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MANUFACTURE OF MEDICINAL PRODUCTS DERIVED
FROM HUMAN BLOOD OR PLASMA
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GLOSSARY FgE

Blood &

Blood' means whole blood collected from a single (human)
donor and processed either for transfusion or for further
manufacturing.
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Biood component

i % Ak 53

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 1fin ;7 B4 E

A blood product® means any therapeutic product derived  |MLEMF & XM R (EMIEHEDBBENRELNS,
from human blood or plasma.

Fractionation, fractionation plant SEL, SEITSUR

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.

SEEE TN BIETMHRERS R ESELEHDERR ULER
AL BIAL R, 2SO — LIk 5~
ﬁiéghéctﬁtﬁ-‘;vh (SEFSUMIzBITA8ETE

? [+]

Good Practice guidelines

Good Practice HAFSA>

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 bload 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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Plésma 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. [t
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

Processinga means any step in the preparation of blood
component that is carried out between the collection of
blocd and the issuing of a blood component, e.g. separation
and freezing of bleod compoenents. 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)

T1EE (RP)

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” d
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Responsible Person (RP) for blood establishment MEESOEEE

A person responsible for ensuring that every unit of blood |IERUVIMERE S OE IV EIEITEN TINSERRIZ

or blood components has been collected and tested, HE-TERL,. BEL, INIL., FFELEUBEELTWSCE
processed, stored and distributed in compliance with the |Z#RiETH-OOEEETHD. COREIZEUDEE

laws in force. This term is equivalent to the EU term
“Responsible Person”!’,
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Contract fractionation program

EXNEITOYD F 1

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

1 EU/EEACIXEUTES2002/98/EC(E3%ea) GBI =M

2002/98/EC (Art. 3a) TLWB&5(c

Note 2 For EliJ/ EEA e)is referred to in Directive F2 gi/ EEATCILEUE$2002/98/EC(E3%Db) Ta|Hah
2002/98/EC (Art. 3b Ty Slz

Note 3 For Etij/ EEA e;s referred to in Directive 3 gi/ EEATCIZEUIE S 2002/98/EC(E35e) Tl Hah
2002/98/EC (Art. 3e TWWAE3IC

Note 4 For E?/ EEA ?s referred to in Directive iF4 %’:’i/ EEATIXEUIB52002/98/EC(FE3%&c) TEHaHh
2002/98/EC (Art. 3¢ ' TLWa&EIIS :

Note 5 For EU/EEA as established in the Annex of 3¥5 EU/EEATIZEUFES2005/62/ECDAnnex CHIESH
Directive 2005/62/EC TSI

Note 6 For EU/EEA as referred to as referred to in
Directive 2001/83/EC (Art. 1 No. 10)

i¥6 EU/EEATIZEUFES2001/83/EC(EIFEI10E)TB|
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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)

¥7 EU/EEATIZEUE42001/83/EG{Annex 1. Part III.
No. 1.1.a) CEIHEN TWVA L3I

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

78 EU/EECIZEAL TiF1552005/62/ECOREIZTES

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

79 EU/EEAIZBIL T, EUFE42001/83/ECOEASER
2001/82/ECE52% &8

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

FE10EU/EEAIZBIL T, EUTE$2002/98/ECEOE SR

1. SCOPE

1. 5@ s

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 legislation'' 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.

1.2 A7V, SEICERTAEMEEO IR, i
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OB OVNTHEDGMPERBZIEAEELTINS,

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 F7RUIRE, HEREEZRE,NACBALLEE R
UChEO-HOEESE S OFS AT B EDETE
#FELRLTLS,

1.4 The Annex does not apply to blood components
intended for transfusion.

1.4 7RV ORIBOEHOMAERS @ RLAEL.,

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

11 EU/EEAIZBL TIZEU$E$2003/63/ECTHRELTIVS

2. PRINCIPLES

2. [RA

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 hiological 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.

21 ErMEX EEMFEREEES (RUEBREYE (R
FHELTHEAShEENE) (ZEFRTI8EREERAL
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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.

22 FECLTEEROBREREELTERSWSEEYD
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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.

23 EMSWMAL. EATERAX I BSE5-6H08

PR IZMEFEEEOEELKOEEOHERERIE" " O
BEEHSRTNEELEL.

2.4 In the case of contract fractionation programs the
starting material imported from other countries must

comply with the national or equi\falentIB 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. ‘

24 ERHBEIRTSLOBE. BOE,MSBAShH
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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 2 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 bleod establishment complies with the contract.

25 FRRUREOEDTRTOIR(NI (HEES
) EHE. RERUVBSEEE~OBELY) ZaMPPDE
AEUHARFA - THEDETAIEESAL, FE.,
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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 EOERMIGLT, MEREEE RO E RS
BEETAXBILE VRO, ISEOEREZFEE. 75X
IRAA—=T74ILTCHETH L,

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.

E12 EU/EEAIZDWVT I EB ESARELEZERSE
%¥2003/94/ECRUGMPIZDINTDEUH A KSATHEEL
T3,

Note 13 For EU/EEA requirement for the collection and
testing are defined in Directive 2002/98/EC.

F13 BERREUBEIZDWTOEV/EEAOERER[IZDOLY
TIXEU$E42002/98/ECTHRELTING,

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. :

E14 BB ATLIZDOLNTOEU/EEAQRER BRI
DNVTIEEUIER2005/62/ECH T w7 ATEELEUIES
2005/62/ECD 2 ()T ASN TWNAGMPH A RS A
THRELTIS,

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

ES M—HE YT NI EELGRERERUEELS
ERZOEMICEET SEU/EEADEREHIZEUIES
2005/61/ECTEZHE SN TLVS,

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

716 EU/EEAD AR IZEUIES2002/98/ECTEZRSNT
WAESIZERINBAE 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
Comrmission 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).

17 EU/EEAQ ChoDEETEESIES ,
2005/62/EC(E25& ) D EEG)THRESA TINA I HHEEE
1S3 5B RT L, EUEESIES2005/61/EC(FB7&
DIEED) THESW TOS N —3E T NI EELE
ERARVEELZEEEFROBHHOEREE L TIZEU
Z B EET2004/33/EC(F AU I AVD2IED HE4) T
ESN TV MERVMAER S BT 2HiTERSEE
[CEAETIZEAESEERVIRBLIRSETH S,

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.

i¥18 EU/EEAMSBRIXFUIE$2002/98/ECRUFEUIES
2004/33/ECOT AvIRAVIZHESATWARERUER
SHOEREBE - DNTHAS,
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Note 19 For EU/EEA considerations should be given to the
Community standards and specifications relating to a
guality 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 Gommission Directive

2005/61/EC.

3F19 EU/EEAIZDWTEUERSHRS2005/62/ECTHE

LTWSIMEERICHTIRBECATALARUVEUEESIE

$2005/61/ECTHESh TS ~HEYFoiERIZE

ELRERRUVERLEESROBITHOEREIRZE
TEHERESFERURAKEERTAETHS,

Note 20 For EU/EEA the requirements of Directive
2001/83/EC apply.

3¥20 EU/EEAIZDLNVTIZEUIES2001/83/ECONDERE
IBHEERT 5.

3. QUALITY MANAGEMENT

3. REER

3.1 Quality management should govern all stages from
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 [abelling system according to national®' or
international requirements, and should be maintained
during further manufacturing and distribution of final
products by the manufacturer.

31 GEFERERESOEEEEZNMAERICOR

F—DEAMISEBRESOERECOTATOLEELE
BY AL, FEONSD., RUMBNDETSVAET
EEDF L —YE T E M RERI - kY ERA R FE
IE. EEOREEUVEY R IZERHEERBIECH -
BULESANERVATAICKYBRITFEHh, BE 28Tk
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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®®,

32ERRORHEL CTRATA S MR XML D&
RARILINIL, B R ISERRR £ (R BB
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f.ﬁg}fiﬂfub*—:—lmtﬁéiﬁ%#‘%@ BlzBrdLahE
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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.

33 MFFMOEMMATIES, REEZ T -HiEx%
BFBOADSBATHEBIRIEL, NEEEEZSHI-ME
M%), R EEESEISUMMEESICRYRESh
HBEFRHICETZHERICHEVTHELSL . BAEDY
BERICI>TV)RUBMATLIAE ISV rOEEEICE
VERRBERITAHC L, HEFHELTOME (HEDHO
%i‘ﬁ) DAVFIRAR VAR XIS 368 THRA

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 EFEEEOE. HGEEOREIFIREITME oA
BREEr2O-ERERDLSE IS HEEENRE
By HoL. HREEOBRRERIRVERFZ 7 T0—
FESBELEHRBTERMICRET S L,

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 mRRROABEISUh HEEXEZEHNZHEETS
MERBREEBMICLDIIROETICE, RERTREOE
EGHBEERET I L.

— definition of duties and respective responsibilities

—HHERUENICHIETLEEDES

- guality system and documentation requirements

~mBVATLABRUXECODVWTHELSNSEIR

— donor selection criteria and testing

~Fr—DFREER VBRE

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

-IE D MAER S I~ D BEIE T 6 EKER

- freezing of plasma B AR Lii]
~ storage and transport of plasma - RERUEE
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— traceability and post donation / collection information
(including adverse events)

;%—ﬂ'ﬁ')?fklf(gﬂﬁﬁ’&ﬁ&)f:) Bl ERERER O
2]

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.

hEREAER LT DI ORERE AR
RONEISU LHEERWELEN AT CESC
Lo bz BRERLESE TRAZOE TRET 50,

3.6 A formal change control system should be in place to
plan, evaluate and document all changes that may affect
the guality 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 EXAGEREEILATLRBIOZEBEL{IZEE
XFF—H3EVFTAICREEZRIFLSZTRTOEEIZD
WCHBEZL T, FMELXEL T 528, REShE-ZTEIZ
DWTHENOHIEEETMTAE BMORBRY
NYF—=230 BN AOTERIERUVREIRO
HEEEHINTSIE,

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:

3.7 MEGREMOBREREENBEOURIRURER
MEMEOHRER/NMITHL5EADHIL, COBRKITT
EDVAUREEST L.

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

back units®.

—I 3% OO SRR D AR B (MBS DR BERAm)) 9 75

5 iwbz s R R T 5O OHEEEETS

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

A LADRELRY, IR E IR AEE

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

DRBEQITATOEEEEETA_ L,
“JAINADEHELDOEH. 7LV XEUVEETLED
ORI IEEEERTEILE,

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

;¥21 EU/EEAIZDLANTIZEUIESR2005/61/ECR UGS
2005/62/ECTHR~R TV,

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

%22 EU/EEAIZ DU CIEEUTES2005/62/EC TR <L

L+]

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

i£23 EU/EEAIZDUNTIZEUIE$52002/98/ECTERLT
L5iEY

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

i¥24 EU/EEAIZDWNTIXEUIE$2001/83/ECTS ESh
TWh3H45.

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.

E25 YRAVDBWFF—HhoOBMNTHEIEN DM BH]
[ZREDOHIMH (BN EUDFRBITHRESHTLVS) thIzk

FohbREhi-mEL =y MIEEORERREL LSS
KUMIMBRRNTEHIE,

4. TRACEABILITY AND POST COLLECTION MEASURES

4 FL—HEUTF/RUBEMEOEE

41 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.

41 FF—RUBRMA LA RESRAZERLTERES D/ Y
FET, RUZOHARICOWNT, BT &I B aTaets
VAT LD INITESE,

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

42 HEOMN—HEYTAITOVNTOREEZRETH2E
(RN I8 AN > TS, )

— 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);

-IEREEHICH T AR F—RUBRANSTETSMET
ChEMERRIOEEEDEEITHD)

—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).

-SEISURALEEROEEEZER UMD ZRE
EFETONR, EERRIERRBOREEE TN
HoRNChREFEOERETHS),

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

43 RGN —HEYT( ISR BELT—2FE O HE I
B TIRIELA TN IRAELEL,
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4.4 The contracts (as mentioned in 3.5) between the
blcod 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 BETRARSATNSEIE) MERS (FREEES
LYRUDEISU b BEEEORORMIE., MEOF
WAL ERRESOEFHECETOHINELEICESL
ETIZELEZTATOHEEBITERT SN —YEY
TARUEREOHBERITTS &,

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

.97 ,
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
authorityzg responsible for the fractienation
plant/manufacturer as required by national legislation.

