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MANUFACTURE OF PRODUCTS DERIVED FROM HUMAN
BLOOD OR HUMAN PLASMA '
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PRINCIPLE
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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 biclogical nature of the
source material. For example, disease—transmitting agents,
espedcially 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 bioclogical 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
blood 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 donors and the screening of
donated blood in the European Community1 (98/463/EC),
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 -
Report 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 validating the inactivation and removal of viruses”
published in Volume 3A of the series “The rules governing
medicinal products in the European Community” may be
helpful.
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These documents are regularly revised and reference
should be made to the latest revisions for current
guidance.
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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 require
compliance with them.
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GLOSSARY
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Blood: 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 blood or plasma: Medicinal
products based on blood constituents which are prepared
industrially by public or private establishments
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QUALITY MANAGEMENT
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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
establishments and be tested in laboratories which are
subject to inspection and approved by a competent
authority.
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3. Procedures to determine the suitability of individuals to
donate blood and plasma, used as a source material for
the manufacture of medicinal products, and the results of
the testing of their donations should be documented by the
collection establishment and should be available to the
manufacturer of the medicinal product.
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4. Monitoring 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.
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5. Medicinal products derived from human blood or plasma
which have been returned unused should normally not be
re—issued; (see also point 5.65 of the main GMP guide).
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PREMISES AND EQUIPMENT
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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.
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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.
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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.
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BLOOD AND PLASMA COLLECTION
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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.
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10. Each donor must be positively identified at reception
and again before venepuncture.
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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.
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12. Donation number {abels must be re—checked
independently to ensure that those on blood packs, sample
tubes and donation records are identical.

12, Mg/ Sy BT NERVEMGESRAFE—THHS
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13. Blood 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.
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TRACEABILITY AND POST COLLECTION MEASURES Fo—HE)TFALIEMBOEE

14. While fully respecting confidentiality, there mustbe a  |14. {H ATEBR OB R B TEATIZEL . BRI S41L7- (A 2 M55
system in place which enables the path taken by each [COWTC, FF—DolEE (RREXIIEBREE) LS50
donation to be traced, both forward from the donor and T.&BREARICEIFTORKE. EF5oDHANLHIE
back from the finished medicinal product, including the BTELVRATFLERBELLZTINIERSAL, 5 SN E{E

customer (hospital or health care professional). It is AZHBETIOE. BEEEOEFEETHS,
normally the responsibility of this customer to identify the

recipient. ‘

15. Post-collection measures: A standard operating 15 RMBOWE: UTOBROLAH--BES. MERD
procedure describing the mutual information system M SEFRENAE &% L BE /S Bl e R CIERE AN TED LS

between the blood/plasma collection establishment and (. BEDEREF AT AN RSN IEEIRETIR
the manufacturing/fractionation facility should be set up [E%HRETH-&,
so that they can inform each other if, following donation:

*it is found that the donor did not meet the relevant donor | - FFr—OREERESRF—EECRBEETHLI_EAD
health criteria; Mof-18E

*a subsequent donation from a donor previously found ‘HIEI DRI EFC A I RT—h—BREAEETHoT-
negative for viral markers is found positive for any of the |FF—A\ DB IMAEICIXEEERLI-ES
viral markers;

“it is discovered that testing for viral markers has not "MYROONI=FIETIANRT—h—RENEHESH
been carried out according to agreed procedures:; TWWEWZENHBEL-18E

*the donor has developed an infectious disease caused by [~F+—#%, MR KA RIZLIEEOAREELHIEL
an agent potentially transmissible by plasma—derived (HBV, HCV, HAV, ZDBEF &A1 LR HIV-1/2. RUF
products (HBV, HCV, HAV and other non-A, non-B, non-C DDBERE CHRMDOEAF) C IR EFELFREL-ES
hepatitis viruses, HIV 1 and 2 and other agents in the light
of current knowledge);

*the donor develops Creutzfeldt-Jakob disease (CJD or [-~0A Y7L 2T %% (CIDX [FvCDJ) A RIELI-IES
vCJD);

*the recipient of blood or a blood component develops MR ITMER D E RS ShE-EA. FF—EBELH
posttransfusion/infusion infection which implicates or can |3M XL RS AM ML RSEREL-BES
be traced back to the donor.
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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 sizé of the
pool, the time period between donation and
seroconversion, 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 C, 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.
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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. SN2 5Mi% . Mg, XEZhoHRDBEREFRER
W/ XEHEY 5=-HODHBHIEETIRNIC. HREDKRE
EBREEFI—A—ICOWTEYGRERVEENLZE
FHN)F—2avEDRABRAREANT, BHBEREL
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~HBsAg;

*HBs#i R

= Antibodies to HIV 1 and HIV 2;

-HIV—1/2#E17$

= Antibodies to HCV.

-HCVHiL{K

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

heDSHRYERLEERICHARoh-5E, € Ori
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(Additional tests may form part of national requirements).

(BRBRIIEDERBED—EHLLEOTNIEELHD)

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 EMERHNSELE TIEF T, RITEEREMEHET
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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 non reactive for the following
markers of specific diseasetransmitting agents:

18. RPIDY—HMFET— )L (B ZIEOVATLIET—
DREER)T. L TOBEDGEEERBEOI—hH—IZDL
T, BYLEBRERVEEEEEL, N\UT—aVE0DE
ZETHEEL., CholCOWTRIGHEERESGNIEEBEL
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*HBsAg;

‘HBsth /&

* Antibodies to HIV 1 and HIV 2;

"HIV-1/284F

- Antibodies to HOV.

-HCVHLtE

Confirmed positive pools must be rejected.

BiEREERLIET—ILITEELZTRIEGESEN,




18. Only batches derived from plasma pools tested and
found non—reactive for HCV RNA by nucleic acid
amplification technology (NAT), using a validated test
method of suitable sensitivity and specificity, should be
released.

