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GLOSSARY FEE
Blood i

Blood' means whole blood collected from a single (human)
donor and processed either for transfusion or for further
manufacturing.
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Blood component
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A blood component2 means a therapeutic constituent of
blood (red cells, white cells, platelets and plasma) that can
be prepared by various methods, using conventional

blood bank methodology (e.g. centrifugation, filtration,
freezing). This does not include

haematopoietic progenitor cells.
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Blood establishment
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A blood establishment® is any structure or body that is
responsible for any aspect of the collection and testing of
human blood and blood components, whatever their
intended purpose, and their processing, storage and
distribution when intended for transfusion.
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Blood products
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A blood product4 means any therapeutic product derived
from human blood or plasma.
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Fractionation, fractionation plant
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Fractionation is the manufacturing process in a plant
(fractionation plant) during which plasma components are
separated/purified by various physical and chemical
methods such as e.g. precipitation, chromatography.

SEELEDBEIE TMER S N SHREYMEF R OEFH
BhHE BIZE R, /AT SR EICKY B
ﬁ%éhé&ﬁ&?"iyb (HETIUM)IZHITEHEETE
THB.

Good Practice guidelines

Good Practice HA RS>

Good practice guidelines give interpretation on the national
standards and specifications defined for quality systems in

blood establishments”.
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Medicinal products derived from human blood or human
plasma
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Medicinal products derived from human blood or human
plasma6 are medicinal products based on blood
constituents which are prepared industrially by public or
private establishments.
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Plasma for fractionation
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Plasma for fractionation is the liquid part of human blood
remaining after separation of the cellular elements from
blood collected in a container containing an anticoagulant,
or separated by continuous filtration or centrifugation of
anti—coagulated blood in an apheresis procedure; it is
intended for the manufacture of plasma derived medicinal
products, in particular albumin, coagulation factors and
immunoglobulins of human origin and specified in the
European (or other relevant) Pharmacopoeia (Ph. Eur.)
monograph “Human Plasma for fractionation” (0853).
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Plasma Master File (PMF)
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A Plasma Master File’ is a stand-alone document, which is
separate from the dossier for marketing authorisation. It
provides all relevant detailed information on the
characteristics of the entire human plasma used as a
starting material and/or a raw material for the manufacture
of sub/intermediate fractions, constituents of the
excipients and active substances, which are part of plasma,
derived medicinal products or medical devices.
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Processing

T

Processing8 means any step in the preparation of blood
component that is carried out between the collection of
blood and the issuing of a blood component, e.g. separation
and freezing of blood components. In this Annex,
processing in addition refers to those operations performed
at the blood establishment that are specific to plasma to
be used for fractionation.
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Responsible Person (RP)

& (RP)
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A person responsible for securing that each batch of
(biological) active substance or medicinal product has been
manufactured and checked in compliance with the laws in
force and in accordance with the specifications and/or

requirements of the marketing authorisation. The RP is

equivalent to the EU term “Qualified Person” °.
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Responsible Person (RP) for blood establishment
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A person responsible for ensuring that every unit of blood
or blood components has been collected and tested,
processed, stored and distributed in compliance with the

laws in force. This term is equivalent to the EU term

: 10
“Responsible Person” ".
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Contract fractionation program
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This is a contract fractionation in a national plant of a
fractionator/manufacturer, using starting material from
other countries and manufacturing products not intended
for the national market.
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Note 1 For EU/EEA as referred to in Directive

3¥1 EU/EEATIZXEU$5%2002/98/EC(FE3%a) Tl A

2002/98/EC (Art. 3a) TLV5 &SI
Note 2 For EU/EEA as referred to in Directive i¥2 EU/EEATIZEU$E42002/98/EC(E35b) TEIHEN
2002/98/EC (Art. 3b) TLVS &SI
Note 3 For EU/EEA as referred to in Directive ;3 EU/EEATIXEU$§452002/98/EC(53%e) T5lHSh
2002/98/EC (Art. 3e) TLVS &SI
Note 4 For EU/EEA as referred to in Directive ;¥4 EU/EEATIZXEU$§%$2002/98/EC(E35c) CEl|HsN
2002/98/EC (Art. 3c) TLV5 &SI
Note 5 For EU/EEA as established in the Annex of ;¥5 EU/EEATIZEUE4$2005/62/ECDAnnexTHllES
Directive 2005/62/EC TWA&ESIC

Note 6 For EU/EEA as referred to as referred to in
Directive 2001/83/EC (Art. 1 No. 10)
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Note 7 For EU/EEA as referred to in Directive
2001/83/EC (Annex I, Part Ill, No. 1.1.a)

3¥7 EU/EEATIXEU$5%2001/83/EC(Annex 1. Part Il
No. 1.1.a) TSN TS LI

Note 8 For EU/EEA as according to the terminology of
directive 2005/62/EC

;¥8 EU/EECIZBHL TIX#542005/62/ECDFHEEIZHED

Note 9 For EU/EEA, see Article 48 of Directive
2001/83/EC and Article 52 of Directive 2001/82/EC.

;¥9 EU/EEAIZBELT. EU$E$52001/83/ECDFA48E RV
2001/82/ECE525¢ SR

Note 10 For EU/EEA, see Article 9 of Directive
2002/98/EC.
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1. SCOPE

1. xi# AR &0

1.1 The provisions of this Annex apply to medicinal
products derived from human blood or plasma, fractionated
in or imported into the country. The Annex applies also to
the starting material (e.g. human plasma) for these

products. In line with national Iegislation11 the
requirements may apply also for stable derivatives of
human blood or human plasma (e.g. Albumin)
incorporated into medical devices.
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1.2 This Annex defines specific Good Manufacturing
Practices (GMP) requirements for collection, processing,
storage and transport of human plasma used for
fractionation and for the manufacture of medicinal
products derived from human blood or plasma.

12 K73V AL, SEICERY HERMERDERER, A
IT. RERVEZEICOVTRUENDLE X S MEE X ESR
MmOBEICDOVWTHENDGMPEREIEZHREL TS,

1.3 The Annex addresses specific provisions for when
starting material is imported from other countries and for
contract fractionation programs for other countries.

