
14．5 Co〃かPJね5bo〝肋e伽aJpJ℃血CI   

netestsspeci丘edbelowshallbeperbrmedonrepresentativesamples  
fromeveryBlling10t・IftheproductlSPrOCeSSedfurtherafter色11ing，e．g．by  
freeze－drying，thetestsshaubeperformedonsamplesfromeachdrying  
chamber．  

14．5．1JdeJl〟ⅣねSr  

Anidentitytestshallbeperformedonatleastonelabelledcontainerfrom   
eachnlinglottoverify【hatthepreparationisofhuman0rigin・Thetest  
Sha11beoneapprovedbythenatlOnalcontrolauth0rity．Additionaltests  
ShaubemadetodetermiJlethattheprotein1Spredominantlyalbuminor  
plasmaproteinfractionasapproprlate．Thetestsmentionedinsection  
14．3．2shaubeused．  

14，5，2P和給血co〃Cenf伯打0〃andpu〟少  

Theproteinconcentrationandpuntyofeach611inglotshaubewithinthe   
limitsprescribedinsection14・3・2・  

173StStOdeterminetheconcentrationofadditives（SUChaspolyethyIeneglycol．  

POrCineenzymesandreducinganda（kylatingagents）usedduringproduction  

ShaJlbecarriedoutifrequiredbythenationalcontroLauthority  

14．5．3S始〟〃吋ぬSf  

Eachnlhnglotshal1bete5tedforsteri1ityPartA，SeCtion5，Oftherevised  
RequirementsforBiologicalSubstanCeSNo・6（GeneralRequirementsfor  
theSterilityofBiologicalSubstqTICeS）（9，p・48）shal1apply・Samplesfor  
Steri1itytestingshallbetakenfrom丘nalcontainersselectedatrandomaf［er  
heatingat60OCforlO－11h・  

lnonecountry；thesteriIitytesliscarriedoutatEeastlOdaysafterheatingat  
600CforlOh．1nsomecountries．thesterilitytestiscarriedoutbothbeforeand  
afterheatingat600CforlOh．  

14．5．4Ge〃e伯／5a／eけねSf  

hsomecolユntriesageneralsafetytestma、▼berequired，Wherebyeach  
丘uinglotistestedforextraneoustoxiccontaminantsbyapproprlateteStS   
invoIvingln］eCtionintomiceand望uinea－PlgS・nleinjectionshal1cause  
neithersigni丘cantuntoward reactionsnordeathwithinanobservation  
Periodofsevenday5・Thetestssha11beapprovedbythenationalcontrol  
authoritv．  

T卜etestsgeTleTaIさyuse・jaret卜e：TltraPeritc・T！ea；lnjeCtionofO．5mIfntoeachof  

a‖eastl肌′Omicev：e；gnlngaPPrOX；mate：y2Cgandthe呵ectionof5．Orn＝nto  

each of atIeastlwo gujnea－PF9S〟eis卜≡rig EPPrOXimately350g．Fn some  

COuntries．ifoneoftheanミmalsd享esorsilOl・：SS二9「SOfi”－heatth，SUChasweight  

10SS，duringaspecifiedperiod，thetestisrepeated・Thesubstancepassesthe  
testifnoneoftheanimalsofthesecondorou？diesorshowssignsofiJトhealth，  

SuChasweightloss，duringthatperiod．  
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14．5．5戸佗edo〝I庇汀nPy旧9即わJ坪   

Each丘11inglotshallbetestedforpyrogenicitybytheintrav？nOuSinjection   
ofthet寧StdoseintothreeormorerabbitsthathavenotprevlOuSlyreceived   
blood products・h general，the dose shallbe atleast equivalent   
proportiona11y，Onarabbitbody－Weightbasis，tOthemaximumsingle  
humandoserecoInmended，butnotmorethan10ml／kgofbodyweight．  
Foralbuminatconcentrationsof200g／1and250gn，thetestdoseforeach  
rabbit shaubeatleast3mVkgofbodyweight，and foralbuminat  
concentrationsof35gnand50g／1andplasmaproteinfraction，10mi／kg  
Ofbodyweight・   

A611inglotshallpassthetestifitsatisBestherequlrementSSpeCiBedby  
the national control authority. 

