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SAMPLING OF STARTING AND PACKAGING MATERIALS |B R U A QT T )05

PRINCIPLE
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Sampling is an important operation in which only a small
fraction of a batch is taken. Valid conclusions on the whole
cannot be based on tests which have been carried out on
non—representative samples. Correct sampling is thus an
essential part of a system of Quality Assurance,
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Note: Sampling is dealt with in Chapter § of the Guide to
GMP, items 6.11 to 6.14. These supplementary guidelines
give additional guidance on the sampling of starting and
packaging materials.
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PERSONNEL
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1. Personnel who take samples should receive initial and
on—going regular training in the disciplines relevant to
correct sampling. This training should include:
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=sampling plans,
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=written sampling procedures,

-XEEhi=b UL T FIE,

*the techniques and equipment for sampling,
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~the risks of cross—contamination,
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*the precautions to be taken with regard to unstable
and/or sterile substances,
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*the importance of considering the visual appearance of
materials, containers and labels,
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~the importance of recording any unexpected or unusual
circumstances.
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STARTING MATERIALS
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2. The identity of a complete batch of starting materials
can normally only be ensured if individual samples are
taken from all the containers and an identity test
performed on each sample, It is permissible to sample only
a proportion of the containers where a validated procedure
has been established to ensure that no single container of
starting material will be incorrectly identified eon its label.
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3. This validation should take account of ai: least the
following aspects:
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*nature and status of the manufacturer and of the supplier |-
and their understanding of the GMP requirements of the
Pharmaceutical Industry;
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the Quality Assurance system of the manufacturer of the
starting material; .
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*the manufacturing conditions under which the starting
material is produced and controlled; '
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»the nature of the starting material and the medicinal
products in which it will be used.
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Under such arrangements, it is possible that a validated
procedure exempting identity testing of each incoming
container of starting material could be accepted for:
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=starting materials coming from a single product
manufacturer or plant;
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»starting materials coming directly from a manufacturer or
in the manufacturer's sealed container whers there is a
history of reliability and regular audits of the
manufacturer's Quality Assurance system are conducted

. by the purchaser (the manufacturer of the medicinal
products or by an officially accredited bedy,
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It is improbable that a procedure could he satisfactorily
validated for: ‘
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«starting materials supplied by intermediaries such as
brokers where the source of manufacture is unknown or
not audited;
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=starting materials for use in parenteral prodicts.
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4. The quality of a batch of starting materials may be
assessed by taking and testing a representative sample,
The samples taken for identity testing could be used for
this purpose. The number of samples taken for the
preparation of a representative sample should be
determined statistically and specified in a sampling plan.
The number of individual samples which may be blended to
form a composite sample should also be defined, taking
into account the nature of the material, knowledge of the
supplier and the hamogeneity of the composite sample.
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PACKAGING MATERIAL
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5. The sampling plan for packaging materials should take
account of at least the following : the quantity received ,
the quality required , the nature of the material {e.g.
primary packaging materials and/or printed packaging
materials), the pcoduction methods, and the knowledge of
Quality Assuarance system of the packaging materials
manufacturer based on audits, The number of samples
taken should be determined statistically and specified in a
samplin plan.
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MANUFACTURE OF LIQUIDS, CREAMS AND OINTMENTS
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PRINCIPLE
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Liquids, creams and cintments may be particularly
susceptible to microbial and other contamination during
manufacture, Therefore special measures must be taken to
prevent any contamination.
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Note: The manufacture of liquids, creams and ointments
must be done in accordance with the GMP described in
the PIC Guide to GMP and with the other supplementary
guidelines, where applicable. The present guidelines only
stress points which are specific to this manufacture.
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PREMISES AND EQUIPMENT

EMRUER

1. The use of closed systems of processing and transfer is
recommended in order to protect the product from
contamination. Production areas where the products or
open clean containers are exposed should normally be
effectively ventilated with filtered air.
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2. Tanks, containers, pipework and pumps should be
designed and installed so that they may be readily cleaned
and if necessary sanitised. In particular, equipment design
should include a minimum of dead-legs or sites where
residues can accumulate and promote microbial
proliferation.
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3. The use of glass apparatus should be avoided wherever
possible. High quality stainless steel is often the material of
choice for product contact parts.

RERYASRAEBOERHEZBRTEIRETHD, £<
0)1% EREEMT IS IIEREDRAF UL ARTF—
Jbﬁ{ﬁ'ﬂ& LTERSNS,

PRODUCTION
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4. The chemical and microbiological quality of water used
in production should be specified and monitored. Care
should be taken in the maintenance of water systems in
order to avoid the risk of microbial proliferation. After any
chemical sanitization of the water systems, a validated
flushing procedure should be followed to ensure that the
sanitising agent has been effectively removed.
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5. The quality of materials received in bulk tankers should
be checked before they are transferred to bulk storage
tanks.
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§. Care should be taken when transferring materials via
pipelines to ensure that they are delivered to their correct
destination,
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1. Materials likely to shed fibres or other contaminants, like
cardboard or wooden pallets, should not enter the areas
where products or clean containers are exposed.

1. BB — L XIEARED LY FEO LS, BT
thDFELEELLEDLILEDE, HERITEEFSh =TS
MNBEShIEBIZANRTIHESE,

8. Care should be taken to maintain the homogeneity of
mixtures, suspensions, etc. during filling: Mixing and fiilling
processes should be validated. Special care should be
taken at the beginning of a filling process, after stoppages
and at the end of the process to ensure that homogeneity
is maintained.
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9. When the ﬁnished.product is not immediately packaged,
the maximum period of storage and the storage conditions
should be specified and respected.
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MANUFACTURE OF PRESSURISED METERED DOSE
AEROSOL PREPARATIONS FOR INHALATION
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PRINCIPLE
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Manufacture of pressurised aerosol products for inhalation
with metering valves requires some special provisions
arising from the particular nature of this pharmaceutical
form. It should oceur under conditions which minimise
microbial and particulate contamination. Assurance of the
quality of the valve components and, in the case of
suspensions, of uniformity is also of particular importance.
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Note: The manufacture of metered dose aercsols must be
done in accordance with the GMP described in the PIC
Guide to GMP and with the other supplementary
guidelines, where applicable. The present guidelines only
stress points which are specific to this manufacture.
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GENERAL
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1. There are presently two common manufacturmg and
filling methods as follows:
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a) Two—shot system (pressure filling). The active ingredient
is suspended in a high boiling point propellant, the dose is
filled into the container, the valve is crimped on and the
lower boiling point propellant is injecied through the valve
stem to make up the finished product. The suspension of
active ingredient in propellant is kept cool to'reduce
evaporation loss.
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b) One—shot process (cold filling). The active ingredient is
suspended in a mixture of propellants and held either under
high pressure and/or at a low temperature. The suspension
is then filled directly into the container in one

shot.

b)— BT CAK (R EITE CA) . BARI D BB TR DI
HERBL. BE TRV XIHER FIZRET 5, 2L
T BB, HiE SRCIETRTAT S,

PREMISES AND EQUIPMENT
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2. Manufacture and filling should be carried out as far as
possible in a closed system,
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_|3. Where products or clean components are exposed, the
area should be fed with filtered air, should comply with the
requirements of at least a Grade D enwronment and should
be entered through airlocks.
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PRODUGTION AND QUALITY CONTROL

HRERVREETE

1

/2




4. Metering valves for aerosols are a more complex
engineering article than most pharmaceutical components.
Specifications, sampling and testing should be appropriate
for this situation. Auditing the Quality Assurance system of
the valve manufacturer is of particular importance,

L RARIDEERE LI, BREDEER AR
BEUHIE . SEELREBE Th. o TEVGH |
. H T RURBABEThHE, /AL T BB RS
DRERIS AT LAERET S LI BCEETHE.

5. All fluids (e.g. liquid or gaseous propellants) should be
filtered to remove particles greater than 0.2 micron. An
additional filtration where possible immediately before filling
is desirable.
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6. Containers and valves should be cleaned using a
validated procedure appropriate to the use of the product
to ensure the absence of any contaminants such as
fabrication aids (e.g. lubricants) or undue microbiological
contaminants, After cleaning, valves should be kept in
clean, closed containers and precautions taken not to
introduce contamination during subsequent handling, e.g.
taking samples. Containers should be provided to the filling -
line in a clean condition or cleaned on line immediately
befors filling. '
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7. Precautions should be taken to ensure uniformity of
suspensions at the point of fill throughout the filling
process.,

1. RTAIRERZELT, RTAEHCETIBERLS
BEICASES EBLEThIFESEN,

8. When a two—shot filling process is used, it is necessary
to ensure that both shots are of the correct weight in .
order to achieve the correct composition. For this purpose,
100% weight checking at each stage is often desirable.
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8. Controls after filling should ensure the absence of undue
leakage. Any leakage test should be performed in a way
which avoids micrebial contamination or residual moisture.
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COMPUTERISED SYSTEMS
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PRINCIPLE -
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The introduction of computerised systems into systems of
manufacturing, including storage, distribution and quality
control does not alter the nieed to observe the relevant
principles given elsewhere in the Guide. Where a
computerised system replaces a manual operation, there
should be no resultant decrease in product quality or
guality assurance. Consideration should be given to the
risk of losing aspects of the previous system by reducing
the involvement of operators.
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PERSONNEL
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1. It is essential that there is the closest co—operation
between key personnel and those involved with computer
systems. Persons in responsible positions should have the
appropriate training for the management and use of
systems within their field of responsibility which utilises
computers.This should include ensuring that appropriate
expettise is available and used to provide advice on
aspects of design, validation, installation and operation of
computerised system.
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- [VALIDATION
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2. The extent of validation necessary will depend on a
number of factors including the use to which the system is
to be put, whether it is prospective or retrospective and
whether or not novel elements are incorporated. Validation
should be onsidered as part of the complete life cycle of a
computer system.This cycle includes the stages of
planning, specification, programming, testing,
commissioning, documentation, operation, menitering and
changing.
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SYSTEM
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3. Attention should be paid to the siting of equipment in
suitable conditions where extranecus factors cannot
interfere with the system.
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4, A written detailed description of the system should be
produced (including diagrams as appropriate) and kept up
to date.

It should describe the principles, objectives, security
measures and scope of the system and the main features
of the way in which the computer is used and how it
interacts with other systems and procedures
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5. The software is a critical component of a computerised
system. The user of such software should take all
reasonable steps to ensure that it has been produced in
accordance with a system of Quality Assurance.
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6. The system should include, where appropriate, built—in
checks of the correct entry and processing of data.
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7. Before a system using a computer is brought into use, it
should be thoroughly tested and confirmed as being
capable of achieving the desired resultsIf a manual system
is being replaced, the two should be run in parallel for a
time, as part of this testing and validation.
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8. Data should only be entered or amended by persons
authorised to do so. Suitable methods of deterring
unauthorised entry of data include the use of keys, pass
cards, personal codes and restricted access to computer
terminals. Consideration should be given to systems

8. 7RG, FRAEZ T -FOHDBAANHNIEECES
ESTHEATWEITFhIER S,
EROTWNT—2ANZBR LT 5F T4 FEELT,

F—  NAA—F {BAI—FOER, ROV E1—4iF
KADTFIEAFIBRIZ T oD, EEDENENTI+

allowing for recording of attempts to access by AL&SEL-EF VAT LICHRBTERETIEICONT

unauthorised persons. BEETHIL,

9. When critical data are being entered manually (for 9 BERLETF—ARFAN BIAIE, ko0 WHLEDOE
example the weight and batch number of an ingredient ERUNYFERS) ShIE5. BHEOLEEECONTE
during dispensing), there should be an additional check on |[IMOFEZEF {ThiithiEEniin,

the accuracy of the record which is made. This check may
be done by a second operator or by validated electronic
means.

COHREE20F AL —ER (T F—LavEEihE
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10. The system should record the identity of operators
entering or confirming critical data.. ’
Authority to amend entered data should be restricted to
nominated persons.

Any alteration to an entry of critical data should be
authorised and recorded with the reason for the
change.Consideration should be given to the system
creating a complete record of all entries and amendments
{an “audit trail”) :
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11. Alterations to a system or to a computer program
should only be made in accordance with a defined
procedure which should include provision for validating,
checking, approving and implementing the change. Such an
alteration should only be implemented with the agreement
of the person responsible for the part of the system
concemed, and the alteration should be recorded. Every
significant modification should be validated.
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12. For quality auditing purposes, it should be possible to
obtain meaningful printed copies of electronically stored
data.

ELEtH X sz,
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13. Data should be secured by physical or electronic
means against wilful or accidental damage, and this in
accordance with item 4.9 of the Guide, Stored data should
be checked for accessibility, durability and accuracy.If
changes are proposed to the computer equipment or its
programs, the above mentioned checks should be
performed at a frequency appropriate to the storage
medium being used.
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A= BRI ILBEFHFERICEVREEShT
oty EEShEF—2(Z 20T 7o X ThEE.
BREERUERBEICOLWTEZELGITAIEES AL, oY
Eai—4EBEXIEFOTATSLICHLEREEZTSBE L.
gmgﬁ%ﬁgﬂm_ﬁﬂbfﬁﬂmﬁﬁ‘c R DFEEMN

14, Data should be protected by backing—up at regular
intervals. Back—up data should be stored as long as
necessary at a separate and secure location.

14 7— RS BN/ 97T T oL kD REL AT
NIERBE, Aos Ty T F—RIEREARY . LR
LB RELETAIEESEL,

15. There should be available adequate alternative
arrangements for systems which need to be opserated in
the event of a breakdown. The time required to bring the
alternative arrangements into use should be related to the
possible urgency of the need to use them. For example,
information required to effect a recall must be available at
short notice.
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16, The procedures to be followed if the system fails or
breaks down should be defined and validated. Any failures
and remedial action taken should be recorded.

16. L RTFLMBELIIFEICHESTT 5 FIEAEE SN,
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17. A procedure should be established to record and

analyse errors and to enable corrective action to be taken.

17. FEGZRELSHL, F-REEREDZR{TEThES
5 FIRERE LA ThiEasin,

18. When outside agencies are used to provide a computer
service, there should be a fermal agreement including a
clear statement of the responsibilities of that outside
agency {see Chapter 7).

18. aVE 21— H—ERFRME T IS MHEEZFERTS
H. FONBEEOBEFICOLNTHREIZRHL-EX
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18, When the release of batches for sale or supply is
carried out using a computerised system, the system
should recognize that only an Authorised Person can
release the batches and it should clearly identify and
record the person releasing the batches. '
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USE OF IONISING RADIATION IN THE MANUFACTURE
OF MEDICINAL PRODUCTS

ERMEECETOERISEOER

INTRODUCTION

X

Ionising radiation may be used during the manufacturing
process for various purposes including the reduction of
bicburden and the sterilisation of starting materials,
packaging components or products and the treatment of
blood products.

BREMERIL, S —TFToOFD>OHEEN., af
OFERVMERES S OMNBEDFE 2L EHHOSE
IRRIERT S,

There are two types of irradiation process: Gamma
irradiation from a radioactive source and high energy
Electron irradiation (Beta radiation)} from an accelerator.

B EECITIZODOEF21THHE, BEGEROH &
BROLDH L HREHEESIMERMDETRILF—
DETF (R—428) EBHEETHD.

Gamma irradiation: two different processing modes may be
employed:

HOoTHRBHEE
CHICIRZ DD RG22 TONBE—FEEETA2E
NTED,

(i} Batch mode: the products is arranged at fixed locations
around the radiation source and cannot be loaded or
unfoaded while the radiation source is exposed.

1) 753y FE
HAEZEEORBICETEshi-HECREESHh . Bt
[CIFBE R RS &iTTEEL,

(i) Continuous mode: an automatic system conveys the
products into the radiation cell, past the exposed radiation
source along a defined path and at an appropriate speed,
and out of the cell.