13 A7FVIRE. BREHEREASBALIBE R
CHEOHDBRAEI OS5 LT R EDHE
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1.4 The Annex does not apply to blood components
intended for transfusion.

1.4 7ryHX(EE@mE MO MRS CIEERALEL,

11 For EU/EEA as set out in Directive 2003/63/EC

11 EU/EEAIZBIL TIXEU$E452003/63/ECTRREL TLYD

2. PRINCIPLES

2. 28

2.1 Medicinal products derived from human blood or
plasma (and their active substances which are used as
starting materials) must comply with the principles and

guidelines of Good Manufacturing Practice'? as well
as the relevant marketing authorisation. They are
considered to be biological medicinal products and the
starting materials include biological substances, such as
cells or fluids (including blood or plasma) of human origin.
Certain special features arise from the biological nature of
the source material. For example, disease— transmitting
agents, especially viruses, may contaminate the source
material. The quality and safety of these products relies
therefore on the control of source materials and their
origin as well as on the subsequent manufacturing
procedures, including infectious marker testing, virus
removal and virus inactivation.
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3715




2.2 In principle active substances used as starting material
for medicinal products must comply with the principles and
guidelines of Good Manufacturing Practice (see 2.1). For
starting materials derived from human blood and plasma

national'® or international requirements for blood
establishments involved in the collection, preparation and
testing are to be followed. Collection, preparation and
testing must be performed in accordance with an

appropriate quality system14 and for which standards and

specifications are defined. Furthermore, the national'® or
international requirements on traceability and serious
adverse reactions and serious adverse event notifications
from the donor to the recipient should be applied.
Reference is hereby made to international guidelines as
defined in the addendum. In addition the monographs of the

. 16
relevant Pharmacopoeia  are to be observed.
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2.3 Starting material for the manufacture of medicinal
products derived from human blood or plasma imported
from other countries and intended for use or

distribution within the country must meet the national'’
standards.
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2.4 In the case of contract fractionation programs the
starting material imported from other countries must

comply with the national or equivalent18 quality and safety
requirements for blood components. The activities
conducted within the country must fully comply with GMP.

Consideration should be given to national'® standards and
specifications relating to a quality system for blood
establishments, the traceability requirements and
notification of serious adverse reactions and events and
the relevant WHO guidelines and recommendations as
listed in the addendum.
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2.5 All subsequent steps after collection and testing (e.g.
processing (including separation), freezing, storage and
transport to the manufacturer) must therefore be done in
accordance with the principles and guidelines of Good

Manufacturing Practice”. Normally, these activities would
be carried out under the responsibility of a Responsible
Person in an establishment with a manufacturing
authorisation. Where specific processing steps in relation
to plasma for fractionation take place in a blood
establishment, the specific appointment of a Responsible
Person may, however, not be proportionate given the
presence and responsibility of a Responsible Person of the
blood establishment. To address this particular situation
and to ensure the legal responsibilities of the Responsible
Person are properly addressed, the fractionation
plant/manufacturer should establish a contract in
accordance with Chapter 7 of the GMP Guide with the
blood establishment that defines respective responsibilities
and the detailed requirements in order to ensure
compliance. The Responsible Person of the blood
establishment and the Responsible Person of the
fractionation/manufacturing plant (see 3.5) should be
involved in drawing up this contract. The Responsible
Person should ensure that audits are performed to confirm
that the blood establishment complies with the contract.

25 BRRUBREDEDITRTOIRENI (HES
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2.6 Depending on national legislation, specific requirements
for documentation and other arrangements relating to the

starting material of plasma—derived medicinal products are
defined in the Plasma Master File.

26 EOXBRHIISCT, MRHRERRDHRERMIC
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Note 12 For EU/EEA this is laid down in Commission
Directive 2003/94/EC and the EU Guidelines on GMP
published by the European Commission.
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42003/94/ECRUGMPIZDWNTHDEUHARSA THREL
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Note 13 For EU/EEA requirement for the collection and
testing are defined in Directive 2002/98/EC.

F13 FERRUBEIZDVLTOEU/EEAOEREIE(ZDLY
TIZEUE42002/98/ECTRHREL TS,

Note 14 For EU/EEA standards and specifications for
quality systems are defined in the Annex of Directive
2005/62/EC and interpreted in the Good Practice
guidelines referred to in Article 2 (2) of Directive
2005/62/EC.

F14 BB ATLIZDOWNWTOEU/EEAQEER VR
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Note 15 For EU/EEA requirements on traceability and
serious adverse reactions and serious adverse event
notifications are defined in Directive 2005/61/EC.

F15 FL—HEYTAEVICEELRIERRUVEELE
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Note 16 For EU/EEA this is the European Pharmacopoeia
as defined in Directive 2002/98/EC.

;¥16 EU/EEAMD ARE(ZEUE42002/98/ECTEZE AN T
WAESICEIMBE A THS,

Note 17 For EU/EEA these standards are equivalent to
Community Standards and specifications relating to a
quality system for blood establishments as set out in
Commission Directive 2005/62/EC (Recital 6; Article 2(3)),
the traceability and serious adverse reaction and serious
adverse event notification requirements as set out in
Commission Directive 2005/61/EC (Recital 5; Article 7),
and the technical requirements for blood and blood
components as set out in Commission Directive
2004/33/EC (Recital 4; point 2.3 of Annex V).
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Note 18 For EU/EEA reference is made to the quality and
safety requirements as laid down in Directive 2002/98/EC
and in Annex V of Directive 2004/33/EC.

;¥18 EU/EEAMZBRIXEUES2002/98/ECRUEUIES
2004/33/ECHDT 2 VvIRAVIZEEESN TWARERUR
SHEOEREFIEICOVTIHRS,
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Note 19 For EU/EEA considerations should be given to the
Community standards and specifications relating to a
quality system for blood establishments set out in
Commission Directive 2005/62/EC and the traceability
requirements and notification of serious adverse reactions
and events as set out in Commission Directive

2005/61/EC.

