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MANUFAGTURE OF PRODUCTS DERIVED FROM HUMAN
BLOOD OR HUMAN PLASMA
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PRINCIPLE

RA

For biological medicinal products derived from human blood
or plasma, starting materials include the source materials
such as cells or fluids including blood or plasma. Medicinal
products derived from human blood or plasma have certain
special features arising from the biological nature of the
source material. For example, disease—transmitting agents,
especially viruses, may contaminate the source material.
The safety of these products relies therefore on the
control of source materials and their origin as well as on
the subsequent manufacturing procedures, including virus
removal and inactivation.
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The general chapters of the guide to GMP apply to
medicinal products derived from human blood or plasma,
unless otherwise stated. Some of the Annexes may also
apply, e.g. manufacture of sterile medicinal products, use of
ionising radiation in the manufacture of medicinal products,
manufacture of biological medicinal products and
computerised systems.
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Since the quality of the final products is affected by all the
steps in their manufacture, including the collection of blood
or plasma, all operations should therefore be done in
accordance with an appropriate system of Quality
Assurance and current Good Manufacturing Practice.
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Necessary measures should be taken to prevent the
transmission of infectious diseases and the requirements
and standards of the European {or other relevant)
Pharmacopoeia monographs regarding plasma for
fractionation and medicinal products derived from human
bleod or plasma should be applicable. These measures
should also comprise other relevant guidelines such as the
Council Recommendation of 29 June 1998 “On the
suitability of blood and plasma denors and the screening of
donated blood in the European Community1 (98/463/EG),
the recommendations of the Council of Europe (see
"Guide to the preparation, use and quality assurance of
blood components”, Council of Europe Press) and the
World Health Organisation (see report by the WHO Expert
Committee on Biological Standardisation, WHO Technical
Repart Series 840, 1994).
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Furthermore, the guidelines adopted by the CPMP, in
particular “Note for guidance on plasma~derived medicinal
products (CPMP/BWP/269/95rev.2)”, “Virus validation
studies: the design, contribution and interpretation of
studies valldatmg the inactivation and removal of viruses”

published in Volume 3A of the series "The’ rules govermng
) medicmal_'p_réducts in.the European Community” may be .-
helpful.

HIZ. CPMPIZEBHAFS A, #5IZ Note for guidance
on plasma—derived medicinal products '
(CPMP/BWP/269/95rev.2} 1%, [The rules governing
medicinal products in the European Community i 3AF (T
IR # SN TLVAH [ Virus validation studies: the design,
contribution and intérpretation of studies validatiiig the

~[inactivation and removal of Viruses | EEF B THS.. |-

These documents are regularly revised and reference -
should be made to the Iatest revisions for current
guadance '
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The provisions of this annex apply to medicinal products
derived from human blood and plasma. They do not cover
blood components used in transfusion medicine. However
many of these provisions may be applicable to such
components and competent authorities may reqguire
compliance with them.
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GLOSSARY

R

Blocd: Whole blood collected from a single donor and
processed either for-transfusion or-further manufacturing: -

Blood components: Therapeutic components of blood (red
cells, white cells, plasma, platelets), that can be prepared
by centrifugation, filtration and freezing using conventional
blood bank methodology

Medicinal product derived from bloed or plasma: Medicinal
products based on blood constituents which are prepared
industrially by public or private establishments
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QUALITY MANAGEMENT

RETAR—DAVE

1. Quality Assurance should cover all stages leading to the
finished product, from collection (including donor selection,
blood bags, anticoagulant solutions and test kits) to
storage, transport, processing, quality control and delivery
of the finished product, all in accordance with the texts’
referred to under Principle at the beginning of this Annex.
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2. Blood or plasma used as a source material for the
manufacture of medicinal products should be collected by
astablishments and be tested in laboratories which are
subject to inspection and approved by a competent
authority.,

2. ERROBEMHELTERSNAMBE X TMIESL, R
FHLEEOEENRTHY A ORBSN-HBRTRMO KXV
REShZ RSN,

3. Procedures to determine the suitability of individuals to
donate bleod and plasma, used as a source material for
the manufacture of medicinal products, and the results of
the testing of their donaticns should be documented by the
collection establishment and should be available to the
manufacturer of the medicinal product.

3. EESORMEELTERYTAMAX FNFEZH]TD
BEAQBEREEEOHFIEY., TOABIBR L, ZUE
[TXEEL, ERESREERENFATESLIICLTES
MEFHRIERLAL,
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4. Monitering of the quality of medicinal products derived
from human blood or plasma should be carried out in such
a way that any deviations from the quality specifications
can be detected.

4 EFMREUVERNFREEESORHBIL. LHEL5HE
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5. Medicinal products derived from human blood or plasma
which have been returned unused should hormally not be
re—issued; (see also point 5.65 of the main GMP guide).

5. &RGATRAIAF-EFMER I IMBEREEERE. B
HOBEEHFHLCELELLLY, (GMPHARDS5.655 )

PREMISES AND EQUIPMENT

i

6. The premises used for the collection of blood or plasma
should be of suitable size, construction and location to
facilitate their proper operation, cleaning and maintenance.
Collection, processing and testing of blood and plasma
should not be performed in the same area, There should be
suitable donor interview facilities so that these interviews
are carried out in private.

6. M X (T MIFAERIR T DRI, EYAIEE, B
UHEBATEA L5, B RE. HERUIE TR
(FEnE0, MRRCMEORR, MITRURRE, FC
I CIToTRALELY FF—LEB IZHETES LD,

BERF—EERYBRABETHS.

7. Manufacturing, collection and testing equipment should
be designed, qualified and maintained to suit its intended
purpose and should not present any hazard. Regular
maintenance and calibration should be carried out and
documented according to established procedures.

7. 8hE, #1101, RUSEBREEE, ARISin5 L5560, 8
BEERAL., TSN E T (EELT, IE45
ERLSIEECLTIIALHL,, ERIMGRTRBCRIE
?E}}‘Eéhf— IBE I EREL ., CERISEHELEThIE
EBITLY,

8. In the preparation of plasma—derived medicinal products,
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 treated products,

8 MFHEEEFORETRERIZT. VMILADTEIER
[EBRETENBEASHh, LEFERNBRNRZEEL
BWEDATYTEBFERTNIEGELEN, NBELRKIZD
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BLOOD AND PLASMA COLLECTION

M % U M 3 D ERAR

9. A standard contract is required between the
manufacturer of the medicinal product derived from human
blood or plasma and the blood/plasma collection
establishment or organisation responsible for collection.

o EMNLBRUEFRERERSERET SR EEE
&, EFMERUIEO EIE R LT SRR L REEE
SHEMEDMISE, BEZBABETHE.

10. Each donor must be positively identified at reception
and again before venepuncture.

10. BFT— (3. BREBCERRICHRICEA RS
A IEESE,

11. The method used to disinfect the skin of the donor -
should be clearly defined and shown to be effective.
Adherence to that method should then be maintained.

1. FFr—ORBOMEEFHIBPECRESHh, MADHF
PTHLHEMNRFIhEThIEESLHL, ZLT, YT
ADFEFHRBEBRSINETFRIEGESEND,

12. Donation nhumber labels must be re—checked
independently to ensure that those on blood packs, sample
tubes and donation records are identical.

12, MFE AT TV ERUVRMGEHESE—THS
LEBEITAA. DB ESALE, BRCEREELLHT
NS,

13. Bload bag and apheresis systems should be inspected
for damage or contamination before being used to collect
blood or plasma. In order to ensure traceability, the batch
number of blood bags and apheresis systems should be
recorded.

13 MR R MO FEBOFNIZ, miEK, w5 BT MR
DOBEBOHBOREOHFEEBRELETEGELT
LY, MR ATREME EREEIZT S5, iE/ \vJ LMER D7
BEBON\YFEEELHELTTNEESEL,
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TRACEABILITY AND POST COLLECTION MEASURES

F—FE)T(EROEDEE

14. While fully respecting confidentiality, there must be a
system in place which enables the path taken by each
donation to be traced, both forward from the donor and
back from the finished medicinal product, including the .
customer (hospital or health care professional). It is

" Inormally the responsibility of this customer to identify the
recipient.

14. BAERHROBEBTFERREEL . BlSh =85 M3
[ZDONT FF—D o EE (FRX IEREEE)ZSDH
T.BRAQICESRETORRE. EL5o0FRMSHIB
ETELVATLERBLLTNELLHL, B E5Sh2E
AEBRETHIOE. BEEEOELHEETH S, '

15. Post—collection measures: A standard operating
procedure describing the mutual information system
between the blood/plasma collection establishment and
the manufacturing/fractionation facility should be set up
so that they can inform each other if, following donation:

15 FMEOHE: UTORNALHSLHE, MBERY
SRR AR & IS/ A E R TRB AR N TED LD
(S HEOBREF VAT LSRRI -REREFIR
BEREYTLL

*it is found that the donor did not meet the relevant donor |=
health criteria;

FT—UDE%&%J’J‘Fd‘-&-ﬁkﬁ‘ﬁ‘“‘f%éhtﬁﬁ’)
hol-18&

=a subsequent donation from a donor previously found
negative for viral markers is found pesitive for any of the
viral markers

FTRIO KM A ILAT—h—BEHNEETH
Fr—A RO meFcEEtitERL-8E

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

RIRDEN=FIRCI AN AI—H—RB RS
TUVENZENHBEL B S

=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);

R —A%, MR FERRIEBGBOREMELAHIEF
(HBV, HOV, HAV, T DB #7/IL A HIV-1/2, RUE
Ot OB THEAOERF) ICEPBPFEFREL-IGS

sthe donor develops Creutzfeldt-Jakob disease (CJD or
vCJD});

HOAYVIZIIRYaTR (CIDRIIvCD)) E RELI-HS

-the recipient of blood or a bleod component develops
posttransfusion/infusion infection which implicates or can
be traced back to the donor.