2) HEfwt -

HWTEN=E (V) RICEFEECiBESh, HESh
t:%ﬁ?fgﬂﬁﬁ&'@%ﬁéﬂf:ﬁﬂﬁ’éﬁi@u BETEMn
2% °

Electren irradiation: the product is conveyed past a
continuous or pulsed beam of high energy electrons (Beta
radiation) which is scanned back and forth across the
product pathway.,

EFRENEE
RGRE EGEXL ANV ZRKTRERBOMERICAF v S
hE=BIRILF—EF(R—R)EHALTREEIN S,

RESPONSIBILITIES

A
o

1. Treatment by irradiation may be carried out by the
pharmaceutical manufacturer or by an operator of a
radiation facility under contract (a “contract
manufacturer”), both of whom must hold an appropriate
manufacturing authorisation.

T RE I F o MBI A —H X S - R S (2
EUEEE) [CEoTEREND, LNTNOBETh. ]
BAEFAE > TURFRISEBAL,

2. The pharmaceutical manufacturer bears responsibility
for the quality of the product including the attainment of
the objective of irradiation. The contract operator of the
radiation facility bears responsibility for ensuring that the
dose of radiation required by the manufacturer is delivered
to the irradiation container (i.e. the outermost container in
which the products are irradiated).

2. MEA—NIT, BEOBMNEERTH_ L5220, B

DRBEICHLTEEEZES, FFERFEEL, HEA—H

AERLBENRINE (Thhs, 8RB EhIg
HIMUDBRR) CEBHIN LRI IEIEED,

3. The required dose including justified limits will be stated
in the marketing authorisation for the product.

3 AN REN-BEF AL ERGEL. DR DKRS
BIZHHII D,

DOSIMETRY

#wEHE
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4. Dosimetry is defined as the measurement of the
absorbed dose by the use of dosimeters. Both
understanding and correct use of the technique is
essential for the validation, commissioning and control of
the process.

4 REHEIE, MBS EEALTRIREFAET oL
ERESN D, CORMOBREELLMERIE, /) F—
AV BEVIREEOELRTHD,

5. The calibration of each batch of routine dosimeters
should be traceable to a national or international standard.
The period of validity of the calibration should be stated,
justified and adhered to.

5. HEEATOREHOR/\VFORER. BRX(EE
BREEICSR > TUVRITHIRARL AL, RIEAF I TH SR
PRICDOLVCER L . RYMERL, BFLAITHh s
AN

6. The same instrument should nermally be used to
establish the calibration curve of the routine dosimeters
and to measure the change in their absorbance after
irradiation. If a different instrument is used, the absolute
absorbance of each instrument should be established.

6. FEREN DRV IL— o — T e S L BRE
EHEORAEOELBEHTY Sl ALAEE

EERTHONE, ERSSBEGEATEBAICL, £

NENOBBOBANBEELRLT 5oL,

7. Depending on the type of dosimeter used, due account
should be taken of possible causes of inaccuracy. including
the change in moisture content, change in temperature,
time elapsed between irradiation and measurement, and
the dose rate.

1 FHTABEADATICELT, BE. BE . BER
THLHEECOREBNEEAVEEESFOEREFET
SEAUREMEOHIERCO>F, BYICEETLIL,

8. The wavelength of the instrument used to measure the
change in absorbance of dosimeters and the instrument
used to measure their thickness should be subject to
regular checks of calibration at intervals established on the
basis of stability, purpose and usage.

8. MREFDMAEDELEZAET IRBORERURE
SIOESEB SRR, TE, BMRUERZEEEL
THRELEER CRELZTh IS0,

VALIDATION OF THE PROCESS

JotzRAYF—3%

9. Validation is the action of proving that the process, i.e.
the delivery of the intended absorbed dose to the product,
will achieve the expected results. The requirements for
validation are given more fully in the note for guidance on
“the use of ionising radiation in the manufacture of
medicinal products”.

9. \F—Ta LIk, LI (05 Ba~ 0B I RIS
B) A KB DR S BT BT A THE, /A1)
F—S 3 OERFEL, [ERREOEEICEH 5B
AR ORI B BT B iast ORIz LY ELCRY

10. Validation should include dose mapping to establish the
distribution of absorbed dose within the irradiation
container when packed with product in a defined
configuration.

10 NUT—2aV(lE, HESh-EEE TRREZRAalL:
. BHEAORINGEORTERITI-OOEBE

RYTEBDREITIIRESE,

11. An irradiation process specification should include at
least the following:

1. B LR ERCE. Dot T OERERET 5

o

a) details of the packaging of the product;

a) RADAEICETEMEE

b} the loading pattern(s) of product within the irradiation
contatner, Particular care needs to be taken, when a
mixture of products is allowed in the irradiation container,
that there is no underdosing of dense product or
shadowing of other products by dense product. Each mixed
product arrangement must be specified and validated;

b) BHEERNDOEBOBREE

o, REEATHRORENFSNIBEE. SEE

OREFRPEREHRICI->THORSICEAATEL
YLAWRIC, BICEBTHC L, BEIIHMADOERER

BT, NIT—a a2 RELATN LGRS,
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¢) the loading pattern of irradiation containers around the
source {batch mode) or the pathway through the cell
{continuous mode); '

) BROBEOES EDBRMIGE(WFR) . XILBE
EROOAATERE(GEER)

d) maximum and minimum limits of absorbed dose to the
product [and associated routine dosimetry];

d MROEX/RNRIEENBE (RUVEETIAEDOR
%)

e) maximum and minimum limits of absorbed dose to the
irradiation container and associated routine dosimetry to
monitor this absorbed dose: .

e) BEHEORX /" RMNUURECREERUVCORE
EHERTOIEEORERE ' '

) other process parameters, including dose rate, maximum
time of exposure, number of exposures, etc.

s

f) BEX REOZXAEH. RER#ZFDOFDMT N0
TRINGA—H—

When irradiation is supplied under contract at least parts
(d} and {e)} of the irradiation process specification should
form part of that contract

FEMPERICERTDIIEG . DIEER(DE(ERBE
ECEIAN Y E (R Ty A AR

COMMISSIONING OF THE PLANT

BEZOa3Ivia=y

General

— &

12. Commissioning is the exercise of obtaining and
documenting evidence that the irradiation plant will
perform consistently within predetermined limits when
operated according to the process specification. [n the
context of this annex, predetermined limits are the
maximum and minimum doses designed to be absorbed by
the irradiation container. It must not be possible for
variations to occur in the operation of the plant which give
a dose to the container outside

these limits without the knowledge of the operator.

12, azvia=LJid, TRARCH-TEiR T A, B
5?)?‘&’_5’375“35Bﬁ‘ﬁ&)%ﬁ)%ﬂf:ﬂﬁgﬁ'ﬁﬁﬁﬁ LTHEEET S
EOIHEREL. X, XEBLITLHEETHL. COXE
DEHBIZEWT, HohLHEHBELT., BEEILR
WY HESCHREENIBR A RPMREDELTHD 5
EOEERRIZ, 2EEHFMSTIZ. ChoOREMIN -
R ENEHBICBIFEh SIS EENHH>TITELA
Ly,

13. Commissioning should include the following elements:

13, 33w 3= Y ICE, LTOREZSLIE,

a. Design; a. BXET
b. Dose mapping; b. =210
¢. Documentation; c. X&1t

d. Requirement for re—commissioning.

d B\, JZvian Y OERER

Gamma irradiators A TIRAEE S
Design ZxEt
14. The absorbed dose received by a particular part of an |14. EBETS#RNDHHIBRTICE LT, B EOBEH SIS

irradiation container at any specific peint in the irradiator
depends primarily on the following factors:

AR E X, T T OERAICIKET S,

a) thé activity and gecmetry of the source:

DHRIED R EECRESD T

b) the distance from source to container:

b) ¥R & FR 5 5 D B AR

.3/8




¢) the duration of irradiation controlled by the timer setting
or conveyor speed;

c) 24 ?*&ERli:/f\'\’:il#f%llfiﬂéhéﬂgﬂfr«@%
E’&E#FEE]

d) the composition and density of material, including other
products, between the source and the particular part of
the container. .

d)ﬁﬁtﬁ’-ﬁm@ﬁ%&‘iﬂﬁkd)[ﬁl %éﬂtd)ﬁnn’&
CHEDHEMERE

15. The total absorbed dose will in addition depend on the
path of containers through a continuous irradiator or the
loading pattern in a batch irradiator, and on the number of
|exposure cycles.

15. FDith. mﬁﬁztiﬁﬁ—tﬂﬁgﬁ ECHIBHEORE
B, N\ FRBREECEEAREICELS, £ BY
DRBHAIILBIZLERDTHAS,

16. For a continuous irradiator with a fixed path or a batch
irradiator with a fixed loading pattern, and with a given
source strength and type of product the key plant
parameter controlled by the operator is conveyor speed or
- |timer setting,

BN EECERSERSNBE, X/ \vF
‘t“ﬁﬁiéﬁfﬁiﬁm%ﬁﬁliéht@‘* SHITHRIR R
LB AT HERENI G EIE. AR —F~[CkoT |
HEESNSERGIFTA—FERAT—REX (Zar Y
EET&%D '

Dose Mapping

=50

17. For the dose mapping procedure, the irradiator should
be filled with irradiation containers packed with dummy
products or a representative product of uniform density.
Dosimeters should be placed throughout a minimum of
three loaded irradiation containers which are passed
through the irradiator, surrounded by similar containers or
dummy products. If the product is not uniformly packed,
dosimeters should be placed in a larger number of
containers,

17. REFMARICENT, BN ERY 3-8 S XEg—
BEORERARZERFELBRETE LT, #25HE
BHZEEZERTIEMAEOIL., BUOBMHEXEYI—
HMTHENL TWSDUEH3ODBREICREYT S
Eo HAMMAH—ICHENGVEES, BEFEIBHITELO
BEFEORICRELEITAEEDA,

18. The positioning of dosimeters will depend on the size of
the irradiation container. For example, for containers up to
1 x 1x 0.5 m, a three—dimensional 20 cm grid throughout
the container including the outside surfaces might be
suitable. [f the expected positions of the minimum and
maximum dose are known from a previous irradiator
performance characterisation, some dosimeters could be
removed from regions of average dose and replaced to
form a 10 cm grid in the regions of extreme dose.

18 BEMHOZBENER. BHEOKES(ICXD, BIXIE,
IMX ImX 05mETOERTHNIL. EEEZATIRT
D20emfEROEFHLBUITH S, L. FRNZEEL-E
SHEQFEMSRIN/RARE OB E CELL
. FRFREOBENSREFTERHL T, FHEEM
SANT-BATIC10cmER CHRET 64 TES,

19. The results of this procedure will give minimum and.
maximum absorbed doses in the product and on the
container surface for a given set of plant parameters,
product density and loading pattern,

1. CORBOHER. MEOIENS A4 R FER
UEmB R 3HAREBHERAOR//BRE
ENGIS,

20. Ideally, reference dosimeters should be used for the
dose mapping exercise because of their greater precision.
Routine dosimeters are permissible but it is advisable to
place reference dosimeters beside them at the expected
positions of minimum and maximum dose and at the
routine monitoring position in each of the replicate
irradiation containers. The observed values of dose will
have an associated random uncertainty which can be
estimated from the variations in

replicate measurements.

20 BAER(CIX, BESHICEBEOE NS RBEETLE
FERALEAL RN, L—FUARELHESNLA, BV
BEARENHRINWIBHREUVENEDREEET=4
Do TRAVTCIEISBEEHEZERETIFMNEBL, B
Shi-EEL, SUA LAETFRESEE-TNDLDOTH
V. EhERERRICBTLIERILHEESNS,
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21, The minimum observed dose, as measured by the
routine dosimeters, necessary to ensure that all irradiation
containers receive the minimum required dose will be set
in the knowledge of the random variability of the routine
dosimeters used.

21. I—FARET CHETLE. ETOEBRHEINER

BRVBREOBHERTLICLERIATLIAEDOBRIR/IH
sli ‘fﬁfﬁbﬁ.)b-?zﬁzn'f@:j:/?Afﬁ%@iﬂﬁ’&ﬂﬂ
BELTRESN S,

22. Irradiator parameters should be kept constant,

monitored and recorded during dose mapping. The records,

|together with the dosimetry results and all other records
generated, should be retained.

22. BELMAERTEHEHNFA—2F—RICREL, B
RL. BHELEHAETALEND, BERERRERTREL
Tt D2 TDERFIFRFLAHEEBEL, '

Electron Beam lrradiators BB

Design sxat

23. The absorbed dose received by a particular portion of [23. BAS{ch =B ROFEOIRANSTEEE1T. L
an irradiated product depends primarily on the following THOERIZKET 5.

factors:

a} the characteristics of the beam, which are; electron

a)t—A#%i’i(%¥I*)b:‘f?— EHE—LE. EE

energy, average beam current, scan width and scan ng. sEEH—E)
uniformity: ' :

b) the conveyor speed; b)) RFEE

¢) the product composition and density: c) @E‘:‘: DEREEE

d) the compaosition, density and thickness of material
between the output window and the particular portion of
product;

,u.,at%ﬁwf'ﬁlkﬁé#%ﬁﬂ)%ﬂlﬁ wmE., BS

e) the output window to container dlstance

e) BB TED B

24, Key parameters controlled by the operator are the
characteristics of the beam and the conveyor speed.

24 BERICK - THIHSh B EBLNRIA—FIE . E—L
FHELOUARTERETH S, |

Dose Mapping

RESH

23. For the dose mapping procedure, dosimeters should be
placed between layers of homogeneous absorber sheets
making up a dummy product, or between layers of
representative products of uniform density, such that at
least ten measurements can be made within the maximum
range of the electrons. Reference should also be made to
sections 18 to 21.

25 HEHAETE. BEFHEF—HRELTHESF
¥—GRE—FEBORN, H—EFEEDRBHERAD
ARIRETEC &, RRDIARILF—DEFHAIZ, S
EL10DBIEERDIICTTSHIE AR, X, 1850521F
TESRTHE,

28, Irradiator parameters should be kept constant,

monitored and recerded during dose mapping. The records,

together with the dosimetry results and all other records
_|generated, should be retained.

26 HESTAEREIIEBNSA—4E—FICEBEL B
RL. BHFT5L BEMNBHERRUVBELBbOLT
DEEFITREFET R,

Re~commissioning
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27. Commissicning should be repeated if there is a change
to the process or the itradiator which could affect the
dose distribution to the irradiation container (e.g. change of
source pencils). The extent to re commissioning depends
on the extent of the change in the irradiator or the load
that has taken place. If in doubt, re—commission.

2. BAEORELMICHET SLILTREXIIBHES
DERGIAL. WROEB) B Ho/B &, 2svia=y
TEBERKTHIL, HOSvia=—o/ OERIE. BHEL
ERAEEOEROEEXZHHFOERDREICLS,
SREAEL-BEE. BEEET L,

PREMISES

a7

28, Premises should be designed and operated to
segregate irradiated from nonirradiated containers to avoid
their cross—contamination. Where materials are handled
within closed irradiation containers, it may not be
necessary to segregate pharmaceutical from non—
pharmaceutical materials, provided there is no risk of the
former being contaminated by the latter.

Any possibility of contamination of the products by °
radionuclide from the source must be excluded.

28. B REH LB FERORREHCI-HINER
BT DRIIHEIL . BT d &, WBH A ARSI
BABATEDI. EEZERICI>TEERINTFLINDG
BIREAGVES. BT LAChoZRM T A0 BTk
Ly,

EDQEILESL, RENSDOKSHEME (ko TREN
FBRSNSABEENAH - TIFELEL,

PROCESSING

BT

29, Irradiation containers should be packed in accordance
with the specified loading pattern{(s) established during
validation,

29. BSIFIE/ ) T —Lar THRRELEBREBEICHE ST
BRITH L,

30. During the process, the radiation dose to the irradiation
containers should be monitored using validated dosimetry
procedures. The relationship between this dose and the
dose absorbed by the product inside the container must
have been established during process validation and plant
commissioning.