7£19 EU/EEAIZ DLV TEUZ E&$542005/62/ECTIRE
LTWAMAEERICHTIMEATLRUPEURE SR
£52005/61/ECTHRESNTWSN —HETAHEUIZE
ELEMERARVEELGEEERDBEITHOEREIFIZR
TEHREREERVEAKREERE T RETHDS,

Note 20 For EU/EEA the requirements of Directive

3¥20 EU/EEAIZDUNTIXEU$E$2001/83/ECONDERE

2001/83/EC apply. HZEERAYT 5.
3. QUALITY MANAGEMENT 3 mEEH
3.1 Quality management should govern all stages from 31 REEEIRKRAROREEXENMRMETOR

donor selection in the blood establishment up to delivery of
the finished product by the finished product manufacturer.
Traceability of each donation up to and including the
delivery of plasma to the fractionation plant should be
ensured by the blood establishment through accurate
identification procedures, record maintenance and an

appropriate labelling system according to national®' or
international requirements, and should be maintained
during further manufacturing and distribution of final
products by the manufacturer.

T—DRFNCEEREMDEEZFETTOIRNTOIREEE
BYHoé, FRMMNALD, RVMPENSHBETSUMET
EEDMN—YE T[T MK LY IERELH A F
I, BEOEZERVE RIEERMLGEREEICH 1
BYEINIIWRRVATLICKYRIESN . REFEBICE
6@%%@%%@%5&&0@3%@5@&’6%5@43l::b%ﬁ?#?'é

3.2 Blood or plasma used as source material for the
manufacture of medicinal products must be collected and
processed by blood establishments and be tested in
laboratories which apply quality systems in accordance

with national®? or international standards. Reference is
made to documents listed in the addendum. The blood
establishments have to be authorised and subject to
regular inspections by a national competent authorityzs.
Contract fractionation programs have to be notified to the

competent authority by the manufacturer®®.

EESORBELTEASNAME X (T MIE L M&EE
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3.3 If plasma is imported from other countries it should
only be purchased from approved suppliers (e.g. blood
establishments, including external warehouses). They
should be named in the specifications for starting materials
as defined by the fractionation plant/manufacturer, and
be accepted by the competent authority (e.g. following
an inspection) of the importing country and by the
Responsible Person of the importing fractionation plant.
Certification and release of plasma (plasma for
fractionation) as starting material is mentioned in section
6.8.

3.3 MIFZMDEMNCEMATHIHS, KREXIT-MHIGE
BEDHDLEATH_EBIZIL, NEBEEZS OI-IMIK
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3.4 Supplier qualification, including audits, should be
performed by the fractionation plant/manufacturer of the
finished product including test laboratory according to
written procedures. Re—qualification of suppliers should be
performed at regular intervals taking a risk—based approach
into account.

34 BEEEESO. MEXEOREFXFIEZ o=
BREEZEO-RRAEAKDODDE TSV BIEEENE
BT A L, IEXEDBRERXIVRVERFA 70—
FEEREL-FRCTEHAMICERT DL,

3.5 The fractionation plant/manufacturer of the finished
product should establish written contracts with the
supplying blood establishments. As a minimum the following
key aspects should be addressed:

35 RRAZONEBEIS N BEEEQIFRHEMET S
MiKRFEREEmICEHDIMRDEITIC L. RIERTELDE
BERQIEBZEEHT DL,

— definition of duties and respective responsibilities

“EBRUENICHIETEEEDEE

— quality system and documentation requirements

BBV ATLRUONZEIZDVTHELINSEIE

— donor selection criteria and testing

S —DERELERVRE

- requirements for the separation of blood into blood
components/plasma

-IMRD MBS/ MEAD BT HEREIE

— freezing of plasma -IMIT D EEE
— storage and transport of plasma -MIFDRE R UEE
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- traceability and post donation / collection information
(including adverse events)

;F%—ﬂ‘t‘")?»r&lﬁ(E'H’EFH’&’%‘&)T:) BRI ERER IR D
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The test results of all units supplied by the blood
establishment should be available to the fractionation
plant/manufacturer of the medicinal product. In addition,
any fractionation step subcontracted should be defined in a
written contract.

MFERDRIGLI-T R TOI= Y DREFR T HREE
MODE IS HBEEMBERENAFTESC
Eo ELIZ. BEFALEDBEIRRIEEZNETHRET BIL,

3.6 A formal change control system should be in place to
plan, evaluate and document all changes that may affect
the quality or safety of the products, or traceability. The
potential impact of proposed changes should be evaluated.
The need for additional testing and validation, especially
viral inactivation and removal steps, should be determined.

36 FRUZEEEATLAFEZOSAEE LLILEMH
XIEFL—TE) TAICREEZRIZLIDTRTHOEEIZD
WCEHEZIT, FHMELXEILT AL RESN-EEIC
DWVTCHEEM D HLHEE LT M T 5 & BMDABRR Y
NJTF—230 BIZ9MINADOFEEIERVBREIRED
HEMEEHIET AL,

3.7 An adequate safety strategy should be in place to
minimise the risk from infectious agents and emerging
infectious agents. This strategy should involve a risk
assessment that:

37 MHELGLREMEDOHRERIENMEDIRIRURE
MEMEOHIRER/NTHEIIBZDHIE, COEBRIETT
ERDURVFEZEET L,

- defines an inventory holding time (internal quarantine
time) before processing the plasma i.e. to remove look

back units®.

~MIEDIER O & B R (R ORI 3 57
BILIDISIAZ GRS B DBIERET S

- considers all aspects of virus reduction and/or testing
for infectious agents or surrogates.

“DAIVADHEHLRV ./ XIEREMEYME TR AR
DREDIXNTHEBEZEET H &,

— considers the virus reduction capabilities, the pool size
and other relevant aspects of the manufacturing
processes.

—-DAINADBHILDEEA. T—ILHA AR UVEETED
ORI IEREEET S L,

Note 21 For EU/EEA reference is made to Directive
2005/61/EC and to Directive 2005/62/EC.

3¥21 EU/EEAIZDULNTIXEUE4$2005/61/ECRUIES
2005/62/ECTIR R TLVS,

Note 22 For EU/EEA reference is made to Directive
2005/62/EC.

;¥22 EU/EEAIZDULVTIXEU$E$2005/62/ECTih R TLY
%

Note 23 For EU/EEA as referred to in Directive
2002/98/EC

23 EU/EEAIZDUVTIXEUFE$2002/98/ECTE &L T
AP,

Note 24 For EU/EEA it is the competent authority as
referred to in Directive 2001/83/EC.