MAEXTMBERDERSSh=ES, FF—EBRAD
675\2ti;ﬂ&éﬂéﬁﬂfi%iﬁ’&%ﬁu—f&‘“
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|The procedures to be followed in the event of any of the
above should be documented in the standard operating
procedure. Look—back should consist of tracing back of
previous donations for at least six months prior to the last
negative donation. 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
serocohversion, the nature of the product and its
manufacturing method. Where there are indications that a
donation contributing to a plasma pool was infected with
HIV or hepatitis A, B or G, the case should be referred to
the relevant competent authority(ies) responsible for the
authorisation of the medicinal product and the company’s
_|view regarding continued manufacture from the implicated
pool or of the possibility of withdrawal of the product(s)
should be given.

LEROEEHEL-BHESOHNEEREL-FIEREERK
Lizithifasily, ke, EROrmiEoiEiEstR
oDl ttesr ARIECORMMEBASEEES, LED
WFhh i Ho-BS . NAvFREBOFMmELH T PUES
BIFhiEgsiun, B339 FORROBEEIZTDOL
T, FYETHEEEEFPT—ILY X, B SEHE
RN TDRANEESNDIIIHDETOHM.
BAORE. RUSERZEEEICAKL, BEICIEL
rhidanian, YT 5mET— LA SR T3 mEgIc
HIVA>HBY, HOV X [FHAVD B D IR R h -5 4&
EEMORDEEEIIEHETICERL. ZELXHS
T—ILERANTREEHETLIONIELETRY TFIFA2DH .,
&30 RERERALZITHIFESEU,

16. Before any blood and plasma donations, or any product
derived therefrom are released for issue and/or
fractionation, they should be tested, using a validated test
method of suitable sensitivity and specificity, for the
following markers of specific disease—transmitting agents:

16, A7 Mk, MEE, RLEhoHEORMEREER
G/ RIEHET 5= OHFHEETOMC, BEDEE
ERMERFI—A—( LW TENARERUVSREESR
TE) T2 avFEOBRBRAEERALT, HBREEEL

BHHAIRESEL,

*HBsAg;

‘HBsh /R

» Antibodies to HIV 1 and HIV 2;

HIv-1/284%

=Antibodies to HGV.

‘HCVHIK

If a repeat—-reactive result is found in any of these tests,
the donation is not acceptable.

MEOIBRYELBHERIEARN-EE, £ORM
FEALTESEN,

(Additional tests may form part of national requirements).

GERRIIEQERBHEO—#MEA>TVABEENREHS)

17. The specified storage temperatures of blood, plasma
and intermediate products when stored and during
transportation from collection establishments to
manufacturers, or between different manufacturing sites,
should be checked and validated. The same applies to
delivery of these products.

17. MBS SELSE TIHF T, RIFREREREEEET
BHEEQMBCME, RUTEEROBEDRERE
(&, BEELA)T—LavEREFOEOTRIThISALE
L BESNWEEGOBEICOVTERETHAS,

18. The first homogeneous plasma pool (e.g. after
separation of the cryoprecipitate) should be tested using a
validated test method, of suitable sensitivity and
specificity, and found nan reactive for the following
markers of specific diseasetransmitting agents:

18. BHOH—HmMET—IL (RZIE2)4AFTLEF—E
DHEEER) (X, L FTORHEQEEEEROIT—H—IZDOLY
T EYGCRERUVEREEEL. NUT—avEDR
ETHERBRL, ChoIZoWTREHETRSONEEREL
Hithidasiain,

HBsAg;

-HBsH iR

= Antibodies to HIV 1 and HIV 2;

-HIV-1/258{%

«Antibodies to HCV.

-HCVHi ik

Confirmed positive pools must be rejected.

BEREETRLET—IVIZBRELLZ TSRS,
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19. Only batches derived from plasma pools tested and
found non-reactive for HGV RNA by nucleic acid
amplification technology {NAT), using a validated test
method of suitable sensitivity and specificity, should be
released

19 BYLGRERVERMEFALAAUT a2 RF
DR FEICEY . HEBIEIERE ZE (NAT)ITTHCV RNA
’gaﬁleﬂe'ri'e&of:mliﬁj—;maﬁmﬁf’é?*ﬁ?é:

“{20. Testmg reqmrements for viruses, or. other |nfect|ous :
agents, should be considered in the light of knowledge
emerging as to infectious agents and the availability of
appropriate test methods.

0 AR OO REEER T OSBRI ET 2ERE

L, BRERTCEY SRFORFHE LA THER
FEOR AR EEREEZRICANGITATREEL.

21, The labels on single units of plasma stored for pooling
and fractionation must comply with the provisions of the
European (or other relevant) Pharmacopoela monograph

“Human plasma for fractionation” and bear at least the
identification number of the donation, the name and
address of the collection establishment or the references
of the bloed transfusion service responsible for
preparation, the batch number of the container, the
storage temperature, the total volume or weight of plasma,
the type of anticoagulant used and the date of collection
and/or sepatration.

21. 7" WHEUAEROBERMEOSAILIE, FRE
BAXERAEOERFOEETHE RN ITESL
Hl#h!itﬁ%ﬁ D ESR IO BRI B R FS . FRMmE
HDE MEUCEFRSKVZEnESROSBIESR. B8R0
NYFERE. BERE, NBOLKBEXIRER. AL
TWARMEREROERE, TLTHRN (TS5 HL - A
MEHIhTOEHRIERSEN,

22, In order to minimise the microbiclogical contamination
of plasma for fractionation or the introduction of foreign™
material, the thawing and pooling should be performed at
least in a grade D clean area, wearing the appropriate
clothing and in addition face masks and gloves should be
worn. Methods used for opening bags, pooling and thawing
should be regularly monitored, e.g. by testing for bioburden,
The cleanroom requirements for all other open
manipulations should conform to the requirements of
Annex 1 of the PIC/S guide to GMP.

22. FEICAVA MR OWEDFHBRRER U RENT

(BERNRICT DS BBRLT—ILITENGERELIR

SRUFEREZFALT, L7 L—FDI)TIZTITS
C&, NS DFOT =T RURBBOFEE, A
FNR—FURBRETSEICLYERNIZE=4—LETh
(FESEL, FOMA—T o BETITI2TOEEICON
TOH)—2N—ALIZBBT 2ERFEIEFIX, PIC/S GMPH
AFDAnmex 1QOBREIHIZHS.

23. Methods for clearly distinguishing between products or
intermediates which have undergone a process of virus
removal or inactivation, from those which have not, should
be in place. .

23 BRECNISVANABRERIFFILIRICED S
&L G LA BAREIC Eﬁ?éﬁ:ﬁéﬁ]\bmlfhli&bf;
LY,

24. Validation of methods used for virus removal or virus
inactivation should not be conducted in the production
facilities in order not to put the routine manufacture at any
risk of contamination with the viruses used for validation.

24 DA N ABERIIFFILIBOAX/ )TF—ay
%, ) F—Lavic ANS2AM LA EEDOEEITEA
FTEVRIEEDLELHNAISEEORESATEITLT
[EXAT=YA AN

RETENTION OF SAMPLES

HUoTNDRE

25. Where possible, samples of individual donations should
be stored to facilitate any necessary look—back procedure.
This would normally be the responsibility of the collection
establishment. Samples of each pool of plasma should be
stored under suitable conditions for at least one year after
the expiry date of the finished product with the longest
shelf-life.