30. B IE, BREBF~OBEEN\)F—LavERED
HEAEFIERTESLSTh IASEN, B AnBEL
REBAOHRXORINRELDOBEEIK, TRER A F—
leavlazyia- SRR LG RISELAL,

31, Radiation indicators should be used as an aid to
differentiating irradiated from non—-irradiated containers.
They should not be used as the sole means of
differentiation or as an indication of satisfactory
processing,

3 RN B LR e BT S h DR ELCOE
BT DL, (Dl — AW B . UL
5 DU DISHEE LTI B ALY,

32. Processing of mixed loads of containers within the
irradiation cell should only be done when it is known from
commissioning trials or other evidence that the radiation
dose received by individual contalners remains within the
limits specified.

32, AW = EINI T OMOEERICEY , KBRS
PR -BIRENRESHL-BRATHEEADT M-
TWABENH. BRENICEWLT, EM0BEEICHY
SEHEETSIENTES,

33. When the required radiation dose is by design given
during more than one exposure or passage through the
plant, this should be with the agreement of the holder of
the marketing authorisation and occur withir a
predetermined time period. Unplanned interruptions during
irradiation should be netified to the holder of the marketing
authorisation if this extends the irradiation process beyond
a previously agreed period.

33. RRBBEOEHERUEIOEH Xk, BHEDEAR
TRIETIBE L, HERTRERFEOAEEE. b
ALHBELERRMANCEELGZ T hIEARDE0, BitHh
DFEIOPERICEY, R TEASHICAEL-BEE
BAHEGHEE L, HERTRIBRFECHMLEL
(Fhiabin,
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34. Non—irradiated products must be segregated from
irradiated products at all times, Methods or doing this
include the use of radiation indicators (31.) and appropriate
design of premises (28.).

34 REFHREEFNERR L, BRRELTEMIT
NIFEDRWN, D7 —E—DFI A (31) R UBET4EY,
DxEF (28) FTKYiThh S,

Gamma irradiators

HovigBNEE

335. For continuous processing modes, dosimeters should
|be placed so that at least two are exposed in the
irradiation at all times.

35 BHRADRBP AR T, B, DaEb2miREst
PEAHRICRBECh DL ICRELATNIERSH,

36. For batch modes, at least two dosimeters should be
exposed in positions related to the minimum dose position.

36, N\ FADOBEHAXTE, MLt RESHER
ERELEETHBMICEELLITEELEN,

37. For continuous process modes, there should be a
positive indication of the correct position of the source
and an interlock between source position and conveyor
movement. Conveyor speed should be monitored
continuously and recorded.

|37 B OB XTI, REOBELELERRL,

BELOARTEHELA2—Ou0EBELRTRIEES
B AVATEEZERMICESRL. BETIL,

38. For batch process modes source movement and
exposure times for each batch should be monitored and
recorded. ‘

38 T RORHE RO, BREEE T EOES
BEEEAL. R T AL,

38, For a given desired dose, the timer setting or conveyor
speed requires adjustment for source decay and source
additions. The period of validity of the setting or speed
should be recorded and adhered tfo.

39, WIE B BFHESTT A-0HIC, FEORKDEMORE
(F. A T— T AT RTEREFRRTHEN
HETHD, A T—ITAL T EVATEEDREZRD
BUHEIE, SBEL. EFLETHIEASAN,

Electron Beam Irradiators

EFRESEE

40, A dosimeter should be placed on every container.

(40 IMEEHIBHFEBICRETH L.

41, There should be continucus recording of average beam
current, electron energy, scan—width and conveyor speed.
These variables, other than conveyor speed, need to be
controlled within the defined limits established during
commissioning since they are liable to instantaneocus
change,

A1 EHBFR. THRINF—  EERE A AT EEL
EBRLTREGT AL, AVATEELADCNLDEY
%, BREMEESZL LT OISV a= S RCEE
L-FRERICHETEE,

\\:

DOCUMENTATION -

XEL

42. The numbers of containers received, irradiated and
dispatched should be reconciled with each other and with
the associated documentation. Any discrepancy should be
reported and resolved.

42. ZELEBROH. BREHLUE, AFLEZRIE, 220
WEMEL, BEXEEBAESEIRThIERSEN,
T—HAHIEETHMEL. BRUETRITESRN,

43. The irradiation plant operator should certify in writing
- [the range of doses received by each irradiated container
within a batch or delivery.

43 BR RO IFEE . A \VF XA ZEAVLAD. BE
EhiEEOREEREFXE CHRALAFN ERLAEL,

44, Process and control records for each irradiation batch
should be checked and signed by a nominated responsible
perscn and retained. The method and place or retention
should be agreed between the plant operator and the
holder of the marketing authorisation.

44 B \yFEDIRERRUVHEORERIL. BESh-&F
EEFBEL. 1L, BRELZThIERSENL, FOFH
&, REEF XL ESEIBISET RO ELEELEER
SERBRBFEETAELTEMTThIEGRSEN,
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45, The documentation associated with the validation and
commissioning of the plant should be retained for one year
after the expiry date or at least five years after the release
of the last product processed by the plant, whichever is
the longer.

45. R DN T - R UOSYa=UF [TEEL X
I, BETRBICBFL-HAOEDHBO 144, X
FHEFHE R DLEEL5ER, EHonRVLEIBERE LY
b (AP o A=Y R

MICROBIOLOGICAL MONITORING

BEMERGEE

46. Microbiological monitoring is the responsibility of the
pharmaceutical manufacturer. It may include environmental
monitoring where product is manufactured and pre—
irradiation monitoring of the product as specified in the
marketing authorisation.

6 BEENERS. B AR E O RETHD. R
LA ERERBE R TS TS LS, B A

: Téiﬁm@iﬁi‘ﬁ%:’ﬂ JUY BRUBEE O BHRTOREREAN

FEND,
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A#HE(12) PIC/S GMP HAFSA> FHRyHIR13

&3 FIER
MANUFACTURE OF INVESTIGATIONAL MEDICINAL ABEOILE
PRODUCTS
PRINCIPLE IR

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 account 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.

BRBEIEEAGMPOEBIEEEMANRSAUEESFELT
BELGEThIEESEN, X, MOHARSA0%, BL50
BAR RS iE Lt =B ELE T EEain, FEEC
DLWTIE, IROHNBOBAERICEL-ZERICHEAE
BThHHE. RURROBRREBICBEL-EOTHAIE
PRHETHB,

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.

BREBICBT HEEE L. Ehadh-EEATHRESWSSE
HEHEL, BHEBURIBHLEMNELNAGL, RERIEALE
[CGMPEBERT 5D IE, BEBRSMOBEERENURIIZIFE
e, RUTFERABRENECRERT S, 12
%, BEXEEDORBICE->TERBRENZEShY
WE=HTHD, X, A—HNIZRLEIEBTERT AR
EQ\UFEOH— % BT 5 &. FLTRAERREC
BIA3EESNENIXELShIEYS{EESNE-DTHS,

The preduction of investigational medicinal products
involves added complexity in comparison 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 cress—centamination 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.

BRERESLEL, BRIELIIL—FAEENDRNIL. 2
WGBS EL TSI ZBREaET 1, B{EAL
EERLEALELELRETHA L, REFRLREROUR
OB E, vl Ed S ETHEERKEEATEY
BHTHD,

X, ABREQOEYCSHICE T HERIT+ 2 THEL
0, +aE70EX YT —av AR Th TOELETRE
15D, Bl E, FaREShE,, HINFEESMZL
nEEMEESFERAShIMBLAGL,

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 who undertake the ultimate
responsibility for all aspects of the clinical trial including
the quality of investigational medicinal produt\;ts.

Mo DFERRICITEBREADGMPERETLICERF
L. dEShi-EBNDBETHI TABEORYEE
BUETORBEASERICOVWTEREREATIAR
EEHLOMFEEELNBETHS,

The increased complexity in manufacturing operations
requires a highly effective quality system.

REIRN(EEOLTERRIYL)IEHTHEEITL
V. BECHEATREL AT LNROLEN 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.

ANELEREMRGBORTE., Bk, RECETIHAE
AEFATEY. GCPJ'J*{F?%./H‘HE{J’EEL X 5T
THILDTHS,

Note
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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
accordance with the protocel to induce a physiological
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
netification/request for authorisation to conduct the trial
and that they are of appropriate quality for the purposes of
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. '

RERE, 5 ARRIIHBELS ORAFAERS MO
BEANERINLCEADH D, TOIITRFMN, T, 2
X (ZHEBELDEBAHOEO, RU/XiE, +OEERST7
EHBREAET A, BRUHIVETRT—THE G
RICEDRBEDENBO NS BORE AR 2
BAShaCedHd, F-ChboDRANGEBRMRIEE
EERECTA, AREBRGERICHE->TERATRIELH
b, ChoO BB ITEBEOHEICEEAGNEDTH
Y, ABEEE T ABRBELEMIC k> THiGEN30E
Lhiiy, SAEMRIEE (X, ThoORFAREBREREOHT
(CHROBE " ERFHEHICHESTHEIE, B H O BT
EERLTCAROENICELLT LG EEE TSI,
REAAZETHINE D, RUBAEShEONES
W FRAELZ NSRS H0, CORIEERICBNT
gﬁg_V54 ARIS—JUNZKBTFENRARESE D HEE

GLOSSARY

Blinding

A procedure in which one or more parties to the trial 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
preducts.

HiR({b)

—XIEZ SBHLEDORBRERE (BF) AAEEI 1
Tahl CELLRBEZE DB, ~ BRI ER HEaE
AN TERVREBO LT F-—EERITEER
BE BB NEM, T4 HNERUESICLYT—
FT7FUARDRREIN T EFN TERNRBOC LA
9 REBRRICELT, SREFARKREE DIBRICHLE
BEOEHEZERMCIETCLEENRT S, R LILEL
TWRBENMITH O ERMNT ZETH S,

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,
distribution, metabolistm, and excretion of one or more
investigational medicinal product(s) with the chject of
ascertaining its/their safety and/or efficacy.

R |
WERESMIZEBARIL, ABEORRY. EELE
ARV X TOMOENZHERLRMT L, Xk
BT e, RU/ XEAREDRIEREREDHC
& RU L RIE—TEEX L IR E DA BEDRIN,
D%, RERUHRE, LR eMERETHLL
[ HETH LA BMTHE,

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

xfEEEE
BRICBVWTHBELTHWSABEXEHERE(Thb
LEMRE) . ALALT TR

Investigational medicinal product

A pharmaceutical form of an active substance or placebo
being tested or used as a reference in a clinical tnal,
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.

SRR (BRI

BRICHEN AR IABEL TRV EMNE(RID
XETSEROBIEIET ., 55, BABMUH LR HH
B CHEAXEHREAS (BRI ITaEIng) bE, X
EERROBOEICBERASNDLE, X FHERBHAD
WCBIEBRER S DI ERSh I LS5 AT,
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Immediate packaging

The container or other form of packaging immediately in
contact with the medicinal or investigational medicinal
product.

EERAE(—RIE)

ggﬁﬁ ERm R LARRCHEEMTIFHRXLMHMD

investigator

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.

SRERE S =R
AREREMSECRTIAREROEEE, RIS
RREERERECEVTHREBNIAIT—LEL TR
ShAESIE. ARECEMIEEHET—L)—F—%

gL, ERBEEEMETUEINETENH S,

Manufacturer/importer of Investugat:onal Medicinal
Products
Any holder of the authorisation to manufacture/import.

REEIEER RRERAEE
SLE /BMAOHERATLE

Order
Instruction to process, package and/or ship a certain
number of units of investigational medicinal product(s).

FiE
?éﬂﬂ%ﬁ@ﬁﬁ&%ﬂiuﬂul SERU/ XEEETS
B7R

Outer packaging
The packaging into which the immediate container is
placed.

shak
HiE@iE tL’C@%ELJ\hbn#%(DL*ﬁ'é%*ﬁﬂ‘

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 product.

B REEE

BRBEONT, 8, RETEHR. N\vFHERUER
[CBEIFBERTDNERBLRERITIRICNEELT 2
HESCIMOSEI7AIL, ITHEBELLERESL T7
AINESBBLTWNS—MOBBI7IIL

Randomisation . BEAL

The process of assigning trial subjects to treatment or NATFTREDELTHISBAREDERZHVEREZL
control groups using an element of chance to determine |BEXIIHBEIZE|{1F4570LR

the assignments in order to reduce bias.

Randomisation Code EEs{ba—F

A listing in which the treatment assigned to each subject
from the randomisation process is identified.

EEALETD -lzxt%/za)%&ﬁﬁ%l._%lﬁ =& LEs
EFBUAR

Shipping

The operation of packaging for shipment and sendmg of
ordered medicinal

products for clinical trials,

Eﬂﬁ B3
BERICEBLTHEREZ2H-AREQMRELEMDLOHD
ak{Es

Sponsor

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

RERRIES
AERORG. EERV/XGESTECKEIZETHE
A =t S HBBE X ZER,

QUALITY MANAGEMENT

mBETR—T AV

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.

1BEEE I AEFHRE. R, BIEETOREUR
T L%, ,nﬁﬁfcﬂ&ml_‘ﬁﬁﬁénéGMPﬁﬂllbﬁ ARSA2
FEELODEBIKEENAFLISFIEZPICTEEL
Ay (AE AV AN
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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,

2R AR EELERR AR BREELCER AR THD
ﬁ;-} %;Eii:’?ﬁ[:“’é‘ﬂb, Fo—HEUT ERRLEITh
DR,

PERSONNEL

N

3. All personnel involved with investigational medicinal
products should be appropriately trained in the
requirements specific to these types of product.

3 AR RS Ao REE . G CRRD)
DEEIEL TR IIEES a0,

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
Authorised Person in connection with the certification of

investigational medicinal products is given in paragraphs 38
to 41.

4. BEEFEIRIC. AXEOERSFEICHSTIMEVR

TFLERIMTIHELHY. T0-OEELREHEKLEBT
AERICHEAL VB E - da 1T D0y, JAEREE I (5 ETER
BIZREIA—VSA AR II—Io DO T A RO
TiE3s-41 IR TS,

PREMISES AND EQUIPMENT

LY B URRAR

9. The toxicity, potency and sensitising potential may not
be fully understcod 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. RBREDEME. 2aE. BRIEEERECHEHSATES
9. TOEHRIFEDEYRIER/IMET B LA LY
WEIZED, RIFPCEDORET. REOHAB T ERUSL
HRICBHAHARBRICONTIZIChLURIOESER
BEEE AT, Fro_R— 8E DT, @
g E . EELGTAIERLED, EEERI0OBIRIZR
LCIRABEDOERIEIC OV TERLETAIEELEL,

DOCUMENTATION

XEE

Specifications and instructions

RERVERE

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.

6. #tg (M. —RAKMH. PRIRK R/ ULVERG
HUIZEERER) . BuEn, ITREMEUEEERICIE
TELHRYIENICRFIEREBVATRIThEESE
L ChODXETHEFZEL TEIMICRELLE
(CELTRIRET RETH S, HL2OBRFRIIEHT—
4. BFOHM. RUERARUVERFLOEREER
[CARTHERL. BFIlROF—YEUT (5 RERTRETH
L VWIVESEBLF IR > TITL., FIERICITRTE
EREMPHNRSFHEOSSABEORECETHEE
E=EHETNITIEEEL,

1. 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.

1. EEOERIFEHL, RESARREORELETROD
BBRICREFLEZEEHELEHELATNIE RS,

Order

%I
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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
aveid any ambiguity. [t should be formally authorised and
refer to the Product Specification File and the relevant
clinical trial protocol as appropriate.