F24 EU/EEAIZDUVTIZEUEH2001/83/ECTE ket
TWBHF,

Note 25 Plasma units donated by donors during a defined
period (as defined on a national / EU basis) before it is
found that a donation from a high—risk donor should have
been excluded from processing, e.g. due to a positive test
result.

25 YRUDEWRF—IoDBRIMTHAS_EN MBI
[CHREDHME (BN EUDRAITHRESN TS HIZH
FhoEESh=MmEI =Y MIBEDRERRGES
FUMIMERNT D&,

4. TRACEABILITY AND POST COLLECTION MEASURES

4. FfL—YHEUTARMEMEBDIEE

4.1 There must be a system in place that enables each
donation to be traced, from the donor and the donation via
the blood establishment through to the batch of medicinal
product and vice versa.

47 FT—RUBIILA b MBS EEEL CERRD/ Y
FET. RUTOBARIZDNT, BRI LI BT HA
SRF LA IERSEN,

4.2 Responsibilities for traceability of the product should
be defined (there should be no gaps):

42 HEDFL—HEYTAIIDOVTOEREZRET S
(RUINT-B A HHOTEESLELY, )

— from the donor and the donation in the blood
establishment to the fractionation plant (this is the
responsibility of the RP of the blood establishment):

-MEEERIZEH T AR F—RUVRRMA SN BT SVAET
(ChEMBEERDEEEDREETHD)

—from the fractionation plant to the manufacturer of the
medicinal product and any secondary facility, whether a
manufacturer of a medicinal product or of a medical device
(this is the responsibility of the RP).

-DBEITIUNNOEEMDBIEEE RV SN D R
EBETORR. ERAXIIERKFOREZEITHD
OBV (CNEEEEDERETHD).

4.3 Data needed for full traceability must be stored
according to national Iegislationza.

43 FEHI—YEUTAIIBERT—RTEDERE™IC
RO TRELEIFNIEHEDAL,
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4.4 The contracts (as mentioned in 3.5) between the
blood establishments (including testing laboratories) and
the fractionation plant/manufacturer should ensure that
traceability and post collection measures cover the
complete chain from the collection of the plasma to all
manufacturers responsible for release of the final products.

44 QBSTHRALNTWSELI7) MikEeR GRERHREZE S
L) RUDBE TS0 BIEEREDOMO R, MmTDHF
BALERBREMOEFHEICEEDHLIEEXEEICED
FTIHRDODIIANTOREEFITHEAT HL—HEY
TARUEMEDHEZRLET D&,

4.5 The blood establishments should notify the
fractionating plant/manufacturer of any event which may
affect the quality or safety of the product including serious

.27
adverse events and reactions” and other relevant
information found subsequent to donor acceptance or

release of the plasma, e.g. look back information®® (post-—
collection information). Where the fractionation
plant/manufacturer is located in another country, the
information should be forwarded to the manufacturer
responsible for release in the country of any product
manufactured from the plasma concerned. In both cases, if
relevant for the quality or safety of the final product, this
information should be forwarded to the competent

author‘ity29 responsible for the fractionation
plant/manufacturer as required by national legislation.

45 MFEBRIIHDE TSN BIEXEICEELEES
SRUBEHERY BTVt DEEERMNRF—Z ANEX
(XD EREZIZ, FIZEIL v\ ERE RIS
HINROMNS-CEEED. HEDRERURSME(CE
BLERIFLBAIVNLRIEZLASEHE, HETIM
S EEEEANMEICEETHIES . BHRITLZMBENS
BEIN-B R EEETAETHAHEICETEES58E
¥E|TEDE, RRIUSORBEXEREHICEET 515
&lE. COBRIEDESDERIZFE>THETS U
BlE R EAIALT YR ICBREEMNTHIE,

4.6 The notification procedure as described in 4.5 also
applies when an inspection of a blood establishment by a
competent authority leads to a withdrawal of an existing
licence/certificate/ approval.

46 A5S5THRRTWWAEITHFIEIL. HER/ICKSMRIEE
DERICKYBIGFDEFR /R ABOEGELIZE ST
BEICHERT 5.

4.7 The management of post—collection information should
be described in standard operating procedures and taking
into account obligations and procedures for informing the
competent authorities. Post—collection measures should be

available as defined in national or relevant international

. 30
recommendations™".

47 EMEROFRMOETETBREXBFIRSICRHEL. B
BADRBITHIZOWTHOEHERUVFIEEEEICANDC
L BEREOREIZEDOX ZEEHLEE S TRESNT
WAKSICEERREELTHLZE,

The blood establishment and the
fractionation/manufacturer should inform each other if,
following donation:

MERBHRRVODE TSN BEEEFFLUTORMDOE
BEWVCHLEDAIE,

— It is found that the donor did not meet the relevant
donor health criteria;

A T —RREECABCH LR Ah -5
AN

— A subsequent donation from a donor previously found
negative for viral markers is found positive for any of the
viral markers;

ORI AT EETH R T —hoDZh
#BOMMTOTNOADIAILAT—H—IZELEBETHD
Z LMot .

— It is discovered that testing for viral markers has
not been carried out according to agreed procedures;

“BRD-FIREIR > TOAMIAI—h—HEBREEEL

hof=Ceh o5&,

— The donor has developed an infectious disease
caused by an agent potentially transmissible by plasma—
derived products (HBV, HCV, HAV and other non—A, non—
B, non—C hepatitis viruses, HIV-1 and 2 and other agents
in the light of current knowledge);

-FF—AMmERERRICKYRLET HAIEEDHEFER
ANBREEDRLEEFFELTLVS, (HBV, HCV, HAVER U
D IEA. FEB. JECHF KD AL R, HIV-1 R UHIV-2ii ¥ 2
fth D IREXME TR D IRRAR)

— The donor develops Creutzfeldt—Jakob disease (CJD or
vCJD);

FELTLVS,

— The recipient of blood or a blood component
develops post—transfusion infection which implicates or
can be traced back to the donor.