45 MBEHBRESE TS BELBICEELEES
BERUVBHERY BN OB BB SR, F—2 AN EX
[ZMFEOHFRIZ, X IZILvo /07 1ERL R O
WIMRBROMIIEEFEH, BRDORERUVET2EICZE
BERIFLBAIVHEIERLMSBLE. S ETS
SHEERENMIEICHFEET SHIES. BHRIEHZMENS
HEIN-EREAETIETHHHRICEETERSELE
¥EIELATL. RREGORER IR EICEET 515
SiE. COBBZEOESOERIZH>THEISV~
Gk T P Y S il 1 E R T i Su o

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.

48 45THRATVHETHFIRZ, HR/ICEEMBEEE
DEEIZIYBRFOHFA B/ RBOBHELIZE >
BEICLERYT 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 BREORROEEI R EE A R _aL. &
BADBITHRICOWTOERERVUEIREEREICANKSS
& BEREOREZEONIERMNLGEHESCTHESLT
WASEIICEEAREEL Th{ L.

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

IERERUSBE TS/ BIEEEZ LT ORMOE
BEWMIHIGESLIE, '

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

;Fﬂ'-?ﬁ"F‘T-‘[@E&iEl:ﬁ:iﬁ'E?)é CENGMoT=1

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

HEE AL AT — B CH o F B DED
#BOBMTHNThIADIANARAT—H—IZEALBETHS
b85S,

— It is discovered that testing for viral markers has
not_been carried out according to agreed procedures;

~FROT-FIEFIZH S TIANRAI—H—FABEERL
Ehofzc i ahoi-iES,

— 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—AMmEHERRICIVBEEITAAEOHHRE
EHRRERORBREEEFRELTINS, (HBV, HCV, HAVE U
thaDIEA. FEB. FECHF XA LA HIV-1 B UHIV-23E L/ Z
O RERFS TEEAMORRGE)

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

~FF—HI0/YTILE- TR (CDJIR [EvCID) &
fEL TS,

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

-MEXIEMER S DL E ISR F—IZEERAH S
RIEFF—IH R ol it R+ RELTIND,

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.

EROVFIDDERIFEIC, AvFOXEOEFEZE
ERT DL, BT HN\VFOENOBEMIZONT,
ERIHERMENE. T—ILOXES, fillstAa/—
A OEOHE. BROFERVRERFTEORES
FRELTGIERMRHET 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.

726 EU/EEAICBEL TIXEUHES2005/61/ECOTAERTA|
EU3E<52002/98/ECD E 145 LB E0ELLETHE. T |
Y (T inf X (3 i 3% i s 2 5 =B 9 A 45 i 4nE Al

%‘iﬁ%brm&gu?ﬁ%aom/83/500)%109%&555§L'cm

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

E27 EU/EAAIZDUNTIZEUIEH2005/61/ECOD TR UT R
I /3—bARUTF FwIRM/A—FAESHE,

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.

E28 LIRIZOANAR—HD—IZBETH R —H5
DEDEDBMTIAINABEESIZEILSZWThn
DIANAT—A—IZBEETRT M, RILOYRIER
BB EICRA S5,

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

29 EU/EAAIZDLVTIZEUIE$2001/83/ECTEIHAZHh
TLW3LBFTHAB,

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

330 EU/EAAIC DUV THENBERMZE S (CHMP) A
FIRLEMAS R LB RO MR EEERIZDONT
DHAFSADERITHRATING, BRI

Products for Human Use (CHMP) and published by the CPMP/BWP/269/95T#H 5,
European Medicines Agency. Current version at date of

publication: CPMP/BWP/269/95.

5. PREMISES AND EQUIPMENT 5. SR {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 MEIT—LADWEMBFLERIINENEORALE
INZTF BT, 1 =y DRER VRTEILPIC/S GMP
HARDF R AT CHESH TOAEREECTH DAL
ELT L —hDEEFLTWAIYFCRET oL, T A
A RAIVRUFEREZHTHYGEEREERT AL,
HETEDOTATOMBDOBERZEDIZEILPIC/S GMPH
AFDT7 3T AN DG YT IEREEEEFLTINDR

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 BIFE=RIJ®AEMIIFC, MBFBOTHRK
PRUTOEOBRERVT 5O IIEIZENT.,
PIC/S GMPH A FDF 2y I AN ->TERET B L,

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 MRAREFEZOHMERIC, BYLEIAIINAFTEE
ERURBREZRWD, MBS -RNEBRIICLEERE

REBULTEIFEREEBLLIC L. EROIDREDOESRE
gfﬁf_—v«f WATERILNBORIEOEE TIECHEP

5.4 To avoid placing routine manufacture at risk of
contamination from viruses used during validation studies,
the validation of methods for virus reduction shouid not be

conducted in production facilities. Validation should be

. . . .
performed according to international recommendations” .

54 NUT—a BEBRPICERTAVAMILANSDEE

DVRVNEEENDEERETD-H. VMILADBER

EDNY i—‘—&aﬂi@iﬁkﬁ%’i'&%ﬁbr (A aly, 73
-7—‘—9a:zlililﬂ§w.tﬁ%3‘l:ﬁto'@%ﬁfﬁé:&c

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.

;¥31 EU/EEAICOWVTCIXEFEHEERZER S (CHMP) A
HIRLEMAS R B LI=BHFROI 2L AN F— 303
BICOWTOHA T ADER . 94 ILAOFFE LRV
BEN)T—FF3RBOTFT VAV RUBHRITRATIA
%o AR L CPMP/BWPR/269/95T#H 5.

8. MANUFACTURING 6. Bl&
Starting material HFE IR
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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
sysiem.

6.1 HEBRHITATOEESFOEFENERERERY
BrORERERZIEFICEHIN-ER (BYT 18
BIETSXTIRE—T7AILBEOHT) IS L Thi
DERFEINEFEREVLETS UM HiEEEDOM
i)%@%’ﬂ%(3.5@&@)‘6&%L%E9K%AI:$UIE‘g"é:

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

62 BENEIOT SLD-OI-BmAEN-HREREE
2ATHESh-ERERICHSZL,

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.

6.3 FROBAICI-T(Fohb2nERMNBE7 I
LY ZOWThMN) RUSMITENRERSNS, TT
OMITIE(FIRAIESEDDERY ./ XITSE. ﬁﬁmﬂsz.
SANERES FFIEETHETSIE,

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—THoOUM. BHROBRHBFLEDFTLEER
Bz BISALBRPIZIyFRURBREDNNISE
SES:{pgadb g (NFer =y iAW

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 BEBIMBPTRERFLZEOEELPTINIVIY
BEOBMOBETIETHD, T, EEIN\)F—hE
N=HRIZH->T. ERERRITHRETHE (MBS
£& 853 EFMORBIRVZLATIHESIESE
1646 T—LEh., AL AT E LN BESh -t A
TN T OBEERAEZSER)

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 DET T ~OBEEFI— B THNI LR |
TOHERVNEORERUVBEERELIIRTHE,
HEShBEMMOLMNEDEREDE IS MIHS
AL EREEEESNEERU/ ) T— SN =FIR
BEALVBZE.

Certification/release of plasma for fractionation as startmg
material

SEIOHFERFELTOMEEOER. HEHE

6.7 Plasma for fractionation should only be released, i.e.
from a quarantine status, through systems and procedures
that assure the guality needed for the manufacture of the
finished product. It should enly 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 SHEOL-HOMmMET, REEROBECHETRE
AR TOIVATARVUFIBEIZE>TOAHEHE. 9
THEHEHEFLOREMN ORERATHOAZITRIE
EHEV, HEIZIELT, AR RO MBS LT L20E
[CRESNE=ERBEEUVBRBICELN. TATOIESE
GMPEUGMPH A RS A /N> TREL=ELNSTEEDN
HRROEEEFICEY (X(TMHECOMmME. MIEOIER
OBEE. RFEOEXRUVERFTHETIADICLY) XEE
L= OAHMESB IS b BEmRICEETRIE.
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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 FEISUMNIBRATIRE ABFL—VIEIREZD
REOTTHEOLOICERLTHEINSC L, BiEE
[FMBENTRTONSEEA R UEL OSERFRTE
MISHIRMC, REFXSEIOYSLTERSh 20
%g??ﬁ;.f@iﬁﬁ"é:l’L'CL‘éEXEEE[:@E-:'CUéb‘

Processing of plasma for fractionation

SEQ-HOmMBOMT

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 ABLECAVLN I IRANE RO NEEES
SO THEHTHYN DBEIZ KOS E, HRNEHE
ijtn-'éa %"; ggfﬂsﬁmwzx/mmﬁmfamﬁ%w&

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 T—UV I D IRICETABERER. T—ILH6L0
Yoo T VIS E BRECIANLATFE /B
FRIZDOWTERITHRELIES L,

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. '

.11 DANARELIBCERATIFEINYTF—LE
NEFIREERBICEFLIANRA)T—LaVBBT
HERAShEARICHWNERTSSE, YMILATRE DR
BIZETOEROFHTRELRET L, VRS
RCHOTEIRBHAOREMDYRHLLEYS3ED TN
T—hEh-HETEOBFE I N RBGEREZESNT
BHICEETHD.

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.

612 BMIXGABAER. RBIATTROA =G |
L-RICBR T 28 ERFTRETHESNTLAUNET
BERANACL,

8.13 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.

618 TANRAOBIRIEE T >R X A MR LT
SMOLOLEFRIHLR51T 52T LERES

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 BERIRAITRD AV TOEAOERIZTE-T.
(ERICETHUENOHIENEEET ) RILBE
D 3% thE S GAE— O TIHTMIah 318 S HFE
REERUIRESH, SYF—rSh -k S FIBEEHT-
FooR— HEFERTAIE. ASEBOEREIEL
BRI EREZ DL YURITRS AN I OERIEE
RAETOJSLOBE ERRBEYEETINENRHS
IheEETHIE,

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

6.15 MR TAERIOHA2PREERIDNTIE. BREHE
TR RE SV -BRENRZIRET AL,

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 BEFr—OWThOBRREICELNTEEEROM
BORUVEBRHAGORERUEZEFHELEZ TS,
igfﬁtﬁb“ﬁ%méhtﬁﬁﬂtﬁl N F—hLI=FIEEFERAT

Note 32 For EU/EEA, see QGuideline on
Epidemiclogical Data on Blood Transmissible
Infections, EMEA/CPMP/BWP/125/04.

732 EU/EAAIZ-DL\TIE, EMEA/CPMP/BWP/125/04,
MR R DBRECH (T HERT—RBETEHIFS
O

7. QUALITY CONTROL

7. mEEE
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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 JANLNARTHOBRERDEOREOERBIRIZH
FHYEICETAHMEORBLBEN YT SR
BREOBRATREOBEANINERTLICL,

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 F—REY—MIFET—I (MFT— IS DR LR
VOHEELEE) X, BERADEED B
%}z{;fﬁiﬁoz VW TF—rShi-RBAEZERNCHERT

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

33 EU/EAAITDWTEBEDORMBE A DR ECRAD
(No 0853758 '

8. RELEASE OF INTERMEDIATE AND FINISHED
PRODUCTS

8. MR RUERERDOHFHE

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 DAINAY—H— NERBEET>TEETHIME
T—ILHEETHY., BEDVAINAhrF7EESHI-H
ERADRERURBSh-HEB(BUTIEEIETSX
TRAZ—=TF7AIINGEENHEEL TS EARFIBEL=/\y
FOHHRTHE,

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 EhIZHERMNTOMIRRXIZAOEER~DEE
B R0 hif 8GO H R B U B4 85 o A E 1
f‘[_ﬁf[:oﬂh AREZ T -BERFERBICE>TREY

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 FEHRSETOISATCTERTIHEMNRARURES
MOHEISRAEFLEBL-HELZIEIPIC/S GMPOD
BEIZH->THEHEERERETIIL,

9. RETENTION OF PLASMA POOL SAMPLES

8. F—ILMEH L TILDEEF

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.

—DQMBET—)LIE—DU LDV FRU ./ XITHG%
BET SHICERENS D HFT -V ORFSRU{HE
TAREREADHPRIBIRON T —VAROERE RO
AMPRMDELEDIERFT L,

10. DISPOSAL OF WASTE

10. lREDILE

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).