19 @YU RERUVEBEMZALN)T—a 2 kR
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20. Testing requirements for viruses, or other infectious
agents, should be considered in the light of knowledge
emerging as to infectious agents and the availability of
appropriate test methods.

20. DA NADZFDMEZERFORERICETAERE
HiE, BREMEFICETIRHOR PN YR
FEDOMATMREEERICAhG TR IEESALY,

21. The labels on single units of plasma stored for pooling
and fractionation must comply with the provisions of the
European (or other relevant) Pharmacopoeia 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 blood 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 separation.
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22. In order to minimise the microbiological 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.
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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.

. HBREINIOIAMINABREREFELIRICED T
BRAEEHEICRYTIHEEEALRITLIERLE
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 JANABRERIIFFILIROFENNYF—1 3>
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RETENTION OF SAMPLES

HUTILDERE

25. Where possible, samples of individual donations should
be stored to facilitate any necessary lock—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. AIRETHNIL, BRI MEY T ILITHB EAETE TS
BITRATHERICRELTEMRTRIFEESEL, Th
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DISPOSAL OF REJECTED BLOOD, PLASMA OR
INTERMEDIATES

Mm%, mE X EPEE R OWHE
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26. There should be a standard operating procedure for the|26. I ;&. Iﬂl?ﬁ’XliEPFEﬁ?i&'pﬁ:@ﬁ&%(:?\t\ffﬁﬂ’)ﬁ
safe and effective disposal of blood, plasma or ﬁﬂﬁF_ﬁi%%ﬂﬁﬁsoPl:Tﬁ%Lfi['f'hliﬁ%ﬁb‘o
intermediates. '
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Qualification and validation
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Principle

IEEII

1. This Annex describes the principles of qualification 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.

ANEIIEEROIE(CHIT 58 R U/
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PLANNING FOR VALIDATION

NYT—23 5 E

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—2avEREHONCOHBELTEMI S
ThiFEsily, N\)F—2aoTndSLOEELRER
(&, )T —2 30 RE—TSUVMP)E WL, FhI(Z48
HYSXEITHBEICHREL. BRLEITh RS,

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

3. NYF—23U3RE—TSU0%. F’ﬁﬂiﬁ R R VR
BHXETHS,

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

4. N)FT—230RRB—TSUITEDEELUTICEY
ST—AFRELE T IFESE;

(a) validation policy:;

(@) N )F—S 3R —:

(b) organisational structure of validation activities:

b) N)T—a EBOHEBREE;

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

) N\)T—23 %FF kT bR, VATL, BERVUT
ROoWE,;

(d) documentation format: the format to be used for (d) X%Eﬂﬁ@%iﬁ: TAFILBRUOREE(CERTRE
protocols and reports; =®;

(e) planning and scheduling; (e) IERUEHH

(f) change control: N EREHE,;

(g) reference to existing documents. e IFEDXENSE

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

5 KRBDOTOUIINDBE. TORHDOER DY
Z’—‘“/a VRAB—TSUERBTBIENBBRIBENDH

DOCUMENTATION

XEft

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.

L EEEFHER VNI T—2avEEDKSIZERT 50
BELE@mICLDTORILEERLEZTNIZARSEL,
RRILEBRE, RBShGThEEshn, Jaokan
(< lii%l*z&lﬁi]\%ﬁéfﬁmL&(Thli&b&b\
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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. BEMEIE@EELLLAAYT—arFaraliciind 3
BRESHERLAEITAIEESEN, SREEIE, /\UF—23
UIEREFED . BRL-2TOS®BICHT a4 MR
BL. EROBEICHELGERORELZED . HELRESR
FBEFLIGTN IS0, TRrVIZEEL-EEIC
ERBEMADEIE. BU LR BEDHRBAZEDIT T, XEIC
SEEHLATNEESEL,

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. B L IAE YIS T LRI, B AT A TN
)F7—2av(CBHFBRAT VTN DBITICOEEXEA
BHENSH, BEEICLIFASITHLNSEIL,

QUALIFICATION T ST
Design qualification ER AT RS {4 ST

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

5. BILLEM. VAT LXEEB DT ORh
DB FRHEFBEE B0 TH S,

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

10. GMPADHREFT DB SHEZEREL. BBk d 524,

Installation qualification

T B B T

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

1. RHEBRERSD (0 %, TR EERSNI16
B VAT ARUEEICHLRILA T RUIEASEL,

12. 1Q should include, but not be limited to the following:

12, BABEEERER (QX. U TEEDEET B,
ChbIZREEN D TIHAL,

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

@QFEHDI =TI T RAERUHKICHLTHRESh
HE. BE. Y—EARUVEEDER

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

6) MAEED LBERENSBERCFEDH
[CRFEBEH OINERUES

(c) calibration requirements; (c) RIEEH
(d) verification of materials of construction, (d) M E D&EE
Operational qualification EERF G TERR

13. Operational qualfﬁcation (0Q) should follow Installation
qualification.

13. R FREE RO E. EnMEiRitES 0Q &
=S AN G i (AP A=V AN

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

14, EERFREEERERIE. LTE2E0IEETHM. Ch
SISREEN AL D TIEALY,

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

(@) TRtR, VAT LRUVREOMFEZEICRFELIHR

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

b) “D—RMr—REH"EMENDIBELH S, BEDLE
gﬂfﬁ%ﬂﬂéﬂﬁb‘cé’iﬁbf:%ﬁk BWE—EDEHES
yERE




15. The completion of a successful Operational
qualification should allow the finalisation of calibration,
operating and cleaning procedures, operator training and
preventative maintenance requirements. [t should permit a
formal “release”of the facilities, systems and equipment.

