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MANUFACTURE OF INVESTIGATIONAL
MEDICINAL PRODUCTS
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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. & A%

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

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
subjeCt.
Reconstitution is not mixing several
ingredients, including the active substance,
together to produce the investigational
medicinal product. An investigational
medicinal product must exist before a
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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 wused
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. EEGABEVATA

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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approval should be documented and
maintained.

2.1. Product specification file

21. 2 RBAKE

1.The product specification file brings
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.
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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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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
respective locations. The manufacturing
site should have access to the necessary
documentation of the product
specification file, including changes, to

6 .
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enable the relevant activities to be

performed.

. PERSONNEL 3. AB

.The guidance in Chapter 2 of Part 1 ofthe | 1. ABRAEEROEZEICHAL T, EE.

PIC/S GMP Guide should be taken into
account, as appropriate, in relation to the
manufacture of investigational medicinal
products.
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All  personnel involved with the
manufacture, import, storage or handling
of investigational medicinal products
should be appropriately trained in the
requirements specific to these types of
product.
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. Even where the number of staff involved

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.

BBICABVTHEAICHTZIABRAEE
BMODERLIENYFERIETE2A—YV S
A XRFNR—=—YUiFE,. GMPOERFIEIC
BHIBVRTLNEBL TWNE I EHER
I B2 &, F-. EERBARE. ART
RtEARUVBEENYFOH TSA4F z—
VIZOWTORLEWVWHMBEZEET S &,

. PREMISES AND EQUIPMENT

BYRURK

The toxicity, potency or sensitising
potential may not be fully understood 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 and take
account of the quality risk management
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principles detailed in Chapters 3 and 5 of
Part 1 of the PIC/S GMP Guide.
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Consideration should be given to
campaign manufacturing, where
appropriate. Account should be taken of
the solubility of the product in decisions
about the choice of cleaning solvent.
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A quality risk management process,
which includes a potency and
toxicological evaluation, should be used
to assess and control the
crosscontamination risks presented by
the investigational medicinal products
manufactured. Factors that should be
taken into account include:

iv. physio-chemical characteristics of the
active substance;

vii. analytical capabilities relative to the
relevant limits established from the
evaluation of the investigational
medicinal products.
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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
File. Documents which are part of the
Product Specification File shall be
retained for the period of at least 5 years,

4.Premises and equipment are expectedto | 4. EYMRUVHZKEIX. PIC/ SODGMP
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5. DOCUMENTATION 5. X&i
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responsibilities for document retention of
the clinical trial master file according to
relevant national laws but unless
otherwise specified in national laws,
should retain such documentation for at

unless otherwise specified in relevant
national laws.
2. The sponsor may have specific| 2. BBKEZFX. BECLOBEEXICH -
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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

51 ABRERUVERE

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 wupdated 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
on-going clinical trials should be
investigated and fully documented.
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5.2 Order

52 #3I&F

The manufacturer should retain the order
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.

é:to

5.3 Manufacturing formulae and

processing instructions

53 HERLARUVIEERE

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 used in routine
manufacture once the marketing
authorisation is granted.

1. AEHEECEXXEFIEEKELEIC, AR
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2. 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. ARBEEREEE. ARIISMT S
BEBECLICENCEESINSG, aEL
KS3¢ETHEFI-_Y FOHE. TOE
HEEEXEORKRICEI->TEDDZE (&
BEEHZT5LOLELEZKI =Y FR
UREBEY VD TILVLERET DO ELE
AV LEED)  HEORBAEEZTS
ToT. FEOEERICOVTEELGH
ENGELBORBEB CHHEIATWLS
EEHRT I L,

of each product required has been
accounted for at each stage of
processing.

2. Procedures should describe the | 2. BBHAEERKRZEETIEICALLGL
specification, generation, testing, PEEALLI—FOEK. 5. HER.
security, distribution, handling and REe., B, BBEVRUKRHFE. I

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

— FEBROEHAICODNT., FIEEZEIZE
BRI BE, BUREREZRET 5
&

5.5 Batch records

55 Ny FRHBE

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 FEEHKEZERZE., " E0EEINEREIC
EEInhfzZE+nEMICEKRT S
., ThoDRBFERX. Ao f=FIE
REUfThbhi-Z80REHER0L. 2
HRICIODOVWTOMBERD., HEFEEZE
EESE., PHOEDODONI-EREEHIL
DEPREXELTLIAEDODMREZEL C




operations and document deviations from
predefined requirements.

