
㊤  

Guidancen）rIndustry  

andFDAReviewStaff  

CollectionofPlateletsbyAutomated  

Methods  

Additionalcop）eSOfthisguidanceareavailablefromtheO用ceofCommunication，Trainlngand  
ManufhcttJrerSAssistanじe（HFM－40），1401RockvillePike，Suite200N，Rockvi11e，MD20852－  
1448，Orbycallingl－800－835－47090r301－827－1800，Or丘omtheIntenlCtat  
http：〟www．fda．gov／cber／guidelines・htm・   

Forquestionsonthecontentofthisguidance，COntaCttheDivisionofBIoodApplications，Office  

ofBloodResearchandReviewat301－827－3524．  

U．S．I）epartmentofHca］thandfIumilnServices  
FoodandJ）rugAdminisIration   

CenterfbrBio］（唱icsEvaluationandRcsearch  
December2007  

113   



Contains Nonbinding Recommendations 

TableorContents  

l．  INTRODt）CTION……………………………．”……………………．．．．．…………………．．…………………1  

ⅠⅠ． DISCUSSION……………………………………………………………………………………．．………………2  

A． thckground………………．………．‘．………………．．…．．．．．．………”………………………………2 

B． DeriniパollS………………………………………………………………………………………………．．3  

III． DONORSELECTIONANDMANAGEMENT．．．……‥．…………．……………．……．…………5  

A． DonorSelectiom．…．．…………………………………………………．………………………………．5  

玖  DonorM；lnilgement…………………………………………………………………………………．‘  

Plate］ctCount  1
 
2
 
3
 
4
 
 
 

6  

6  

6  

7  

DonationFrequency  
RBCLossPriortoaCollectionofP］ate）ets，Pheresis  

Tota］PlasmaVo）umeLossPerCol】ectionProcedure  

IV． INFORMAYrlONPROV7DEDTOTHEI）ONOR．．……”……‥．．．……………．．．．．．．．．．………7  

V． COMPON玉NTCOLLECTTON…………．．…．”………………．．．……………………………．…．．．．．．．．7  

VI． VALIJ）ATlONOFTJIECOLLECTIONPROCESS………‥．…………………………………8  

A・ Eql山pmentIIISIalhtioll（）uilliricaIion………………………………………………………‥9  

B． Villidati、onProtocol…………………………………．．………………………………………………，  

C・ ProecssPcrfbrmanceQui．1ifica暮jon（Opemtor）……………”．．………．……．…………．9  

D・ ProductPcrfbrmitnCCQuiIJificatjonR）rComponemtCo）］cctionProcess．．．．．．．10  
E． Re－qu；l】in…tion／Re一Validiltioll…………………………………………………．……………14  

VII． QUALITYASSURANCJEANDMONITORING．．．…．．．．．．…………………………………．．．．．14  

A・ St』ndi）rdOperiltingProcedures（SOPs）andRecordkeeping……．．．．．．．………‥14  
Requ】rementSforSOPs  1

 
つ
」
 
’
J
 
 
 

i
㌻
．
ト
ト
、
i
 
L
藍
r
 
■
■
 
＼
渾
．
．
－
．
障
卜
〓
－
も
ー
一
l
 
L
監
r
F
－
 
 
－
．
畑
 
ゎ
い
＝
、
F
塾
1
．
■
f
 
 

「
 
 
 

AdditionalProvisionsApplicabletoSOPs  
Recordkeeplng  

B・ DonorMonitorillg…………………………………………………………………………………‥17  

Plate］etCounts  1
 
2
 
 
 

17  

17  

18  

18  

19  

AdverseReactionsinDonors  

C・ CompoJ］CntTesting  
1
 
2
 
 

ComponentSpec抗cationCheck  
QCMonitoring  

D・ Equipment／Suppties………………………………………………………………………………‥20  

E・ OperittOrTrilining……．．．………”…………………‥．…．．………．……．………………………‥20  

F・ quaI呵Monitoring…………………………………………………………………………………21  

VIII．PROCESSINGANDTESTING……‥．……．．……………．……………．．．．．．……．．．．…………………21  

A・ Processlng………．……………………………………………………………………………，………．21  

B・ Communic；1bleDiseaseTesting……………・…………・・”……………・……………………．21  

C・ ExpirationDate．……………………．，．．…………………………………………………．．……‥．．．21  

114  



Contains Nonbinding Recommendations 

ⅠⅩ． LABEL∬NG………………．……．．．………………………………．．………．．…．．……………………………‥ヱ2   

X．  REPORTINGCHANGESTOANAPPROVEDBIOIJOGICSLICENSE  

APPLICATION（BIJA）…………・・…………………・”…………………・：………・・…・”・・・t・・・・・…・・……・22  

A． PriorApprovaJSupplement（アAS）：ChangesRequiringSupplement  
SubmissionandApprovaIPriortoDistribt）tionoftheProductMadeUsing  
theChange（MajorChanges）（21CFR601・12（b））…………‥・……………・・………・・・22  