25. AR CH NI, B MmMIES T ILITE R FEEE T
BITHBATHERICRELTEMEFNIERDEWN, Th
%, BRENESROSTERTHS. &7— L MEDOT
UFNICONWT, gET— L mEAEREENEERERO
SETRLEVEDEEEE A LOES K TEL
BT ERITRE LT RIEESM0,

DISPOSAL OF REJECTED BLOOD, PLASMA OR
INTERMEDIATES

. EX PR EOHRE
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26. There should be a standard operating procedure for the|26. Mj&, M¥EX (S PBERZAOBEIZODNVTEEZABEDE
safe and effective disposal of bleod, plasma or P BEEFIEESOPIZTHRELZTRIZESE,
intermediates.
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Qualification and validation
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Prlnmple :

| JEEIJ

1. This Annex descrlbes the prlnclples of qualchatmn and
validation which are applicable to the manufacture of
medicinal products, It is a requirement of GMP that
manufacturers identify what validation work is needed to
prove control of the critical aspects of their particular
operations. Significant changes to the facilities, the
equipment and the processes, which may affect the quality
of the product, should be validated. A risk assessment
approach should be used to determine the scope and
extent of validation. -

AXEIEESOEEIC &lfézﬁ*ﬁ’]‘inzl:ﬁﬁ&lﬁl\‘)
T—‘/EI./CDE.E“L"DL\'Cgﬁlt?'éo EERORMERE
M, EFORIGEBFOEEGAERNAETRIh TS LE
LB 35, EQXSH\T—LavEENRETHIM
BETLI LT, GMPOEYSTHD. BEOREIZEHET
AEREEDH DR, RIFRUVITRISHTIERLEE
ZITIIE N F—2 3 EEE LR N IEEDELY, /3
zﬁ—qDZDCL)ﬁRUEEERE?éT:H)[:, 1) 2755

A5l é&,

PLLANNING FOR VALIDATION

NYF—2 g3 58

2. All validation activities should be planned. The key
elements of a validation programme should be clearly
defined and documented in a validation master plan (VMP)
or equivalent documents.

2. 2TON)T—2avERIHOMLHEELTEIE
Fh(FEESEN, AF—i3v 0y LOEELDESR

%, ) F—2302 AA—TFS5(VMP)ELME, FhiZHE

LT HNEICEHREICHRL., BRUTTFAIEESEL,

3. The VMP should bs a summary document which is brief,
concise and clear.

3 I F—S AR AE—T5U . B, BRRURRE
EHNETHD,

4, The VMP should contain data on at least the following:

4, N\)F—LauRAE—TSIC [ifb‘&(t‘bu.‘ﬂ_ﬁﬁ?
AT—REREHF LT hIELSALY,;

(a) validation policy;

(@ ) F—2avR)o—;

(b) organisational structure of validation activities;

®) T A EFORRNRE;

(¢) summary of facilities, systems, equipment and
processes to be validated;

(c) N F—avERETHME. P ATL. RIERUT
Bo@mE,

(d) documentation format: the format to be used for () XERFOERR: JONRUEREEICERTLE
protocols and reports; =;

(e) planning and scheduling: (e) AL R UEE

() change control; ()] %E%E:

(g) reference to existing documents. () BEOXERDER

5. In case of large projects, it may be necessary to create
separate validation master plans.

5. KIRBO7OVcHIMDBE . FO=HOER D)
Z‘—*‘/a:/7X&—'f%‘/’&'I’Eﬁﬁ'%’:&‘:ﬁ%gfati%ﬁb“ﬁ

DOCUMENTATION

XEAE

6. A written protocol should be established that specifies
how qualification and validation will be conducted. The
protocol should be reviewed and approved. The protocol
should specify critical steps and acceptance criteria.

6. BWAEMFER U/ N\ TF—2a &2 EDKIICERET DM
RELF-FEEICLSTORINEER LG ITAIEEEEN.
FakaERE. RBSnAThE RS0, Fokai
[CIFEREIRRUZAZEEZRELLETREZSE,
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7. A report that cross—references the qualification and/or.
validation protocol should be prepared, summarising the
results obtained, commenting on any deviations observed,
and drawing the necessary conclusions, including
recommending changes necessary to correct deficiencies.
Any changes to the plan as defined in the protocol should
be documented with appropriate justification.

7. EHREFEEALOLAYF—ar Ok cHIET S
WMEBFERLETHRELLSEN, &R, AYT—T3
UIEREEED HELIETORBICHT SaAMEER
BL. EROBREICHELGEEOREZSL . W EBLER
FHEFEEGFAIEESAL, TSR EL-FTHEIC
EEEZMI SR, BULRRUEOHRBAEDITT. &I
SRS LA idintiy,

8. After completion of a satisfactory qualification, a formal
release for the next step in qualification and validation
should be made as a written authorisation.

8. W MEEHEAEYZE T L=z, BRMIHER U/
YF—2av B RATIIAOBITICOZFIERGT
HFHEAEh, EEICLLHFANRTHIEIE,

QUALIFICATION

EE T

Design qualification

SXET AR e R

9. The first element of the validation of new facilities,
systems or equipment could be design qualification (DQ).

9. BLLRE. S AT LR ZEBDNIT—oas DR
OEFRFEHERETEEOAOTHAS.

10. The compliance of the design with GMP should be
demonstrated and documented.

10. GMPADERETOEAMEEEEL . SoRT S L.

Installation qualification

PR BB T B (T

11. Installation qualification (IQ) should be performed on
new or modified facilities, systems and equipment.

11, BEEERERET (Q) £, FAXEBERESW-E
R, VATLRUVEEISHLRELZ TN IEELSEN,

12. IG should include, but not be limited to the following:

12. BERIEEREREZ Q. UTEELIEETHH,
CHB[IREShAED TG

(a) installation of equipment, piping, services and
instrumentation checked to current engineering drawings
and specifications;

@QEBEHFOIVOZFTULTRERUHEICHLTEESN
2B . BE. Y—EXRUVHEDIREG

{b) collection and collation of supplier operating and
working instructions and maintenance requirements;

(b) MAEEN BB SN OBRERVEROHRABT TSV
SRTFTEEEHORERVERS

(c) calibration requirements; () REZRE
" |{d) verification of materials of construction. (d) FEDREE
Operational qualification ESE A M RERR

13. Operational qualification (OQ) should follow Installation
qualification.

13, EERRISEREO®. EEREERYEREE 0Q) %
EELEFHREELEN.

14. OQ should include, but not be limited to the following:

14 EERBEREERL. UTEa0oELT 3. ol
LHIZBREShDAEDTIEELY,

{a) tests that have been developed from knowledge of
processes, systems and equipment;

(a) 7OER, VAT LBRURBOHFEZEICFHAFEL-HER

{(b) tests to include a condition or a set of conditions
encompassing upper and lower operating limits, sometimes
referred to as “worst case” conditions.

) =AM — 2 AR SR B E5h 5. B0 E
RETRESSLTREL k. BB R &
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15. The completion of a successful Operaticnal
qualification should allow the finalisation of calibration,
operating and cleaning procedures, operator training and
preventative maintenance requirements. It should permit a
formal “release” of the facilities, systems and equipment.

15. HERFRPEAEREAEYICE TR, IRIE. 815,
FEFIR EERNERUFHARTEREEGERES
BoENTED, ThICEVER. VATALARUVEEDIE
KRR EHEETREET 5L,

Performance qualification

T | mmte e E R

16. Performance qualification {PQ) should follow successful
completion of Installation quallﬁcatlon and Operatlonal
quahf cation. :

16, (T EHERIERER R BEERHEA RO KRR,
ﬁ‘lﬁ]ﬁﬁ&ﬁ*&’&ﬁ% (PQ) ’é%ﬁ'ﬁbfa.lfhlifa.bfal.\

17. PQ should include, but not be limited o the following:

7. BREREERERRE. TR EET 55, ©
hBIZRESHAEDTEEL,

(a) tests, using production materials, qualified substitutes
or simulated product, that have been developed from
knowledge of the process and the facilities, systems or
equipment;

(a) SLERRY. BYEAERIN-RARXITREER R
RS, TOERARUER. S ATLRIFEEICETS
MBEEICRAEL-FE

{b) tests to include a condition or set of conditions
encompassing upper and lower operating limits,

b) BIEQ ELRETREDSLHAEHFBENE—EDE
HEEHTERETHHER

18. Although PQ is described as a separate activity, it may-
in some cases be appropriate to perform it in conjunction
with OQ.

18, IRETEREEBIERESE SR LSl CRASNS |
. HBBEICFENEERFERERE LMY TER
THILEUTH L.

Qualification of established (in-use) facilities, systems and
equipment

Eﬁé‘ht—.(ﬁﬁﬁ ROEEE, & RTF LR UEE O BB

19. Evidence should be available to support and verify the
operating parameters and limits for the critical variables of
the operating equipment, Additionally, the calibration,
cleaning, preventative maintenance, operating procedures
and operator training procedures and records should be
documented.

19. BEEBFEOEELTHIZO>VLT, BE/SA—2EY
BEEEERIT, TORYEEIAT LA TIER
By, B, KRE. #&i%. PHESTEE. BEFIER
U;I’F%EJH%&%]IE&U"EE#K%I cRBShiihiE
BIELY,

PROCESS VALIDATION

AR F—a%

General

— &

20. The requirements and principles outlined in this chapter
are applicable to the manufacture of pharmaceutical
dosage forms. They cover the initial validation of new
processes, subsequent validation of modified processes
and revalidation.

20. COETHHIAEHEVRANIEERIFTOE E
[CERShS, FIRITEOME ) T—ar . TOET

bhd. FREEIN-IRIZOVWTON)TF—Lav BRUE

NYF=Sas|zd2WhWTiRRET 5.

21. Process validation should normally be completed prior
to the distribution and sale of the medicinal preduct
{prospective validation). In exceptional circumstances,
where this is not possible, it may be necessary to validate
processes during routine production (concurrent
validation). Processes in use for some time should also be
validated (retrospective validation).