Eo

2. 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 FHEHEBEOREHKEGEZ. TONYFH
RRBEICERAINEZEAEBOETXXIFIER %A
mitD®E., PECELESERM. XEFEZ
LDEBRODEHICHE-T., HEEEHLIR
#3952 ¢&,

6. PRODUCTION 6. ®WiE
6.1 Packaging materials 6.1 S¥#H

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

HEERUAREEEF v IIE. BEMH
DELGZLIZNYFHONBLOZEILIZLEYE
HEeEFTEEREPELHVWESICTEHE
e &,

6.2 Manufacturing operations

6.2 WiEHEE

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. BFARPMEZBELTEENSTA -4 %4
EL. IBENEEZFIICAVTIREZE
Hy b5l &, EEMBEENTA—FR
UIRBRAEEI. ThEzETOER (FH
NDHEBREIMNGOGHEONT-EDZEET) M
LERBELED, DELGLEREZERETEL.
MEMICHZEREZEEIZBVLTESL
NBBRBRIZEHELELEZ:EDET H-HIC
F. FEEFXBICLDIFEFRVERENAK
Hohd, FESN, EBEBIAZANAT A
—AF. TORFATHATEREGHMBICHE
SWTHLEHERLEZILDTH D C
&

2. 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.

2. EHEEICRLRBELEIATLEEEETA
JTF—FrF B EFEERIAGZLA, &
AHAEOBRBZEZEBEICANTHEY ZER
T. HEITRBZEE2ARLELTAYT—+T
5y0ETH, NUT—LaviE, P
C/SOGMPHA FSA2DT XYY
A15IZHE BRI TVWEIEREFEIZHR-T
XEIET AL, HEXHE. HREOD
ZEMABUVICHEZBERARTEoNA
BT—AA0EEERUVEREZRET S
IBRTYITE#HETIEDLET S,

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

3. XXFBRzEzITHEHIZ, FRLEDF
BEERVAZEFERLITODELEREZRIET S
SWENFRARAETHEC &,

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

4., EEHRIZOVTIER. BEFMHORIEIC
BMETLI2EERVCIEONYT—23 Y

10




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

F. BaAachTWLWHIEERDONY T—
aVERLBEETHD I E, Foo P I
C/SOGMPHAKRSA DT HFYY
ZAT1TICHEBRINATWVWLIERTEERO &
NDRAZEET AL, BHKIC, BEIC
LT, 94LARELLE /" BRERVEY
HEOMOFHFMMOBREZEIEL T, &
NP FICETASMABRARERGHAAST VRIS
EOLNTWLWSIHENLGRER R OEMIC

demonstrated, to assure the safety of SIS EITE2TNA ATV /B —I6
biotechnologically derived and biological AEGRUVEYYENEGOTEEZ R
products by following the scientific 5 &,
principles and techniques defined in the
available guidance in this area.

5. Validation of aseptic processes presents | 5. Ny FH AL AN NDMNSTWVEHEICZF, EF

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.

TJOoERADONYT— a3 vIZHR R RE
NEET D, TOBEICEVWTIE. TE
TEHEHBI=-Y FPOBENLZHEEICE L
TREINDIRABTHDI I HY B
5, EfTAIRETHY . D, BZEIREZE
VEIaAalL—bTHEDEHMDODET—ELT
Whid, ExEZIYUZ<COREFIZ
Y FTIT-2T. BOoN-HEREDEEK%
BHH5 L, FERUVEAENFEEXIE
FEBELEXETITOLNEIZLEERTMEICEL
WEHEBEBANALELEELRZZENDL, MDD
DEEZL->~-THEEEFEEOHREIHEZ 1T
W, B0 EEOERERZNY T—
[ R S

6.3 Modification of comparator products

6.3 EBRGEBHIONE

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.

BRZzHEITHICELTE. Ehod
ZEN PAZESIOTOMERMEZ KIEIC
ZREESELHWVWIEZRIRET ST — %
(fl - REME. ERBHEEXRENNAF7T
NASEYT«) NFBAETHDC &,

. 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

EBEMBEGOTOBEICEH AT
WAFERBRE. REILARFTLHE XX
ERMELALBZUVEZThOHDIAIDODERICE
BELEEEICE. ZZAKICERTSE
BWwsThdhHd, HZEROHEE. B
BHOBEMRUVEGAEIMNNZTHS SR
BEHBEEBEICAh T, ARKEAXIE
TOEBERTELNBULHRVTRALINEEE
HBEZZE, TOBMIZRZYMEZRT &
BEDoOnn0aZn0FEFRHRIVEETH -
TG, BZERHPREEGRER
HEICEEELrHDZ &,
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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. kBB EDNOSER (FERIELT SHE
MTHBEAEXFEEHAIA TS D
N) . TOEMMIOERETHERL.
RETHIIE, TOEMMINDRT Y F
NEEHIZTA NI 252, XITRE
RMBOFRRAETEOERIZHN T 2EMHMTH
BELRYBII-HDTHY. THRREHRTF
LY TILTRERAN=—SREL,