B． CllangeSBeingEffbctedin30Days（CBE－30）SuppIement：Changes  
ReqlliringStIpplementSut）missionatLeast30DaysPriortoI）istributionof  
theProductMadeUsingtheChange（21CFR601・12（c））………………・…………24  

C． SubmissionIncJtJSjonI）ocuments‥．．．．．…………．．．…．．．．．．．．．．……………‥”…………．．．．24  

D． SubmissionorI，lateIets，PheresisSample（S）toCBER………………．・……………‥27  
E． ShippingPlatelets，PhcrcsisSample（S）toCBER・・・・・・……・・……………・………・……・27  

XI， CONTACTINFOlモMATTON……………………．．．．．．…．．…．………………………………‥．………．28   

ⅩⅠⅠ． REFERENCES……………．．…………………………………………‥．……………………………………‥30  

‖5   



ContainsNonbindiT）gRecommendations  

GuidancefbrIndustryandFDAReviewStafr   

Co）1ectionofP］ateletsbyAutomatedMethods  
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T．   INTRODUCTION  
ぐ  

Thisguidanceprovidesyou，bloodestablishments，andFDAstafrwithrevisedrecommendatjons  

fbrtheco】lectionofPlatcletsbyau10matedmethods（plateletpheresis）．Thisguidanceisintended  

tohelpyouensuredonorsafbtyandthesafbty，Purity，andpoIcncyofP］atc］etscollectedbyan  

automatedbloodcellser）aratOrdevice・Forthepurposeofthisdocument，PJateletscoI］ectedby  

automatedrnethodsandresuspcndedinp］asmawi1］berefbrredtobytheproductname  
“P［atelets，Pheresis・M Weconsidertherecommendationsinthisguidancedocumenttoprovide  

appropnatecriteriaR）rabio］oglCSlicenseapplicationorsupplementfbrmanufhcturingP］ate］ets，  

PheresIS，andprovideguidanceonpreparlngamanuhcturingsupp）ementforPlatelets，Pheresis  

underTitIe21CodeofFedera）Regu】ations601．12  

（21CIヲR60l．12）．   

Thisguidanceapp】iesonIytothefbllowingPlatelets，Pheresiscomponents‥   

● Platelets，PllereSis（Single，double，andtriplecollections）；  

● P）atelets，PheresisLeukocytesReduced（Single，double，andtripleco17ections）；and  

● Platelets，PheresisorP］atelets，PheresisLeukocytesReducedcol】ectedconcurrentlywith   

Plasma，RedB）00dCells（RBCs），and／orSourceP）asma．1   

ThisguidancerepJacesFDA’s“RevisedGuide）inefbrtheCo11ectionofPlatelets，Pheresis”dated  

October1988・AIso，thisguidancefinalizesthedraftguidance，㍑GuidanceforIndustryandFDA  

ReviewStaff‥CoIlectionofPlateletsbyAutomatedMethods”datedSeptember2005・   

FDA，sguidancedocuments，includingthisguidance，dolnotestablishlegallyenfbrceable  

responsibi】ities・Instead，guidancesdescribetheFDA，scurrentthinkingonatopICandshouldbe  

viewedonly年SreCOmmendations，unlessspecincregulatoryorstatutoryrequlrementSareCited．  

1ThisguidancedoesnotapplytoplateIetpheresiscomponentscoJlectedconcurrentlyduringapheresisgranulocyte  
COllectionproceduresorplasmareducedapheresisplatelets，Whicharenotcurrent］ylicensedproducts，OrtOPIalelets  
preparedh．omplasmapheresisasdescribedin21CFR640．22（b）．  
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TheuseofthewordshouldinFDA’sguidancesmeansthatsomething】SSuggeStedor  
recommended，butnotrequired．   

IfyouhaveanyquestionsabouttheefftctofanyPOrtionofthisguidanceonaregulatory  
requirement，COntaCttheCenterfbrBio19gicsEvaluationandResearch（CBER），0柘ceofBlood  
ResearchandReview，DivisionbfBIoodApplications，at301－827－3524．  

ⅠⅠ．  DISCUSSION  

A． Background  

Plate】etpheresisistheroutineco】1ectjonofplateletsuslnganautOmatedb700dce11  
SeParatOrdevice，WhichresultsintheproductPlatelets，Pheresismanufhctured什oma  
highyie】dof－plate］ets丘omasIng］edonor．TransftJSionofPlateIets，Pheresisisefftctive  
fbrtreatlngPatientswithp］ateletrelatedinsufnciencies，Whilelim）t．ngtherecIPlent，s  
exposuretoplate）etsn’Ommu）tjpledonors・lnrecentyears，manylmprOVementShave  
becnmadeinautomatedbloodcellseparatordevicetechno］ogy，Plateletstoragestability，  

andbloodcel］count］ngnlethods，inc］uding：  

・CO17ectioIIPrOCeSSefflciency；  

・StOrageCOntainercharacteristics；and  

・aCCuraCyOfmethodsfbrdeterminmgadonor’spre－donationp）ateletcountand  

COmpOnentyields．  

Automatedb］00dcel】separatordevicesarenowcapableofvariousplateIetpheresis  
COIJectionproceduresincludingbutnot）imiledtothefblTow】ng：  