-M&R R FMER S DLV ET AN F—IZBEERAH S
RIFFF—ITH R rTRE G E i & B R AEE FAEL TL D,

In the event of any of the above, a re—assessment of the
batch documentation should always be carried out. The
need for withdrawal of the given batch should be carefully
considered, taking into account criteria such as the
transmissible agent involved, the size of the pool, the time
period between donation and seroconversion, the nature of
the product and its manufacturing method.

EROVTIADBERIEIC, NFOXEDEFHZE
RS HE, AT H/ N FDOEIDBEEITDNT,
BRI HIELEMEYE. T—ILOXES, #insz0a2 /3 —
Tav ORI, RRDOFERVEEREZGEDEEE
EELTIRRREA TSI L,
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Note 26 For EU/EEA this is for at least 30 years according
to Article 4 of Directive 2005/61/EC and Article 14 of
Directive 2002/98/EC. Both Directives are linked to Article
109 of Directive 2001/83/EC by defining specific rules for
medicinal products derived from human blood or plasma.

;¥26 EU/EEAIZBEIL TIXEU$E452005/61/ECDEAER D
EU$E452002/98/ECDFE 1452 & BHE0FELULETH D, W
ERIEeErmE X ST HAEERERICET 54557278
%%EELTL\%)EME%ZW/83/500)’%109%&F£ELTL\

Note 27 For EU/EEA reference is made to in Annex Il part
A and Annex Ill part A of Directive 2005/61/EC.

;¥27 EU/EAAIZDUVTIXEU$E42005/61/ECDT U9 R
I /N—FARUV T RV IRAM/N—FAZ SR,

Note 28 Information that appears if a subsequent donation
from a donor previously found negative for viral markers is
found positive for any of the viral markers or any other risk
factors which may induce a viral infection.

3¥28 LIBIICOAIAR—H—IZ[EETH =R F—D5

DZEDEDBMTIAILRABEREEFSISHILIZNT b
DIAIVAI—I—IZEGEETRTH. RITMDURIER
N h o5 8ICBASER,

Note 29 For EU/EEA this is the competent authority as
referred to in Directive 2001/83/EC.

3¥29 EU/EAAIZDULVTIXEU3ES2001/83/ECTEI SN
TWALUBTHS,

Note 30 For EU/EEA referene is made to the “Note for
Guidance on Plasma Derived Medicinal Products” in its
current version as adopted by the Committee for Medicinal
Products for Human Use (CHMP) and published by the
European Medicines Agency. Current version at date of
publication: CPMP/BWP/269/95.

3330 EU/EAAIZCDWTIXEFRAEERZE S (CHMP) A
FIRLEMAD R H L - DI MR EEZEMIZ DT
DHARSADFERITIRARTINS,, FxFhRlIE
CPMP/BWP/269/95T#% 5%,

5. PREMISES AND EQUIPMENT

5. &% {E

5.1 In order to minimise microbiological contamination or
the introduction of foreign material into the plasma pool,
thawing and pooling of plasma units should be performed in
an area conforming at least to the Grade D requirements
defined in Annex 1 of the PIC/S GMP Guide. Appropriate
clothing should be worn including face masks and gloves.
All other open manipulations during the manufacturing
process should be done under conditions conforming to the
appropriate requirements of Annex 1 of the PIC/S GMP
Guide.

51 MIFT—IL~DMEWBFLIIINENEDRAZR
INZT 218, MIEL=YrDERE R VETREILPIC/S GMP
HARDT7 XY AT TRESNTWAREREBIETHIDHL
EXLT L—FDEESFLTWAIY T TERT HE, 71
A RRIRVFREEOTCRYGIEEREZERT 52,
HETRRPDTRTOMDHKRRDIREIEILPIC/S GMPH
4!30)7*‘;/7% NZLYETHERBEFETLTLSKRR

5.2 Environmental monitoring should be performed
regularly, especially during the ‘opening’ of plasma
containers, and during subsequent thawing and pooling
processes in accordance with Annex 1 of the PIC/S GMP
Guide.

52 RIFE=FIJVZEZBEMIHIC. MERHFDEKI
PRUZDEDFBRERVT—ITDIREIZENT,
PIC/S GMPH AR DT Ry I R >TEET 5,

5.3 In the production of plasma—derived medicinal
products, appropriate viral inactivation or removal
procedures are used and steps should be taken to prevent
cross contamination of treated with untreated products.
Dedicated and distinct premises and equipment should be
used for manufacturing steps before and after viral
inactivation treatment.

53 MIFHAXREFEROEEHIZ, BULEDAMILATEHE
IERUBREZRAL, NEBR G LRNEBRRIZEERXF

2EBIUETEFEREFELLICE. EROMNDRIEDHEE R
g“%i%ﬁfrb«r)bx;rﬁi.ﬂ‘ﬂtwjﬁ@ﬁﬁ?&@ﬁ%iﬁl*&fﬁﬁﬁ

5.4 To avoid placing routine manufacture at risk of
contamination from viruses used during validation studies,
the validation of methods for virus reduction should not be
conducted in production facilities. Validation should be

. . . .31
performed according to international recommendations™'.

54 NYT—a R BB ERTAIVAMILANDFE

D)ARIIZELSNBEEZE TR, 91ILADBFER

FEDONT—a v EEERRTERLTIEESALY, 7\
F—av EEBMLENSY TR TERTHIE,

Note 31 For EU/EEA reference is made to the “Note for
Guidance on Virus Validation Studies: The Design,
Contribution and Interpretation of Studies validating the
Inactivation and Removal of Viruses” in its current version
as adopted by the Committee for Medicinal Products for
Human Use (CHMP) and published by the European
Medicines Agency. Current version at date of publication:
CHMP/BWP/268/95.

;331 EU/EEAIZCDWWTIIEFAEERZE R (CHMP) A
RIRLEMADSFEH LI RFTRRD T /)L RN T =23 5
ERICDOWTODHAF LV ADFR : DA ILADFFE R VR
EEN)T—rFBREBEOTH A RUMRSR I THRRTLY
%, X hRIZCPMP/BWP/269/95T# %,

6. MANUFACTURING 6. Bi&
Starting material R
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6.1 The starting material should comply with the
requirements of all relevant monographs of the relevant
Pharmacopoeia and of the conditions laid down in the
respective marketing authorisation dossier (including the
Plasma Master File if applicable). These requirements
should be defined in the written contract (see 3.5) between
the blood establishment and the fractionating
plant/manufacturer and controlled through the quality
system.