6.4 Blinding operations

6.4 ERIEHER

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. BRZEHRILETSIEEICE. TEHE
Sht] EROBHNTESLS1ZLD
D (BREIZKHLT., EREEXRITOHE
DNYFESZEL) . ERIENVERS
W, RENBZEZRIETDHSVRATLN
BoTWad &, WA EGHAA.
REBICEVWTIARTHDSI S &, BEF
HEI-—FOEROEEAHREEEICE
FEhTWESBARICE, HZBEXHFL.
PBRRAEERA M SINLEIC, BRRE
EROBENCELYFICFETEREDFER
EFRAARET DS L,

. Where products are blinded, the expiry
date assigned to all products should be
stated at the expiry of the shortest dated

2. HAARZEZEREISBAICE. *bEL
B ORAOEDHRZETORHAIZE
YHTHERHBREL. TOERELR

product so that the blinding is fhd&5129 52 &,
maintained.
6.5 Packaging 6.5 A%
1. During packaging of investigational | 1. BBRAEEXEROAZd(c, ALBES

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

A VTELGHAEBZRABICMY KRS Z &
PRERBEENPHYFTD, BULEFIER
U/ "XREBEHRLERBZRAVS LI
VICEHEIT 2Ry IDHEBTINHKIZK -
T. ZERDERLABEVER (GBR) oV
AV EEmRIMELBTFARE GRS RV, B
FEBZELTCEVARELARLZATL
52 LERIETHELS5. XEELK+DHE
SRTULEHEITAIEAE SR,

has been maintained during any
packaging operations.
2. Packaging and labelling of | 2. PBRRAEEROBERUERTRIE. 7

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

ShTVWAIEEMDBEALYEICHEHMT
HhY., BHIPEHETIHST S —HEL
PIW (EULESABEOERILESAEH
mAEREIND EERFHFID) Lf=m-o

o

12




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. HE2EDBE., 400733 2R,
BYIHBTINBZZFTL-RE Y I7I12LD
IRNEBDFIVvIE, BRTICHT
5FEMitsT 5 &,

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.

3. aERF. EMPRUGTHENBTOR
BPZBLT. SBRAERXRRNIRIFLE
BI2hHSLEZRAELBTAEG LR
W, EfFZRELTHEEDORAHFXETR
SAEBRBICRE2Pbh B &,

Re-packaging operations may be
performed by authorised personnel at a
hospital, health centre or clinic that meet

4. BOREOHER. BECLEOBEET &
BRIIERBEOEHKHIZCEAHT 2FEKR.
EEtLUVA—XIEZERMICEWVWTHERZ

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
__..../identifier] + [strength/potency]” |

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

the requirements of relevant national EI9H5BEN (ThHbB., GMPOEH
laws or requirements (i.e. in healthcare METHRVEERRMBERANT) EELSE
establishments that are not otherwise 3
subject to good manufacturing practices).

6.6 Labelling 6.6 &~

1. The labelling of investigational medicinal | 1. FBRAEEXERKORTIEI. BECELDBEE

TRORERXBFERFEOEH T EF
TH53DEL. ESLEEBHNFRELE
WHEEICE, PRBCEIBILUTOFEHEICH
Ly & FEL TERNOFEEZRT
LEVWVRAMEZRTCENTEEEEE
R (Bl : —cEEBSIN-EFHEES
LS RATLOER) .
(RE - BEATR.,. EEGOBRABROEREORE
CET 548G (FHROFRELEETE 28 5) ¥ 16
ERUVE2060FD2OHELSHEHEENEDO O N
i ARIKEE. AEXBXTAMEXXEAE
REXTEMORAXFIEZM . EMRAUVE
HES (4FEAR. ERERUVESHEODOE
ERLEICEBILIBEHRD-HDERER
%)
B HBAFROEE N, EEI
BERIELEEBEROBSIZCEVTEEZTOH
MRRICITTS R HBERBXIE [&
MmoHEAHNTF] + [EENME] 1 ERT
&,

NEYMRVEBEERXRZERET SO
DNYFEBSRV/XEFa—FES

iv. the batch and/or code number to
identify the contents and packaging
__....operation; ]
v.a trial reference code allowing




identification 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
_...included in () or (V)i .|
viii. directions for use (reference may be
made to a leaflet or other explanatory
document intended for the trial subject
|______or_person administering the product); |

“ .. . 3 . .
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 ftrials
where the product is not taken home by

subjects.