8. IEMFNOMDEMDELE, BERV, XILEDE
EEERIHLOTHY . BREEERTZOREAIC
FOoTURREMEERFICHLTAEShETRITAELIEL,
FEANEISIoTITOhN (BFMIEFRICESHEEDLEF
ShB) FERREEE 54, ERICFERICER LA A
BBV, BFFIERICRBERT, HRAKERUAER
RieitEEEEYICERLEThEGREL,

Product specification file

MEABRE

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:

9. MARRE (REESR) RS ORRREICEC., AT
IR B AT BEtE AN SRR L DD A T EHRELE
(TiEEsiny, BRHEEEETROXEEST M. ki
(FZNoESBLEITNIESESEL,

- Specifications and analytical methods for starting
materials, packaging materials, intermediate, bulk and
finished product.

-hREH, BEEN. PERG. LR IHEVICTRE
BT ORBENHAE

. Ménufacturing methods. BlEhE

» In—process testing and methods. -TREARERETORE

- Approved label copy. EKBEENERRIRNLOAL—

* Relevant clinical trial protocols and randomisation codes, [-BEE T A8 BEEIEHELEEALO—F (LT A8
as appropriate, &) '

* Relevant technical agreements with contract givers, as
approptriate.

BEICHL-. EAEEDRME COIYRHE

* Stability data.

T EEET—%

- Storage and shipment conditions.

BERUELER

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
separate files limited to information of relevance to the
activities at the respective locations.

LEDVRNI., BREEHIZRET S, BNIETERE
LTCWLBEDTIEEL, BEHARIEH S ORRBEBEICEL
TERTETHDI. chbDIERIE. A—US5AXF v —
YIAZESHFED/ YT OB CHERBHE OB
SHEOERETTAREZTH D, TO=H. A—VS51XF
IN—INESTT I ERTAHEELDCHAIRETH D, B
oM ETRARER B TR ol A—VSA XK
R=YDEFEDOTFTICEEEIDIEE, FNThOBRT
BRSNS EAETIFERICRELDEI7MILE
RFolekERBzhs,

Manufacturing Formulae and Processing Instructions

BERF R IEERE

10. For every manufacturing operation or supply there
should be ¢lear and adequate written instructions and
written records. Where an operation is not repetitive it may
not be necessary to produce Master Foermulae 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. '

10. 2 COREMFEELHLICOVTHETEY AXELS
h-ERERUVREGEENDETHS, EEEEINBRYR
LITHhhGWGS, EEAA RV T RERELENT S
BRITENTHSD, MGEERIAFoN=BRIL, EHEE
RICENEDXEDRRIREERT S8, ThoD R R
AEICEETHS. ’
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11. The information in the Product Specification File
should be used to produce the detailed written instructions
J{on processing, packaging, quality control testing, storage
conditicns and shipping.

1. AR RGENOEEE, 16, A%, REEERE.
RS R, BEIE A IERB AR 5 A IR
U35,

Packaging Instructions

A ER

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 cut 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.

12. Investigational medicinal products are normally packed (12

RBRREIBRARBNT 5T NN DRRERIS
BRECEEEND, AEEENIT, BEERETSA
[CRBRME RSB YT EEELT, QERARI=
BELETAEALEL, TR0 BECARNEDEREY
BDEBNFENBES, +HRRKEA EEEEHLE
HhIERBEL,

Processing, testing and packaging batch records

Ti. 5B, o/ \Urilk

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,

18, /A FREERIE. —EQOIRMPERICHMEES. M
[SEEIRL TEMEITFNITIEDIE /S FERGIZIE, ERL
FFIREETSNABHEICHLTORSHERL, T4
BEICHYIAMFEHEL. RBREZ0BRICH ST 5L
STEERRbERL THMETRITRSAL,

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

14, IW?‘%i’zzt_nﬁﬁliﬁﬂﬁﬁ'éiﬁﬂﬁll-iEEé#’L'CL\é%Fﬁ
FAEELRELBTN SRS,

PRODUCTION &
Packaging materials DEEM

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

15 HEEUVGREEEOREICBL TR, BEEH DY
FRONMRLICE{ERECHIEICEY., BERES . B8
0)':F'5’75*35113#1'('Lii:&%[ﬁiﬂ'éﬁ@ﬂ%i%ﬁﬁ
Lhidainiin,

the process. Provisional production parameters and in—
process contrels 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.

Manufacturing operations HEEE
16. During development critical parameters should be 16. R PICEENSA—4L TEATRIZCBLNT
identified and in—process controls primarily used to control |E I SN A TRGE/ SA—45EELEFRIEED

BU TEMGELENS -2 THRATHIE. JUVRHO
FAREBENMBIONE-LOESH., HETOEBLALHET
EHTHAI, BELGERELRS{EL, BEBICELNEE
ERICHRSLTREMICHEGSETLAICE. T 2R YL
[CRDFEERENEENRDHLIDS, fEEESh, FESh=
IS A—H]T. %@ﬁﬁtmﬂ%ﬁt_ao%Eéitéhnﬁ
F (AE Ry AW
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17, Poduction processes for investigational medicinal
products are not expected to be validated to the exient
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, virus
inactivation/removal and that of other impurities of
biological origin should be demenstrated, to assure the
safety of biotechnologically derived products; by following
the scientific principles and techniques defined in the
available guidance in this area,

BEEQILETORRICOVTHE. EEEETROL
héﬁlﬁli'ﬁ'l\'JT“VE/E%%T%Z\%[Q:&L\# g
EERBICOWTENR)F—2aVEE=ET A A HFS
hd, BEARICHTIRELEONYTF a3 ton
TIEHROBERZHAERL AL OEETREENER
ETHD. FRIZ. DETHNIE, VAL ADFEMELES
BRERVEMREBEOMOTHMOFEEE /BREMS, /A
AATFO /AP —EERBREDOR2EEFRIT T 21-HIC.
COBEBFEDHAF L RIZREN TSR SR E LRI
fE->TRIAShA T hIEESEN,

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 technigue of individual
operators.

18. INyFHAZXHNENEE, ERITREONF— 30
B OMESH D, COEE. EMFTTAERSRILE
BEMETORATTARCHEN, 1L, BTETH
UR %hu%wﬁtl;t%@jn-iz:l"&zﬁdxuh‘c%éd)
ChHhNIE, RYERTHEEBRA-HIC. KYSHOEH
FCABM TRIETRETHDH, RCTAEBHIZONT
(&, LIELIEXEEHE RT3 AICEYRELE HERE
LT RFEEHINIFEEHEETERBINDIEND, -
HEBSDIEEVELDHEBDERREMSIDN)F—
AVETICEIC, KRBT E DR IEESA,

Principles applicable to comparator product

AEREDRE]

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

19. HAIREICEBFEZMASGEICIEL. ChObDREHICES

THBEOTOEENKRECELGNIEERITET S
T—HBIAE, REE. EERHER, (T TAFE

DFOZAFLETNEGELGL,

20. The expiry date stated for the comparator product 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

20. HEEDOTOAEICE RSN THIADHRL. RE
DERFREEEALTD . AZRARITHSELS GO
HEDHIMDBERABIESINESICITEATEGL,
BUGEASART. AEEOHE. 2B /R TOR
mBSEPNSTHLIRERNESEL. ARKEE T
ZORBASRELGTNEGEEE, COMRGELE
LATHn{EEsEhn, XTnaEoFHHBREM 2 Tldk

article may be subjected, should be determined by or on |75, ﬁ}ﬂﬁﬁﬁﬂ&:ﬁﬁ%ﬁﬁgﬁﬁﬂt@ﬁ(_[i SENL
behalf of the sponsor. Such a date should be justified and | IEXASALY,

must not be later than the expiry date of the original

package. There should be compatibility of expiry dating and

clinical trial duration.

Blinding operations I=t: 4

21. Where products are blinded, system should be in place |21. ZEREDTFR{LOE. BR{LAER#EEEShTINES

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.

ED—AT.BETHIIERAIOBREBE/ VFEEEZS
HTERIL"BBREDRE (RE, T51R, FBEDL

TN RTCELLEE R TH-OD AT LERHFTA
ECHD, RERICTBWTIIRBEDEEATCIcTES

FIZLTHELRETH S,

Randomisation code

EAEHEI—F
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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.

52 FIREE. AREOAECAL SR ALI—FOE

o EEE . WA, BYIRL (RE(EIL T, RUEER

fba—F DRR AL TRELRT RGN, B
RERBEERL. BELEThEESEL,

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.

AREDAEMEEIEVT, ARZICACEES
TCEEORHEJERYBSCEHNBEMELNAL, FD &
EEE. BAREERTBYRIE, BYEFIRRU/X
&, BETHIITIFANEHRE, L CRREZE~0EY
BIRIZ R >TRAMRICLAIThiFA SR,

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. :

RBREOARLSAIKRREIHRERICEATER
n,\’a:-E;L%L\ (FLCRREHRET I, A
a)éznnttti“btéz'dﬁﬁ'téﬁ% YRz AL TL
L BRI ABEEERTALE. FhANEE, 07
&, BRI ESN-RERICRISAIES, S5
TR, TENEBFvIDO LS. 3’\Jlxnuﬁﬁﬁl~_ﬁ
THFHEEERIELETREESEN,

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

LN ¥ AL e e g e
CTBREPAEIET ICBAM COAC LRI 500 TH

HRIEEBEL, BRI A O RE ORE A A ML
RTVOBOHBBIHIATES LS CLETRIEELEL,

Labelling

SRYLY

28. 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. RUZ(FRB T H26-0EDFEHANBTEEED =, SN
IWERRLGWIENE R{ETELRLRY (RA R EF
EERIECATLOER) , TRROERESNILICETL
ZithiEas i,

{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):

(2) SRERIKIES . ERES AR EF D TEE(CRO) XILE
ExiB LMD AT, {EFT. Eﬁ%ﬁ(:ﬁﬁ%&zﬁﬁf-&ﬁ?
SEHERVURAFOEREABOIERL)

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

(b) R, REBR, BEHUOE, A —TVRROBE
[SILEBREOAT RAHIN R UE R/

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

%{ﬁﬁ%tﬂ%‘l’ﬁ%’é%??éfz&)@; VwFRU/XiFa—
=

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

() BERDBBETREICT HABESO—F, BEIFT.
ABRBLEMRERIKEE (BICRBHEEE)

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

© BRERAES ARER. B57 SBATERE
= ‘
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{f) the name of the investigator
{if not included in (a) or (d));

A RBREIEMOAM (@), (DIEICEFENGZNERS)

{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 BRERE GRRE LS AREE RS bERAE
S MREOhOHAEESELTHRL)

(h) “For clinical trial use cnly” or similar wording;

(h) ZEBRAIZIRS I RILHUD R R

(i} the storage conditions;

) REFEH

{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 amb}iguity. '

() 8 F #ARE (B RAIR ., BEIR LB EICIELTHA
BH). B/ ERARVERSERETHHAT

(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.

() TFEOF OEMAZNEHICEC L IOEE, BLAR
EEHBENBEICRLRLEVVARDIB RIS

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
possessicon at all times..

27, RBRELARRICHY S, RURAROTRERICEY
AFEREOEMOBEES X, HEBENCALA R
Shio/MRFOA—FOREEZ 1T, BEET T 55518
HEh TWASESICHANTIR. FRNILELICERRTISIHEL

A AN

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. FHASR BRI AREZERTSEOAAETRHLAT
NIFLESAL, 261BICHZ L FHRFEALEEESRRY
ShAEEICRRLGETN SRS, (29, 30ETEIRTHE
BERERQ .. EEBEZRRUABECIANERRTHE
HARICRAIEREE IR IUFEED- hOSETOT
HEEMLTEEKL,

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 particulars 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 corrtainer):

20 MM, BERE N ILABREER ST AR R
HLENESITGE> TV HEEAECHIESh. s EEIT26
ETHELEREENRESSNWTOIESR, LTFICSRIHE
HREEEBROIRNIN (RIEERFELASILTLDEH
LE=#5ERRAR ICRRLETRIERSE0,

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

(o) BBMRIRE . EXEMBAREDHZRERENIIARIEY
=AM D4’

(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 ttials, the
name/identifier and strength/potency;

(b) FlftZ. & 58208 (RO BEREFTIIERS D) | RSB
DE.A—T A BROBESICILABREDZ IR/ ERER.
EUEE/ Nl

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

(g) PREAETRERETED/ \WWFRU/XIEI—FE

k=3

9/17




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

@) BROEAETRE-T 58 BBAT—F . BREF.
AERIE R R (A BRKIEE (i ant L B )

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

(o) BRAERANES TGRES. AITIHATERE
K~

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 LLEEAEN T2 —a%E (AR TILEEPTPA
E)RMIBECEREIENERTERENTUTILDO LS
SV LSS, S RA BT MR
BLESANLRTETHRETNIEELEN, 20BEE.
—RAFIEIUT OFEEERRLEZTNIEAESEL,

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

(a) 3 ﬁﬁﬁ%x&%mﬁﬁﬁﬁmiﬁﬁiﬁ%ﬁﬁ%
=R D&

(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;

(b) HERER (RO BERAFTIEIRI A, RUA—TUH
BOBGINTABREQRNMRIER. §2/Hf

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

(c) Wa‘«‘:ﬂ = TIEEZHETED/ \“J?fa.l.‘b:l—bﬁﬁ

{(d) a trial reference code allowing identification of the trial,

(d) ‘RERDFRIZFRRIC 9 HiaBRGa—F ., AERRBR.

site, investigator and sponsor if not given elsewhere; AERIELERD. JABKES (i S ELES)
(e) the trial subject identification number/treatment (e) HBRERIINEFS HEEE. RUTIERAERES

number and where relevant, the visit number;

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

3. LEDHEH— E@iﬁiﬁ’éﬂﬁﬁlﬁﬂ‘éﬁs B, S
X FEHETERALTLL, EELVLERRLEOEE
ELVO BB RERTLTHEL,

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

32. —EDBRICERLCIL, FRICSRIFEEZTORE
(2, TDININRTEFHERICLEWNAET, &mLie
niEEsan,

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

EE@E%K EFH AR ERZBEN, BB LEM
a)% il

- [it) trial reference code allowing identification of the trial
site, investigator and trial subject,

i) SRERIFFT. A Eﬁ?ﬂélﬁiﬁ HEREFEORBETEICTS
REREEGO—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.

33 FRHEEZERTAMLENELBSICIE. BMDS
ANEREBEICHALETRIEAESEN, ZCOBMSA)L
[SIEFLWVERBIB*ERRL/ v TFBESEFRYELERL
Hithidiasil, REER LOBEANS, TO/AYFE
SOETHE IAFAED LIcERbNhS, COEEE
nauﬁéhf_imﬁﬁT%ﬁEL&I‘H"Lliﬁbﬁb\ L;ﬁ\LvIEé
BEEAHIBEICE. ABREITABREEEEED
FHEE LI OEEEMRICKY., XEZDEED

T. BOEREEEFLERELTEEL, Ch AT ATEEAE
& BYZHgEh i RBTEo A —E Y E TR TEIEL
THElve COEZIZGMPIEE . FE R UEESOP(Z -
CT.EAZHNOT(ZYUTIEE)E kL. FLTHEEL
HNDOABBFILEITRISESEN, ZOBMSAILE
TAERIRRBXEE/ \FREOWMACERIZEHZLL
[T IFEEsii,

QUALITY CONTROL

mEEHE

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

I ARE R ATN LA EE LS TR . 2E
NYF—LauNEZERESRTLVENIENDS R 2O 0F
BHICHAL TS EERIES 6. CRIBRRAE LY

(Zi8d,

39, Quality contrel should be performed in accordance with
the Product Specification File and in accordance with the
required information. Verification of the effectiveness of
blinding should be performed and recorded.

