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MANUFACTURE OF INVESTIGATIONAL MEDICINAL RREOHIS
PRODUCTS
PRINCIPLE &l

Investigational medicinal products should be produced in
accordance with the principles and the detailed guidelines
of Good Manufacturing Practice for Medicinal Products.
Other guidelines should be taken into aceount where
relevant and as appropriate to the stage of development of
the product. Procedures need to be flexible to provide for
changes as knowledge of the process increases, and
appropriate to the stage of development of the product.
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In clinical trials there may be added risk to participating
subjects compared to patients treated with marketed
products. The application of GMP to the manufacture of
investigational medicinal products is intended to ensure
that trial subjects are not placed at risk, and that the
results of clinical trials are unaffected by inadequate
safety, quality or efficacy arising from unsatisfactory
manufacture. Equally, it is intended to ensure that there is
consistency between batches of the same investigational
medicinal product used in the same or different clinical
trials, and that changes during the development of an
investigational medicinal product are adequately
documented and justified.
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The production of investigational medicinal products
involves added complexity in comparisen to marketed
products by virtue of the lack of fixed routines, variety of
clinical trial designs, consequent packaging designs, the
need, often, for randomisation and blinding and increased
risk of product cross—contamination and mix up.
Furthermore, there may be incomplete knowledge of the
potency and toxicity of the product and a lack of full
process validation, or, marketed products may be used
which have been re—packaged or modified in some way.
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These challenges require personnel with a thorough
understanding of, and training in, the application of GMP to
investigational medicinal products. Co~operation is
required with trial sponsors wheo undertake the ultimate
responsibility for all aspects of the clinical trial including
the quality of investigational medicinal products,
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The increased complexity in manufacturing operations
requires a highly effective quality system.

HETERMNEEO LTEERALUE) EM THICLICE
Y. BEICHRHLRES AT LAROOA S,

The annex also includes guidance on ordering, shipping, and
returning clinical supplies, which are at the interface with,
and complementary to, guidelines on Good Clinical
Practice.
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Products other than the test product, placebo or
comparator may be supplied to subjects participating in a
trial. Such products may be used as support or escape
medication for preventative, diagnostic or therapeutic
reasons and/or needed to ensure that adequate medical
care is provided for the subject. They may also be used in
ascordance with the protocol to induce a physiclogical
response. These products do not fall within the definition .
of investigational medicinal products and may be supplied
by the sponsor, or the investigator. The sponsor should
ensure that they are in accordance with the
notification/request for authorisation to conduct the trial
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and that they are of appropriate quality for the purposes of [fRFEH AT BHTHINE M. RUHTEINF-EDOMES

the trial taking into account the source of the materials,
whether or not they are the subject of a marketing
authorisation and whether they have been repackaged. The
advice and involvement of an Authorised Person is
recommended in this task.
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GLOSSARY
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Blinding

A procedure in which one or more parties to the tnal are
kept unaware of the treatment assignment(s). Single-
blinding usually refers to the subject(s) being unaware, and
double=blinding usually refers to the subject(s),
investigator(s), monitor, and, in some cases, data analyst{s)
being unaware of the treatment assignment(s). In relation
to an investigational medicinal product, blinding means the
deliberate disguising of the identity of the product in
accordance with the instructions of the sponsor,

Unblinding means the disclosure of the identity of blinded |

products.
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Clinical trial

Any investigation in human subjects intended to discover
or verify the clinical, pharmacological and/or other
pharmacodynamic effects of an investigational product(s)
and/or to identify any adverse reactions to an
investigational product(s), and/or to study adsorption,

Y

/A

BERAESMICLSERIL, AREDBEN. L8250
ARV XBEDOHOENE/ERZRHTCE, Xik
BRET AL, RU/ XILABREOEHERERBH A
& RU A/ RT—FEFNE ZBEL E 0OABREDRIN,

|5, RARUHlE, Gt R etERETILL

distribution, metabolism, and excretion of one or more <, FAETHEMNAMNTHS,
investigational medicinal product(s) with the object of

ascertaining its/their safety and/or efficacy.

Comparator product T

An investigational or marketed product (i.e, active control),
or placebo, used as a reference in a clinical tral.
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Investigational medicinal product

A pharmaceutical form of an active substance or placebo
being tested or used as a reference in a clinical trial,
including a product with a marketing authorisation when
used or assembled (formulated or packaged) in a way
different from the authorised form, or when used for an’
unauthorised indication, or when used to gain further
information about the authorised form.
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Immediate packaging
The container or other form of packaging immediately in

EiRAE(—XRaE)
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contact with the medicinal or investigational medicinal #Ha
product.
Investigator ABRELER

A person responsible for the conduct of the clinical trial at
a trial site, If a trial is conducted by a team of individuals
at a trial site, the investigator is the responsible leader of
the team and may be called the principal investigator.
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Manufacturer/importer of Investigational Medicinal

REEAEEE SBRERAES

Products s BAOHTLXRETLHE
Any holder of the authorisation to manufacture/import.
Order 2

[nstruction to process, package and/or ship a certain
number of units of investigational medicinal product(s).
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Quter packaging
The packaging into which the immediate container is
placed.
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Product Specification File

A reference file containing, or referring to files containing,
all the information necessary to draft the detailed written
instructions on processing, packaging, quality control
testing, batch release and shipping of an investigational
medicinal preduct.
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Randomisation

The process of assigning trial subjects to treatment or
control groups using an element of chance to determine
the assignments in order to reduce bias.
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Randomisation Code
A listing in which the treatment assigned to each subject
from the randomisation process is identified.
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Shipping

The operation of packaging for shipment and sending of
ordered mediginal

products for clinical trials.
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Sponsor

An individual, company, institution or organisation which
takes responsibility for the initiation, management and/or
financing of a clinical trial.
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QUALITY MANAGEMENT

RE=F—A0F

1. The Quality System, designed, set up and verified by the
manufacturer or importer, should be described in written
procedures available to the sponsor, taking into account
the GMP principles and guidelines applicable to
investigational medicinal products,
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2. The product specifications and manufacturing
instructions may be changed during development but full
control and traceability of the changes should be
maintained.
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PERSONNEL

AR

3. All personnel involved with investigational medicinal
products should be appropriately trained in the
requirements specific to these types of product.
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4, The Authorised Person should in particular be
responsible for ensuring that there are systems in place
that meet the requirements of this Annex and should
therefore have a broad knowledge of pharmaceutical
development and clinical trial processes. Guidance for the
Authcrised Person in connection with the certification of
investigational medicinal products is given in paragraphs 38
to 41.
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PREMISES AND EQUIPMENT

R U R

9. The toxicity, potency and sensitising potential may not
be fully understoaod for investigational medicinal products
and this reinforces the need to minimise all risks of cross—
contamination, The design of equipment and premises,
inspection / test methods and acceptance limits to be
used after cleaning should reflect the nature of these risks.
Consideration should be given to campaign working where
appropriate. Account should be taken of the solubility of
the product in decisions about the choice of cleaning
solvent.

5. ABEDOEMN. Uit BRERERECHEBEEINTES
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DOCUMENTATION

XEI

Specifications and instructions

AREUEEE

6. Specifications (for starting materials, primary packaging
materials, intermediate, bulk products and finished
products), manufacturing formulae and processing and
packaging instructions should be as comprehensive as
possible given the current state of knowledge. They should
be periodically re—assessed during development and
updated as necessary. Each new version should take into
account the latest data, current technology used,
|regulatory and pharmacopoeial requirements, and should
allow traceability to the previous document. Any changes
should be carried out according to a written procedure,
which should address any implications for product quality
such as stability and bio equivalence.
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7. Rationales for changes should be recorded and the
consequences of a change on product quality and on any
on—going clinical trials should be investigated and
documented.
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Order

#ix
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8. The order should request the processing and/or
packaging of a certain number of units and/or their
shipping and be given by or on behalf of the sponsor to the
manufacturer. It should be in writing (though it may be
transmitted by electronic means), and precise enough to
avoid any ambiguity. [t should be formally authorised and
refer to the Product Specification File and the relevant
clinical trial protocol as appropriate.
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Product specification file

HEHREE

9. The Product Specification File (see glossary) should be
continually updated as development of the product
proceeds, ensuring appropriate traceability to the previous
versions. It should include, or refer to, the following
documents:
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+ Specifications and analytical methods for starting
materials, packaging materials, intermediate, bulk and
finished product.

- ERH. AESH, FREGR. SLORGHTICER
BRICEYT SR LI &

* Manufacturing methods. BLER o
* In—process testing and methods. - ITEANRBITOFE

* Approved label copy.

| EZBEht=RASILOIE—

* Relevant clinical trial protocols and randomisation codes,
as appropriate.

j;ﬂ?i@?‘éiﬁﬁ%ﬂﬁﬁ@%&%i’ﬁéih:—F(@%ﬁ”éﬁ_ '

* Relevant technical agreements with contract givers, as
appropriate.

“BEICHEL, RREFLORTMTOmMRHE

- Stability data.

EEET—%

+ Storage and shipment conditions.

-RERUEEEE

The above listing is not intended to be exclusive or
exhaustive. The contents will vary depending on the
product and stage of development. The information should
form the basis for assessment of the suitability for
certification and release of a particular batch by the
Authorised Person and should therefore be accessible to
him/her. Where different manufacturing steps are carried
out at different locations under the responsibility of
different Authorised Persons, it is acceptable to maintain

TROUANE. ERRHCRET 3. B EE AR
[LTLOBEDTEAN, FEHN AL R OB R 5L

|3V OREOTICREZNEEE, ThThOBEFT
|REENS EBIEET HEHRICBEL =S BT7 A%

TELTETHDLI ChDERIE, A —US54 KR —
VTR BIEE Dy F O FEBH O H {5 a1 75 1 2 O B i
FHEDERELTRETH D, FOE=H, A—YSAXF
IN—YUNZESTT I RRATMELRLO CHARETHE B
B8R TN EL S B TR~ A —VS/ XK

separate files limited to information of relevance to the BoZtkixgEshs,
activities at the respective locations.
Manufacturing Formulae and Processing Instructions HENAFRUIEEESE

10. For every manufacturing operation or supply there
should be clear and adequate written instructions and
written records. Where an operation is not repetitive it may
not be necessary to produce Master Formulae and
Processing Instructions. Records are particularly important
for the preparation of the final version of the documents to
be used in routine manufacture once the marketing
authorisation is granted.
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11. The information in the Product Specification File
should be used to produce the detailed written instructions
on processing, packaging, quality control testing, storage
conditions and shipping.