BEEY. BRERRUTSHRCERLEAZVN BRLE
Fr—lEO1 vk, SRAOME, miF, PRER
XERBRER) ORETHOXF LEN-RERVRIE
DFIFENHHE,

ADDENDUM

R

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

WEICIEEBEEOREYIRIIODNWTOH AT o AEH L
EU/EAAITEE EARIELGITNIEAESAVEUER DS
BRUFARSAUEZEITS,
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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.

GCommission 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 I,
eligibility of donors (Annex IH), . storage,
transport and distribution conditions for
blood and blood components (Annex IV), as
well as quality and safety requirements for

blogd 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.

Commission Directive

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

Defines the implementation of quality

system standards and specifications as

regards Community standards and . . . .
2005/62/EC . specifications relating to a quality system for ;%fg;;%% /ég inarticle 47 of Directive
blood establishments. i
IR

A) EW/EAANMBRIT FREOESRUFAFSAVEEETE2EHENH S,
1. MAERVMBERSICEREVEREIZOWLT

R/ A5

g ]

3%

Bl BER
42002/98/EC

b= b B U I R 73 AR R R, T
B, #8RUBREZOREOHE. EUES
2001/83/ECHTET

25X, B TH-TEH. RBME i
DEBFHIZOVTEIMITNE, E5RURSE
ITOLNVTEME R U &S OFERBEY
?%l:ﬁé?‘é%ﬁ&tﬁﬁﬁﬁd)éiﬁiﬁﬁ

EURR &I
2004/33/EC

m#ER U mER S -T2 0 Rt E
REFERICOWTORMES BESESE
FLIRN2002/98/ECOHEAT

nEEVOLERSORERURZENE
REFBE(FRIPAVYETTH FH—F
BIZOWTOIEBR VPR F—IzoLTERE
hE2BR(FARYPALI—FARUI—}
B). FF—O&EEE (Fry0 AN MEE
UMERSORE. BERUREEL (T
FyIAN)DBRERETS.

EURRRET

F—HEYVFOERFEREIVICEELR
fERRUERERIIODLWTORMES B

A&, F—. m&RE ViR 5 R
FREMCAIDLTEIL=VIORKE
Kt DM —HEUF O ERBEERES

2005/61/EC H &1 £2002/98/ECD 54T 3. 35(c, EELAARVAEES A
. FL-BEOREOERBESEETS,

FELES mEEEORE AT LICET 2EERU|EUIGS2001/83/ECH B4/ ColHEN T

2005/62/EC HRICOWTORMES  BESIESEE|LVAREVATFARER UHIEO =18

=15$2002/98/ECOHELT

E¥ 5, ~
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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

Art. 2 Medicinal preducts for human use
intended to be placed on the market in

Commission Directive
2003/63/EC

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

of the European On the Community Code relating to ::umslﬁigll Szite;anuizgtur::;hsr am;:z:f:z:
Parliament and the medicinal products for human use. . s . . Y .
c i : involving an industrial process, covering
ouncl medicinal products derived from human
bleod or human plasma,
Amending Directive 2001/83/EC of the

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 medisinal products for human
use -

EU Guidelines to Good
Manufacturing Practice
EMEA/CHMP/BWP/37

94/03 Rev.1, 15.
Nov.2006

Giving interpretation on the principles and
guidelines on GMP

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

EMEA/CPMP/BWP/12

Guideline on Epidemiological Data on

5/04 EMEA Guideline

Blood Transmissible Infections

2. FEOF=HOMEFIZOVTOT—2/FRORERVEHALB~0ORH

B HAESA Eo A
B2k WMBEEOMWB - BRBEBOEFAE
BHES  EERE |CFEOEERICHTIZASMRICON |ERT, TENBRRU RTTENET
%:2001/83/EC T BEE2DAETHASh-EERTHY. b
_ bR [ B D EE S E YIRS
EUERBSiES EFRAOEESCHETARNEBS Has
5003 /ﬁg’ng“ ¥4 2001/83/ECOHORET. EER O XHFIL
[ZDWTOFRYZZADHET -
EUES=ES FFROEERRUCEMEBO ERER M- |BI1E FFHOEEGEUERFRD AREE
2003/94/EC £ %:GMPG)IEE'IREH:I‘*(F?*(:/ £ B3 A5GMPORHUNBUHAFS 1
CMP OB A RS> gl\gégﬁu_&ﬁjﬁ574_./&Tﬂol,\‘co)ﬁ¥ .
A ONNP/BWP/ST | i R =T A MBI SRR T —5E
Nov.2006 KEEIZETHHAESIY ®ETHR()
EMEA/CPMP/BWP/12 |ILRGEEDBREIE T2 EFT—3I- |
5/04 EMEAHARS A BT 2HAFES1
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B. Other relevant

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

establishments

Recommendation No. R
(85) 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 56w meeting of the WHO
Expert Committee on Biological
Standardization, 24-28 October 2005

World Health
Organization, WHO
Technical Report

WHO guidelines on Good Manufacturing
Practices for blood establishments

Series, No. 961, 2011;

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

B. th O EEXE:
BS A HALZ1  |EE & B
PE 005 IR EER DT DPIC/S GMPHAF MR D =5 DGMPOHAF X
EUEhIE No. R(95) 15 | ORE., FARVUSEFRIOH A :
COREFI) K
(WHO) 2005510 24— 28 H D = FRIE &L=

WHOT 2 =Hh)LLAR—k
AJ—ZNo.961. 2011

SED-HOEFROFE. EBRUR
HIZES T HZWHOENE

BT AWHORMIRE S SO 5604 TH
REhf=. FEORHOEMIEOE, &

BRUEHICET AT R

1% 7:%'507\4
(WHO)

WHOFZ=HhLLR—}
+1)—ZNog61. 2011

£ FHruIR4

IEREER O =85 OGMPIZ D NTOWHOH
RS2

BROTAEAQEHIZ. ChoOXEOBHOUITRESRBRTLIL,
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F0ER

QUALIFICATION AND VALIDATION

X473V BUIRYF—ay

PRINGIPLE

53]

This Annex describes the principles of qualification and.
validation which are applicable to the facilities, equipment,
utilities and processes used for the manufacture of
medicinal products and may also be used as supplementary
optional guidance for active substances without
introduction of additional requirements to Part IL. It is a
GMP requirement that manufacturers control the critical
aspects of their particular operations through qualification
and validation over the life cycle of the product and
process. Any planned changes to the facilities, equipment,
utilities and processes, which may affect the quality of the
product, should be formally documented and the impact on
the validated status or control strategy assessed,
Computerized systems used for the manufacture of
medicinal products should also be validated according to
the requirements of Annex 11. The relevant concepts and
guidance presented in ICH Q8, Q9, Q10 and Q11 should
also be taken into account.

A7 IR, BEEROREIZRAIS LM, B,
AT TRV ILEIZEBRAENEIFY I —2a v Rk
V) F—Lar ORI D NTEEL. PartlllSEMDE
SR’E%J:B?':&ﬁ(lﬁ%l:ﬁﬁ#’é*ﬁﬂﬂ’-ﬂ&\?ﬂ'?"*/ayﬁ
HEIHAFURELTEAVLNG, SLEEEMN BARY
IBROFADYAIIVICEY, 54 I05—230 B U
T—2avEBLTHESOBA DEEDBEL IS L5
TALIICGMPOBERZRCHL, RO SEITHETS
EROLNDLIGRER. B, A—FT )T RUTERI=S
FHEESN LN EEERICOWTIRERIZSTE=:LL.
N F—bShi-REH DD LEBREBIRA~AOZEIZ DT
SHEL AT TS0,
EXEROBEICFERTIAVE1—2EL AT LIZONT
PEL TRYIRNOERIZE-> T/ F—rShii+h
(F2550 ICHQS, 09, Q10 BTV QI1IZ RIS TLVEEE
T3 T HA T REFEEINAEFAITH S
LY, ‘

GENERAL

—BEE

A quality risk management approach should be applied
throughout the lifecycle of a medicinal product. As part of
a quality risk management system, decisions on the scope
and extent of qualification and validation should be based
on a justified and decumented risk assessment of the
facilities, equipment, utilities and processes. Retrospective
validation is no longer considered an acceptable approach.
Data supporting qualification and/or validation studies
which were obtained from sources outside of the
manufacturers own programmes may be used provided that
this approach has been justified and that there is adequate
assurance that controls were in place throughout the
acquisition of such data.

EXEROTAIVAIILEBLTRBIRITRSADID
FIO—FEERTIE 9 T4 —2 30 BUNY
T—avOBEREEEEEZOVTOREL, REUR
IRADIVN AT LD—EHELT, BLuHERL. X8
{EShi-FERR. 6. A —T 1T+ RUTIED) R T
[CEDSNWTIThLTFhIERS A0, BEN/ ) F— 3y
FHIEOHFESh-7IO0—FLIZEZ AL
HEXFUAMLEBLND, 23705 —2av RU/R
FN)T—2a0EMFEEIBRT—RIE, 7FO0—F
DEIENTREN, NSO T—4EIE T8 EY
E‘%iﬂﬂﬁénﬂ\ézaw{%ﬂﬁﬁéﬁefi’, EFRALTH
ll‘o

1. ORGANISING AND PLANNING FOR QUALIFICATION
AND VALIDATION

1. DA~ av RO —Sav ORI R
EHE

1.1 All qualification and validation activities should be
planned and take the life cycle of facilities, equipment,
utilities, process and product into consideration.

11 TRTCOIFT I r—~ a3 RO T—av D Es |
REBEAEO I B8, i, 2—F T, T
i%&f(ﬁ% RODII7Y A7 EEBLTCEHBEEW LG ITFNIE
AL,

1.2 Qualification and validation activities should only be
performed by suitably trained personnel who follow
approved procedures.

1.2 AV 245 =230 BRUARYF—Lav OFRIL, RE
Shi-FIREEFTE2ENIcHlEShi-EZ8(ck-T
DFThhiiThiEisiiln,

1.3 Qualification/validation personnel should report as
defined in the pharmaceutical quality system although this
may not necessarily be to a quality management or a
quality assurance function. However, there should be
appropriate quality oversight over the whole validation life
cycle.

13 09X Tlr—2a/ N\ )T =23 E 50 E81T. B
ERBYRATAIZBWNTHBREW-IEBSSRFKIZETE
DTIRFNIFESLON, B FLEREIR—TAVHS
WISRERIIEEOE THLTEEL, LAL, /1S F—
AVDEIAITFAINIZE->THRYGEREL I T AICE
DLERAELTITASALY,

1.4 The key elements of the site qualification and validation
programme should be clearly defined and documented in a
validation master plan (VMP) or equivalent document.

1.4 8LERTO A ) 24— 3V RN F— 32070
TS LDF— LR ERICONTHRICHREL, /F—
LAVRAI—=TSU (VMP) B AN EREO X EIZLE{E

LR AL, _
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1.5 The VMP or equivalent document should define the
qualification/validation system and include or reference
information on at least the following:

1.5 VMPHEBAWE TN ERIFEDXE(L. 74 71— 3
/)T =20 AT AIZTDUVTEEREIZL., &R
FTomEBZELN., HAWNIFERESBLLThITELE
Ly,

i. Qualification and Validation policy;’

i 9T or—2a b BUNR)T—2avCBT 258

ii. The organisational structure including roles and
responsibilities for qualification and validation activities;

i, AN I =2 RO T—o 3o DERICET S
I LBEFSOHASEE

iii. Summary of the facilities, equipment, systems,
processes on site and the qualification and validation
status;

i, HZAEFROER. BiE. S ATL. TIEOBE, XU
HF) T4r—2av RO T—LaV ORR

iv. Change control and deviation management for
qualification and validation

iv. 7T —23 0 RUNRN)T—2av BT AR E
BRUEHRER

v. Guidance on developing acceptance criteria;

v BEEEFERTS-ODHAF A

vi. References to existing documents;

vii. BEXEDER

vii. The qualification and validation strategy, including
requalification, where applicable.

vil. 9F) T —2a RO T—2a  DERR, 54T
BBEITHIAUIT—2avlonWTEEHS

1.6 For large and complex projects, planning takes on
added importance and separate validation plans may
enhance clarity

16 ABBCERLIACIINDEE. HEXSHI-EE |
HEHL, BED/ Y F—avEtEEERTS2EIKY
BRIEESNBTHDES.

1.7 A quality risk management approach should be used for
qualification and validation activities. In light of increased
knowledge and understanding from any changes during the
project phase or during commercial production, the risk
assessments should be repeated, as required. The way in
which risk assessments are used to support qualification
and validation activities should be clearly documented.

