurethatcomponentsandproductsconfbrrntoapproprlate  

Standards・Oneexamp］eofascientiflca”ysoundstatistica［sampIingand  

analyticp］anisbasedonabino）llia］approach（SeeTab］el：ProductPerfonT）anCe  

Ql］alificationCriteriafortheP）atelelComponentCol】ectionProcess）．The  

SarnPlings［ZeSdescribedinTab］elwillconfirmwith95％confidencea＜5％  

non－COnformanceratefbrpHandresidua）WBCcount，and＜25％non－  

COnfbrmanceratefbractualpIateletyield・   

However，Otherstatistica）plansmaya】sobeappropnate，SuChastheuseofscan  

statistlCS．   

AspartofyourQCprotocolyoushould：   

● defineaplanfbrTn－SelectivelyidentifyingcoJ］ectionstobetested・This   

Shou］densuretestlngOfcomponentsco71ectedoneachindividualautomaled   
bloodcellseparatordevice，eaChcol）ectiontype，andeachlocation・  

● defineヲamPlingschen－eSfbractua）plate］etyie］d（inc）udingvolume   

determ）nation）andpH，andresidualWBC．Werecognizethatthesesampling   

SChemesmaybemutua］）yexclusive・J－Iowever，thep］ateletyieldofthe   

COIJection（anddesignationofsingle，doubleortrip］e）shouldbemadeprior   

toperfbrmingtheresidua］WBCcountQC．  

● teStaCtua）plateletyield（plateletcounttimesthevolume）andpHatthe   

maximun？allowablestoragetimefbrthecontainersystemused（or   

repてeSentlngthedatingperiod）・Title21CFR640・25（b）specinesthatQC   

testlng，］nCludingplateletcountandnleaSt）rementOfactualp）asmavolume，   

beperforrnedattheendofthestorageperiod．Webe）ievethatsuchtestlng   

maybeconducted“atissue”orwithin12hoursafterexpiration．lnaddition，   

actualplateletyie］dandpTitestIngmaybeconductedononestorage   

COntainerofadoubleortripleco］lection．  

●inc）udetheresidualWBCcount（Ref二1）fbrLeukocytesReducedcollections，  

ifmanufhcturlngleukocytesreduccdproducts．   

0 PerfbrmtheresidualWBCcountonthecollection・Forthepurposeof  
labelingasLeukocytesRedtlCed（旦墜21CFR606．121（C）（1）），yOumay  

alsoperformaresidualWBCcountonthetransfusableunitsfordouble  
andtriplecollectionsthatfailthecollectionacceptancecriterialisted（see  

be）owinthissection）．  
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O TestfbrtheresidualWBCcountwithin48hoursaftercollection（Ref1  
15），Orperthemanufacturer’sdirectionsforthecellcountin苧  

methodology，tOreduceaberrantresultsduetoce］lulardeterlOratiorland  
Clumplng，  

O Testforpercentplateletretention，ifleukocytesreducedbyfi】tration．  
・describethecriteriaforinvestigationoffailtlreSduringQC，includingthe  

factorstoconsiderincategorlZlngafailureasprocessornon－PrOCeSS．  

● haveamethodtodocumental）calculationsandtestresults．  

WerecommendthatyouconsiderthefbllowingQCresultstobeacceptable：  

・PH≧6・2・IfonecomponentfromadoubleortriplecoHectionisfbundto  

haveapH＜6．2，thecorrespondingcomponent（S）fromtheco）1ectionshould  
beretrievedand／orquarantineduntiltheyaretestedandfoundtobe  
acceptable．  

● tranSfusablePlatelets，Pheresiscomponents＞3・OxlO‖p．atelets・  
● reSidualVVBCcount：  

o singJeco1．ection‥＜5・Ox］06wBC  
。Doublec。11ection：＜8．Ox106wBC  

Note‥If≧8・OxlO6，buteachtransfusabZecomponentis＜5・OxlO6，this  
isnotconsideredacollectionfai】ure．  

o Triplecollection‥＜l・2xlO7  
Note‥If＞1・2x107，buteachtransfusablecomponentis＜5・Ox106，this  
isnotconsideredacollectionfailure．  