21. BE. JO0€ANN)T—a v REEROFERUR
FEOENCTE TLTWATREESENLTE RN ) TF—3
Ve CHAHEECALMASEGRRICENTIE EED
gz O\ F—La Vv ERETIIENNETH
AR ) T—2a), X, BICHAHREEELTNS
TRIzDNTE, NUF—LavaERBLAIThiERsan
(EIRE#S /)T —30),

22. Facilities, systems and equipment to be used should
have been qualified and analytical testing methods should
be validated. Staff taking part in the validation work should
have been appropriately trained,

22, AT HMER. SATLRUVEBICOVTEBILRER
ERMEL . AHRBARIZOVT/ W T—avERELY
HREELED. NUT—Sa ERICEMT HR 89704
BEEIZAFE R TR @A,
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23. Facilities, systems, equipment and processes should be
periodically evaluated to verify that they are still operatlng
in a valid manner. -

23, TEER. VAFL BEBERUIRE. ThoNERIZE
?ﬁ‘é:&i—#ﬁ%ﬁ‘éf:&ﬁ?ﬁ Faltd Ty Rt @ A =)
AL '

PROSPECTIVE VALIDATION

FRIEAN) T3y

24, Prospective validation should include, but not be limited
to the following:

24, BB T—aviZZUTEESLIEETEAMN,. O
NBIZRESNDEDTIEAL,

(a) short description of the process;

(a) 7Ot O FEBELG D

(b) summary of the critical processing steps to be
investigated;

b)) RETAZEEZLCTERBONE

(¢) list of the equipment/facilities to be used (including
measuring/monitoring/recording equipment) together with
its calibration status

o ERTAEBRUBEBOUAN (T E=_b— &
EBEED) LTI IEDKR

(d) finished product specifications for release;

(d) HFAIGHIED OO RBEBDHRE

(e) list of analytical methods, as appropriate;

(o) BHTHEHE. AMAZEDVAL

(f) proposed in—process controls with acceptance criteria;

0 AEHEEEZHORESh-IEER

(g) additional testing to be carried out, with acceptance
criteria and analytical validation, as appropriate;

(o) BEHIREEEES RET ~ZBMNER, RULE
HIgE . AT —ay

(h) sampling plan; (h) B2 )T EHE
(i) methods for recording and evaluating results () R DER., sHE A=
() functions and responsibilities; O BERUVERE

(k) proposed timetable.

(k) BEShI=HRRRFHAICOVNTORBERE

25. Using this defined process (including specified
components) a series of batches of the final product may
be produced under routine conditions. In theory the
number of process runs carried out and observations made
should be sufficient to allow the normal extent of variation
and trends to be established and to provide sufficient data
for evaluation. It is generally considered acceptable that
three consecutive batches/runs within the finally agreed
parameters, would constitute a validation of the process.

25. MESKEITEFEESRASZE0)ZAL. B
HAO—EONYTFHREEOEGTTEEZNS, B
MIZiE, TEOBYELEME UVRESK-ATIZXY,
BEOLEBOEBERVIERAHLM, E-FFHEDED T+
PF—aARESNhZTRIETLED. BRNICEEL
T=/NSA—RN TOEBEINYF A IREN, TOENY
T3 avERIIEHILIZDLNTIE, —-ﬁl&ﬁ’]k%(flh
LhTuVD,

26. Batches made for process validation should be the
same size as the intended industrial scale batches.

26. FAEARN)T—Lav0=H8ETH/vF L. BEE
FTELREERE N\ YFER—H A X TRITNITRSEL,

27. If it is intended that validation batches be sold or
supplied, the conditions under which they are produced
should comply fully with the requirements of Good
Manufacturing Practice, including the satisfactory outcome
of the validation exercise, and {(where applicable) the
marketing authorisation.

27, NYF=LavnyFERE. #6258,
FhEDHEEEETNN)T—a 0O HOBEMRAER
[TDONWCEATIHRTHAIELEETD, (WPOEHIL
I (RYUT28BEF) RERBEHICERICESL
TithIEE s,
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Concurrent validation

BIEE )T — 3

28. In exceptional circumstances it may be acceptable not
to complete a validation programme before routine
production starts,

28. BN IR T TR BEOEEDRARIC/AY
T—LavIiNISLERETLBLNENHESND,

. 29 The decision to carry-out concurrent validation-must -
be justified, documented and approved by authorised
personnel.

20, RER N T—Ca EEmt AR L. BUBEE |
FTRL., 2LTH =S54 XL S~ LY RBEh AT
hIEEBA,

130. Documentation requirements for concurrent validation
are-the same as specified for prospective validation, -

30. R/ \UF—> s O-H 0 B RIR RS T

(BT —Sas i LR RSN =L DLR—TH D,

Retrospective validation

[EIRERY ) T—2ay

31, Retrospective validation is only acceptable for well-
established processes and will be inappropriate where
there have been recent changes in the composition of the
product, operating procedures or equipment.

31. EFEE/ ) F—SaviE+acEirsh =TS0
TOHERSNS BLRORKS . FEFIERZEEICE
BEARARESNTORIEECITELTHSI,

32. Validation of such processes should be based on
historical data. The steps involved require the preparation
of a specific protocol and the reporting of the results of
the data review, leading to a conclusion and a
recommendation,

32. FOISTIBON)F—LavTBREOT—RZE

SOTEELETNEGSEN, 2O/ F—avicihE
TERIEX. BEOTOMIILOER, EROHEREREAL
BEALSLTADEEOEROBESESL L.

33. The source of data for this validation should include,
but not be limited to batch processing and packaging
records, process control charts, maintenance log books,
records of personnel changes, process capability studies,
finished product data, including trend cards and storage
stability results,

33, ZONR)F—LaERETHADT—RELT, Y
FMTRUAERHG, TEESHEF—, RSB,
ABFTHH, TEEHES. ERAI—FRURETERE
HERZEORREST—2OFOMAETFLNDS,

34. Batches selected for retrospective validation should be
representative of all batches made during the review
period, including any batches that failed to meet
specifications, and should be sufficient in humber to
demonstrate process consistency. Additional testing of
retained samples may be needed to obtain the necessary
amount or type of data to retrospectively validate the
process.

34. EERAYT—LarO-HERsh - \vyFIX H
BiZEELALEOEES . LE 2 —HRhiz8ESh =
TRTONAYyFEREL, F-TAEAO—EEERT=
O+ MTHIIL, YHTOEAEEERNICREET S
FORBELREXIIEEDOT 741854, REFVINIC
DNCEMRBRADEICRIZEEH S,

35. For retrospective validation, generally data from ten to
thirty consecutive batches should be examined to assess

process consistency, but fewer batches may be examined
if justified.

35. EREHY/ N TF—LavEEREY 516, —MHITE

L7=10~30/\wF D F—2ETOL A0 —BiEEEFHET

EOICRELGINRE LGN, LML, EXLEBEAHS
BEICIFLYDEDAYFTEHLL,

CLEANING VALIDATION

Eg)T—ay

36. Cleaning validation should be performed in order to
confirm the effectiveness of a cleaning procedure. The
rationale for selecting limits of carry over of product
residues, cleaning agents and microbial contamination
should be logically based on the materials involved. The
limits should be achievable and verifiable.

36, AN T—avE, EBFIROENEEEETD
f=HIZEBLAFhELRLEL, SR0REBYOXY)—
F—ii—, EERNRUBEMBEICOVNWTOREEDE
Tk, ZATHRMHIHT HRMEBATIRLIEDSNT
Wit Eiasa, [REMETER R EETHY , Ei-&ET
ATRE TR FNITAE DALY,
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37. Validated analytical methods having sensitivity to
detect residues or contaminants should be used. The
detection limit for each analytical method should be ,
sufficiently sensitive to detect the established acceptable
level of the residue or contaminant.

3. BREMXITERMHAZRUTELREZHI 5V

T—La REFEO A ZERLAITWEELGN, &
AR OVTOBRHBRIL, LSh=BELAL
OEBPX T FRNEERUET 5O+ HBETRT
NnIEgsEL,

38. Normally only cleaning procedures for prodict contact
surfaces of the equipment need to be validated.
Consideration should be given to non—contact parts. The
intervals between use and cleaning as well as cleaning and
reuse should be validated. Cleaning intervals and methods
should be determined.

38 BERFREOHREMEEICHTEEFFIRADAN
DTF—aVvERET HRENSHLA, FFEMESSxL
THEBLATNEALEN, ERAMEFETOHMAE.

FUICEFMoBEAOETCOHROMIFLRELTT

niEHSE0, REERRUAFERELEITAEGLE
Ly, :

39. For cleaning procedures for products and processes
which are similar, it is considered acceptable to select a
representative range of similar products and processes. A
single validation study utilising a “worst case” approach
can be carried out which takes account of the critical
issues.

30, BETEREEUIRISHTARFFIRICONT,

HUHRRUVCIEORRNGERELRERTSEMNFS

hBEEZLN TV, EXLREEESELL"T—AL

Z;—{—R?%FE[:'DLVC, BMONYT—avEEETHD
TEd.

40. Typically three consecutive applications of the cleaning
procedure should be performed and shown to be
successful in order to prove that the method is validated.