14．5．6〃0由れJ帽COnle／1r  

Theresidualmoisturecontentshal1，Whereappropnate，bedeterminedby  
amethodapprovedbythenationalcontrolauth0rity  

Themethodsinuseare：（a）dryingoverphosphoruspentoxideforat】east24h  
atapressurenotexceeding2．7Pa（0．02mmHg）；and（b）theKarlFischer  
method．  

Theacceptablemoisturecontentsha11bedeterminedbythenational  
COntrOlauthority．   

14．5．7P／e始〟〟佗わ∂Cfルaわr  

Anassayshallbeperformedforpreka11ikreinactivator・nePrOductshall  
containnotmorethan35IUofprekallikreinac仕vatorperml・   

14．5．8〃yd和9eJ†わ〃CO〃Ce〃拍ぬ〃  

Thehalproduct，reCOnStitutedifnecessaryanddilutedwith0・15mol／1  
sodiumchloridetogiveaproteinconcentrationoflOg／1，Shall，When  
measuredatatemperatureof20－270C，haveapHof6・9±0・5（albumin）  
Or7・0土0・3（plasmaproteinfraction）・  

Lnsomecountries，differentrangesofpHvaluesarepermitted・   

14．5．9月bsorbance  

AsamPletakenfromthe丘nalsolutioIISOfalbuminaLndp）asmaprotein  
fraction，Whelldilutedwi山watertoaconcentradonoflOgnofprotein  
andplacedinacellwithal－Cmlightpath，ShauhaveanabsorbanCenOt  
exceedingO．25whenmeasuredinaspectrophotometersetat403nm・   

14．5．10J〃5PeC血no′酬edcoJ焔血e侶  

AⅡ丘nalcontainersshal1beinspectedforabnormalities，SuChasnon－uniform  
colour，turbidity，microbialcontamiLlationand the presence ofatypical  
particles，afterstorageat20－35OCforatleast14daysfollowingheat  

treatmentat600CfbrlOh・Containersshowingabnormalitiesshal］notbe  
distriblユted．  
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ThenormaJco10UrOfalbumぎnso［utionsmayrangefromcoIourlesstoyerfowor  

greentobrown．  

When turbidity or nonTUniform cdour raises the possibiLity of rnicrobial  

COntami〔ation，teSting should be done toisolate and jdentify the  
mic「00rganisms．   

14．6 斤eco畑ざ  

The requlrementS Of Good Manufacturlng Pracdces for Biological  
Products（哉pages27．28）shallappl）1   

14．7 Saノー甲Jeざ  

The requlrementS Of Good Marlufactunng Practices for BioIoglCal  
Products（8，Page29，Paragraph9・5）shallapply・   

14．8 ⊥∂beJ伽g  

The requlrementS Of Good Manufacrunng Practices for Biological  
Prod11CtS（＆pages26－27）and the nationalcontrolauthority’s re－  
qulrementSforparenteralsolutions5hal1apply・   

Inaddition，thelabelonthecontainershouldstate：  

－ thetypeOfsourcematerial，  
－ theproteirlCOnCentration，  
－ theoncoticequivalentintermsofplasma，  
－ thatpreservativesareab5ent  
－ thewarnlng“Donotuseifturbid’’，  

－ thesodiumandpotassiumconcentrations．   

14．9 β由か他u旅）〃∂〃d5わ加納g  

The requlrementS Of Good Manufactunng Practices for BiologlCal  
Products（q）shallapply・   

14．10Sね伯9e∂ndsわeJ〃胞  

The requlrementS Of Good Manufactunng Prac【ices for BiologlCal  
Products（往PageS26－27）shallapply・  

Finaleontainersofalbuminsolutionsha11haveama衰munlShelf－hfeof  
threeyearsifthe、TareStOredatorbelo、、’30DC，andof6veyearsifthev  
arestoredat5士30C．  

Olhers10rage COnditions and shelトEives may be approved b）′the naIionaE  

COntr（）lauthorit）t  

Finalcontainersofpla5maPrOteinfractionsolutionshallhaveamaximllm  
Shelf－1ifeofthreeyearsifthevarestoredatorbeloⅥ’30OC，andof丘veyears  
ifthevarestoredat5±3、一C．  

