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Denne Kvalitetsavialen (denne “Avialens) er opprettet av og meflom Blodbankene i Helse Nord-Tnandelag
(HNT) et foretak stiftet og registrert j Norge med et registrent hovedkonfor i Kirkegata 2, 7600 Levanger,
Norge (heretter kait «LEVERA NDOR»)

og
Baxalta GmbH, et selskap som er siiftet og registrert i Sveils med regisirert hovedkontor |
Thurgauerstrasse 130, 8152 Glattpark-Opfikon, Sveits, na en del av Takeda (herstter kait «TAKEDA»),

(LEVERANDZR og TAKEDA blir herettor samiet referert tif som "partene” og hvar for seg som en “part").

DETALJERING

DA, partene gnsker & definere sitf respeklive ansvar med hensyn pé kvalitetsaspektene av leveransen |
henhold i forretningsavtalen, for & sikre samsvar med de godkjente seknadene, yiterligere frav ogreffer
regulatoriske krav;

NA, DERFOR, | betrakining av partenes aviale om & utfore altivitetene som er gitt | denne Avtalen, og av
andre verdirensyn, hvis mottakelse og lilstrekkelighet herved anerkjennes, og som har tl hensikt & vaore
Juridisk bindends, er partene enige om at det er gitt i denne avialen som folger

1. DEFINISJONER

! tillegg til vilkérene som er definert i hele denne Avtalen (hvis 58 er tifells), skal folgende begrep tolkes,
for formélet med denne avialen, som felger:

Gjeldende lov betyr alie lokale, nasjonale og europeiske lover, vediekter, regler og forskrifier som kan
ie i kraft fra tid il annen | lepet av avialeperioden, og som er refavante for aktiviteter og farpliktelser
utfart | foige denne bestemmefso.

Forretningsaviale betyr avtsien om praduksjon, forsyning og laveranse av plasma fra Leverander il
Kontrakisgiver (TAKEDA) ©g enhiver endring gjort av partene.

GMP betyr gjeldende Good Manufacturing Practice (god produksjonspraksis) fra alle relevante
helsemyndigheter (inkludert regulatoriske myndigheter), inkludert alle relevante regler, forskrifter
retningslinjer og veiledninger.

Produkt betyr plasma (humant plasma for fraksjonering) som beskrevet i det medfelgende sparreskjemaet.

Printed ar downloaded documents must be verified against the effective version,
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2. TILDELING AV ROLLER OG ANSVAR

Formélet med denne kvalitetsavtalen er & definere og stablere forpliktelser og ansvar i forhold til
kvalitetssikringsstandardene for

Humant plasma for fraksjonering tappet ved hjelp av plasmaferese {SP), trombaferese (MCP} elfer
fra fuilblod

PLAZ ALl

levert av LEVERAND@REN.

| iepet av avialeperioden skal Partena opplylie sine refevants oppgaver og forpliktefser i sarnsvar med
vilkérene og bestemmelsene i denne avialen, inkludert, uten begrensning, lildefingen av roller og ansvar
som beskrevet i avsnitt 6 og 7 i denne kvalitetsavialen.

3. REPRESENTASJONER OG GARANTIER
LEVERAND®@R representerer og garanterer overfor TAKEDA at.

i den opererer i henhold til gjeldende lovverk.

« Directive 2002/98/EC (direktiv 2002/98/EF) of the European Parliament and of the Councii of 27
January 2003 setting standards of quality and safety for the collection, testing, processing, slorage
and distribution of human blood and blood components and amending Directive 2001/83/EC
(direktiv 2001/83/EF).

« Commission Directive 2004/33/EC (kommisjonsdirektiv 2004/33/EF) of 22 March 2004
implementing Directive 2002/98/EC of the Eurcpean Parliament and of the Council as regards
centain technical requirements for blood and blood components

« Commission Directive 2005/61/EC (kommisjonsdirektiv 2005/64/EF) of 30 September 2005
implementing Directive 2002/98/EC of the European Parliament and of the Council as regards
traceability requirements and notification of serious adverse reactions and events

« Commission Directive 2005/62/EC {kommisjonsdirektiv 2005/62/EF) of 30 September 2005
implementing Directive 2002/98/EC (direktiv 2002/98/EF) of the European Parliament and of the
Council as regards Community standards and specifications relaling to a quality system for blood
establishments

« Commission Directive 2003/94/EC {kommisjonsdirektiv 2003/94/EF) of October 2003 laying down
the principles and guidelines of good manufacturing practice in respect of medicinal products for
human use and investigational medicinal products for human use

« Pharm. Eur. Monograph 853 “Human Plasma for Fractionation®
+ Pharm. Eur. Manograph 0209 “Anticoagulant and Preservative Solutions for Human Blood”
» Pharm. Eur. General Chapter 3.1 "Materials used for the manufacture of containers”

o Pharm. Eur. General Chapter 3.2.3 "Sterile plastic containers for human blood and blood
components”

e EMA CHMPIBWPI706271/2010, Guideline on Plasma Derived wedicinat Products

Printed or downloaded documents must be verified against the effective version.
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s EU Guide to Good Manufacturing Practice, European Commission, including Annex 1 1, 14and 15

» EMEA (CPMP/BWP/3794/03; Guideline on the scientific data requirements for a Plasma Master
FFite (PMF), London

* EMA/CHMP/BWPR/76987/2021: CHMP Position Statement on Quality and Safety Assessment for
the Plasma Master File (PMF) Certification with regards Donor Defarral Criteria for Sexual Risk
Behavior

(i) i Iepet av denne avialeperioden holder og opprettholder den alle gyldige lisenser,
godkjenninger og autorisasjonsr som kraves av enhver regulatorisic myndighet for & oppfylte
sine forpliktelser under denne avtalen (semfel "AUTORISASJONENE' "). LEVERAND@REN
skal fremlagge bevis pd slike autorisasjoner til TAKEDA pé foresporsel. Hvis det er noen
endringer i LEVERANDDRENS samsver (i henhold til lover og regelverk) elier
sertifikat/godkjenning, godtar LEVERAND®R & varsie TAKEDA umiddelbart,

4. VARIGHET OG OPPSIGELSE
4.1. VARIGHET

Denne avialen trer i kraft pa datoen for den siste signaturen (“ikraftiredelsesdatoen”), og skal vasre i kraft
frem i datooen som er den siste av () oppsigelsen eller utlopat av forretningsavtalen, efler (i) datoen da
Perioden for den siste oppgaven efler forpliktelsen i denne avtalen utlaper i henhold til gjsldende lover,

Ved oppher av lsveranseavialen (supply contraci);

LEVERANDR skal fortsette & overhiolde sine forpliktelser | henhold til denna avialen hvis og f den grad
den fortsalter & ha snsvaret for informasjon fremkommet ofter donasjon og i forbindeise med sporing /
fook back etter utigpet efler avslutningen av hovedavialen elfer leveranseavialen,

Alle forplikteiser knyttet til overholdelse av GMP med hensyn pé4 piasma skal fortselte & vaare i kraft |
henhold f kravene | GMP, serlig red hensyn pa;

4.1.1. Oppbevaring og tilgjengelighst av registreringer/helseopplysninger
4.1.2.  Regulatoriske tisyn og dataforesparsler

4.1.3. Informasjon fremkommet etter donasjon og | forbindelse med sporing / look back og
relaterte underspkelser (glennomganger)

4.1.4. Konfidensialitet
4.1.5. Epidemiologiske data for aret etter at leveranseavtalen oppherte

Oppsigeisen eller utlapet av denne Kontrakten/avtalen skal ikke fristille noen av partene fra ethvert ansvar,
som pd fidspunktet for oppher sller utiop allerede er tilfert den andre parten, ellar pavirke pa noen mate
videreforingen av andre rettigheter, plikter elfer partenes forpliktelser, som utlrykkelig er angitt andre steder
i denne avialen.