Eﬁﬁl..*%"iﬁmub\l_{j” TLT_1£ *)QIE *‘:’s'f’ﬁ
ﬁE:%%J!E 1?%%’]“%%&0%5755’]@—1- HEHAERET
BIENTED, ThIZKYHER. S RATLRVEBDE
KRR EHEETREET DI,

Performance qualification

Bt AR RS

16. Performance qualification (PQ) should follow successful
completion of Installation qualification and Operational
qualification.

|REEREERE R (PQ) EEELAITHIEESALY,

16. #Eh‘E%:E’FHHEEE&UE@EB#E%'I‘HEEﬁ@%ﬁ’tﬁfﬁ\

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

17. BREMEEEEEREEL. LTEELILET AR,
NBITRESh 2ED T,

(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) SLUEREH. BUMARESL-RARXZERES
EAVND. TOERRUMER. Y RATFLXIZEBICETS
MFEEICHRLI-HER

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

O B IRETRESA LB ERRNI—R0R
A B TR HHE

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

18. BREMREREREZEHRI L ESELTREERS
M, HIBEEICIF TN EEELEER R TEE
THEITBEITH S,

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

BTSRRI, VA7 bR CEEOBTRILE

A

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.

EEREBEOEELEHICOVT, BENRSA—ERT
REMBERM T, DR UM T DEMA L TIEA
DIFLY, IS HRIE, 3%, PR SE, BETFIER
Uif’ﬁ%EEﬂlﬁ%lﬂﬁ&(ﬁ%ﬂﬁb“ﬁ(%(:EEﬁéhﬁil‘Hn (%
BIELY,

PROCESS VALIDATION

Ot N\Y)F—3>

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. COETHHTIEHRRUVRAIIEEREF OEE
[SHEASND, FRIEBOYEN)F—3>  F0BIT
bhsd, WE?#’LLI&L’DL\T(D/\UT—*/E!/&UE
NYF—L3 DN CERET S,

21. Process validation should normally be completed prior
to the distribution and sale of the medicinal product
{(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, 7°El-tle \)TF—2avIEZERDOFERUER

SEDRNZE TLTWEHHAIEASHEUNE BRI/ F— 3
Vo THNIAIRETHLISNMGRRICEVL T, BED

ByErh(c 7°DtX/\U-r—/azéiﬁﬁ‘s“é;t/s\z\%t%
H(EEFR/N)TF—30), X, BIzHIHE=EELTLNS
TRICDOVWTH, N)F— a3 FEHLAITAIERS ALY
(BIEK/N)F—2a0),

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

22, ﬁﬁqﬁ-éﬁﬁnﬁ /XT-L\&UZ% ‘-0L\TL*§"$ﬁEnlu
#=EML. %ﬁ‘t%ﬁﬁﬁ’ik’)b\fl\')T—*/BJE%)SEUE
FNIEEDEL, NYF—S 3 k%2 hﬂ?’éx’ﬂ‘/ﬂi
b)) b ‘lllﬁfé'ﬂ'('l'fl,\?&('fhli&b&b\
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23. Facilities, systems, equipment and processes should be
periodically evaluated to verify that they are still operating
in a valid manner.

23, . VAT L. BERULER, ZNohAMIIE
WY STEFIRAES 1R M BN M5
T,

PROSPECTIVE VALIDATION

TR T—23y

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

24. TR T —2auICTIF U TEEDIEET AN,
NOICRESNSEDTITAL,

(a) short description of the process;

(a) TOER DR

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

b) AEITNEEECTREBOBE

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

(o) BT SEERUEBOUAF AR/ E=5— 55
EBEED) BUICHEDRS

(d) finished product specifications for release;

@ BEAEHEORDOBREEROEE

(e) list of analytical methods, as appropriate;

& BLToBE . AMAEDURF

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

) EEHEREZH SRR -IEER

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

(@ AEHEREEZMHS . EET NEBMFAR. RULE

BEE. SHN\UT—ar

(h) sampling plan; (hy BT )T EHE
(i) methods for recdrding and evaluating results ) HBROHE. SLlES %
() functions and responsibilities; 0O BBERUERE

(k) proposed timetable.

K BEESh-EREHCOLCOHER

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 BEShE=TREGAESNEESESOIERL. RIE
BEADO—EDN\YFHBREOEHETCRIEENG, BH
BIZE. TROBYRLEIEEUVERBIN-NBICEKY,
BEOEHORERMEMA LAY, E-FHEDAED+
RBET—ENREShETNIEEELEL, BRMICEEL
=S A—BRNTOEHEI/N\YF /AREMN, TO+ER/Y

NTF—2avERMESEEHILTOVTIE, —BHICZIT AL

5hTLNB, | |

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

26. TAEAN)TF—3D=HEETE\YFIE. BER
TEEREERE N\ VFERI—F A X TRITNIERSEL,

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.

2. N)F— 3Ry FERSE, #6755,
EFNLDRERBZ/NY T—2 3 U OT-HDBMGRER
COVWTHEHETIMBRTHAC L EEDH. POEHI
VIS (BET 5581 RERBEGFCTLICHESL
BFhIEE RN,
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Concurrent validation

BEEAG/ ) F—2 3>

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

28. BISMRTRR T Tid. B 0 4 O BIIARNIT/Y
T—avIRISLERET LEVLIENFRINS,

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

29. RIRMINUT—2aVERRTORED, ZEMHEEE
HTRL, ELTH—VYSAXRI—YUIckYRBESNA T
NIFAEBIEL,

30. Documentation requirements for concurrent validation
are the same as specified for prospective validation.

30. RIFFBIN)TF—2 3o DD XEDRREEITTH
BN F=avicalEEshELOER—THh 5,

Retrospective validation

[EIRERI/ ) 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.

