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MEDICINAL PRODUCTS

ARAEES " TEOHE

(*FRE-BATR. EEREERBEICB TS A
BOREEINDIEY] FEERKTHLA, P I
C/SOGMPHA FSAVTIREERD L
ENTWLWERIEALTIABRAEERIEREL =)

INTRODUCTION
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These guidelines lay down appropriate
tools to address specific issues concerning
investigational medicinal products with
regard to good manufacturing practice. The
tools are flexible to provide for changes as
knowledge of the process increases and
appropriate to the stage of development of
the product.

An investigational medicinal product is a
pharmaceutical form of an active substance

or placebo being tested or used as a
reference in a clinical trial, including a
product with a marketing authorisation

when used or assembled (formulated or
packaged) in a way different from the
authorised form, or when used for an
unauthorised indication, or when used to
gain further information about the
authorised form.

Unless otherwise defined in national law,
manufacturing is defined as total and
partial manufacture, as well as the various
processes of dividing up, packaging and
labelling (including blinding).
Investigational medicinal products shall be
manufactured by applying manufacturing
practices which ensure the quality of such
medicinal products in order to safeguard
the safety of the subject and the reliability
and robustness of clinical data generated in

requirements for investigational medicinal
products are set out in these guidelines.
Various other parts of the PIC/S GMP Guide
provide useful guidance also and they
should be considered.

Procedures need to be flexible to provide
for changes as knowledge of the process
increases and appropriate to the stage of
development of the products.

In clinical trials there may be added risk to
the subjects compared to patients treated

the clinical trial ("good manufacturing
practice’). ]
The good manufacturing practice
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with authorised medicinal products. The
application of good manufacturing practice
for the manufacture and import of
investigational medicinal products s
intended to ensure that subjects are not
placed at undue risk, and that the results of
clinical trials are unaffected by inadequate
quality, safety or efficacy arising from
unsatisfactory manufacture or import.
(Note: the reference to ‘Import’ here and in

other parts of this annex refers to
importation activities into the relevant
country, which should be performed in

accordance with applicable national laws/
requirements.) 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.

The production of investigational medicinal
products involves added complexity in
comparison with authorised medicinal
products by virtue of lack of fixed routines,
variety of clinical trial designs and
consequent packaging designs.
Randomisation and blinding add to that

complexity an increased risk of product
cross-contamination and mix-up.
Furthermore, there may be incomplete

knowledge of the potency and toxicity of the
product and a lack of full process
validation. Moreover, authorised products
may be used which have been repackaged
or modified in some way. These challenges
require personnel with a thorough
understanding of and training in the
application of good manufacturing practice
to investigational medicinal products. The
increased complexity in manufacturing
operations requires a highly effective
quality system.

For manufacturers to be able to apply and
comply with good manufacturing practice
for investigational medicinal products,
co-operation between manufacturers and
sponsors of clinical trials is required. This
co-operation should be described in a
technical agreement between the sponsor
and manufacturer.
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1. SCOPE

1. EHEH

These guidelines apply to manufacture or
import of investigational medicinal products
for human use.

Reconstitution of investigational medicinal
products is not considered manufacturing,
unless otherwise subject to national law,

simple process of dissolving or dispersing
the investigational medicinal product for
administration of the product to a trial
subject, or diluting or mixing the
investigation medicinal product with some
other substance(s) used as a vehicle for the

ingredients, including the active substance,

together to produce the investigational
medicinal product. An investigational
medicinal product must exist before a

process can be defined as reconstitution.
The process of reconstitution has to be
undertaken as close in time as possible to
administration and has to be defined in the
clinical trial application dossier and
document available at the clinical trial site.
While these guidelines do not apply to the
activities listed below, PIC/S Participating
Authorities should, in accordance with
national law, make those processes subject
to appropriate and proportionate
requirements to ensure subject safety and
reliability and robustness of the data
generated in the clinical trial:
® Re-labelling or re-packaging, where
those processes are carried out in
hospitals, health centres or clinics, by
pharmacists or other persons legally
authorised in the country concerned to
carry out such processes, and if the
investigational medicinal products are
intended to be used exclusively in
hospitals, health centres or clinics
taking part in the same clinical trial in
the same country;

® The preparation of
radiopharmaceuticals used as
diagnostic investigational medicinal

products where this process is carried

and therefore is not covered by this
guideline.
The reconstitution is understood as the

purpose of administering it to a trial
o subject.
Reconstitution is not mixing several
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hospitals, health centres or
clinics, by pharmacists or other persons
legally authorised in the country
concerned to carry out such processes,
and where the investigational medicinal

products are intended to be used
exclusively in hospitals, health centres
or clinics taking part in the same

clinical trial in the same country;

® The preparation of medicinal products
for use as investigational medicinal
products, where this process is carried
out in hospitals, health centres or
clinics legally authorised in the country
concerned to carry out such process
and where the investigational medicinal

products are intended to be used
exclusively in hospitals, health centres
or clinics taking part in the same

clinical trial in the same country.
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2. PHARMACEUTICAL QUALITY SYSTEM

2. EERBREVARATA

The pharmaceutical quality system which is

manufacturing instructions may be changed

during development, but full control and
traceability of the changes should be
documented and maintained. Deviations

from any predefined specifications and
instructions should be registered,
investigated and corrective and preventive
action measures initiated as appropriate.

The selection, qualification, approval and
maintenance of suppliers of starting
materials, together with their purchase and
acceptance, should be documented as part
of the pharmaceutical quality system to
ensure the integrity of the supply chain and
protect against falsified products. The level
of supervision should be proportionate to
the risks posed by the individual materials,
taking into account their source,
manufacturing process, supply chain
complexity and the final use to which the
material is put in the investigational
medicinal product. The supporting evidence
for each supplier approval and material

designed, set-up and verified by the
manufacturer should be described in written
procedures, taking into account the
guidance in Chapter 1 of Part 1 of the PIC/S
GMP Guide, as applicable, to
investigational medicinal products.
The product specifications and
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together and contains all of the essential

reference documents to ensure that
investigational medicinal products are
manufactured according to good

manufacturing practice for investigational
medicinal products and the clinical trial
authorisation. The product specification
file is one of the essential elements of the
pharmaceutical quality system.

approval should be documented and

maintained.

2.1. Product specification file 21. HERESE

1.The product specification file brings | 1. ERZHBREEICE. ARAEEROGM
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.Applicable sections of the product
specification file should be available at
the start of manufacturing of the first
batch of the investigational medicinal
product for use in a clinical trial.
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. The product specification file should be
continually updated as development of
the product proceeds, ensuring
appropriate traceability to the previous
versions. It should include, or refer to, at
_____ least the following documents:
i. specifications and analytical methods

for starting materials, packaging

materials, intermediate product, bulk

product and finished product;

________ approved label copy; |
v. relevant clinical trial authorisations and
amendments thereof, clinical trial
protocol and randomisation codes, as
____appropriate; ]
vi. relevant technical agreements with
contract givers and acceptors, as

appropriate;

viii. details of plans and arrangements for
reference and retention samples;

x. details of the supply chain including
manufacturing, packaging, labelling
and testing sites for the investigational
medicinal products, preferably in the
format of a comprehensive diagram.
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.This list of documents is neither
exhaustive nor exclusive.
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. The contents of the product specification
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file will vary depending on the product
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and the stage of development.

.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

6 .
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respective locations. The manufacturing HWEMFIL. TOBEEXEHFZERT S
site should have access to the necessary ENRTEDHLS5IC. ERBEEOLEX
documentation of the product E(XEBZEL) IT79RTEDHZ L,
specification file, including changes, to

enable the relevant activities to be

performed.