・perCentPlateletretentionshouldbe＞85％orperthemanufhcturer’s  

SPeCifications．Componentswith＜85％plateletretentionmaybedistributed，  

butafhi）ureinvest7gationshouldbeperfbrI¶心d．  

・negativefbrbacterialcontaminationtestmg，Whenperformed．’   

D． Equipment／Supplie5   

Equipmentmustbeobserved，Standardized，andca］ibraledonaregularlyscheduledbasis  

asp［eSCrib？dintheStandardOperatingProceduresManuaJ（21CFR606・60（叫・Such  

equlpmentlnCludes，butmayr10tbelimitedto，theautomatedbloodce11separator  

device，Ce）1countinginstrument（S），PHmeter，SCalesandsterileconnector・   

Allsuppljes（includingcontainers）andreagentsmustmeetal】oftherequirements  

describedin21CFR606．65．   

E． OperatorTraining   

Operatorsmusthaveadequatetralnlng，educationandexperience，OrCOmbination  
thereof；toassurecompetentperformanceofthejrasslgnedfunctions  
（21CFR606．20（b））．Werecommendthatassessmentofoperatorsincludescheduled  
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COmPetenCyaSSeSSmentandproficiencytestlng・Inaddition，WereCOmmendthatyou  

developanddocumentapproprJatetra】n】ngOnCOmpOnentpreparationand／ormachine  
rnaintenanceasupdatedinformationbecornesavai7able（Re£12）．   

F． Qual吋Monitoring   

Youshouldassessthefo1low）ng：   

・tOta］componentvolumeandequaldistributionofvolumeindoubleandtrip】e   

COmPOnentCOl］ectioncontainers．Thisassessmentshou】dinc］udecheckingthe   

PerfbrlllanCeOfthescale；theuseofthetareweightoftheemptycontainers／tubing；   

andtheweight／volumeconversion．  

・COmPOnentbacterja】contaminationtest）ng：Ratesofbacterialcontaminationof   
pJateletpheresisshou］dbemonitored，andbacterialcontaminationratesthatexceed   

l：3000（ReR．10and12）shouldbeinvestigated．  

VITl．PROCESSINGANI）TESTING  

A． Processlng  

P）atelets，Pheresismustbeprocessedasdescribedin21CFR640、SubpartC－P］atelets  
（21CFR640．20－640．27）．  

Ji． Communieilb）cDiscascTesting  

DonationsofPlatelets，Pheresismustbetestedfbrco］municabJediseases（2】CFR  

610・40，640・5（a）through（c），640・23）・PIatclets，PherFSISrnaybereleascdorshipped  

prlOrtOCOmP7etionofcommunicablediseasetestlnglnaCCOrdancewith  
21CFR610・40（g）・  

Youmusttestdonationsofhurnanb］00dandbloodcomponentsfromadonorwhose  
donationsarededicatedtoandusedso7elybyaslng］eident漬edrecIP，enteXCePlthat，if  
thedonormakesmultipledonationsfbras］ng7eiderlt摘edreclplenl，yOum；lyPCrfbTm  
SuChtestingonlyonthenrstdonationineach30－dayperiod（21CFR610・40（c）（1）（i））・  

C． E叩iril暮ionDate  

ThedatingperiodforP7atelets，PheresiscollectedusinganFDAclearedorapproved  

COllectioncontainerunderac］osedorfunctionallyclosedsystemwi）］bespeCifiedbythe  
co11ectioncontainermanufacturer．  

Inaccordancewithsuchinstructionsandourrecommendation，Platelets，Pheresis  
COllectedinanopensystemexpire24hoursfromtheterminationoftheprocedureifthe  
integrityofthehermeticsealisbrokenduringprocessing．  
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Iftheintegrityofthehermeticsealisbrokenaftercollection，thePlatelets，Pheresis  
expire4hours丘01nthetimeoftheintegrityvi01ation，Orattheoriginalexpirationdate，  
Whicheverisearlier（21CFR606．122（l）（2））．  