1.7 9F) 45 —Lav RO F—230 OFBIZIES
BYAOEBOF7IO—FERANSILE, TR ILEBESH
ANEEEEEICBITAELADERICIVABEUE
BAEL ChCEY. BEICEUTYRVEMERYERETC
& AT —a R U F—SayigBE YR
z'%’af.-_&)l.‘:uxb%qi{ﬁ’éﬁﬁ WS BRI ERT S

1.8 Appropriate checks should be incorporated into
qualification and validation work to ensure the integrity of
all data obtained. ~

1.8 Bohf-2TOT RO ERIETA-HIZ. 2
FVT45—a B TF— a0 OEFICIE., EYL
FrxyiEHAAELITRITASEL, ‘

2. DOCUMENTATION, INCLUDING VYMP

2. N)T—3aIRE—TSLVEBAEXEEL

2.1 Good documentation practices are important to
support knowledge management throughout the product
lifecycle.

21 Good documentation practicelZE BSA T 1AL TIL%E
BLAHNBEEE TR HHICEETHS.

2.2 All documents generated during qualification and
validation should be approved and authorized by
appropriate personnel as defined in the pharmaceutical
quality system.

22 A4 —2aV RUN)T—L a0 DB TERE
NE=FTATOXER. EEMRREVATLICRESHI-B
;JJ&%%EI:& YREBan, F—V/SAXshirhiEis
LY,

2.3 The inter—relationship between documents in complex
validation projects should be clearly defined.

23 BT30S BT A ERIOE
EiIZOWTIHBAREICHEESh T IEAS A,

2.4 Validation protocols should be prepared which defines
the critical systems, attributes and parameters and the
associated acceptance criteria.

24 BELUAT L EFME, ISA—ERUTFNLLITHESSH
BERECODVNTHEL-N)TF—av7aba—LEER
LizlrhEistily,

2.5 Qualification documents may be combined together,
where appropriate, e.g. installation qualification (IQ) and
operational qualification (OQ).

25 WOILRBE. YAV I45—>a il A EIHS
LTELL, BIZIFIQE0QTHS

2.6 Where validation protocols and other documentation
are supplied by a third party providing validation services,
appropriate personnel at the manufacturing site should
confirm suitability and compliance with internal procedures
before approval. Vendor protocols may be supplemented by
additional documentation/test protocols before use.

26 N)T—a> 7O a—ILRUZDMOTEL /)
F—LavEBERBIIEIENLEHEShDIBS. Th
HERBET IR EFROBYSHEEL, BUIMELNE
FIOFIFESLTWAIEEHEALLTRIEASE0, #
WEEISOTOLI—LIZXE/REBIO—ILEEF
IZEMLTEALTERL,

2.7 Any significant changes to the approved protocol during
execution, e.g. acceptance criteria, operating parameters
etc., should be documented as a deviation and be
scientifically justified.

2.7 ARSI =T —LEZREPICERT HHF (HIX
[(FHFBEECRENTA—FFEOEELER) L 0iad
Bab&BELTXEEL, HFNICRUTHLILETS

TSRS,
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2.8 Results which fail to meet the pre—defined acceptance
criteria should be recorded as a deviation, and be fully
investigated according to local procedures. Any
implications for the validation should be discussed in the
report.

28 HoMLOBREEh B REECAFTLEN - BE
[F@ARELTREL . HEMDFIEIZH->TRLIZEBEL
REHRIEEEREL /)T —2av i T AL GBS
DWTHHREED D TERSWZITFRIEARSEL,

2.9 The review and conclusions of the validation should be
reported and the results obtained summarized against the
acceptance criteria. Any subsequent changes to
acceptance criteria should be scientifically justified and a
final recommendation made as to the outcome of the
validation.

28 NYTF—a i ROBELIRRERS LA THITSD
N, FLT, Boh RIS O LTI EREIZHLTY
DCH DM ELHITTNIEEEEL, FOREEDHEF
BFEREFZTETII5S, HPMNICELMETRL, Y TF—
‘/3/0)&’5&5’]&?&%$IE&&U7{.6°

2.10 A formal release for the next stage in the qualification
and validation process should be authorized by the relevant
responsible personnel either as part of the validation report
approval or as a separate summary document. Conditional
approval to proceed to the next qualification stage can be
given where certain acceptance criteria or deviations have
not been fully addressed and there is a documented
assessment that there is no significant impact on the next
activity.

210 23U —aV RUN)F—2 a0 OBEIZEIT
LRDE~EL CEOERLGHEFIL, /1 )F—L 3288
EOHAD—HETIMN. HINIROELH DX EET
AEONTHTEEIVOA, BULBEEE I CL-TH—YSAX
SN0, BT BEEENILREHIC LTS

|EEHANTSNALMES, TANROEHISHLTEX

gg%ﬁm&mi\ ROBREICES FEHAERRBETT
L\Q

3. QUALIFICATION STAGES FOR EQUIPMENT,
FACILITIES, UTILITIES AND SYSTEMS.

3. BB R, 2—TAVTARUVATFLOIA ) Dgir—
ar ERRE

3.1 Qualification activities should consider all stages from
initial development of the user requirements specification
through to the end of use of the equipment, facility, utility
or system. The main stages and some suggested criteria
(although this depends on individual project circumstances
and may be different) which could be included in each
stage are indicated below:

31 oY Dar—LaiEghid, B0 1 —FERIRE
(URS)D R BN M. R, 2 —Tr)FrH AT
VATLDERERTIT3FETOTRTOBEEERELY
[FhiFEen, FELERREUSBREIC O LTV DM
D TRBEShHEE(BEL2OTOSIobORRIZKEL. B
EBYELTITRY:

User requirements specification (URS)

A—H R (URS)

3.2 The specification for equipment, facilities, utilities or
systems should be defined in a URS and/or a functional
specification. The essential elements of quality need to be
built in at this stage and any GMP risks mitigated to an
acceptable level. The URS should be a point of reference
throughout the validation life cycle.

32 B, B, L —FTrUV T HINELRAFLOEEE
URSER U/ RITHEERB O PICHELRITRIEES AL,
COBRBIZHWNTREBOXNEEREEYAHR, LD
GMPE QYRS DNTEFE AR K EITERLE I h
[R5 URSIEAY F—S 3 D547 H A 2L EEBLT
BRIRELOTHB,

Design qualification (DQ)

e &t FrBi R ST (DQ)

3.3 The next element in the qualification of equipment,
facilities, utilities, or systems is D@ where the compliance
of the design with GMP should be demonstrated and
documented. The requirements of the user requirements
specification should be verified durmg the design
qualification.

33 B, B, L—T1)T1HBINIERTLOYAY
247—avICBITHRODEFRZDQATHY., ThizBINT
REITMGMPITER LTS IEETFRL, XEESNETA
BESHN, I—YERBEBOEREIFIL, B EEY
ITEWTRIIShZIThIZmS 0,

Factory acceptance testing (FAT) /Site acceptance
testing (SAT)

IBICEFTERFTANRE FAT/EMERICB T 52T A
NAREE (SAT)

3.4 Equipment, especially if incorporating novel or complex
technology, may be evaluated, if applicable, at the vendor
prior to delivery.

34 FIZHRITH AV ERELCRNERYRAALREIZD
WTIE, BT 55 S BRI R EECHLVTHE
IRERELHS.

3.5 Prior to installation, equipment should be confirmed to
comply with the URS/ functional specification at the
vendor site, if applicable.

35 ZETHEE. REICZKILL, RIENURS/BEEEIRIRIC
BHEL TS EEHIGETOMERICBWWTRELAM
NSk,

3.6 Where appropriate and justified, documentation review
and some tests could be performed at the FAT or other
stages without the need to repeat on site at IQ/0Q if it
can be shown that the functionality is not affected by the
transport and installation.

36 BUTHEHONIHLMARShIEE, BLEZ
BURBICKUEBENEERZZ RN EATEANE,
I%@Eﬁﬁ&‘)éL‘Id:&ﬁé#ﬁﬁL'DL"C[d:FATK[a’:ﬁﬁ@ﬁf’i
Eﬁl:a‘suf%ﬁﬁu 1Q/0QIZHENTRER CIRYIRT HE
AR
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3.7 FAT may be supplemented by the execution of a SAT
following the receipt of equipment at the manufacturing
site.

3.7 FATIZ, BLEMICB LV TRIGEZEERISATERE T
SHolICEYBRLTEELY,

Installation qualification (IQ) %ﬁﬁﬁﬂ#i@*ﬁﬁ_ﬁﬁ (IQ)
3.8 1Q should be performed on equipment, facilities, 38 IQlL. B&lE. B, —TFTsVTARIEVATLIZDOINT
utilities, or systems. LA T NIZIESAL,

3.9 1Q should include, but is not limited to the following:

39 1QIE. chb R EENBL AL FE S RTINS
7'3_[,\

i. Verification of the correct installation of components,
instrumentation, equipment, pipe work and services against
the engineering drawings and specifications;

i BB, 5t W, BERUEFDMOERBFERATILD
:géé/O'EEELUiﬁ%[:‘#L'CIE LREBSh TSI
()]

ii. Verification of the correct installation against pre—
defined criteria;

;ﬁ%b?ﬁ\b&)iﬁiLT-EEL“TL'CIEL(;E'?E?I’LT_._&:O)

iii. Collection and collation of supplier operating and

i. BRREEORERVEERAE, RUAVTFFURE

working instructions and maintenance requirements; SKEHQURER FERE

iv. Calibration of instrumentation; iv. SHE DXL —i 3>
v. Verification of the materials of construction. v. B B DT
Operational qualification (OQ) JERRE B R R (0Q)

3.10 0Q normally follows IQ but depending on the
complexity of the equipment, it may be performed as a
combined Installation/Operation Qualification (10Q).

3.10 OQIXEEIQIZENTITH SN, RIBOE|FIEIZ
SO TIETMEEHE-BEHE/ EiEEEE AR (o) &
LTEBELTHELL,

3.11 0Q should include but is not limited to the following:

3.11 0Qi%, CABICEEESNGELN, BTFESFELGNIE
ST

i. Tests that have been developed from the knowledge of
processes, systems and equipment to ensure the system is
operating as designed:

. T, VATALARUSRHEONZEMNHAREZIN, VAT A
AR EShLBYBRBT AL EHRIZTI-HDAER

ii. Tests to confirm upper and lower operating limits, and/or
“worst case” conditions.

ii. ZRERAOLER, TR, RO/ XET—AMr—ADE
HERERT SO DR

3.12 The completion of a successful OQ should allow the
finalization of standard operating and cleaning procedures,
operator training and preventative maintenance
reguirements.

3.12 OQASRTHBICSR T 33 ko kY (EREE R Ut
BEE, FEEON—ZVT RUBBHRAYTFVAD
EREREEER TSN ES TS THS.

Performance qualification (PQ)

B AE EEEE (PQ)

3.13 PQ should normally follow the successful completion
of IQ and OQ. However, it may in some cases be
appropriate to perform it in conjunction with OQ or
Process Validation.

313 PQIGEREIQEUVOQDOKMEBEDO R TICRWTRET
5. LA L. HAEEFIZFoassnEToER/)F—L7
EHETERTSIEABTULESEH S,

3.14 PQ should include, but is not limited to the following:

314 PAECIB SREShELAR. I TR EEEThiER

i. Tests, using:production materials, qualified substitutes or
simulated product proven to have equivalent behavior
under normal operating conditions with worst case batch
sizes. The frequency of sampling used to confirm process
control should be justified;

Sy dAN

i MEICFERTIREME. BEShE-REL., HHL\IHE
HRLEBWNTCITI—IAM —ZADN\YFH A X TREFE
TN, BEOREFETCEESh LD LRSDOEEH S
R CEBIET S, TEAEEINTWDI LTI -
&)I-ﬁib‘tb#’b%"ﬂ'/?"')/b DRFEEICDONT. BYTHLS

LERT L

ii. Tests should cover the operating range of the intended
process, unless documented evidence from the
development phases confirming the operational ranges is
available.

i RAFRE A TR CE S MRRIEA LD X BILSNIR |
SAENRY, BEL- TR BEREEA — LR
EDRIFRIZESAL,

4. RE-QUALIFICATION

4. EHE B T

4.1 Equipment, facilities, utilities and systems should be
evaluated at an appropriate frequency to confirm that they
remain in a state of control.