Otherstoragecold柏〇nSar7d sle】i－ht！・eS may Oe aPPrOVed bythe nationaE  

COntrOlauthoritゾ  
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15．Contr010Iimmun喝lobulins  

ne丘nalbulksolutionofnormalimmunoglobulinshal1bemadefrom   
materialfro㌣atleastlOOOdonors・Ifnomalimmunoglobuhistobeused  
forpreventlng Ortreating aparticulari撼ection，thetitre ofspeci丘c  
antibodyshouldbemeasured．  

Fornorma＝mmunoglobuIins，aJargenumberofdonorsareneededjfthefjnaJ  

PrOductistocontainadequatearnountsofthevariousdesiredantibodies．  

Fo（SPeCificimmunogIobutins．whetherintended forintravenous or  

intramuscu［arin）eCtion，lhenumberofdonorsrepresentedislessimportant  

because the requlrement for specific antibodyin the finaIproductw‖be  

de†血ed 

Theimmun0globulin 
immunoglobulinpreparatlOnSforintramuscl11aruseshallbelOO－180gn・  
ConcentrationslowerthaJllOO g／1shallrequirethe approvalofthe  
nationalcontrolauthority．  

Theimmunoglobulinconcentrationinthe血albulk ofintravenous   
immunoglobulinshal1beatleast30g几If，inaspecificimmnOglobulin   

preparation，theconcentrationislowerthan30gn，itshal1requirethe  

approvalofthenationalcontrolauthority．  

Theimmunoglobulinpreparationshallbecomposedofnotlessthan90％  
Ofimmunoglobulin，aSdeterminedbyamethodapprovedbythenational  
COntrOlau山od呼  

TbざtSShal1beconductedoneach鎚1inglot、Ofimmunoglobuhsol血011tO  
determinetheproportionofaggregatedandfragmentedimmunoglobulin・  
Therecorrmendeddistributionshallbethatatleast90％oftheprotein，  
Otherthanproteinsaddedasstabihzerstointravenousimmunoglobulins，  
Shal1havethemolecularsiヱeOf血1unOglobulinmonomeranddimer．Not  
morethan10％shallconsistofsplitproductstogetherwithaggregates   
（0ligomersofrelativemolecularm㌘Sequaltoorgreaterthanthatof   
immunOglobulintrimer）・ThisrequlrementShal1notapplytoproducts  
deliberaIelyfragmented．Thetestsand鮎山tsshal1beapprovedbythe   
Pationalcontrolauth0rity・Ofthematerialhavingthemolecularsizeof   

l聖望unOglobuhmonomeranddimer：mOStwi1lconsistofmonomer・tEa  
mlnlmumlevelofmonomerpeT・SelS tO beestab山shed，the血Ieand  
temperatureatwhichsamplesmustbeincubatedbeforeanalysisshal1be  
SPeCihed．  

GeトPermeation chromatography and high－PeHormance excIusjon chroma－  

tographyarelJSefultechniques fordeterrTlinlng mOlecularsize distribution  
andcanbestandardizedformakingthesemeasurements．  

Forintravenousimmunoglobuh，thefo1lowingtestsshal1・beperformed  
OnaSamPlefromeachmlinglot：   

・Atestforhypotensiveac   

86  

ー78－  

T「．ニg彗   



Anappropriatetestisthalforprekallikreinactivatorcontent．lnsomecountries  

theka”ikreintesいSalsoused．  

● Atestforanticomplementactivity．  

SeveraIrnethodsaTeaVairabEe．Thetestmethodusedandthemaximumleve10f  

anticomplementaclivitypermittedshoutdbeapprovedbythenationalcontror  
aulhority   

● Atestforhaemagglutininsbytheantiglobulin（Coombs）teclmique・  

Insuchtests，grOuPOD（Rh。）一POSitiveceilsshouldbeused10teStforanti－D  
（antトRh。）；grOUPAand group B D（Rh。）rnegativeceLLsshouLd beused†or  

anti－Aandanti－B，reSPeCtively  

Thepurposeofthetestjstoensurethattheuseoftheproductw‖notglVerise  
tohaemo）yticreactions．TheupperEimitofactivityshouJdbespecifiedbythe  

nationalcontrolautho（ity   

15．1fbね〃q／Of〃0〝naJ加m〟〃○タbbu〟〃5  

A160gnsolutionofnormali皿mnOglobulinsha11bepreparedfrom伽al  
bulk solution by a methodthat has been shown to be capable of  
COnCentrating，byafactoroflOfromsourcematerial，atleasttwodifEerent  
amibodies，Oneviralandonebacterial，forwhichaninternationalstandard   
Or reference preparationi戸aVailable（Rf）（e・g・antibodies against  