40, HEEBRFENN)F =L 0 RERTHLZEEEE
H95a. B ES2FIEEIEER TERL., SHELI-CE
ERESGITNIEESEL,

41."Test until clean” is not considered an appropriate
alternative to cleaning validation.

41. FRICEAFETHART S RS N\IT—avsxd
THBEUEREFRLEAESNEN,

42. Products which simulate the physicochemical
properties of the substances to be removed may
exceptionally be used instead of the substances
themselves, where such substances are either toxic or
hazardous,

42, BESNHREMENFEXRBRETHHBAICL,
BISEL T, EhEEBELPREENEUTIRMESR
YEERORDYICERYTSIENTED.

CHANGE CONTROL

ZERHE

43. Written procedures should be in place to describe the
actions to be taken if a change is proposed to a starting
material, product component, process equipment, process
environment (or site), method of production or testing or
any other change that may affect product quality or
reproducibility of the process. Change control procedures
should ensure that sufficient supporting data are generated
to demonstrate that the revised process will result in a
product of the desired quality, consistent with the
approved specifications.

43. HEFEH. BABEAER. TEEE. TRERXE
SER, BEE, BBATEICHL, RRHEX(LTHE
DBBRECHEERITTAREEOHIEENMERESIE:
R MARZHBBICOWTELIEFIREZHATE M
NIFASEN, EEEEFIRERETHOLT. EERD
TRICE->T. ABICEA T ARENBELEHLESE
B ARSUT —INERSh S LERIELAITAEES

&Y,

44. All changes that may affect product quality or
reproducibility of the process should be formally requested,
documented and accepted. The likely impact of the change
of facilities, systems and equipment on the product should
be evaluated, including risk analysis. The need for, and the
extent of, requalification and re—validation should be
determined.

44, HGREAXZIEOBREICEETSAEEOHS
ETHOEEF, ERXICIEEL, XEFELTEHEL. RETS
CE B VAT ARUEBOEEARGIZHLTRIE
TEREL VAISREEHTEHMET L, BHEEHEET
@R UE ) T—avicd T S EE, AT E0E
EERETHIL,

REVALIDATION

BAAYT—3>
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45. Facilities, systems, equipment and processes, including
cleaning, should be periodically evaluated to confirm that
they remain valid. Where no significant changes have been
made to the validated status, a review with evidence that
facilities, systems, equ:pment and processes meet the
_ prescrlbed requu‘ements fuIFIs the need. for revalidation.

45, :?E:%Eﬁ&)t.s BE;& “/ZT.L\ ":Eﬁlilﬂlfili‘%
NONREITHALEHRT LS. EHMNIZFTET S
Lo I F—LaVFOREIZHLEXGEERTHONAT
LWL MBEICIE R, S ATL  EBRUIEARED
E#LﬁA@'étua‘E&E{#ovtl—%§m¢é_a

) 'C' ﬁ! \')T—*/El../}_'&’:kﬁ'd’

GLOSSARY

—E

Definitions of terms relating to qualification and validation
which are not given in the glossary of the current PIC/S
Guide to GMP, but which are used in this Annex, are given
below.

R BEERALTLSA, Eﬁﬁwplo/sdmpﬁ«f FORE

%L.Ii”ﬂﬁéh'ﬂ\ﬁt\ﬁ?ﬁﬁnﬂﬁ&t}!\'J-r—/a./L
BEd 2 HEOERELUTISRT

Change Control

A formal system by which qualified representatives of
approprlate 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 that would ensure and
document that the system is maintained in a validated
state,

EREHE

RESh-FRLEAREL. B, vx—rA EBEXET
isa)ﬁsrﬁém_bc,ﬁl..ﬂfﬂ’&&m“‘raﬁﬁﬁ\&aé ®’E
RIFEFESNEERICODWTERTIERLEVATF L, F
O ERE., Y RTLDNRIESh R BB C#REIh TS
ERRETL, BRTHIEEOVHERFRETIIETH D,

Cleaning Validation

Cleaning validation is documented evidence that an
approved cleaning procedure will provide equipment which
is suitable for processing medicinal products.

] ﬁE %/ N 'J 'r_va./

ﬁ:ﬂéhtﬁ'&@%l[ﬁ’&%ﬁ'd‘é._t’c %%b‘EEnn@ﬁ%
EISEY DO LE R T S XTSRS =R

Concurrent Validation
Validation carried out during routine production of
products intended for sale,

R/ TF— 3y
HEARSOEHEERICERTE/)TFT—ay

Design qualification (DQ) R ETEIE R M REE(DQ) )

The documented verification that the proposed design of [HES%. P AT LERUVEBORESN-RHALSMPOEN
the facilities, systems and equipment is suitable for the (S5 D% ELLI-IREE -
intended purpose.

Installation Qualification (IQ) ﬁ-{ﬁﬁﬁﬁﬁﬁﬁ(m)

The documented verification that the facilities, systems
and equipment, as

installed or modified, comply with the approved design and
the manufacturer’ s recommendations.

MEER, AT LRUEEBEA BRI IEHERIC, RESh
RHRUVRAEEOERICEE T HILAXEILLRET

Operational Qualification (0Q)

The dosumented verification that the facilities, systems
and equipment, as

installed or modified, perform as intended throughout the
anticipated operating ranges.

EIEFERIETEOD

1B, AT ARUBBABE X EHERIC, PEIH
t- BRI CEE LAY [ BT LA X B LR
i

Performance Qualification (PQ)

The documented verification that the facilities, systems
and equipment, as connected together, can perform
effectively and reproducibly, based on the approved
process method and product specification.

HEREEE 1 FEEPQ)

e, S RATARVEESX—HICEGLE, REBShiz
Ihkuﬂnnﬁﬁl_ﬁ'ﬁutﬁﬁﬁ’]Lﬁﬁﬂigﬁ'é._e‘:
#XEIELI-EE
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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.

ZFOtR/N\)F—3

B LI=N\TA—ENTERT HIIEL, FAZEHLN
ERERVRERFEICESTIEERERET S5
ERICERESHTHIEEXNE(L LI

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

TR ) F—g _
HETRH RO EHBERI<{T5/\)T—3>

Retrospective Validation

Validation of a process for a product which has been
marketed based upon accumulated manufacturing, testing
and contro[ batch data.

EFER ) TF—a ‘
BRAFORBOTEIZDNTITS., EEsh-RE, R
E&. &U‘%‘ECDI{“J??—§L.50<! WF—ay

Re-Validation

A repeat of the process validation to provide an assurance
that changes in the process/equipment introduced in
accordance with change control procedures do not
adversely affect process characteristics and product
quality.

B/N) T3y

FHEHEBEIECH-TEASh -, T/ BRHBIcHTS
FEHS, TROBERUVESOREICEEZEN NS
HRITBAD. IO/ F—L 30 0ORYEL

Risk analysis
Method to assess and characterise the critical parameters
in the functionality of an equipment or process.

YRI5 ]
BE R T TIROBBEEICH T AEE/NTA 5%l LT
#iHT BH %

Simulated Product

A material that. closely approximates the physical and,
where practical, the chemical characteristics (e.g.
viscosity, particle size, pH etc.) of the preduct under

BREE
RF— gy FORRICHEY. RUEAETE. L3
RIS HEGRIZ 5 B . HIFE . pHA ) A SRR T 31
B, 2<{OBE. chbOBEREROTSER T

validation, In many cases, these characteristics may be ~ |[&YUEf=Zh b,
satisfied by a placebo product batch.
System TN

A group of equipment with a common purpose.

H£BOEMNZERT S —BOKE

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 product or process
failure.

J—ART—Z
BEEML ML EBLEEE(C. AR ETRATARE
BATENEERALT S, EEMAEEFIENICETS, T
BRUKRO LIRE TRERELE—DODEARIT—H
DEMH. ChEDEHEBTLERRRETEOLKE
BISECTEDTHALERAL,
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' [PARAMETRIC RELEASE

INGAR) w2 )—R

1. PRINCIPLE

A

1.1 The definition of Parametric Release used in this Annex
is based on that proposed by the European Organization
for Quality:”A system of release that gives the assurance
that the product is of the intended quality based on
information collected during the manufacturing process and
on the compliance with specific GMP requirements related
to Parametric Release.”

11 zsxi'cﬁméhézﬁxwwauU—zwiﬁl;t Ek
MR EBEESOREIZESCIBETRIZHVLTINES
MR U AT AR I —RIZBEHHEGMPDERE
BIESTAILCKY, R0 RENBESN-LOT
HEZELERITSH, HAEATRHEDRT L] .

1.2 Parametric release should comply with the basic
requirements of GMP,with applicable annexes and the
following guidelines.

1.2 INSAMN) o)) —REERT HMIE, #%HTHPIC/s
AnnexEBLFOHA RS A B, GMPOEF M EREIF
[ErF olalbs (e = A

2, PARAMETRIC RELEASE

2. 13T AR U O =R

2.1 It is recognised that a comprehensive set of in—process
tests and controls may provide greater assurance of the
finished product meeting.specification than finished .
product testing,

2LIBRBHAIENFRRCEREREY H- LT BRR
MORBEERTBLEIC, BRESINRIBISEELT
WA EARIESNHED EEBH N TV,

2.2 Parametric release may be authorised for certain
specific parameters as an alternative to routine testing of
finished products. Authorisation for parametric release
should be given, refused or withdrawn jointly by those
responsible for assessing products together with the GMP
inspectors.