ⅠⅩ． LABELING   

AninstruCtioncircularmustbeavailablefbrdistributioniftheproductjsintendedfbr  
transfusion（21CFR606．122）．   

Yourcontainer）abelsmustcomplywith21CFR606・121and610．60．   

1naddition：   

・Thelabelshouldincludetheestimatedamountofanticoagulantinthecomponentcontainer．  

● P－ateIets，Pheresiscomponentsfbrtransfusion，COntainlnglessthan3・Ox1011plate7etsper   
StOrageCOntainer，ShouldbelabeledwiththeactualpIateletcontent．  

・AcomponentfromadoubleortriplePlatelets，Pheresismayaccuratelybelabeledas   

LeukocytesReducedwhenlheresidualWBCcounlofthecol）ectionis≧8．OxlO6（double）   
or≧l．2xlO7（triple）］Fthetransfusablecomponentistestedandfbundtohavearesidual   
WBCcount＜5．OxlO6．  

● Platelets，Pher？Sismaybelabeled（i・e・，tie－tag）withtheresidualWBCcountifcountedand   

fbundtocontaIn＜1．OxlO6．  

X． REPORTTNGCHANGESTOANAPPROVEDBIOLOGICSLICENSE  

APPLICATJON（BLA）  

Licensedestab】ishmentsmustr？POrtChangestotheirapprovedapplication（S）inaccordancewith  

21CFR601・12．ForassistancetnreportJngyOurChangesseeFDA’s“GuidancefbrIndustry：  

ChangestoanApprovedApplication：BioIoglCalProducts：flumanBIoodandBlood  
ComponentslntendedfbrTransfhsionorfbrFurtherManufacture．”Theinfbrmationbclowis  
intendedtoassistyouindetermin］ngWhichreportlngmeChanismisappropr）atefbrachangeto  
yourapprovedBLA，aSitappliestothemanufhctureofPlatclets，Pheresis．Youshou】d  
prominentlylabe）eachsubmissionwiththereportlngCategOryunderwhichyouarereportlng  
yourchange，e．g・，“PriorApprovalSupp7ement；”“Supplement－ChangesBeingEf托ctedin30  
Days；””Supplement－ChangesBeingEffbcted；”or“AnnualReport．”  

A・ PriorApprovi11Supp］emen暮（PAS）：ChangesRequiringSupp）cment  
SubmissionandApprovalPriortoDistributionoftheProdlICtMadeUsing  
theCbangc（MajorChangcs）（21CFR601．12（b））  

Under21CFR601・12（b），Changesthathavasubstantialpotentialtohaveanadverse  
efftctontheidentity，Strength，quality，purlty，OrPOtenCyOftheproductastheymay  
relatetothesafttyorefftctivenessoftheproduct－11uStbereportedtoFDAinaPrior  
ApprovalSupplement（PAS）．  
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Underthisstandard，thefo1lowingkindsofmanufhctunngchangeswouldfa11withinthis  

CategOry，WarrantlngSubmissionofyourrequesttoimplementthefbllowlngChangesto  

yourapprovedBLAasaPAS：   

●ifyoucurrentlyholdanunsuspended，unreVOkedBLAtomanufactureblood   

COmpOnentSOtllerthanP］atelets，PheresIS，andyouintendtomanufhctureand   

distributePlatelets，Pheresisunderthatlicense．  

●ifyouarecurrentIyapprovedtomanufacturePlate］ets，Pheresisataspecific払cility，   

andyouintendtomanuねcturePTate）ets，Pheresisatadiffbrentfhci］ity，nOtunderan   

approvedComparabilityProtoco】・TosubmitarequestfbraComparabilityProtocoI  
Seebe］ow．  