EEER. ARETEMR CARIKES
EHETELLSCTHAREE—
-
i WBEOHANES ARES. RUE
LY BBAICERRES
i (WRFWIZEFATOETFAE)
o ABEEEMORSR
viil. BRAE (RBREXFZOREE R
5¥3AMEOU—T Ly FXiEO

SGAXEEZESRLED)

IERAOHM CEEHR. EHHRXEE
BE.UTAMB) ZA 0ok <T. B
DEHKRIZHITLILATERTR
WRENTORFZRICHELRL LI
WERICAEWTHERICHILIRGTH
2B KRE. I FHOFOBBME VAR
IZTRET B L],

. 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. RREICRShDZERIET. BECLDHA
BT H5EREXEIERBTEZETLAETL
FHaoh, RREXEF. BECLOBE
TEHEBEXIFIERFEHICKE->T., BAE
hi-BEERTERIT 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

ERPRZERTOILENEL-LE
Ik, BZABRAEERICEMD I NI
FRHHITBHZE, COEBMIRIILIZTHL
WERBRBRzZEHL. NV FEBERUA

BREREFSEZHELHE IS L, BER
HROELEICERTRRLEGESN. REE

BrFroBEfmAMNS, TONYFESDLEIC
ERTEHESHEL,

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. BXR TN ZXEF. GMPORARUVE
performed by appropriately trained staff T IEZEEEEFIEBEICRK-T.,. BYH
in accordance with good manufacturing BEIBEZITEERE2 Yy INEREL.
practice principles and specific standard DELPFIVvITEHEIE, COEMDR

Rk, RNy FEREKFICEUICIXELRT
52 ¢, BMEWERITAE-HIC, BEND
EREEXERL. MOBEELERS SR E
TS5 ¢, FEODHABBRUKRTEIC
BFBESADUTIUVRETLN, TA
ILDOBEOREZEREIT S L. BED
BEIZBLWTRODOoNEFR—HIEE., HfF
MICRRZHAEL. FHEITBH L,
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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. BRTOEZERF. BECEOBEET %%
BXEIERBEOEHKHIZEHRT 2k,
EEtLUVA—XEIZERMIZCEVWTHERZ%

time of testing.

the requirements of relevant national EITH5BEN (ThHbB., GMPOEHMH
laws or requirements (i.e. in healthcare METRVEERRMBESRRNT) EHELREF
establishments that are not subject to g

good manufacturing practices).

7. QUALITY CONTROL 7. REEE

1. The manufacturer should establish and | 1. EEEXEX. R ELEKZEZHALTEE
maintain a quality control system placed NOMHMILTWLWAEDHERDTIZEMN
under the authority of a person who has FREEEVATLEEILIL., i 5
the requisite qualifications and s &
independent of production.

2. As processes may not be standardisedor | 2. IRAEZEELINTULVEHEWLIXEIERIC
fully validated, testing takes on more NYT—FrFINhTLWHEWIELDHYREFESD
importance in ensuring that each batch =6, HRIEZ. SN FLRERBRD L EIC
meets the approved specification at the RRBINTWLWLIHBIZER TSI ELEZHR

T AHSLETEYEEIZHD,

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

3. tRAEEROREEE (LBRMARH
mOBEEEZEC) F. HFAEROE

FILBVWTRHEENEBERICH-L T, &

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

in accordance with the information ZEANRBALELEBYICERT DI E,
submitted in the application for the
clinical trial, as authorised by the
relevant country.

4. Verification of the effectiveness of | 4. ERIELOADHEDORILZERE L. LK
blinding should be performed and 52 &,
recorded.

5. Retention periods for samples of | 5. ABRAEEROY > TILOGREHRMIE.

BECLNEETHIEEXITZOMDER
EEHZEFTITH 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.

6. YT ILE. RO2ODODBEBMEFLT
FHICHRETS F1I12, FEOHHH
BRAOYYTILEHRTEZ L. F21C.
HRDORERMBOFRAAEIZSEVWTHER
ShEBELIABAEERORKREROY
TLZEHETBH 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

g TILEFE,. hRIZ2DODHhTFITY —
_____ SR G oD
e BESL  HERH. BEMHAXEIRRK

HNEONYTFOHUTILT, 9 ZET

SWHENELRELESICAVWSIEMTE

BEhdt0D, TEEINHFR SN LG

B2k, EELGPHEERER (F: 2

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

WRBERVEBHEZET SHLD) 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
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, package leaflet,
batch number, expiry date should the
need arise during the shelf life of the
batch concerned.