. PERSONNEL 3. AR

. The guidance in Chapter 2 of Part 1 of the
PIC/S GMP Guide should be taken into
account, as appropriate, in relation to the
manufacture of investigational medicinal
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products.

All  personnel involved with the | 2. ABRAEEROME,. WA, FEXIE
manufacture, import, storage or handling RFEWVWICTHRETSILETOAEBEF. Ch b
of investigational medicinal products DREFOHBFICTHEAEOERETEHIZDO W
should be appropriately trained in the T, BYICHBFIBZZT TSI &,
requirements specific to these types of
product.

. Even where the number of staff involved | 3. BABRAEEROEEXIETWMAICKET

in the manufacturing or import of
investigational medicinal products is
small, there should be, for each batch,

separate people responsible for

production and quality control.
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. The Authorised Person who certifies the
finished batch of investigational
medicinal products for use in the clinical
trial should ensure that there are systems
in place that meet the requirements of
good manufacturing practice and should
have a broad knowledge of
pharmaceutical development, clinical
trial processes and supply chain of the
batch concerned.
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. PREMISES AND EQUIPMENT 4. BYRUHRR

The toxicity, potency or sensitising | 1. BBAEERICOVWTIE. ZDOEHK.
potential may not be fully understood for FEHEXEREEINTDICHEBAIATLLG
investigational medicinal products and WATREMENH D DL, KRXRFEODE

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 and take
account of the quality risk management
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taken into account include:

iv. physio-chemical characteristics of the
active substance;

|___vi. cleaning processes; |
vii. analytical capabilities relative to the
relevant limits established from the
evaluation of the investigational

medicinal products.

principles detailed in Chapters 3 and 5 of NDTHHZ &,
Part 1 of the PIC/S GMP Guide.

2. Consideration should be given to| 2. BH. ¥Fv U R—VESEE*RFIT S Z
campaign manufacturing, where ., BARALELBHOEBEEIZEWVTIX., &
appropriate. Account should be taken of HREDBABEEERICANS Z &,
the solubility of the product in decisions
about the choice of cleaning solvent.

3. A quality risk management process, | 3. MEBEURIIRXTA DT OER (GE
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toxicological evaluation, should be used ETL2ABRAEERORRFEYVRY
to assess and control the ML, EBT L &L, BEICANDS
crosscontamination risks presented by REFERICEH. UTHEEN D,
the investigational medicinal products
manufactured. Factors that should be
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manufacturing practice should be defined
according to the type of document while
complying with any relevant national
laws. The documentation shall be
consistent with the Product Specification

4. Premises and equipment are expectedto | 4. B¥YRUHKXKIEI. PIC/ SHOGMP
be qualified in accordance with Annex 15 HAFSA2DT7Rr Y YR 15 12> T
to the PIC/S GMP Guide. BRMEFHZTSIEAROOND,

5. DOCUMENTATION 5. XEit

1.Documentation should be generated and | 1. X£([FX., PIC/ SOGMPHA K
controlled in line with the principles A, N—FIDFEAIEICERINA T
detailed in the PIC/S GMP Guide, Part I, SRAICH-~T. L. EET SHZ &,
Chapter 4. The retention period for GMPADEEMZERIAET HE-HERS
instructions and records required to NHGZBERERVEREOREFEHMEE. B
demonstrate compliance with good LD EEEESFLIELT. XEDTE
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the clinical trial master file according to
relevant national laws but unless
otherwise specified in national laws,

should retain such documentation for at

File. Documents which are part of the
Product Specification File shall be
retained for the period of at least 5 years,
unless otherwise specified in relevant
national laws.
2. The sponsor may have specific| 2. BREREKEZFX. BECELOBEEEICHK -
responsibilities for document retention of T. ABTRI—TJ74ILODXERFIC
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least 25 years after the end of the trial. If
the sponsor and the manufacturer are not
the same entity, the sponsor has to make

appropriate arrangements with the
manufacturer to fulfil the sponsor’s
requirement to retain the clinical trial

master file. Arrangement for retention of

such documents and the type of
documents to be retained should be
defined in an agreement between the

sponsor and manufacturer.
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5.1 Specification and instructions
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1. Specifications for starting materials,
immediate packaging materials,
intermediate products, bulk products and
finished products, manufacturing
formulae and processing and packing
instructions should be as comprehensive
as possible given the current state of
knowledge. They should be re-assessed
during development and updated as
necessary. Each new version should take
into account the latest data, current
technology used, regulatory and
pharmacopoeial developments 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 bioequivalence. The
approval process for instructions and
changes thereof shall include responsible
personnel at the manufacturing site.
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2. Rationales for changes should be
recorded and the consequences of a
change on product quality and on any

2. EEOSEMIBNEZRHE TSI L. F
. BRREICHITSIERERVETHOD
BERICETAIEFIZDODLTIH. ZO0HE

on-going clinical trials should be FHREEREL. TRICXELLT S L,
investigated and fully documented.

5.2 Order 5.2 ¥ 1 &

The manufacturer should retain the order | R & X FIX. ARAEEROERIFTEZT N\ Y

for the investigational medicinal product as
part of the batch documentation. The order
should request the processing and/or
packaging of a certain number of units
and/or their distribution and be given by or
on behalf of the sponsor to the
manufacturer. The order should be in
writing, though it may be transmitted by
electronic means, and be precise enough to
avoid any ambiguity. It should be formally
authorised by the sponsor or his
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representative and

refer to the product

specification file and the relevant clinical
trial protocol as appropriate.

s
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5.3

Manufacturing formulae and

processing instructions
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1.

For every manufacturing operation or
supply there should be clear and
adequate written instructions and written
records which are prepared using the
specific clinical study information
detailed in the product specification file.
Records are particularly important for the
preparation of the final version of the
documents to be wused in routine
manufacture once the marketing
authorisation is granted.

1.
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. The relevant information in the product

specification file should be used to draft

the detailed written instructions on
processing, packaging, quality control
testing, and storage, including storage
conditions.
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5.4 Packaging instructions
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1.

Investigational medicinal products are
normally packed in an individual way for
each subject included in the clinical trial.
The number of units to be packaged
should be specified prior to the start of
the packaging operations, including units
necessary for carrying out quality control
and for any retention samples to be kept.
Sufficient reconciliations should take
place to ensure that the correct quantity

1.

BARAEXERREIEE. ARICSMT 5
WBRECELICEAMNICEEILDE, 8EL
£H2¢ETHEZA-—YLOHE. TOA
HEEXEDODRKICEI->TEDDIZE (&
BEEBZTS5H-HRELRERI=-_v IR
VURBEY VD ITILERETDHDL-ODBELR
BMAZY FEED) . HEODBREZ+H
ToT. MEORERICOVWTERELZH
ENQERLBOEEREBE CHHEIATLS
BRI H L,

of each product required has been

accounted for at each stage of

processing.

2. Procedures should describe the |2. ABRAEERZAETIEBIZALLGA
specification, generation, testing, 5\\MEALLOIO—FOEHK., 5. HER.
security, distribution, handling and R, BfA. RKEVERUKEHE. I

retention of any randomisation code used
for packaging investigational medicinal
products as well as code-break
mechanism. Appropriate records should
be maintained.

— FBEBEOHLEHEAIZDODVT., FIEEIZEHE
M3 e, BULBLEBHEREEZRET S5
to

5.5 Batch records

5.5 /\w FitkE

1.

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 procedures used and any
changes made, enhance knowledge of
the product, develop the manufacturing

1.