●ifyouareapprovedtomanufhcturePlatelets，Pheresis，butintendtochangeyour   

manufhcturingprocessinamanncrthatpresentsasubstantia］potentialfbran   

adverseefTbctontheproduct・FDAbelievesthatsuchmanufhcturingchanges   
include‥Changeinstorageconditions；Changeinanticoagulant；Ieukocytereduction；   

andcotlectionofanadditionaJordifTbrentproduct．  
●ifyouintendtoco）tect 

devicenewtothemarketornewtoyourestablishment．  
・ifyouarerequeslingapprovaIfbraComparabi＝tyProtocol．TheComparability   

Protoco）describedin21CFR60］・12（e）isast！PPlementthatdescribesthespecinc   

testsandvalidationstudiesandacceptabIelilll）tStObeachieve（＝odcmonstralelhe  

】ackoradverseeffbctfbrspecifiedtypesofmanuhctur）ngChangesontheident．ty，   

Strength，quaIity，PUrlty，OrPOtenCyOftheproductastheyl－1ayrelatetothesafbtyor   

e舵ctivenessoftheproduct・AnewComparabilityProtocol，OraChangetoan   

existlngOne，requ．reSaPPrOValfromFDApriortodistributionortheproductwhich，  

irapproved、mayJuStifシareducedreport］ngCategOryfbrthcparticuIarchange   

becausetheuseoftheprotocolfbrthattypeofchangereduceslhcpotcntiaJriskof   
anadvcrscellもct（21CFR601，12（e））．  

AComparabilityProtocolisapproprlate，butnotrequired，ifyouwishtoadd   

nlu］tipJecol】ectionfhcilitiesunderyourdirectionandcontrol，uS）ngthesameproccss   

tomanufhcturePIate］ets，Pheresis・］fyourequestapprovalforaComparabiJity   

ProtocoI，yOuShoulddescribetheproceduresandprocessesthateachnewcoJJeclion   
fhcilitywiI］implementtoensureconformancewiththeComparabiJityProtocol．You   

mayidcntifyoneormqreco）1ectionfacilitiesforthepurposeofvalidationand   

Submissio．1OftheComparabilityProtocolandsupportingdatatoCBERfbrreview・   

ApprovalofsuchaComparabiIityProtocolfbrfuturecollectionfhcilitiesJuStifiesa   
reducedreport）ngCategOryfbrtheparticu）archangebecausetheuseoftheprotocol   

fbrlhattypeofchangereducesthepotentialriskofanadverseef兄ct．   

IfyouareuslnganapPrOVedComparabilityProtocol，yOuShouldroutinelyreview   
theproceduresandspecificationsintheComparabi】ityProtocoltoassurethatthey   

remaincurrentandconsistentwiththeapplicableapplicationandcurrentguidance・  

Ifmod抗cationsarerequired，yOuShouldcontacIFDAtodiscussthechangeandto   

detenllinetheapproprlaterepOrtlngCategOry．  
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・Weconsidertherecommendationsinthisguidancedocumenttoprovideappropnate   
Criteriafbrabio）oglCSlicenseapplicationorsupplementfbrPlatelets，Pheresis．You   
mayuseanalternativeapproachifsuchapproachsatis丘estherequlrementSOfthe   
app）icablestatutesandregulations・Youralternativeprocedure（S）maybeacceptable   

ifyoudemonstratethattheresultingPlatelets，PheresISCOmPOnentSmeetaPPlicable   

Standards．WehavedeterminedthatitmaybeadequatetoLdeterminetheactual   
Plateletyieldatcollection，andthatre－determinationoftheactualplateletyieldat   
issueoroutdateisunlikelytoprovideadditionalrelevantinfbrTnation．Ifyouchoose   
todiscontinuedeterminingtheplateletcountfbrQCtestingasdescribedunder   
21CFR640．25（b）（1），yOumuStSubmitarequestforana】ternativeprocedureunder  
21CFR640．120．   