4.1 Bl R’ . L—T AU TA RUS AT AT, %#Lbb‘"“‘
Bahf-REICH D EEHEE T H-0IC, BUIRHAET
EmShihidasiiny,

4.2 Where re—qualification is necessary and performed at a
specific time period, the pericd should be justified and the
criteria for evaluation defined. Furthermore, the possibility
of small changes over time should be assessed.

42 BREFIHNIBDET, FHEOMBETERSh 515
&. FOMRBIIAESh-FHAEE > TRLUTHLC
EEREETNIELELEL, BIC, BEOBRBIZKYFEET
SAREMNHDHNSLEERICOVWTEHTHAET S,

9, PROCESS VALIDATION

5. 7R F— 3

General

—HEEIH
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5.1 The requirements and principles outlined in this section
are applicable to the manufacture of all pharmaceutical
dosage forms. They cover the initial validation of new
processes, subsequent validation of modified processes,
site transfers and ongoing process verification. It is implicit
in this annex that a robust product development process is
in place to enable successful process validation.

5.0 RFICHBHEN TS EREELIRAIZXT R CHER
FROREOMEIEREINS, FTNLEHBTREOYE
NYT—L30 FO®ROERSh-TEO/)F—3
v BEmRBE. RUBHEAAYT—ar /g el s,
ETFYPRAcENTRTORRNAYF—Sa s Hohas
;:_57‘:&3angﬁﬁttFﬁ%jntzﬁﬁﬁbu\éctﬁﬁﬂﬁa
ACo N @AY N

9.2 Section 5 should be used in conjunction with relevant
guidelines on Process Validation'.

! In the EU/EEA, see

EMA/CHMP/CVMP/QWP/BWP/70278/2012

525F R T0€RANNUT—SaVcEEeT 50O EE
TEHARSA2 L THERTAIL, ]

1 EU/EEBAIZEBLITIEL
EMA/CHMP/CVMP/QWP/BWP/70278/2012% 5 B33
&

5.2.1 A guideline on Process Validation is intended to
provide guidance on the information and data to be
provided in the regulatory submission only. However GMP
requirements for process validation continue throughout
the lifecycle of the process.

5.2.1 TOEANIF—L 3V BT 2HIFS AT, KR
BEEO-ODORBET 2T I2HITVAEERT S
CEDHERMELTLS, LML, GMPIZEITETOtR N
)T —2av~QERIE, TEOSATYAIILICE>TH
HHoETHD,

5.2.2 This approach should be applied to link product and
process development. It will ensure validation of the
commetrcial manufacturing process and maintenance of the
process in a state of control during routine commercial
production.

522 COFO—FRBGETEORREL I HEEET-
HITHRLAEIThIEESL0, FhickUBEEED /Y
F—La EREEICL, L —FUoOBEEEICBLTIE
FEBEINREICHSTILEBRIZT S,

5.3 Manufacturing processes may be developed using a
traditional approach or a continuous verification approach.
However, irrespective of the approach used, processes
must be shown to be robust and ensure consistent product
quality before any product is released to the market.
Manufacturing processes using the traditional approach
should undergo a prospective validation programme
wherever possible prior to certification of the product.
Retrospective validation is no longer an acceptable
approach.

53 MEBTRIEEDTIO—FEAVTHESLSH,
HHNTHEXNTEERO7 I n—FEHLCHRKESHh
2. LML, Ao =7 Ia—FIcFEhod TIRImERT
HY, WHELRFETEA~DOEFTHFINTHhBHI=— |-
EL-RETHLIILERREICTICLETSATNELS
B HEQTTO—FEAN-HETIRL, ATaEAHIE
Y &GO BEHIENICTF R YT —a R ThiRith
(FE5G0Y, BIREM/N\YTF—iav L OrEShE TS
D—?f‘{iﬁb‘o

54 Process validation of new products should cover ali
intended marketed strengths and sites of manufacture,
Bracketing could be justified for new products based on
extensive process knowledge from the development stage
in conjunction with an appropriate ongoing verification
programme.

5AHBRDTOERN)T—av(E, BnecE KT 47

_TOEEEL, ALBRORUEEREN—LAITH
(FESTEV RGBS DNT, ARER, O LE&HL TR

DHBEBYGE// N T—avndsLaeEgsety
ST TAVTNRETHHLEFTTIEMREES,

5.5 For the process validation of products, which are
transferred from one site to another or within the same
site, the number of validation batches could be reduced by
the use of a bracketing approach. However, existing
product knowledge, including the content of the previous
validation, should be available. Different strengths, batch
sizes and pack sizes/ container types may also use a
bracketing approach if justified.

55 HOMEMMLANOEERT, HAHAWIRLEERAT
BERShA28G070twR /) F—2a (LTI, /3
T—2avn\yFORETSHrF+05 OF7FO0—F&EBL
TRETCEMNTFEETH S, LHL, LLETD /) F—= 30
DRBZEUHRFOEGOAEAF ATERITAIEES
HW EULPBERV/XEANE ., NyFHI IRV QL
YA ZX/BROZAFITONTE, BLEMENTINIALIE
IS5 T4 07 F0—FERANBIEMNTES,

5.6 For the site transfer of legacy products, the
manufacturing process and controls must comply with the
marketing authorization and meet current standards for
marketing authorization for that product type. If necessary,
variations to the marketing authorization should be

submitted.

5.6 (AEDHROREEHBECEALTE. ETERUE
BITRBBEICER T HELbIc, YFZUIAERORED
HEZEELTWIIThIERLE0, RERSS XalER
TERRBICHTIEBRBBRBEEITHATRIEEDAL,
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5.7 Process validation sheuld establish whether all quality
attributes and process parameters, which are considered
important for ensuring the validated state and acceptable
product quality, can be consistently met by the process.
The basis by which process parameters and quality
attributes were identified as being critical or non—critical
should be clearly documented, taking into account the
results of any risk assessment activities.

57 70€R/NT=L3 B NWTIE, FOIRIZEY, /A
YF—rEShIREFHFL, FETSIHRREDO-OIC
BELIEZLNAREBEETER/NSA—H, #FELTHE
BTINEMIDNTHERALLZFNITESLL, TEAS
A—ERUVSEREAEETHLIH . EETEAIEETE
Li-iRHLE., T TONRIVEFEOBREEEL THAREIC
XEELZITRIEAESIEL,

5.8 Normally batches manufactured for process validation
should be the same size as the intended commercial scale
batches and the use of any other batch sizes should be
justified or specified in other sections of the GMP guide.

58 %, JAEARAYF—IarcEEEh A/ \WFEE
HT3REEEORIBIFELY A THHE, D \vF
YA XZANSBSIEZEAMETT M. HALICGMPH A
FOBOETEESh TSRO THLIE,

5.9 Egquipment, facilities, utilities and systems used for
process validation should be qualified. Test methods should
be validated for their intended use.

59 7Ok TF—LavZERINAEE. B, 1—
TFA)TA RV AT AILBEREFENSNWhTNSEDTH
A28 BBEAZREFERL-ARIZEALTAA)T—FERT

LR IEESELY,

5.10 For all products irrespective of the approach used,
process knowledge from development studies or other
sources should be accessible to the manufacturing site,
unless otherwise justified, and be the basis for validation
activities.

510 I CESHERATINENEY . TATOHERIZDOL
T.BALWeh3770—FIzFboT, TIEEEFEOMESH
BN GO A TS O TEEMEH, BERRIZE>TTS
LRARETHY ., NUT—2aVZBORBR LTV
MiFESEL,

5.11 For process validation batches, production,
development, or other site transfer personnel may be
involved. Batches should only be manufactured by trained
personnel in accordance with GMP using approved
documentation. It is expected that production personnel
are involved in the manufacture of validation batches to
facilitate product understanding.

511 /0)F—3 30 \yFICEL T, BiE. ERH LT
BOEMBERICHRHOLIUERLBSTHAREELS
Bo FNOHO /U FIIGMPIZTE> TS hi-TE%kRIZ L
Y, ZBEShi-XEZHLTESEShATRIF a0, 8
BRI ABRAEETA-HIC, St NDEEEN
NYF—Sav v F OREIBEST B EnRHEN D,

5.12 The suppliers of critical starting and packaging
materials should be qualified prior to the manufacture of
validation batches; otherwise a justification based on the
application of quality risk management principles should be
documented.

512 EEAHEVMERUVEEMHORBEZEINYT—
LavnyFOREMIEREEZEShE T ETSE
LY Z5TRMEERMBYR TRV ALV MNORRIOBEA
[TE SV -RYMEOXEEETHETAELRSEN,

5.13 It is especially important that the underlying process
knowledge for the design space justification (if used) and

for development of any mathematical models (if used) to

confirm a process control strategy should be available.

513 THALUAR—IXEZRAWSIER L. TIREEEBRERHE
BT HOORPETINEERTHEER. EELEHTEE
HEATRAFRETHLIENFICERETHS.

5.14 Where validation batches are released to the market
this should be pre—defined. The conditions under which
they are produced should fully comply with GMP, with the
validation acceptance criteria, with,any continuous process
verification criteria (if used) and with the marketing
authorization or clinical trial authorization.

514 R)TF—2av\wFEHB~HHETTIBREFOE
EERICTROTHELT L, ThOEESTA5&ETIRSIC
GMPIZESL., NUF—2avOHFESn SR, HLAWL
DB A RN IIERROHPFEILRE. RUEER
FREHIWNIEEABRORFELISHETHIL,

5.15 For the process validation of investigational medicinal
products (IMP), please refer to Annex 13,

515 8B 5 (MP)YDO7aEX/F—a (LT
Annex 13% 2508,

Concurrent validation

avhL bRy F—Sg2,

5.16 In exceptional circumstances, where there is a strong
benefit-risk ratio for the patient, it may be acceptable not
to complete a validation programme before routine
production starts and concurrent validation could be used.
However, the decision to carry out concurrent validation
must be justified, documented in the VMP for visibility and
approved by authorized personnel.

516 RIB S, BEICELTRVARIV-URS
ERBHEE. L—FOBREERIRT SIS/ )T —
ALTOTSAERTEY . avhLU N ) T—230%
BLAIERFRINDTHAS, LAL, avhHL b
TF—2avEERTIREICOVNTIIZEMERL, BF
FBHICVMPIZICELL., EREFTAREXBICLYE
FEEhiah(Easi.,
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5.17 Where a concurrent validation approach has been
adopted, there should be sufficient data to support a
conclusion that any given batch of product is uniform and
meets the defined acceptance criteria. The results and
conglusion should be formally documented and available to
the Authorized Person prior to certification of the batch.

5.17 :u?Jl/./H\'JT—*/E;./G)??"D—?"??J‘JEFH?%%
. FOHIO—BOEOAvFHRY—CHESKE
"AF-'Q-E—E[ BELTCWASILEMERTIEM T2 T5
BTF—4aiiirhidmsiu, RAyFoEETSEN-. O
ALY T2 ar DR LB RETERIZICREL.
HETHIEE ICAFTRESE>TUOERITRIERES ALY,

Traditional process validation

HEEQTOER A F—S 3

5.18 In the traditional approach, a number of batches of
the finished product are manufactured under routine
conditions to confirm reproducibility.

518 EZDTIO—FIZBULTIL. BRREEDT A=
;agl._%l:ga‘vif“‘@%#“c —ERON\VFORERNSEE
IE. [}

9.19 The number of batches manufactured and the number
of samples taken should be based on quality risk
management principles, allow the normal range of variation
and trends to be established and provide sufficient data for
evaluation. Each manufacturer must determine and justify
the number of batches necessary to demonstrate a high
level of assurance that the process is capable of
consistently delivering quality product.