● CO】Iectionofdoub］eandtripJepTate）ctcomponentsobtainedduringas】ng7e  

procedure；  

・uSeOrin－PrOCCSSIcukocytereduction（Re仁1）；  
● CO‖ectionof、concurrentplasmacomponents（Ref二2）；and  

・CO11ectionofconcLJrrentRBCcomponents（Ref13）．  

Thisdocumentinc7udesthefbllowJngreCOmrnendations：  

● Pub】ishedresearchindicatesthattherelSPOOrreCOVeryOfviablep）ate］etsstoredata  
PHoflessthan6・2（Refg・4and5）・Therefbre，yOurPrOCCSSValidationandquality  
COntrO】（QC）testingfbrP）ateJets，Pheresi豆shouldassureapHatorabove6．2，tOrule  
OutaPH】essthan6・20nthedatetheproductisissuedoronthedatetheproduct  
expires（Outd＝lteS）・NotethatwerecornmendthatyouadoptastricterpHstandardthan  
thatcurrentlyspecifiedin21CFR640．25（b）（2）．  

・YoushouldincludeadditionaldeftrralcriteriafbrdonorsofPlatelets，Pheresiswho  

havetakencertainmedications（SeeSeCtionIII・A．）（Refs．6，7，and8）．  
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・Toprotectthesafttyofthedonor，SeVendaysshouldelapsea鮎rcoHectionofa   
doubleortriplePlatelets，PheresisbeforethedonoriseligibletodonatePlatelets，   
Pheresisagaln．Inaddition，坑rst－timedonorswithoutapre－donationplateletcount   

Shou】dnotundergocollectionofatripleP】ateJets，Pheresis．  

・Becauseofsimi］aritiesbetweenp］ate］etpheresisandSourcePlasmadonation，yOu   

Shou）dfbllowthedonorweightprovisionsforSourcePlasmadonorsunder   
21CFR640．63（C）（6）（seeSectionIll．A．）．  

● QCtesting，aSreSCribedin21CFR640・25（b）（l）through（3）requiresthat，eaCh   
month，fburunltSPreParedfromdifTtrentdonorsbetestedattheendofthestorage   
Periodfbrp】ateJetcount，PHofnot7essthan6．Owhenmeasuredatthestorage   
temperatureoftheunit，andvo】ume．Inaddition，21CFR21l．160（b）requiresthat   
laboratorycontroIsincludetheestablishmentofscient浦callysoundandapproprlate   

SPeCifications，Standards，SaJllPJingplans，andtestproceduresdesignedtoassurethat   
COmPOnentS，drugproductcontainers，C70SureS，in－PrOCeSSmaterials，1abeJing，and   
drugprodL］CtSCOnfbrmtoappropriatestandardsofjdentity，Strength，quality，and   

Pur）ty．   

WealsonotethatbacteriaJcontaminationofbIoodcoJTIPOnentSandassociated  
trans魚1Sionrisksisacontinuingproblenl（Ref§・9andlO）・Bacterialconta－TlinヱItion  

testingisfIlleCeSSarypartOfprocessvalidationandqtlalityassurancemonitoringfbr  
PJatelets，Pheresis．   

B．  Derini†ions   

Forpurposesofthetermsusedinthisguidance，thefo））owlngdefinitionsapply：   

AcIunlpJatcJctyicJd－Thetotalp］ateletyieIdinthecomponent，Calculatedby  

multiplyingtheplateletcountofthesampletimesthevolumeofthecomponent（platelet  
COuntXCOmPOnentVO］ume＝aCtua］pIateletyie］d）．   

Aphcrcsjs－Automatedbloodcollectioninwhichadevicecontinuouslyorhltermittently  
removesasmallvolumeofwholeblood，SeParateSthecomponents，COllectscertain  

COmPOnentS，andretumstothedonortheuncollectedremainder・   

A11Iomatcdb）00dcellseparator－Adevicethatusesacentrifugalorfiltration  
SeparationprJnCipIetoautomatica）1ywithdrawwholeblood丘omadonor，SeParatethe  

Who］ebloodintob）oodcomponents，andreturntothedonortheremainderofthewhole  

bloodandbloodcomponents．Theautomatedbloodcellseparatordeviceisintendedfbr  
routinecollectionofbloodandbloodcornponentsfortransfusionorfurther  
manufhcturlnguSe．   

BactcrialcontiIminationtesting－TestlngCOnductedtodeterminewhetheraproduct  
COntainsviablecontaminatingbacteria．   

Componcnt－Apartofasingledonor’sblood，SuChasplatelets，SeParated丘omwhole  

bloodbyphysicalormechanica）means・ForPlatelets，PheresIS，aCOmPOnentisa  

■
 
・
 
・
－
－
 
 ▲
■
r
 
 

「
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transfusableproductthatmaresult＆oma 
． 

triplecollection（resultinginthreePlatelets，Pheresiscomponents）．   

Concurrentcomponent－Whenabloodcomponent，SuChasPlatelets，isbeingcollected  

duringanapheresisprocedure，aCOnCurrentCOmPOnentisadifftrentbloodcomponent  
（i．e．，Plasma，RBCs）co11ectedatthesametime．   