1. BaBERROERE, T8, 8% DEEEHS.
RERM. R RIFMLCIEREL T HH(CER
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Packaging Instructions

BEEFE

12. Investigational medicinal products are normally packed
in an individual way for each subject included in the clinical
trial. The number of units to be packaged should be
specified prior to the start of the packaging operations,
including units necessary for carrying out quality control
and any retention samples to be kept. Sufficient
reconciliations should take place to ensure the correct
quantity of each product required has been accounted for
at each stage of processing.
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Processing, testing and packaging batch records

THE.BR a2 \vFiE&i

13. Batch records should be kept in sufficient detail for the
sequence of operations to be accurately determined.
These records should contain any relevant remarks which
justify the procedures used and any changes made,
enhance knowledge of the product and develop the
manufacturing operations.

13, 3w FRRIE. —BEOITENERCHhNEES. 55
(SERRL TEMEHRIEESEL, Ny FRERICE. AL
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SGELER R LARZRL TEMETRIZESRLN,

14, Batch manufacturing records should be retained at
least for the periods specified in relevant regulations.

4 AT EERRIEET AEH e T B
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PRODUCTION

£

Packaging materials

AERH | ] B

15. Specifications and quality control checks should
include measures to guard against unintentional unblinding
due to changes in appearance between different batches
of packaging materials.
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Manufacturing bperaﬁoné -

HEFE

16. During development critical parameters should be
identified and in-process controls primarily used to control
the process. Provisional production parameters and in—
process controls may be deduced from prior experience,
including that gained from earlier development work.
Careful consideration by key personnel is called for in
order to formulate the necessary instructions and to adapt
them continually to the experience gained in production.
Parameters identified and controlled should be justifiable
based on knowledge available at the time.
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17. Poduction processes for investigational medicinal
products are not expected to be validated to the extent
necessary for routine production but premises and
equipment are expected to be validated. For sterile
products, the validation of sterilising processes should be
of the same standard as for products authorised for
marketing. Likewise, when required, virug
inactivation/removal and that of other impurities of
biological origin should be demonstrated, to assure the
safety of biotechnologically derived products, by following
the scientific principles and techniques defined in the
available guidance in this area.
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18. Validation of aseptic processes presents special
problems when the batch size is small; in these cases the
number of units filled may be the maximum number filled in
production. If practicable, and otherwise consistent with
simulating the process, a larger number of units should be
filled with media to provide greater confidence in the
results obtained. Filling and sealing is often a manual or
semi-automated operation presenting great challenges to
sterility so enhanced attention should be given to operator
training, and validating the aseptic technique of individual
operators.
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Principles applicable to comparator product

HEEDFA

19. If a product is modified, data should be available (e.g.
stability, comparative dissolution, bioavailability) to
demonstrate that these changes do not significantly alter
the original quality characteristics of the product.

19. HREICEFFMADIBRICIE. ChoDEECE-
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20. The expiry date stated for the comparator preduct in
its original packaging might not be applicable to the
product where it has been repackaged in a different
container that may not offer equivalent protection, or be
compatible with the product. A suitable use—by date, taking
into account the nature of the product, the characteristics
of the container and the storage conditions to which the
article may be subjected, should be determined by or on
behalf of the sponsor. Such a date should be justified and
must not be later than the expiry date of the original
package. There should be compatibility of expiry dating and
clinical trial duration.
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Blinding operations

=1:114

21. Where products are blinded, system should be in place
to ensure that the blind is achieved and maintained while
allowing for identification of “blinded” products when
necessary, including the batch numbers of the products
before the blinding operation. Rapid identification of
product should also be possible in an emergency.

21. BBEOEELOE. R{EIERERIATAS |
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Randomisation code

EEALI—F

17117



22. Procedures should describe the generation, security,
distribution, handling and retention of any randomisation
code used for packaging investigational products, and
code—break mechanisms. Appropriate records should be
maintained.

22 FIRE X, ABROAECHLIHREATEI—F0fi
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Vs Sz L. RELZTNRIEESAN,

Packaging

A%

23. During packaging of investigational medicinal products,
it may be necessary to handle different products on the
same packaging line at the same time. The risk of product
mix up must be minimised by using appropriate procedures
and/or, specialised equipment as appropriate and relevant
staff training.
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24. Packaging and labelling of investigational medicinal
products are likely to be more complex and more liable to
errors (which are also harder to detect) than for marketed
products, particularly when “blinded” products with similar
appearance are used. Precautions against mis—labelling
such as label reconciliation, line clearance, in—process
control checks by appropriately trained staff should
accordingly be intensified,

24 BABEOARLSANBRITRESICERTERE
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25. The packaging must ensure that the investigational
medicinal product remains in good condition during
transport and storage at intermediate destinatiens. Any
opening or tampering of the outer packaging during
transport should be readily discemible.

25. QL. BREANPEEHABICE D THE L RELE
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Labelling

SRUST

26. Table 1 summarises the contents of Articles 26-30
that follow. The following information should be included on
labels, unless its absence can be justified, e.g. use of a
centralised electronic randomisation system:

26. RUTKER T 526-0IEDRERBEREDT=, TN
WERRLGDSENELETELORY (A EhRTR
{LERIEVATLOFER) . TEDERESAILIZERRL
BHNIEEBEL, '

(a) name, address and telephone number of the sponsor,
contract research organisation or investigator (the main
contact for information on the product, clinical trial and

emergency unblinding);

() ABRIEE . Eak mR e £ (CRO) X118

|BHE S = DA, 177, EREF S CABRELARICEY

ARBRCRIAROERRBOIERL)

{b) pharmaceutical dosage form, route of administration,
quantity of dosage units, and in the case of open trials, the
name/identifier and strength/potency;

) B, EEEE. REENOR. A—F RABROBS
SIHABREORH./ HURRNBUS R/ HIb

(c) the batch and/or code number to id;ht?fy the contents
and packaging operation;

(@ FEEBRTREW LT 5100/ 7 R0/ XEa~
=

(d) a trial reference code allowing identification of the trial,
site, investigator and sponsor if not given elsewhere:

(d) ;RBRDFERE T REST SRR S I—F, JBARER.
RRBUEME CARIKES (bICREAZVESR)

(e) the trial subject identification number/treatment
number and where relevant, the visit number;

(o) HEREHANESARES. BT IBETERE
=3
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(f) the name of the investigator
(if not included in (a) or (d)):

N ABHEYSEROAT (@), (DBISESEFhENES)

(g) directions for use (reference may be made to a leaflet
or other explanatory document intended for the trial
subject or person administering the product});

(0 BREAZ BRE NI ABEERET 25 ACRE
ShicoMEFOROBABEESELTHALY) :

{h) “For clinical trial use only” or similar wording;

(h) CEERAICIRSI X IZFL DR

(i) the storage conditions;

(OR-3-3: 312

(i) period of use (use—by date, expiry date or re—test date
as applicable), in month/year format and in a manner that
avoids any ambiguity.

Ot AR (ERABIR, §0HB X EHBCELCTHR
EBR). A/ ERRUBRkKSER BT KT

(k) “keep out of reach of children” except when the
product is for use in trials where the product is not taken
home by subjects.

W T FROFOBRMEVEBRI-BL{_ & 0OiR. BLA
EEHBENEECRLROLLVARD B ST

27. The address and telephone number of the main contact
for information on the product, clinical trial and for
emergency unblinding need not appear on the label where
the subject has been given a leaflet or card which provides
these details and has been instructed to keep this in their
possession at all times.

27 nBELBRICH TS, RURSBROTERFAZCET
HEEBEDEFTCEEF L, HEBENChLHRD
Shiz/MRFPh—F DRBERIT, BrEHES T 5E54E
fhft‘é%ﬁl:é‘ib\flt. FANEICRTTIHER
; \ﬂ

28. Particulars should appear in the official language(s) of
the country in which the investigational medicinal product
is to be used. The particulars listed in Article 26 should
appear on the immediate container and on the outer
packaging (except for immediate containers in the cases
described in Articles 29 and 30). The requirements with
respect to the contents of the label on the immediate
container and outer packaging are summarised in Table 1.
Other languages may be included.

|28 EFMEESRBAIL A BRELERTIEN ARE CRELET

NITESILN, 26TBICHIZ L-RESA I EIE RSB R U
HARCERLEIThIE D40, (29, 30ECHRT A
EERERO . EERBREUSN %ISR L ERTIR
BARCHRIEREAEILRICE LD, LOTETHR
gEEmLTHLLY,

29, When the product is to be provided to the trial subject
or the person administering the medication within a
immediate container together with outer packaging that is
intended to remain together, and the outer packaging
carries the particularg listed in Paragraph 26, the following
information should be included on the label of the
immediate container (or any sealed dosing device that
contains the immediate container):

20, AN BBE L LB EERETAFICHAELHE
HEWKSIZE>TWSERASE TG SHh, S akkic2s
EHTCHELLBEMERSATLSESIL, BTFICRTE
BEEEABROSVNIL(NIEERSBEAALTN3EH
LEERSERRBR) ICRRLETAIEGESHL,

(a) name of sponsor, contract research organisation or
investigator;

(a) ;ABRIKMAE . ERGHAREBZ MBI LREY
EE B D & Al

(b) pharmaceutical dosage form, route of administration
{may be excluded for oral solid dose forms), quantity of
dosage units and in the case of open label trials, the
name/identifier and strength/potency;

(b) Filfe, B 5808 (R OB AE TR A ., BEHT
OR. ;AT RBOBRICITABREDZ /RIS,
RUSE/HE

(¢} batch and/or code number to identify the contents and
packaging operation;

(g) PR LAETIRFRECEI/VYFRU/XITO—FE
T
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(d) a trial reference code allowing identification of the trial,
site, investigator and sponsor if not given elsewhere;

(d) SRBRDBANE AT BEIZ T S EBRIBEI—F, JBBRERT,
BRBSEMRTERIKES (cRESAENES)

(e) the trial subject identification number/treatment
number and where relevant, the visit number.

() HRARMNES ARES. ELTORATERE
=

30. If the immediate container takes the form of blister
packs or small units such as ampoules on which the
particulars required in Paragraph 26 cannot be displayed,
outer packaging should be provided bearing a label with
those particulars. The immediate container should
nevertheless contain the following:

30 TLBR RN T A5—a% (A A CLERPTPA
BRI TEREFELAERTCERLNTUTIND LS

[BLE=SRARREITHRTRIEESHN, 20851,

TSV SR D5 E | = kA (CIL MR
—RAECTKUT DOEEERRLEFNIERLEN,

(a) name of sponsor, contract research organisation or
investigator;

() BBEEE. EREn R E R S BRI ERS
BB AT

(b) route of administration (may be excluded for oral solid
dose forms) and in the case of open label trials, the
name/identifier and strength/potency;

) BEER (B OB EH CER ). RUF —To=
BOBAICITABREOAR /MG EH. 28/ 1

{c) batch and/or code number to identify the contents and-
packaging operation;

(c) ABLARTRERETES/ UFELLI—FES

(d) a trial reference code allowing identification of the trial,
site, investigator and sponsor if not given elsewhere;

RS ER. SARKES (ISR ALVLES)

() AEROBEAIE TRECS 2 AR A I—F. BREm.