FHFEEKOSLEHEEEFOEENA
B hd2LDO00BERERET S
&

REY VTN ZLICBESLEER
AZY FOYUTILT, BREGO N
yFhbFonhfztD, B—HER®D
BEMTEHEINS, flZIE. K05
. 8%, Rx. 8U—7JLv b,
Ny FES., BHEBREICODWVWT., Hi
MENYFOAMPBHEMEZELT. 0
BENREL D,

8. 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

8. EH LY YITILERETDHILELHL,
CHOERBHIZCAEABRLEDIHNHIKREN
H2d (Bl : 1NNV FOLEZERDIER
OHmBRAITICEBETIEES. XIFFEEIC
EHMEEERERETIEES)

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.

products.

9. For retention samples it is acceptableto | 9. REH V> TNLIZDODVWTIH. ZOEKRE
store information related to the final ZICHETLAIEHREF. E@m. FEXITE
packaging as written, photographic or FHERELTRET DI ENAHFESH
electronic records, if such records 5, =L, 5 LIEEHKEN. HZKEH
provide sufficient information, e.qg. mOFERAICEETLIREZAREICT 51

HIZ+HnTEHR (Hl - K. ETRRUA
MXEDRK) 252 558ICRD, &
FHEHFOBESICEWVLWTIER., ZOLVRT
LAPIC/SOGMPAHAKRSA 2D
TFErYI9R 11 OERFEZETT SHC
&

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

10. 3EREREFTFUTILAELCEAL T
(ThbhbE2hafbf) THZI5E
2k, SZH U TILIEEHBRTGEERLE L
B3,

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. EZABRI M fThbh &S5 LTS EIC
FWTRBEAIhTWBd3 Y TS Fz—>
NoHAELEXTOBEOFEFFDIEERI
R BER-22RAEER. XEE
ZABNMNTONWIEOEBIZEK > TERSE
ABINfF-8HK (E: EUTIEH. BRME
ESPBRTRBZEA TSI ELNHY
Bd., ) 220V TOHYTILERO B
TUWWE L,

12. The storage location of samples should

12. YO TILDOREBFFEZABRKES L&

be defined in a technical agreement

EXBLOROBRMBHNEBICED., 2/
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between the sponsor and the
manufacturer(s) and should allow timely
access by the competent authorities.

NBERET7IVEXATEDEIIICTSH L,

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. EREGOSERIET. TOHEEEMN
FMETHAIEICEVT., XFLEZARAE
ERoEsgEHFICLHECELPIC/S
DGMPHARFSAVIZCHREETATWLS
LDOEREDGMPZERAT S LEER
NI 2BULMAROALEZ2EMT (X
FFDEBRTEIZCE-T) I T
WBADOEIZEWVWT., MENDREEH®
TTHRETHAIE, HINMGBREITE WL
Tk, EREGOSERZZTOHEXSE
NADODETRELED. 59 5BEIC
BLWTHE, ToZR4MERL. EF%AR
kBEE. HEEXEBRUREBEZOME DK
MEBHEDRICXELLT S 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. $EZHF. BZEICL>-TREAZZIT
FLUAZARAEERORBEICHESL
TLWHAE2ETHOEERERFEOHRZ L L
CEHL2AERTIDICHABHETH
B E, ThIZDWLWTHIANARDNIE., X
ZEOLURICERYMEERLT. TRSH
5Z &,

8. RELEASE OF BATCHES 8. Ny FOHBAERHE
1. Release of investigational medicinal | 1. BAE T3 ERFTHEIZCEHRLTWS Z &

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.

EFA—YVYSAXENR=—YUNRIET EFE
T. ABRFAEEROEMZITo>TCIEAES
HW, A—YSAXKNR—YUEEE.
UTICBFR2ERZEEEBICANS &,

. 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.

ZTORAOEEAET. HBHERMNARK
BIZHE-DTWAEIEEREEIZT SHEH D,
EBULYRESEEXEEINERILE. ABREE®
BERURTOEBMTERT SIELNEM
TIZCRELES,

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.

HEREEDPOBERE. A — VIS4 X
FRIN—=VYVIZEKEZBEEDONY FORIAER
VHFmASHEICSA > TEHUMESTEMD
EfLLGHIDETHIE. LEA- T,
FA—YSAXKNR—=—YURTH AR
LTI E,
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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;

|___ii. production conditions;
il cleaning records; ...
iv. the qualification status of facilities,
validation status of processes and
________ methods; ]
|___v. examination of finished packs; |
vi. the results of any analyses or tests
performed after importation, where
________ relevant, ]
|___vii- stability plan and reports; |
viii. 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;

xii. 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. HEABHEMOEIEICH->T., 7
—YVYSARXERENR=Y NNy FIZTS
. PIC/ SOGMPHA K54