Printed or downloaded documents must be verified against the effective version,
CONFIDENTIAL INFORMATION
Do not distribute outside of Takeda without Quality approval or a confidentiality agreement
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5. DIVERSE
5.1. RELASJON TIL FORRETNINGSAVTALE

Denne kvalitetsavtalen er en integrert del av hvar forretningsaviale, og vilkérene i denne er uttrykkelig
innlemmet i den. | lilfelie avvik eller uoverensstemmelse meliom hvilket som helst vilkar i denne avtalen og
hvilket som helst vilkar i en forretningsaviale, vil vitkarene i forretningsavtalen ha forrang, med mindre et
slikt vilkar bare gjelder et kvalitetsrelatert sparsmél, i s& fall skal det relevante vilkar i denne avialen ha
forrang.

5.2. OPPDRAG
Et hvilket som helst oppdrag til tilknyttede seiskaper elier tredjepart er regulert av forretningsavtalen.
5.3. UTF@RELSE OG GYLDIGHET

Partene er enige om & godta elektronisk utveksling av signaturer (dvs. utveksling av skannet kopi av signert
dokument inkludert signaturer) med dette menes at ogsé titfeller hvor det er en utveksling av skannede
kopier av signeite versjoner av denng avialen, skal betraktes som gyldig utfert, tradt i kraft og effektueni.

6. TILDELING AV ROLLER OG ANSVAR
6.1. GENERELLE KRAV

LEVERAND@R skal elablere og vedlikeholde et kvalitetsslyringsisystem basert pa GMP-
standardene.

LEVERAND@REN godtar 4 overholde TAKEDAS krav som er angitt i denne kvalitetsavialen.
LEVERAND@REN godtar & varsie TAKEDA urniddelbart elter moltak av varsel fra myndighetene
om iilsyn, samt & overlevere resultatet av tilsynet skrifttig, dersom det gjelder plasma levert lil
TAKEDA.

LEVERAND@REN godiar & levere svar pé avvik / Leveranderens Korrigerende Tiltaksrapport tit
TAKEDA, inkludert rotarsaksundersekelse og korrigerende/forebyggende handlingsplaner innen,
med mindre annet er avtall, trelti (30) virkedager etter mottak av en slik hendelse/klage.

6.2, KVALITETSSIKRING/KVALITETSKONTROLL

Plasmasi som leveres av LEVERANDDREN skal frigisfieveres ti TAKEDA i samsvar med
TAKEDAS minimumskrav og forskuifer, inkludert akiuell dokumentasjon. Minimumskrav skal ikke
endres med mindre detle er avtait med TAKEDA.

6.3. REVISJONER

TAKEDA forbeholder seg retten Uil & ulfere revisjon av LEVERAND@R efler titharende
produsent/produksjonssted med et 1.3 é&rs revisjonsintervall. LEVERAND@REN godiar & gi et
lifradsstitende revisjonssvar til TAKEDA innen avtalt dato, ag gjennomfere korrigerende tiitak som
partene er enige om.

Det skal foreligge dokumentasjon for internkontroil.

Printed or downleaded documents must be verified against the effective version.
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6.4.

6.5.

6.6.

6.7,

6.8.

6.9.

STYRING AV ENDRINGSKONTROLL

LEVERAND®@R skal ha et dokumentert og effeklivt endringskontrolisystem pé plass. | tilfeller av
Planiagte endringer, som kan pavirke hvalitelen eller sikkerheten av plasma, ma TAKEDA
informeres minst 60 dager for endringen trer i kraft. TAKEDA mé informeres umiddelbart for &
kunne vurdere konsekvenser med henblikk pa kvalitet enhver endring. Relevante endringer skal
ikke implementeres far godijenningen er innhentet fra TAKEDA. Det respeklive Skjema for varsling
av endringer finner du pé hjemmesiden «Plasma Partner Websites: www.plasma-pariner.com.
Alte varsler om endring skal sendes i TAKEDA pé e-postadressen:

Iasm lig) da.com
NB: Plasma mé ikke holdas ‘pé vent” i sentrene/blodbaniene pé grunn av en endringskontroll,
Imidlertid, hvis endringen pavirker kvaliteten Pa plasma (f.eks. endring av testing), méa separate
forsendelser utfares (f eks. en med gammel test, en med ny test). Begge forsendelsene kan
sendes fif Takeda sejv om endringsvurdaringen forisatt er i pavente av en beslutning.

PERSONALE

LEVERANDDREN godter 4 ha tilstrekkelig kvailfisert personell til & utfere oppgaver knyttet
malerialet som leveres, Personalefs kvaiifikasjoner og ansvar skal vare kiart definert og

vediikeholdt. Dokumentasjon pé opplaering mé veere tilgjengeliq pé anmodning fra TAKEDA.

KVALITETSDATA 0G DOKUMENTER

LEVERANDDREN skal vediikefiolde og ariivere kvalitetsdokumentasjon i henhold til EU-direktiv
2002/38/EF (Direclive 2002/38/EC) og nasjonale krav, inkiudert stottedata, og skal veere
tigjengelig for TAKEDA pé& foresparsel. Med mindre annet ar avialt, skal TAKEDAs policy for
oppbevaring av dokumenter folges - det som er lengst av - & opprettholde all dokumentasjon i ett
(1) ér etfer utlepet av materialet som er levert il TAKEDA, eller fem (5} ar etter fullfert tibud!
{jeneste,

REGULATORISKE DOKUMENTER

Pa skriftlig forespersel skal LEVERAND@REN titlate TAKEDA & henvise tit LEVERAND@RENS
registreringsdokurnenter ogleller gi gjeldende informasjonfdokumenter 1 TAKEDA titknyitet
Plasmaetfjenestene for 3 stotte TAKEDAs seknad om markedsfaringstillatelse efler regulatorisk
innsendelse,

LEVERANDZRKONTROLL

LEVERAND@REN skal kontinuerilg kontroflere innkommende maleriale fra sine leverandorer i
henhold tif standard operasjonsprosedyrer (SOP).

PRODUKSJONS- 0G PROSESSKONTROLL

LEVERANDDREN skal sarge for at plasma kommer fra / leveres i samsvar med spesifikasfonene
0g gjeldends forskrifter. LEVERAND@REN skal serge for at lokaler og ulstyr oppreitholdes |
samsvar med SOP-ene (design, anlegg, vediikehold osv,), som er etablert for & beskytte efier
forhindre innfering av yire faktorer (til prosessen} / fremmede partikler j plasmaet,

Printed or downloaded documents must pe verified against the effective version.
CONFIDENTIAL INFORMA TION
Do not distribute outside of Takeda without Quality approval or a confidentiality agreement,
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6.10.

LEVERAND@REN skal gjennom samsvar med skriftlige prosedyrer sikre at lagringsfasiliteter er
rene for seppel, stov og skadedyr, og at tilstrekkelige forholdsregler tas mot swl elfer brekkasje,
angrep av mikroorganismer og krysskontaminering.

LEVERAND@REN skal overvake og kontrollere temparatur og fuktighet (hvis aktuelt) i samsvar
med LEVERAND@RENS gjeldende prosedyrer, for omradene og reservearealene der tamperatur-
og/elier fuktighetstalsomme materialer lagres. Overvakingssystemene mé veere kalibrert og virke
under strombrudd.

LEVERAND@R skal utfare og vedlikeholde en valideringsplan for prosesser | forhold il
innkjopAeveranse av plasma for fraksjonering.

TESTING

LEVERAND@R skal ulfere testing av plasma ved hjelp av godkjente og kvalifiserte testmetoder i
samsvar med LEVERAND@RENS gjeldende prosedyrer.

LEVERANDZREN skal under en revisjon tilate gjennomgang av generelle prosedyrer knyttet i
testmetoder og spesifikasjoner for plasma. Disse kan refusjeres for & beskyfte konfidensialitet og
immaterielle reftigheter.