(e) the trial subject identification number/treatment
number and where relevant, the visit number;

) BBRESN RS, ARED. RS oA EREs

31. Symbols or pictograms may be included to clarify
certain information mentioned above, Additional
information, warhings and/or handling instructions may be
displayed.

[EV D IEMERERTL ChHEL,

3. ERDBHI—EDEREREI-T55. R . 5D
X FEHETEALTEL, BSALLEENEOTE

32. For clinical trials with the characteristics the following
particulars should be added to the original container but
should not obscure the original labelling:

2. —EOBRBRICBLTIE. TRICRTEEE DR S
(2, TOSANERREFABLEVAEC, BT
niEEbiEL,

i} name of sponsor, contract research organisation or
investigator;

) RRKEE . RO DR, ARE L Ee
DA

ii) trial reference code allowing identification of the trial
site, investigator and trial subject,

i) IRERIBRT. ABELER. BBREOREETREI-T S
REREESI—F,
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33. If it becomes necessary to change the use-by date, an
additional label should be affixed to the investigational
medicinal product. This additional label should state the
new use-by date and repeat the batch and repeat the
batch number. It may be superimposed on the old use-by
date, but for quality control reasons, not on the original
batch number. This operation should be performed at an
appropriately authorised manufacturing site. However,
when justified, it may be performed at the investigational
site by or under the supervision of the clinical trial site
pharmacist, or other health care professional in
accordance with national regulations. Where this is not
possible, it may be performed by the clinical trial monitor{s)
who should be appropriately trained. The operation should
be performed in accordance with GMP principles, specific
and standard operating procedures and under contract, if
applicable, and should be checked by a second person.
This additional labelling should be properly documented in
both the trial documentation and in the batch records.

3B AR EZER T S ENECESICIK. BmOS |
NIERBREICIEMA LEThIEES UL, CoBnS~<AN
ISIEFHLNMERRBREERL/ Ay FERFRBYELETRL
BIrhIEEsiEn, REEEELOEBERMS, KD/ AvFE
SO LTHE IBEAYEROLICERLND, COERIE
BRI -BERCERLETFhIZhSE0, LALIEY
REANHIBSICIE., ARER CAREEEREED
ERFS Lo EESMRICEY. XITZOEED
F.EOZERMEETLERELTHLL, S AT IR RS
. RSN AR E A — I Y B (C k> THIEL
THELY, OEETGMPREA, B R UELSOPIZ -
T.ZRXZNOT (RUTIEE) L. FLTSEEL
HOAMLBFvOLEITRIZELEL, COEMSAILE
TMERTEBXBE\VvFREOWAICEREIZRGELA

p 2 (A =y AW

QUALITY CONTROL

aFTE

34. As processes may not be standardised or fully
validated, testing tasks on more importance in ensuring
that each batch meets its specification.

M. RBREICRITD X I EE SN CRLT. A

NYF=a s PREESh TOENIEMS, HL2OD/YF

ggﬁ ;:?ﬁ LTS LA REET 5 L CiRBRE N LY
B,

35. Quality control should be performed in accordance with
the Preduct Specification File and in accordance with the
required information. Verification of the effectiveness of
blinding should be performed and recorded.

35, mMEBERRAFEEERVENEHZBFLTER
TRETHD ERATFOREN THo-EORIL R
LEE&kLahidiasion,

36. Samples of each batch of investigational medicinal
product, including blinded product should be retained for
the required periods,

36, FR{ILEh-2R%28D T ABEQE N \YFO T
TITOWTIE, HDELEBES LR IERSELY,

37. Consideration should be given to retaining samplas
from each packaging run/trial period until the clinical
report has been prepared to enable confirmation of
product identity in the event of, and as part of an
investigation into inconsistent trial results,

37, FRYSRBEENEL-BES. BREOR—M1EE
B0 ABREREENERET THECOM. &
AETITRERE/ ABRIMEBOY LI LERELTELC
EEBEBLAITRISESE,

RELEASE OF BATCHS

IV FYYy—2

38. Release of investigational mediginal products (see
paragraph43) should not occur until after the Authorised
Person has certified that the relevant requirements have
been met (see paragraph 39). The Authorised Person
should take into account the elements listed in paragraph
40 as appropnate.

38, BBRAREDHF IS HE (BESHE) (T, F—V/5( XK
RV BEET SRR EE L (39FBHE) L%
AT S ETCRITbIANIE, F—VUSA IR —vuidk
HR DWRIFIESh SEEEF AN EEL B ThIFS

N,

39, —

39. L

40. Assessment of each batch for certification prior to
release may include as approprate:

40. HFEFHIEBITE I DB/ A F DFEE I HE TG LELT
DEFEEE:
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batch records, including centro! reports, in—process test
reports and release reports demonstrating compliance with
the product specification file, the order, protocol and
randomisation code. These records should include all
deviations or planned changes, and any consequent
additional checks or tests, and should be completed and
endorsed by the staff authorised to do so according to the
quality system;

BERRERES. TERNFRRES. RUNSHEE. &3
B ARERHERCEELS LI —RICESLI-CLET
FTHEAEHMEREEZ S A\YFHE, ThoORRs
FETORE. RIHBEMLEE, RUZF0OEOEM
Fru iR IRBREEZSOETAELRSEL, ChomE
BEIRE AT LM THE TR YU EOEEE TS5
EELShI=ENERL., RBLEITFRITESEL, ;

production conditions;

BLERM;

the validation status of facilities, processes and methods;

BiR. TRRUAZO/NIT—23 KK,

examination of finished packs;

RAEROPBRRE;

where relevant, the results of any analyses or tests

ST B a. BARICERT Ao XN BREDR

shipment;

performed after importation; 8.
stability reports; TR e,
the source and verification of conditions of storage and --EQKUE:%%#U)EM&EEE;

audit reports concerning the quality system of the
manufacturer:

EREORE A5 L T EEERE,

Documents certifying that the manufacturer is authorised
to manufacture investigational medicinal products or
comparators for export by the appropriate authorities in
the country of export;

BLEREEN I CROARER SEEEZRET AT
gﬁﬁtﬂ@ﬂbﬁﬂ]txﬁf%‘%%ﬁ*ﬁ%bf::k’&%ﬁﬁ@‘é)‘t

where relevant, regulatory requirements for marketing
authorisation, GMP standards applicable and any official
verification of GMP compliance;

ZHTOBE MEHFADLHDITH EDERSEIE, &
REhHGMPEHE R UGMPE & D A X EFIAE ;

all other factors of which the QP is aware that are relevant
to the quality of the batch.

A—ISAZXF 1 —I KR

| ZF RBLTOS/ UFORECES
oL TOEH

The relevance of the above elements is affected by the
country of origin of the product, the manufacturer, and the
marketed status of the product (with or without a
marketing authorisation, in the EU or in a third country)
and its phase of development.

PR EREEOBE I ERESOREER ., 85&
EE. USomBkR (REFTEOE &, EUAARIE
B=EM)ETOHRRBREIC&E->TEEYS T2,

The sponsor should ensure that the elements taken into
account by the Authorised Person when certifying the
batch are consistent with the required information. See
section 44,

AREEE ., v FERETARICH—U/S51XR/I—Y
UHAFRLTVWSBEN, pELShZEREF BN
C&F LTI, 44158,

41. Where investigational medicinal products are
manufactured and packaged at different sites under the
supervision of different Authorised Persons,
recommendations should be followed as applicable.

4. BRENRLLEHMA DBRLEZF—/SAXRI—U>
OEETCHE. afshdls, ZLTE81238S
ISHEDLEITHhIEES L,
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42. Where, permitted in accordance with local regulations,
packaging or labelling is carried out at the investigator site |
by, or under the supervision of a clinical trials pharmacist,
or other health care professional as allowed in those
regulations, the Authorised Person is not required to
certify the activity in question. The sponsor is
nevertheless respansible for ensuring that the activity is
adequately documented and carried out in accordance with
the principles of GMP and should seek the advice of the
Authorised Persen in this regard.

42. BB DERF L THFTSh TWHAIES. @ kL
RESANZTREEMNABIBYESD EL CEABRERE
BREOERSICKANXIEFOEETIC. HELALEE
HEHFAEh T EHEAICEL T EREES -
THREEhDEE, A —YFA AR R~V RThio D%
AENFRILT A EIEXBRERAL, LAL ., AERIESE
X, ChoDEBEAHHFBET X B ShoMPEEHE
BLTWAILEEZEITDIHEENBY ., COAICEHT 24—
Lﬁ'f ARNR=VUNEKBTRIRARAEROEGFhITHDE
\D

SHIPPING

Bk

43. Shipping of investigational products should be
conducted according to instructions given by or on behalf
of the sponsor in the shipping order.

43, BBIROEES, RIFBCEWVTRRREEXEZ
@:ELEAI:&ofﬁﬂﬁéhf:#ﬁ'@l:i;’é'a’c'ﬁbfdtlfhldf?ﬁi
oldly,

44, Investigational medicinal products should remain under
the contral of the Sponsor until after completion of a two—
step release procedure: certification by the Authorised
Person; and release following fulfillment of the relevant
requirements. The sponsor should ensure that these are
consistent with the details actually considered by the
Authorised Person. Both releases should be recorded and
retained in the relevant trial files held by or on behalf of
the sponsor.

4 AREI 2 REOERAEHROTIRAET 55
TOMME. ARKIEE DEEFICREL THARITIIE
1IN DA —U5A XK=V (= & HREBIR U QR
BHORZEOHFHTENE, ARKES L, Choht
A=V A=Y AR R ELEZ TS
BIRE E— WY BT LERRALETNERLARL, 28R
HEICOLNTIE, ABRKES X IERBEACKYBSET S
RBI7AVAIERL. RELETAIEELEL,

45. De—coding arrangements should be available to the
appropriate responsible personnel before investigational
medicinal products are shipped to the investigator site.

45, I—F BB OmMYRH L, BBREI AR EEEIYE
ABEGEESN BATICIEARDREREEMFBATEIE51CL
BiFhiEeniz,

46. A detailed inventory of the shipments made by the
manufacturer or importer should be maintained. It should
particularly mention the addressees’ identification.

46. BLEEBRNIIMA XS R L-EEO B O
ZRELGTAITESEL, FITBMADOSEI=SLVTR
BLZFNIZESAL,

47. Transfers of investigational medicinal products from
one trial site to another should remain the exception, Such
transfers should be covered by standard operating
procedures. The product history while outside of the
control of the manufacturer, through for example, trial
menitoring reports and records of storage conditions at the
original trial site should be reviewed as part of the
assessment of the product’s suitability for transfer and the
advice of the Authorised Person should be sought. The
product should be returned to the manufacturer, or
another authorised manufacturer for re—labelling, if
necessary, and certification by a Authorised Person.
Records should be retained and full traceability ensured.