81. EIREKI/ANIT—2 a3V [+ Sh - TRRICHL
CDARBSND, RRDHKS  AEEFIETEBCE
BEARERBESN TOSEEICETEL THDS,

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. TDLIGITEDN)F—av(EBEDT—AIE

DWNVTERIELRITIIELESEL, CONYF—SauzihE
BFIEE. BEDTOLIILOER. &R OHBEEIEAL
ELHIIGT DB EDHBRDRESEEL 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 resuits.

33 ZONYT—LaVEERBETEAEDT—RELT, /13y
FIMIRUEERER. TREEFy—, B TS5
ABLEREE. TEEIRH. EOH—FRUBRERTE
HERREORKRAGT—ROFDOMAZEITEINDG,

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 number 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. EEM/N)T—arD-HBIRENF=/\vF(E. 1]
BICEELEVWEDLED., LE 1—fpizaEsht-
FTRTOINYFERERL, T-TOERO—EHERTT-
HTDEHTHHE, UETO+REEEMICKRITTS
ORBELREXIIBEOT—4%218348. BREY VTS
DWCGEMBRBAREICRLZIELH 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. EFERIN\UT—a RTS8, — RIS ES

Liz10~30/\yFDT—2%ET0tXND—B % 5EHT 3

=OICHRELZTNIELZSEL, LAL, ELGERNHS
BICIEXKYDPEDN\yFTEED,

CLEANING VALIDATION

‘BEANYT—23y

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. EFN\UT—Sa vk REFIBROEMEEERTS
EOICRELZ TR EESHD, BROEBYOFv)—
F—=n—  EFHRCBEDERONTOREEDE
ElE. BB T HRMBHIK T HRBIULRMICE ST

W NITESEL, REE T ZERTRTHY. 185
ATRETRIT TSR,
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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.

37. BREVMXIIFEZEMEEZRUTELREZHT 5\
T—2a vEREOSHAZERVVETRIEESEL, &
SHAECOVWTDREBRIE, BIIShHFAELAIL
DERBMXILFELMELERET 5O+ HHRETRIT
FAF A=Y A AW

38. Normally only cleaning procedures for product 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.

3. BRIIEEOCHREMETRICNTIEEFIEDOH/N
YF—2a HxRETHIHENH DN, FEEMERSIZHL
THERLAGTAEESEL, EHEMERETOHRE.
jﬁU{l:f FOLBEAOETOHBOMRLRIILAET
NIEESEL, XRBRRVAEZREFRELEZTNIEGESH
AW

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.

39, T IRRARVIRICHTEEEFIEDOLT.
FEURRERUVIEORRNGHBEAEEIRT S EMNTE
h3EEZONTWNS, EXEREIEEEELI"7—AK
F—R"FEICDOWNT, B /N\) T—L3 % RikT 5
EMTED,

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. ‘=L|f.xéf:@jilfﬁ“/\‘UT‘—‘/E!‘/%J?E%’C&S%);&’&;EE
ETE“&(T#’LIi&b&L\

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

ERRAETHARYT D ITERNUT—avcH
Téﬁﬁl&ﬁé%%&liﬁ&éh&b\

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, REShORENENFEERIIFETHIHERICE,
BN ELT, TN EABICEMEEABETIERE L
MEBRORDYICERTSEANTES,

CHANGE CONTROL

EREHE

43. Written procedures should be in place to describe the
lactions 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 HEEH. ASERER. IREE. TEERHEXIE
SLEAT). BEAE. REAEICHL, ARREXIEIE
DBREICHEELTRITTHREOHLIEENRESNT
(8, RAREHEICOVWCREL-FIEEXHEA T MM
niEEsiiin, %E“E%Hﬁ”é%ﬁﬁ?é‘_t’c EEZED
IRICIHT HREITBEETAIMENEELELI LA
Eﬁ?’é'ﬁ" F—ARERSNEEARIALEITAIERS
LY,

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.

4, HRREXITTEOBREICEETHIAHREDHS
ETHERIE. EXICIEEL, XEBELTEREL,. RETHS
CE IR, VAT LARVEEDEENAHRICHLTRIZ

BEX, VAW ESOTHMTHIE, BHEEEST
lRUOBENA)T—2av (TR0 EE. BoCITZDE
EERETEHLE,

REVALIDATION

BAYF—3v




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, equipment and processes meet the
prescribed requirements fulfils the need for revalidation.

45. EHEEO R, VAT L EBRUIEIX. 7
NoBRFUTHEIILEHERTI 4. EHMICSTHEiT 22
Eo NYT—aV BEOREBIZHLEREEEATOAT
WEWBRIZIK, B VAT LA EBERUIENAFED
BEHRCEETHIENSINAEFES L a—%EiTEL
T, BN\)T—2a ERET,

GLOSSARY

FsE

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.

ANXETHEALTLSAY, BITOPIC/SGMPH AR D FIEE
SICEHEHSN TUOGLEREETEEE U/ ) F—aviz
BETORENDEREUTICRY,

Change Control

A formal system by which qualified 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 that would ensure and
document that the system is maintained in a validated
state.

rREHE
MESNIEEGRBREN, K, SXF L, EBEXZT
BOBESh IR RICEEF R IFIaEENH 5. BE
RFRTENF-EBICODWTHERTIERLELRT A, &
DEMIE. DRTLABRIESh - IREEIz#ish T3 T
CEREIL. BRI AEEODERERTETELTHS,

Cleaning Validation

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

wBNYT—ay
ABSNIRFFIREEITTH LT, EBENEEZ DA
EITEYEGHIEERIATHXFICTRINEER

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

RFF/ Y FT—2a
HETARGDERRERICRIEST 51\ F— 3>

Design qualification (DQ) XA B E R MESTIR(DQ) :

The documented verification that the proposed design of |5}, VAT LRUVEBDIREIN-BHAFHOBN
the facilities, systems and equipment is suitable for the [CETHEEEIELI-1EET

intended purpose.