Pa foresporsel skal TAKEDA glennomga og godkjenne LEVERANDZRENS testmeioder og
{ilhgrende dokumentasjon, | fillegg, og som forespurt, skal TAKEDA samarbeide med
LEVERAND®@R for a implementere ngdvendige endringer for & sikre at gjeldende reguiatoriske og
GMP-krav er oppfyit.

LEVERAND@REN skal sorge for at all kvalitetsdokurentasjon for levert plasma blir gjennomgatt
og godkjent far plasma blir frigitt, og at plasma oppiylier frigivelsesskrav som gitt i SOP og
forskriflet.

LEVERAND@REN skal vediikeholde og arkivere kvalitetsdokumentasjon inkiudert stottedata, som
skal veere tilgjengelig for TAKEDA pé forespersel. LEVERAND@R skal fare lesbar oversiki over
alle cGMP-aktiviteter i samsvar med LE VERANDGRENS gjeldende prosedyrer. LE VERANDBREN
skal serge for at dokumentasjonen blir opprettholdt i samsvar med SOP-ene, og gjore
informasjonen tilgjengelig for gjennomgang av TAKEDA under en ravisfon pé stedet,

TAKEDA MINIMUMSKRAY

PLASMAKVALITET

Plasmadonasjoner levert til TAKEDA ma ikke vasre eldre enn 4 maneder nér de moitas pé lageret
i Wien. De 4 manedene er basert pa holdbariieten til prover levert samtidig for NAT-testing. Unntak
krever eksplisitt kontraktsgodkjenning.

Synlig hemolytiske (> 200 mg/dl Mb, plasma er synlig rosa gller racl, rede flekker er synlige 0sv.)
og lipemiske plasmadonasjoner (triglysarider > 400 me/di, nar du ser pa posen bakfra er omrissel
av poseetiketten usynlig; plasmaet er melkeaktig) de respeklive poser og praverar ma ikke leveres
til TAKEDA.

Plasmaposer med et volum pa < 180 mi mé ikke leveres til TAKEDA.

Printed or downloaded documents must be verified sgainst the effective version.
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711,

7.2.
7.2.1,

722

Antikoagulantiesning:

* Fresenius Kabi plasmafereseutstyr;
4 % natriumcitratiosning i et 6 % blandingsforhold

*  Haemonetics plasmafereseutstyr:
4% natriumeitratiesning i opplil et 7 % blandingsforhotd

For plasma fra fuliblodsdonasjoner eller ved trombaferese {MCP), er det bare
antlkoagulantiosningsr i semsvar med gfeldends Pharm. Eur, Monografi 0209 "Anticoagulant and
Preservative Solutions for Human Blood" som er akseptabsit.

Krav til frysing

For afereseplasma ma fryseprosessen stortes innen SEKS (6) timer etter plasmatapping. Inntil
fryseprosessen startes, ma plasma lagres vad s 25 °C. For & bestemme det endelige
Plasmavolumet, skal plasmaposer veiss for frysing, eller en etablert prosess mé vaere pé plass
for & kunne trekke prevevolum fra tappevolumest.

INDIVIDUELLE TESTKRAV FOR DONASJON
Anti-D-antistoffscreening eller ireguleere antistoff

En anti-D-antistoft- / irregulsere antistoff-tost (f.eks. Coombs-test) ma utferes ved farste kontrolf
av donoren og ved videre donasjoner i filfefle anamnestisk nodvendighet (. eks. graviditet,
blodtransfusjon, osv.).

Donasjoner fra personer med st positivt anti-D-testresultat feller hvis det ilke utfores yltenigere
oppklarende testing for anti-D-antistoffer efter gn positiv iregulsere antistofi-test) mé ikke leveres
i TAKEDA.

Sporing / look back mé utfares frem til datoen for hendelsen som fordrsakef anti-D-
antistoffdannefsen efler den positive iregulaare antistoff-testen {over en maksimumsperiode pa 3
ar), og en varsling mé sendes til TAKEDA.

Screening for Virusmarkarer

Hver enkelt donasjon m4 testes ved higlp av en CE-sertifisert in vitro-diagnostisk (VD) test for
felgends, hvis den utfares av leveranderen, Testprosessen ma utfores i henhold til EP-monografien
0853 for Human Plasma for fractionation regarding “Laboratory tests”,

Testnivg Testmetode Parameteor Akseptansekriterier
Hver plasmaenhet Serologi Anti-HIV1/2 nhegativ (1
HBs-Ag negativ (7
Anfi-HCV hegativ (v
) Negative tastresultater skal evalueres ifelge produsenten av testen (pakningsvediegg, brukermanual,
programvareinnstillinger).

Leverandgren er palagt & opprettholde testsyslemet | en validert status, og delta regeimessig
{minimum arlig) i et kvalifisert program for ferdighetstesting. | titfelie utilfradsstillende resultater,
godtar LEVERANDBREN & sende awik / Leverandarens Korrigerende Tiltaksrapport il Takeda,
Inkiudert rotarsaksanalyse og korrigerende/forebyggende handlingspianer innen, med mindre
annet er aviall, tretti (30) virkedager elter motisk av en slik hendelse/age.

Printed or downloaded documents must be verified against the effective version.
CONFIDENTIAL INFORMATION
Do not distribute outside of Takeds without Quality approval or a confidentlality agreament,
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7.23.

7.3.

MNAT-testing
NAT-testing vil bli utfert av Takeda.

PLASMAOPPRINNELSE

TAKEDA godtar bare plasma fra plasmaieverandgrer og tappefasiliteter (“‘plasmaleverandar’) som
har felgende.

En offisiell, gfeldende drifistillatelse som er gyldig i landet far plasmaopprinnelse {f.eks.
godkjennelse fra Helsedirektoratet og/eller GMP-sertifikal, som er utstedt av en kompetent nasjonal
myndighet),

En signert kontrakt og kvalitetsavtale med TAKEDA,
Dokumentasjon pa gjennomfert og godkjent revisjon av TAKEDA,

Et effekiivt og dokumentert kvalitetssystem som oppfyller kravene som beskrevet i direldiv
2005/62/EF (Directive 2005/62/EC).

Plasmaleveranderen er forpliktet til &.

734,

Silre at tilsyn utferes av en kompetent nasjonal myndighet i henhold til EU-direkliv 2002/96/EF
(Directive 2002/98/EC).

Dokumentere endringer i henhold til TAKEDA-prosessen Plasma Supplier Notice of Change”
(.PSNC").

Implementere el effektivt og dokumentert kvalifiseringssystem for leveranderer (inkludert en
kvalitatsaviale / teknisk aviale med leverandarer av kritiske materialer som tappesystemer), for &
bif informert om endringer og for & kunne evaluere dem med hensyn til deres pavirkning pa
kvaliteten og sikkerheten av tiiberedte blodkomponenier.

Epidemiolog

For hver organisasijon ("tappefasiliitel’) som er ansvarfig for tapping ev blod eller plasma, ber dat
gis tilgang til epidemiologiske data for hale donorpopuiasjonen, Data skal rapporteres separat for
“Recovered Plagma” (fra fullblod) og “Source Plasma® (plasmaferase). | situasjoner der delle ikke
er mulflg, ma leverandgren levere en skriftlig uitalelse om hvorfor kravel ikke kan oppfylies.
Blodbanker kan sende inn sine epidemiologiske data per senter.

Bare “confirmed seropositive” donorer ag “NAT only positive” donorer (= negative i serologiske
tesier, men positive | en NA T-test) skal rapporteres.

Donorer som har et «NAT only positives resultat (serologisk negativt), rapporteres separat fra
donorer med bekreftede posilive serologiske testresultater.

Respektlive skjemaer mé sendes éig elier pa foresparsel til «plasma.sugg!ier@tgggda.com“

Listen over donasjoner for hver donor som har testet positivt flere ganger bar fremkomme av
skjemast for donasjonshistorikk.

Kray il leveranderer, som kun produserer Source Plasma (plasmaferese): | tilegg il det
ovennevnte krever TAKEDA en forpliktelse il & overholde PPTA Source IQPP Viral Marker
Standards. Den navesrende versjonen finnes pa www. taglobal.org.