2285 AR o)) —R (k. BEOESHBOLEEL
T HEONSA—A—5EBTEIEELTERESLS,
INSAN oY —2ZDOEE. T, RYELR, HR0E
BEEGMPEEENSRITCIIOIRNETH D,

3. PARAMETRIC RELEASE FOR STERILE PRODUCTS

3. MAHFID/ZAM) v H))—R

3.1 This section is only concerned with that part of
Parametric Release which deals with the routine release of
finished products without carrying out a sterility test.
Elimination of the sterility test is only valid on the basis of
successful demonstration that predetermined, validated
sterilising conditions have been achieved.

LICOER. ERRRZEHETICEREROBF TR
HEEBAEMICITSI/ASAMN) o)) —=ZADERSIZRELT
BET 5. BERRROERIL, HonLHEHLN, /31
F—1avBEOEREEIERIN-CENIHTESSE
BIZOABHTHS.

3.2 A sterility test only provides an opportunity to detect a
major failure of the sterility assurance system due to
statistical limitations of the method,

3.2 ABZOMEMAIRRICKY, REABL. BERD
BRI AT LIS Eiﬁkﬁuﬁ&éh&"&ﬁﬂﬁ'éﬁ*’éh
HTLEDATHD.

3.3 Parametric release can be authorised if the data
demonstrating correct processing of the batch provides
sufficient assurance, on its own., that the process designed||
and validated to ensure the sterility of the product has
been delivered,

3.3 INSARY )Y —R (X RyFHRELLEESh I L
AT EHT—ZLDIOA, HANEEEOREDO
[SEBEEN. N)TF—LarEhITRTAYFARESh

|f=ceEt AR TS HEmEIS. BB D,

3.4 At present Parametric release can only be approved
for products terminally sterilized in their final container.

34 BB RATIL, /3TAM) DOV —R L, R BHTER
ﬁﬁtfﬁbhéﬂﬁd)ﬁ[:iﬁﬁﬁéhén
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3.5 Sterilization methods according to European{or other
relevant)Pharmacopoeia requirements using steam, dry
heat and ionising radiation may be considered for
parametric release.

35 MBI OEEST /A DEKRITHE 7=, &
KRR A ALRSREEL, RS AN IV —ID
SARTHD.

3.6 It is unlikely that a completely new product would be
considered as suitable for Parametric Release because a
petiod of satisfactory sterility test results will form part of
the acceptance criteria .There may he cases when a new
product is only a minor variation, from the sterility
assurance point of view, and existing sterility test data
from other products could be considered as relevant,

3.6 —EHWITH-IBEERES ORFENNTAN) vy
J)—ZEZFANSEED—ERLLDH=8 ., T2UHE
SR L TATAR YY) —REBRTHI i, FFELC
BWEEZLND, PGP ERMRIEOB S, BEF
QEBIZHLTEMLERT LT o200 THY . £D LI
HRICOWTOBRFORRRBO T N ERShDL
EALNDEEIHYEL.

3.7 A risk analysis of the sterility assurance system
focused on an evaluation of releasing non—sterilised
products should be performed.

3T RHALEA TLWALRRIZ OLWTHA AT DOHIEETT-
TLESTREcERELETHEEHERICATLDOVA
SR EZETHAIFRIZAES M,

3.8 The manufacturer should have a history of good
compliance with GMP.

38 BEEET GMPESFITOLWTEBFEEEEZELAT
(Ao s A

3.9 The history of non sterility of products and of results
of sterility tests carried out on the product in question
together with products processed through the same or a
similar sterility assurance system should be taken into
consideration when evaluating GMP compliance.

3.9 GMPESFE MY BRI, MG OEFRBR
BOBERVERRBROBREOBERELESIC, AL
B EREENDO AT LTEESN - hE RO
TOIhLOBEEEELZTNITELA,

3.10 A qualified experienced sterility assurance engineer
and a qualified microbiologist should normally be present
on the site of production and sterilization.

3.10 EH T, BRER I HOEERICIE S E R UEBOH
SYE U ENBERVREETIBMISEBEELRT
nEAHEN,

3.11 The design and original validation of the product
should ensure that integrity can be maintained under all
relevant conditions.

SNEREHRUMBOHMRZN)F—avTBWT, 5
2MAHoDIBETEIELET CHEShTNAILER
i s A=Y AW

3.12 The change control system should require review of
change by sterility assurance personnel.

12 EEERORTFLTCIE. &

EERIECEDLEITD
BEEZERLUGTFNEESEN ,

3.13 There should be a system to control microbiological
contamination in the product before sterilisation.

3B WETEOHT, HGPOMENBEREEET I
AT LAELTIRAEDAELY,

3.14 There should be no possibility for mix ups between
sterilised and non sterilised products. Physical barriers or
validated electronic systems may provide such assurance.

314 BENOASCEEROE AT ERT A REEA

LRSIz FhiEl oty Bl ARE S L T/

i—vayiﬁﬁfﬁﬁw BFHLRATFLIZEDRIENZE TS
Do

3.15 The sterilization records should be checked for
compliance to specification by at least two independent
systems. These systems may consist of two people or a
validated computer system plus a person,

3.15 WAL . TERERIGESLTWSIEE, &E2D
ORIV AT LATHEETOIVLELDL, chHDVR
FhLlE 2ADABSH WML/ TF—LavEDavE1—4
DAFLEITADABTETTHS,

3.16 The following additional items should be confirmed
prior to release of each batch of product.

3.16 HEAvFORGOHFRIZ. BIT OIEE ORI A
ETH B,

= All planned maintenance and routine checks have been
completed in the sterilizer used.

-BHRLEREBOMHEICE I AT AEEE D AR
MRETETLTWAZE,

= All repairs and modifications have been approved by the
sterility assurance engineer and microbiologist.

-2TOHELIEN., BARMASELHEYALFO
RBE/ONTINDIE,
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= All instrumentation was in calibration.

ETOBRIIRESNTINSIL,

*The sterilizer had a current validation for the product load
processed.

BB RZR RORE T E AL CHERY =8/
T—larshTlhihol,

. |3.17.Once parametric release has been granted, decisions .

for release or rejection of a batch should be based on the -
approved specifications.Non-compliance with the
specification for parametric release cannot be overruled by
a pass of a sterility test.

31T AENRTANIY V) =AM EBEN -5 HETAED
HRIXEBENT-RBICEIEOTHITAIEGELL,
INSAR) ) ) —Z OB IZBESLENEOE, EEAR
BEOWERIZE->TELTHESEEL,

4. GLOSSARY

4. Fﬁéﬂ& e

Parametric release

INTGAM D))=

A system of release that gives the assurance that the
product is of the intended quality based on information
collected during the manufacturing process and on the
compliance with specific GMP requirements related to
Parametric Release,

HEITECR O CORESh R E T SANvH ) —
ZzEHBCMPOERBE~OERICETE, SLE0S
Ea&fﬁ@fnf:mwé:&ﬁ%ﬁ#a TR R
D AT

Sterility Assuarance System

BEMKREATL

The sum total of the arrangements made to assure the
sterility of products. For terminally sterilized products
these typically include the following stages;

BROEREEZRIT 5IERT5—EDOFEEST.
BRBEIIAICBLTE. LIELIERTOFERIZEL-T,
ERMERIIT 5.

a) Product design.

a) WAL ET

b) Knowledge of and, if possible, control of the
microbiological condition of starting materials and process
aids ( e.g. gasses and lubricants.)

b) HEMERUVLIEMEMFLLEH0 (B AXARTEE
E)E[:ﬁ'é'éiﬂ%%&'vl B S ICEMENFHRED
=

c) Control of the contamination of the process of
manufacture to aveid the ingress of microorganisms and
their multiplication in the product. This is usually
accomplished by cleaning and sanitization of product
contact surfaces, prevention of aerial contamination by
handling in clean rooms, use of process control time limits
and , if applicable, filtration stages.

o) HEPADHMENDRARVIEMERH LT S50, &
ERBICKITHEROEE B, B

MEORERTHE, 27—V IIL—LTOIMYENIZLS
ELEROBLE, TRTERRBOHR. RESTHEE
IZiF. ABIEOFERICL>TERENS,

d) Prevention of mix up between sterile and non sterile
preduct streams. '

iil):ﬂﬁﬁﬁﬁ&lﬁ*iﬁ@@%ﬁ:@ﬁ]&%ﬂ)ﬁfﬂ)iﬁﬁd)lﬂi

e) Maintenance of product integrity.

e) HAEDTEEEOHEF

) The sterilization proess.

f) RELIE

g) The totality of the Quality System that contains the
Sterility Assuarane System e.g. change control, training,
written procedures, release checks, planned preventive
maintenance, failure mode analysis, prevention of human
error, validation calibration, etc.