VDT R YO R16ICEH B ETh TLSFEEA
E%Fckhé:t‘itxﬁﬁuTE
I“J?@ﬂﬁi(mﬂﬁnsslﬁmﬁ
BOREE T UVICHRRBE . EIE
ERFTEHERVEEFALI—-—F~DE
BEEIMTIHEHTAETHREEZED)
ChoDREHEIZEETORRXIEE
BMGEE RUSZER ZEZDE
mMuLGLHEIRVERZED S L. F
EF.RBYVRATLIZEDWTEDHERZ
BT H5R3YIDTEREZITTERS
#5652 ¢,

i ARt oREE
iv. B OBEHREFEMRRE. TRRERVAE
DINYT—=S3 KR
V. BRaEROBRE
vi. IARBICEERSIN 2T XXITHRED

HWR (LT 55B8)

_mmmxiﬁﬁﬂmim%ﬁﬁﬁf% __________

vii. BEFHRUBEEHORNR VR

Cix. LBRNEEFORECRTLICET
PEEHREE

x. YUpHELEL (BCLOAROTT

BHIC)DBWEDE-ODABREER 3
BT AHAIENBAIATWDEIEZIT
P3XZ2 (BREOEUYLAYEBIZED
D)
ZEITHHEE) RERBOLOHOR
flEOEREE, EASNS53GMPE
E EUGMPIZEE T 2EDLAMER

Y754 Fz—V (SZARBAEER
NDHRE. AE. ZETRVRBROEHRZ S
) ORIL

Xiii. T —Y S 4 X RKNR—=Y o hHhEZ
NYFOREICEHETSIILINDTHS &
HRELTWSA2TOHOEHE,

. The relevance of the above elements is
affected by the country of origin of the

5. ZREAOREER. TOHREEXH., &
ZERGOBRK (FEHLLEERIRICED
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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.

REXRZOAE) RULZEAROFRD
I—XIT&2oT, LEDFEDOHEY KT
FEER 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. PRAEEAIPELLIBHROERICH
WTELBDIEBRDODA—YVYSTAXFIRN—Y
VOEBOTTCEEIN, BEINDBE
BI2E., VEDODNYFOBEUHEICED
BEHDA—YVYSAXEN—Y U DET
NDEBEOEEBFIZODVWT., 2TOEFEEN
EXICEELEXEFICHEESATLR
FThIEE S HEL,

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. REEITBLEELEENDEIEHEEICE. &—
SARXENR—Y lF., m%ﬁﬁﬁl’i%nnh\%
mmEBERUYTISAFz—DEF2Y
TAERBFITLAEHOTTEHEEIA. E
W TWEIEZHRLAGTAE G LA
W, AEDHIHKRRELTIE. EFREHR
DEVWHEGENA—YSAXFENRN=Y 2D
RERMAGRIEOMICHTETAEIEBEE. X
IiﬁﬁT&Uﬁ@.ﬁ@T’&')k/ﬁ%ﬁFﬁEf&
MERASNEREEZE~RAET 506
ERZE-S>STWVWEBELRENDHYEFED,

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—VYSARXEKENR—YUIZKBREIEIC
MzT., BEEXEENABRERER~A~DX
HAEHEZTSLES>BABRKEEMINLZF
FEhTWBEEICIE, SZABKES
LLUBAEERLOBMOEZHNEHRIC, Z
@HU&mﬁEm%hrué‘t B &
TEHRRARRBRUAITEHRZERBAKE
¢T§ﬁ¢é_&bféé$ak¢é_
. Flh, BRIZCBVTHERICHIT IR
mOFEEAMIC, HZESEXEEET. ERQ
BRADBIPBE--TWELIEZHERT S C
&

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. A—YSAXKN—=YUIZKBEID
. ERRERUYTSAFz—DtE
XA2UTAZREITIEHDOTT., B
REEFmziFEBR L. ERI S5 L,

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, BECELEOBEAETHIEEXETERZTED
BEHICEH T SIRR. EREE2—. X
IZEBEFMICEBVTHEREZETSIRAEIC &
STEMBEINSIEAE (651H) XITBEX
?(GGE)E F—YSAXKNR—=—Y Y

NRBIATHEEERING L,
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9. OUTSOURCED OPERATIONS

9. NBEREX

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.