47, HHRBEE NSO RSN ERELEBY T AL
BN REEBEL ST MIERSAEN, COBEITEER-
PE-TERBLAEIThiLhoialy, BBREAAEREEDSH]
NICHIBOBEE. FIZLEBRTEo4—HEOTORE
REEFRBEATOREELERRICE S, BEIZETS
ABREOBEESMITMO—RELTRIBLETAEES,
W FA—YTA ZXRIR—IUNE B TR ZRER DT
RITELLEL, RBEL, S EE N IZhO B S h -1
EEFICHESANDABENSNLHNIEELEN, MNBE
BRE . A—VF1XFR—U s LBHEEMNENEITRIE
;d-b?::‘ HGBEAREL. R ENERELETAIE
A sy A

COMPLAINTS

L
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48. The conclusions of any investigation carried out in
relation to a complaint which could arise from the quality
of the product should be discussed between the
manufacturer or importer and the sponsor (if different).
This should involve the Authorised Person and those
responsible for the relevant clinical trial in order to assess
any potential impact on the tral, product development and
on subjects.

48. GBEOGHICHET IEEORHENREL, BE

|FE XITWARE RUCARIKIES (RE-TULBIBE8)M

TEREBLATNIEALE0, COBEIcIE. B, B 56

RRUBBRE AT OBENTEEEET A, +—Y

5;(3\"FJ UL ESRAROBEESSMUE TR I
BIELY,

RECALLS AND RETURNS

[EUR &R

Recalls

(24t

49. Procedures for retrieving investigational medicinal
products and documenting this retrieval should be agreed
by the sponsor, in collaboration with the manufacturer or
importer where different. The investigator and monitor
need to understand their obligations under the retrieval

49 EBEORIIE ZOEIICONTOXELICETAE
IEE T, SLERE X ITMAZE (BU-TLSIESR) &t
ALT, ABREBRESIYROEFRISELL, SR8
UEMEE—2—HAYHIRNEL TS T3FhEh
OEBEBRETIDHENDS,

50. The Sponsor should ensure that the supplier of any
comparator or other medication to be used in a clinical
trial has a system for communicating to the Sponsor the
need to recall any product supplied.

50. JRRRERAE (L, ARSI AN BEX IO EE

amDEHEEEA R R B O N BIEICEL TABRIKEE TR

ié'(%é‘“/l?ix’éﬁatl.\é:tiﬁiﬁL,fII'J’:h.lif.iE:f.i
\U

Returns

B

51, Investigational medicinal products should be returned
on agreed conditions defined by the sponsor, specified in
approved written procedures.

51 BBRER., KB SN FIEEPCRESNATCLDEE
?fﬁﬁﬁ‘ﬁ%b\ ABEThEEHOT, BRshEHhE
ldly,

52. Returned investigational medicinal products should be
clearly identified and stored in an appropriately controlled,
dedicated area. Inventory records of the returned
medicinal products should be kept.

52 BHIENI-ARETHEICEANSh, BUl-E®sh
TLSFAREREA TRELZFHIZESAEL, RHA
BEOEEASERELZThIIESEL,

DESTRUCTION

[ F

53. The Sponsor is responsible for the destruction of
unused and/or returned investigational medicina! products.
Investigational medicinal products should therefore not be
destroyed without prior written authorisation by the
Sponsor.

53. GREKEE L. RERRU/ NI EHAREDBEEC
TEERT 2, TOEOABKESN Lo TRILEX
BLLISRBEEZRRELTIAESEN,

54, The delivered, used and recovered quantities of
product should be recorded, reconciled and verified by or
on behalf of the sponsor for each trial site and each trial
period. Destruction of unused investigational medicinal
products should be carried out for a given trial site or a
given trial period only after any discrepancies have been
investigated and satisfactorily explained and the
reconciliation has been accepted. Recording of destruction
operations should be carried out in such a manner that all
operations may be accounted for. The records should be
kept by the Sponsor.,

|54 . B A AR e T, & A O ERER

ERSEE, TLCRARGMEC. ARKEER (LT
DRBANEELBA URIELL TR FALAL,
AABEOWENS L. F—RAHEEL. AR OLW<HH
ABY . MANRERESN (LTS AR R ER
BAHL TR S BABRMR AR IESh 5 <5 Th
5. IERSHMEEORBIZOVTIE. 2TORZERAT
ESLSIAL. TORGIBBIEIE ARELEITIE
e IELY,
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55. When destruction of investigational medicinal products
takes place a dated certificate of, or receipt for
destruction, should be provided to the sponsor. These
documents should clearly identify, or allow traceability to,
the batches and/or patient numbers involved and the
actual quantities destroyed.

55. ABRREZME T ORI, RTAYDIFELHIIRAEN
20 REHEQERERE (CBIZ TG540, Ch
SNXFTHLTH/\WFRUV/ RITHEEY. RUR
RORIREEZARICHEL. Bl TThS~DMN—Y
EUTF(ZRALLZThIFESE,

TABLE 1. SUMMARY OF LABELLING DETAILS (§ 26 to
30)

FANETOFRLERBEEFELS (523226~30)

a) name, address and telephone number of the sponsor,
contract research organisation or investigator (the main
contact for information on the product, clinical tral and
emergency unblinding);

(nEBREAE. EESARAERSIRBEN I ER
EEMSOAT. . BEES CABRE, ARRURAHK
OERBAROIERH L)

b) pharmaceutical dosage form, route of administration,
quantity of dosage units, and in the case of open trials, the
name/identifier and strength/potency;

(byAIHE, 5. BERMOR. F—T HKBOBSC
FABREORTBRER. HiE

c) the batch and/or code number to identify the contents
and packaging operation;

éc?: ABRLBARETFRT SO0/ YFRUE/X(Ea—F
e ]

d) a trial reference code allowing identification of the trial,
site, investigator and sponsor if not given elsewhere;

(NERBROBANEAEELT SRR, ARER. ARE
(. AR (I REALVES)

&) the trial subject identification number / treatment
number and where relevant, the visit number;

(BRERNES ARES. RS ThEERES

f) the name of the investigator (if not included in (a) or (d):

(DB ERE % Eﬁﬁﬂ?% #((a), BBEIZTENLLVES)

g) directions for use (reference may be made to a leaflet
or other explanatory document intended for the trial
subject or person administering the product

(OREERZ(BEXRTABRETHEERICATEIL
MR F P ORAZFZBERTESD)

h) “for clinical trial use only” or similar wording;

(MEEBRERICRIIXZEUOTEES

i) the storage conditions;

OERESRS

j) period of use (use-by date, expiry date or retest date as
applicable), in month/year format and in a manner that
avoids any ambiguity.

() AR (AR, AR X IHEICHECTERE
B). B/ ERARUVBEKSZRRY AT

k) “keep out of reach of children” except when the °
product is for use in trials where the product is not taken
home by subjects.

WIFEDOFOREAGNBRICEL L EUARES
#HEENBEBICHELROGLEE IR

GENERAL CASE
For both the oufer packaging
and immediate container
(828)

Partieulars
a'tok

—BWr -0 NER
HEEUERBOEFILSANAT (23 %)

HEns

8~k
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IMMEDIATE CONTAINER
Where immediate containar
and oufer packaging remain
together throughout (§29)°

BRBENOLER
EEERENERIRCERTIES (e )

' 213
i Fhiede ‘ #'b'cde
IMMEDIATE CONTAINER — =
Blisters or small packaging " _aﬁﬁﬁi&’\%&_}bﬁm .
units (§30)° JAR—BER (P TEI = (T2 30)5
a’b*cde a2k34cde

1 The address and telephone number of the main contact
for information on the product,

clinical trial and for emergency unblinding need not appear
on the label where the

subject has been given a leaflet or card which provides
these details and has been

instructed to keep this in their possession at all times ( §
27,

| ARELABIEN. AUREAROE BRROEHOE
BREDEFOCBEES T HBREANEATAC MIT
PHA—FORBREBH TS, WHIZThERBER->TL
SESREEATLSDT. SN LSRR T SR BIE
F4AN

2 The address and telephene number of the main contact
for information on the product,

clinical trial and for emergency unblinding need not be
included.

2. aBRE. BBICHTHER. RURABROERFERD
I:&b DEEREOEMEBEESERTTILENY
\0

3 Route of administration may be excluded for oral solid
dose forms.

3. HEERETEDRERAFICOLCRRI,

4 The pharmaceutical dosage form and quantity of dosage
units may be omitted.

4. Rl LR S BT HRRTT,
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5 When the outer packaging carries the particulars listed in |5. NEENEILAL6ITE IR TV IR TE ST
Article 26. &E,
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B#M(13) PIC/S GMP HAFSAY FHRyIR14

R

MR

MANUFACTURE OF PRODUCTS DERIVED FROM HUMAN
BLOOD OR HUMAN PLASMA

EhmBEE U b S SE S G OBLE

PRINCIPLE

A

For biclogical 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 bleod or plasma have certain
special features arising from the biclogical 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.

ErER UERm RS EDEMFREREDICOLT. B
EFEHEEMA DML EDHE. RITMBELEEEES,
ErmER e sER EOEES L. R oEHmSn
HEMECEHGMEEERAShETS. fIZ (3.
DANADISEEREEERFAEHEEELLTLAT
REMELH D, JoT. £ EEERORSMIE. 911
ADBRERUVURELFEOFDHOUEHEZCMET, B
HHAUVTOHBFEOSENEETHS,

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.

GMPAHAFE/IT. 12 CEEALEY, EhERER
G EERR BRSNS, £ P EEEES
DEEOERSOUSE~DEERMIABOER. £H%52H
HADEE, RUFa P a—40 RTFLEE  LOHD
AnnexbBEIHE-BATH S,

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.

mAECIECHRRE. EERICRTI3E2TOREIOL
AL BRESGOSZE - EE*E5X30T. 2 TOERL
U ERERE S AT LARUBRTFOGMPESIZHE~1-1
D TR IEL AL,

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 1988 “On the
suitability of blood and plasma donors and the screening of
donated bloed in the European Community1 (88/463/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),

B EOGREEFC-ONEENBETHY . BMERS
ARBEAFOEFSA R EN TSP ZEE e
SEREEER. RUDEMED HROERBIEEURE
(SHESLEITRIZERL, ThEOEEIL, 199846829
RISEERITEYHERENT-IOn the suitability of blood and
plasma donors and the screening of donated blood in the
European CommunityT (98/463/EC)Ab, BRMsESHER
Z 15 (Guide to the preparation, use and quality assurance
of blood components) , & (f tH 57 {F {2 4% (WHO) (the
WHO Expert Committee on Biological Standardisation,
WHO Technical Report Series 840, 1994) %% & ¢: 2Dt
BRETIHAESM D~ HBEERTI2L0THH S,
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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 goveming
medicinal products in the European Community” may be
helpful.