Dedicateddonation－Platelets，PheresisdonatedfbraspecificrecIPlent．   

Devicesc］carcdorapproved－Describesadevicethathasbeenclearedorapprovedby  
FDApu？uanttOa510（k）PremarketNotification（cleareddevice）orPremarketApproval  

Applicat）On（approveddevice）・（SeeTitle21，UnitedStatesCode，SeCtion360c；Federa）  

Food，Drug，andCosrr］eticAct（FDCA），SeCtion515－PremarketApproval；and，FDCA，  

SeCtion510（k））．   

DonationfrequcneyJnterva）betweenadonor’scollectjonprocedures．   

ProccssYitlidationwEstablishingdoctlmentedevidencewhichprovidesahighdegreeof  
assurancethataspecificprocessw川consistentlyproduceaproductmeetlng）tSPre－  

determinedspecificationsandqua）itycharacterjstics．   

QuaJification・－Apartofprocessvalidationthatestablishesconfidencethata  

manufhcturingdeviceiscapableofoperatingconsistently（equipmentinsta］］ation  

qualification）andcanbcperfbrnledefftctivelyandreproducib］y（processperfbrmance  

qualification），andthatthefinishedproductmeetsallofthereleaserequirementsfbr  

functionalityandsafもty（productpcrfbrmancequa］ification）．   

Rcsidua）WhiteBIoodCcJJ（Wl主C）count－ThenumberofWBCsremainingina  
LeukocytesReducedcomponcnt，CalculatedbymultiplyingtheWBCcount丘oma  

SamPleofthecomponenttimesthevo】umeofthecomponent．lnthisdocument：   

・ref邑rencestoresidualWBCcounttestlngaPPlywhenlhePlatelets，Pheresiswi11be   
labeledasLeukocytesReduced．  

・reftrencestopercentplateletretentionappJytoleukocytereductionbyfiltration，   

providedthereisaccesstoapre－Ⅲtrationsamp】e．   

Rolling12－mOnthperiod－Continualassessmentofadonorovera12－mOnthperiod・  

Thisisnotaset12－mOnthperiod（i．e・，Calendaryear）・   

Targetp】ate］ctyield－TheintendedplateletyieIdprogrammedintoanautornatedb700d  
Cellseparatordevice，Whichmaybebasedonthedonor’splateletcountandotherfhctors．  

To）eranee 

． 

bedescribedasspeCifications．  
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Wejght／vo］umeconversion－Thetotalwejghtofthecomponentminusthetareweight  
Oftheemptycontainerdividedbythespecificgravityofthecomponentequalsvolumeof  

thecomponent．  

III．I）ONORSELECTIONANDM＿ANAGEMENT  

A．  DonorSelection  

Under21CFR640・21（C），PlateletpheresisdonorsmustmeetdonorsLJjtabi］itycriteria  

describedinthebioIog）CSlicenseapp］icationorsupplement・Thesetyp．callyconfbrmto  

donorsuitabilityrcquirements（21CFR640．3）andrecommendationsapplicab】eto  

donorsorWholeBlood．Jnaddition，WereCOJTlmend：  

● donorweightofatleast110pounds（CurrentlyrequiredfbrSourccPlasmadonors  
under21CFR640．63（c）（6））  

● Priortolhcfirstdonation，CO11ectasampleforaplateletcount．  

●1fyoucannottestasampIefbrapIate］etcountpriortothenrstdonation（n）reXamPle，  

becaupethedonorpresentsalamobiJeco］Iectionsite），yOuShouJdcollectapre－  

donatlOnSamP］eandevaluatethedonor，sp）ateletcountaftertheflrstco）1ect）On．  

Youshou］dnotco）lectP）atelets，PhcresisftomdonorswhohaveJngeStedplatelet   

inhibitorydrugsrecent］yenoLlghtoadverselyaffbctplatelet丘JnClionintheproduct，Or  

thesafbtyorthedonor・Theserecommendationsinclude，butmaynotbe）imitedto：  

● Aspirin（AS＾）／ASA－COnlainingdrugS／FeIdene－tWOfuIlmedicalion什cedaysprior  

todonation（Refも．6and7）  

● P）avix（Clopidogrel）andTiclid（Ticlopidine卜14fu11medjcation什cedayspriorto  

donatiom（Rer8）．  

Whenthedrugslistedinthissectionaretakenforaspec摘cmedicalcondition，donors  

Shou］dnotdisconlinuetakingdrugsprescribedorrecommendedbylheJrPhysIClanSin  

ordertobee．igibIe2todonatePlate．ets，Pheresis・＝owever，Wedonotnecessari］y  
recommenddefbrralofsuchdonorsfbra［Jbloodproducts，ifthcdono亡Sareingood  

health，andestablishmentsmaymakeeligibilitydelerminations丘）rdon；ltionsofother  

products．  

2weareusingtheterms“eligib）e”and”e）igibility”inthisguidancetorefbrtothedonorsuitabi】ityrequiremcnts  
describedin21CFR640．3and640．21（c）．  