519 HETH/\wFREVERTIHOTLORIT. BE
OHEDIELD>ELBEREFEIL., SEMO=HI=+ 27

T—AERETHEOTHI L, BEEES (L. TEMR
FLTERAEOHRERET I8N HEILEELIkE
TRIET A-OITHELGED /Ay FEREL, BUEER
SETNIEESEL,

5.20 Without prejudice to 5.19, it is generally considered
acceptable that a minimum of three consecutive batches

" Imanufactured under routine conditions could constitute a

validation of the process. An alternative number of
batches may be justified taking into account whether
standard methods of manufacture are used and whether
similar products or processes are already used at the site.
An initial validation exercise with three batches may need
to be supplemented with further data obtained from
subsequent batches as part of an on—going process
verification exercise.

520 519D EICEEEEZ b, —BHICZ/L—F
J@%ﬁ%#f@:ﬁéhf—ﬁﬁu_ﬁ{ﬂﬁazwﬁ‘li:l:#z
D) T—=L30FHISERZEDEALZLTRLU,
INFHE, BENGEESENMEESA TINAMESH,
R AHLNNETIEA Y ZRERTTCIZBL LA
TNSENEIMEWNS KIS LR EFEL TR EMETICL
MCEL IUFITEBMANN T30t ZOHRDE
J{Uv‘-’—-*}a:ziﬁdw)—ﬁab‘ca)/iv?b\?o?%bhév-—
RZ&VBRTIVHENHSITHSS,

5.21 A process validation protocol should be prepared
which defines the critical process parameters (CPP),
critical quality attributes (CQA) and the associated
acceptance criteria which should be based on development
data or documented process knowledge.

521 7OER/N)F—~Lav@F0ba— )L HRT—4
HANEXEFESh ZITBARIE ST, EETENS|
A—Z(CPP). EZ R EHH (CQAORUBEL-rade
#IRELU TR FhiFESAL,

5.22 Process validation protocols should include, but are
not limited to the following;

522 7O\ F—arFaOra—- LT, ChGICERES
NN, BLTESTCE:

i. A short description of the process and a reference to the
respective Master Batch Record:

i ;%@?Eﬁ% RERVZHETHIRAF—/\yFLa—F
D

ii. Functions and responsibilities;

i. S5 AHBOMELISERE

iii. Summary of the CQAs to be investigated;

iii, RERT_NEFELHEFEOBE

iv. Summary of CPPs and their associated limits;

iv. BRTB/NSA—F LT HBEE

v. Summary of other (hon—critical) attributes and
parameters which will be investigated or monitored during
the validation activity, and the reasons for their inclusion;

v. ) TF—2a BB CRBREh 3P HHLNEES
A—ENBHBOBERVF/SA—S(EEFBUSNOEE)
DEEHRUVFNALEIEAL-EH

vi. List of the equipment/facilities to be used (including
measuring/monitoring/recording equipment) together with
_ |the calibration status;

vi. #F¥UTL—La kiRE e -, ERTIRR/RRO
DARCGRIE/E=RI T /RHBRFEEED)

vii. List of analytical methods and method validation, as
appropriate;

N AR ED IR R CES T 5B E S FE U F—ay

viii. Proposed in—process controls with acceptance criteria
and the reason(s} why each in—process control is selected:

viil. FREEFHO-FESNATENEE, RUETLE
REENMRBEIN-ER

ix. Additional testing to be carried out, with acceptance
criteria;

ix, BIETREZBINOFER, FEBELST

x. Sampling plan and the rationale behind it;

x. TV TR EEE DB S EASER

xi. Methods for recording and evaluating results;

xi. #REFCHEL. FHET 55

xii. Process for release and certification of batches (if
applicable),

xi. REYAHEE ./ \uFDOHETH ERUEEH
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Continuous process verification

SR TIEREE

5.23 For products developed by a quality by design
approach, where it has been scientifically established
during development that the established control strategy
provides a high degree of assurance of product quality,
then continuous process verification can be used as an
alternative to traditional process validation.

5.23 QbyDIC &> TERL-MRIFAL T, Hidh /-l

BEAMGRBICHLTERORIMEL0T CLEMR

OBETEPNITHIISh TWHIRE L, BRI IER

ﬂfﬁgéfd)j’nt:(/\‘)T—vazwﬁﬁtbtﬁb\éh
EMNT o

5.24 The method by which the process will be verified
should be defined. There should be a science based control
strategy for the required attributes for incoming materials,
critical quality attributes and critical process parameters to
confirm product realization. This should also include regular
evaluation of the control strategy. Process Analytical
Technology and multivariate statistical process control
may be used as tools. Each manufacturer must determine
and justify the number of batches necessary to
demonstrate a high level of assurance that the process is
capable of consistently delivering quality product.

524 THEZMRIITHAZFHRELTECL, HARERE
BRI 5012, R ANIRHHOERZE. EERE
B R UCEETIR/ASA—2ICET IR BIESNV-FRE
BEAGITAIEESEN, ShiZlk, EEERRO /5
EELCE PATRUEERICKAMA N ITETEEY—
LELTHRTACEAHES, HHEEEE T, TEHM
BLTERBORREHBTHEAHELENSIEKE
O{%uP&ﬁif-&‘)LZ\?&IW?ﬁ"&’kib TOERLMH
EREEITNIEESGL,

5.25 The general principles laid down in 5.1 — 5.14 above
still apply.

5.25 L a6 1 A B5 14 R E SN TNA—BRAZCOES
e B (T

Hybrid approach

ATy EFTA—F

5.26 A hybrid of the traditional approach and continuous
process verification could be used where there is a
substantial amount of product and process knowledge and
understanding which has been gained from manufacturing
expnerience and historical batch data.

5.26 HEFE RGN TIREZ O /NMJUVRE, REHNE
OHGZETEOMBRVUENLICHTSEENHY, Th
EAMEOBRBRLEBEDNYFOTF—ENH{ELATIVD
BRIERTHIIENTES,

5.27 This approach may also be used for any validation
activities after changes or during ongoing process
verification even though the product was initially validated
using a traditional approach.

527 ZOF770—FL., TOHGAHPDHEEEZOFIO—
FCN)F—bEhi-ELTE. EERON)T—La00F
N F—=2aviZBWTHERLTERLL,

Ongoing Process Verification during Lifecycle

RAGS1IHA2NISBHEBNYF—ay

5.28 Paragraphs 5.28-5.32 are applicable to all three
approaches to process validation mentioned above, i.e.
traditional, continuous and hybrid.

5.28 5.2818M 55,3218 (3O T O R ) FT—a 8]
*gﬂtﬁé,f. WA TIEREZ. 1\47')'J}~0)$'Cl-.:ﬁﬁilé:l't

5.29 Manufacturers should monitor product quality to
ensure that a state of control is maintained throughout the
product lifecycle with the relevant process trends
evaluated.

5.29 ,ﬁ:m%%[iﬁﬁ?él&@ﬁﬂ%ﬁ?ﬁﬂﬁ'é-_&L.cl:
Y, BEShREASRASA 79/ 7L ERLTHESHh
TWALEERERICT 0, HaaBEET=4—LIETn
FESh,

5.30 The extent and frequency of ongoing process
verification should be reviewed periodically. At any point
throughout the product lifecycle, it may be appropriate to
modify the requirements taking into account the current
level of process understanding and process performance.

530 BN\ T—Lav OBEEIEE I EHMICRIELEZT
SC&, FOERFEHEZRIFOKEDTIZBR-TIZRED
EEBELTEEY S LR, BRSMIVAIILDOEDKR
T THRTHSS,

5.31 Ongoing process verification should be conducted
under an approved protocol or equivalent documents and a
corresponding report should be prepared to document the
resuits obtained. Statistical tools should be used, where
appropriate, to support any conclusions with regard to the
variability and capability of a glven process and ensure a
state of control.

5318/ T—av(d, %;E‘éhf-jl:lh:l—)b&}éb\[d:
ETNERFOXEDTTRIEL. Foh-EREXELT
B 3“6%“*’&1?&?‘6&: BURER. FED
TREOEL SN IET HEREEMNT, EBSh
REEHR(CT DIV —LEES L

5.32 Ongoing process verification should be used
throughout the product lifecycle to support the validated
status of the product as documented in the Product
Quality Review. Incremental changes over time should also
be considered and the need for any additional actions, e.g.
enhanced sampling, should be assessed.

5.32 BNNUT—avi. ERaEOBEICSNTXEE
ShaEY, BRo/ ) T—rESn-KEFEFT55HIC
WEDSALIOH A NIZE->TRWNGTFRIEESH, B
fl&dticTehi@md b sEEEL BMOFS a0,
P ZITFRIELF= YT T O EMEITDUNVTERB LA
hiFhbiiy,

6. VERIFICATION OF TRANSPORTATION

6. Bk DIRELE
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6.1 Finished medicinal products, investigational medicinal
products, bulk product and samples should be transported
from manufacturing sites in accordance with the conditions
defined in the marketing authorization, the approved label,
product specification file or as justified by the
manufacturer.

6.1 BRER BRE. SLSHE. ROFo I, R
B LBERARE. RBSALRT, WRANRE. 55

OEBLE (T LY T B E RSN R R o TS
R hIEREEL,

6.2 It is recognized that verification of transportation may
be challenging due to the variable factors involved
however, transportation routes should be clearly defined.
Seasonal and other variations should also be considered
during verification of transport.

6.2 SESFLEBANEFENS 0. WEORIAETFrL >
T THBERREN TN, LHL, BB ITARI
MEShAThEE5L0, EHEHRUTOMOESE
MEOBALICHE LV TER LT IEESEL,

8.3 A risk assessment should be performed to consider the
impact of variables in the transportation process other
than those conditions which are continuously controlled or
monitored, e.g. delays during transportation, failure of
monitoring devices, topping up liquid nitrogen, product
susceptibility and any other relevant factors.

6.3 BXOBRBICHAVWCERLTEELDEE=F—L
TWAHLNDES, FIXIEEERDORE. T=4)05 5%
ROHWE, ZFEFR0OBNTE, HQITHELINLT
OO EET AERICOVWTOEHDEEICSINTERE
5O YRV MERELZIT IS L,

6.4 Due to the variable conditions expected during
transportation, continuous monitoring and recording of any
critical environmental conditions to which the product may
be subjected should be performed, unless octherwise
justified.

BAREDP TR A LGEEHSAFRSNEIEIZEY, fiicHS
HERSGWNRY, AEAZTETHASEERIBESNE
DEGE-A T RUVBRGERERT AL,

7. VALIDATION OF PACKAGING

7. @) F—5

7.1 Variation in equipment processing parameters
especially during primary packaging may have a significant
impact on the integrity and correct functioning of the pack,
e.g. blister strips, sachets and sterile components;
therefore primary and secondary packaging equipment for
finished and bulk products should be qualified.

11 BITIRAEDBETCOXBOEG/ SFA—E20EH
FREK, FIRFTTVRS—GE, 58%, RUEHGE, O
EEMEELMVERISILTEEREENHYB S, 5o
T REMBRUNALIERDIRDER U2 RQERE
(EEHREFME TR A TGRS0,

7.2 Qualification of the equipment used for primary packing
should be carried out at the minimum and maximum
operating ranges defined for the critical process
parameters such as temperature, machine speed and
sealing pressure or for any other factors.

7.2 1 RAFICERTIARBOIA) 74— 3L B
B HEOERER. #ILEF, HAIVEFOMOER %
OBEELTENSA—RODLTHELER/ MU R KR
fEEERICONTERE LA hiEAS L

8. QUALIFICATION OF UTILITIES

8. A—FT1UTLDIA) I4r—232

B.1 The quality of steam, water, air, other gases etc. should
be confirmed following installation using the qualification
steps described in section 3 above.

81 RR. K. B EDMBOLRENELZ. REDEI-L
IESRESN TNBIAY T —Sas sk URESEL A
IS,

8.2 The period and extent of qualification should reflect
any seasonal variations, if applicable, and the intended use
of the utility.