6.1 HEEHIITRTOEERFDEEZNDEREBERY
B 42 DR ERTCADERIIEES N-BEH (LT D5
BlIETSAITRE—T7AILELEOHT)IZHSITE, TS
DERFBIEZMABRRVSE TS BEEEDRM
DNEHEQSSHB) THRHELREVATLAIZKYEERT S
&

6.2. Starting material imported for contract fractionation
programs should comply with the requirements as specified
in 2.4.

2 RIENEBETOTSLOE=-OIZEASh-HFEEREHE
2ATHESNTF-ERFBIA KRS &,

6.3 Depending on the type of collection (i.e. either whole
blood collection or automated apheresis) different
processing steps may be required. All processing steps
(e.g. centrifugation and/or separation, sampling, labelling,
freezing) should be defined in written procedures.

63 BROBEICL-ST(TALE2MERNEH 7 I
LYZDWFND) BGHMIIENERSND, T
DMI IR BIZIESEODBERY RIL5 B REERER,
INIVERR RS FFIEETRET 5L,

6.4 Any mix—ups of units and of samples, especially during
labelling, as well as any contamination, e.g. when cutting
the tube segments/sealing the containers, must be
avoided.

6.4 Fa—TEHH DU BRODZHFLEEDFLER
BRI BISSAURTRRICIZY R URIEDOLAESE
BHE(FEFHILESEEN,

6.5 Freezing is a critical step for the recovery of proteins
that are labile in plasma,

e.g. clotting factors. Freezing should therefore be
performed as soon as possible after collection (see the
European Pharmacopoeia monograph No 0853 “Human
Plasma for Fractionation” and where relevant, monograph
No 1646 “Human Plasma pooled and treated for virus
inactivation”, or other relevant Pharmacopoeia), following a
validated method.

6.5 FIEIIMBITEBERFLEEDELRLOTULVIV /NS
BEOFRDMOEZETIRETHD, ®HoT EMEIEN)T—rE
NE=AEICHE-T, BB RRICERTHIEERIMNBEA
&5 0853IEEFMIBDRE IRVZETHIEEIEERE
16461 T—)LEN . IAMIIL AR EEILNIBS-E D
FIRIMOEERFESHE),

6.6 The storage and transport of blood or plasma at any
stage in the transport chain to the fractionation plant
should be defined and recorded. Any deviation from the
defined temperature should be notified to the fractionation
plant. Qualified equipment and validated procedures should
be used.

6.6 DEITIUVMADEEFI—ICEITBHNIEHEERRE
TOMHERVMBFORERVEEERELLHETHE,
HESNEEENASOLIEDERLSE TSNS
5L, WIEEERSNEBERUN)T—rENT=FIE
EXAWNSIE,

Certification/release of plasma for fractionation as starting
material

PEOEEREELCHOMIEGIR, BaHE

6.7 Plasma for fractionation should only be released, i.e.
from a quarantine status, through systems and procedures
that assure the quality needed for the manufacture of the
finished product. It should only be distributed to the plasma
fractionation plant/manufacturer after it has been
documented by the Responsible Person of the blood
establishment (or in case of blood/plasma collection in
other countries by a person with equivalent responsibilities
and qualifications) that the plasma for fractionation does
comply with the requirements and specifications defined in
the respective written contracts and that all steps have
been performed in accordance with Good Practice and
GMP Guidelines, as appropriate.

6.7 SEID=HOMEET, ZRREMOEEICLERTRE
EHERTOVATLRUFIEEICE>TOHHRFHIE., T
THb HAHIE RS DIKEH DB THONRIT AL
BV BEIZHLT, PERADMENZ LT HRNE
[CRESNEERBERUBRIEICHEN, IXTOIIEE
GMPR UGMPH A RS A VI > TEEL-ELVSTEZEM
RRERDEFEEFICEY (X(EZthE TO Mm%, M5 DR ER
DHEE. RFOEERVERERTTHOAYIZELY)XEL
LE-ZBDOAHAMBLIBE T BERICERETHIE,
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6.8 On entering the fractionation plant, the plasma units
should be released for fractionation under the
responsibility of the Responsible Person. The Responsible
Person should confirm that the plasma complies with the
requirements of all relevant monographs and the conditions
laid down in the respective marketing authorisation dossier
(including the Plasma Master File if applicable) or, in case
of plasma to be used for contract fractionation programs,
with the requirements as specified in 2.4.

6.8 NETFUMIIRAT RS, MFI-VNIEEED

EEDOT CHED=HIZHERFATHIEINSG L, EESE

[XMIFAT R THOREZEIER RUMEL D EERFEAZRE

BICHAIEHIZ. REEZLETOISLTHERSNSM

%20)?2liz.r@iﬁiéhfb\é%*%ﬁl:ﬁéofb\éb\
ZBIBHILE,

Processing of plasma for fractionation

SER-HOMmEDIT

6.9 The steps used in the fractionation process vary
according to product and manufacturer and usually include
several fractionation/purification procedures, some of
which may contribute to the inactivation and/or removal of
potential contamination.

69 NEILETAHVGNAIIREIEGRRVEEEE(C
FOTEHXRTHYNDBEELZHDHE BEULENS
Fh., FOEEFFHILRY . RIEBENTFLDOR
EICE®RT %,

6.10 Requirements for the processes of pooling, pool
sampling and fractionation/purification and virus
inactivation/removal should be defined and followed
thoroughly.

6.10 7= T DIFEICETAEREE, T—ILHDD
HBoT) OGN E RBERVIAILATEIL /B
EHIZDWTHESIZHRELFESZE,

6.11 The methods used in the viral inactivation process
should be undertaken with strict adherence to validated
procedures and in compliance with the methods used in
the virus validation studies. Detailed investigation of
failures in virus inactivation procedures should be
performed. Adherence to the validated production process
is especially important in the virus reduction procedures as
any deviation could result in a safety risk for the final
product. Procedures which take this risk into consideration
should be in place.