Datasne ma sammenholdes med grenseverdiene for virusmarkerer i seks (6) méneders intervaller.

Printed or downloaded documents must be verified against the effective version.
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7.4.

7.4.1.

7.5.

7.5.1.

Hvis forekomslen overstiger grenseverdiens, mé leveranderen utarbeide en tiltaksplan for &
forbedre situasjonen. TAKEDA md informeres innen tretti (30) dager om slike tilfeller

Hvis tiltakene innen seks (6) méneder iftke resulterer i verdier som oppiylier standardan, kan jkke
TAKEDA gkseptere ylterligere plasmaleveranser.

KVALIFIKASJONSKRITERIER FOR DONORER

Kriteriene for valg av og utelukkelse av donorer mé defineres i henhold (il direktiv 2004/33/EF -
vadlegg ill {Directive 2004/33/EC — Annex ), inkludert eventuelie yltettigere nasjonale krav.

Basert pa EMA/CHMP/BWF/76987/2021: CHMP Position Stafement on Quality and Safety
Assessment for the Plasma Mastsr File (PMF) Certification with regards Donor Deferral Criteria for
Sexual Risk Behaviour, 05-Feb-2021, godtar Takeda tidsrom for utelukkelse for menn som har sex
med menn (MSM} donorer som definert | lokale/nasfonale retningstinjer.

Ytierligere permanente utelukkelseskriterier

Folgende personer er utelukkst fra plasmadonasjon for TAKEDA:

Personer med hemofili eller andre kroniske blodkoagulasjonsforstyrrelser som har fatt
koagulasjonsfaktorpreparater.

Parsoner som bevisst gir feilaktig informasjon om risikofaktorer og hayrisikoatferd,

Utelukkelseskriterier angaende den nye varianten av Creutzfeldt-Jakobs sykdom:

Personer som lilbrakte totaft {sammenlagt) 6 maneder sller mer i Storbritannia mefiom 1980 og
1996.

Personer som mottok en transfusjon av blod effer blodkomponenter i Storbritannia etter 1980,
Ytterligere midlertidige utelukkelseskriterier

Personer som hadde intim kontakt med personer eller seksuelle parinere til personer som tith arer
en risikogruppe (suspendert i fire {4} méneder}.

Personer som far legemidlet Finasterid {Proscar®) eller Isotratinoin {Isolratinoin Crifarm® 7
Roaccutane®) er midlertidig utefukket | 1 maned. Personer som ter legemidiat Vismodegib
(Erivedge®) er midlertidig utelukket i Yjuefire (24) maneder etter siste dose, Personer som lar andre
legemidler, som er vist & pavirke testresultatene, biir midlertidig utelukket i sa lang td som er
nadvendig (vennligst se det gjeldende pakningsvediegget fra produsenten av lesthitef).

Personer som deltok i et anti-D immuniseringsprogram.

RAPPORTERING/INFORMASJONSKRAV
informasjon som fremkommer ved sporing / look back og i etterkant av donasjon,

Informasjon som fremikommer ved sporing / look back og | efterkant av donasjon
skel behandles i henhold tl gfeldends EMA-retningsfinje 706271/2010 *Guideline on Plasma
Derived Medicinal Producls” og andre relevante forskrifter,

Printed or dawnloaded documents must be verified against the affective version.
CONFIDENTIAL INFORMATION
Do not distribule outside of Takeda without Quality approval or a confidentiality agreement.
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Varsler ma rapporteres til TAKEDA innen fem (5) virkedager efter at tilfellet av eltersyn effer ny
informasjon etter donasjon er biit! kjent {f.eks. dalo for gjentatt reaktivt testresultatel, eller datoen
for donorintervjuet).

Varsler md sendes til denne e-postadressen: donation.exclusion@takeda.com

! tifelle sporing / look back: | rapporter til TAKEDA mé plasmaleverandarer oppgi felgende obligatoriske

informasjon:
-

Navn og adresse il tappesenteret

Dato for varsling

Oonornummer (hvis aktuelt)

Dato for midlertidig efier permanent utelukkelse av donor

Arsak til midlertidig efler permanent utelukkelse av donor {NAT-resultater ma
dokumenteres)

Dato for forste reaktive donasjon

Dato for siste negative donasjon

Liste over bergrte donasjoner sendt til TAKEDA
Utferelsesdato for bekreftende test

Type bekreftelsestest (er) og tilherende resultat
Navn/signatur/dato (ansvarlig person}

{ lifelle fremkommet informasjon etter donasjon: | rapporter lil TAKEDA mé plasmaleverandprer oppgi
falgende obligatoriske informasjon.

L]

Navn og adresse til tappesenieret

Dato for varsling

Donormummer (hvis aktuelt)

Dato for midlertidig eller permanent utelukkelse av donos
Arsak il midlertidig eller pesrmanent utelukkelse av donor
Dato for siste kvalifiserte donasjon

Liste over alle bergrte donasjoner sendt til TAKEDA
Mavnfsignaturfdate {ansvarlig person)

Barore donasjoner som tappefasilileten fremdeles er i besilielse av (som ennd ikke er dedikert for en
forsendelse) md ikie sendes til TAKEDA.

Printed or downloaded documents must be verified against the effeclive version,

CONFIDENTIAL INFORMATION
Do not disttibute outside of Takeda without Quality approval or a confidentiality agraement.
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russporin

Huvis et positivt eller udefinert (“ubestemt’) bekreftende testrosultat er titgjengelig innen fem (5) virkedager,
ma resultatel av bekrefteisestestan dokumenterss i den farste rapporten.

Hvis bekreftende testresuliater ikke er tilgjengelige innen fem (5) virkedager elter gjentalt realctivt
testresultat, s skal den farste rapporten, basert pé det gjentatle reaktive resuftatet, umiddelbart sendes it
TAKEDA. De bekrofteds endelige testresultatene (positive, ubestemte eller negalive) skal oppgis t
TAKEDA p& samme skjema som den opprinnelige rapporten, som deretier sendes pé nylt senast innen
femten (15) virkedager,

Hvis et kiart negativt bekreflende testresultat er tilgiengelig innen fem (5) virkedager, og donoren ikke er
utelukket fra videre donasjon, er det ilke nadvendig & informere TAKEDA.

Yitterligere érsaker til informasjon som fremkommer efler donasjon hvor TAKEDA forvenler st varsal

o Dot er fastslétt af virusmarkortestone ikke ble utfart | samsvar med de relevante validerte
tesiprosedyrene.

Varsling: Alle donasjoner som ikke ble testet | henhold lif validerte testprosedyrer.

* Dot er fastsfétt at et testsystem i bruk, elfer store deler av Oetle lestsystemet, vil bli elfer har biitt
titbakekalit fra markedet p& grunn av manglende sensitivitet eller spesifisitet.

Varslingsperiode: Alle donasjoner testet med det berarte testsystemet elfer tithakekalt iotnummer.

» Det er fastsiatt at et testsystern som ar i bruk, mister eller har mistet produkliisensen, efler at
lisensen er utlapt,

Varslingsperiode: Alle donasjoner som er lestet mad det tastsystemet elter tilbaketrekking eller
utlep av testsystemets lisens,

7.5.2, Forsendelser

Instruksjoner for forsendalser 0g temperaturavvik er beskrevet | gjeldende versjon av dokumentet
TSTD-000004 "Technical Standards for Shipments of Human Plasma for Fractionation”

Plasmadonasjonar som ble utsatt for temperaturavvik under frysing, lagring elfer transport, og som
ikke lenger oppfylier kravene spesifisert i Pharmn. Eur, Monograph 853, mé ikke sendes 1il TAKEDA.