POliomyelitisvlruS，meaSlesvlruS，StreptOlysin0，diphtheriatoxm，tetanuS  
toxin，Stadhylococcalα－tOXin）．  

ForimmunoglobulinsformulatedatanimmunOglobulinconcentration   
lowerthan16％，the concentratlng factor for antibodiesfrom source  
materialmaybeproportional1vlower・  

Theimmunoglobulin solution shallbe tested for potency at the  
COnCentrationatwhichiい、・illbepresentinthe丘nalcontainer．  

Sincepreparationsofnorma＝rTTmUnOgIobu［insproducedindiWerentcountries  
Can beexpecled to differin theircontentofvariousantibodies．depending  
upon the antigenic stimulation to which the generalpopulation has been  

Subiected（eitherbynatura＝nfectionorbydetiberateimmunization），at）east  

twoantibodiesshouidbechosenfo（thepotencytestbythenationalcontrol  
authorityThefinalproductpassesthetestifitcontainsatEeastthemjnimum  

antibodylevetsrequiredbythenationalcontrolaulhority   

15．2 PDねnq／OJ5peCJ伽血munq9わム〟伽ざ  

ThepotencyofeachfinallotofspFCificimmunoglobulinshal1betested  
withrespectto theparticularantibody that thepreparationhasbeen  
SpeCifiedtocontain．Forintramuscularimunoglobulins，thefouowlng   
levelsshauapply‥  

● Fortetanusimmunoglobulin，atleastlOOIU／mloftetanusantitoxin，aS  
determined by a neutralization protection testin animals or by a  
methodshowntobeequivalent．  
● Forrabiesimmunoglobulin，atleastlOOrUノmlofan［i－rabiesantibody，  
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asdeteminedbyanappropriateneutralizationtestinanimalsorbya  
methodshowntobeequivalent・   
● ForhepatitisBimmunoglobulin，atleastlOOIU／miofanti－hepatitis  
antibody．   
・For varicella zosterimmun0globulin，atleastlOOIU／miofanti－  
Varice11a zoster antibody，aS meaSured by a comparative enzyme－  
linkedirrmunosorbentassayorbyamethodshowntobeeqtlivalent・   
● ForantトD（anti－Rh。）immun0globuhn，theestimatedpotencyshal1be  
expressedinhtemadonalUhitsandshallbenotlessthan90％andnot  
morethan120％ofthestatedpotency，andthe丘d11Ciallimitsoferror  
Sha11bewithin80％and125％oftheestimatedpotency，   

TTlenationalcontrolauth0rityShallspecifytheantibodylimitsforother   
immunoglobu山1S・  

Afterthepotencytests，ateStforimmunoglobuIinsubc］assmaybeperformed・  
DifferentmahufacturlngStePShavebeenshowntoreducetheconcentrationof  
苧PeCificimmunog］obuFinsubclasses（e・g・tgGlllgG2・lgG3andlgG4）in  

lmmUnOg10bulinpreparations．Thedistributionoflhefoursubclasseso＝gG  
maybeafactorjntheefficacyofintravenousimmunog（obulinpreparations．  
Since spec浦c antibodies belong］ng tO Particular subclasses have been  

identifiedasbeingImPOrtantinsevera＝nfectiousdiseases．  

1nsomecountrieSthedistributionof［gGsubcJasseshasbeenmeasuredby  

radialinlmUnOdiffusion．Enzyme，［inkedimmunosorbentassayshavealsobeen  
described．andmaybeusedifproperlyvaIidated．Assaysshouldbecalibrated  

againsttheappropriateinternationalreferencematerials．   

15．3 Sぬ〟〟吋a〃d5aね少 

Each伝uinglotshallbetestedforsterility・PartA，SeCtion5，Oftherevised  
RequirementsforBiologicalSubstances，No・6（GeneralRequirementsfor  
theSterilityOfBiologicalSubstanCeS）（具P・48）shallapply・   