り－  
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DoれOrManagemⅢt   

l．  PlateletCount   

・Youshouldcollectapre－donationsample打omthedonorfbraplateletcount．   
Thedeviceoperatorshouldenterthatplateletcount，Ortheoneobtained   
immediatelyfo）lowlnglnitiationofthecollectionprocedure，tOmOre   
accuratelysetthetargetpJateletyieldparametersforeachcollectionof   
Platelets，Pheresis．Thesestepsshouldbeconsistentwiththeautomated   
b）00dcellseparatordevicemanufhcturer’sdirectionsfbruse．   

・Foranycollectionfacilitythatcannottestapre－donationsamp7efbraplatelet   
count（forexampIe；amobiIecoIIectionsite），yOumayuSeanaVerageOf   

PreVioushistoricplate）etcounts（asspecifledbythedevicemanufacturer），Or   
adefhuJtplate）etcount（eitherasrecommendedbytheautomatedb］00dcel）   
SeParatOrdevicemanufhcturer，Ordeter血nedbyusingb）00dcenterspecific   
Values），tOSetthetargetplateletyield・Youshou］dnotcol】ectatriple   

Plate）ets，Pheresisfromfirst・timedonorswhodonothaveapre－donation   
PlateletcountavaiIab7eeitherpr）OrtOOrimmediatelyfb1lowlnglnltlationof   
theco）7ectionprocedure．Concurrentcomponentsmaybedrawnifthedonor   
meetseligibilityrequirenlentS丘）rthosecomponents．   

・Youshou）ddeftrfromdonationdonorswhoseplate］etcountsarelessthan   

150，000plate）ets／uLuntilasubseql－entPre－donationp］ateletcountindicates   

thatthedonor’spJateletcountisatleast150，000platelets／uL．   

2・ DonationFrequency   

Toprotcctthesafttyofthedonor‥   

● adonorshouIdundergonomorethan24PTate］et，Pheresiscollcctionsina   
rol）ing12－mOnthperiod．  

● theintervalbetweeneachcoHectionofPlate）ets，Pheresisshou7dbeatleast   

twodayswithnomorethantwoproceduresinaseven－dayperiod．  
・theintervalbetweencollectionofadoubleortrip）ePlatelets，Pheresisandany   

SubsequentcollectionofPlatelets，Pheresisshouldbeatleastsevendays．  

・theautomatedbloodcellseparatordeviceshouldbesetwithapost－donatjon   
P］ateletcounttargetofnolessthanlOO，000platelets／uL   

3． RBCLossPriortoaCollectionofPlatclets，Pheresis   

ToprotectthedonorfromsignificantRBCloss，WereCOmmendthat：   

・yOunOta1lowadonorwhohasdonatedaunitofWholeBlood，aSlngleunit   
OfRedBloodCel】sbyapheresis，OraSlngleunitofRedBloodCellsby   
apheresisconcurrentwithPlatelets，PheresisorPlasmaintheprevious8  

B．  
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WeekstodonatePlatelets，PheresIS，unlesstheextracorporealredbloodce）1   

VOlumeduringthePlatelets，Pheresiscollectionisexpectedtobelessthan   

lOOmL（Rer3）．   

● yOunOtPerformanyconectionprocedureonadonorwhohasdonatedtwo   
unitsofRedBloodCellsbyapheresiswithintheprevious16weeks（Rer3）．   

4．  Tota）PlasmaVo］umeLossPerCollectionProcedure   

Thetota］p）asmavoILlme（exc）udinganticoaguJant）ofal］b）00dcomponents  

retainedpercollectionofPlatelets，Pheresisshouldnotexceed：   

● 500mL（600mLFbrdonorsweighing175Ibsorgreater），Or  

● thevolumedescribedinthe）abelingfbrtheautomatedbJoodcel）separator   

device（thisvo）umemaybemoreorlessthanthe500mLor600mLvolume   
StaledintheabovebuJlet）．  

ⅠⅤ． mFORMATIONPROVIDEDTOTHEDONOR   

Under21CFR640・22（c），theco‖cctionproceduremustbeasdescribedinthebiologicslicense  

applicationorsupplement・Aspartoftheco］Tectionprocedure，P）ate］ets，Pheresisdonorsshould  

rcceiveinfbrmationaboutlhecoIlectionproccdureanditsassociatedrisks・Youshou）dprovide  
P］ate）ets，PheresisdonorswiththesameinfbrmationthatisprovidedtoaWholeBlooddonor3，  

plusthefo1low）nginR）rmationspecifictolheplate］etcoI］ection‥   

・adescrlPtionoftheprocedureforco】1ectionofPlatelets，PheresisanditsilSSOCiatedrisks．  