B(Z, CPMPIZ& B A A FZ 12, 4= Note for guidance
on plasma—derived medicinal products
(CPMP/BWP/269/95rev.2) | %5, [The rules goveming
medicinal products in the European Community J)3AS(Z
IREEH TL BT Virus validation studies: the design,
contribution and interpretation of studies validating the
inactivation and removal of viruses 17T ELHFHTH S,

These documents are regularly revised and reference
should be made to the latest revisions for current
guidance.

ShoOXEREEMWICRETESN S A, BICBHRESE
LEFhIERSEL,

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,

AXEORET. OIFERUMEREEERICERS
haM, mmAMmKRS 03— L TWEL, LML, Ch
BREOE(IMBEE S HBERTESL L. FEDOESHEY
BIIChEICHET I L2 ROLEBES DS,

GLOSSARY

o
nA

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

m%: EAMSEmMESN-2MOIEc MmAXIIEL
AEERAICIEhS,

MRS : SEEQMEL A—TOFEERV=EDS
B, 51, RUERICIYES A m AR RS (i
Bk, BOER, M37. M/Mk)

XL e R EIE MR : AN IXREAMRIC
FOTIRMICEEEh MBEEN ERICLE-ERES

QUALITY MANAGEMENT

RETR—T ALK

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.

1. mE KL, FXBOHEROERRYICETE, BE

BGCESETORTOIRE, DEYRM(FT—DRERE,
g, Sy fuliERER ., RUTARYR) SRS,
BhE. MITE, RETE, RUBKRBROELETEA
BLEThIZELEN,

2. Bloed 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.

2. EEMORHBLLTERShAMAE X (M T, #
HEABROERMNZTHYAIRBSh R TCRLEY
RBEShEThIEEoa0,

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.

. EEMORMHELTERTINANZMEEHTS
BAOEEREEEHDFIRC., TORBERIT. B4k
RTXEEL, EEGEERENSFATELLSCLTS
MMEThIERSAEL,
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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.

4 EMERRUPERNEREEEZOREE. LWHIERE
B Lo@BELRE cEITRICTE=AYL TSN
hi;ffd:%t;t\o

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

5. RMERATRAIShA-ErME X ZMEREEER L. &
HEOBEBHETLTIAELLLY, (GMPHARMD5.655 1)

PREMISES AND EQUIPMENT

Bt {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. MR ILMTFIRIMTEERIL. BOLHEE. FRE
UM TED LS. B4R, SR U TETH
(FEBE i R U MIEDER, MIRUREX. BC
B CITo TGy, FH— BRI EmETER &5,
BNEFF—HEMYRSRAAAETHS,

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. 8GRl RUHBRERLE. AalnsiouiiL. a
BEERIEL. ThitiEshirhidasd, mfEhs
BERBLSIERILTIIESE, BHMNGET SBIBTE
fiﬁ?ﬁhf_ﬂ!ﬁ%_ﬁét\%ﬁﬁw XECEHLEThIE
Eigly

8. In the preparation of plasma—derived medicinal products,
viral inactivation or removal procedures are used and steps
should be taken to prevent cross centamination of treated
with untreated products; dedicated and distinct premises
and equipment should be used for treated products.

8 MFAEEEROEETREICT. DIILADFEFILEX
XBREIENFASHh, LEFERLER AT FRL
BWABD ATy TE#BERIT IS4, BREHFRIZD
#\Ltliaﬂimﬁzﬂ TEAMBBRUBBEEALLAEED
LY,

BLOOD AND PLASMA COLLECTION

Mtk R U tfn $2 D FEEY

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.

9. EhBER U MSRHEEE R Z ST AEEEE
& EMUBRCIMEOIRRE R LT DR TiRELE
SHBEOREICE. BEZNABLETHS.

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

10, BFF—1%. RABREENRI-HREA RSN
RIS,

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

1. FFr—OEROBEF TR ESN. MEo"
MTHLIENRTENG TR IEESEL, FLT, U%FE
ADBTFHIERFENGIThIEELEL,

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

12. Mg/ T HUTVERFBRMEE N E—THES
LERILY DA, ROFSSA)LE, BAICERELEH
NITEBEL,

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.

13. Mg R UM ORIROATZ, Mi%/ vy RUMER
SOBREBOHBEOCRIOFELBELE T ELLE
L\ MR TTREfS A RERICT A, Mk \v) L mmERSS
EHE‘ECDIVy?ﬁ%”éﬁﬂﬁbﬁlfhli&%tho
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TRACEABILITY AND POST COLLECTION MEASURES

F—HEUT LR EDREE

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
normally the responsibility of this customer to identify the
recipient.

14, B AEROBEBRFERMESL . RIS hT-{8 3
[TOWTC, FF—Io R (FRXIEREEE)EZSD
T.BEESICEIFECOBRE. F5o0FRAMSHIE
BCELZVATLERELGTNEAS AL, BEIREE
AERETHIOE, BEEBREOEEHETHS,

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 RRROEE . LT ORI BB . MR
RIS & B /5 B 55 IR H A CE H&S
= BEOMRAES AT LA RSN BB T
EXRETHL,

»it is found that the donor did not meet the relevant donor
health criteria;

FH—ORERENFF—RBECTREERTHOI- AP
nol-iga

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

HIE Q@M (0N AT D—RBEABRETCHT-
FH—hRommEHzZBEErRLA-82S

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

RYRSLINE-FIECIANAT—PH—RBNE RSt |
TWENWZEAIBEL-1B 4

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

FF—AC MR R ICEIERBOATEEENH IEF
(HBV, HCV, HAV, TOfbIF &9 A JL R HIV-1/2. BUF
DDORBETCRADORT) LR FEEREL-BS

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

- O YT AR T % (CIDXIVCD N ERELL-ES

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

-MERIEAEED E RS ShI-F N, FF—LBEDH
SHORILHBEhAH ML REFREL-BA
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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
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 withdrawa! of the product(s)
should be given,

LERDEFLSELBEORGEREL-FTIEEZER
LG Moty BB &1L, EiROmMmEDE{E SR
MobipEter ARMETORMEN S LEESS, LRD
WFhh B HoB 8, o FRBOFEEL T OYES
BHNIREEEWN, B4 Y 5/ Ay FORROBERITOL
TIE, ZEHTHEEERF PT—IL 5 X, RS DG
HERFIHT BHAASEESN D LSS ETOHRM.
BROBE. RURES HEZRICANL, HEITHRL
BHNIIEDE, LT MRS — /L2 E /AT DilLsEIc
HIVHBY, HOV R IHAVD B D HKEAN RS h -8R,
EXRORBEETRI IEUHET(CERL. RENHS
TVERVWTHBEST A0OMMFERYTFIFE0M,
SHORBERZTNIEESE,

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. IR 5%, ik, LEFhomEQHTERER
U/ RIEHET D=0 DHFEEETIMIC, BT DKE
BEERF YD~ OWTHE R ER USRS
TINUT LAV EORBIAEMALT, RBEEEL
T hiElEinis,

*HBsAg;

«HBs#n 5
|

= Antibodies to HIV 1 and HIV 2;

HIV-1/28 4k

~ Antibodies to HCV. *HCVEHLiE
If a repeat-reactive result is found in any of these tests, |ChODIERYEBRLEBEMRENARONT-ES. T
the donation is not acceptable. [XERL TSN,

(Additional tests may form part of national requirements).

ERBREOERBED—BEG- LSRN HD) |

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 RMAERMSHE T BEC, RTAEREMERES
AHLEOMBECME, RUFRRIDBEORERE
(&, RBL/AT LV REFRQLO TR RIEES
U BiESh MR ORI OV TERKTH 2.

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. RO —MET— N BIRETUFTLIEF—k
DR I, BT ORE OERBHERBO Y —H—(2oL
T EVGBERVRREEEL, NUF—avEnS
ETHEBL, SholTOWTREERIGNIEEREL
HFhITEsREL,

HBsAg; -HBsHA R

|
= Antibodies to HIV 1 and HIV 2: <HIV-1/25 4k
= Antibodies to HCV. ‘Heviith

Confirmed positive pools must be rejected.

BERIGERL - T —ILIEBELLS T AFELAL,
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19. 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. BUERERUVFEREFELNVFT— 3 2EEE
OFRBRAEICLY . BEEBIEREE (NATHZTHCV RNA
E#ﬁﬁbﬂaﬁtaﬁof_m BRI—LOMERTTEHEST DT

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 AP TR MEEEEFOREBICET AERS
HiL, BEMREFICETIRH O BMBLETEHER
HEOFATREMEFEICANLZIT R ER570,

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.

21. 7=V AR USEROEImMEDS LK. BRME
B RIIFRFEDRERS OEET 58 A g HEE
BHNZRLT, Dadet B nE RS . il
ROBHEVERRL STH0LEROS BIER, B0
NuF &S RERE. MEOBRRIRER. BRHL
TL A FMUARRROEE, €U TR X (25 8L 1A B
AMEEShTORITh ERoA,

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.

22 FEICRAWSMEOMENZENRE R U EEWMTS
SER/NNRIZTIE, RS T—LITBETEXRELTR
VBRUFREFALT, Pl L—FDI7IZTHS
C&o 1\ TORHYPT—ULT  RUBBOH AL, /3
z'f\—TJﬁﬁi-ﬁ-‘J%l_&UEﬁﬁm_%_&—bm-rh
HERE LR, T4 —T BTS2 TOERAEICOL
TOOU—2 ) —LICET HEREIERIL, PIC/S GMPH
AR MAnnex 1TOEREBIBIZHRES,

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 MRECh Do IMNABRER IR FEIRICED
Eaﬁﬁﬁ': LERRICE ST EIHEERALET NS
\0

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 YA L ABE X IR E L IED A E N F—ay

i, AT =23V S IR B EOELEITEA
THIRIEALEHEVAISEROEES A CIET-T
(XD,

RETENTION OF SAMPLES

TGS

25. Where possible, samples of individual donatiens 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. AIRECHNIE, BRIMFY L TINLHEEARETE
SICEX THRBICRELTENMEFRIZELEL, Ch
X EREnESOETHETHD, FT— L IEOY
T DNWT, HFZT— A N RS0
DBTE%EL‘ﬁﬁJmﬁﬂ’&ﬁﬁﬂnn@ﬁzﬂﬁﬂ?ﬁ%?fﬁﬂ}
T EBERIIRE LTSRS,

DISPOSAL OF REJECTED BLOOD, PLASMA OR
INTERMEDIATES

i, i 3% X (& rh R & DR E
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26. There should be a standard operating procedure for the
safe and effective disposal of blood, plasma or
intermediates, '

26. IR, MAXEPEROBECOLNTREA DS
G BEETIEESOPIZTRELAITLIEAESALN,
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[RX

LilEN

Qualification and validation

BEREFMHE O/ ) T—23y

Principle

IRAl

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.