YoumustnotdistribtJteininterstatecommercebloodcomponentsmadeus】ngaChanged  
manufactunngprocessrequlrlngaPASuntilyouhavereceivedourapprovalofyour  
PAS（21CFR601．12（b）（3））．   

Jl． ChEH］geSBeingEffbcIedin30Days（CBE－30）Supp］cment：Changcs  

RequiringSt］pPIementSubmissionatLe；lSt30I）；IySPriortoDistributionof  

theProduetMadelJsingtlleCllilnge（21CFR‘01．12（c））  

Under21CFR601・12（C），Changesthathavpamoderatepotentia）tohaveanadverse  

efftctontheidentity，Strength，quality，Purlty，OrpOtenCyOftheproductastheymay  
relatetothesafetyoref托ctivenessoftheproductnluStbereportedtoFDAinaChanges  
BejngEfftctedin30days（CBE－30）supplement．   

Youmustsubmityourrequesttoimp）ementmanufacturjngchangeswjthamdderate  
potentialforanadverseefftcttoyourapprovedBLAasaCBE－30supplementunder21  
CFR601．12（C）．Thernanufhcturingchangesdescribedbelowareexamp】esofchanges  
thatwebelieveね］1withinthiscategory：   

・Certainsoftwareandhardwareupgradesprovidedbythemanufhcturertoyour   
C］earedorapprovedautomatedbToodceHseparatordevice  

● additionorconcurrentplasmacoIlection  

・implementationofanewco］lectionfacilityunderanapprovedComparability  
ProtocoI   

Youmaydistributeyourbloodcornponentsmadeus）ngthechangerequestedinyour  
CBE－30supp）ementininterstatecommerce30daysafterwereceiveyoursupplement，  

unlesswenotifyyouothel．wise（21CFR601．12（c）（4））．   

C．  SubmissionInc）usionI）octJmentS   

l．PAS：Tocomplywiththerequirementsin21CFR601・12（b）（3），thefbllowingmust   
beincludedinthesupplement：  
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●identificationofthec？mpOnentSinvoIved（e・g・，Singlep］ateletpheresiscomponent，   

doubleplate］etpheres）SCOmPOnentS，and／ortripleplate）etpheres至SCO）T］POnentS）and   

manufhctur至ngsite（S）orarea（s）affbcted，andadetai］eddescript）OnOfthe   

manufhctur］ngChange（includingdeviceco”ectiontechnologyandtheco）1ection   
PrOtOCOl（S））（21CFR601．12（b）（3）（i）through（iii））．Werecommendthatthis   

infbrmationbedocumentedinacover）etterandFDAForm356h．Topermit   

assessmentofthemanufacturlngChangewerecommendinc］udingcopJeSOfthe   
fo1］owingSOPs：  

o co］Iection  

o infbrmedconsent  

01abelinglnCludinglabels   
O donorqualification，deftrralandadverseeventfollow－uP  

J O adescriptionoftraining（OraneXamP］eoftrainingdocuments）  
O COmPOnentmanufhctur）ng  
O mOnitoringdonorRBCandplasmaloss   
O fhi］ureinvestlgation   
O qua］itycontro］incIudingsamplingscheme，SamPlehandling，traCkingand  

trending  
O equlP111entStandardization／calibration   
O quara一一tineanddispositionofunsuitableproducts   

AdditionaJly，WereCOmmendthatthefbl）owingSOPs，ifa］readyapprovedfbrother  
bloodcoIIectionactivitiesandunrevised，WOuIdnotneedtobesubmitted：  

O Sa11叩Iepreparation   
O COmPOnentStOrageandshipping   
O donorarmpreparation   

● prOductJabelingfbreachcomponent，ifchanged（21CFR601．12（f））．We   
recommendsubmittingaFormFDA2567includingCircu］ar（unlessalreadyonfile  
atFDA）  