●infbrmationaboutpotentialsideenもctsoftheprocedureincludingpossibleefftctsasa   

resultofsolutionsand／ortreatmenttoreducesideefrbctssuchastreatmentwitllaC；11cium   

replacement・Examplesofsideeffbctsincludeanticoa声ulantefftcts（tinglingand／or   

nausea），hypovolemia（decrcasedbloodvolume），fhintlng，andanyothersidee拝もctas   

describedbytheautomatedbloodce）1separatordevicemanufhcturer．  

●inJbrmationindicatingthattherearelimitationstothenumberandtypesofcomponentsthat   

Canbedonatedperyear．  

V． COMPONENTCOLLECTTON   

ImprovementsincollectionofPlatelets，Pheresishaveenabledbloodestablishmentstoobtain  
fromasinglecol）ectionprocedureone，tWO，OrlhreePlate］ets，Pheresiscomponent（S）（and  

COnCurrentCOllectionofPlasma，SourcePlasmaand／orRBCcomponents）．  

3ReftrtoFDAregu）ationsandguidancedevelopedbyFDAonthistopICandavai1ableontheFDAwebsite．  
http：／／w・fda．gov／cbern）lood／bldpubs．htm  

122  

．1靂   



CoI）tainsNonbindingRecommeT）dations  

Under21CFR640・22（c），theco）1ectionproceduremustbeasdescribedinthebiologicslicense  

applicationorsupplement．lnaddition，thephlebotomymustbeper払rmedhyas；ngle  
uninterruptedven］PunCtureWithminimaldamageto，andminimalmanlPulationoちthedonor■s  

tissue（21CFR640・22（d））・Asteri1econヮectingdevicemaybeusedasdescribedinthe  

manufacturer’sdirectionsfbrtheapheresISCO】lectionset．Theautomatedbloodcellseparator  

devicemustperfbrminthemannerforwhichitwasdesigned（21CFR606・60（a））．Accordingly，  

yourcol］ectionproceduresshouldbeconsistentwiththeOperator’sManual，directionsfbruse，  

and／ormanufacturer’sspecifications．SpeCificationsidenti頁edbythemanufhcturermaylnClude，  

butnotbelimitedto，thedonor’splateletcount，Weight，heightorhematocrit；the  

minimum／maximumvolumeofthestoragecontainer；plateletconcentrationperuLinthestorage  

COntainer，OraCtualplateletyield・Inaddition，Suppliesandreagentsmustbeusedinamanner  

COnSistentwithinstructionsprovidedbythemanufacturer（21CFR606．65（e））．  

VI． VALIl）ATIONOFTHECOLLECTIONPROCESS   

TheCurrentGoodManufbcturingPractice（CGMP）regu］ationsdescribedin21CFRParts210  
and21lcontaintheminimumrequlrementSfbrmethodstobeusedin，andthe丘ICi］itiesor  

COntrOIstobeusedfbr，themanufhcture，PrOCeSSing，PaCkingorholdingofadrugtOaSSurethat  
thedrugmeetstherequirementsoftheFDCAastosaftty，andhastheidenlityandstrengthand  
meetsthcqua】ityandpur‡tyCharacteristicsthatitpL．rPOrtSOrisrepresentedtopossess  
（21CFR210．1（a））．TheseCGMPregulationsaJsoapplytoWhoZeB）00dandbloodcomponents  

（21CFR210．2（a），211・1（b））andsupplementtheCGMPregulationsfbrb）00dandblood  
COmpOnentSCOntZIinedin21CFRPart606．AsaneIementofCGMP，PrOCeSSValidation  

“establishesdocurnentedevidencewhichprovidesahighdegreeofassurancethataspeciflc  
PrOCeSSwi11consistentlyproduceaproductmeetlngltSPre－detenninedspecificationsand  
qualitycharacteristics”（Re仁＝）・4werecomnlendthatestablishingdocurpentationofprocess  
VaJidationinclude，butnotbelimitedto，Validationprotoco】developmcnt，1nStalTation  
qualification，PrOCeSSOPeratOrPerfbrmancequalification，こIndproductperfbrm之InCeCOmpOnent  
qualification（Ref二11）・   

Eachdeviceintendedfbrtheroutineco11ectionofP）ateIets，Pheresjsmustbeclearedor  

approvedbyFDAfbrthispurpose（墜蔓21CFR864・9245）・Youshou）dconductvalidationof  
theco17ectionprocessusingeachtypeofdeviceusedinyourestablishmentpriorto  
implementlngrOutineco11ections・   

Inaddition，yOurVaJidationeffbrtsshouldincludethefbllowlngmanufacturmgsteps‥   

cell countingng 
・pHmeasurement‥WereCOmmendthatapHmeterorgasanalyzerberoutinelyusedrather   

thanpH（nitrazine）paper．  

component weighingng 

4Therequlrementfbrprocesscontrolissetforthingenera］termsin21CFR211・100・  
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・Sterileconnectingmethod（Refこ12）  

● StOrage  

・Shippillg  

A． EquipmemtImstallation（）uaIirication  

21CFR606．60（a）requiresthatequipJllentbeobserved，StandardizedandcaJibratedona  
regu［arlyscheduledbasisasprescribedintheStandardOperatingProceduresManual  
andmust，perfbrminthenlannerforwhichitwasdesigned．Uponinitia］installation，the  
automatedbloodceI）separatordeviceshouJdbeqL）alif7edasdescribedintheOperator’s  