Ny FEREEF. —EOHEENEREIC
EfInhfzCtExt+nMICEET S
E, TN DREHFEEIX. Ao ni-FIE
EUfTHhI-ZEOZL4MHERL. B
HRICTOVWTOMBZRED. HEFESE
EEIE. FTOHOEDODONIEERFEML
DEFEXELTIIBEODHEZEL




operations and document deviations from
predefined requirements.

Eo

. Batch manufacturing records should be

retained by the manufacturer for at least
5 years after the completion or formal
discontinuation of the last clinical trial in
which the batch was wused, or in
accordance with the requirements of
national laws.

2. Ny FHEBEOEREE. TONYFN
REICERAIAEABORTXRIIERE
FlEDE. PHECELSER. XIEFEC
EDERDODEHRICH-T., HEEEHLIR
#3952 &,

6. PRODUCTION

6. HiE

6.1 Packaging materials

6.1 AaMH

Specifications and quality control checks
should include measures to guard against
unintentional unblinding due to changes in

RERERVGMEEEF I v IR, a8&#H
DEBLIZNYTFHONBLEOEILIZLYE
METFEERENMELBVELIICTIHE

appearance between different batches of | Z2& L Z &,
packaging materials.
6.2 Manufacturing operations 6.2 WEEE

1.

During development critical parameters
should be identified and in-process
controls primarily used to control the
process. Provisional production
parameters and in-process controls may
be deduced from prior experience,
including that gained from earlier
development work. Careful consideration
by key personnel is called for in order to
formulate the necessary instructions and

to adapt them continually to the
experience gained in production.
Parameters identified and controlled

should be justifiable based on knowledge
available at the time.

1. HARYPBEMZEZEBELTEENSIA -4 %4
EL. IBENERBEZITICAVLWTIREZE
BYbl &, EEMBEENTA—FR
VUIRBRANEEBE. ThETORR (9H
DHERBRERMNGCHELONIZIDEST) M
LERBLEBD, PELGEREZERTEL.
MEMICHZEREZEEIZCBVLTEDL
NEEBRIZELELEZIDET S8 IC
F. FEEFXEBICLDIEFERVERMNK
Hohnhd, FESIN, EBINZANTA
— R, TORATHATREGRBEAICE
TVWTRLYEHEFERTLEBDZEDTHDC
&

The manufacturing process is not
required to be validated to the extent
necessary for routine production but shall
be validated in its entirety, as far as is
appropriate, taking into account the stage
of product development. The validation
should be documented in accordance
with the requirements detailed in Annex
15 of the PIC/S GMP Guide. The
manufacturer shall identify the process
steps that safeguard the safety of the
subject and the reliability and robustness
of the clinical trial data generated in the
clinical study.

EEEFEICLELIATLWEIEEFEFTAN
J)TF—FrFBIEFERIAGZLA, &
MEROBREEEEICAN THEY L& H
T. B8EgIRze2kELTN)T—+TF
2tDET B, NYUT—=3vIE, P
C/SOGMPAHARSADT VY
A15ICHEBEINATNWEIERFTEICHK LT
XEELT S L, HEXERF. BREOD
ZEMAVICHEZBERABRTEONIEA
BT —A0EEMRUVERELZRET S
IRBRTYITEHETDILEDLET S,

To avoid cross-contamination, written
cleaning procedures and analytical
methods to verify the cleaning process
should be available.

3. RXFBREZHITDHEHIC.
IEERUVLZEFRILLTOELERER
DWMENFABAARTHS C &,

FHEIEDF
YD

For sterile products, the validation of
controls and processes related to

4. EHAZIZODOWVWTIE. EEHOHRIEIC
BHETIEERUVCIREONY) T— 30
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assurance of sterility should be of the
same standards as for authorized
medicinal products and take account of
the principles for the manufacture of
sterile medicinal products as detailed in
Annex 1 to the PIC/S GMP Guide.
Likewise, when required, virus
inactivation/removal and removal of other
impurities of biological origin should be

demonstrated, to assure the safety of
biotechnologically derived and biological
products by following the scientific

principles and techniques defined in the
available guidance in this area.

F. BASKATLWEIEERONY T—2
aveERULBEBEETHAHIIE, T2 P
C/SOGMPHA KRS A2DTHYY
ATICHEBRINATWLWLIEREERO W&
NDRAZEET S &L, BRI, BEIC
LT, 941 LATRFE /" BERUVEY
HEOMOFHMYMOBREZLZERIEL T, &
ZArHICE TSR EAEGRAA T RIC
EOLNTWVWSHEENGREEB R U HEMIC
S EITEoTNAATFI/ B —I5
AERRUVEDENEROREE Z R
T5I L,

. Validation of aseptic processes presents

special problems where the batch size is
small; in these cases, the number of units
filled may be the maximum number filled
in production. If practicable, and
otherwise consistent with simulating the
process, a larger number of units should
be filled with media to provide greater
confidence in the results obtained. Filling
and sealing is often a manual or
semi-automated operation presenting
great challenges to sterility, so enhanced
attention should be given to operator
training and validating the aseptic
technique of individual operators.

NYFHALAXINPMETWVWHEEIZIE., EF
TJoEeRXRONY T—=2 3 VICH R RERE
NELET DL, TOBEITEWVTIX., FE
THHRI-—y FOHEHALEZHEBEITE L
TREINWDZERBETHDIZLEHY F
5, EfTAIETHY . "D, HEZEIEZ
VXIalL—b+TEDEMODEAT—ELT
Whid, ExEZLIYZCORFI=
Yy RTH-o-T. BoN-HRDEEHL %
EHBH5 L, RERUVAENFEXEXIE
FEBELEETCTOLDNSIEERMEIZEL
WEEMNALIELEELRZEND, D
DEEBEZLD-THEXREEOHBINHEZ 17
W, BR0EXEFEOEREREZN) T—
[ R Y

6.3 Modification of comparator products

6.3 LB BHRHIORE

1.

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

1.

BEmZREITDHICELTE. Thod
EEANALZEROTOMERMEZEZXIEIC
ZEETEHWVWIEZERRET ST — %
(Bl - REME., ERBHEXRBEINMFT
RASEYT«) NFHBEAETHDZ &,

. 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 retest date, taking
into account the nature of the product,
the characteristics of the container and

the storage conditions to which the
product may be subjected, should be
determined by or on behalf of the

sponsor. Such a date should be justified
and must not be later than the expiry date
of the original package. There should be
compatibility of expiry dating and clinical

RN BEIGOTOBEICREH AT
WAERBRE. REILARFTH LXK
EMENBEWWEZTIAhOHINODEHRICHE
BELEGEICE., ZZERICHEATE
BLWEEThhH b, REROHEE. B
HOBEHERUVHERAEIMTNDSITHAS R
BEHBHEEEICAAT., ARKEZEXIE
TOEBERTELNFBULVTRALINEEE
HBHEZ L, TOBMIZZYMEZRT L.
BEOoOn0a8Z0FEAHBRLYLETH -
TGV, EZERHAREARER
HEICEEENH D Z &,
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trial duration.

A reference sample of comparator
product, which has been repackaged or
over encapsulated for blinding purposes,
should be taken at a point representative
of the additional processing and retained,
as the additional processing step could
have an impact on stability or be needed
for identification purposes in the event of
a quality defect investigation, which
would not be covered by the commercial
retained sample.

3.

kEdRBRESOSER (FEHLT 5H
MTHEBEXETEEHAIATWE
D) . TOEMMIDOEETEHERL.
REITHAZE, TOEMMIODRT Y T
NEEMHIZA NI 252, XITRE
RMEORRFAEDOERIZHN T 2B TR
BELHBYBFDII-OTHY., THREZRF
LYY TILTIEAN=—ThiEL,

6.4 Blinding operations

6.4 EERIEHER

1.