NEEXTTHEHIE. PIC/ SODGMP
HAKRSAVDONR—FIFETECHERSTH
TWARAIICH-T., B%EZTXEELZKIE
XEZNBEAINLIBERBLOROXEIC
KBHABHIZE-TESH. EBEL. EET S
&

10. COMPLAINTS

10. EiF

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, FBEXEHBAOZBEEICE LT,
ERERT-BOBEZLEZBRL TS F
EENH D E, ETHDEBFEXELLR
VLT, ThohBAEMLEREXRKG
TOMOBEBEERTNAESIAAL MY
52 &L, TOFIBEIF. AREKBEBELF
HEZ2FMITH2ENTE, EXLERD
BREZEAGRABICH LTI I ELNRY
MESHRETIEZHERT DL,

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. REXRMORREFAEIEXZ. PIC/ SO
GMPHA RKSA2DODIN—F1E8FIC
HFREIhTWERAIIZK-DTEmRT 5 C
&

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. WEXEBELRBREBEBENITHNIL.
MEMTERGES., AFRAAEDOHKHR
ZMEITAE. TNICEK. AR, H&
AERUVBRE~ODBENG A /XY b
RS A5, F—VY T4 X F/NR—
YVUERUVHEETIRABROERENSES T
5 &,

subjects.
11. RECALLS AND RETURNS 11. EIXE VIR 5
11.1. Recalls 11.1. [EIY

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. PRAEERZERL. TORNRZEX
Elkd5-00FIEIE. BECEDOBEET
BEERUAAELESAVICHSZE. F
. ARKEFEINAEEE (BRIKESR
LERBBBE) LMALTEET S L,
HEFxE. ARECEMRVEARIKES
DEBRTEHEEI. H%ERFIEICEDL
EBRZzEBEILIDLEN DD, BBRAEE
mOEIRICEAT SFIEX. PIC/ SO
GMPHA FSA DO ESERICHR S
NTWBEBRIIZHES Z &,

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

2. EREMABIZTSHAEH. HEEHICK
DTHERSNEHMBEREERZRE S
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returned products should be kept.

manufacturer should be maintained. 5Z &,
11.2. Returns 11.2. B &
Returned investigational medicinal | R Eh - aBAEERE. BEICHEANL
products should be clearly identified and | T, BYIICEEB SN E-ERAORERNIZKRE
stored in an appropriately controlled, | 9§52 ¢, BEmEch -8 ROEELRE S
dedicated area. Inventory records of |[RET B &,

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. B E
1. The manufacturer or sponsors| 1. BEEXEEXILEARKBEEOEERTE
representative should destroy F. BRIEKEENBHMICEECTHAL

HBEICRY. ERAEERERETSHC
., EBRRAEEROREEICEIT LIMRD
N, TOBREEFEEICEH TN TL
HithEaohn, COZEITEAT LA
BIkBELHEEEORMTOIRMRDIF.
MEOHMBPYERIZCEDTHELI L,

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.

BEEEh, FASAERUEBREIAEHE
MOBEORBEETVL. FEEAHBNIE
FRAZEZT - THEBOWLWSHBANG S
h, YZBE=0OBENTRINIZERIZE
Y, RERAOERAEEROREELTER
T5H5IE,

. 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.

BEEOBNAVYIERAEXFTEZICTEHY
PRBREKBEE~DXBEEZEDT. BE
FXORBEZRET S L, TAhHLOD
XERF. BEITAINYFRUV/"XEESE
ESEUVICEEZESA-ERHELHEICH
EITAXBFEHFRTESLIICT S &,

GLOSSARY TO ANNEX 13

FRYDPRAI3OBAERE

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.

& (1b)

BEROBEBRED 1 LU EICEER T
PobhoHmWWRKREIZLTHEBLKFIE, EER
EEEE. BBEFBECIIIALGLVELIITT S
_EEFET, FE-. CEERETEE. &
BE. ABREFEEM. E-4—. RV (15
BI2&Y) T2 BICAREF TS
Mo WESICT HILEET. ARAE
ERICALTAWSBEIZCEVTIKR., 8
tElE., BRIKEBEODEREICK > THXK
HAODEFRZERNICRKREDI I ELEFEKRT
52t DETH, FERIEEEF. ERIEESH
FEROEARLPEAIMNINDZEZTEKRT S
bDET 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.

LTHEL, #BLVTHEILG (NYT—F &
nfz) BREOFELNGZESNEIELEEHRT .,

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

S
=

HEABRAURKBITOVWTZOBRKM, £H
FHERV /" XEFENUNDENZHERZ
RELELIFIBRIET S ELEZERL. &
U/ XEHpraBRARBICRHTI2MAoHD
FEREZHETA_EZERL. RV
XNEF1REEULLOEERRAERROTEMHER

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

product(s), and/or to study absorption, | /" XEENHZHERBITI2EHNMTETOR
distribution, metabolism, and excretion of |, #fH. RERUVHEMZARDI I L ZE
one or more investigational medicinal L=, EFMRBRBICETAHEBZET,
product(s) with the object of ascertaining

its/their safety and/or efficacy.