ManuaTornlanufhcturer，sdirectionsforuse．  

臥   Valida暮ionl｝rotocoI  

AnintegraleIementoftheperfbrmanceanddocumentationofprocessvalidationisthe  
developmentofavalidationprotocol・YoushouldreftrtoFDA’s“GuidelineonGeneraI  

PrincipIesofProcessVaIidation”（Refll）asanout＝nefordevelopingyourvaJidatiol－  

PrOtOCO暮．ThevaJidationprotocoIshou7dincludeat］eastthefbl）ow）ng：  

・adcscrtpt］OnOf．theequJPmenttObeLJSed  

・minimL］m／111aXim＝TlaCCePtableva）uesfbrtheP］ate）ets，PheresiscoJ）ectionand／or  
COmPOnentaSSPeCilledbytheautomatedbloodce］1separatordevicemanuねcturcr  

－ tOtaJvoIume（afterremova］ofsamplesfbrhematologicaltestingandbacteriaI  

COntaminationtcsting），includingperco］一1POnent（COntainer）n．0）Tldoub］eand  
tripIccoI］ections  

－ aCtua】p）atelctyield  

－ reSidualWBCcount（ifLeukocytesReduced）fbrthecoIIectionandcoJTIP？1－entS  

（irmuItipIeconlPOnentSareCOllected），alldperCentPlateletretentionwhen  

app血Ible  

－ COnCurrentCOmPOnentVOlume（P）asmaorRBC），ifapplicable  

－ PHmeasurement  
・manufhcturer’sspecificationsorrecommendationsfbrprocessingparameters（享．e．，  

actualplatc）etyie］dztndconcentration，WeightorvolumecoIIccted）  

・descriptionofsuppIiesusedinthecol）ection（e．g．，COllection／storagecontainers，  
anticoagulants，etC．）  

・fhilt）reinvestlgationcriteria  

・PerSOnneltra．nlngCriteria  

・StandardoperatlngPrOCeduresforperfbrmlngeaChelementoftheco11ectionprocess  
・documentatjonofthevalidationprotocoIcriteria（a1loftheabove）  

C． ProcessPerhrmanceQualification（Operator）  

EachpersonengagedinthecollectionofPlatelets，Pheresismusthaveadequate  
education，trainlng，OreXPeriencetoassurecompetentuseoftheautomatedbloodcell  

SeParatOrdevicesinvoIved（21CFR211．25（a））．Establishmentsmustmaintain  
applicablepro丘ciencytestresults（21CFR606・160（b）（5）（V））・  
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WerecommendthatpersonneltramlnglnCludethesuccessful，COnSeCutive，Perfbrmance  
undersupervisionofanappropriatenumberofprocedt）reS，aSde伽edbyyourfacility．  
TheseproceduresshouldresultinthecollectionofPlatelets，Pheresismeetlngrelevant  
COmPOnentSpeCiflcations．   

I）． ProductPer払rmanceQuali茄cationLbrComponentCo）IectionProcess   

VariousmechanicalandbiologlCalfhctorsmayinfluencetheplateletpheresiscollection  
PrOCeSS（i・e・，theopticalqualitiesofadonor’splasma，thedonor’splateletc？untand  

Plateletsize，VaSCularaccess，andprocedureduration）（Refl14）．Theo叫ectlVeOf  
COllectionperfbrmancequalificationistoverifythattheautomatedbloodcelJseparator  
deviceperfbrmsaccordingtothemanufacturer’sclaimswhenused，andthrough  

approprlateteStlngeStablishesconfidencethatthefinishedproductproducedbythe  
去pecifiedprocessmeetsallreleaserequirementsfbrfunctionalityandsafbty（Ref．11）．  

AJIcomponentsco］lectedduringthevalidationprocesscanbereleasedfortransfusion  
providedthattheymeetminimumspecificationsasdefinedbythemanufacturer，are  
】abe）edappropr．ately，andareotherwisesuitabIe・   

Processperforma11Cequalificationshou7dincludetestingfbrtheactua］pJateJetyie］d，PH，  
andvo7ume；reSidualWBCcountandpercentp】ateZetretention（fbrLeukocytesReduced  

COmPOentS）（SeeTablel）・WerecommendthatyouassessthefoJlowingateach  

col】ect）OnSite：   

・aCtualpl；lte］ctyie）d（p）ateletcountmuItipIiedbythevolume）‥   

O determineactualplateletyieldatcollection．   
0 fbllowthep7ateletpre－donationcountrecommendationsinsectionIIT．B，l．，and  

SetanaPPrOPr）atetargetplateletyieldasrecommendedbytheautomatedblood  
Cellseparatordevicemanufhcturertomaxjmizethclikelihoodthateach  
transfusablecomponentcontains＞3・OxlO71p－ate）etsandthetargetcoHection  
type（Single，double，trjple）isachved．  

● pHasameasurementofqua】ityafterstorage：   

O determinepHonthedatetheproductisissuedoronthedatetheproductexplreS  
（Outdates）．   