Where products are blinded, systems
should be in place to ensure that the
blind is achieved and maintained while
allowing for identification of "blinded"
products, when necessary, including
batch numbers of the products before the
blinding operation. Rapid identification of
product should also be possible in an
emergency. Where the manufacturer has
been delegated the responsibility for
generation of randomisation codes, the
manufacturer should enable that
unblinding information is available to the
appropriate responsible investigator site
personnel before investigational
medicinal products are supplied.

1.

HhazERETSBEICE. TERIE
St HG0HEINTESLS1CLD
D (BEICHLT, BEREERITOHE
DNy FESZEL) . ERIEAVERS
N, RENDZEZRIETHVATLAN
EoTWad &, HAORFEGHANAM.
RERBICEWTHIARTHDSIZ &, BE
HBEI-—FOEROEEAHEXREICE
EFESNTWLWSHARICE, HZBEXFL.
PRAEEGAMB I LETIC, BBRR
EEZOBENGCELEFCETRIEDOFER
ZRARRERET S E,

. Where products are blinded, the expiry

date assigned to all products should be
stated at the expiry of the shortest dated

HERzEREITLIHERICE. ZFLEL
BNORGBOEMHRZEZETORKIZE
YBTHFERBREL. TOERLELR

product so that the blinding is hd&k51235 &,
maintained.
6.5 Packaging 6.5 WE
1. During packaging of investigational | 1. BBRAEEROAZd(c, ALEBES

medicinal products, it may be necessary
to handle different products on the same
packaging line at the same time. The risk
of product unintentional mixing (mix-ups)
must be minimised by using appropriate
procedures and/or specialised equipment
as appropriate and relevant staff training.
Documentation must be sufficient to
demonstrate that appropriate segregation

AVTRLGHAEGZRABICRY KRS Z &
NLEBEREZEENHYE D, BULFIER
U/ "XEBEERRGERBEEZRAVWS L
VICEET ZRA2YyI70HBIKICEK -
T. BR0ERLAWVEXR (GREER) OV
Ao ERMLBETAERSRE N, %
EFEBZFZAELTCHEULGRBEIRZA T
5 LLERIMETASAES. XEIEDP+ 2K
SRNTUVEITAIEESHEL,

likely to be more complex and more liable
to errors which are also harder to detect
than for authorised medicinal products,

has been maintained during any
packaging operations.

2. Packaging and labelling of | 2. BFBRAEFEFROBERUVUERRIEZ. B
investigational medicinal products are SNTWLWIEXERDBEELIYEIZHEMET

HY., REHLVPRHETHHS TS —HAEL
PYN (BULEABOERIEES R
mAFERAEINSEFTEFRHIC) . LA
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particularly when blinded products with
similar appearance are used. Precautions
against mislabelling such as
reconciliation, line clearance, in- process
control checks by appropriately trained
staff should accordingly be intensified.

T. HEOBE. 420 UT7 32X,
BUICHBTINHEZZTERAE2 Yy 7I12&5%
TRERRNEEBOFIVvIE, BRTRIIHT
5% EEILETH L,

The packaging must ensure that the
investigational medicinal product remains
in good condition during transport and
storage at intermediate destinations. Any

3. 2k, EMPRUGTHENBTOR
BPZBLT. 8BRAERXRRNIBREFLE
BHI2H I EEZRAELBTAER LR
W, EfPZBLTHEEORHRXEHR

performed by authorised personnel at a
hospital, health centre or clinic that meet

opening or tampering of the outer SAEBRZICEDToNB T &,
packaging during transport should be

readily discernible.
4. Re-packaging operations may be | 4. BERE0EZERX. BECELDOEET %%

BXFIEREFHEOEHICABIT SIFMR.
EREVI—XBZRMEVTHEREZ

products shall comply with the
requirements of relevant national laws or
requirements, and where no such
requirements exist, it should address at
least the following elements, unless their
absence can be justified, e.g. use of a
centralised electronic randomisation
system:

i. 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);
ii. the name/identifier and  strength

/potency, and in the case of blinded
trials, all product labelling should
indicate “placebo/comparator or [name
|______lidentifier] + [strength/potency]” |

iii. pharmaceutical dosage form, route of
administration, and quantity of dosage

the requirements of relevant national ETH5HBEN (THhHHBE., GMPOEHMH
laws or requirements (i.e. in healthcare METLHRVERRMBESRANT) EELRE
establishments that are not otherwise g
subject to good manufacturing practices).

6.6 Labelling 6.6 R~

1. The labelling of investigational medicinal | 1. BFRAEERKORTIE. B L DEE

TEHEZEXEERZTEOEHRH"RETLEF
T530DEL. TS5 LEEB/AFERELL
WEEIZIE., DB EHLUTOEEICH
w4 bZE, L. TNOBEEERT
LAEWVWZRUMERIENTEEHEEE
B (Bl : —TEBSISAh-EFHNEHES
Lt RTFLOFER)

o

(RE:BATR. EXRROBRABROREOREE
CEILEST (PTHOFELEEHSE 28 5) ¥ 16
ZFRUE20FND2OHEFSATHETEANED O

i. BREEE. IXEBEIARBXEAE
BREXTEMOKRKAXIETEAHM . EMRUE
HES (ZRER. ARRUVEEROIE
ERIEICETAIEROL-OHD X L ER
%)

2/ HBANFRUEE NME. LTI

ERIEAEBROBESICEVLVTIEF2TOR

MERICITS 2R HBEXBXXIE[4

MoHENF] + [EBE HME] 1 257

&

NEYMRERUVBEEEZEET SHH
DNYFEERVY / XIFa—FEEE

iv. the batch and/or code number to
identify the contents and packaging
_____.Operation;
v.a trial reference code allowing




identification of the trial, site,
investigator and sponsor if not given
|___elsewhere;
trial subject identification
number/treatment number and where
________ relevant, the visit number; |
ii. the name of the investigator (if not
| includedin()or(v):
viii. directions for use (reference may be
made to a leaflet or other explanatory
document intended for the trial subject
______Oor_person administering the product); |

“For clinical trial use only” or similar
wording;

xi. period of use (use-by date, expiry date
or re-test date as applicable), in
month/year format and in a manner that

_____avoids any ambiguity; and_ |

ii. “keep out of reach of children” except

when the product is for use in trials
where the product is not taken home by

subjects.

RERER.CRETEMRVGRIKES
ETRETEDHELIICTSAEBRSED —
&

Vi. HBREOBAIES S ARES. RUK
LTBBAICERRES
Vi, (DREMWICEFEFhTOVAEFAE)

o ABRAGEEMOER®
viil. RS R (RBREXFZTORAE K
E¥3AMEOY—T Ly kRGO

HAXEZSRLED)

i FERAOHME CEEHR. FAYRXIILE
BE.YUTAMB) ZRA " FoO#kAT. B
DEKRIZBITLILEATET
BERENZTOERZRICELR LK
WAERICELWTHEAICHITLIHERTH
5B RE. FHOFOBME LR
CTRETAHZE]

. The information which shall appear on
the labelling should comply with any
relevant national laws or requirements.
The labelling operation should be
performed at an authorised
manufacturing site in accordance with
relevant national laws or requirements.