For plasmadonasjoner og prover som ble utsatt for temperaturawvik, men som fortsatt er innenfor
akseplkriteriene i denne kvalitatsavialen og Pharm. Eur. Monograph 853, skal dette dokumenteres
i forsendelsesdokumentasjonen (TSTD-000004 *Technical Standards for Shipments of Human
Plasma for Fractionation”). Informasjon orn temperatur og tidsrommet for avviket ma sendes skriftlig
til TAKEDA for forsendaisen,

Denne informasjonen skal inkludere;
 Berorte plasmadonasjoner og/eller berarte leveranser
o Antall tilfeller hvor temperaturen har veert over -20°C
*  For hvert tilfelle, den lotale tiden over -20°C og maksimum temperatur nadd
* Referanse til dst interne avviket og risikavurdering oppretiet for hendsisen
» Bekroftelse (inkludert signatur) fra ansvarlig person pé at oppgitt informasjon er korrekt

Printed or downioaded documents must be veriflad against the sffactive version.
CONFIDENTIAL INFORMATION
Do not distribute outside of Takeda withaut Quality approval or a confidentiality agreement,
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7.6.

GJELDENDE TAKEDA-DOKUMENTER (TILGJENGELIG PA WWW.PLASMA-PARTNER.COM)

TSTD-000006 - Technical Standards for Supply Related Samples for NAT Testing
TSTD-000004 - Technical Standards for Shipments of Human Plasrna for Fractionation
FORM-060937 — Questionnaire for Norwegian Suppliers of Human Plasma
FORM-060939 - Donor Selection Process_Norwegian Plasma Suppliers
FORM-060940 - Annual Update Questionnaire for Norwegian Plasma Suppliers
EORM-017848 - Epidemiological Data - last 5 years

FORM-017851 - Epidemiological Dala

FORM-060994 - Plasma Supplier Notice of Change - Request_MNorway

AVTALTE AVVIK FRA DEFINERTE KRAV (HVIS AKTUELT)

Potensielle avvik fra de definerte kravene ma avtales med TAKEDA pa forhand:

Page: 12 of 26

Paragraf

Avvik / spesielle avtaler

6.4

Endringsmelding: 60 i stedet for 90 dager.
Lagt til: NB: Plasma mé ikke holdes "pa vent" i senirene/blodbankene pd
grunn av en endringskontrofl. Imidtertid, hvis endringen pavirker kvaliteten pa
plasma (f.eks. endring av testing), mé separate forsendelser utfares (f.eks.
en med garnmel tes!, en med ny tesl). Begge forsendelsene kan sendes Ul
Takeda selv om endringsvurderingen fortsatt er i pavente av en beslutning.

7.1

Plasmakvalitet. |QPP Source Plasma Standard gielder ikke for blodbanker
Trombaferese lagt til; krav til frysing: 6 timer i stedet for 4 limer for afereseplasma

722

Virusmarkerscreening- oppklaring ved utilfredsstiliende fardigheistester

7.2.3

MAT-lesting: utfores hos Takeda

7.3.1

Epidemioclogirapportering- blodbanker kan kun sende inn data per senter (ingen ekstra
rapportering for Recovered Plasma (fra fuliblod) / Source Plasma (plasmaferese))

7.4.1

MSM: EMA *CHMP Position Statement” implementert

7.41

Nar det gjelder opphold | Storbritannia er krav | Quality Agreement ulikt krav | den
norske veileder som har 12 mnd opphoid som utelukkelseskriterium,
TAKEDA har godkjent dette unntaket

Printed or downloaded documents must be verified against the effactive version.
CONFIDENTIAL INFORMATION
Do not distribute outside of Takeda without Quality approval or a confidentiality agreament.
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This Quality Agreement (this “Agreement”} Is made by and between

Bloodbanks in Helse Nord-Trendelag (HNT) a company incorporated and registered in Norway with
registered seat at Kirkegata 2, 7600 Levanger, Norway (Hereinafter called “SUPPLIER”

and

Baxalta GmbH, a company incorporated and registered in Switzerland with registered seat at
Thurgauerstrasse 130, 8152 Glattpark-Opfikon, Switzerland, now part of Takeda (Hereinafter called
*TAKEDA")

{SUPPLIER and TAKEDA are hereinafter collectively referred to as the “Parties” and each individually as
a "Party”)

RECITALS

WHEREAS, the Parties wish to define their respective responsibiliies as to the quality aspects of
performance under the Business Agreement to ensure compliance with the approved applications, further
requirements and/or regulatory demands,

NOW, THEREFORE, In consideration of the Parties’ agreement to perform the activitles provided in this
Agreement and for other valuable consideration the receipt and sufficiency of which is hereby
acknowledged, and intending to be legally bound, the Parties agree as provided in this Agreement as
fallows:

1. DEFINITIONS

In addition to the terms defined throughoui this Agreement (if the case may be), the following terms shall
be interpreted, for the purpose of this Agreement, as follows:

Applicable Law means all local, national and European laws, statutes, rules and reguiations that may be
in effect from time to time during the term and relevant to activities and obligations performed hereunder.

Business Agreement means the Contract concerning the manufacturing, supply and delivery of Plasma
by Supplier to Contract Giver and any amendments made by the Parties.

GMP means the current Good Manufacturing Practices of all applicable health authorities (including
Regulatory Authorities), including all appliceble rules, regulations, guides and guidances.

Product means Plasma (Human plasma for fractionation) as described in the supplied questionnaire.

Printed or downloaded documents must be verifled againat the effective version.

CONFIDENTIAL INFORMATION
Do not distribute outside of Takeda without Quality approval or a confidentiality agreement.
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2. ALLOCATION OF ROLES AND RESPONSIBILITIES

The purpose of this Quality Agreement is to define and establish the obligations and responsibilities in
relation to the quaiity assurance standards for

Human Flasma for Fractionation collected by Plasmapheresis, Thrombapheresis (MCP) or
obtained from Whola Blood

provided by the SUPPLIER.

During the term, the Parties shall fulfill their relevant tasks and obligations in compliance with the terms and
provisions set out in this Agreement, including, without limitation, the allocation of roles and responsibilities
as described In Section 6 and 7 of this quality agreement, accordingly.

3. REPRESENTATIONS AND WARRANTIES
SUPPLIER represents and warrants to TAKEDA that:
{lii) it complies with Applicable Law:

* Directive 2002/98/EC of the European Parfiament and of the Council of 27 January 2003 setting
standards of quality and safety for the collection, testing, processing, storage and distribution of
human blood and blood components and amending Directive 2001/83/EC

» Commission Directive 2004/33/EC of 22 March 2004 implementing Directive 2002/98/EC of the
European Parllament and of the Council as regards certain technical requirements for blood and
blood components

+ Commission Directive 2005/61/EC of 30 September 2005 implementing Diractive 2002/98/EC of
the European Parliament and of the Council as regards fraceability requirements and notification
of serfous adverse reactions and events

» Commission Directive 2005/62/EC of 30 September 2005 implementing Directive 2002/98/EC of
the European Parliament and of the Council as regards Community standards and specifications
relating to a quality system for blood establishments

+ Commission Directive 2003/94/EC of October 2003 laying down the principles and guidelines of
good manufacturing practice in respect of medicinal products for human use and investigational
medicinal preducts for human use

*  Pharm. Eur. Monograph 853 *Human Plasma for Fractionation®
*  Pharm. Eur. Monograph 0209 “Anticoagutant and Preservative Solutions for Human Blood™
* Pharm. Eur. General Chapter 3.1 "Materials used for the manufacture of containers”

¢ Phamm. Eur. General Chapter 3.2.3 "Sterile plastic containers for human blood and blood
components”

* EMA/ CHMP/BWP/706271/2010, Guideline on Plasma Derived Medicinal Products
* EU Guide to Good Manufacturing Practice, European Commission, including Annex 11, 14 and 15

Printed o downloaded documents must be verifisd against the effective version.
CONFIDENTIAL INFORMATION
Do not distribute oulside of Takeda without Quallty approval or a confidentiality agreement.
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« EMEA (CPMP/BWP/3784/03: Guideline on the sclentific data requirements for a Plasma Master
File {(PMF), London

e EMA/CHMP/BWPI76987/2021: CHMP Position Statement on Quality and Safety Assessment for
the Plasma Master File (PMF) Cerification with regards Donor Deferral Criteria for Sexual Risk
Behavior

{ii) it holds and upholds during the term of this Agreement all valid licenses, approvals and
authorizations required by any Regulatory Authority for the performance of its obligations
under this Agreement {collectively the *Authorizations”). SUPPLIER shall supply evidence of
such Autherizations upon request to TAKEDA. If there are any changes to SUPPLIER's state
of compliance or certificateflicense, SUPPLIER agrees to notify TAKEDA immediately.