82 FAUT 17— ar QBB EEREZ ST 555 3= |
HZEBHERBL. 2—T )T OERL- ARt RELE
HO TS,

8.3 A risk assessment should be carried out where there
may be direct contact with the product, e.g. heating,
ventilation and air—conditioning (HVAC)} systems, or
indirect contact such as through heat exchangers to
mitigate any risks of failure,

83 EIAVATLHVAC)D SR HNAEREROES &
SWIRATBMBEFBEC-HNEEHOBRIZBL T, HED
VROEERT 5= AVFEMEITHRITAIEESY
lI\B

9. VALIDATION OF TEST METHODS

9. RERE/N)T—a

9.1 All analytical test methods used in qualification,
validation or cleaning exercises should be validated with an
appropriate detection and quantification limit, where
necessary, as defined in Chapter 6 of the PIC/S GMP
guide Part L.

9.1 24V T —ar, Y F—ay, BANMIRERR
BRTCHERAShLSTATONEREL., RELRBESIETE
VaRHERRUVEERAESH T, PIC/SOCGMPHAF
NR—HMOBEDHEIZH > TAYF—rLEFhIEESA
L\O

9.2 Where microbial testing of product is carried out, the
method should be validated to confirm that the product
does not influgnce the recovery of microorganisms.

9.2 AR OWEDTRET>BE. HREL, REAWE
MOBRE ITEBLEVCEEERET 1OIZ)F— L
HhlEbiiu,

9.3 Where microbial testing of surfaces in clean rooms is
carried out, validation should be performed on the test
method to confirm that sanitizing agents do not influence
the recovery of microorganisms.

9.3 VU= —LOAERENEBRETIHS. HEA
AHEPORHICEBLAEVILEZRER T S0/
T—avETHRITNIEESIEN,

10. CLEANING VALIDATION

~

10. %@\ T —3av

’
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10.1 Cleaning validation should be performed in order to
confirm the effectiveness of any cleaning procedure for all
product contact equipment. Simulating agents may be used
with appropriate scientific justification. Where similar types
of equipment are grouped together, a justification of the
specific equipment selected for cleaning validation is
expected,

10.1 ETORmEMORBEREICEL, LWHALLERE
IOV THEDFNEERER S OIS BHF NI T—
2AVEITOEENIEEEE0 WY PR Z DR
HhE BENEEERAL T L. B2/ T DR EE
TN—TI T BBE, ZRNN)T—avDBITRESKT:
BFEORBORLMETTENPHFIND,

10.2 A visual check for cleanliness is an important part of
the acceptance criteria for cleaning validation. It is not
generally acceptable for this criterion alone to be used.
Repeated cleaning and retesting until acceptable residue
results are obtained is not considered an acceptable
approach

102 FREIZOWTOBRBEEER., 5/ \UF—3>D
HBREICBIIEELGR A THS. —BHICE. ChO
AEHREEICANDIEEFERSAGL, FBEShIR

BOHBENRBONAETRYELER S ERBEITITLIL,
HBENBZFIO—FTCHAHEFIBHoNI,

10.3 It is recognized that a cleaning validation programme
may take some time to complete and validation with
verification after each batch may be required for some
products e.g. investigational medicinal products. There
should be sufficient data from the verification to support a
conclusion that the equipment is ¢clean and available for
further use.

103 /N T—2a0 0TS LR TTHETHHIE
ERFNAMMNICEEFRB I TIND, LT, HHEM,
BIZLEBEOB S I N\VTFEIIRAENBELSNLSTH
B3, RIEMNFRT, RICEATESEVIEREEM TS
=®I2. THET =28 RIERSEN,

10.4 Validation should consider the level of automation in
the cleaning process. Where an automatic process is used,
the specified normal operating range of the utilities and
equipment should be validated.

104 NJT—avi3, BBIECBTHEREOLAL
EFERLUGTNE LA, BRIEAAVLILES
:L—T'fUT'(EnQﬁL"DL\'CﬁEé*Lf‘IE%@ﬁ‘[’ﬁﬁ@’&
AV b i w9224 7 (A A=Y SR

10.5 For all cleaning processes an assessment should be
performed to determine the variable factors which
influence cleaning effectiveness and performance, e.g.
operators, the level of detail in procedures such as rinsing
times etc. If variable factors have been identified, the
worst case situations should be used as the basis for
cleaning validation studies.

105 2TORFIIRIZONT, BIZIEESESE . U R
ZOTEOEMBLOLRAINO LS, BB EEEH
[ ETAEHERFRETH-HOEEE{THAETA
Faoizl, EHEFEERTER. K \UT—2a EBo
BHELT, T—AMr—RDREEZ RNV IERESL
LY,

10.6 Limits for the carryover of product residues should be

based on a toxicological evaluation®. The justification for
the selected limits should be documented in a risk
assessment which includes all the supporting references.
Limits should be established for the removal of any
cleaning agents used. Acceptance criteria should consider
the potential cumulative effect of multiple items of
equipment in the process equipment train.

2 In the EU/EEA, this is the EMA Guideline on sefting
health based exposure limits for use in risk identification in
the manufacture of different medicinal products in shared
facilities

106 M GRBICLHEBLOBEEIEEENTM2AE
ShEFRIZALEN BESh-REECHTIBYHE
. TRTCOEMTEHESLURAZEMIcBLNTXEL
Lizithidanizby, fShrDESFIZFERALEES. %
DREOEEEEREILZThIERSEN, FRBEE
(. BN - FR OB HEOELES B TATEEED
HHERBDEEFZEELLRTNIEALIL,

¥2 EURUEEAEIRNTIICHIZEMADTERESRIZHLY
TRESEFEEREHETIFEOURIBERICHAL SR
%l:&dmf:&ﬁﬂﬂﬁm%it:ﬁﬁ?éﬁ«fF‘i'ny‘C*&‘:

10.6.1 Therapeutic macromolecules and peptides are
known to degrade and denature when exposed to pH
extremes and/or heat, and may become pharmacologically
inactive. A toxicological evaluation may therefore not be
applicable in these circumstances.

106.1BBAE R FRUATFRE., BREpHRU/X(LE
[CRBBSNDENMBESIEML CEEPMICTERLLY
BHZESRMONTING, 2T, CO LSRG ITE S
I BERTEELTH S,

10.6.2 If it is not feasible to test for specific product
residues, other representative parameters may be
selected, e.g. total organic carbon (TOC) and conductivity.

106 2FEDRADEBITOVTRERYT SENEETH
HEE . HIZETOCYEEEN LSHKANTA—4ER
ETHENTES,

10.7 The risk presented by microbial and endotoxin
contamination should be considered during the
development of cleaning validation protocols, .

10.7 MENR VI R LERIZEDY R 9%, RN
YF—iarvdaba—LE R T ABICEETHIE.

10.8 The influence of the time between manufacture and
cleaning and the time between cleaning and use should be
taken into account to define dirty and clean hold times for
the cleaning process.

108 BLELRFRURFLEHORBOEZES, R T
BIZ2WTOHE —FHR— LR LR USY—2dF— LR
AALEHETAHIZEETLHE,
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10.9 Where campaign manufacture is carried out, the
impact on the ease of cleaning at the end of the campaign
should be considered and the maximum length of a
campaign (in time and/or number of batches) should be the
basis for cleaning validation exercises.

108 FyoR—VBLEFITIER . TR~V & THO
HFLEASEBRTEZIE, v _R—VORKE (BEE
g/miz VWD AR TS a RB OIS

10.10 Where a worst case product approach is used as a
cleaning validation model, a scientific rationale should be
provided for the selection of the worst case product and
the impact of new products to the site assessed. Criteria
for determining the worst case may include solubility,
cleanability, toxicity, and potency.

10,10 TJ—AMr—RBGEEXF YT -3V OETILE
LTRWAZ7A—FZ2R:=188. 9—AM— 2%
BEELCHEMZ LS ERI L, FLT. BT AR
DWTHESFENML ST FORE - > WWTEHET
Dok, V=AM —RAERET HEHMERAELL T, EHRE.
FELES, Bt RUERORSAEERS,

10.11 Cleaning validation protocols should specify or
reference the locations to be sampled, the rationale for the
selection of these locations and define the acceptance
criteria.

1011&kBRAN\)TF—arJaba—LIZIE, YU T IVERE
Fr. ThoBifOBEOZRUHUERETINH A0 LM
DOXBESRBTDHL, T FERHELIRTETLIIL,

10.12 Sampling should be carried out by swabbing and/or
rinsing or by other means depending on the production
equipment. The sampling materials and method should not
influence the result. Recovery should be shown to be
possible from all product contact materials sampled in the
equipment with all the sampling methods used.

1092 Yo TUL 73, SERBICEY. RTTERU/X
[TV RERSMDFERICEYERTHIE, o) d
REOHHEBEUAEZIHERICRELZRIFIRLIE, ALY
N ETOREEICOVWT, RIERTHL TV T Shi-
TRCOEZEMAEIASOERATERETCHICEETE

NBEFhIEREEEN,

10.13 The cleaning procedure should be performed an
appropriate number of times based on a risk assessment
and meet the acceptance criteria in order to prove that
the cleaning method is validated.

10.13 YRSFHHBICEST. o Lt mo e .
PR A RN F— IS LR T A HIC R R
HE B IETNIEESE,

10.14 Where a cleaning process is ineffective or is not
appropriate for some equipment, dedicated equipment or
other appropriate measures should be used for each
product as indicated in chapters 3 and § of the PIC/S
GMP Guide.

10.14 HARMWIZOWT, EFIBENEDTHIMIHDD
(IR B THLEE . PIC/SOCMPHARS A DIBER D
SEITRINTIVD LI, HERGRICOVWTEBLZE,I
DBETLEFERERNDIE,

10.15 Where manual cleaning of equipment is performed, it
is especially important that the effectiveness of the manual
process should be confirmed at a justified frequency.

1015 BB FEXFEITSHS. FROIROBFUEC
gL\téﬁ-%ﬁ?&n‘:LT:&EFE'@EE%@%:&:&*‘%{:EEF%

11. CHANGE CONTROL

1. EREHE

11.1 The control of change is an important part of
knowledge management and should be handled within the
pharmaceutical quality system.

M1 ERNEE IR e BN EER RN ChY . R
B AT LORTRYEbA G hIEES AL,

11.2 Written procedures should be in place to describe the
actions to be taken if a planned change is proposed to a
starting material, product component, process, equipment,
premises, product range, method of production or testing,
batch size, design space or any other change during the
lifecycle that may affect product quality or reproducibility.

1.2 StESh=REA, HREWE. ARBRMES. T8,
i, hEe, MREHE, HEAEHINNIRBAE, Ny
FHAX, FHAUAR-ZHEN TSR EEHHLNEE
EICEETALSNEENRRSITHAINLOBET
REShEES. L3RETHavFEHEIN-XELS
hi=FIEALFhIEAEDAEL,

11.3 Where design space is used, the impact on changes to
the design space should be considered against the
registered design space within the marketing authorization
and the need for any regulatory actions assessed.

N3 THASZAR—AAALNLIh-BS. TREOTF (>
AR—RITH T 2B EFHWERTREO DIz BHFIhT-

THAVAR—RIZHIELTEEL, ZOMESMADESE
FREOMLEMITONTEET AL,

11.4 Quality risk management should be used to evaluate
planned changes to determine the potential impact on
product quality, pharmaceutical quality systems,
documentation, validation, regulatory status, calibration,
maintenance and on any other system to avoid unintended
consequences and to plan for any necessary process
validation, verification or requalification efforts.

A FTEESN-ERIT OV ERRYE. EEREVAT
L, XEE NYTF—a0  EEEORK, 2vUTL—
230 ATFUA, BUBOWLMNER U RATFLIZENT
3. FHLOWEREE8T. WELSTOEANF—2 30,
AN)D4r—2avHAWEBERESTEMEOEFLEHE
THHICREIRVEBRERLAIE,

11.6 Changes should be authorized and approved by the
responsible persons or relevant functional personnel in
accordance with the pharmaceutical quality system.

115 R, EERBESRTLICHEST, BEEFH SN
BB SARMIMAEE o R RICKY  A—VFIXE
. REShRTh (FEsE,
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11.6 Supporting data, e.g. copies of documents, should be
reviewed to confirm that the impact of the change has
bheen demonstrated prior to final approval.

11.6 BHFF—42, IEXE0aE—3, BREAZIZE
IO C. EHDOE ibﬁ:ﬁéﬂtuétm%ctia‘i%@“é
f=HIzBEShEThIEELEL,

11.7 Following implementation, and where appropriate, an
evaluation of the effectiveness of change should be carried
out to confirm that the change has been successful.