6.11 DA ARFLIETHERTIAHEI AN T—FS
N=-FIEEFZBZITESFLIAIILANY)T—3 BT
FRSINF-AEIZHVWERETEIE, VMILARFIEDL
BIZHTEEBDFMLRAEEZRRT DL, L\HESE
RTHOTIRBEIDREEDIRIERYS5DD TN
T—hEN-EETREDEFIEIVAILABRENE(ZENT
BICEETHD,

6.12 Any reprocessing or reworking may only be
performed after a quality risk management exercise has
been performed and using processing steps as defined in
the relevant marketing authorisation.

6.12 BMIXIIBRIEX, RBVRITIRDAVNEETE
LizRICBER T HEERFEAZETHESNTLWSNET
BERAWNSIL,

6.13 A system for clearly segregating/distinguishing
between products or intermediates which have undergone
a process of virus reduction, from those which have not,
should be in place.

6.13 DAL ADHIEIEFTo-HAXIEFEREMEEIT
%ﬁj?%o)tﬁﬁﬂﬁﬁ(:rﬁ%’éb/ RATEVATLERET

6.14 Depending on the outcome of a thorough risk
management process (taking into consideration possible
differences in epidemiology) production in campaigns
including clear segregation and defined validated cleaning
procedures should be adopted when plasma/intermediates
of different origins is processed at the same plant. The
requirement for such measures should be based on
international recommendations®. The risk management
process should consider whether it is necessary to use
dedicated equipment in the case of contract fractionation
programs.

6.14 e BRI RS AN TOCADBEIZHESTC.
(BZICE AR H D EVNEEET D) BLHEE
DM, B AR — O T TMISh 318 S BREA
REERUHEEIN, N T—rESN-%kEFIBEE DT
FroR—VBEFREAT AL, UKEBOERSIEIL
ERE S RERBIE, YVRIIR DAV T OERIEE
HABETOYSLDES  BRARBEERATIVENHS
IEEETHIE,

6.15 For intermediate products intended to be stored, a
shelf-life should be defined based on stability data.

6.15 IR SEKDHOFEKMICONTIE, REH
T—RIESWREHEERET S &,

6.16 The storage and transport of intermediate and finished
medicinal products at any stage of the transport chain
should be specified and recorded. Qualified equipment and
validated procedures should be used.

6.16 EXFI—>DLTNOEREICEVTLERROF
BORUREHERORERVIEERELLRT HCL,
gfﬁgﬁiﬁﬁﬁéht%ﬁ&ww T—rLIFIREERY

Note 32 For EU/EEA, see Guideline on
Epidemiological Data on Blood Transmissible

332 EU/EAAIZDULNTIL, EMEA/CPMP/BWP/125/04,
MAGREEDBRREICETHEFT —RETEHALS

Infections, EMEA/CPMP/BWP/125/04. 1VESHE,
7. QUALITY CONTROL 1. mEBEEHE
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7.1 Testing requirements for viruses or other infectious
agents should be considered in the light of knowledge
emerging on infectious agents and on the availability of
appropriate, validated test methods.

71 DAINAR (IO REEYEDREDEREIE LR
ZHMMBEICETAIMBORKBEEY TN T—FEINT=&
BEHEDOERTREEDEEANSEET S,

7.2 The first homogeneous plasma pool (e.g. after
separation of the cryoprecipitate from the plasma pool)
should be tested using validated test methods of suitable
sensitivity and specificity, according to the relevant

. 33
Pharmacopoeia monographs™.

7.2 E—XH—MIET—IL (MFET—ILHSD A E LR
MDD EERIE) 1, BER A DR EP o= B
g ﬁtuﬁiri@/\UT FEn=EERAEFZRHWTHERT

Note 33 For EU/EEA reference is made to the relevant
European Pharmacopoeia monographs (e.g. No 0853).

;£33 EU/EAAIZDWTIZBELEDERIN B A D& & Tiuh
(No 0853%:&) .,

~b

8. RELEASE OF INTERMEDIATE AND FINISHED
PRODUCTS

8. MEEMEUVEKRERDOHAHE

8.1 Only batches derived from plasma pools tested and
found negative for virus markers / antibodies and found in
compliance with the relevant Pharmacopoeia monographs,
including any specific virus cut—off limits, and with the
approved specifications (e.g. Plasma Master File if
applicable), should be released.

81 DAINAI—h—/"HMABREF{TO>TIEETHHMEE
T—ILHETHY . HFEDIAMIANYLATEEFEHT-F
BEBREADEERUVERIIN-BIEGEYTHEHEETIX
IXARA—=T7AIVIEE) ITEEL TSI ENHBHL =/
FOAETTHE,

8.2 The release of intermediates intended for further in—
house processing or delivery to a different site and the
release of finished products should be performed by the
Responsible Person and in accordance with the approved
marketing authorisation.

8.2 éb( }*Jﬁuxm'co)jlﬂlﬁnuﬂli%“@%LFE’\O)EEL
BRIDO PR GSOHRHERUVRERESOEEHIE
%iﬁfl:&‘) RRBERTERERFTARICHESTERT

8.3. The release of intermediates and final products used in
contract fractionation programs should be performed by
the Responsible Person on the basis of standards agreed
with the contract giver and compliance with PIC/S GMP
standards.

83 RIENE IOV SLTHEEITAFREGRUREKRE
mDHEIIERELEEL-EEEZBFEZPIC/S GMPD
Eﬁl:ﬁﬁo’(aﬁ%ﬁ‘%ﬁﬁ?’égt

9. RETENTION OF PLASMA POOL SAMPLES

9. 7—ILFEH U TILDRE

One plasma pool may be used to manufacture more than
one batch and/or product. Retention samples and
corresponding records from every pool should be kept for
at least one year after the expiry date of the finished
medicinal product with the longest shelf-life derived from
the pool.

— DOMBFT—ILIE—DLUEDN\YFRU ./ XIFZEGTH
W ETBE=OIEHEINSS, ET—ILOREFELRVATHE
THRKIADHBERIZRELRVT—ILEEORZREZD
BEHIRNSDEKEBIERFTHILE,

10. DISPOSAL OF WASTE

10. BEZWANE

There should be written procedures for the safe and
documented storage and disposal of waste, disposable and
rejected items (e.g. contaminated units, units from infected
donors, out of date blood, plasma, intermediate or finished
products).