4. TERM AND TERMINATION
41. TERM

This Agreement shall become effective on the date of the last signature (ihe "Effective Date”) and shall
remain to be in force and effect until the date which is the later of (i) the termination or expiration of the
Business Agreement, or (ii) the date on which the term for the last task or obligation under this Agreement
elapses according to the Applicable Laws.

Upon the termination of the supply contract:

SUPPLIER shall continue to comply with its obligations under this Agreement if and to the extent it
continues to have the responsibility for post donation and look back information after the expiry or
termination of the Master Services Agreement or Supply Agreement.

All obligations relating to compliance with GMP in respect of the plasma shall continue in force according
io the requirements of GMP, notably with respect to:

4.1.1. Record retention and avallability

4.1.2. Regulatory inspections and data reguests

4.1.3. Postdonation and look back information and related investigations

4.1.4. Confidentiality

41,5, Epidemiological Data for the year after the termination of the supply contract

The termination or expiry of this Contract/Agreement shall not release either of the Parties from any liability,
which at the time of termination or expiry has already accrued to the other Party, nor affect in any way the
survival of any other right, duty or obligation of the Parties, which is expressly stated elsewhere in this
Agreement.

Printed or downlaaded documents must be verified against the effective version.
CONFIDENTIAL INFORMATION
Do not disksibute outside of Takeda withaut Quality approvai or & confidentliality agreement.
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5. MISCELLANEOUS
5.1.  RELATION TO BUSINESS AGREEMENT

This Quality Agreement Is an integral part of each Business Agreement, and the terms herein are expressly
incorporated therein. In case of any discrepancy or inconsistency between any term of this Agreement and
any term of a Business Agreement, the term of the Business Agreement shall prevail, unless such term
concems a quality-related matter only in which case the relevant term of this Agreement shall prevail.

5.2. ASSIGNMENT
Any assignments to Affiliates or to a Third Party are regulated in the Businass Agreement.
6.3. EXECUTION AND VALIDITY

The Partles agree to accept the electronic exchange of signatures hereunder (i.e. exchange of scanned
copy of signed document including signatures) meaning that even in case of exchange of scanned copies
of signed versions this Agreement shall be considered as validly executed, In full force and effect.

6. ALLOCATION OF ROLES AND RESPONSIBILITIES

6.1. GENERAL REQUIREMENTS

SUPPLIER shall establish and maintain a Quality Management System based on the GMP
standards.

SUPPLIER agrees to comply with TAKEDA's requirements set forth in this Quality Agreement.
SUPPLIER agrees to notify TAKEDA immediately upon raceipt of authority’s inspection notification,
as well as providing the results of inspection in writing as it pertains to plasma provided to TAKEDA.
SUPPLIER agrees to provide non-conformance/Supplier Corrective Action Report response to
TAKEDA including root cause investigation and corrective/preventive action plans within, unless
otherwise agread upon, thirty {30) business days after recaipt of such issuefcomplaint.

6.2, QUALITY ASSURANCE / QUALITY CONTROL

The plasma provided by the SUPPLIER shall be released /delivered to TAKEDA in accordance with
the TAKEDA Minimum Requirements and regulations, including applicable documentation,
Minimurn Requirements shall not be changed unless agresd upon by TAKEDA.

6.3. Aunits

TAKEDA reserves the right to audit SUPPLIER or the corresponding manufacturer at a 1-3 year
audit interval. SUPPLIER agrees to provide a satisfactory audit response to TAKEDA by the agreed
upon date, and implement the comrective actlons mutually agreed upon by the parties,

Evidence of self-inspection shall be maintained.
6.4. CHANGE CONTROL MANAGEMENT

SUPPLIER shall have a documented and effective change control system in place. In the case of
planned changes, which could have an impact on the quality or safety of the plasma, TAKEDA must

Printed or downloaded documents must be verified against the effactive version,
CONFIDENTIAL INFORMATION
Do not distribute outside of Takeda without Quality approval or a confidentiality agreement.
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6.5.

6.6.

6.7.

6.8.

6.9.

be informed at least 60 days before the change goes into effect, Takeda needs to be informed
immediately in order to assess the quality implication of any kind of changes. Relevant changes
shali not be implemented until the approval is obtained from TAKEDA. The respective form for
announcing changes can be found on the SUPPLIER homepage: www.plasma-partner.com

All change notifications to TAKEDA shall be sent to mailbox:

SNC.Plasma.Supplier@takeda.comm

NB: Plasma must not be kept “on hold” in the centers due to a change control. However, if the
change affects quality of plasma {e.g test changes), then separate shipments must be dane (e.9.
one with old test, 1 with new test). Both shipments can be sent to Takeda even if the change
assessment is pending resolution.

PERSONNEL

SUPPLIER agrees to have adequate quallfied personne! 1o conduct tasks related to the materiais
being supplied. Personnel’s qualification and responsibility shall be clearly defined and maintained.
Evidence of tralning must be available upon TAKEDA's request.

QuALITY DATA AND DOCUMENTS

SUPPLIER shall maintain and archive quality records according to EU Directive 2002/98/EC and
national requirements including support data and shall be available for TAKEDA upon request.
Unless otherwise agreed upon, TAKEDA's document retention policy of maintaining all
documentation for one (1) year after expiration of the material provided to TAKEDA or five (5) years
after the completion of the service provided — whatever is longer - shall be followed.

REGULATORY DOCUMENTS

Upon written request, SUPPLIER shall allow TAKEDA to refer to SUPPLIER's registration
documents and/or provide current information/documents o TAKEDA associated with the plasma
{ services to support TAKEDA's Marketing Authorization Applications or Regulatory Filing(s).

VENDOR MANAGEMENT

SUPPLIER shall continually control the incoming material from their suppliers according to standard
operating pracadures (SOPs).

PRODUCTION AND PROCESS CONTROLS

SUPPLIER shall ensure that plasma is sourced /supplied in compliance with the specifications and
applicable regulations. SUPPLIER shall ensure that premises and equipment are maintained in
material compliance with the SOPs (design, utilities, maintenance, etc.), which are intended to
protect or prevent the introduction of extrinsic (to process) /foreign particulate matter to the plasma.

SUPPLIER shall ensure through compliance with written procedures that storage facillties are clean
from litter, dust and pests and that adequate precautions are taken against spillage or breakage,
attack by micro-organisms and cross contamination.

SUPPLIER shall monitor and control temperature and humidity (if applicable) for the areas and
backup areas where temperature andfor humidity sensitive materials are stored in accordance with
SUPPLIER's then current procedures, Moniloring systems must be calibrated and functional during
power outages.

Printed or downloaded documents must be verified against the effective versian.
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6.10.

7.1.1.

SUPPLIER shall execute and maintain a validation plan for processes relative to the sourcing /
supply of plasma for fractionation.

TESTING

SUPPLIER shall perform testing of plasma using approved and appropriately qualified test methods
in accordance with SUPPLIER's then current procedures.

SUPPLIER shall allow review of general procadures related to testing methods and specifications
for plasma during audit, which may be redacted to protect confidentiality and intellectual property
rights.

If requested, TAKEDA shall review and approve SUPPLIER test methods and related
documentation. In addition, and as requested, TAKEDA shall work with SUPPLIER to implement
necessary changes to assure applicable regulatory and GMP requirements are satisfied.