Insomecountriesageneralsafetytestmay．berequired，Wherebyeach  
餌IinglotistestedforextraneOuStOXiccontaminantSbyappropriatetests   
involvingln］eCtionintomiceandguinea－Pigs・Thein3ectionshal1cause  
neithersigni丘canttoxicreacdonsnordeathwithinanobservationperiod  
Ofsevendays．Thetestsshallbeapprovedbythenationalcontrolauth0rity  

Thetestsgenera［1yusedaretheintraperitonea＝njectionofO・5mlintoeachof  
atleasttworniceweighingapproximateIy20gandtheinJeCtionof5・Omlinto  

each of atIeast two gu［nea－PlgS Weighing approximateIy350g．In some  

COUntries，ifoneoftheanimalsdiesorshowssignsofiIL－health，SUChaswei9ht  

10SS，duringaspecifiedperiod，thetestisrepeated・Thesubstancepassesthe  

testifnoneoftheanimaLsofthesecondgroupdiesorshowsslgnSOfill－health，  
SUChasweight10SS，duringthatperiod．   

15．4 肋〃ガⅣね劇  

Anidentitytestshal1beperformedonatleastonelabelledcontainerfrom  
each負11hglottoverifythatthepreparationisofhumanorigin・Thetest  
Shallbeoneapprovedbythenationalcontrolauth0rity・   
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Additionaltests shallbe made to determinethat the proteinis  
Predominantlyimmunoglobulin・  

The methodsin most corYlrTTOn USe are radialjrnmunodiffusion and  
efectrophoresis．  

15．5 斤eedom打（〉mpyrOgenね吋  

Each伝11inglotshal1betestedforp）1rOgenicitybytheintravenousinjection  
Ofthetestdoseintothreeormorerabbitsthathavenotpreviouslyreceived  
blood products．In geIleral，the dose shallbe atleast equlValent  
proportionau）10n a rabbit bodT∵“■ei竺ht basis，tOthemaximumslngle  
humandoserecommended，butnotmorethanlOmi／kgofbodyweight．  
Therecommendedtestdosesarelml／k竺andlOmi／kgofbodyweightfor   
intramuscularandintravenouspTeparations，reSpeCtivelv．  

ABllinglotshallpassthetestifitsatisfiestherequlrementSSPeCiBedbythe  
nationalcontrolauthoritv．  

15．6 肋j5h／′eCO〃Ie〃f  

neresidualmoisturecontentofasamplefromeaeh丘uinglotshall，Where  
approprlate，bedeterminedbyamethodapprovedbythenationalcontrol  
auth0rity・  

Thernethodsinuseare：（a）dryingoverphosphoruspentoxideforatLeast24h  
atapressure notexceedjng2．7Pa（0．02mmHg）；and（b）theKar＝＝ischer  

method．  

The acceptablemoisture contentshal1be determined by thenational  
COntrOlauthority・  

15．7 叶dJりgeJlわ〃CO〃CerI加加配川  

The丘nalproduct，reCOnStitutedifnecessaryanddilutedwith0・15mol／l  
SOdiumchloridetogiveaproteinconcentrationoflOgn，Should，When  
measuredatatemperatureOf20－270C，haveapHof6．9±0・5．  

1nsomecountries，adifferentrangeofpHvaluesispermittedforintravenous  
immunog（obu（ins＿  

15．8 5批め傭坤  

Forimmunoglobulhsolutions，aStabilitvtestshallbeperformedoneach  
丘Ilinglotbvheatinganadequatesampleat370Cforfourweeks．No  

gelationorflocculationshalloccur．  

Alternatively（Orinaddition），themolecutarsizedistribulionoftheimmuno－  

g10burinorassaysofenzymessuchaspIasmin（fib呵Olysin）maybeused，  
When shown to predictstabiIity（eliablyandwhen approved bythenationaI  

COnt「Olaulho「ity  
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15．9 月鮎○鹿  

The requirements of Good Manufacturing Practices for Biological 
Products（ろpages27－28）shallapply・   

15．10由〝岬ねぎ  

ne requl∫ementS Of Good Manufacturhg Practices for Biological  
Products（民page29，ParagraPh9・5）shal1apply・   