1.7 BEIES . EENRILECEERRETH-0. &
EOREO®ICEEO AN EOHBETSL.

12. GLOSSARY

12. HEEDES

Definiticns of terms relating to qualification and validation
which are not given in other sections of the current PIC/S
Guide to GMP are given below.

HATDOPIC/SOGMPAA S A DEDT I B =N T
WEWIA) T —2 a0 BRUNATF—2a B4 58S
OESENLIICEEZhTINS,

Bracketing approach: A science and risk based validation
approach such that only batches on the extremes of
certain predetermined and justified design factors, e.g.
strength, batch size, and/or pack size, are tested during
process validation. The design assumes that validation of
any intermediate levels is represented by validation of the
extremes. Where a range of strengths is to be validated,
bracketing could be applicable if the strengths are identical
or very closely related in composition, e.g. for a tablet
range made with different compression weights of a similar
basic granulation, or a capsule range made by filling
different plug fill weights of the same basic composition
into different size capsule shells. Bracketing can be applied
to different container sizes or different fills in the same
container closure system.

TSruT40F770—F: Affi. 39 FH A X RU/X
FEEH /M XEOFEDNDTHRESNZLUEREI
FHHERCEALTEORREFED N \yFOAETOEAN
YF—LavicBWTRERT A& EIHRIEEYRICE
SWER)F—a30 Q7 F70—F, F0N)F—2a0 0
THAUE, PRIOKED AT avEBRREFD A
F—2avTRESNDENSEEEBELTIND, HDE
HOAhMOERE VT~ IHEE. TSy T405
X, AAEEUOHEBEOERRORES-ITREED—&
D EEH, HANX A—OBEXMEROTEYE, Bliof-
FEE Bio=-TEOATENICHKELTESESTI—E
OHhFT LD L3I, WA, FEICEWTR—H5LME
EFISGEELHSSICERARES 757y T142J1E B
—NEBRVATLORU-BETEHIWIRL-
EEBIZONWTEALS S,

Ghange Control: A formal system by which gqualified
representatives of appropriate disciplines review proposed
or actual changes that might affect the validated status of
facilities, systems, equipment or processes, The intent is to
determine the need for action to ensure and document
that the system is maintained in a validated state.

THEHEE: KR, VAT LA, ﬁfﬁ&éh[j::l:&d)/\u-r—
FERT-REBICRET IR A H D &5, BESh =N
HOWTREOEREICOWLT, BULHMOERITAE
HEHABEETOIERDOV AT L BRITDESAE, VAT
LAY F— SR BEHF T EmREICL. X8
%#’ B=OIZT L avhRENENERETHETH

Cleaning Validation: Cleaning validation is documented
evidence that an approved cleaning procedure will
reproducibly remove the previous product or cleaning
agents used in the equipment below the scientifically set
maximum allowable carryover level.

EFNJF—2ay: a7 —oaviE, RBEni
FEFIES . BRBICBVTEORISERSA S H LT
EEHE. HENICRESK-RRHEFv)—F—1—
DKELTIZBREEF>TRETHEETTXELS
NE=TETURTHB,

Cleaning verification: The gathering of evidence through
chemical analysis after each batch/campaign to show that
the residues of the previous product or cleaning agents
have been reduced below the scientifically set maximum
allowable carryover level.

EHEAY I —23y: RuF/ o R—2DEBIZF
DENFEHAIWE-ERHINLERFOEEE. HFH
IR ESh =B AFET V) —F—/—OKELFIZE
HEZEF->TRETIEEFTTEDIZEREAMRICRST
EToAEIRET Lo,

Concurrent Validation: Validation carried out in
exceptional circumstances, justified on the basis of
significant patient benefit, where the validation protocol is
executed concurrently with commercialization of the
validation batches.

avaALykN)TF—=3y: FIRREESICTOL, B8
(2R 2ABRAR T v DO TFICR A A TSH, /3
F—=iarvdora—NLRmnyF— 303y FOHRER
BT CRITSh D/ F—3,

Continuous process verification: An alternative approach
to process validation in which manufacturing process

performance is continuously monitored and evaluated. (JCH |

Q8)

BN TIEMES.: ST EOHEERENICE=AYY
LEEE9 3. ot/ )F—avoftEix, (ICHQS)

Control Strategy: A planned set of controls, derived from
current product and process understanding that ensures
process performance and product quality. The controls can
include parameters and attributes related to drug
substance and drug product materials and components,
facility and equipment operating conditions, in—process
controls, finished product specifications, and the
associated methods and frequency of monitoring and
control. (ICH Q10)

EERR: BHOMRRUAETEOEENEM
5, WESOROBEEMEERUE MG EE R T 550E
Shi-FBO—, BRI, RERUVEFIORMHRZU
ERERICEET /I SA—2R VST, RBRUVLEED
EERGEE, TIEEE. ERRBRERUVHEET T4
TFHRIZEBDFERUVEEEZEH5E5. (ICHQI0)
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Critical process parameter (CPP): A process parameter
whose variability has an impact on a critical quality
attribute and therefore should be monitored or controlled
to ensure the process produces the desired quality. (ICH
Q8)

BEETH/NSA—F(CPP): TEBNTA—E2D55. 20O %
BN EESEFHICEEERIFTLO.LEAST. F0
ITERTERINOGRENBONDITEE BT A-0ICE
=) THERBEETIED, (ICHQS)

Critical quality attribute (CQA): A physical, chemical,
biological or microbiological property or characteristic that
should be within an approved limit, range or distribution to
ensure the desired product quality. (ICH Q8)

SEEREECQA): MEREY. L0, £EOFEH. mE
VEFRFEXIIEEDSS, BMET 200 REERET

FHOIC, BYZRER, BEN. 2 HHIZHE = |
HXIIHETHS, (ICHQS)

Design qualification (DQ): The documented verification
that the proposed design of the facilities, systems and
equipment is suitable for the intended purpose.

RETRERRMESE (DQ): RRani-lEs. v ATh. RO
ggﬁ%@ LEBMISBLTOBCLERT XELahi

Design Space: The multidimensional combination and
interaction of input variables, e.g. Material attributes, and
process parameters that have been demonstrated to
provide assurance of quality. Working within the design
space is not considered as a change. Movement out of the
design space is considered to be a change and would
normally initiate a regulatory post approval change process.
Design space is proposed by the applicant and is subject to
regulatory assessment and approval. (ICH Q8)

THAVAR—R: RBEEERT D EN LA SN TS
AXEH PALERHOBERUIENSA—2. 0%
TR HAEh LB EHERE, COT AV AR—IAT
EBRTAHCEEFERLIHUSHAEL, THAUIR—Z 5}
~OBHIEREALGSH, BEREAREE-BERED
OORFRENRREINDELITHD, FHFARR—
2[:%%?%)75?&%@ HHEBAFOTEMETTRES
. (ICH Q8

Installation Qualification (IQ): The documented verification
that the facilities, systems and equipment, as installed or
modified, comply with the approved design and the
manufacturer’ s recommendations.

SR B 4T B AR A B (1Q): HESR, R T LRUEREAT,
HRAHINVEBEENRET, RRSh AR RURE
HOMRERITHE T 5L T T XBIEShIREL.

Knowledge management: A systematic approach to
acquire, analyse, store and disseminate information. ({CH
Q1) .

HMETE: BREAESL, L. BEL. .&U{nﬁ'ﬁ'ét
HDOEZRFEYFEA, (ICH Q10)

Lifecycle: All phases in the life of a product, equipment or
facility from initial development or use through teo
discontinuation of use,

FA79 401 DHFERSHDNIERFAE, A SERGBLL
ggéi’@ﬂ)ﬂrﬁu BRI FEEDOFDI"ETE2TO

Ongoing Process Verification (also known as continued
process verification): Documented evidence that the
process remains in a state of control during commercial
manufacture.

BAYT—Lav @ENTOEIRN)I05—a ELTE
FENTWLD) : BELEEETOTLSME. TEAEHESH
TRBEHRFL TSI EERT XEELEIETUR,

Operational Qualification (0Q): The documented
verification that the facilities, systems and equipment, as
installed or modified, perform as intended throughout the
anticipated operating ranges.

BERF B ERT (0Q): SR, AT LRUEREA, B
HANIBEESH KRBT, PRESWAIRFEHEEIZS T
BESh-EBYRET LTI ELShIREL.

Performance Qualification (PQ): The documented
verification that systems and equipment can perform
. |effectively and reproducibly based on the approved
process method and product specification.

MEEEREREM (PQ): YA TLRURGA, REShT-
ﬂﬂlﬁ,f&lﬁ%nniﬁﬁf-ﬁﬂL"C?fil%ﬂ’m\oﬁﬁﬁ’&
Lo TREBLFASEE T XE LS I-IRET.

Process Validation: The documented evidence that the
process, operated within established parameters, can
perform effectively and reproducibly to produce a
medicinal product meeting its predetermined specifications
and quality attributes.

TOEIANYF—3y: TN, BiAEh/5A—420
BEANT,. FOEHONRELAEFEICESL-EE
SERETLLHIC. HEAIMOBREEEH-TEHLE
HIEETTIEIEShETET VR,

Product realization: Achievement of a product with the
quality attributes to meet the needs of patients, health
care professionals and regulatory authorities and internal
customer requirements. {ICH Q10)

HAEEH: BERVEREFEFEO_—XHVIZRFLE
BUORBBEEOERERICHS T IRE Rt F 28
O ERL, (ICH Q10)

Prospective Validation: Validation carried out before
routine production of products intended for sale.

FREN)TF—2ay: BREEERLAEROBEEED
Bl T B/ F—az,

Quality by design: A systematic approach that begins with
predefined objectives and emphasizes product and process
understanding and process control, based on sound
science and quality risk management.

DAVTA - THA2: BREIOBERFEICHEY, 85
BEUIRROBBEVICIREBREAEZHV -, ILES
hf;ﬂ%&lﬁnnﬁ')X??*-“))‘./H-.E'D(W?fiﬂ’]féﬁﬁ%
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Quuality risk management: A systematic process for the
assessment, control, communication and review of risks to
quality across the lifecycle. {ICH Q9)

BBRURATIF AR SATTATIIChl-bmBI=a
FRAVRIDTFTERAA A AbA—)L, OS2 =5 —2 52,
LE 21—z 9 2R #E-=F 042, (ICH Q9)

Simulated agents: A material that closely approximates the
physical and, where practical, the chemical characteristics,
e.g viscosity, particle size, pH etc., of the product under
validation,

BRDE: PIACHE. AT E. HEOMEFHRUE
BRICR RIS 2L PRIEHE. ) T—2avEToTNS
REITENSEME.

State of control: A condition in which the set of controls
consistently provides assurance of acceptable process
performance and product guality.

EETE-RE: EEOMASHEA BRI HHETD
tADFREMERVERKFICOVTESHGRIIER
9 SIRRE,

Traditional approach: A product development approach
where set points and operating ranges for process
parameters are defined to ensure reproducibility.

HEEDT7IO—F: 1I/\TA—FICELTEESNI=R
A RUEREEEABREEEHESEICT S -0ICEHESA
-HaREEOFIO0—F,

User requirements Specification (URS): The set of owner,
user, and engineering requirements necessary and
sufficient to create a feasible design meeting the intended
purpose of the system.

I—HERFHF(URS): YAFLOEZEHEALE-BRIZES
Li=-RR L RHZRIHT 50BN+, T
II?IE-EZXG)JJ‘—T—‘ aA—H . RUE#NO—EOERE

Worst Case: A condition or set of conditions
encompassing upper and lower processing limits and
circumstances, within standard operating procedures,
which pose the greatest chance of product or process
failure when compared to ideal conditions. Such conditions
do not necessarily induce preduct or process failure,

—Arr—X . BEREFIERAT, BENGEEGELER
LTESHIWVEIIEOFRBEERESEIBENRKT
H5 BEEEOLBETRICEDZ—FEDER. TO LS
U%{E&aﬁd‘%%ﬂ&éwiﬂgw9&?&’&%I%ﬁ:ﬂ‘%
GJ-G d:[-\o .

Tym

14 / 14