SUPPLIER shall ensure that all quality documentation for supplied plasma Is reviewed and
approved prior to plasma release and that plasma meets release requirements as provided in SOPs
and regulations.

SUPPLIER shall maintain and archive quality records including support data, which shall be
available for TAKEDA upon request. SUPPLIER shall keep legible records of all cGMP activities in
compliance with SUPPLIER’s current procedures. SUPPLIER shall ensure that documentation is
maintained in material compliance with the SOPs and make avallable records for review to
TAKEDA during an onsite audit.

TAKEDA MINIMUM REQUIREMENTS

PLASMA QUALITY

Plasma donations delivered to TAKEDA must not be older than 4 months when received at the
warehouse in Vienna. The 4 months are based on the shelf life of samples delivered at the same
fime for NAT testing. Exceptions require explicit contractual approval,

Visibly hemolytic (> 200 mg/di Hb, plasma Is visibly pink or red, red spots are visible ete.) and
lipemic plasma donations (triglycerides > 400 mg/dl, when looking at the bag from the back, the
outlines of the bag labe! are unrecognizable; plasma is milky) and respective bags and sample
tubes must not be delivered to TAKEDA,

Plasma bags with a volume of 180 ml must not be delivered to TAKEDA.,
Anticoagulant Solution:

¢ Fresenius Kabi plasmapheresis devices:
4 % sedium citrate solution in a 6 % ratio of mixture

* Haemonetics plasmapheresis devices:
4 % sodium citrate solution n up to a 7 % ratlo of mixture
For plasma obtained from whole blood donations or by thrombapheresis (MCP), only anticoagulant

solutions complying with the current Phamm. Eur. Monograph 0208 "Anticoagulant and Preservative
Solutions fer Human Blood" are acceptable.

Printed or downloaded documents must ba verifiad against the effective version,
CONFIDENTIAL INFORMATION
Do not distribule outside of Takeda without Quality approval or a confidentiality agreement.
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7.1.2.

7.2.
7.21.

722

7.23.

7.3.

*

Freezing requirements

For apheresis plasma, the freezing process must be started within SIX (6) hours after plasma
collection. Until the freezing process is started, the plasma must be stored at = 25°C. To determine
the final plasma volume, plasma bags should be weighted prior fo freezing or have a process in
place to subtract sample volume from the collection volume.

INDIVIDUAL DONATION TEST REQUIREMENTS
Anti-D-antibody screening or imegular antibodies

An anti-D-antibody / irregular antibody test (e.g. Coombs test) must be performed at the first
checkup of the donor and at further donations in case of anamnestic necessity (e.g. pregnancy,
blood transfusion, etc.).

Donations of persons with a positive antl-D test result (or if no further resolution testing for anti-D-
antibodies is performed after a positive irregular antibody test) must not be delivered to TAKEDA,

A Look Back must be performed up to the date of the event, which caused the anti-D-antibody
formation or the positive irregular antibody test (over a maximum period of 3 years), and a
respeclive notification must be sent to TAKEDA,

Viral marker screening

Each individual donation must be tested by a CE certified in-vitro-diagnostic (IVD) test for the
following if performed by the supplier. The testing process must be performed according to the EP
monograph 0853 for Human Plasma for fractionation regarding “Laboratory tests”.

Test Level Test Method Parameter Acceptance Criteria
Individual Plasma | Serology Anti-HIV4/2 negative ()
Unit HBs-Ag neqgative
Anti-HCV negative Y
i) Negative is to be evaluated according to the lest manufacturer {package insert, user manual, software
setiings).

The supplier is required to maintain the test system in a validated status and participate regularly
(minimum annually) in qualified proficiency testing schemes. [n case of unsatisfactory results,
SUPPLIER agrees to provide nan-conformance/Suppiller Corrective Action Report response to
Takeda including root cause investigation and carrective/preventive action plans within, unless
otherwise agreed upon, thirty (30} business days after receipt of such issue/complaint.

NAT festing
NAT Testing will be performed by Takeda.

PLASMA ORIGIN

TAKEDA only accepts ptasma from plasma suppliers and collection facilities (*plasma supplier”)
that have the following:

An official, current operating permit valid in the country of plasma origin (e.g. manufacturing license
andior GMP-certificate, as issued by a competent national autharity);

Printed or downloaded documents must be vedifled against the effeclive versicn.

CONFIDENTIAL INFORMATION
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A signed confract and Quality Agreement with TAKEDA,
Proof of a successfully completed audit by TAKEDA;

An effective and documentad quality system, which fulfills the requirements as outlined in Directive
2005/62/EC.

The plasma supplier is obliged to:

7.3.1.

74.

Ensure that inspections are performed by a competent national authority according to EU Directive
2002/98/EC.

Document changes following the TAKEDA «Supplier Notice of Change “(,SNC *) - process.
Implement an effective and documented supplier qualification system (including a quality
assurance agreement with suppliers of critical materfals such as collection systems), in order to be
informed about changes and to be abls to evaluate them regarding their influence on the quality
and safety of the prepared blood corponents,

Epidemiolagy

For each organization (“coliection faclility”) responsible for collecting blood or plasma,
epidemiological data should be provided for the entire donor population. Data should be reported
separately for “Recovered” and "Source Plasma”. In situations where this Is not possible, the
supplier must submit a statement as to why the requirement cannot be fulfilled. Bloodbanks can
submit their epidemiclogical data per center.

Only “confirmed seropositive” donors and "NAT only positive” donors (= negative in serological
tests, but positive in a NAT test) should be reported.

Donors, who have a NAT only positive result (serologically negative), are reported separately from
donors with confirmed positive serological test results,

Respective forms have to be sent annually or on demand fo plasma.supplier@takeda.com .

The list of the donations per each positive repeat tested donor should be provided in the donation
history form.

Requirement for Suppliers, which produce Source Plasma only: In addition to the above, TAKEDA
requires a commitment to comply with the PPTA Source IQPP Viral Marker Standards. The current

version is found on www.pptaglobal.org

The data need to be compared with the viral marker (imits in six (6) month intervals.

If the incidence rate is exceeding the limits, the supplier must draw up an action plan to improve
the situation. TAKEDA needs to be informed within thirly {30} days about such cases.

If the actions do not result within six (6) months in values that comply with the standard, TAKEDA
cannot accept further plasma shipments.

DONOR ELIGIBILITY CRITERIA

The donor selection and exclusion criteria must be defined according to the Directive 2004/33/EC
— Annex lll, including any additional national requirements.

Based on EMA/CHMP/BWP/76987/2021: CHMP Position Statement on Quality and Safety
Assessment for the Plasma Master File (PMF) Certification with regards Donor Deferral Griteria for

Printed or downloaded documents must be verified against the effective version,
CONFIDENTIAL INFORMATION
Do nat distribute outside of Takeda without Quality approval or confidentiality agreement.
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7.4.1.

7.5,
7.5.1.

Sexual Risk Behaviour, 05-Feb-2021, Takeda accepts deferral limes for Males who have sex with
males {MSM) donors defined in local national guidelines.

Additional permanent exclusion criteria

Following persons are excluded from plasma donation for TAKEDA:

Persons with hemophilia or other chronic blood coagulation disorders who have received clotling
factor preparations.

Persons who knowingly give false information regarding risk factors and high risk behavior.
Exclusion criteria regarding the new variant of Creutzfeidt-Jakob disease:

Persons who spent a cumulative total of 6 months or more in the UK between 1980 and 1996.
Persons who received a transfusion of blcod or blood components in the UK after 1980.
Additional temporary exclusion criteria

Parsons who had intimate contact with persons or sexual partners of persons who belong to a risk
group (suspended for four (4) months).

Persons taking the drug Finasteride {Proscar®) or Isotretinoin {Accutane®, Roaccutan®) are
suspended for 1 month, Persons taking the drug Vismodegib (Erivedge®) are suspended for
twenty-four (24} months after the last dose. Persons taking other drugs, which were identified to
influence the test performance, are suspended for the necessary period (please refer to the current
test kit manufacturer’s leaflet)

Persons who participated in an anti-D Immunization Program
REPORTING/INFORMATION REQUIREMENTS
Look back and Post donation information

Notification of Look Backs and Post Donation Information should be performed according to the
current EMA guideline 706271/2010 "Guideline on Plasma Derived Medicinal Products” and cther
relevant regulations.