3% BEEEEBREERCBARNEET LR
§AETHE, BRNT LA THOIE DHRBEEN
LREBLEHRIEESEL, |

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

36, ERESh-ERE2SOT EREQOE/ N YFDY
FIIZ DWW TIE, HEGHIRESLGF SRS,

317. Consideration should be given to retaining samples
from each packaging run/trial period until the clinical
report has been prepared to enable confirmation of

3, FEILARRREAECEBA . RRED Fl—{E% 6k
""T%}T_ ABRRIEREENMERE T IHETOM. &
I&%B’tﬁﬂ/,nEﬁ#ﬂl%‘iﬂ:@ﬁ'./?“)b%{%mL‘C&E(“

product identity in the event of, and as part of an t"&%l’é (WA (A F gz A AW
investigation into inconsistent trial results,
RELEASE OF BATCHS NyFIYJ—R

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

38, RREOHEEHE WESRB) X, A—VS1 AR
N—VHEETSHMERCEEL-CIFBB) &%
SRR SETIXIThRhENTE, F—YSAXF =i
;&:__0)4015,1 W%éhé%lﬂ"&ﬁ@](—%ﬁL,El'i'z’n{ﬂ:?ﬁ.b
A A

39 —

39. RERL

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

40. BT EICE T DB N\ F O HECHCT
DFEEEFFLE:
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batch records, including control repoerts, 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;

‘isﬁ*ﬁﬁﬁ . IERNREBRERE. RURBERE. &I
m,nﬁﬁ%ﬁ'ﬁ:r@it#fﬁ:%{t: —FIZBEELI=C&%ER
THEAEHERSEE SO/ \vFRE. ChoORE-
FETORE., RGHEMLEE. RUZO®ROEBM
FuIRITEBBREESOHRTNIELLEL, b
FIERECRATLICH>THAATSHEDOERE{TSC
ZELON-ENERL. RBLTITFRIEGSEL,

production conditions;

BLEFRH

the validation status of facilities, processes and methods:

iR, TREVAERD/ ) T—av ik,

examination of finished packs;

=RTUEMORNBRERE;

where relevant, the resuits of any analyses or tests
performed after importation;

%f—:l IHEE. MARICRET 2N XIHAEREDH

stability reports;

REHEREE;

the source and verlﬂcatlon of condltlons of storage and
shipment;

RERUEE S ORMERE,

audit reports concerning the quality system of the
manufacturer;

B EEEDRBE AT LICHTIESRE;

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;

SEFENRHE ICROABEN IRBEEZEETHIL
Ei‘h‘:ﬂ EOFEERTE H/AREL-CEEFHETIX

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

BLT oS, RedaO DR LN ERER. B
BEh4HGMPEER UV CMPE SO AT =

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

A—=YFAARN—VRBEL NS YFOREIZHRS
thHh2TOER

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.

TRLA-ERBEOCRESIEBRESOREEE. #1E
EH: ﬁznnomﬁﬁﬁ,ﬁ(ﬁﬁﬂﬁ‘ﬁ@ﬁ,ﬂ“ EUAMX I
BEEMN ETOHRERRBE(CETEELZTS,

The sponscr 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,

BEBMREE L, \yFERIATBECA—ISA AR —Y
UHEBLTWAEEN, REEShIEHLFEN TN
CEEFERLTITAIE LA, 44IHE8E,

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.

1 ARRA BB SBTASBA ST —I5A AR =Y
OEETFCHE, ARShbeE, BT B RICILEE
[CHEDRHNEEBEL,
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42, Where, permitted in accordance with lecal 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 responsible 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 Perscon in this regard.

42. Wi D FEIHFC L > THFASh TLSES ., AR
REFFANERTEENGRIBAEMROER TRERERE
BHEEDOREMEFICRINMRITEDEE TIC, HELIZER
FI TSR TWDRFARICSWTHOEEREESICK-
TEHEENDEE, F—VSAARNR—VRThoDEH
BEERAEY DO EEERSNEZN, LAL, BEREKEE
(&, ChbDEBBBA B X ELSHGMPR AN Z5E
BLTWACLERRISBEELSHY. CORICET ST —
VYIARRNR—I LB TENRARERHETNIEELA
Ly,

SHIPPING

[5Pe

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

13, ABEOREL. BIECBL CARKEE XZT
mﬁﬁxi:;oraaﬁamﬂar:ﬁo-cﬁbfd:wmﬁa:;
SRy,

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

44, REREGZERBOHF TSN EDFIENTETT5HE
TOHME. AREKEEOEETICRELTEMITNIE
i, QA —VSA XRNR—Y U &S R UVOBE
EHOFEREOHFAEHE, BRIKRES X, CThioht
F—VTAAEN—YUNRERICHELEZTINSER
HIEE BT AEFRELA TSRS, 2D
HECOWTE., BBEEEFXIIRBACLVEETS
ABI7AIAICEREL., BRELZTFRITESHN,

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

45. A—F RS DEYVIR O (T, AREAABRERELAER
~NEESWDRICEARDIREHEENFIATESLSITL
Ay F (AR VA=Y AN

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

46. BB EENITHAEEIERL-EED HE O M
ZRELDITNEESEL HICERAOHKREICOLTE
LT RiEEniEl,

47, Transfers of investigational medicinal products from
che 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
monitoring 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 Autherised Person.
Records should be retained and full traceability ensured.

471. HHEREZI MO OERAERELB TSI
BN RSB ELEThIEELED, COBEITFEIFEIC
F-TRELZITRIEELEN, AREAREEEDSE
SMHLRDEELZ, P2 ILABRTE— S —REOTDBRE
KREESEE COREEECHRICE ST, BEICHTS
BEBREOBESEIMO—BELTHRALEThIEGLE
W A —VSAXR IRV kBT RINA ZER DL
NIEEEEU AR, BUEEE XSO FEah =8 |
EEHICEHIANNLDEBEHESHETNIEELEN, XHE
BBE. A—VSA AR —yckbEERIhETFhIE
;‘5:6?&\9 REFREL. 2B EEERELZTAIE
EBEELY,

COMPLAINTS
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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 trial, product development and
on subjects,

48, RBREOREICHET IERONEOE R, 3&
EE XTWMAES RUARIKEE (RY- TS8R
ThsELAZThIEEs iy, COBECIL, B, 2SR
FRUMERS (T 9 HBEMTZEEMd 24, £—
5;(5&31 VLSRR OEEEAS MU iR
BiEly,

RECALLS AND RETURNS

B R &R E

Recalls

=N

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
procedure

49, REBEOEINEFORIIIZDVWTOXERIZETEE
BEE. HEXEFETMAREE (BE->TWAES) &
ALT, BREEESNYRDETNIE DT, AEE
HEMEE=S—HLFEXEREETICBI5ZEREh
DEBFEMRTIDELH D,

90. 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 ARRRE L. BRCERAT N R OEE
B OEIAE AR 2 EIRO SN EE I E LC AR A
WCEAVATLERSTWAIEEREZE LRITh(T D
Ly, '

Returns

REH]

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

51 RERE(L, RZSN-FIEEHICTRESh TS EE
;ﬁiﬁf%ﬁiﬂ%bs BESNEEHOT, BEShAThIE
AT AR

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

52 RHEN R R RIS, RO A ESh
TR RE SRR CRELAFRIEELE, EHA
BEOEERBERSLAFIEADEL,

DESTRUGTION

LE

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

53 ABRREE. FERRY/ IR BB EORED
EXEETE. TOLOEBIREESNSITE>TERILEEX
EELICAREEEEL TS,

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

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, SR, BIREh =R BEEIT. B2 DBBRERE
EREEE, eLTERBRIMEC, RERKREEXITT
DREANGCRLBEURELETMITALEL, K&
FABREOMWRLS L, T—HEAEL. B EOLEH
AHY. BESEISN-BICILOTLHARERER
BECHBWTRITLZABEBAICRESNERETH

| RS ERDERICONTIE, 2 TOEXEHET

*|reconciliation has been accepted.-Recording of destruction

EHL3(HTL, ZORBEAREEE S EELRITNIE
BREN, o |
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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.

5. REREAWEST IR, BIAYDOREMNSEIHAER
I3 D ZEFEGBREEE CRSEHMITELEN, Ch
SOXNEFGFZLETIVFRU/ XIIHEER. RUSE
BoOBEREFHECEEL, AVEEFLSADN —Y

|EVFAE#FEELETFNIEESEN,

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

FRNRTOHMGREHEFEELY (2723226~30)

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);

(B iRIEE . EESGARRERSABERIETE
EEMOLTR, (£77, BEES CRRE, :ﬁ%ﬁﬁugﬁfulﬁ
@a?ﬁﬁﬁﬁ@i ERR)

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

(b2 ?ﬁ‘—i—ﬁ?’m‘ﬂﬁx BEHOE. AT UEBRDESIC
[LBEREOLW - WMiEH. HiE

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

(o) RELAEERETEH-HDN\vFRU/XIEa—F

&5

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

(BB OBAEEECT SERI—F, ARIBEA. ABRE
B, AERMEKEEE (ICRELSTMER)

e} the trial subject identification number / treatment.
number and where relevant, the visit number;

(R BFHINEFS EBRES . ZEThIEARES

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

NEREZEROEH (). HBECSENENER)

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

@EFEFRZ(GEXBXILEBREEEERICARSI
MR OMOHERAEESETESD)

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

WERERICRS IR FEMDTEESE

i) the storage conditions;

OREER

i) period of use {use—by date, expiry date or retest date as
applicable), in month/year format and in a2 manner that
- |avoids any ambiguity.

GME FHRE (B RAIR., AR XSS EICIEC TERER
B). A/ FRARVBKRSZRIE# S DT

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 FHROFORMNMIVBFRICECCE) RLERES
WEREABEITELROENEEERG

GENERAL CASE
For both the ouler packaging
and immediate contziner
{§26}

Parliculars

a'tok

—R — RTOFNLER
ﬂﬂ%t‘ﬁiﬁ@%@ﬁﬁ[cﬁ’\'ﬂ«%ﬁ {2 oal 26)

L

g~k
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IMMEDIATE CONTAINER
Whaere immediate container
and outer packaging remain
together throughout (§29)°

a’b’cde

EEBRIF IR
ﬁﬁﬁ%ﬁtﬂﬂ%b‘%‘lcﬁ#ﬁ%ﬁ (b4ss 29)

dtfcde

IMMEDIATE CONTAINER
Blisters or small packaging
units (§30)°

a’b*ecde

HETFBENDSULRT
FURS—FER (P BRI+ (20252 3005

82b3dcde

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).

1. RBRESRBER. RUBERROERFAROEOOE
EREOEMPEFEES . SRR /M F
PHA—FORH#HERIT TS, WIS EBREF>TY
fé&%l:?ﬁéhtb\é@'& SR EZHEFRTEIHEIL
AT

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

clinical trial and for emergency unblinding need not be
included.

2 RERE. RRICETAIEHR. RURSROTRERD
HDEEREDEMEEZRSERTTILENG
LYo '

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

3. R EEBRITEO ARBEBICDOWLTERS T,

4 The pharmaceutical dosage form and quantity of dosage
Junits may be omitted,

TR RE AR R,
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5 When the outer packaging carries the particulars listed in
Article 26.

i Qﬂ%b‘”tb’zay2ﬁlz7§!]$éhfb\é'"éﬁfﬂ'ﬁﬁﬂﬂiﬁt
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R#(13) PIC/S GMP HARSAY FTHRyIX14

RX

IEN

MANUFACTURE OF PRODUCTS DERIVED FROM HUMAN
BLOOD OR HUMAN PLLASMA '

Eh R R e i 3% R SR BLG, D SE

PRINCIPLE

=Rl

For biolegical medicinal products derived from human blood
ot plasma, starting materials include the source materials
such as cells or fluids including blood or plasma. Medicinal
products derived from human blood or plasma have certain
special features arising from the biclogical nature of the
source material. For example, disease—transmitting agents,
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.

i R U MR D EFEREE LIS O T. B
EEHLENEPLELTSOFE. RTHBELEEESES,
ErE R MUEREOERES (X, BEHEO £y
HEMEL-SHREEEERLALETWS, fIZIE.
TANAD LI EFGEBRFNREMEEEELTINAT|
REEDHS, FoT. AYHEEEGORLEL. 1L
ADBRERVCFFESOFOEROEEARIIME T, E
HHREVZTORKEOERNEECHS,

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 preducts and
computerised systems.

GMPA A F#RIZ. FICHRHEALEWEY, cFLERTER
MR EELRCLEREN DS, T, PIATEFEES
DHEBOEFER[OEE~DTHMGFROMER. £
HENOEE, RUPAVE1—EL RTFLEE  LDOH D
AnnexbRRICE RIS,

Since the quality of the final products is affected by all the
steps in their manufacture, including the collection of blood
or plasma, all cperations should therefore be done in
accordance with an appropriate system of Quality
Assurance and current Good Manufacturing Practice.

M PMRORRE, EERICEILEE2TOEETOL
Al RRBARORBCRELS5I50T . 2TOEER
BYZRRERE D AT LARURHTOGMPRH|IZH 1%
DTRTHITEBEEL,

Necessary measures should be taken to prevent the
transmission of infectious diseases and the requirements
and standards of the European (or other relevant)
Pharmacopoeia monographs regarding plasma for
fractionation and medicinal products derived from human
blood or plasma should be applicable. These measures
should also comprise other relevant guidelines such as the
Council Recommendation of 29 June 1998 “On the
suitability of blood and plasma doners and the screening of
donated blood in the European Community1 (98/463/EC),
the recommendations of the Council of Europe (see
“Guide to the preparation, use and quality assurance of
blood components”, Council of Europe Press) and the
World Health Organisation (see report by the WHO Expert-
Committee on Biological Standardisation, WHO Technical -
Report Series 840, 1994),

BRMEQGEBERCIOOEENDLETHY ., FIER
AXRFEFOERFICWE SN TLAERLE RV E D
HEXEER. RUSELROEEOEREERUHE
[CEGLETRIEESEL, Cho D&, 199846 29
ACERICRVHEINT-TOn.the suitability of blood and
plasma donors and the screening of donated blood in the
European Community1 (98/463/EC)40. BRINSE G HESR
38 (Guide to the preparation, use and quality assurance
of blood components), R UM ES{R{E#{E (WHO) (the
WHO Expert Committee on Biological Standardisation,
WHO Technical Report Series 840, 1994) £ 457N

|BRFRETBHARSMD—FERRT LD TLH S,
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Furthermore, the guidelines adopted by the CPMP, in
particular “Note for guidance on plasma—derived médicinal
products (CPMP/BWP/269/95rev.2)”, “Virus validation
studies: the design, contribution and interpretation of
studies validating the inactivation and removal of viruses”
published in Volume 3A of the series “The rules governing
medicinal products in the European Community” may be
helpful.