15．11⊥abe肋轡  

ne reqtnrements of Good Manufacturing Practicesfor Biological  
Products（邑pages26．27）shal1apply・   

Inaddition，thelabelonthecontainershallstate：  

－thetypeofsourcematerial；  
－theproteinconcentradon；  
－ theconcentrationofpreservative，ifany；  
－‘‘ForintramusculanLSeOnly’’¢ftheimun0globulinsarenotspecial1y  
PreParedforintravenoususe）；  
－‘‘Fbrintravenoususe”，Whenappropnate；  
－forspeCiBcimmun0globulin，thecontentofspeci血：antibodyexpressed  
inInternationalUmitsorequivalentnationalunits；  
－ forfreeze－driedpreparations，thenameandvolumeofreconstitutLng  
liquidtobeadded・  

Tbelabelonthepackageorthepackagemsertshallshow‥   

－theapproximateconpentratidnofelectrolytesandexcipientsand，for  

intravenouspreparat10ni，theapproximateosmolality；  
－ thebufferingcapacitywhenthepHofthedilutedproductislowerthan  
thatspeci6edinsecdon15，7；  
－ theconcentrationofpreservative，ifany；  
－therecommendeddoseforeachpardc11lardiseaseorcondition；  
－ thewarn1ng“Donotuseifturbid”；  
－thesodiumandpotassiumCOnCentrations（iftheimmun0globulinis  
intendedforintravenousuSe）・   

15．12瓜畑地鵬加ほ鵬旭叫画鴫  

The requirements of Good Manufacturing Practices for Biological 
Products（8）shal1apply・   

15．13軸ea〃d5わeノー〟ね  

The requlrementS Of Good Manu血cturing Practices fbr Biological  
Products（ろpages26－27）shauapply・  

Liqllidi皿munOglobulinsha址be stored at5士3OC and shal］have a  
Shelf－1ifeofnotmorethanthreeyears．・Freeze－driedpreparationssha11be  
StOredbelow250Candshal1haveashelf－1ifeofnotmorethan負veyears・  
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Otherstorageconditionsandshe…vesmaybeapprovedbythenational  
COntrOiauthor坤  

16・ControJofpreparationsofcoagulation－factorconcentrates   
（factorV＝，factor（Xandfibrinogen）   

Factor VⅦpreparations are a、－ailable as bothfrozen products and  
freeze－driedconcentrates・Thefrozenproductsareusual1yderivedfroma   
Slngledonationandcopsistof血ecryoprecipitatedfactorVⅢfromthe  
donorconcernedpreparedinaclosedseparationsystem・Thecontrolof  
thisproductandthefreeze－driedproductfromfewerthanlOplasma  
donationsiscoveredinPartB．section7．8．1．  

Generauy，thesman－POOlproductundergoeslittleornopuri五cationandis   
handled and subdividedinsuch a waythat mapy controltests are   
inappropnate・However，freeze－driedfactorVⅢconcentratesprepared  

frommorethanlOdonationsmavbepuriBed・  

SourcematerialforfactorVIIIpreparationssha11meetthegeneralcriteria  
fordonorselectionandtestlngfordiseasemarkersasspeci丘edinPartsA  
andB・Itshallpreferablybeplasmafrozenwithin8hofco11ectionorfrozen  
CryOPreCipitate，Suchmaterialshalrbekeptfrozenatsuchatemperature  
thattheactivityofthefactorVⅡIismaintained．   

16．1一己s【soJl伽∂Jconねfners  

16．1．1S始鵬吋∂〃ds∂ねレ  

Each屯血Iglotshal1betestedforsterility・PartA，SeCtion5，Oftherevised  
RequirementsforBiologicalSubstancesNo・6（GeneralRequirementsfor  
theSteri1ityofBiolo由caLSubstances）（具p．48）shal1apply・   

In去omecountriesageneralsafeり．teStmayberequired，Wherebyeach   

Ⅲ1inglotistestedforextraneoustoxiceontaminantsbyappropnatetests   
invoIvinglrgeCtioninto、miceandguinea－Pigs．The呵ectionshallcause   
neithersigni色canttoxicreactionsnordeathwithinanobservationperiod  
Ofsevendays・Thetestsshallbeapprovedbythenationalcontrolauthority・  