DEREE. &5, FIEE. AR ISR CORE. 5TE
BIE, REGE—FRHE. AMIS—0PH. /F—ig
g‘ BREE EHNEERTIVATLEEUREVATLOR
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Reference and retention samples

SERRUREY LI

1. SCOPE

1. ER&EH

1.1 This Annex to the Guide to Good Manufacturing
Practice for Medicinal Products(“the GMP Guide”) gives
guidance on the taking and holding of reference samples of
starting materials, packaging materials or finished products
and retention samples of finished products.

11 EERKO=HOCGMPHAR(“GMPH 1R ¥ 5
XEX HAERY. A XIERESKOSERYTIL
BOVICBRAUZOREFEF L TINICOVTORREUR
BIZETEIHA T RERET S,

1.2 Specific requirements for investigational medicinal
products are given in Annex 13 to the Guide.

1.2 ABEICBTABEDOERTEA RT3 T HAnnex
13[ZHESh B,

1.3 This annex also includes guidahce on the taking of
retention samples for parallel imported / distributed
medicinal products.

13 AXEICHEX, HITWA A EESNSEERITOL
TORFYVILRRICETBHAFI L REET,

2. PRINCIPLE

2. 58l

2.1 Samples are retained to fulfil two purposes; firstly to
provide a sample for analytical testing and secondly to
provide a specimen of the fully finished product. Samples
may therefore fall into two categories:

21 YT NF2OORMNEERTH-HRETS . E—
OEMIFARREBREOY VI NERBRTIATHY. B2
DENEEEUREBAKOREDETHS. LIE=A-TH
v NiF2o2OATI)—ZHtENRS,

Reference sample: a sample of a batch of starting material,
packaging material or finished product which is stored for
the purpose of being analyzed should the need arise during
the shelf life of the batch concerned. Where stability
permits, reference samples from critical intermediate
stages (e.g. those requiring analytical testing and release)
or intermediates that are transported outside of the
manufacturer’ s control should be kept.

SERYUTN: HERH, S REERER A AYFOH
VTWT, BEAVTFORFHBBHIC, DEENEL 5
BIZHHETSENTRESADILD . REWHRIND
BEE HEOBEEGPEEENMNMOSERY LTIV
AEAMBBRUROIBICEOHLCLDAIGHERE
T5H0) ., XTHEE SR TEERFOTEARESH
B2E0HRETSHIE,

Retention sample: a sample of a fully packaged unit from a
batch of finished product. It is stored for identification
purposes. For example, presentation, packaging, labelling,
patient information leaflet, batch number, expiry date
should the need arise during the shelf life of the batch
concerned. There may be exceptional circumstances
where this requirement can be met without retention of
duplicate samples e.g. where small amounts of a batch are
packaged for different markets or in the production of very
expensive medicinal products.

FREYVTIL BRE RO/ \yFHASERYHL-E2IZE
Hgh-EEEEGS LTIV, A—EERE0-HICEE SN
B, BEAYFOFENHRERNT, AXERAOEE. &
® SRNUERRBEER)—TLub Ny FFoN— &
AHREOEZONENEL-BEOROTHS. HIZ
(v FOLEBERLLIHBRIFIZEETIIBEE., XITE
HISHTEEZORED IS, EELEY U TLER
BLALTE, COEHCHEESTEAHNRRREH DS,

For finished products, in many instances the reference and
retention samples will be presented identically, i.e. as fully
packaged units. In such circumstances, reference and
retention samples may be regarded as interchangeable.

SERRISOVWTIE, 2L DBEIZSERRVEFYVTIL
TEI—ORKE, T hbbERICEESN-EEEALA
B TDIITRR T, *%nn&’(ﬁﬁﬁ"ﬂ'/jlb[iﬁm
AaEERAShd,
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2.2 It is necessary for the manufacturer, importer or site of
batch release, as specified under section 7 and 8, to keep
reference and/or retention samples from each batch of
finished product and, for the manufacturer to keep a
reference sample from a batch of starting material {(subject
to certain exceptions — see 3.2 below) and/or intermediate
product. Each packaging site should keep reference
samples of each batch of primary and printed packaging

" |materials. Availability of printed materials as part of the
reference and/or retention sample of the finished product
can be accepted. -

22 BIEREE MAEE. RIN\vFORTISHESTE
T3 HARCOWTIE, TRUSHICHEESA TS LSIC
BRESOENYFISDSEREVY/LERFY LTI
% Ff- BEEERICOVTIEHERME N \YFHLOS
EZEBHLTIL BN S DB EEEHELT—LUT D322
B)GOWLFRERERETIHENDHL EBEYAL
X, ~RE#HEVHRFAOAHDENYFIIOVT. S
ERYUINERETL L BRAGOSERLLLA
FHUINELT . HRIBEADAHEZRETHILEHSN

o

2.3 The reference and/or retention samples serve as a
record of the batch of finished product or starting material
and can be assessed in the event of, for example, a dosage
form quality complaint, a query relating to compliance with
the marketing authorization, a labelling/packaging query or
a pharmacovigilance report.

23 SEGLHVLWLEFY VT BRESSRNIHSE

FRHONAYFIZONTORFOREZTRL, FHIX

(. BEl0RECEHTHEE. BRERE~OBEEGEIZE

TEERE. SANKRTAEICHTHRER. ITHRER]

ﬁmgﬂgiﬁ%tzﬁaﬂ'éﬁﬁﬁiufziﬁ%t:#{ﬁﬁé:é_—
TE3,

2.4 Records of traceability of samples should be
maintained and be available for review by competent
authorities,

24 BT OEBHATEEMOREFIIERESN, FIELE
DEEICHTEIENATERESCLTEMTRIERSE
Ly, .

3. DURATION OF STORAGE.. . . .

13. (FE®E .

3.1 Reference and retention samples from each batch of
finished product should be retained for at least one year
after the expiry date. The reference sample should be
contained in its finished primary packaging or in packaging
composed of the same material as the primary container in
which the product is marketed (for veterinary medicinal
products other than immunologicals, see also Annex 4,
paragraphs 8 and 9).

3 BREZOENVFHLOBERRUBEEYLIN
X, P ADHRERR 1 ERITIRET I L. HF
RHUTILIE, ARERERTETHRE—RBE, Xid—
REHBLRA—HETHEShIBRTRELBTAERS
LY, (REPEXIERCEMMAEESRIZBEL T, Annex
4 paragraphs 8RVOEEEO L, )

3.2 Unless a longer period is required under the law of the
country of manufacture (whose competent authority is a
PIC/S Member), samples of starting materials (other than
solvents, gases or water used in the manufacturing
process) should be retained for at least two vears after
the release of product. That period may be shortened if
the period of stability of the material, as indicated in the
relevant specification, is shorter. Packaging materials
should be retained for the duration of the shelf life of the
finished product concerned.

3.2 HEFTSEENLRAPIC/sEBTHLHE) DX
T, KYRVEIRAERSW COEWRY, HBREY LT
INEETO A THERAINDEE, HRARX(ZKLPITSH
OB RAIEHERDECEL2ERIIHRESNDCE T
DM, ZUTIRBISRINDEIC. BHOREN
ARIYBENESIZETEEL T RN, BT ERERER

|DEHHRETHRELETAITESAL,

4. SIZE OF REFERENCE AND RETENTION SAMPLES

4, BERRUVRGEYIVTILOHKE

4.1 The reference sample should be of sufficient size o
permit the carrving out, on, at least, two occasions, of the
full analytical controls on the batch in accordance with the
Marketing Authorisation File which has been assessed and
approved by the relevant Competent Authority /
Authorities. Where it is necessary to do so, unopened
packs should be used when carrying out each set of
analytical controls. Any proposed exception to this should
be justified to, and agreed with, the relevant competent
authority.

41 BERYUTIIE, BV FITONT, BETHA
BURBICLYBESNEBRShTOSRERDBEITII
[Z-T-TReUNHERELHEL2E RS HDITTE
DEBBTRINETALEN, ThERETLILENDHD
Be. BEAMBROERICIERBHOLOEZRVETL
[(EEERL, BINERTEIHIBRICE., XU T OREDRB
[CRLUMEDHBEZTL. AEERTRITNIEELEL.
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4.2 Where applicable, national requirements relating to the
size of reference samples and, if necessary, retention
samples, should be followed.

42 ZHTHEE. SERVUTIL, REBRGIFAIC
Z. RZREFEFTLOREICETAREEGEETLETA
[EE5TELY,

4.3 Reference samples should be representative of the
batch of starting material, intermediate product or finished
product from which they are taken. Other samples may
also be taken to monitor the most stressed part of a
process (e.g. beginning or end of a process). Where a batch
is packaged in two, or more, distinct packaging operations,
at least one retention sample should be taken from each
individual packaging operation. Any proposed exception to
this should be justified to, and agreed with, the relevant
competent authority.