1. AXBRIEEROUSICH 1T 5B E AU/
T—av@RACOVTRRET S, EERROSEEE
B EORIEEHOESLATESEBEIA TS
AT HA. EORENT—oa e ENRETHIN,
BRYDHCLIE.GMPOEHTHL. R0 REIEET
SN DHSER. RERVITEICHTIEALEE
ETORIE AU TS al ERBLAE N ILEBEL, /3
ggiziya&)ﬁ@mxﬁ&&:‘kﬁ?éf:m; 1R 5F
VHod,

PLANNING FOR VALIDATION

) TFT—La 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. BTON)T2avEBIHLMALHEIELTEN
Fhi(EEBiEly, F—2avIndSLOFTELES
(&, 3 F—=3TR3—TS5(VMP)EL L ME. FhiziE
LT LSXEICHECHEL. LT hEhDil,

3. The VMP should be ams-um_rnary document which is brief,
concise and clear.

3. NYF—1a TRE—TS5U0. GG . B2k VR
BB THD,

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

4, NYF—avIRE3—=TSUIZIE PG TFIZEY
AF—RERELEThIEESE,

(a) validation policy;

(@) ) T—3i R —;

(b) organisational structure of validation activities;

(b)Y NUTF—1 3 EHDOHBB MRS,

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

(e NI T—2a T 2%, VAT L. BERUT
Bo#E,

{d} documentation format: the format to be used for
protocols and reports;

() XBRBOEX: JOFNRUREZECERTSE

(e} planning and scheduling; (e} ALE R UEHE;
{(f) change control; . HDEFEHE;
{e) reference to existing documents, © BEOXEDSHE

5. In case of large projects, i{r;ay be necessary to create
separate validation master plans,

5 KEEOTRSIDIBE . £DFHOEHND/ )
g—*zayvxa—j—jya_‘—fﬁmﬂ'é.:tysfaz\@::t%ﬁ-ﬁ%

DOCUMENTATION

XEiE

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. WHEMEHEAE U/ TFT—aEEDESIZRETEH
HEL-BmcES3 O EER LT IERDELY,
TARaVIZERE. REShGFhIEGESEWL, Fokail
CREEIBRRUSAREZRELLHRIEELEL,
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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.

[BEBEBEERLLTRISESA, BERE, /1 \UF—2g

7. BRMEIF@ELEGLAYTF—arTaranic e 5

UHEREELD, FEL-2COBRERICHT Z2aA R
BL.OEBMOREICHELSTEDRELSE. BEAER
FRELEHTNIEESEL, TR VICEELE- SIS
EEEMASERIE., BULGERAEOBEBEESHT. &z}
EWMLETA RS,

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. AEREMEFEASEYNCTE T L%, BIE MR U/
Y7 —2aviTB I HIRATIYIADBFI=>EERX LT
BHENSh, BEICKEFTIITHAETE,

QUALIFICATION

e

Design qualification

B (3T ERE 32T

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

9. MLLEA. VAT LXFEEDN)F—Sao0FRH
DERITHETBFBIEEHEDQ TH A,

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

10. GMPAD DB SEEEREEL. T ICr,

Installation qualification

HE 1S FrliE 12T i

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

1. BHBERERE (0 %, SR AR BT
;M VATLRUREICH LERBLATNIZIEDELY,

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

12. BRI AR (QE. U TEa0 e ET BN,
CholzREEh L0 CIIEN,

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

@BHOI =7 RERERICH LTSN
-%E. BE. Y —EARUHEDIEH

(b) collection and collation of supplier operating and

b) BARENLRIES I BRERUTFZOFHELLY

working instructions and maintenance requirements; CRIEFEEFOINERUVRES
(c} calibration requirements; (c) RIEE

(d} verification of materials of construction. () HEOIREE

Operational qualification Rl AR R

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

13. T EEREREBOR, Bk ai s s (0Q) &
RELETHIEELEL,

14. 0Q should include, but not be limited to the following;

I T N S T s 7
BICBRENDLOTIEAL,

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

1@ Fi

AtX, VRFLARUREBEONBEEICEELISE

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

®) “T—AMT— AR EHINEEELHE. BEDEL
E%EEEEELTE&ELT:%“F‘ RN E—EHOEEEE
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15. The completion of a successful Operational
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. EERFRER R EAEYCSE T LI=18. #RIE. Bk,

HEFIR ERENEROFHHREFEEEGERRT

HIEMNTEDL, ThICEYNR. P XTFLARUEBEDE
R EATEREEAIREE T AL,

Performance qualification

RETEEAEERES

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

16 R AT CITe 14 1 50 5 USB B B iR PR SR DS TG R
REMEEERERZ (PQ) 2RELATRIEERL,

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

—

17. BEAEREIEREE L, LT2SDIEET A,
hBIZREZh SO Tt

(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;

() EigARY. B RIS -RAS X TERH S
A5, TOERBURESR., S AT LR ZESICEYTS
HExEICERLRAER

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

O BEG LRE TREAE L HoE R =05
HE TR S5

18. Although PQ is described as a separate activity, it may
in some cases be appropriate to perform it in conjunction
with 0Q.

18. REITREAEEEBEBIL-FHELTREaNS
P HIBEITE TN EE SRR S B TR
FHLTBYTH D,

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

gﬁéhﬁ:({iﬁ ROEE, PAT LB EBEOBEERE

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. BEEEOEELENICONT. B/ SA—ERU
BEMZEM T, O L EEABES DG TIEN
BIELY, B, WIE, 3% . PHNGRTEE, BEFIER
g}ﬁbﬁéaﬂﬁ%lllﬁﬂufﬁﬂﬁfﬁc%l:EEﬁié:h.t.thit:
2y A

PROCESS VALIDATION

FatzxuF—30

General

—8%

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, COETHRS T2 RUVRANLEZSSFH oS
[CHEASNS, FRIBOWE/ YF—2 3>, 208

hhd, EFEEhEIRIZOVWTO/NN)F—Lav B URE

N)F—=L3DWTERT 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. . TR F—a I ERSORERE UK
FEDRTZFE T L TWVETRIZESARUL(F BIf/ ) F—2a
2o CHAHRETELMASA NG RICESLTIE. BED

BERICT O/ F—2 a3t RET A EMDETS

AR/ T—30), X, BzHARREEHBLTING
IRICONWTE, AUF—2avZ2RELE Ry
(ERER, ) TF—av),

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, MY B, VAT ARUEEIO CHRERE
ERHL . HRBA RIS OVNT/ VU F—oas g LY
FhERLLEN, AUF—S 3  ERICSMT R AT
EIE R TOETLIESEL,
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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. MER, VAT L CEBRUIRET. oMk
By A EERA T SO BPNIITHEShE HhIEARS

Iz,

PROSPECTIVE VALIDATION

FRIBANYF—3

24, Prospective validation should include, but not be limited

4. FRMNIT—La v [CERTESDIEETEA,

to the following: NolZREShDLD TR, -
(a) short description of the process; (a) 7Rt DR TR

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

b) AT ASEHELCIEREORE

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

(o) AT OEERVRIEDOUAF CHE/ E=48— 25k
FEEZRY) LRITHEDRR

{d) finished product specifications for release;

() BE AR HED-H DO RRES OB

(e) list of analytical methods, as appropriate;

© BET oBa. AMFEDURF

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

N EEHEREZHSRRINLTESE

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

@ EERREEZ 5. Tt ~EBNaR. RUNE

TBE., 2 )Ty

(h) sampling plan; (h) L T) T EHE
(i) methods for recording and evaluating results O EERDEEE. SEMAE
(i) functions and responsibilities; 10 BERCEE

(k) proposed timetable.

K BRSIh=REHRHICOLTONER

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, RESh-ILEHEESWh-FES£50)2AL. 58
HAD—EDNRYFHABRDEY FTaEshE, BN
RMIZE, TROBYRLEHE CERESh-ARICEY.
BEOEHOBRERVEAN DN, TEHHEOED+
SET—AMRBShRFRIEEL AN, BRIz EL
F2I\SA—FATORKEIN\F 22N, Oz,

| TAvEEEEEARIECONTIE. —BIC2 AR

BhTl%,

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

26. TOERNUT—2 3o DT ET 1 vFIL. B
TEREEHIE SVFER—H A XTHEITRIZEL ALY,

21. 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. NUF—3vnyFzha, HET A3ESE.
TR o OEEERHINAYF— 3 0= 0BmSER
[COVWCTHBTIERTHI LD, WPOEHE
Wi (BATHBE) BERIBMRICZLICHESL
BHhiEE B0,
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Concurrent validation

FER/ ) F—2 3

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

28. BUSTREUGR T 1L, W O 22 (OPIBRRIIC /3L
F—av TGS LERT LBV LRSS,

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

29. FBRMNUT— a3 EERTIRTIX. ZLEEE
BTRL, TLTH—VSA XK/ S—v Az kURBEINLT
nigiEinian,

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

30. R/ T -3 D-OO L ERREET T
H ) F—lavicHLEEsh-40ER—TH 5,

Retrospective validation

BRI/ TF—as

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.

|[TnAEREhD BEDES . EEFIEITEEICE

1. BIFEMAUF—avid+5a TR sh-TEITHL
ENGARESh T B ICETHE Y 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. FEOLETIREO/NN)TFT—I 3 T BEDT—RE
DOWTERELEFNIZES L, SO F—=a o phEE
BFIEE. HEBOTOILOER. £HOHREEAL
ERSLT—IORBREDFEROBREZEESDL,

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,

3. CONUT—LaVERET HAEDT—RELT, 1Ny
FMIRUAREE., TREEFv—. RTEERE,
ABEERG. TRELRS. R FRUBRERTE
HERSFORBRIGT —2O0FDMNEFINS,

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, BIEK/N) T30 D -HBREN -/ \yFiX. B
BICHSLELWHDHS Y. LEa—Rhiciigdh f-
FTRATONYFERRL, F-TntxD—EBt%ER:T1-
O+ REHTHACE, BT RERFENICIEIETS
FOREGRIIEHODT—2E/DE. FEY IS
DWEMSREBRNHEITESZELH 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. ERAMNYT— 3 %4RET 50, —BBISES

Liz10~30/3\0FOF—3%T0XD—Bi %5 {Hd 5

HIZREBELETAEGSEL, LML, ESEERAES
BIZREYLBDNNvFTELLY,

CLEANING VALIDATION

)T -3y

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,

3. KBTSk hETROENEERETS
EOICRBLEGNIEELE, BROBEEYOEr)—
A== B RCRENE LT OREBOR
1L, Bk BFAEICH T2 BRI E ST
WEFRIZES AL, RE B ERTEETHY . £
ARETRITRIBESEL,
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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.