Notifications must be reported to TAKEDA within five (5) working days after the Look Back or Post
Donation Information case has become known (e.g. date of the repeat reactive test result or date
of the donor interview).

Notifications must be sent to this e-mail address: donation.exclusion@takeda.com.

In case of Look Back Information: For reports to TAKEDA, plasma suppliers must state

following mandatory information:
e Name and address of the donation center
» Date of notification
s Donor number {if applicable)
« Date of donor suspension or rejection
« Reason for donor suspension of rejection (NAT results must be documented)

Printed or downloaded documents must ba verified against the effective version.

CONFIDENTIAL INFORMATION
Do nat distribule outside of Takeda without Quality approval or a confidentiality agreement.



QUALITY AGREEMENT

. Quality Agreement (Including Minimum requirements) for .
QAG Title: European plasma suppliers_Norway Page: 23 of 26

Version Number: AGR-001221, Version 1.0
Contract Giver: TAKEDA ENTITY
Contract Acceptor: SUPPLIER

» Date of first reactive donation

¢ Date of last negative donation

* Listof affected donations shipped to TAKEDA

¢ Execufion date of confirmatory test

= Type of confirmatory test (s) and corresponding resuit
* Name/ signature / date (Responsible Person)

In case of Post Donation Information: For reports to TAKEDA, plasma suppliers must state following
mandatory Information;
* Name and address of the donation center

¢ Date of notification

*  Donor number (if applicable)

» Date of donor suspension or rejection

* Reason for donor suspension or rejection

* Date of last qualifiad donation

o List of all affected donations shipped to TAKEDA
* Name / signature / date (Responsible Person)

Affected donations that are still in possession of the donation facility (not yet dedicated for a shipment) must
not be shipped to TAKEDA.

Virus Look Back;

If a positive or undefined ("indeterminate”) confirmatory test result is avallable within five (5) working days,
the result of the confirmatory test must be documented on the initial report.

If the confirmatory test results are not available within five (5) working days of the repeat reactive test result,
then the initial report based on the repeat reactive result shall immediately be sent to TAKEDA. The
confirmed final test results (positive, indeterminate or negative) shail be provided to TAKEDA on the same
form as the initial report, which is then to be re-sent fifteen (15) working days at the latest

if a clearly negative confirmatory test result is available within five (6} working days and the donor has not
been excluded from further donation, there is no need to inform TAKEDA.

Additional Post Donation {nformation reasons where TAKEDA expects a Lookback notification:

* ltis determined that the viral marker tests were not performed in accordance with the relevant
validated test procedures.

Notification: All donations that were not tested accordingly.

* Itis established that a test system in use or a ot of this test system will be or has been recalled
from the market because of a lack of sensitivity or specificity.

Nolification Period: All donations tested with the affected fest system or Iot.

Printed or downloaded documents must be verified against the effective version.
CONFIDENTIAL INFORMATION
Do not distribute outside of Takada without Quality approval or a confidentlality agresment.
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7.5.2.

7.6.

It is established that a test system in use will ose or has lost its product license, or that its license
has expired.

Notification Period: All donations tested with that test system after withdrawal or expiration of the
test system's license.

Shipments

instructions for shipment and temperature deviations are described in the current version of the
document TSTD-000004 “Technica) Standards for Shipments of Human Plasma for Fractionation”.

Plasma donations that were exposed fo temperature deviations during freezing, storage, or
transport and that no longer comply with the criteria specified in the Pharm. Eur. Monograph 853
must not be shipped to TAKEDA.

Plasma donations and samples that were exposed to temperature deviations but are still within the
acceptance criteria of this Quality Agreement and the Pharm. Eur. Monograph 853 shall be
documented in the shipment documentation (TSTD-000004 *Technical Standards for Shipments of
Human Plasma for Fractionation). Information on the temperature and time period of the deviation
must be provided to TAKEDA in writing prior to the shipment.

This information shall include:
« Affected plasma donations and/or affected deliveries
« Number of occasions the temperature exceeded -20°C
o For each occasion the total time above -20°C and the maximum temperature reached
e Reference to the internal deviation or risk assessment created for the incident

e Confirmation {including signature) of the responsible person that the provided information
is accurate

AprLicABLE TAKEDA DOCUMENTS (AVAILABLE AT WWW.PLASMA-PARTNER.COM)
TSTD-000006 - Technical Standards for Supply Related Samples for NAT Testing
TSTD-000004 - Technical Standards for Shipments of Human Plasma for Fractionation
FORM-060937 ~ Questionnaire for Norwegian Suppliers of Human Plasma

FORM-080930 - Donor Selection Process_Narwegian Plasma Suppliers

FORM-080940 - Annual Update Questionnaire for Norwegian Plasma Suppliers
FORM-017848 - Epidemiclogical Data - last 5 years

FORM-017851 - Epidemiological Data

EORM-060894 - Plasma Supplier Notice of Change ~ Request_Norway

Printed or downloaded documants must be verified against the efiective version.
CONFIDENTIAL INFORMATION
Do not distribute outside of Takeda without Quality approval or a confidentiality agreameant.
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8. AGREED DEVIATIONS FROM DEFINED REQUIREMENTS (IF APPLICABLE)
Potential deviations from the defined requirements must be agreed to in advance with TAKEDA:

Paragraph Deviations / Special Agreements
Change Controk: 60 instead of 90 days.
Addition of: NB: Plasma must not be kept "on hold” in the centers due to a
change control. However, if the change affects quality of plasma (e.g test
6.4 changes), then separate shipments must be done {e.g. one with old test, 1
with new test). Both shipments can be sent to Takeda even if the change
assessment is pending resolution.
Plasma Quality: IQPP Source Plasma Standard does not apply to Blood Banks;
7.1 Thrombopheresis added: Freezing requirement. 6 hours Instead of 4 hours for
Apheresis Plasma
722 Viral Marker Screening- clarification on unsatisfactory proficiency testing
7.23 NAT- Testing: performed at Takeda
731 Epidemiology Reporting- blood banks can only submit data per center (no extra
- reporting for recovered plasma/ Source Piasma)
7.4.1 MSM: EMA CHMP position statement implemented
Exclusion criteria regarding the new variant of Creutzfsldt-Jakob disease:
* Persons who spent a cumulative fotal of 6 months or more in the UK between 1980
74.1 and 1996.
The 12 months UK deferral (compared to 6 month in Europe) implemented in Norway,
TAKEDA has approved this gxceplion:———.,
R SIS ’__‘__/"
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Printed or downloaded documents must be verified against the effective version,
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9. APPROVAL AND CONFIRMATION OF THE DEVIATIONS / SPECIAL

AGREEMENTS BY TAKEDA:

The Parties hereto have duly authorized their representatives to execute this Appendix as of the last

approval date.

Contract Giver
Baxaita GmbH (part of TAKEDA),
Responsible Person

SUPPLIER
Blodbankene | Helse Nord-Trgndelag
{Bloodbanks in Helse Nord-Trgndelag)

_N ame: Baxalta GmbH

Name: Birgit Hoel Stubbe

Lr. Bené Blchel—
Head 3rd Party Plasma Europe

Title: Seksjonsleder (Bloodbank manager) |

_Title: Thurgauarsirasse 130
| Signature: / f; % J

Date: 2.4, A 272L

{ Date: 13.01.22

| Signature: Blogt Heel It oo

Baxter AG, QA Biolife Europe (part of
TAKEDA)

. ()) Dr. Robert Walss
ame.

Title: /// -

Directoy QA Biolife Europe

| Signature: / /
/

16, JAN, 2022

Date:

Printed or downloaded documents must be verified against the eﬁéclive version,
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