BREY. HRBRUTEBE(ERELzAZ VN BEL
Fr—mEDI1=—vb, BIRUNOMA, M3, pEsa
RIFZBRER) DEETHOXELEIN-RERVNE
DFIBENHDHE,

ADDENDUM

The Addendum lists EU-specific directives and guidelines
which give further guidance on specific topics or must be
implemented by EU/EEA Member States.

HiE
HEIZIZTBEEDREYIXIZDWTODHAFT VAZEHLHE
EU/EAAINBBEMNERLATNIEESHZOEUVE R DIES
RUBARSAEZEITS,
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Addendum

A) EU/EEA Member States have been obliged to implement the following Directives and guidelines:

1. for collection and testing of blood and blood components:

Directive/Guidelines

Title

Scope

Directive 2002/98/EC
of the European
Parliament and of the
Council

Setting standards of quality and safety for
the collection, testing, processing, storage
and distribution of human blood and blood
components, amending Directive

2001/83/EC.

Art.2 Defines standards of quality and safety
for the collection and testing of human blood
and blood components, whatever their
intended purpose, and for their processing,
storage and distribution when intended for
transfusion.

Commission Directive
2004/33/EC

Implementing Directive 2002/98/EC of the
European Parliament and of the Council as
regards certain technical requirements for
blood and blood components

Defines the provision of information to
prospective donors and information required
from donors (Part A and B, Annex II),
eligibility of donors (Annex III), storage,
transport and distribution conditions for
blood and blood components (Annex IV), as
well as quality and safety requirements for
blood and blood components (Annex V).

Commission Directive

2005/61/EC

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.

Defines traceability requirements for blood
establishments, donors, blood and blood
components, and for the final destination of
each unit, whatever the intended purpose. It
further defines the reporting requirements in
the event of serious adverse events and
reactions.

Implementing Directive 2002/98/EC of the

. . . European Parliament and of the Council as Defines  the |mplementat|on. .Of. quality
Commission Directive regards Community standards and system standards and specifications as
2005/62/EC specifications relating to a quality system for ;%fg{;%%/gg in_article 47 of Directive

blood establishments. )
&

A) EU/EAAMMBEIEITEDIESRUVAARSAUEERT HEHELH 5.

1. MARRVCMRED IR VREICDLNT
BS  HARSAY REE @

EoklE. BN TH-oTH. XM B #Y
FEe mEai |(CHMUBRUGMERS ORI, RE. MTL|OFHESONTEMTILE, KRERUEZ
%zogzzg/m = | RERURLEOELZEOSHTE. EUES|cOLWTErLRR VLGRS D REREY

2001/83/ECHHRET

?gl:F‘aﬁﬂ'é%E&lﬁféﬁd)éiﬁ’éiﬁE

EURE ST

2004/33/EC

MR VMRS AT 2 EDRMNE
KREECODLWTOMMES BELIESE
ELES2002/98/ECD HELT

MARRVMBERSDRZERVLEHEDE
KREBBE(TZRVIAV)FEITTEL FF—FE
FIZTDOWTOEFERE VR F—IZDONVTERS
NBER(FTRYIR D IS—FARU/S—F
B). FFr—@EHME (7RI AM) ., KR
VMBS DRE. MERVEEEE (7
VI AN) DIRBNEHRET S,

EURE ST

2005/61/EC

Fo—HEVTADERBEIIVICEELE
ERARUVEEZRIIDODVTORMIMNEZES 1B
EL1E42002/98/ECOHEST

MR, B —. &R ORI U
FEREMICHAIDOLTRI=ZVFDEKRE
DN —HEYTAOEREEREHRES
2, Sl EEREERRUVASTERNH
ELESEDHMENDERERERET 5.

= A e A
ZERESR

2005/62/EC

MAEEEDRE AT LICETIEERY
BB OVWTORMNES BESESES
£1542002/98/ECDHELT

EU3E$2001/83/ECD E4TE T HENT
Q?_%E&x—ﬂ&%&lﬁiﬁ%d)%ﬁiiﬁ
JE °
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2. for collection and

regulatory submission of data/information for plasma for fractionation:

Directive/ Guidelines

Title

Scope

Directive 2001/83/EC
of the European
Parliament and the
Council

On the Community Code relating to
medicinal products for human use.

Art. 2 Medicinal products for human use
intended to be placed on the market in
Member States and either prepared
industrially or manufactured by a method
involving an industrial process, covering
medicinal products derived from human
blood or human plasma.

Commission Directive
2003/63/EC

Amending Directive 2001/83/EC of the
European Parliament and of the Council on
the Community code relating to medicinal
products for human use; Amending the
Annex on documentation of medicinal
products

Commission Directive

2003/94/EC

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

Art. 1 Principles and guidelines of good
manufacturing practice in respect of
medicinal products for human use and
investigational medicinal products for human
use

EU Guidelines to Good
Manufacturing Practice

Giving interpretation on the principles and
guidelines on GMP.

EMEA/CHMP/BWP/37
94/03 Rev.1, 15.
Nov.2006

Guideline on the Scientific data
requirements for a Plasma Master File (PMF)
Revision 1

EMEA/CPMP/BWP/12
5/04 EMEA Guideline

Guideline on Epidemiological Data on
Blood Transmissible Infections
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B. Other relevant

documents:
Document Title Scope
PE 005 PIC/S GMP Guide for blood establishments |Cuidance for GMPfor blood

establishments

Recommendation No. R
(95) 15 (Council of
Europe)

Guide to the Preparation, use and quality
assurance of blood components

World Health
Organization

WHO Technical Report
Series No 941, 2007;
Annex 4

WHO Recommendations for the production,
control and regulation of human plasma for
fractionation

Guidance on the production, control and
regulation of human plasma for fractionation,
adopted by the 56th meeting of the WHO
Expert Committee on Biological
Standardization, 24-28 October 2005

World Health
Organization, WHO
Technical Report
Series, No. 961, 2011;

WHO guidelines on Good Manufacturing
Practices for blood establishments

Reference should be made to the latest revisions of these documents for current guidance.
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