Installation Qualification (IQ) R4 A ST Q)

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

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

$EEE, S RT LRUSEB AR B GBERC, REBSh
RE RUBEEOBRICHA T 55T EILLIRIT

Operational Qualification (0Q)

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

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

EEF B T (0Q)
W, S RT L RUSEEARA B XL RERC, FiISh
AR TR AY SRS AT LA X REL IR

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.

R @S 4 A Mm(PQ)

. PRATLARVEBE—EICHERL-E. XBEIht-
ITRERRUESEBICE SO THENICHIRESdTIo-
HXELI-#ET
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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.

JatvRA\YyF—3r

R LTIz/\SA—FANTEEE T HTIRAS. BHIICED LN
EHERURESE CEHETAEEREEET B0
ERICHEBREETEEEXE LA

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

AR N =23y
HE AR OEHRETNATINYT 3

Retrospective Validation

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

[EIER/ A\ T—ay
REEFDERNDTREICONTT, ERShBE. &
B RUBEONAVFF—RCEIF—as

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. ‘ '

BN\YF—3v

FEEEFIEICH>TEAShT-, IR /HREIIHTS
EELNS, IEOEBERAVESOREICESZEN NI E
FRIATHED. TARER/N\)F—2a  DHEYEL

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

Y254
EEXTTEORAEMEICETOIER/INTA— S%SHELS

BB R

Simulated Product

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. In many cases, these characteristics may be
satisfied by a placebo product batch.

BRI

NYT—=a0 TORBITHEN. RUERE T, €2
BURERECRIZ 5 B5EE , BIfR, pHBE)AIE R IR I B
B, 2<OBA. ChoORIEIZERDTSHR v F(c
EUEEND, |

System
A group of equipment with a common purpose.

VAT L
HABOBMZRII—HOEE

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. ‘

T—AFr—2A

BRENGEGEEBLESIC, ARXIEIENTGIEE
BAHEEMERKET L. BEMEXFIRRICEHS. I
BRUVRREOLEBETRERELE—DODEHEXIE—E
D&EH, ChoDEHELTLLRARIIIEOXERE
SIERECTLDTHIDLEIFEL.
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A (15) PIC/S GMP HARSAY PHRwHR17

IR

FIER

PARAMETRIC RELEASE

INSAR) YO )—R

1. PRINCIPLE

1. [RAI

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 AXETHEHAIND/NSAN) VI —ZDFEE L. R
MAEZRESORERCESCTEETRICBLI TINES
NEBRRU/IASARN) o) —RZBHBCMPOERE
BIHEATH LICKY, RBDORENEREN DT
HEELERIAT S HEASTHEDSRT L] :

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

12 INSAR) O ) ) —REE T DL, ZL T BPIC/s
Annex&ﬂ?@ﬁ'fp5’f‘/&lﬂ GMPDHE AR EREIF
(ZfEbiitniEE s,

2. PARAMETRIC RELEASE

2. INGAN YY) —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, )

21T NGB CEEEEMT 58T, Rk
A DBBRERET SR LIS, REMFSRBICHALT
WOIEMMREIEN DL D ERBH I 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.

22155 NI —R 1%, ABROBRRBEDIELL
T BRD/ASA— 24— EET HEELTRBEN 5,
18TAMIY IV —Z DR, AT RYHLIE. BROE
BEEOMPEREHARTISINETHS,

3. PARAMETRIC RELEASE FOR STERILE PRODUCTS

3 EARRBDINSAN)wHYJ—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.

QICHOER. ERFRBREZEHt T IR AR OHEAS
HIEZE BEMIZITI NS AN o) )— 2 DERSM-EILT
REET S, REARBOERIT. HohLHEDHSHR, /3
T—aviEDEREGNERINI-CEAGIHTE SIS
BIZDHBHTHS,

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 AERZ DM MR AICKY . EEFARL. BEED
REE AT LAICERGR MM H I LE BT 2512
HILZ20H#THD,

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.

B3 MNTARYH)) =R, NyFMIELLELESh -2k
ZALAT 5T —2FDHL0ON, LG OEBEEDRIED -6
[ZERETSN. NUT—Savah =TTV FAEESH
CEZTARAITESFEIC, RBSh S,

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

34 W[ T, /A5 ARYWY ) —RiF BERBBTRE
RENMTHhhIRBOHHEAIIS,
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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 BN HDNIIhDBEET SR HFDERICHE T, &
fEB A EBREHRBE L., /ATARNIYIUY—ZD
AR THD.

3.6 It is unlikely that a completely new product would be
considered as suitable for Parametric Release because a
period of satisfactory sterility test results will form part of
the acceptance criteria .There may be 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.

36 —Eﬁﬁlﬁaﬁlzbf:émi*ﬁsﬁL B OERENNTAN) Y
YJY—REZITANDZEED—EHELD-0, BELTHM |
FISHLTINS ANy Y Y —REBET 5 E0E, FELL
HWeEZLNS, HFIEGHLEEHRIOEAHN D, BE
DHEBRIH L TEBBEEREE T30 THY., DO LS54
HRIOVWTOBGFEOERRABO T —aNEHINS &
EZon5581HYED,