Comparator product EEgx B

BRAEEANDS L., ABRIZCE W THES
BELTHERENDZELED (F5ERELT
FHEhDZELDZEET)

o

Expiry date

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

PRAEEROBEHR "IN ILLIZHITOH
52BN T. FENDEGETCHESIANITHE
MEShERADYRBREOEERNTH Y KT
BERNRRFEN, T, THhLURBEER
TRETRHBGLWEZTRT 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
packaged) in a way different from the
authorised form, or when used for an
unauthorised indication, or when used to

BABRAEESRTE
(*RE: BATIE, BRICEVTHERINLIEY
(HHRERUAEBE) IEESKEEREZLOE
EZTHWN, PIC/SODGMPHA KIS A
TRVWTFhELEZERO—RBBLEIAhTWVWEI EMD
TABRAEESR] CEREL=,

BEBRICAVTHBRINAMXELEESBICEA
ThDZ2EUEVEXXFITSERDEHF %45
L. RERBIAZESEL., B RBDEZ
FTTWAHFNEELGDIFIBTCERINEL
CIFHFAEEIND (RFELSAELLEFEE
Thd) BE. REFRBEZITTULHNE
EICERINSGBEE. XITBEZERRBEZZ
FTTWBEBICODVWTELSEHRZFS 1=

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.

gain  further information about the |[HFERAEIIhIHZEEZET,
authorised form.
Investigator AREEEM

PRERBERICEVTHZABROERICE
FZzEHEITH2E. RV EBRERERICE L
TERDEANLGLESZF—LIZE>TREIE
ShdGnld, TOEREEEMIE. &
F-—LOEEHS)-—F—ThHY. £8EHA
BREEEMEFENEIIELNH D,

5y
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Manufacturer/importer of Investigational
Medicinal Products

EERREEGOREXRE BWAXE

'preparation' as used in this Annex should
be taken as synonymous with the word
‘manufacture’.

Any holder of the authorisation to |EE BMAICDODVWTRAZRITTWLWEHE,
manufacture/import. (RE:BATHR. BRIZCBVTHERAINZ2EDOD
HE " BMAICODVWT. EESERBEBEILOEXH
AEZELLEL, )
| Manufacture |8 o
All operations of purchase of materials and | E#M H R UVEROBEBE. ABRAEEROE
products, production, quality control, |E. RETE. EWASHE. IFE. B
release, storage, distribution of | RUZTDEETLHIEEHIZDLWLTOETDXE
investigational medicinal products and the |#. A7 vV XBTHWLON D TR
related controls. Note that the word | & WS, THEHE] EVWSELRELHE

RENBIEITBET B,

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

EIERZX., —EFEHOEZI=Y F[ZDOWL
TMI, RV /" XEIFOWETES
53 D0DThHhY. FEREKEEXXITZTOEER

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 |fTEMNAREREEXEFTICXMAFTTDHIDNDTH
manufacturer. 3

| Preparation BB
See ‘Manufacture’ above. tE T&®HE) 258,

Product Specification File B ERgE

PRRAEERAOMI. 2. REEERAR.
Ny FTHRASBHERVCEZICEHL THM
BEREZEEIT S -ORLELETORER
ZEC (XEEhofFHZEZETCXET 7 A
WOSREZEZTRT) SEBXET 74 1L,

assignments in order to reduce bias.

shipping of an investigational medicinal

product.

| Randomisation |®|&EHL
The process of assigning trial subjects to | EBZABEHXIEIXBHEICE YT 5B
treatment or control groups wusing an [BT. NA 7RXRZELT=HIC. HBFHKEf
element of chance to determine the |ITZRETIEICBROERZRA DS L

D,

Randomisation Code
A listing in which the treatment assigned to

EEAIELa—F

BRELAELOBETEBEREBCI VM T L

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

each subject from the randomisation |f=AEZHANT 5—E,

process is identified.

| Retest date L T R B
The date when a material should be | HAEMHBICOVWTERET LI LESN

2T, TnAMIFERAICEALTNS
CLEHREIDAEHDL D,

Regulatory Release
The verification of batch certification and

BBREERRAOXMAAEHE

Ny FRIEDKERIE. RUVUABBREEERIZAX

The operation of packaging for shipment

that the clinical trial site is trained, |BilfEsh. EEETEMEINA. BEODREL
qualified and has the necessary approvals, | K2 2T TS EDHKIAT. ThiZ kY
thus is ready to receive investigational | BB EHRERNEBREZZE T LEMRMNT
medicinal product. FETWHESTNDEHBOD,

Shipping g

BBRRAICEISAEERROBERUVEM
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and sending of ordered medicinal products | D7z DB ED %,
for clinical trials.

An individual, company, institution or |BEROB. TR AV IRV XEFTEE
organisation which takes responsibility for |AZICDODWTEEZZASEA. ¥, #H
the initiation, management and/or financing | X (X H kX ,

of a clinical trial.
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