2. RREICRSNSERIZT. B ELEDHE
BT EBXETIERFTEZETFTLETL
B, RREXF. BCLDOEE
TEHEEBEXITEREFEHEICHE-T., BAS
h-®EEZRTERET S &,

. If it becomes necessary to change the
expiry date, an additional label should be
affixed to the investigational medicinal
product. This additional label should
state the new expiry date and repeat the
batch number and clinical trial reference
number. It may be superimposed on the
old expiry date, but for quality control

FRHRZERETOILENEL LT
ICEF. BZARAEERIZCEMD I NI
EHETERIE, COEBMSARLIZEHL
WEREBRBRZZHEL. NV FEERUA

BRERBSEZHEXLBE IS L., BER
HMRODLICERTERTLESN., REE

BFroEBEAEAMNSLG, TONYFESDLEIC
ERTEELHEL,

operating procedures and should be
checked by a second person. This
additional labelling should be properly
documented in the batch records. To
avoid mistakes the additional labelling
activity should be carried out in an area
which is partitioned or separated from

other activities. A line clearance at the

reasons, not on the original batch
number.

4. The re-labelling operation should be | 4. BXRTDEXIZ. GMPORAE R UE
performed by appropriately trained staff KL EBEEEEFIEZEICK-T., BYUL
in accordance with good manufacturing BBEINBZZTERAR2y INERL. B
practice principles and specific standard DENFIzVvI T HIE, COEMDRE

NIk, BERANAY FREKFICEDICIXEILRLT
5L, BMEWERTDEHIZ, ENOD
EREER. MOEFLERS IR
TAS>2C ¢, FXEDOHABRHRULTEIC
BT 25340 UTFI3RARETL, IR
LWOBHMEOREZERI AHAI L. HED
BEICBLWTEOONESA—HIE. B
AMICEEZHFEL. HBET B2 &,
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start and end of activity should be carried
out and label reconciliation performed.
Any discrepancies observed during
reconciliation should be investigated and
accounted for before release.

The re-labelling operation may be
performed by authorised personnel at a
hospital, health centre or clinic that meet

5. BRTOAEXRRZ. BECEOEET %k
BXZIEREFEOEHICEHT HFEMKR.
ERtEVE—XEZEMCEVTHERZ

the requirements of relevant national ETH5HBEN (THhHHE., GMPOEHMH
laws or requirements (i.e. in healthcare METLHRVERRMBESRANT) EELRE
establishments that are not subject to g

good manufacturing practices).

. QUALITY CONTROL 7. REEH

. The manufacturer should establish and
maintain a quality control system placed
under the authority of a person who has

C REXEFR. LEGERERALCAESE
NOMILTWLWELEEDHERDTIZEMN
FRmEEEVATLEHIL. ET D

the requisite qualifications and s &
independent of production.
. As processes may not be standardisedor | 2. ITREAEZEILINATLWEHEWLWXEELIC

fully validated, testing takes on more
importance in ensuring that each batch
meets the approved specification at the
time of testing.

NYT—rFERTVWREWIEAHYRFD
fzH, BABRIE. ENYFHRHABRD & FIC
ARBEINTWLWLIHRABIZERT A LEER
T AHAELETERYVEEICH D,

Quality control of the investigational
medicinal product, including that of the
comparator product, should be performed

in accordance with the information
submitted in the application for the
clinical trial, as authorised by the

relevant country.

PHRAEEROREEE (ELRARH
MOBREEERZEL) T, HZAROH
FICELWTRHE S BE®HRICKE-T., &
ZEMNARBRLELEBYICERT S &,

Verification of the effectiveness of | 4. ERIELOEDMHEORIEZEZERE L. LH
blinding should be performed and 5 &,
recorded.

Retention periods for samples of [ 5. ABRAEEROY U TILOREFHMIK.

investigational medicinal products should
comply with the relevant national laws or
other requirements.

@:&@Fﬁﬁ?éiﬁ@i(i%d)md)%*
EEHZESFTI S L,

Samples are retained to fulfil two
purposes: firstly, to provide a sample for
future analytical testing, and secondly, to
provide a specimen of the finished
investigational medicinal product which
may be used in the investigation of a
product quality defect.

HUTNLEFE., RO2DODOBMEFLT
FHIZRET D F1I1C. FEOLHHTH
BRAODYY T LEHRTEZ L. 212,
HEORBERMBMORABAEIZCSEVLVTHER
SNBIABAEERORKREROY Y
TLEHT B L,

Samples may therefore fall into two

categories:

® Reference sample: a sample of a
batch of starting material, packaging
material or finished product which is

stored for the purpose of being
analysed should the need arise.
Where stability permits, reference

UL E.WwEIZ2DDAFTY —
I2Haronsd,

e TEL HHEXRERH. SEMAHAXXIRK
HBONYFOHYYTILT, 9 ET
SHENELREZICAVWSBEMTE
BEhd+t0, TEMENHFRIND S
BICE. EELPHERERE (6 2
WMEBRRUVERHEZET LHHND) X




samples from critical intermediate
stages, e.g. those requiring analytical
testing and release, or intermediates
which are transported outside of the
manufacturer's control, should be

FHREEGOSLHEEXREFOEERNA~
EEINDE2LDISERZRET S
&

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.

® Retention sample: a sample of a fully e RHEH T RRICEBESIIE-HE
packaged unit from a batch of finished AZy bDHUTLT, BEEZON
product. It is stored for identification yFhoFEonhfzH0, A—MHERD
purposes. For example, presentation, B CTEHEINS, flAE. ERON
packaging, labelling, package leaflet, k. 8%, ZFx. a%)—JLv bk,
batch number, expiry date should the Ny FES. FAHERICOVLT. &%
need arise during the shelf life of the BENYyFOEMHEZELT. £0
batch concerned. WHENEL S,
8. There may be exceptional circumstances | 8. EH LYV ITILEREFTDH I L L L.

COERBHIZCABRLEB AN KREN
H5 (Bl : 1NV FODLEEFERDIEH
OmBAITICAET SEHEE. XITFEEI
ETEERZEETLIESE) .

. For retention samples it is acceptable to
store information related to the final
packaging as written, photographic or
electronic records, if such records
provide sufficient information, e.g.
examples of packaging, labelling and any
accompanying documentation to permit
investigations associated with the use of
the product. In case of electronic
records, the system should comply with
the requirements of Annex 11 of the
PIC/S GMP Guide.

RBEYVYITLIZODVWTIEH., 20oEKE
FICHETLIEHRZ. EE@. BEXREKE
FTHRBELTRETDIIELFRSTN
5, L. TS5 L-REHEN. A
mOFERICEET SIAETLZAREKICT S 1=
HIZTHHTIER (Hl: @, RRIERUOA
MXEDRK) #5Z558ICRD., &
FHEHFOESIZEWTIE., TOL R T
LNAPIC/ SOGMPHAKSTA2D
TryPRX 11 OEREBIEZETT S
&

10. Where reference samples and retention
samples are presented identically, i.e. as
fully packaged units, the samples may be
regarded as interchangeable.

10. BZEREREYTILAELLALTE
(T hbhbELHLBEEMN) THHIBE
2., YU TILIEEHRAEERAGL
B5,

11. Samples are not expected of an
investigational medicinal product which
is an unblinded comparator in its original
packaging and sourced from the
authorised supply chain in the country in
which the clinical trial is intended to
occur or of a product which holds a
marketing authorisation granted by the
national competent authority of the
country in which the clinical trial occurs.
(Note: In the EU, it might be the
European Commission that has granted
the marketing authorisation.)

M. BZEABRAITHOAhESELTVWHEIC
ELWTREAThTWd3 Y IS4 Fz—v
MAoRELETNBEDNDFEFNDFERIL
ERdBRGEZIEBERAERL. X(ETH
ZABRNMTONIEOHERBICE > THRRE

ARBEINf-8E GE: EUTIE., BRME
EENPBRFZTRBZEZATVD I ELHY
Bd,) I2o0WTOHYTILEFERO B
T WL,

12. The storage location of samples should

12. YV TLORESHEZAREKESR & &

be defined in a technical agreement

EXHLOROBEMBHIICESL., 3R
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between the sponsor and the
manufacturer(s) and should allow timely
access by the competent authorities.