0 eaChtransfusablecomponentshou）dhaveapH≧6．2  

・PerCen暮pIatc）etretcntion   

O perfbrmwhentheautomatedbloodcellseparatordeviceornltrationmethodis  
nrstputintouseatanestablishmentand／orasrecommendedbytheautomated  
bloodcellseparatordevicemanufhcturer・   

Oifleukocytesarereducedt）yfiltrationandthereisaccesstobothapre－filtration  
andpost一員ItrationsarnPle，Calculatepercentplateletretentionuslngpre－and  

POSt－filtrationvolumeandce］）content．  

● rCSiduaIWBCcount：   

○ perfbrmwhentheautomatedbloodcellseparatordeviceorfiltrationmethodis  

nrstputintouseatanestabIishmentand／orasrecommendedbytheautomated  
bloodce11separatordevicemanufacturer・  
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O Performwithin48hoursofco））ectionorperthemanufacturer，sdirectionsforthe  

Cel］countingmethodologyused（Re£15）．   

0 COnducttesthlgOnthecol］ection（ParentCOntainer）andontheindividual  

COmPOnentS伽）mdoubleandtrjp］ecollections  

● VOlume：   

O determinethevolumeafterremovalofsamplesfbrtesting（i．e．，Cellcount，  

bacteria］contarninationtesting）．   

0 mleachstoragecontainerconsistentwiththemaIlufhcturer，s  
minilTlum／maximumspeciflcations．   

O equi］ibratestoragecontainersfbrdoub］eortripleco】1ections±10mL，OrPerthe  

nlanUfhcturer，sdirectionsifdif托rent．   

YouaIsoshouIdqualifydevicesandperfbrmfhi］ureinvestigationsasfbllows：   

● DeYices：   

O COmPleteproductperfomlanCe．qualincation丘）raPheresisdevicesfromdi舵rent  

nlanufhcturers，andfbreachmodel．   
0 0btaindata丘oma11automatedbIoodcelIseparatordevicesateachsiteforinjtial  

PrOductperfbrlllanCequalification．Ifadditiona）devicesofthesamemodelare  

addcdatthefhci】ityafterqualification，includequa］ificationdatainmonthlyQC  

Only．  
● Fai］tJrCiJ”eSIigi－tion：ConductaninvestJgatjonfora11componentqualification   

fhilしIreS，andwhenappropriate，initiatecorrectiveactionandfo170W－uPmeaSureS（see   

21CFR211・］92；606・100（c））・Weunderstandthatsomefhiluresmayoccurdueto   

COnditionsno（resuIting丘omafhi］ureoftheprocess（e．g．，autOmatedbloodcell   

SeP竺ratOrdevicefhilures，donorreactions）・1naddition，yOuShould：   

○InVeStlgateaSqualiflcationfai］uresresidualWBCcountsthatexceedthe  

斤目owlng：  

・Singlecollection：≧5．OxlO6（coHection）  
・doublecollection：≧8．OxlO6（COllection），and≧5．OxlO6（eitherorboth  

COmpOnentS）  
・tripleco11ection：≧l．2Ⅹ107（co】1ection），i．nd≧5．OxlO6（One，tWOOraJ）  

threecomponents）．  

0 However，eaChtransfusablecomponent丘omadoub】eortriplecol］ectionof  

Platelets，Pheresismaybe）abeledasLeukocytesReducedprovidedt】lereSidual  

WBCcountonthecomponentisfoundtobc＜5・Ox106・invest）gateCOllections  

thatfhiltomeetthepercentplateJetretention，ifperforl一一ed・rlowever，the  

COmpOnentmaybetransfusediftheactua）p］ate）etyie］disdeterrninedsubsequent  

tofi］tration，andthecornponentislabe）edapproprlately・   

Variationintheactualplateletcountmightbeduetotheplateletcounterusedandthe  

typeofplateletcountusedatthetimeofcollection（pre－donationorhistoricaverage）．  

However，yOuShouldselectaslati5ticallysour）dsamp】esize，basedon95％conndence  

that75％ofcoIT）POnentS（plate］etyield）willmeettherecomrnendedresults（seeTable  

l）・ForpHandrecommendedresidualWBCcount，yOuShouldselectastatistically  
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SOundsamplesize，basedon95％con貞dencethat95％ofcornponents（pH）or  
CO11ections（residualWBCcount）willrneettherecommendedresults．Usingthe  
binomia）statisticfbrexample，aminimumof60components／collectionsshouldbe  
tested，withzeroprocessfailures（93testedwithoneprocessfailure，］24testedwithtwo  

PrOCヲSSfailures，etC・）toqualifytheprocess・Determinethesamplesizeselectionbefbre  

Startlngthequalificationprocess・Forexample，ifyoutest60samplesandencountera  
failure，yOuShouldnotcontinuewiththetestlngOfanadditiona133components．Ifyou  
Selectasamplesizeof93andencounterafailureduringtestlng，yOumayCOntinueto  
testbutthereshou】dbenoadditionalfailures・Simi1arly，ifyouselectasamp］esizeof  

124andencountertwofailures，yOumayCOntinuetotest，butthereshouldbeno  

additionalfailures．  
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