Thetestsgenerallyusedaretheintrape再oneal）n）eCtionofO．5mHntoeachof  

atleasttwomiceweighingapp【OXimatety20gandtheinJeCtionof5．Omlinto  

each of atIeast two guinea－PlgS Weighing approximateIy350g．In some  
COuntries，ifoneoftheanimatsdiesorshowsslgnSO川qheatth，SUChasvyeight  

10SS，duringaspecifiedperiod，thetes＝srepeated．Thesubstancepassesthe  
testifnoneo＝heanimalsofthesecond9rDuPdiesorshowsslgnSOfi”－health．  

SuCh as weight10SS，during that period，For factor VJJL and factorIX  

COnCentrateS．thelestdoseshouldnotexceed5001Uo†thecoagulationfactor  

PerkgDfbodywei9h10fthetestan血al．   

16・1・2斤eedomねmpyJり9e／1わ／レ   

EachhllinglotshallbetestedforpyrogenicitybytheintravenouslqeCtion  
Ofthetestdoseintothreeormorerabbitsthathavenotpreviouslyreceived   
blood products・In general，the dose sha11be atleast equivalent  
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proportionaJly，Onarabbitbody－Weightbasis，tOthemaximumSingle  
humandoserecommended，butnotmorethanlOml几gofbodyweight・   

Thefo1lowingtestdosesaresuggested：factorVIII，10IU几gofbody   
weight；factorⅨ，501U／kgofbodyweight；and丘brinogen，30mg几gof  
bodyweight．   

16．1．3SoJub甜叶a〃dcJ∂〟吋  

FactorVⅢpreparationsshalldissoIveinthesoIventrecommendedbythe  
manufacturerwithin30minwhenheldatatemperaturenotexceeding  
370C・FactorIXpreparationsshalldissoIveinthesoIventrecommended   
bythemanufacturerwithin15minwhenheldat20－250C・Thesolutions，   
whenkeptatroomtemperature，Shal1notshowanyslgnOfprecipitationor   
gelformationwithin3hofdissolutionofthecoagulationfactors・  

16．1．4PJPおわCO〃始〃r  

Theamountofproteinina丘nalcontainershallbedeterminedbyamethod  
approvedbythenationalcontrolauth0rity・  

16．1．5一句dd′fルe∫  

Tbsts to determinethe concentradon ofadditives（SuCh as heparin，  
polyethyleneglycol，SOdiumcitrateandglycine）usedduringproduction  
shallbecarriedo11tifrequiredbythenadonalcontrolauth0rity   

16．1．6〃0由Iu／eCOJ？ね〃f  

Theresidualmoisturecontentshal1bedeterminedbyamethodapproved  
bythenahonalcontrolau也0rity・Theacceptablemoisturecontentshaube  
determinedbythenationalcontrolat）th0rity・  

Themethodsavailableare：（a）dryingoverphosphoruspentoxidefor24hata  

PreSSurenOteXCeeding2．7Pa（0．02mmHg）；and（b）theKarlFischermethod・   

16．1．7〃y仇1喝e〃ね〃CO〃Ce血相血川  

WhentheproductisdissoIvedinavolumeofwaterequaltothevolume  
Statedonthelabel，thepHoftheresultingsolutionshaube7・2±0・4・  

［nsomecountries，differentpHvaluesareapproved．   

16．2 職場I御伽沼b飴わ加わ′y〃Jの〝¢即ね絶ざ  

Eachfi11inglotshal1beassayedforfactorVⅢacdvitybyatestapproved  
bythenationalcontrolauthority，uSmgaStandardcalibratedagalnStthe   
IntemationalStandardforBloodCoagulationFactorVIII‥Concentrate・  

The natjonalstandard and the manufacturer’s house standard should be a  

COnCentrate ratherthan ap［asmabecausetheformerhas better10ng－term  
Stabilityandprovidesmorehomogeneousassayresurts・  

Thespeci丘cactivityshal1beatleast500rU／gofprotein・Theestimated  
POtenCySha11benotlessthan80％andnotmoredlan125％ofthestated  
potency．Thecon丘dencelimitsoferrorsha11benotlessthan64％andnot  
morethan156％oftheestimatedpotency・   
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