● arefbrencelistofrelevanlSOPs（草1CFR601・12（b）（3）（Vii））  

● re］evantvalidationprotocoTsanddata（21CFR601．12（b）（3）（Vi））．Werccommenda   

SummaryOfthevaJidationprotocol，includingfailureinvest）gations・  
・adescnpt）OnOrthemethodsusedandstudiespe祓）rmedtoevaIuatetheeffbctofthe   

C）langeandthedataderivedn’OmSuChstudies（21CFR601．12（b）（3）（iv）through   

（V））・Werecommendsubmittingthefollowinginfbrmationanddata：  
o thedevicel11anulもcturer   

O thedevicelype  
o b）00dunitnumber   

O COmPOnentdescription（i・e．，leukocytesreduced）  
o date ofcollection 

O dateoftestlng   
O reSultinterpretation（s）   

O theidentityofthepersonperformingthetesting   
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O theidentityofthecollectionfacility   
O evidenceofQAoversight，and   
O eXPeCtedcomponentspecifications．   

・Additionally，WereCOmmendtwomonthsofQCdataforactualplateletyieldand   

VO）ume，PH，andresidualWBCcount（ifrequestingapprovalfbrLeukocytes   

Reducedplatelets）．   

Wefurtherrecommendthatyouprovideanagreementtosummarizebacterial  
COntaninationtestingresultsforthenrsttwohundredandfiRy（250）Platelets，Pheresis  
COllect10nSinyourAnnualReport．   

2・Comparabi）ityProtocol‥Ifyouareanestablishmentwithmultiplemanufhcturing   

Sitesandwishtosubmitacomparabilityprotocoltojustifyareducedreporting   
CategOryforamanufhcturingchangeatmultip］esites（SeeSectionX．C．4below），yOu   

mustsubmitthatprotocolasaPAS（21CFR601．12（e））．Inadditiontothe   

infbrmationlistedinSectionX．C．1above，WereCOmmendthatyouincludethe   

払1lowlng：   

implementation planan 
・PrOPOSedreportingcategoryforchangesmadeunderproposedComparability  

Protoco1   

3・CBE－30submissions（exc］udjngnewfhcilitiesunderanapprovedComparability   
Protocol）：Under2】CFR601．12（c）（3）and601．12（b）（3）（i）through（vii），the   

followlnginfbrmationmustbeincludedinyourCBE－30submission：   

－ident描cationofthePlate］ets，PheresiscomponentsinvoIved（e．g．，Single   

PIateletpheresiscomponent，doublep）ateletpheresiscomponents，and／ortripIe   

Pla坤tpheres至S？OmPOnentS）andmanulもcturingsite（s）orarea（s）afftcted，anda   

detaj7eddescr］Pt］OnOftheproposedmanufacturingchange（includingdevice   
COl】ectiontechnologyandthecollectjonprotocol（s））．Werecommendthatyou   

documentthisinfbrmationinacoverletterandFDAForm356h・Topermit   
assessmentofthedocumentedmanufhcturmgchange，WereCOmmendthatyou   
includecop）eSOfanyneworrevisedSOPs．   

・relevantvalidationprotocoIsanddata．Werecommendthatyousubmitasummary   
Oftheva】idationprotocol，includingfailureinvestlgation．   

・thedataderivedfrornsuchstudies．WerecommendtwomohthsofQCdatafbr   

actua】plateletyieldandvolume，PH，andresidualWBCcount（ifrequesting   
approvalforLeukocytesReducedplatelets）．   

4・CBE－30submissionsfbrnewfacjlitiesunderanapprovedComparabilityProtocol：   
Tocomplywith21CFR601．12（c）（3）and601．12（b）（3）（i）through（Vii），the   

fb1lowlnginfbrmationmustbeincluded：  
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●identificationofthecpmponentsinvoIved（e・g・，Singlep）ateletpheresiscomponent，   

doubleplateletpheresISCOmpOnentS，and／ortrip］ep］ateletpheresiscpn？POnentS）and   

newmanufacttJringsite（S）orareas（S）afTtcted，andadetaiteddescrlpt10nOfthe   
proposedimplementationplan（manufacturingchangeincludingdevicecollection   
technoIogyandtheconectionprotoco］（S））．Additionally，WereCOmmendthatthis   
informationbedocumentedinacoverletterandFDAForm356h．   