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

3T BELENTWVENWREBRIZOVWTHARIDHIEETT>
TLESTREM (CERE U THERERIEATLDOUR
SEEE T HEFRIEESEL,

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

3.8 HiEEEL. GMPESE(Z ob\rﬁtmﬁﬁ’&*ﬁuaﬁ
F E Y AW

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 GMPESFZ M I A, UZRAOEERERT
HOBERUVERABROBROBELLLIC, RLHKLE

F#HFOEEERIEDO AT LTI ESN =B FK(ZDL |
TOIhLDBEZEBLGTRIEELE,

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

310 BT, RBEZE IS BEFRIHELE RUEHRLEM
SYBYENAERUVBREEFITIBAAICEREFEELLY
HIEESEL,

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

SNA R RUPHIDE R/ N\ T3 (THEVT, 5E
EHAHODSEET IFH T THRSh TLEIEZR
SELA T h sy,

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

312 FEEHEI AT LTI, MEKMICEDLIEIED
BREEERLETNIEELEL

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

313 RETREOUT, REPOMEMFLEEZEERT S
AT LDESTIIELEL,

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 RERORRALBEROAREER T DAL
WESZLEFTNIEEDEN MIEBIEE 7 S S/
ig’/a‘/%ﬁ’ﬁiﬁﬁd)%?ﬂ’-ﬁ/x?i\(:J:Zaf%%ﬁfﬁ%(‘f%

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 MECERIE. TERBICHEL TV LE, RIE2D|
DM L=V RATF LTHETEIVDELNHD, ChidDIX
FALX 2ADABBRWNI/AA)TF—avFEDavEa—4
DRTFLEIADABTEHATHS,

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

3.16 H/\WFOHBDHEFRIN, LLTDOEB OMHEELN D
ETHb.

All plahned maintenance and routine checks have been [ ERALEREBOHEICE AL TFURAEBED S
completed in the sterilizer used. NETETLTWWAIE,

* All repairs and modifications have been approved by the |- £ TD#HIELBEN., HMERIMELELMEYWIBLED
sterility assurance engineer and microbiologist. CERBEHELONATNDIE,
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* All instrumentation was in calibration.

"BTORBNRESHTNDIE,

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

CBERSLSEEROBEREBICHLCEEREY TR/
F—=1arEhTLAIE,

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.

317 1 E/NSANI YOV =R B ERBEh =5, HEAED
HREFERFBSNFRICE OGO TRITRIERS AL,
INSAR)Y O —ZOBEISEELEVE D%, BERER
BEDRERICK->TELTITESEL,

4. GLOSSARY

4, FE

Parametric release

INGAR) 9 JY—R

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. :

HETIEICEVTREShRRE U/ SN v —
ARICEDLGMPORREBEADBSICETE, R DG
ENERSh -t DTHAILERILT 5. HETATAHE
DIVAT L

Sterility Assuarance System

WEMERIERT L

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

HRDBHEEZRIATIAICERTI—EDTEEET,
SRBERBICENTE, LIELFLU TOFRIZE-T,
EEHERT S,

a) Product design.

a) REmERET

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

b) HEMERUVIEMBFLLELL0 B, SR RTEE
E%:ﬂ?’é%ﬂ%&(ﬁs ARG B ST MAEY FHRED
B

¢) Control of the contamination of the process of
manufacture to avoid the ingress of microorganisms and
their multiplication in the preduct. 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) HAPADHMEMDRARUCEMERHLTS A0, &l
HBREICEITSFEOER BE. WakE

MEDESERVHEE, V-2 I —LATORYENIZES
EXUEZRDBIE, THEEBHEOHE. X&LT384

(CIX. 5B ITRDOERICL>TERMSh S,

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

jlj)__ﬂﬁ%iﬁﬁ&lﬁiﬂﬂ?%o)%’ﬁ@Eﬁ]ﬁ%@&‘i'@@iﬁ‘:ﬁ]@ﬂﬁ

e) Maintenance of product integrity.

o) RE DT DR

f) The sterilization proess.

f) HE T

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.

D EREE KE. FIRE. L AA e COER. 51
BIRSF, REGE—R 4. AMIS—D BB, \UF—23
;7{ RE%E BEMRISRF LAEEORBEAFLADS
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B#E(16) PIC/S GMP AARSAY 7HyHRX19

R FIER
Reference and retention samples SERRUOREY VT
1. SCOPE 1. 58 Fr i

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.

1.1 BEERKOEOHDCGMPHARCGMPHAR)IHT 54K
XEIL, HERE., S XEIREBEKROSER YT
BOUICBRABDREET VT IVIZOVNTOERRUE
EICHEITEIHAFT U RERMT S,

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

17 ARECATEREDEREAAARCHT HAmex
BRSNS,

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

13 ANEICEIX., BTFHMA A BEEShAEZER(CDOL
TOREY T IVIERICET AT A4 REST,

2. PRINCIPLE

2. JRE|

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 BUTIVIF2ODENEZERTH-HDRETH  F—
DEMESHRBRAOYTIVERRTIATHY . B
DEMIIZLLEEREROREDATH D, LI=-H>TH
vIE2o0ATI) -5 5N,

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.

2RI HERN, M XERRER/ \VFOY
YINT, BNV TFOEMRAIZ, BEEAELS
BIZHMETSEMNTRESNDILD  REMVRZND
BEk, REOEZGHREBREM M OSER Y TIL(H
ZIEDHHABRURDITRISEDSZEDAIGHELE
TH5H0) . RITHEHGTREREDERNA~ESh
SLDHRETHE,

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.

BREY VIV BREGON\yFHLRYHLEERIZA
EEh-EEEMY TV, A—EREEO-HIZRESH
B, BEN\YFOEMHRANT. AIZIEEHIDEE. &
¥ SNILERR, BEFRY—TL b NuFFon—_ &
FAHREDEZOHENELIBEAD-HTHS, HlA
(v FOLEFELRLIHIGERITICAETSBE, XILE
BICEMEEESROEEDISIC, EELEYUTILER
ELACTH, COBRFITHEATESHIRTELHSS,

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.