B[z, CPMPIZKEAAFS 12, $I<I Note for guidance
oh plasma—derived medicinal products
(CPMP/BWP/269/95rev.2)]1 X3, [ The rules governing
medicinal products in the European Community | MD3AEIZ
R#E & T Virus validation studies: the design,
contribution and interpretation of studies validating the
inactivation and removal of viruses ] ELFHRATH S,

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

oD XETEHMCEETah S5, B
LizithidEniy,

AR ZE S

The provisions of this annex apply to medicinal products
derived from human blood and plasma. They do not cover
blood compenents used in transfusion medicine. However
many of these provisions may be applicable to such
components and competent authorities may require
compliance with them,

AXEQHEE, chiER UV MRHRERERRICERS
HAHN MM RAMER S EH/ A—LTLEL, LAL, Ch
SREOSEIIMBESFICHBERATES L. SEOETHES
BREINLICHEATHEEROHBEELHD,

GLOSSARY

=
=]

Blood: Whole bleed 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 freezmg using conventional
blood bank methodelogy

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

mig: AAMEmMEN 20O ET, A X EEL
HEERICMTIENS,

MRS #FEOMELS2—COFFRERL-EDYD
Bt A8, RUEEICEYSOh - AERMKRA S (FRm
Bk, (IER, M#E, fn/hR)

MiE R TmEHREER:
FoTIEMICEE=h-Mm

AREBEAX TR
HHSEREICLEEER

QUALITY MANAGEMENT

mBETR—U A

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. MEREE, AXBEORBEOREXRRACEIE, R
HNAEDETOETOIRE, DEVEM(FF—085E.
0%/ o4 FLmECEER, R UT AR EYR) M ERE.
X INIIE. REEHE, &Uﬁ%%nn@ﬁﬁif"éﬂ

ELRIHhIEn i,

2. Blood or plasma used as a source material for the
manufacture of medicinal products should be collected by
establishments and be tested in laboratories which are
subject to inspection and approved by a competent
authority.

2 ERGOEMMPELTERSND MBI ILMmEEE, 37
HHBOERARTCHY B ORFSh R THEORT
AEEShRFNRITELEL,

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.

3 EXOBEMHELTERTLIMBAXTMFEEHRTS
BAADEREEEHDFIR®, EOABHEEL. ZHE
HCXEEL. EERBEEEFNFIATEDLIICLTE
DEITITESIEN,
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4, Monitoring of the quality of medicinal products derived
from human bicod or plasma should be carried out in such
a way that any deviations from the quality specifications
can be detected.

4 EMNUERUCFNEREERSDORE L. VA5
B EOEBELRINTESHRICTE= ST Eh sl
HIEESEE,

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

5. R{EATRA S - M & XL MTER EERR L. &
HOBESERHFLTELELEL, (GMPHAFD5658])

PREMISES AND EQUIPMENT

B

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. 1% X XM IEZE RIS B (&, WG IEE, ek
U TES LD, BURE, 8 R U TRlTh
(FAEBE0N, MR RO I3 OEREL, M TR UVEERIT, RL
RIETCIToCIIEDEN FF—&ERICEETES LS.
BYERF—EHERYERSBETH D,

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. 805 L. ROARBRE. ECA LSRG, B
BiEERRAL. ThiRIhTh Easd, s
ERLEIERIL TR, BHMERTARERT
fﬁ#éhtﬁlﬁi(ﬁtu%ﬁﬁb XEICHEFLETAE
F7ELY,

3. In the preparation of plasma—derived medicinal products,

viral inactivation or removal procedures are ysed and steps

should be taken to prevent cress contamination of treated
with untreated products; dedicated and distinct premises
and equipment should be used for treated products.

8 MBEAHEEFHOBETRICT. 9MILRADTEEX
[TEETRENEASH, NEBFRERNEBERHAEIEEL
HWADATYTEBEELRThIEELEL, BREFRICD
l}\'c FEHOBRNTESHERVHEBIEFERALENIEES
A AW

BLOOD AND PLASMA COLLECTION

I % B U I #E D ERER

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. EhME R UPEFERRERRERETHHERS
&, MM R G 3R DO REE F LT DR SREEE
SHBLORICE, BEZHMNBETHS,

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

10, REF—1%. BN EEEARTICHRECEA SRS
EHRIEEBEL,

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

N FF—OEBOBEEZERRECEEEN. mADoA
MCHECEMRENEITFRIEELAEL, LT, %FE
~O BT AR ENG T RIEESEL,

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

12. MEAyT | o LVERVBMERZIR—THH
EHERET A, BLZFSSAIE, ERICHERLET
NIFIEDIELY,

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, ME R O MIEQ RO, Mk \vd B UM #E K

DOHEBORBLPREOREFRELLTREELE
W BRTHEERERICT 54, M/ T LB S5
%ﬁ'ﬁﬁ@lVJ?EH’E@&L&H%@&U&L\
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TRACEABILITY AND POST COLLECTION MEASURES

F—HEUTF ELEROZEDOEE

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 AEROBZEESFEAEREL . Bl S 78 ) h i
[Z2DWVT, FF—0olE (R IEEREEE)EZSH
T. BRRABCELIETORERE. EL0D0HFRANMEHIB
BTELVATLERFELATAELLRN, BE5Eh5(E
AZRETIOE. BEREORERETHS,

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. WMEDEE: DUTOSRMAGHIEEE. MEED
I $FERE b E% - BE / o B R AR R TR A A TEDHES
[T, HEOHFHRILE VZTidJ\nEi“c“hT'#“—ﬁ# REFIR
i:&uQ%j—ét—t :

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

TF—OREREATT —EECTBA ChECihD
o8 E

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

-HTE QM X7 ML AT —H—BEIEETH o
Fr—Ot RO EEEERLES

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

YRS NEFR O LRI —I—S B sh
TN LA LB

=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);

T AR ER —r RO TR DR T
(HBV, HCV, HAV, ED Tk 1ILR, HIV-1/2, B UF
DI DREFECEMOEAF) (L IBPEERELBE

*the donor develops Creutzfeldt—-Jakob disease (CJD or
< [vCJD}),

A4V I OTRE(CIDRIFVCDN EFRELE-BS

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

- E LK E R G SN E L, FF—LBEASH
AR FBERSh MM ERLEREL-ES
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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, Lock—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 coniributing to a plasma pool was infected with
HIV or hepatitis A, B or C, the case should be referred to
the relevant competent authority(ies) responsible for the
authorisation of the medicinal product and the company’s
view regarding continued manufacture from the implicated
pool or of the possibility of withdrawal of the product(s)
should be given,

LROEZENREC-BEOATEREL-FIEEFIER
LiEhEasisu, R LiE. EE DRI R D B G R
oL iddt64 B ﬂui’ca)r’ﬁkmli—:i%\_t’& =95, &0
WEFhhDRH-T-BE. R"yFRBOFEE L TPYER
BHNIEELAEL, Eﬁé’ﬁ”él YT OB O BEREIZ DL
Tl BT HEBERFOT—IL 4 X, A DEE
ERFICH T HRENEEShA LS EF TORIMK.
D E. RUBEEERESEBICANW EEICESL
BHNERELEW, BRI SMEET— LT Mg s
HIVASHBV, HCV IZHAVD B DK IEHS RS h =B 8
EERORBEEEIIEEEFIOELL, 2ENEHD
j*)b%fﬁ?l.\'cgi'z'iﬁ’&ﬁl'l'éd)ﬁ‘%:ﬁ:’&ﬁiU‘FH‘ZDCDJEI\
SO RBERALZ TSRS,

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, 7L S MR, MmEE, XEEThOmROBFEFRER
G/ XSS BT Bl DHFHRETIMN. FEDERS
ERERFI—h—COWTEYURERUSRIERE
FHA)FT—La s FORBAZERNT. BRBREEEL
AP E (RE ALV R

HBsAg:

HBsHUR

* Antibodies to HIV 1 and HIV 2;

HV=1/25F

=Antibodies to HCV.

HCVin{k

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

ChoD55BURLIEMRENSESh B E. FOEMm
[ZERAL TIEASEL,

(Additional tests may form part of national requirements).

GERBREEOERBED—HLASTVIBELNHD)

17. The specified storage temperatures of bloed, 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 RGNS EET BT, MK ERRMEHET
SHEEQME LM, RUTHRARAOBEORERE
i, EEL/A)F =13 EZEROLO CRIThIERS S
by, isxh - EROHEIC OV TLRIETH S,

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. A DY —LMBET— L (R IEHVATLIEF—R
DIBER) 3, LT OIS EQRBIERBOT—H—(2 DL
T BULRBRERVREEEEL, NUF—2avFEDE
ETHERL, r..ih.b[-?L\T}irﬁi"ré?ﬁ.“‘_&’&ﬁnﬂb
HIrhIEiniE,

HBsAg;

"HBsHLIR

* Antibodies to HIV 1 and HIV 2;

“HIV-1/28i{&

- Antibodies to HCV.

“HCVin{k

Confirmed positive pools must be rejected.

BERGERL=T—IVIEZHELETAIFESELY,
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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.

10 BYERERUVEREZELAYF—avEREHK
DFRERAEIZKY | FEIEEREE (NAT)ICTTHCY RNA
iéﬁﬁwéii'@ﬁmf:miﬁj—wwaﬁﬁﬁ ASHETHZ

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. AW APFDMEREREFOHRERICETLIERE
Hi, BEMEFICET5RHORFEME SEU T
BHEOFMATREZEEICARLGThIEEDEL,

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 fracticnation” 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,

2. 7= ARV B ROER MBEOSANIE, EMH;?:
BARIFIRENERFOEE FE B LS (2HEE
Hlthidiend, PiadetmmaER#AES . EE?JI[UE‘E
HOZMEEREWIHNESROSRBIER. B0
NFEE BERE. MFEORABYIIBE=, AL
TWSh R EERDIES. TLTROLXIEE#L=H
AT TORIThiEEnEL,

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 bicburden.
The cleanroom requirements for all other open
manipulations should conform to the requirements of
Annex 1 of the PIC/S guide to GMP.

22, 53 _muém HOBEMENRBER VI ERYE
SERNBIZTEE. MELT—LITEYLERELTR
IRUFLEEFRLT, PEELTL—FDIUTIZTITS
C&, YT ORHOTILYT RUBBEOHERIE, 131
A R—TURBETIFICLYRMABICE=4—L%Th

EEDiEl . ZTOMA—T VBRI 2 TORECDW

TP~ N—LIZEAT H2ERFBEL, PIC/S GMPH

AR D Annex TOERFBIEHIZHS,

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.

25 BB EC R B L ARER IR E L T B EDE
RBL 5 LA BRI K F B A AR BALGNIFELE
LY,

24, Validation of methods used for virus removal or virus

inactivation should not be conducted in the preduction

facilities in order not to put the routine manufacture at any
risk of contamination with the viruses used for validation.

24, JANABREXIEFAFEIBOAEA)F— 30
(&, ) F—L3UCRHVS I ILIALEREOEEITEA |
?é'JXO*&ﬁbﬁﬁL\ﬁlhﬁm DELESA U TIE{T>T
[T7E57ELN,

RETENTION OF SAMPLES

YT ILORE

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

25. AlRE CHhNIE. EAME T T LB R REE 15
BIZEATHERRICEELTENMETRIERELEN, Ch
X EEFROEROETEETHL, FT—/ILNBEOY
AT DONT, BET— L nE A FREIN-BRASD
SHLERLEVVEDHBZE D EALOEDEHMR TEL
HCEHIERIIRE LT EESE0,

DISPOSAL OF REJECTED BL.OOD, PLASMA OR
INTERMEDIATES

M., R IR G ORE
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26. There should be a standard operating procedure for the
safe and effective disposal of bloed, plasma or
intermediates. ’

26. i, M EXPRAEGOBECONCREADEF
MEBREEFIEESOPIZTHRELEZThIFESAL,
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RX

HiER

Qualification and validation

BRI AU T—ay

Principle

el .

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 determlne the scope and
extent of validation.

1. ANEXEEFOAEICES T 5B MRV Y
F—avORBREIzOWTR®RTE, EEROIEES
B, FORNGEFOEEGARMSBEBINTNAIER
EEBRd %A, FOLS3/ ) F—La EENRBETH AN

ERYLILE. GMPOEHRTHL . AR DREICEEY
AR D H O . RIER U TRRICHTSIEXRGER

EITSBIE ) F— S ERBLA N IEEDAL /3
Z’gaay?ﬁlﬂﬁzﬁﬁﬁé;‘ki—&étw:‘ YR EHIE
WaIeE,

PLANNING FOR VALIDATION

PR L V= W

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. 2TONYT—avEFREHLMLOHEELTEMNE
Fhifiasily, N\)F—230 055 LD ETELESR
&, ) F—2 30 AE8—FS5AVMP)R WL, FhiZHE
LI HLEICHRECHREL. BELETIhIFEESEL,

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

3. NYF—23aIRE—TSI0E, Fﬁﬂ%,ﬁaﬁﬁfkuli%@&
BHNETH S,

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

4, I\ TF—23IRF—TFUITIEPIEELRITIC F;EI?'
5T —2&EEMUAIThIEEEEL;

{a) validation policy;

(@) 2 F—S a2 mR)—;

{b} organisational structure of validation activities;

(b) )T —La  EEDOHEBRES,;

{c} summary of facilities, systems, equipment and
processes to be validated;

(&) 1) F—2avEEET I, VAT L BFERVT
BROBE,

{d) documentation format: the format to be used for

O X ERROEE TOra L RV BEE R o

protocols and reports; =,
{e) planning and scheduling; (e) IERUEE
(f) change control; . O FEEEHE,

{g) reference to existing documents.

© BEOXEZDSHR

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

5. KOOz DBE. F0-OHOERD /Y
2—731?19—77/’&1?515?‘%:_&75‘1 BB AENH

DOCUMENTATION

XE&k

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. BIREFEEL /) TF—avE LD ESICERETEIM
HELFZ2EICESTaRaNEERLGFRIERLEL,
FaraLiEBE, RFEShAThiERSE0, Fakall
[CITEEIBRRUZAEEFRELETNISZOE,
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7. A report that cross-references the qualification and/or
validation protocol should be prepared, summarising the
results obtained, commenting on any deviations observed,
and drawing the necessary conclusions, including
recommending changes necessary to correct deficiencies.
Any changes to the plan as defined in the protocol should
be documented with appropriate justification.

7. B AGLV LAV TF—2arTabacHnT 3
iﬁ%&‘l’ﬁﬁibbﬁ FRIEELIEL MEERE, /) T—3

UIRREFED BELEETCOBRBRICHT a4 MR
BL.ERORECHELERORELZSE. RELES
EESESRUHNEELEN, TabaVIciREL-sHE
|EEEMALER L, BUIEZBEQHREEFOH T, LIz
BLELATNIEGESA,

8. After completion of a satisfactory gqualification, a formal

8. B ERE AL T LI, SRR U/

release for the next step in qualification and validation F =2 B BRATIIADEITIz2EFSLT
should be made as a written authorisation. : FHEMSH, BEICESIFANTHIBZCE,
QUALIFICATION Wig tEET

Design qualification Bt akaa (il

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

9. FLLRE, P AT LXIEBEDN)F—

; Ay D&
DERITEEHFBERETE DA THSS. ‘

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

10. GMPAMERETOBESEZERALL. BFTH L,

Installation qualification

B ERETE

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

1. FREOEERD (0) 2, RN LRSI iE
B VT LRUEEICHLEBLAFRIERB L,

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

2. BHBEKERED (OF. U TEab CEET o5,
CHLICREESh AL O TlELLY,

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

|@BFRL =T U T RE R BRI L RS
1ER. BE. ¥—ERRUEHEOER

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

b) MAREMHIGSN A RERVIEZOHBAEROU

(CRTEEEHONRERUVEA

(¢} calibration requirements; () WIEEH
(d) verification of materials of construction. (d) HE DREE
Operational qualification BEL RS TETERR

13. Operational qualiﬁcation {0Q) should follow Installation
qualification.

13, fEfTERERAEREOR. HIRBEIEER 0Q) %
EELE T hiEAsin,

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

14, BERFREREIEFEAL. Jcl'F’cEai.-_&t?"%m\ ch
SICREESh LD TERAL,

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

(@) TOER, VAT ARURBONBEE CHEL-AR

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

(b) “I—AMr—AEH"EMENEEEIHS. RIEDLE
f%’gﬁ[ﬁ’&ﬁ%‘ LTRELE=ES. W iT—EDOEFESE
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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, EIRERER IR ANELCET LIz R, Ik, 184k, |
FFFIR, FRFNREVCFHNARTEEESERET
BHIEMNTED, FNICKYUNER. VAT LRUVEBODIE
AEERATSHEZAREETH L,

Performance qualification

EBIERERILER

16. Performance qualification (PQ) should follow successfui
completion of Ihstallation qualification and Operational
qualification, .