31. REBMXIFEMEERE CEEBREEZE T 5/

T—a REERO ST A EEBWVRIThEELRWN, &
BRAERCOVTORERAG. BT Eh-FEL UL
DZREMRITFEEMBEBHT 50+ RE TR
h(EEsin,

: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.

38, BRRIEEOHGERRAICHTIEFEIREROH/N
DT —2aveERET ZBENH I, EiEmEHcHL
THFRLATREELEL. ERAMLESFETORR.
FUICERFASBEROECOHBOBRLBRIELAT
?"L[ifd‘:gtlt\o EAREREVAEEFRACLEBThIEEbE
\O

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, FLTAERA RV LIRCHT ARRFIRICOLT.
MURRRUIEORENSHEZERTAoLMH

|hoEBERALN TS EXLEEEEEBLE " D—Xb

R HREBITOWNT, BRO/RUTF—2avER T A
LA TES,

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.

4. AZRERF AN AT ERECHLH LT
NI oA BEEFFIREIEERTEML., AL
ERSEHRIEESEN,

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

4. BB LETHERT 57K R NI T— 3o
THEEMGRBEZRLEALENEL,

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.

2. BREINENEYENEEXNIES ChLERIZIL.
PAELT, ThEE B PHTEE NENTINSE L8
VERAKORDLYICERT AN TES,

CHANGE CONTROL

EEER o

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 HERH. URENRER, TEEE. TEESXZ
AR, BhE A, BB RIcHL. #RRE X ETE
DBRREICEEARFTAREOHIEETAEESAT
BR. BARFHEEICOWTHE LA EREE A TE AT
hEGEEN, TREBRIEE T AL T, THED
IRICIOT. HEICES T AR EMNEELESS L4
AT DRBIET — I E SN ATEERELAZITHRIEED

by,

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 ASRBRXTIEOBEREICEEST IOEREDHS
ETOEFEL, ERICREL. XEBLLTREBL. B2T5S
&, B, PATLRUSEEDEEAHGITHLTRIF
TS, YRI5 ESHTHMET DL, FESHET
iR UE ) TF—2av (ol anEl, ST+ 0%E
BERETIL,

REVALIDATION

BAYT—23>
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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, equipment and processes meet the
prescribed requirements fulfils the need for revalidation.

45, RRESO- BR. VAT L. EERUIREI. ©
ot EMTHEEERET DA, SEHMNICEmT A
LN T—avEORBIZHLEXSTERTOAT
LVELMBSICIT, BREE. AT A, EBEUIEMNTIED
BRICEASTIENSIIREESLE a—4RET A&
C.BN\IT—LavEHit,

GLOSSARY

£
a8n

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.

FXETRMLTL\BA, 317 OPIC/SCMPH A R DR
£ICEEREN TOGVBIREFE R U W F— 3l
BRETSREORHELUTICRT,

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.

ruEE
BESNIERTHRREN, BR, ST L, EBXTT

|EOREISh I KRICREEE RIE T A betinth 5. 12X

XERTENEERICOVTHEZR T IERLL AT A, £
DBMIL. LAT LS BIESh RIS EhTWST
LERIEL. BRI IEEDLEMERETIETHS,

Cleaning Validation

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

FFUF—as
RBSh B TIREEGTHoLT, HEHNERRON
B D LA R T 5 X B IR Sh = FE

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

FeR/ ) F—3>
HET RS G OEMELSERICEET S/ \F— g

Design qualification (DQ) AT BRI TEAEM(DQ)

The documented verification that the proposed design of |MiEk, VAT LR UEROERSA-SHMNFIHOEN
the facilities, systems and equipment is suitable for the (o -l & 2 (AW s

intended purpose.

Installation Qualification (1Q) B EREREmI) - -_

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

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

. PRATARUVEBENBAR TSR, RESh

|=BEt R USEEOERISEES TAILEXBIL LT

Operational Qualification (0Q)

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

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

R E I (E 2 M(0Q)
R, S AT LR UER AR X LR LR, $BEh
%ﬁﬁﬁﬁt‘ﬁL,f:iE'le:f‘Fﬂ?'é:tféSE%{tu:ﬁ

Performance Qualification (PQ)

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

|PERE @R 44 TP Q)

&, YATARUVEBS—#HICIERLE. RExht-
IRRUHSAECE IV THENICHEEESTLICLE
EXB{bL-#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.

oA F—3

R LI=NSA—SNCEBETIIEMN, ZhicEHdN
ERREURBEHECEAT IEE S ERET 0%
EWICHRESTAZ LA XBIEL -5

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

TRl TF—ay
3 RS R OBMBERZT5/F—S 3y

Retrospective Validation

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

B, F—ay
WA DHEROTRICONTHS, EMsh-8E. &
B, RUEBO/I\vFT—RIcE3GN)F— 30

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.

BA)T—3

EEERFIEH->TEASh-. TR/ 2BIHTS
RN ITROBERUVHSOQFCERZSMNENCL
ZRIATHAD. TOERRYF—=La00BYEL

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

JROGH '
FEXIIIEOMAERICEIT2EE/ \SA—4%EE L3
B 55E

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.

RS * '

1T =S  FORRCYIBN, RUERETIE, €3
RUSHERIAIE., 1R, R, pHAR &M IERTIR LT 5
Ho 2<OBE, CHOOHMERE O TSHAH/ SuFIC
J:Uﬁf:éhén

System AT L
A group of equipment with a common purpose. HEBEOBREFTI—HOEE,
Worst Case —Xkr—2X

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.

HENGEGLEBLEESIC, BRAREIRNATERE
|SAHREEERA LTS, FEMEZFIRNCHE TS, I
[BRUREDOLBEFREZELE—DDOEHXE—E

DOF, ChoDEREBTLEHRLTROLBE
SIERITHLOTHIDEIRAL,
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RX

PARAMETRIC RELEASE

INSARI)—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.”

1.1 AXBCERSNANTANI I —IDOEEIL. BR
MANERSOERICEICIME TREICBLITINES
NIRRT AR)wIY) =X (B HECMPOERS
BIHETHEICEY,  BGRORENE—HEIN-LDT
HEAEERIT S, HEAFTHNED AT L

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

1.2 INSARO ) — R =R T HEEL., 53 APIC/s
Annexé ELFOHARSAU R, GMPDO R A EREIS
IZHEHEFHRIEES 5N,

2. PARAMETRIC RELEASE

2. INTAR) S ) —X

2.1 [t 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.

2 BTG LENRB OB RIS BoLC, RS
SORBERMT HELEIC, BEN S AEICHEELT
WAL EIEEh AL DB TN,

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.

2235 2R Yw o) -2, BEOHGEBROKELL

T HRORSA——EEET BLELTRAIN 5,
RSARYINV—RDER. T . RYHELIE. BROE
EELOMPERERERTHISRETH S,

3. PARAMETRIC RELEASE FOR STERILE PRODUCTS

3. WMRBAEO/\S Ay —X

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.

ICHER. BEFBREZERE T EREROLEFAE
HEF AERIZITI T ARSI —Z D ES LT

|RHT D, |MEAEROEERL. HOMLHEHLH, /Y

T—avFEOREFGHIERSNI-C LM TEHE
BICOAFNTH L.

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

32 EREOHANTRERIZLY, BERRBE. REED
REE AT LICERGRNAH S EERHET2188%1]
#IE20ATHD,

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.

8.3 INSARYYOYY—R[Z INUFHE LBESI =2
ZilHTST—4E0LON, BROEE T DEIL O
[ICEEEh. NUF—2aveh-TE G/ \yFAMRELETHh
1l EE A REETEDESIC. BBEIh 5,

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

SABBRATIR. NS ARY I —R (L. BREETRE
HEAMTHOIWAGORITEHAENS,
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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 BMBOLVIbDBIE T E/AOERIZHE o=, &
%g_%i% AAANCBEHRBEE ., /35 AN oY —2 0D

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.

3.6 —ERRICh-5RERBRE S OEHEN/ S AR )y
V=R ANDIERO— LD, RS
alSHLT/ATAMIYOY ) -2 EBATH L 1L, FELL
BWEBI NS, HESNEERETOEANS. BE
DHBITHLUTEREERZTo-00THY. T LS5
BRCOVTORFORERBO T4 BRI LE
FBAhIBEEHUES,

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

3 BELEN TV AW BRI OWCHT A O EE 1o
TLESAREMCRRE S THERERIS AT LDUR
JFEEIThEITRIEES G,

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

38 BHERE (L. GMPETI DL C AR GREE A LT
e AN

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 GMPETEEHNS S0 (/L. S R DB AL
BOBERUVEERROFROBELLLIC, FLHLME
|FlER D EEMEREED S A7 L CHES -t B E [T DL
THOThbDBEEZEBLAZIThIEESHL,

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

310 BMIAC. BEA AT SBERAlE 52 RU BRI
EELAEARERUREFTOBRCESEELLT
hiFfesiiny,

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

SNBEGEREBVUH OB/ F— 3 (THEVT, =
|2 L HL SEEY SEG T CHIFSh TWAT LA R
BELE RS,

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

SR EREEELATLCH. BERRICEOLIESED
BAEFERLETNIELESEL

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

SIBMETIEONT, ARhOREYFREETET 52
AT LAECTRE DAL,

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 REAMOB G EREEORRERRT ST EEL
WEIICLRTRIEELE0, MERER S LY
;Lgixa>§ﬁﬁao%¥w~>z—?m:;éﬁ§ﬁf§H-'B

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

3.15 BHEECHRE. TIEERICESLTAILE, RiE2D
ORI AT LATHETIDHENSH S, ChibDLR
TLIE 2ADABHNMIAYF—S a0 FOa2 Fa—4
VATLEIADARTEHRCHD,

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

3.18 H/\wF OEAOHERIZ. LT OEE ORERA
BETHD,

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

ERALEBREEROHEICE ST T REBED AR
t;f%r?‘c‘r LTL3BIE,

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

ETOMBLIEN . RERTESELREBESED
RBE/ONTIVACIL,
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*All instrumentation was in calibration.

"ZETORBIRIESITINGIE,

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

-HEMALZASOREEEICH L CHERYER/ Y
F—ilavahThvaé,

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.

AT 1EINSARY O AR RBINTF-6. BRA &0

HRRRBEN-RMBIZHEIEO CRFRITEDEL,

NSAR) 2 ))—ZDWRICES LAELEO%, EERE
BOHERICEH>TELTIIESALY,

4, GLOSSARY

4 FEE

Parametric release

185ARN YU —2R

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.