FERMRICOVTIE, ZLDBRICSERRVREF TN
FR—DOHE, Thhba2IcaESn-EEEE LA
Do EDFIWRRTIE, BERRUVRFEY U TVITER

|FAIRRE RGN D,




2.2 lt is necessary for the manufacturer, importer or site of|2.2 BEXEE MAEE. XX\ vFOHAATEHEEZE
batch release, as specified under section 7 and 8, to keep [{HEd B H A DVTCIL, 7RUBIEIZHEINTLIBESIZ
reference and/or retention samples from each batch of REBRAROEINYFNLDBERRV/IITRFEYVTIL
finished product and, for the manufacturer to keep a . E - BASEFEICOVTIIHREBRBE N\ FHLDS
reference sample from a batch of starting material (subject | Z R Y TIL (PN H B EEEHELT—LUIT D325
to certain exceptions — see 3.2 below) and/or intermediate [R) VLR REZRETIVENH D, FAEH Ak
product. Each packaging site should keep reference . — XM BRUVHRFADAMDE/ANYFIZDONT. S
samples of each batch of primary and printed packaging |BERY U TILERETIIE BREZDBERTLLE
materials. Availability of printed materials as part of the FYUTILELT, RIEADAMERETIZEEHSH
reference and/or retention sample of the finished product |%, -

can be accepted.

2.3 The reference and/or retention samples serve as a 23 BERLBVLLEREFEY VIV, BREGR TR
record of the batch of finished product or starting material |[RH D/ \yFIZDNTHERFEOREEZRI-L., F-H1Z
and can be assessed in the event of, for example, a dosage |(X. HF D RE(CHETIENE. RERE~DES1EIZE
form quality complaint, a query relating to compliance with |9 3888, SNJLF R/ AE(CAHTI58E . XITHRES
the marketing authorization, a labelling/packaging query or [{EFAAEHRE(CEETAIRENEL-BEI-ET 2oL

a pharmacovigilance report. WNTES,

2.4 Records of traceability of samples should be 24 HOTIDEBHMAREMEDEFIEESN. FeEElE
maintained and be available for review by competent DEBEICHIBIENTELLIILTEIM BITNITESA
authorities. LYy,

3. DURATION OF STORAGE 3. REHIM

3.1 Reference and retention samples from each batch of [3.1 RIRHEFDENVYFINLDSERRUVEETLTIL
[finished product should be retained for at least one year  |I&, DR EHFNHIRBFAR1ERLEETELL. 57
after the expiry date. The reference sample should be MY UTIVIE, BERHRERTETIRE— A% Xit—
contained in its finished primary packaging or in packaging |RAR/ER—ME CHEBSNWAIREBTCRELRTAITRS
composed of the same material as the primary container in |30\, (REFRFER<EMAEEDIZEL TIE. Annex
which the product is marketed (for veterinary medicinal 4(Mparagraphs SRV IZBBOLE,)
products other than immunclogicals, see also Annex 4,
paragraphs 8 and 9).

3.2 Unless a longer period is required under the law of the (3.2 #EZFITSEGRHILEHPIC/sEBTHAE) DE
country of manufacture (whose competent authority isa | T. KURWEIBNERESNW TUOEULRY., HEEHYL S
PIC/S Member), samples of starting materials (other than [JL(ELETO+ X CHASNAEE . H ALK 50 ILH
solvents, gases or water used in the manufacturing mOHBFIAISHEZRDLECEL2EMIKEETINDECE, 7
process) should be retained for at least two years after DHRMIE, BEUTI2HBICRENBLSIC. BHOREN
the release of product. That period may be shortened if |AEUELBEHICIFEHBLTELLEL, M T YZLBKRES
the period of stability of the material, as indicated in the |DHEHRRETHERELLRITRIZESALY,

relevant specification, is shorter. Packaging materials
should be retained for the duration of the shelf life of the
finished product concerned.

N

4. SIZE OF REFERENCE AND RETENTION SAMPLES 4. SERRUVREYVITILOHE

4.1 The reference sample should be of sufficient size to  |4.1 BF RV TILIE, BZ/\YFITONT. ZYT AR
permit the carrying out, on, at least, two occasions, of the |EBYFHICIYBEINRIEIN TVIRERIZTI7 I
full analytical controls on the batch in accordance with the {ZfE>T-SE@ LR EEEZ DK EL 2B BT ADI(ZFE

Marketing Authorisation File which has been assessed and |G E CHIThIXELHEL, FhEEETINELNHS

approved by the relevant Competent Authority / BRSO MRBOREICTRAHOLOZALEITA
Authorities. Where it is necessary to do so, unopened (FESEN PINEIRETIESICIE., ZLUTIMELS
packs should be used when carrying out each set of [CZLEDOZRBEITV., AEEZ2RITNIERSEL,

analytical controls. Any proposed excepticn to this should
be justified to, and agreed with, the relevant competent
authority,
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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 ZETEEE.SERTUTIL, RUBERFGIC
. &EYCTILVOBEICEATH28EEHEETFLETA
e A=Y AN -

4.3 Reference sampies 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.

43 BERYUTIIE. ThohiFRSH-HEERH.
FREAXIEBEREBON\VFERRTIHLOTHEITIIE
RV DY TINEIRROBRERANCAD LN EERS
Wz L, TRRDOBRHIITREE=A—45-OFERLE
FRIEAESEN NyFE2DOLUEDRMEBEOELTaRET
BBBIE. FNThORREEEISDEELT1DDORE
YUOTNEBEBRLEThIEZSEND, fINEIEET SIS

BN THOIMBELRICRLUEDORBET. AEERT
Hithifanisiy,

4.4 It should be ensured that all necessary 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 (BEFEBIELESBICOVWOEELERRAAYFD
AR EZ1EFTE. BEECHESh -2 TORE%E
EddE. ECOREGRLTHAEM. RUEEIZFH
ARELLTHD., RIFEOMCAFTESLSICLTEM
HiFhiEiEsisu,