AERT I EATELELSICTSHI &,

13. Reference samples of finished product

should be stored under defined storage
conditions in the country in which the
manufacturer is located or in another
country where appropriate arrangements
have been made between (or on behalf
of) the two countries to ensure that the
manufacturer of the investigational
medicinal product applies standards of
good manufacturing practice at least
equivalent to those laid down by the
PIC/S GMP Guide. In exceptional
circumstances, the reference samples of
the finished product may be stored by the
manufacturer in another country, in which
case this should be justified and
documented in a technical agreement
between the sponsor, the manufacturer
and the storage site.

13. xaRREGNETERE. TOHREXREN

FFETHAEICENT., XRITLZARAE
EROoBREEFIZLHECEELPIC/S
DGMPHA FSAVIZHESRATWDS
LDEREOGMPZEZERT S EER
T HA2FUERMRODALEZ2EMT (X
FFDEBRITBIZE-DT) EEIMNAT
WBROEIZEVWT., IENDHREEFHD
TTRETHZE, floMBRKRRIZE L
TH. EREGOSEHRZTOHEXSE
NADETRELED. T5955BEIC
BLWTEH. zoREMEERL., HZAR
KHEE. DEXEFRUVGREREZOM DX
MBHERIIXEILT B L,

14. The

reference sample should be of
sufficient size to perform, on at least two
occasions, all critical quality attribute
tests as defined in the investigational
medicinal product dossier authorised by
the relevant country. Any exception to
this should be justified to, and agreed
with, the national competent authority.

14. &

ERIE. BFECE-T
FLRABRAEESRORRE

BaE T
BEIZCHTESIN
TWH5L2THOEERERFEORRZ LA
CEHL2RAERTI2DICHRBEHETH
B2 &, ChizoWTHARBILIE, X4
ZEOHRBICZEMERLT. TR
5 &,

. RELEASE OF BATCHES

Ny FOHBAEHE

Release of investigational medicinal
products should not occur until after the
Authorised Person has certified that the
relevant requirements have been met.
The Authorised Person should take into
account the elements listed below, as
appropriate.

BMETIERBHICEBLTWS I &
EFA—YVYSAXENR—YUNRIET EHE
T. BBRFAEEROEWMZITo-TCIEXLES
HW, A—YSAXKNR—YUEEE.
LUTICBIFTA2ERZEZEREBICANDS Z &,

. The scope of the certification can be
limited to assuring that the products are
in accordance with the authorisation of
the clinical trial and any subsequent
processing carried out by the
manufacturer for the purpose of blinding,
trialspecific packaging and labelling.

CFORIIOEREIE., BHERANBEBRK
RIZ-TWEILEZEZREEIZTHH D,
RULZEEEELNERIEE. BBREFD
BERUVRTODEMTERT SEZLEM
TIZBRELRFE DS,

The information in the product
specification file 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 or
her.

BaBAREFORFRIE. A —Vv 534X
FIR=VYVICED2BEEDODNY FORIAER
VERATEHEICH > THEYMESTED
EREGDHIIDETEHEIE. LEAST,
A—YSAXENR=—YUNT7THERAAH
L THE LI &,
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4. Assessment by the Authorised Person of
each batch for certification prior to
release should take account of the
principles detailed in Annex 16 of the
PIC/S GMP Guide and may include as

_____ appropriate;

i. batch records, including control reports,
in-process test reports and release
reports demonstrating compliance with
the product specification file, the order,
protocol and randomisation code.
These records should include all
deviations or planned changes, and any
consequent additional checks and
tests, and should be completed and
endorsed by the staff authorised to do
so according to the quality system;

the qualification status of facilities,
validation status of processes and
methods;

i. the results of any analyses or tests
performed after importation, where
relevant;

the source and verification of
conditions of storage and shipment;

ix. audit reports concerning the quality
system of the manufacturer;

X. documents  certifying that the
manufacturer is authorised to
manufacture investigational medicinal
product for export (as applicable under
national law); by the appropriate

| authorities in the relevant country; |

Xi where relevant, regulatory
requirements for marketing
authorisation, good manufacturing

practice standards applicable and any
official verification of compliance with
______good manufacturing practice;
verification of the supply chain
including manufacturing, packaging,
labelling and testing sites for the
|______investigational medicinal products; and__
xiii. all factors of which the Authorised
Person is aware that are relevant to the

quality of the batch.

4. WHHEASEHEHD
i .S A )
FEIEF. PIC/ SOGMPAHAS FI 4
YOTERYHYR16ICEHERSATLSEE
E%Ftkné:t\it\ﬁEuTé

nanElvéf"O-c 7
UINE N Y FITAT

|A/%®£ﬁi(mﬂﬁn=~IEWﬁ
BOREE HTVICHIHARE XEE
EHRAEERVEMEALELEI—F~ADE
EERIATIERMABTREEZET)
CNLODREFEIZEETHOERXITE
BHMLBEE . RULAZRKE ZEFZDE
M EEERVABREZEEHDI L. F
F.RBYVATLIZEDODWTZEDOHERZ
ETDH5RAYIDTEREZITTRERS
H5Z ¢,

o

""""" MBEOERETFMRR. TERUAE
DNYT—23 KRR

LV ERAERORE
Vii BABRCEB SN AR EABO

HWR (L7955 8)

Vi REREROMEERURGE
vii. BEFHRUBEFHOARR VR
Cix. HBRNEEXEEFORECRTLICET

L AEBEREE
LgHEEEN (BCEDEBOTT
BRI BEOODEBAEER %+ Y
BB ENRASA TS EEET

HPXE (BREOEIYGTHRITES D

n)

Cxi. (BATEBE) BRRBDLHOHR
HEDERFE, BERSINDHIGMPHE
E EUGMPICEET H2EDLAHLER

i YTIAF IV (LBARAEES
DHRE. BE. %T&UJ%@M e
) OB

Coxili. TOF—VIAXRER—Y U EHK

NYFOREBEICEHESTLSILDNTHD &
ubuﬁtL’CL‘ééT@%Iﬁo

. The relevance of the above elements is

affected by the country of origin of the

LERHEAORER. TOREXRH. &
ZEHGOBERK (FEHLLEEHRIERIZED
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product, the manufacturer, the status of
the product, i.e. with or without a
marketing authorisation granted by the
relevant competent authority, and the
phase of development of the product.

REAZOAE) RUVLSZEGORRX D
I—X[T&2>T., LEBOEHEOEDH K
wEER TS,

6. Where investigational medicinal products
are produced and packaged at different
sites under the supervision of different
Authorised Persons, sharing of
responsibilities amongst the Authorised
Persons in relation to compliance of a
batch must be defined in a document
formally agreed by all parties.

6. PBRRAEESAERELLIERDOERIZCH
L\’Cimé%ﬁﬁld)?}‘ VYSARXKIN—Y
VOEBOTTCEHEIN, BEINDIE
BI2E., VEDDODNYFOBEUEICED
2EHDOA—YVSAXEFENR=—Y L DODET
NDEHFOEFIZOVWT, ETOHZREMN
EXICEELEXEFICRESINTLA
[FTh(E%E S L,

7. Where required to support certification,
the Authorised Person has to ensure that
the investigational medicinal product has
been stored and transported under
conditions that maintain product quality
and supply chain security. Relevant
situations may include short expiry date
products released prior to final
Authorised Person certification, or where
return of investigational medicinal
products to an authorised manufacturer
for re-labelling and repackaging remains
a possibility.