16. {E(TEBIREERE 28 R OB e B s T HE SR DRI .

|EEfEEEEE TR (PQ) ERELAITFHIZAEDEL,

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

17. B R RIR R L. M FEahoeET B, C
NHICRESN DD TIEEL,

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

(a) EEHEH. ‘ﬁwliiﬁ%ménut}ﬁunmatﬁﬁz%'cnn
ERWS, TORRBUHER., VAT AXITEEZETS
M= ECREL-FEE

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

b) BEDLRETREAS LT:&B%%f*FﬁL‘Ii—i@Gﬁ%
s TRET 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, BREME BRI RER ML EHELCRiRShD
A HEIEECEThEEEEFEEERER L TR
THILILBETHD,

Qualification of established (ln—use) faCthtles systems and
equment

BEEH IR D6, mm&u&%wﬁ?ﬁm&

B4

18. 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, EBEEBOEELRERICOLNT, BIE/NASA—ARU
PREEMEZEfTT, #OELHEFIR T AN E(TIRG
BEELY, BIZ, RIE., k%, PHHMERTER, BEFIER
UJ’E%E‘fllﬁ%llﬁﬁtﬁ;ﬂﬁﬁ\iilzsﬂﬁéh&lﬂml;t%.
B,

PROCESS VALIDATION

FOorRA)F—290

General

—ik

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, COETHRTIIBEHRUVERERIZIEEZERSES O HE
(CEASh S, IR IEBOMENYT ., FOEIT

hhd,. EEShEIRIZOVTONYF—a VB UE

NYF—Lauz 2T T 5,

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

21. BE. TOERN)F—La  BEERORB R UK

SEDRICSE T LTUWEF NIRRT Rl ) F—a
VYo THANATRETHEWGISM R RICE N TIE, BRED

BERICT RN F—2a ERET A ENBETH
SR/ T—2ay), X, BHCHIHMEREL TS
TRICOWTH, AU F—LavERBLAThidgs i

(B aRa/ ) T—2al),

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.

L |22, AT RS, VATARUEE

[COWCHEETEREE
W F=2a %R LY
ﬂﬂ?‘ézé‘luﬂi

HEIEL. DR EICD
Fhidioizly, NUF~Sa A FZIC
wBHIZHEE = H'Cl,vawmimbm\
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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. Mask. PATAEERTTRER. ThoNFHICHE
B9 Rl LE R T S OEHMICTEE LT hIEED

2Ly,

PROSPECTIVE VALIDATION

FRIBAYFT—23

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

L

24 FRNIT—2avICIRUTEELIEET BN,
NBICRESN D LD TIEEL,

(a} short description of the process:

(@) TR DEERLA R

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

b) HHETREERLTERRBOBE

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

(o) AT HEERVRBDUR (BlEE=54— KR
BEEEH) WEITKIEQRKER

{d) finished product specifications for release:

@ HETENRO DO RERE OWE

{e) iist of analytical methods, as appropriate:

© HET oBA. AMAEDUAR

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

0 EEHEEEEZHOIRESh-ITEER

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

(@ BEFIEEELZHD . RIETASEMHAR, RUDHE
HEE. A T—ay

(h) sampling plan; (k) US55 E
(i) methods for recdrding and evaluating results O BEOZE. STMmAE
(j} functions and responsibilities: ) BERUVESE

(k) proposed timetable.

) BEENERERC OV TOM EE

25. Using this defined process (including specified
components) a series of batches of the final product may
be produced under routine conditions. [n theory the
number of process runs carried out and cbservations 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, AESNEIEGEShERSESE)2AL. B
HRO—EDN\YFHRBEORETCRESNG, B
HIZE, TEOBVELEREVHREShERBICEY.,
BEOEHORERFERHHMY ., EL-EHEOLED+
RET—AAREShEZThiEESE0, BRBICESEL
To\SA—FNTCOESIN\YFAZEN, FatEx/\

N T—AVERTESEATECONTIE, — BNz T AL

BRTND, ‘

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

26. F7AEXN)F—avO-08ET R \VvFIX. BEF
T HREERE/ A FER—HFAXTRITRIEGESAL,

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

21, NY)F=Lawn\yFEEE. 5T 38S1E.
TNHDEEEHIT/N)F—2 3 VOEHOBINGE
EDOVWTHETIHERTHAZLERD, MPOEHIE
Wz (YT 58BEE) RERBELCZLCEEL
BIFhiZi oiun,
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Concurrent validation

RIFFEI/ A F—a

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

28. MISHAZIKR T T, B O£ E ORIRETI/ Y
F—avFOdSLESET LEDIEAFEESN S,

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

29, RIRHI/\UF—Lal kR hT oREL. RLEEE
ETRL, 2L TH—YSARE SV IZ kY REBSh A
nIFRRAED,

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

20, RER T a0k DR B ER LT
B F—S A R LR SN b D LR — Th B,

Retrospective validation

BRI/ FT—2 32

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.

3. BIRER/ AT —avid+ o CEISn=TECHL
TOHEHSND, AMOMD . EEFIERTEEICE
EAREZEESH TOSESCIEFBLETHDD,

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

32. FOLIEIRBRDN\YF—LaviZBEOF—4RIzH
SWTERLATRIERDEL, SONRYTF—La o phE
DFEEIE. B0 70rLO/ER. K0 EEEAL
ELI5ET-ADBEOKROBREFFELIL,

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

33, CONYF—LaVERETLIADT—HELT, /3y
FIRUaERE, TEEEFvy—. RTEBRER.
ASTZHEDF., TEEIRH. BRI FRURFERRE
HEREOBRKRAR T2 OTOMmAE TN,

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.

3. ERE T O ERERE T . B
BRICESLENEDLEEH. LE B hIz8Esh -
FRTONAYFEREL, FETOLRO—BfEERT L
HHABMTHBCE, BHTOLREEROIRET S
EOBEREXFEEOT 45855, BRI
SNTEMHBABBICEE b5 5.,

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, [MEERI/\UF—IaVERET S8, —RMNIZES
L1=10~30/\wFDOFT—4%5T70+A0— B2 HT 3
f=HIcBELRTNEESEL, LML, ESAEHAHDS
BEICIELYDPED/ S FTHEL,

CLEANING VALIDATION

N T—2ay

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 contaminaticn
should be logically baged con the materials involved. The
limits should be achievable and verifiable.

36. FXABAN)TF—LavE REFEOADEEEZETS
FOICERBLETNIEESEN, AROEZMOFv)—
A—— SRR URENFRECOVWTOREREDE
Elk. ZHTHERMB R T HREBASERICESINT
WERITHIRESEWL [REETZERTRETHY, F-E5T

ATRETARIThITZ LR,
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37. Validated analytical methods having sensitivity to
detect residues or contaminants should be used. The
detection limit for each analytical method should be
sufficiently sensitive to detect the established acceptable
level of the residue or contaminant.

3. RBVMXEFEDEE RN TELIBREEZE TN

T—LavEEEOSHARERVETRELSSEL, &
SHARICOWTOBRHBBRIE, FEIShE-ZFELAI
DERBYRILFEMEERE T30+ 5EBETET
hiZEsiEn,

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. Cleanmg intervals and methods
should be determined.

38 BREIEEOIEMEMCHTIREFEBOAN
DT —23 a2 ELNH DM, FEERMEMHL
THEBBELLGITNIEGELE, AN ESFETOHR.
jtl{(:%i%ﬁ\%ﬁﬁ!ﬁ@i'@@%ﬁﬂ@ﬁﬁ%%ﬁ?ﬁb%‘ﬂ
J{Lliﬁ'%ﬁb\o- EFEREUAZFRELZITNIEEESA
\0

38. 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 FUTIHGF RV IRICHTEEEFIRB=OINT,

HBUEGRUIEOARNGERZRINTAEMNTS

NEEZZLN TG, EXGRIEEZELL“T—X+

Z—ﬁ—x;‘gﬁ:at\t‘ BT v ER BT SH
\’C o

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

40. BEEFRFEN NI T —LavRER THIEREL
B9 5%, BE R TFIREIEER TREEL. A#%LT__t
ERSETRITEDEL,

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

CHEBICEAETHART S7INESR/ ) TF—avicH
?‘6@*3]&&%%&&[&&&3%7&[,\

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

42, BRESNAREMANFEERIFETHHBEIC l:l:
BSAELT, ThEE RPN EAENT IR RE LS
!FQJEE%UD{‘C#’JUL_E%?%._J:J‘JVC?%

CHANGE CONTROL

EHEH

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, HEEH. SRERER, THREE. THEEBEXIL
BLEmM). BERE. ABRAECHL, e REETE
OBRREICEEERIZITE EIEDHIEENREShT
I, RAAEFHEBCOVWCRLEFIEEE BRI TE M RIT
hFamnin, ﬁ%mﬁ$ﬂ[§’&¥ﬁﬁ?—6uéf EEEZED
TRICIST. RARICESTIRENEELBLTLF
??53{5}7&7 ANERESh AT EERIELATNIERS
AN

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

44, ARREXITIREOBRECZETHARMEDOHS
ETOERR, EXICREL, XBELCRBL. ZETS
&, R, VAT LRVEBOERNSHRICHLTRIE

HRIEVRIAHESHTIMET 5L, BB
WRUENAVF—avc/ 20 ER. A5TICE0E
ExRETH L,

REVALIDATION

BAYT—13v
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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 kEEEDH-.BR. VATL EBRUITRIZ. £
hoNBDTHLECLEMHRTEE. ERIMICHEMmI S
Lo N TF—2 a3V FDOREBICHLEAGEENTPOAT
WREWESIZE, R, VAT LA EBRUIENATFED
EHIBETHEIESSUEA—FRETHE
T, BA)TF—2aveRiid,

GLOSSARY

A

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.

FXETERALTLSAY, BITOPIC/SGMPH /FDRE
FIFEH SN TVEWLEREFHER U\ T—av(c
FEITOREDERZUTISRY,

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.

EEEE

FES R RRES, I, L AT L, EERET
*s@*ﬁnﬂiéhtqkaﬁ'.l:‘%giﬁlfd“jﬁuﬂi)"&“)%’) =
XERTENERIOVTHRTIELLIRATL,E
DEHIE, AT LABIEE SN REBICHIFSh TWAC
LERIEL. BT IEROLEMERETHIELTHS,

Cleaning Validation

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

EE AN )T—23y
ARBSh-RBFEERITTHET &
WY EeH R RIS A3 EIC

ENEEROR
Eéih-f._ AEHL

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

BTV
o PR B 0D e A B th (M 4B W F—tg s

Design qualification (DQ) X &t BT EAE (ESTA(DQ) :

The documented verification that the proposed design of [ER. AT LEUVEEDRESNHAFFHOBHN
the facilities, systems and equipment is suitable for the bl Y 2 (AW st - 111

intended purpose.

Installation Qualification (IQ) T RS HEREMIQ)

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

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

ﬁ‘ﬁ.&‘ VAT LARUVEEA B X (EHERC, REBSh
At RUEEEDBRICES T 5 EE B LR

Operational Qualification (0Q) ,

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

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

TEER B 48 1 EEM{0Q)
fesx, AT LRUEESEABRX EHERIC, THEh
Tﬁ"ﬁiﬁﬁlfallﬁ_ﬁ")l 1’E§JJT%L&’HCEH:L,TJ§ _,

Performance Qualification (PQ)

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

R ETE T STmPQ)

Wesk. S AT A RUEES —EICEHLIE, REshk
TRRUESRRICE S TR ERIEST 58
EXEELIRET
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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.

TAERNRYF—ay

L 1=/ 35 AN TBER T HITIEHS, FRICEHON
B RUREEHCRA T ARG EN AT 20
FHCHRESHTHIEE B LGN

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

FHIAYF— 32
HifE SRS OB RS R=T5, \UT—‘/':'L/

Retrospective Validation

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

1.

EIRERY/ ) T~
REFOHEMOIIZCDOVTITS, ERIh-E . &
BUBEBO/AYyFTF—RICE IO F— 3

Re~Validation

A repeat of the process validation 1o 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.

BAUTF—=3y

TREEF|EH-oTEASh -, TR /HREICHTS
EREA, I#s@ﬁi&&b%nnﬂ)nngl_ﬁﬂ‘75‘73.[.\_._&
ZRAETHAD. TAERN)F— a0 DRYIEL

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

RT3 _ ‘
B Y [ TR ORISR B EE . S A— £ FHELAS

BB

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.

R
A)F—=a  TORRISHEN., RUERAETE. £
RUASTEGI RIS, BEEE . R, pHE E)AYERISIE LS 2
Ho. 2{OBE, ChoOFHERRE DTSR AvFI
KUiEl=Ehd, ‘

System AT
A group of equipment with a common purpose. HBOHEHMERETS— ﬁ@%
Worst Case D—Ar—2A

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. '

BEMOEGLEELLBAIC, AR ITTRATARE

FOMREMERALT S, BENERFIERICHE TS, T
BRUREDLRETRERELL—DODOEEERIT—E
DEH, ChoDEHEILTLLERRIEITIEOLNE
SIER-THOTHIDBEFEL.

8/8




B (15) PIC/S GMP HAFZAY FHuIZA17

R 3C

=
w

PARAMETRIC RELEASE

INGAR) D=

1. PRINCIPLE

1. I8

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

11 AXETCERAINDENASAMNIIN—-ZDOEREIE. X
MAREEESORECEICTEETRICELTINES
Ni-EBRRE VAT ARN) 7)) —RNZEHSHCGMPOERE
HICEETHECKY . B ORENE—Sh-LOT
HEEERAT S, HEASTHEDL AT LY :

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

1.2 INSAR)wOYY—REREET HIEIL. 52X T BPIC/s
AnnexE Bl FTOHARSAV R, GMPOEAEREIE
bakrid YA b R A T2V o AW

2. PARAMETRIC RELEASE

2, INSAR Y —Z

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

21IAERNTIENHRPEEERRT LT BEH
mDBEBREERT SIS, BRARSRIEICHSLT
WEHIEMNRIEENDH DD ERBEh TS,

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.

22135 ARy o)) —A(E, BEORERFHBOREBLL
TRERNGA—E—FEBT L LELTRIASN D,
INSAN OV —RDRE, AT WYHELE. HGDE
BEELGMPERE ﬁ\A‘ﬂ'C’"'S’{E‘*'CKﬁ%)

3. PARAMETRIC RELEASE FOR STERILE PRODUCTS

3 |EARFIONATAN vHYY—R

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

JMCOER., BEHBEZEEETICBERAUGOBEEAS
HIRZHEMICITINS AN w2 ) —RDERSFIZELT
BB T S, BEZBOAKT. HoALHEDHLH, /A1)
F—i A EOEEEEINERSNI-CEHNEEHTESE
SICOHRBHTHD,

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

3 BRI MERRIC LY. FRSRL. REED

{%RIE/RTALEJ’UEKﬁﬂ)ﬁf&éht’ﬂﬁﬂﬂ"é#ﬁ‘“i—h
HITEDHTH S,

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.

33 INTAR Y Y—R [, I FHRELLEEEN -2
ZREBHT AT —2TOEON., AR OEFEMEOREED=H

[ZEgstan . N F—2avsh T T/ vF fl\i'zLéz'h.
-2 EE TR TESHKIZ, RFEShD,

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

BABBATE. /1 SAI—R T, ERAECER
BB T hhARS DA ERENS,
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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
paramsatric release,

35 MG B EROEET 5k DERHEST-. &
R TR, AF U AEBETHRIBREM, RSAN I —RD
HETH B,

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 variatior, from the sterility
assurance point of view, and existing sterility test data
from other products could be considered as relevant.