5. STORAGE CONDITIONS

5 REEH

5.1 —

5.1 iﬁ%f;b

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

52 REFHERERZIC—HBIZE, EFETIHRIE
ABRE) LTWERITH IR0,

6. WRITTEN AGREEMENTS

6. ZHME(MYRDHE)

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 SELERRGEEEN., N\yFHAEATEHIEZTIELEE
E—DEATEWNEE. SER A REYUIILOERR
UREICxT BEFIL. PIC/SGMPH AR DETEIZHELY.,
mEDZHUXERICRELZ TSRS, Thiddhs
XE N\ yFHEABHRESN., NyFIcd T 5L kmk
ERERISEEMUNTITONIEEIZONTHXE
Aehd, R385 EMBEITCOSERRUVREREYVTILD
BERASUICREICOVWTORYROZE., BHENIZHE
LiThiEianiiny,

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 BT D=H/IN\YFE#RIAT EA—VFAXF\—I>
.2 TOREAETISERRVRFEY LTIV, ZULH
BRIZ7ZOERTAEETHAICEEERICLEThIERDE
W BDERIBEIX, TDEIBTIEADEHDORY RS
%, XE{EIN-ZHBICRELETNIERSEL,

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.

63 RBRAFFKOHEC1DULDYADEETEHEES
[ XEEShZPEVNERShTNAIER. BE &
I&gg{g‘:ﬁg‘/?")bwﬁ‘éﬂﬂﬁlﬁﬁﬁ"&%ﬂ?’ét'@@i%
H Qo

7. REFERENCE SAMPLES - GENERAL POINTS

1. B3ERYTIN—-2BIEES




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

11 BERYUTILIESHTBMTHDE. N F— 3>
BEOMEERTIRBENEERATERLSIZLTE
METNIEESEN, EERICHAVWAHFEEN S QEEH

packaging materials used for medicinal products, this is the |IZDLVT (L, BH DB E L (T~ BEFTHE
original site of manufacture of the finished product. For Lo MBI ONTIE., Bl G OEEEERRIC{To1-8E
finished products, this is the original site of manufacture. |FFCHBEIE,

72 — 12 HERL

8. RETENTION SAMPLES - GENERAL POINTS

8 REToT 2RI EA

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.

8.1 1%7—1""5‘)7’)“32%55?63&‘?&%::::0)/§‘J?§1’C§L7&
FhidEnily, X, RERZEXIZEOERICHT SERK
TG E DB S HEHER T 2-ORETIDELD
S, LIz o T BEYUTIVIZERE RO/ \YFEER%
T2 —VSA AR~V BRETEIEERICTRE T
BTEMEELLY,

82—

82 MELL

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 REYUITIVIEHELBICESEOCHET I ERET
RELT DI, RS- HBEZEORYMICTIRE LA
nIFHSEL,

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 WADHE PA B NoFHEATRE
EIZ1 O EDREMAEET BT, BEYLT
IWOFERBEFREICH T SEEL. YEAMOLZHEIC
RMELGIThIEESE,

9. REFERENCE AND RETENTION SAMPLES FOR

9. MITHWA ~ MITERESH - ERIHTIBERRURE

PARALLEL IMPORTED/PARALLEL DISTRIBUTED FYoTL
PRODUCTS
Note: This section is only applicable if the national AEZERNZHRICETRMARTETEGESAEESH

legislation deals with parallel imported / parallel distributed
products.

TWHIGEICRYBATEETH D

9.1 Where the secondary packaging is not opened, only the:
packaging material used needs to be retained, as there is
no, or little, risk of product mix up.

9.1 ZRAENFEHSNLGNBRICE, BEERDURY
MEEAEGNNEETH D=0, }ﬁb\bhf.ﬁﬁwgﬂ%
EITIRENHD,

9.2 Where the secondary packaging is opened, 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 responsible in the event of a
mix—up (original manufacturer or parallel import assembler),
as it would affect the extent of any resulting recall.

92 BIZEH—F EXIIBHFREFER)—TLIFERUE
ABHORAEFRRHIZBEIE. AZTEGTHE
BRIDURODNH D=6, AEEEEEIC -@:nn)\")o)ﬁﬁ
/7")1,1{15178*@'9“%;& IR —RRAI-T
BEEEERONEETERLSICLTELC T (f?ﬁzl_
BRI AITRAMATTES), ZORUROEEFEIZE
BILH.EETHD,

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

10 HEE L RERILT BB 0BERRURRETT
|2

4/5




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 BLEEENREL, B EEDHFTLRM, BYUHEL.
RIFEMETIERICIT, UERBEEENAEL-ZLD
ADHBEANOEER N\yFHAERCHBICES, Thb
DNYFETIBICHREL TR I -OICIE, REEHISE
REUVRTFEY VIV R UVBEET SGMP X B K F s
N-REERTABE T H-O DMLY ROELT
BINERSEY, BEEEIMELRICHL. RED:
HOWMYRDBTERIHSIWTEY ., BERIFSEPMNZ
YOTNADTIEARUSTNARETHILE. FRET
Lzt higidiaiy,

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
necessary 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 on the market.

102 HEXHESVELTFRERETSIGICELMESR.
ChEBDELEEEA~BELTHR, BERTES
ZOLGBERVBEGLTOHERE, TEARICRH
TEEHBN DD, BIC. REREEFISERBLURT

(o FTILDREIZTOVTIRESK-RYRO OBFEIZ

ELT. BRHEBRAO/ A FHATHISHEL TV ARED
AEYBICHBLGTNIEELEL '

103 —

103 HEZL
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