・relevantvalidationprotocoIsanddata．WerecommendasumlllaryOfthevaJidation   
protocol，includingfhilureinvestlgationstonleettherequ］rement・   

・thedataderivedfromstudies．WerecommendtwomonthsofQCdatafbractual   

platetetyieldandvolume，PH，andresidllalWBCcount（ifreql］eStingapprova）for   
LeukocytesReducedplateIets）・   

Inaddition，yOuShouldincludethesubmissiontrackir）gnumber（STN）oftheapproved  
ComparabiIityProtocol，OrtheSTN（s）ofchangestotheSOPsassociatedwithan  
approvedComparabilityProtocol．   

D． SubmissionofPlilteJets，PheresisSilmP］c（S）toCBER   

ToobtainabiologlCSlicenseunderSection35lofthePub］icHealthServiceActn）rany  
biologicalproduct，themanufhcturermustsubmitanappJicationtoCBER，andsample（s）  

representativeoftheproductmustbelistedintheapplication（21CFR601・2（a））・   

Werecomnlendthat：   

・aPplicantswithnoprlOreXperienciinthecollectiohofPlatelets，Pheresisschedule   
SubmissionofPlatelets，PheresisproductstoCBER，  

・aPPlicantswhosubmitaCBE－30fbranadditionalfhcilityunderanapproved   
ComparabilityProtocolgenerallywt）uIdnotneedtosubmitPlatelets，Pheresis   
PrOductstoCBER．   

CBERmayrequestthesubmissionofproductsamplesbyotherapplicants，aSneCeSSary，  
duringtherevicwprocessoratanyothertime（21CFR610・2（a））・   

E． Sllipl）ingPl；ltCIets，PhercsisSilmP）c（S）toCJ‡ER  

IfCBERhasrequestedlyoutosubmitaPlate）ets，Pheresissample（s）toCBER，yOu  
shouldcontilCtCBERDivisionofHematology，LaboratoryofCellularHematologyat  
（301）496－2577toschedu］edeliveryoftheproductstoarriveprepaid・P】ate］ets，Pheresis  

SamPle（S）shoLIIdbeshippedtothefo1lowingaddressbetween8：30a・m・and4：00p・m，  

MondaythroughFriday，eXCludingFederalholidays‥  
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CenterfbrBiologicsEvaluationandResearch（CBER）  
FoodandDrugAdministration  
8800Rockvi11ePike  

Building29，Room323  
Bethesda，Maryland20892   

Werecommendthatyouencloseapre－Paid，Selfladdressedshippinglabe）toallowretum  
Ofshippingboxesandcoolants，ifdesired・  

WerecommendthatyopensurethatthePlatelets，Pheresissample（s）arrivesatCBER  

priortotheexpirationtlme・ThePlatelets，Pheresissample（s）shouldnotexpireon  

FridayorSaturdayatmidnight，OratmidnightonthedaybefbreaFederalholiday．   

Labelingandprocesslng，）nCJudingrequiredtestingfbrevidenceofinftctiondueto  

COmmunicablediseaseagents（21CFR610・40），Shou】dbecompJetepriortoshipment．   

Whenshippingtous，yOuShouldfb】lowyourSOPsfbrcoIJection，PrOCeSSlng，StOrage  
anddistributionofbloodcomponentsintendedfbrtransfhsion．  

XI． CONTACTINFORMATTON   

Youmaydirectquestion，SSpeCifictoPlate］ets，PheresisapplicationsubmissionstotheDivision  
OfB】00dApplications・YoumayaJsodjrectquestionstotheOfficeofCommunications，  
Training，andManufhcturersAssistance（OCTMA）asa11initia］genera】pointofcontact．  
Submitallregistrationfbrms（FormFDA2830）andlicensureapplications／supplementstothe  
Director，CBER．  
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