36 —EHIRICH- A ERFEBESOREN/SANvS
V)—REZTANDIBEEO—LELSE0, m2hm |
IS LTANTGARI Y2 ) —REBRAT AT, 1T7ELL
TWEER NS, Fi RN EEERIIOEANDS., BE
OEGIZH L TERETEEEToRLOTHY. T0OLS54
£ 171 b OL\T@EET@%E‘:ES&ODT—&#EP&'&%{%&
EZbh3B5tHY8

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

3T RELENTHENERIC OWTHETOHEEZ{T-
TLiUTHuﬁLﬁf—iiéT'f'uf..\%{ﬁ‘f%nEEV?\Ti\U)UZ
VEEEITHRIFRIEEDE,

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

38 LG EIL, GMPESFITOVWTBITEEREAHF LET
hiFasii,

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 GMPESTEFEIH T 2BICE. AEBELOEERRL
BOBERVEFRABRORBROBELLLIC, ALK

S0k Eﬁ{%nﬁw/ZTAT%Léhf_ﬂﬁ%nul_ou :
TONERREEEZEERLGHRIEEDSE,

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

3.10 g T, BBA A4 A EFHREHSE RV BERAER
AR ELNHEERUVBREFTIEMICBEREEELET
nidfniauy,

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

SMARFIHEVIBORGE ) F—LavIcBNT. 2
2HENHL 6551@?"5%#1‘(?&%3&(“6_&;&{%
SEL7E LRt

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

S EEEELATLATCE., ERERIICEHIESZED
BEZERLEITAEESGN

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

313 MELIEDRIC, RATOWMEMELEERT LY
AT LBGESTIRAEBLS,

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 RERMOHREBREROHEGZEZERT SRt
WEIITLRT NSRS E N MBI a0 S/
;L‘-'g"/ay%ﬁﬁ%ﬂ@%?&ﬁ’/zv_-hl:cté{%ﬁﬁﬁlf =

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

3.15 HE L ERIL, TIEBBRICHEE LTSI LE, BiE2D]|
DMLV R T LTHERTIVHELNDBS, ChHDVR
TFTAIE 2ZADABBENK/ ) F—avFEDav e 1—4
SARATFLEITADABTHLRICH S,

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

3.16 £/AYFOHE[OHFRNZ, ELTOEB DQFEZH
BETHb,

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

FEALERE#OE!

SESGUTFUREARO AR
AETRTLTBCE,

«All repairs and modifications have been approved by the
" |sterility assurance engineer and microbiologist.

"ETORSLEEN, BERIHELETLHMEDELED
REZFONTLDIE,
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* All instrumentation was in calibration.

"ETDEBHIRESTTNSIE,.

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

RERASZHROER B RECH LT EEYEH/

T—iavEhTIbHoE,

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 |3

a pass of a sterility test.

317 1ERSAMy I —ZARERBEN -6, B G0
HRIIRBENEBICHE SEOTRIFNIEESEL,
ISSAN)HN =2 DRBITEESLENEDE, ERSER
BEDERICKH>TELTIZASALY,

4. GLOSSARY

4. FAzE

Parametric release

RSANJYHJ)—X

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 reqwrements related to
Parametric Release.

BLETRICEWTIEShRBRE VAT AN 9 H))—

A= fgb%GMP@E;RgIE’\U)JEA[-—E'D% O

ENEREN-LOTHLI LRI T S, HEAEHE
*/ZTA

Sterility Assuarance System

BEERI AT AL

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

%FIFI F s%ﬁ%f%nmj-éﬁ{u%ﬁﬁj—é_l_m ¥:£§$To
EREBESERAICENTEL, LELREITOFRICES>T,
EEHERIET S,

a) Product design.

) BEEA

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

b) HEWMERUVIEHBALLSLO B, ARARUEE
,ﬂag_ﬂvéiﬁmu ARESAICITHMEMERIRED

¢) 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.

o) BlG@h~DMEMDRARVEMERLET A0, &
EBRICBTAELEDER B, B
MEOEREVES. 2)—2IIL—LTOERYEWNZLS
ERFLOKL, IREEREOHIE. XELTHES
2k, AR TEOEHICE>TERESNS,

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

& BEFH 5B CAREO R OBROE CORADH

e) Maintenance of product integrity.

o) R DO

f) The sterilization proess.

) RETE

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, Tailure mode analysis, prevention of human
etrror, validation calibration, etc.

D EREE B, TIEE. RSt E COER. orE
RSP, R@E—Fa#h. ABIS—OFR. NUF—23
& BIES, BEHMEM VAT LEEORESATLOS
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Reference and retention samples

SEMRURETLTIL

1. SCOPE

1. 308 F &0

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

1.1 BEERDIZHDGMPHAFCGMPHAR)IZHT A4
XEL HERY, AU XIERRABOSESFLTIL
EEUICBRRARDREY L TILICONTORREUE
EICEATIZHAFT U AE BT S,

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

2 REREICETOHE DBEEETCRITHTBAnex
BiIZHESNh S,

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

13 AXEICHR, MBITHA A BESHIEERCOL
TORGETVTIVERICETIA M4V REST,

2. PRINCIPLE

2. RAI

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

21 YT NLIF2 DD B MEERTA-ORGETS . E—
DHMEAFEBEAOY VI ERETIATHY . B
DEHMIELEEREBAGOREDATHS, Li=AoTH
YANE2DOATI) Iz BN,

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

SERYUTL HERHE ., S X IERASZ 1 \vFOYF
Y TIWT, B FORNBIRRNIC, BDEMAELS
BRICHWMETSEMTRESNDL0, BRI RIS
BEIX, %’zma)@E&FFFﬁﬁxlﬁﬁ\bﬂ)*%nnﬂ'zjﬂ/(‘[5']
AESHFABRUADIRISESDACLOAEHEEE
FT5EM). RIiEFFEﬁ%nn‘C%L%%UDM}E%’\HX%$*L
5LDHRETHIE,

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

REFVIIL BEAG O/ \yFMASEHLI-5Z2(Ca
EEn-EERREEYUTIL, B—HREDLHIZEESHh
B BZUTFOFHHIRAC, PIZIERGEORE. a -
. IRNILERR BEERV—TLyh, NuFFoA—
AHBECRIODMKHENRELEBEDRHTHS, BZ
ENvFDLEEERLLSIHEBEEIFICAETIHE. itk
CEMTEEROIAEOISIC, EELEHFUTILER
BELECTL, CORBICHEETESRMIRRLH DS,

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

ERARICOVTIE, E<0BSI2ERRUEREYTIL

FR—OME., TabbRelcashi-{AiE sy

’5 %@:t')fé-’[k:ﬂfli %%nn&'()‘ﬁr'&/j)bliﬁm
REERITEh S,
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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 BHEESR MAZEE. NIy FOHRAEIHERZE
g YA M DOLTIX, TRUSHEHICHESH TS ES(C
BREGOEN\YFHILDOBER R/ XIZREFLTIL
. ER BEEEICOVTITHEERE/ \SyFhbDE
EQHTIBIARBEIEEEHELT—HUTDI2ES
B ENLPRRARERETINENAHD, HFEEF A
&, —XRaBUHNRFEADOEHOE/NYFIZDODNT E
ERYVINERETEILE, BRRERDBERELLE
Zgﬁyj}b&lfa ARFEADAHERET S ELFSH

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 BHFBEVLRFEVTIIE, RBREREKL I 5

BN FITONWTOEBROEEERL, £MZ

£, WHOKEICETLIER, WELRBE~0OEE L

T5EE., SNLERTARCEIT RS, NITRER

;’E{ﬁﬂéﬁéﬁﬁﬂ"i CHEYASEEN LG R ICEHMYT AL
T

2 4 Records of traceability of samples should be
maintained and be available for review by competent
authorities.

24 Yo7 OBEHATERMEOEFIEESHh., FFEND
DOEEICHEILHIENTESIIICLTENMEFh R ]
LY, .

3. DURATION OF STORAGE

3. REHIM

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).

3.0 RERAZDENVTFILOSERRVREYLIIL
(&, PELEHADHRZEBR1FRIIRETI L. S5
MY TG, YEERERTTAIRBR—REE, Xix—
REDF/ER—HEB CERAESHAIBRTRELETAIEGS
LY, (REEHAER<EMRAEERICEL T, Annex
4(Dparagraphs SR VIESHED L)

3.2 Unless a longer period is required under the law of the
country of manufacture (whose competent authority is a
PIC/S Member), samples of starting materials (other than
solvents, gases or water used in the manufacturing
process) should be retained for at least two 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 HEZRTSEGRFISBAPIC/sEETHIE)DE
T, SYRVNHIRAERSKW TLEWNRY ., HERHT T
WELE O ATEREShAEE., HARILK A LE
|:'|::’:CDtHﬁiﬁ[%:ﬂi']Efi‘ﬂ"ﬁ(&%Zﬂfi’aﬁlif%%é‘hé:to %
DHREIL. NI REKICTEhALSc. BHOREN
AEUEWSACIRERLTERL., SFTUZERER
DOADBBEECRELLTFhiE s,

4. SIZE OF REFERENCE AND RETENTION SAMPLES

4 BERRURETVIILOHEE

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

41 BERYTIVE, BB/ AYFIZDINT, BT 5T
EBLRICEYBESAARISh TWARERIEZ 71U
S-S ERF LG 2RIRETHOITHE
DIRBEBTHRINITELEL, FRERETLIHENHS
BE. foRBOERCILRESOLOEAELVETA
IFEBEL, PINERETDIBAICE, FLUTEHELR
IR YEDHBEETL. AEZZ2 T RIThIFERSEN,
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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 ZETELHEES. SERYUTN, RUBERESC
g} {ﬁ%ﬁywm*&%t:ﬁﬂ@*é%@%{%’éﬁ%buwh

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 BERYUTILE, ThosERENAHEEE. &
FEAXIIRBEHEKON\vFERETILEOTHITAS
EEEV MDY L TLEIEDOREAAOM A BEES
BlAIE, TIEDRO ITRY)EE=4—FTEF-HELA
TSRS, RyFE2DHU EDOREOEETalEd
SEEE. FNENOBEEENDLELIEET1OOEE
ST NVERBLUGRITNIEESEW, fIst &Y 518

. %47 AHELRICHLEOHAETL. AEE2T
Ay E (A= AW

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

44 (REZHRIELERBIOV O EBELEREA\YFO
AMHRR I FF TR BARBICHESL 2 TORRE
T8, ECOXRELITAEH . RUEEBEHA
AREELTHED, RIFFEOMIAETERLSIZLTEM
ZNIEESEN,

5. STORAGE CONDITIONS

5 REERMH

5.1 —

51 EEGL

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

52 REREKEERZFIC-BWBAIL BETHIBEESRE
ARARE) LTWEThIERBEL,

6. WRITTEN AGREEMENTS

6. EHE(RYUERDHE)

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

6.1 BERTEEES., Ny FHEAGHEEZT>EER &
FR—DEATEWES . 2R REIVIILOERE
URECHTHEEEL, PIC/SGMPH AR DETE(ZHELY.
AEOZHLER(RELETFRIEED AN, CAERE
RiFAyFHEAGHEEEN, AvFIcHT 22404
BEEB I ARERUANCITOIASERIC OLTERE
Ashd, B8 EMBTOSELRUVREEY VI LG
BRERGLUIEBFICONWTORYERHE . ZBHFRICEE
LEtthidissinun,

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 BREDIOH/I\YFERIETDIA—VSAAR I
(3. 2 TOREETISERRUVETES TN, UG
BIRIC7 O ATTEECHACEEERIZLATAIEE L
LW BWERBEIX, ZOLETIOADHOERYRD
#F, XELShEZHEBICRELATRIEESL,

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 BRREGOESICIDUED YA EET RS
. XELSh-RBHAENERSNWTWAIEK. 285
Izég{&%fg:ﬁ’)bw?%HR&UmEE%ETéJ:WJQE
B &5,

7. REFERENCE SAMPLES - GENERAL POINTS

1 BERT I ROIE
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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 BERYUINIESIERTCHDE, N F—iay
FOREEATHARBEEAEEMNATESELSIZLTS
MMt hiEED DN, EERICHAWIHERHE SIS
[ZOW T, HA O SRR IT o8 EFRTHAZ
& xﬁ'jnnf-')[ﬁffix Jnﬁknn @%mé%ﬁfhﬂ"?f’ﬁz:l_
FThdle,.

12 —

7.2 $REREL

8. RETENTION SAMPLES — GENERAL POINTS

5. BEYOTIL-2REEER

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 {%ﬁﬁyﬁwliﬁiﬁ?é%#ﬁ%ﬂﬁa)n“ﬁ?fﬁiu‘;
(FAFAESELN, X, BRFERBEXTEOERICH T IR
MRt OBESEERET5-ORETILEND
B, LEtio T, BEYVTLERERAGZ Oy FIERE
T3 —VSA X =y HETHRERICTRET
BTEMEELLY,

8.2 —

82 HELL

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 BREVUIIVIFBERICELIEONTTIEAET

REET D=0, FAESh - BEEEOEMITTRELET
NIFEBIEL,

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

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

84 HROEE A K R N\yFHEAEE
EIZ1 D EOREFABEETIEAICE., BEYLT
IOEBRECREICHT 2EEIE. SEEFOZHRIC
BE LA RIERLEL,

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

9. T8~ LITEESWEARICHTLIZERRUE
BTN

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

AEEEARERICETRAN ST THERAARESN

TWHEEICRYBATETHD

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.

0.1 ZRAEMNFHHSWGWETICIE, BEEROURD
BEEAEGLNERTH D=0, FHL\bhf_ﬂHO)H{%
"‘"?’62\%7&‘&6

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. [t 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 HIZIEHA—F BRITEFSHAER)—TLVFERUE
AAf-hZRE R TA58. BATEDTRG
BROVAOLHE1=0., AR EEBCHEIAYDEEY
SINAEEERTSCE, AA—EBRAECST-880
EEBEEFEONMIBETEHESICLTE(CLIL (BRE
HRWNMIMITRARA T TES). BORNROBEIZE
BSL5H.BETHS,

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

10. BEENBEBLT 6B a0 ERRORRT T
L ‘
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10.1 Where a manufacturer closes down and the
manufacturing authorisation is surrendered, revoked, or
ceases to exist, it is probable that many unexpired batches
of medicinal products manufactured by that manufacturer
remain on the market. In order for those batches to remain
on the market, the manufacturer should make detailed
arrangements for transfer of reference and retention
samples (and relevant GMP documentation) to an
authorised storage site. The manufacturer should satisfy
the Competent Authority that the arrangements for
storage are satisfactory and that the samples can, if
necessary, be readily accessed and analysed.

101 EEZEENREL, BEZOHEREEM. RUEL.
RIFENETHERICIE, BHAEEEENBEL <D
AMHEAOEES/ A vFIERICHEBICRS, 215
DAY FETTBICHREL TR -OICE, EE2EIss
mAUREY LTIV RUEET H0MP X BR R F S
NEBREREHABET IO OEMERYROETDH
BHNAEELEND, BHEEEETELRICHL. BEDT-
HOWMYROBBFERITHEINTEY., BELBSROMC
PUTNADTFIERABR VSN AIETHICEE. 15T
LA i sy,

10.2 If the manufacturer is not in a positicn to make the
necessary arrangements this may be delegated to another
manufacturer. The Marketing Authoerisation 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 BEXENUWELFREERT ZBICAVES.
NERDIEEE~BBLTELN, RERTEE T
TOLIEBERVLEGETOIERE. L5 TIRM
TRERBNHD, BIC, EFGEEFIBERRLUVER

U TIDREICONTIRESNI-ERY RO OHEEIE(Z

LT, Bx#IRR O, \‘J§7ﬁ§ﬁit§|-ulbﬁbfl:\%%@0)
MELBICHEHELTThIEED AL,
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