7. REICRBEELEEINDSIEEICE. &—
SAXEFEN—Y I, /ngﬁmg%nnﬁ‘i
RmEBERUYTSAFz—2DEF2Y
TAZREITEHIEHOT TR I, E
EhTWWdEzHELETAELGR L A
W, BED0HHANKRRELTIE. ERER
DEWESHAAF—YSAXRFNRN=Y 2D
RBRMUGRIEDRICHTEINEIEE. X
EBERTRUBEEDLEOHICABRAEER
MERASIN-HEXEA~ARRT HAHE
MR Z->TWVWEBERENDHY 7

8. Where the manufacturer is delegated by
the sponsor to perform the regulatory
release in addition to certification by the
Authorised Person, the arrangements
should be defined in an agreement
between the sponsor and the
manufacturer. Relevant clinical trial
authorisation and amendment information
should be available for reference in the
product specification file and the
manufacturer should ensure the
necessary clinical trial authorisations are
in place and prior to shipping product for
use in the trial.

8. A—VYSAXKNR—YVIZKBREIZ
MAT, BEEXEENARERER~ADX
MHABHEZTS>OLO>BAREKEEILE
FEhTWEEAICIE, YZABKESE
LEZEEEXEELOROEHNEHRIZ, %
wmu&mﬁim%hrué:toﬁﬁ
TEHORBRARRBRUKITFHRZESRAKE
¢r§ﬁ?é;tbf%é;5t¢é:
L Fh,ARICBVWTHERICHIT A
MOFEEFMIC, BHHUEXEHELT. BEXQ
RREABIE--TWVWDLEZHERT S
Eo

9. After certification by the Authorised
Person, the investigational medicinal
product should be stored and transported
under conditions that maintain product
quality and supply chain security.

9. F—YSAXKNR—YVIZELBREIED
B, HRRERUVY TS A Fz—2Dt
FaAVTAEZRETAEFHEDTT, AR
AEXERZIFEBL. EfT 52 &,

10. The Authorised Person is not required
to certify re-packaging (section 6.5) or
re-labelling (section 6.6) performed by
authorised personnel at a hospital, health
centre or clinic that meet the
requirements of relevant national laws or
requirements.

10. ECELEDOEET HEREXETERETED
EHICEBR I IERE. EEE2—. X
FEZEMICBEVWTHERZAETIBEIC &
SDTERINSIBALE (6561H) XITEXR
~ (6.61H) . A—VYSAXKNRN=VY Y
NRIEAET I EFERIALGL,
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9. OUTSOURCED OPERATIONS

9. NEERLRX

Activities which are outsourced should be
defined, agreed and controlled by written
contracts between the contract giver and
the party to whom the operations are
outsourced in accordance with the
principles detailed in Part I, Chapter 7 of
the PIC/S GMP Guide.

NEBEXT HEHIE. PIC/ SDHODGMP
HAERSAUDNR—FIETEICERSH
TWAHRANIZH > T, BZTFAHE L LKIE
XEEZNBEAINLIBERBLOAOXEIC
FBEZHIZE->TESH. BEL. EEBT 5
Z &

10. COMPLAINTS

10. &1

1. There should be written procedures
describing the actions to be taken upon
receipt of a complaint at the
manufacturing, storage or importation
site. All complaints should be
documented and assessed to establish if
they represent a potential quality defect
or other issue. The procedures should
ensure that the sponsor is able to assess
the complaints to determine if they justify
the reporting of a serious breach to the
relevant competent authority.

1. HE. FBEXEAAOERKRICE VT,
EEERTEHEOBEZLE R L TWDSF
EENHE_E, ETHHERFZEXELLER
VLT, ThodBENTRERMK
TOMOMBEZERINAESAALGMNICT
k. TOFIEERF. BBREBEELNZ
BEHMIE2ENTE, EXLHERD
BEZHBRABITHLTITS &N HY
MESMHRETLIEZHERT S &,

2. The investigation of quality defect should
be performed in accordance with the
principles detailed in Part I, Chapter 8 of
the PIC/S GMP Guide.

2. RERMORRARAEIZ. PIC/ S®D
GMPAHA FSA42DIN—FI1IE8EIC
HBEhTWBRAIZCH-TEHRERT 5
&

3. The conclusions of the investigation
should be discussed between the
manufacturer and the sponsor, if
different, in a timely manner. This should
involve the Authorised Person and those
responsible for the relevant clinical trial
in order to asses any potential impact on
the trial, product development and on

3. WEXELARKEBENATHNIE.
MEMTERAC . UBEHERAEZORKH
EHEBETH L., TRICE. AR, BE
MERUBBE~OBEMLA VXY b
BT S0, A—VUS 4K KNA—
YVURUBET 2 ABROEEENAES T
52k,

subjects.
11. RECALLS AND RETURNS 11. BEIR K VR &
11.1. Recalls 11.1. EH IR

1. Procedures for retrieving investigational
medicinal products and documenting
such retrievals should be in line with
relevant national laws and guidelines,
and be agreed by the sponsor in
cooperation with the manufacturer, where
different. The manufacturer, investigator
and the sponsor's representative need to
understand their obligations under the
retrieval procedure. The procedures for
retrieval of investigational medicinal
products should be in accordance with
the principles detailed in Chapter 8 of the
PIC/S GMP Guide.

1. FRAEESRZEHRL. TOREIIREX
EtdT5-0DOFIBIET. BECELEO0BEET
DEERUATAFSA VTS E. F
. ARKEEIREEE (ARKESE
LERGSBE) EHALTEET S L,
HEXE. PREXIEMRUVARKESE
DEBERTEE. BZEWRFIEIZE DL
ERZEMIIVENDHD, RBRAEXE
mOBWRICEST S5FIEIEFEF. PIC/ SO
GMPHA RSAVDESEGIZHMR S
NTWAHARERAIICHS Z &,

2. To facilitate recall, a detailed inventory
of the shipments made by the

2. BIRZEMABFIZCTSHE-H, BEEFHFICEK
STHERIN-EHAEAMEERZRE T
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manufacturer should be maintained.

D&,

11.2. Returns

11.2. B &

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

BRMInh-rBRAEEMRIE. HRBEICHEMNL
T. BUICEBINQE-ERHORBERNIZKE
T35, BRENE-EFOEERZIRE S
RETHI &L,

investigational medicinal products only
with prior written authorisation by the

sponsor. The arrangements for
destruction of investigational medicinal
products have to be described in the
protocol. Any arrangement between

sponsor and manufacturer in this regard
should be defined in their technical
agreement.

11.3. Destruction 11.3. BE
1. The manufacturer or sponsors | 1. B EEXEXNILEARKEEOERRT
representative should destroy F. BREBEENEMICE@DTHAL

BEEICRY . ABRAEERZEZTRET SHC
., BRAEEROREICEHA T HINRD
N, TOERBEREFEBEICEH A TL
BIhELEoshhw, COZEICET SHA
BIKBEELUEEEOBMTOWMRDIE.
MEBOBRMBHEDICEDHTELL I &,

Destruction of unused investigational
medicinal products should be carried out
only after reconciliation of delivered,
used and recovered products and after
investigation and satisfactory
explanation of any discrepancies upon
which the reconciliation has been
accepted.

EEXash, FRASARVCEREAZH
MOBEOREZTVL. FTEENHNE
FERHAEZT-THENOWSGHBANG S
N, HZBEORENTEAINE-RIZRK
Y, REROEBRAEEGROREERE
THIES

. Records of destruction operations should
be retained, including a dated certificate
of destruction or a receipt for destruction
to the sponsor. These documents should
clearly identify or allow traceability to the
batches and/or patient numbers involved
and the actual quantities destroyed.