4.3 BERYUTINIE, ThofERSh-HERE., $
FHARIRRMEAON\YFERRTILOTHTIE
LN OY U TIILETRBORLANL ADANDE S
(FAIE, TEORO RIZBRY)ZEE_A—T HHIERLE
FhIEELEN, Ny FE2DLU LD IEDfFRTEET
BB, FhThOBEEEMMVLEIEEH1OOEREF
LTI EFERLTFNELZSEL. ANEIRETHIE
B ZYTOIRENRICRLEOHRBET. RAEEZZT
TiTh(Easii,

4.4 1t should be ensured that all hecessary analytical
materials and equipment are still available, or are readily
obtainable, in order to carry out all tests given in the
specification until one year after expiry of the last batch
manufactured.

44 (BIEFd L2 BIc20O)EELEREAYFD
FHHBRR1EFTCE BEBCHESN-2TORHEE
T 55, 2 TOLELSTREN. RUEEXRA
AREEL THLD . RITEOHCAFETESESZLTE,
lh p (A &= A R

5. STORAGE CONDITIONS

5. REFEHE

5.1 —

5.1 fAEiEL

5.2 Storage conditions should be in accordance with the
marketing authorisation {e.g. refrigerated storage where
relevant).

57 REAHIRERR - —N LT BET5BAX
AEES)LTULIETFhIE LS,

6. WRITTEN AGREEMENTS

6. RHEMYRLE)

6.1 Where the marketing authorization holder is not the
same legal entity as the site(s) responsible for batch
release, the responsibility for taking and storage of
reference/retention samples should be defined in a written
agreement between the two parties in accordance with
Chapter 7 of the PIC/S Guide to Good Manufacturing
Practice. This applies also where any manufacturing or
batch release activity is carried out at a site other than
that with overall responsibility for the batch and the
arrangements between each different site for the taking
and keeping of reference and retention samples should be
defined in a written agreement.

6.1 BERAFEEALS, Ny FHFATHEETIREML
A—-OEATHEVVEE . SE R/ REFYTILOFERR
CREISHTDREIL, PIC/SGMPH A FOETEIZHEL,
HEORZHXETPITRELZFMIEELE0, ChiEBE
iy F HEAIEHRERA, NV FITHT D2 EMA
REZHTHREFUN TTOASERICOVTENE
RAEhd, ROHBEFRMTOSERRUVEFYLIILO
R UICFEICOVWTORYRDE, RMBRITRE
Lt hidasiay.

6.2 The Authorised Person who certifies a batch for sale
should ensure that all relevant reference and retention
samples are accessible at all reasonable times. Where
necessary, the arrangements for such access should be
defined in a written agreement.

6.2 RFED=H/I\YFEZRIT B4 —VSA L=V
X. 2TOBRETEISELRUVRFEYCINN, ZUGFF
BIRIC7 7 ATMRETHALEFERICLATFhE DL
W BMEGESIE. TORIETFI/LADHOIRYRED
. XEBILShi-2P{BICHAELEFRIFELSAN,

6.3 Where more than one site is involved in the
manufacture of a finished product, the availability of
written agreements is key to controlling the taking and
location of reference and retention samples.

6.3 BERIUGOHMEITI DL EOYAAEETEES

X, XBEShE-ZHEAERSATWDIEEZ. SER

%g{fﬁguﬁ)b@ﬁﬂ&dﬁﬁ&&%ﬁ?éiﬁ@i%
1D

7. REFERENGCE SAMPLES — GENERAL POINTS

1. B3ERYUTIL—2REEEAR
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7.1 Reference samples are for the purpose of analysis and,
therefore, should be conveniently available to a laboratory
with validated methodology. For starting materials and
packaging materials used for medicinal products, this is the
_|original site of manufacture of the finished product. For
finished products, this is the original site of manufacture. -

Fﬁ'c&xé_&

11 BERYUINVEAFENTHL A, T3
FOSMEEATHIERRENFEHATESISICLTS
AETREGELEL, EERICAVSEERRLIEEH
IZ20nTid, BH O EERBITo-HEMTHHE

&s J‘Eﬁznn[s'DL\—Cli Eﬁﬁnn@ﬂﬁ%%lﬁl_’-ﬂf:ﬂiﬁ

72—

7.2 iEEfd:L,

8.. RETENTION SAMPLES GENERAL PO[NTS

8. {%?-'F‘qu’lb ﬁﬂEE’L‘IE}f—i

8.1 A retention sample “should represent ‘a batch of finished
products as distributed and may need to be examined in
order to confirm non—technical attributes for compliance
with the marketing authorization or national legislation. The
retention samples should preferably be stored at the site
where the Authorised Person (AP) certifying the finished
product batch is located.

81 ﬁﬁ"ﬂ'/jjbliumﬂﬂ_é%"ﬁgﬂnn@/\‘Ja"’z“ftﬁbf&- -

[FhiEhsin, X, RERBXEEOERICHT SIEE
HEE DB S L ER T I-OBRETINELD
B, LI=h>T. FEYVINITBERNRAO N \YFIERAE
TF5F—VSA A= PRETAEEmRICTRE Y
BTEMEELLY,

8.2 —

8.2 RELL

8.3 Retention samples should be stored at the premises of
an authorised manufacturer in order to permit ready
access by the Competent Authority.

83 FEEYUTILIIFBEUBICLLELMNETIER%ET]
Bebd 28, FAsh-85EF0BRM-THRELZT
NIESEEL,

8.4 Where more than one manufacturing site is involved in
the manufacture importation/packaging/testing/batch

release, as appropriate of a product, the responsibility for
taking and storage of retention samples should be defined
in a written agreement(s) between the parties concerned.

84 WRONE BA GE S8, \oTHEAE
#1212 EOEER A ET B RAIZE, BEYT
LOBRBECEEICHT AFENL. SEEMOLNEIS
B LR ISR,

9. REFERENCE AND RETENTION SAMPLES FOR
PARALLEL IMPORTED/PARALLEL DISTRIBUTED
PRODUCTS

9, WTEA ~ HiTEESN R RICHTEHSERRUR
7YoL

Noate: This section is only applicable if the national
legislation deals with parallel imported / paralle] distributed
products.

AEFENFERICETRAX S FETHRAMSRESHL
TWAHEICRYERATRETHD

9.1 Where the secondary packaging is not opened, anly the
packaging material used needs to be retained, as there is
ho, or little, risk of product mix up.

01 —RARARHEAELES L. BREROURY
MIEELAER NN EETH B8, BL\bh-EHOHE
EBHENHD,

9.2 Where the secondary packaging is apened, for example,
to replace the carton or patient information leaflet, then
one retention sample, per packaging operation, containing
the product should be taken, as there is a risk of product
mix—up during the assembly process, It is important to be
able to identify quickly who is respensible in the event of a
mix-up (original manufacturer or parallel import assembler),
as it would affect the extent of any resulting recall,

9.2 FIZIEH—FrERITEERER)—TLyrERYE
ADH-HZRBEFHHTIESIL HITEDTHE
BRIOURAIEHA1=0. AEEEEICHRAVOREFY
YN AZERT AL AR—ERNECBED
EEEZECPHNIBETEDLIICLTHELILF (REE
FHHRMIAITHMAMRA L TES), BORUROEEFHIZE
EB4H5.BEETHS,

10. REFERENCE AND RETENTION SAMPLES IN THE
CASE OF CLOSEDOWN OF A MANUFACTURER

0. HEE R RER LT 2R B DB ERRURHEY T

yl7
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10.1 Where a manufacturer closes down and the
manufacturing authorisation is surrendered, revoked, or
ceases to exist, it is probable that many unexpired batches
of medicinal products manufactured by that manufacturer
remain on the market. In order for those batches to remain
on the market, the manufacturer should make detailed
arrangements for transfer of reference and retention
samples (and relevant GMP documentation) to an
authorised storage site. The manufacturer should satisfy
the Competent Authority that the arrangements for
storage are satisfactory and that the samples can, if
necessary, be readily accessed and analysed.

101 WEEESREEL, EEE O T%RMH, RYUEL.
RiFEZHETZIESICIE, BERELEEENNEL-EL0
ADERADEEL/ \YFHAERICHEICRS. Thd
DN\ FETIBCRFEL TR T-OIzE REXHISH
REVREY IRV EET A0MP X ERPZHF I
h-BRERERABETS-HOEMATIRYRHETD
HithEinil, SLEEEFMBLURICHL. FEOT:
HOWMYRHMRTESEShTHY . BERIFEEPA,IC
BTN AQT AR USRI THLEF, REl
LEihiEiesiily,

10.2 If the manufacturer is not in a position to make the
necessary arrangements this may be delegated to another
manufacturer. The Marketing Authorisation holder (MAH) is
" [responsible for such delegation and for the provision of all
hecessary information to the Competent Authority. In
addition, the MAH should, in relation to the suitability of
the proposed arrangements for storage of reference and
retention samples, consult with the competent authority of
each country in which any unexpired batch has been
placed oh the market.

102 HEEENNBELFELERT HIIBISGLES,
ChEJOESEE~BBELTOHE . HERFES
FOISLBERVLHERRTONRERE, fiEUBICIZE
TERENHD. Bic, WEREEEISETRRURT
T LOREITOVTIERESh =R YRO OFELIEIC
BLT. ARHRNONAYFRHRISHEELTHSEED
A RIS LRI h SRS,
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