HETRICBVLWTIRESNATRR R /S ARSI —

AITEHAGMPOEREEADOHESIZHIT BTOS

%ﬁ*ﬁﬁhfz%@f&é:&iﬁ%&?é, el F I E
AT

Sterility Assuarance System

BEMERIELAT A

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

SRORBEERTITIEICRET I —EDFEEST,
BEAERGCEWVTE. LELEU T OFRIZE-T,
EREERIT 5.

a) Product design.

a) AEE

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

b) HERMRBULEMIFIE TS0 (B AZARUEE
gg:ﬁ?'éiﬂﬁ&'(ﬁ‘ RS E S T RAEY R B O

¢) Control of the contamination of the process of
manufacture to avoid 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.

EBRICETEERDEE

c) IR P~ADHEMDEARUVEMERHILTZED, &l
EH, B

MEOESRUHE. V)L —LTORYERLIZES
IBEOML. TREENRNOHER. XSENTI8E

<X, 5B IROERICE>TERShS,

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

ﬁﬁﬁ%ﬁ&tﬁ*ﬁ@wﬂﬁ DEHRDEITOER O

e) Maintenance of product integrity.

e) BamDR2E DR

f} The sterilization proess.

REIRE

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 ERER BE.FIEE, HEEHECORE, 5HE
HIRSF, RGE—F2 . AMTS—0FR;. /S UF—23
‘&\ BIE% EEHRICATLAZSCRECATLOS
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Reference and retention samples

BERRUREY VI

1. SCOPE

1. mmaE

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 BEMDEOHDGMPHARCGMPA AR )= T 5%
XEBI.HERYE. S X ISR OSESYLTIL
EOUCREBHESOREY LT LICOVNTOEREUE
BICETAIHAF U REIRET S,

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

1.2 SBBRERICET AR EDEREIERS TFI=H T DAnnex
RIZHEEH S,

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

1.3 FXBITIIX., HITRA BB SN A EER(COL
TORFH I VEBRICET A4 RESE,

2. PRINCIPLE

2. [R A

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 BUTNIE2OOBMEERT 57-ORET 5, 5—
DENITSTRBROY TV ERHETIATHY B
DHMBR2LEBRAUIDOREDATHD, LIE=H->TH
yZik2onhFI -zt h3,

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 concemed. 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.

BHMYLIN: HREH, A XEREU G SvF O
YTINT, GBIYTFOHMBIBAIC, HEEAE 118

BICHMETI BN TRESN S0, RERI RIS
Se(d, BEQEBECREBENSOBER YT (B
AFEDHTHRBURDTIRISED S EOAEHEEE

T2H0). RIBFEBR CRERE O EEN ~ 2SN
SLOLRETIL.

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
concemed. 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.

BRI I BRERO A v FhoRyd L e A
EEhi-EEMEY T, B—HREEOLSICEEEh

1% HRNXVFOEDHRAT. X ERROKE,. @

B, SALET, BEERI—TLvR, RouFFoi—. &
AHREOREDHENELBEDRHTH S, HIX
Xy FOLBERLITBAH AT HIBS . XTIk
BICAMCEERRORED LS, BELEY L TILER
ELUCTH, COBRICHES TEA MR REH 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.

SISOV TIL, S<NESICEERRURET VT
[XE—OMEB. 3 bbb caEah - EE B Lt
B TO IR GIL, BERRUBREYCTLITER

|TREERGENR D,
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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 EEREE WAES, NIV FOEFTARHEEZE
Y BHAMIOVTIE, TRUSAISHESNTOA £51=
BRSO \YFIODBEREC/IIIREY LTI
F.E SRR ICONTIRHERYEE \YFHDDE
EZmYUTIL BN HECEEREELT—EITDI2E
B WS RFRETIDEND D, ALY A+
X, —RAHBUAREBEADEH DR /IAYFIZONT. B
ERYUTINERETIIL, BRRAU D OSERLLLE
gﬂywbtbt, HRFEADAMERETEILLHER

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 BERLBVLWLEATFET LG, BRAGSHKNTHER
RHEONAYFITONWTORFGOERER-L. -6
[, BAOKHIZETIEE. BRRA~OBESHIZE
TIHIRE, SRNLRR/BEICHT RS, NThEES
ﬁggﬁfiﬁ%l:%?%ﬁ%ﬁi Wy sl i o Sl

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

24 YUTILQEBHAEEOEHRIEIRESL. FESE
?EEI:&T&C&J’J"@%ISJ:'B{:L'C&F:??ﬁ\fa:(fﬂl’bl:fm}fat
A

3. DURATION OF STORAGE

3. REHMN

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 BBBROE/ \YFILDSERJRUBEEYLTIL
(X, PLELRADMHRBRE 1 EBILBEETEI L, 55
MY TINIE R RERTETIRE—Ra%, XE—
REBBERA—HE THERSNIBBTHRELEFAFEDS
by, (R R =< AEEIIZELTIL., Annex
4(Mparagraphs 8V 9E S BOE,)

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 years 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.

32 SEFMOEFEHILRAPIC/sEBTHAE) DE
T. LU RS ERESh TUVELRY ., HERyey
IMEETO A TCHEASNIEE ., 5 RXITALITH
MmO AEHERDGEL2EMIXREEINEL F
DIARIE, YT HBRITREND LS - BN O
MREUVENBEICEERLTLEL, M TSR ERES
OEDNHFRETRELBEFNISESEN,

4, SIZE OF REFERENCE AND RETENTION SAMPLES

4. SERRURFEY LI LOEE

4.1 The reference sample should be of sufficient size to
permit the carrying out, on, at least, two occasions, of the
full analytical contrels on the batch in accordance with the
Marketing Autherisation 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.

4.1 BERYTIVE, BF/UFITONT, ZET5RT
BARICLYBEShERBEN TV ORFERIEI7MIL
(SRR M EBE DU LI 2EERT H0ITK
BEBBTEINIELRSE, ThERETIHENHD
. &S THRORBICERAHOLOEALVEITH
[(FE5E 0, FISMERRTDIBACIE. YT IMELD
(CRAEORAZETL BEER HEHhIEESEL,
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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 BUTHRE. SHRYLTIL, RUBELEB RIS
g}ﬁ:fyyﬁwa)ﬁﬁizﬁwéﬁ%{%i&%’fl,m-m
AR

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.

43 BERYLTLIE, FAOHAERSAEREH, &
MSARIBRERIAD /I vFERFTILOTHITAIE
BHEV MDY TNLIBDBEAL AN DES
BIZIE, TEOBORITRYET=A—T 51-HIEMLL
FRFELEL, Ry FE2OU L DO RBEO L cakd
SEEE. ThThOBEEENISDEEH1DORE
UL EFERLGT A IS0, finEiEEd 28
B.HLETOIELBICRAMOHBETL. AEE2(T
AL (AT A A

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 vear after expiry of the last batch
manufactured.

44 (BLEZEPIFL-REICOVWORHBELEER YT D
MRV FECR, BB CHESA 2 TOREE
KT 4. ETCOLBRLSNARN . RUEEGFH A
AREELTED . NEFEOMAFTERLSICLTES
BHHIESEE,

5. STORAGE CONDITIONS

5 GRERK

51—

151 BiEaL

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

52 BEEHFHR=AR N (fizE. BEd3EaE

NEEE)LTWaThIEESALY,

6. WRITTEN AGREEMENTS

6. ZPBMYRDHE)

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,

|61 BEBRFEEES, N FHE AR UEETOEERE
{F—DEATHEWMES. BER/BETVTILOERR

UREICHTDEEI. PIC/SGMPH AR DB IZ(ZFELLL
B8 OENXEPRICRELE ARG, Shittlhs
R IE A FHEAIE R E B, NuFIcdT 52 et
HAEEETARETUATTDAZESCONTERE

|BEh3, B30 ERETCORELEUREYVTILOD

ERELUICEECOLTORYRDE, BREAHE
LiithiEsi,

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 RFEDT-/\UFERIUT 24 —VSAXRIN—I>
5. 2 TOEETIEELRUBREY LTI, By
BIRIF I RAFMEETH LT ExBEICLATASEDY
L\ AEBGREE. TOLSIETI/EADFHOMmMY R
%, XB{Eh - RHBICHELSThIFESED,

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 BREROIE 1S EDH (I AEETEES

I, XBESh - 2HBNEREhTLAC L. 328
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7. REFERENCE SAMPLES — GENERAL POINTS

1. 8ERY TN —2BMNIEA
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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.

11 BFERY U TIVEAHEMTH R E, NJF—3
BOMEER T 2B EAEERMETEALSIZLTE
MEFNIRELEN EERICAVIHAEN S aEEH
[Z22WTIE, B ORESRBICIT o 8LEFRcH A
F&r; _(?gsﬁ%ﬁtt:-: WTIX. B ADEIE X BB {To- 8
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8. RETENTION SAMPLES — GENERAL POINTS

8. REYIIL—28BATEA

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 REVVINRFRETIRRES O \VFERBELE
Fh(EEsiEb, X, RERBEXIIEO BT SR
IREREOBESRERET 5-OBRBETINELD
Do LIS T BESUTILEEBRE ROy FiIHE
T4 —VSAXRNR—V HRET L EFI-THEST
HTENEELL,

82—

8.2 HlweilL

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 REFHUINEFEYF/IERONMETIEXET
BEET 1. FFAch-HEREFORMICTRELAT
HITAEBIEL,

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 concemned.

84 BROBLE WA A% HEB Ny FHEAEH
EIT1 2R EOIEFABEE S 2IBERICIT, BEYYT
ILORRBUREICHT SEEIE. HESMOZHSEIC
BELEHhIERLEL,

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

9. ¥TTHA . ETEEEh BRI~ AT 2B =R R UG
ro 3, i

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

|FEREREECETBA IR AR A R xR

TWABEICRYERARETHD

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 ZRAZEHIFHAHNINALZNESICE. AR EROYRS
NREAELGLDERTHI-0. BLshi-aH0AH
FTHIHENBDS,

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 PIAEH—FBEXIIEERER)—JLIFERYUE
A RALEERHTHHEEE, T TRPCHES
EBRIOUZINGHE1-8. A28 8 R AYDREY
TN EERIRG 228, FA—RENECE-BED
BEEZEONMIBETELLIICLTE{CET (AELhE
BERWTAATRAR AL TES)., £OEINORI-E
8954 . BEETHS,

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

}3ﬂﬁ%ﬁ#ﬁﬁm#&&%m@#ﬁ&d&#&yﬁ
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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 preducts 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.

100 BhESERVREEL. B EEDFAZREM. BRYEL.
XITEHET HEAITIT. BRAEEEAHNE LD
HHHBAOEES, SUF ARERICHIBICES, T
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Lathidasily,

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 BEESSNELFREARBETAIUBITENES.
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