BREODEHMNAVYBAEXEIREICEHT
PEBREKBEEAODRBEEZEHT. BE
FXDOEBZEERET S LE, TIhHD
XEF. BET I 3N FRU/XITESE
BEHUVICERESNE-EHEZHEICH
ETAHAXIFEHTEESELSI12T ST &,

GLOSSARY TO ANNEX 13

TRy R13OBERS

| 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  shall mean the deliberate
disguising of the identity of the product in

accordance with the instructions of the
sponsor. Unblinding shall mean the
disclosure of the identity of blinded
products.

'R (1b)

FOEBOBEED 1 KLU LITHEBEEAN T
DB WREBIZLTHELCFIE, BEER
CIEEE. HEBREIIOIMALDHEWVWKSIZT S
CLEIET., £, _EERETEE. ®
BE. ABREEEM. E=-4—. RV (35
Bl2kY) T—ABWBICAERE S AR
Mo WESITT ST, BRAE
ERICEALTAWSEEIZCEWLWTIE. BR
L&z, ABRKBEBEDRETEICK > T YK
BEOERZERMNICREDZIIELEZEKT
5230ET B, FERIELIZ. EERESHh
FEGOEERLABEAIANINDIELEZEKRT D
LDET B,

Campaign manufacturing




Manufacturing a series of batches of the
same product in sequence in a given period
of time followed by an appropriate
(validated) cleaning procedure.

B—®HBO—EFD/NY FZHEDHMER
LTHEL,. LWTHEDLE (NYT— R
nf) BHREOFELNGESNEIELEEHT,

| 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

HOEIABAMRBIZTOVWTZOBRKN, XE
FHRV /" XBFENUNDENZHERZ
RFELELIFRIEIT S ELEZERL. &
U/ " XEHL28BRARBIAT ST,
FEREZEZRET S ELEZERL. RU S
XF1HEEUEOERAEEAOTEHR

An investigational medicinal product used
as a reference, including as a placebo, in a
clinical trial.

product(s), and/or to study absorption, |0/ XA ZHETEIENTEONR
distribution, metabolism, and excretion of [, 4. RBER UM ZARDLZI L ZE
one or more investigational medicinal Lz, EFMEBRBIZCEITAHRBRZHE T,
product(s) with the object of ascertaining

its/their safety and/or efficacy.

Comparator product b8 ot BE B &

ARAEERROS L. BRICEVLVTHERA
BELTERINZDLD (TR ELT
FRASINADBDZEED)

o

| Expiry date
The date placed on the container/labels of
an investigational medicinal products
designating the time during which the
investigational medicinal products is
expected to remain within established shelf
life specifications if stored under defined
conditions, and after which it should not be

used.

BRAEERROBHR " INILLIZHEIT O
52EBFAT. FENDEGHTCTHESIAAITHE
SN EADYPRBRBEOEERRNTH Y KT
BENRRREN, T, THLURBRGEEAR
TRETRHBVLWEZTRT H D,

Investigational medicinal product

pharmaceutical form of an active
substance or placebo being tested or used
as a reference in a clinical trial, including a
product with a marketing authorisation
when used or assembled (formulated or

ABRERS"E
(8 E: BRATIE. BRICBEVWTHERINDLIEY
(HBERUSIBE) FEERERABEFEEZILDOE
ERTHWA, PIC/ SOGMPHAKSA Y
TEHEWFhIEERO—BLIThTWLWEI EMD
TRBRAEER] ERE L.

ARICBEVTHBRIAXILEEHNRICER
SN EFHEVWEXXRFI T EARDOREF %18
L. RERDRD I -HEN, BEERRDER
FTTWLWARAEERRBDIAIMTHEASINLEL
CEAESIN D (HEFELzshBLIEBE

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.

packaged) in a way different from the | Sh d) FHE. XEERBEZZITTULHLE
authorised form, or when used for an |REICFEA I DIEE. XFTHZRRBEZ
unauthorised indication, or when used to | [T TWAEFIZODOVWTELLIERZ*HF S 1=
gain  further information about the |HFERINhBIEHEEEEL,
authorised form.
Investigator | AREEES
A person responsible for the conduct of the | BB EEEHRICE VT HZEABROERICE
clinical trial at a trial site. If a trial is | FZ8 T 5&F. AEBRNABREEBEEZIZCSE L

THBODEAIPLGBLSZF—LICE>TRERE
ShdLGoll. TOEREEEME. B
F—LOEEHAS)V—F—ThHY. £HEA
BREAEMEFENDEIIENH D,
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Manufacturer/importer of Investigational
Medicinal Products

ERAERGORERXRE WMAXRSE

investigational medicinal products and the
related controls. Note that the word
'preparation’ as used in this Annex should
be taken as synonymous with the word
‘manufacture’.

Any holder of the authorisation to |&EE /"BMAICDODWVWTRAZZITTWNSE,

manufacture/import. (RE: BATHEH. BARIZBVTHERINIEDOD
BE/ " BRAICODVWT,. EXERERABSBEILOEH
AEETELLL, )

| Manufacture |®E

All operations of purchase of materials and | E#M H R UVEFOBEE. ABRAEEROE

products, production, quality control, |E. REEE,. HETAFHE. FE. BF

release, storage, distribution of | RUZNDEETHIEEIZODLTHOETDE

Ho A7V O RBTAHWLOMNS T
EWVWSERF., THE] EWSELREEME
RENBELIZBET B,

The order should request the processing
and/or packaging of a certain number of
units and/or their shipment and be given by

EITERZX., —FEHOEZI=Y FIZTDOW
TMI., AR/ " XEIFOWETES

]
20 THY . EREKEEXIZOXEHER

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

or on behalf of the sponsor to the |fTEMNAREEEEXEZICXKMAFTTSHIDNOTH
manufacturer. %,

 Preparation | ®W®
See ‘Manufacture’ above. 5 T®E) 258,

Product Specification File HERRE

ARAEERONI. 3. R EEEARK.
Ny FHEASHERUCREEZICEAL THEHEM
HERZE*REETI-HVLELLTORER
FEL (XEFZzhoEFHRZEZETCXE T 7 A
WDESREETRT) SEBXET 74,

assignments in order to reduce bias.

shipping of an investigational medicinal
product.

| Randomisation |®#EHE
The process of assigning trial subjects to | B ZABEHEXIEIXBHEICE Y F+ 518
treatment or control groups using an [T, NAT7RXAZRFELTHIZ. HEZE M
element of chance to determine the |ITZRETI2EICBARAOEREZAHA NS %

()

Randomisation Code
A listing in which the treatment assigned to

EHEABIELO—F

BRELELOBETERREBICIYM T O

re-examined to ensure that it is still suitable
for use.

each subject from the randomisation |f:=AB%*HANT S5 —E,

process is identified.

 Retestdate | T A8
The date when a material should be | HPABEMHBIZCODOVWTERET S EESH

2RAMEHT, ThAMIFEAICELTWLS
CLEHRITDILEHDLD,

Regulatory Release

The verification of batch certification and
that the clinical trial site is trained,
qualified and has the necessary approvals,

BERRBRERAOXMAAEHE

AL D REE. K U AR E Bk ik R
Fillgesh, @EEsTFfch. BOoOLER
ARBZZTTLWEHIEDRIET., ThizkY

The operation of packaging for shipment

thus is ready to receive investigational |AEBREREENEREZIEIT HIEMRMNT
medicinal product. FETCWHEEINDBD,
Shipping g

BARACRISNEEERZOBER T &EM
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and sending of ordered medicinal products
for clinical trials.

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

BEBRORAB. YROAVIMRUV/SRIEFESE
REICODOWTERZESEA. £X. #E
XI(FHE &K,
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