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MANUFACTURE OF INVESTIGATIONAL
MEDICINAL PRODUCTS
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INTRODUCTION

FF &t

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.

EIFEINEILELPHYBTD, BRAEE
MOEERUVUBAICGMPZEAT 52 &
X, BBRENTLBURIVEFHEOBEWN &
TPICAELLEERVAAICERT 52F
+ohRE. REMEXEIEAEDHEICE-TH
BROBEINEEEZRIITHEWVWI LZHRT S
CEFEFEMT S, (F:ABRUKRKT7TRY
DADMD/NN— D TEAL &1X, H&
B~O@MAXEHZEDOS> L, BECLOERAIL
DEBRB/ERBHEHICE--TEET S L L
SNdH5LD%EHET., ) AHKIC. AL XA
DERICEFASNS2ELERAEERON
yFHEIC—BEMAHEE. RUBRERSHM
FRELTARAEEROEELNBEYICXE
EENZEREATRINEIILOERZEW
95,

THRAEERROBSERE. BMELEEREXH
P RAGBBRTYA VRUVEBETY
1o H5h, RASATLWIEERE
ERTEHEINERE LD, BEAIER
UERILERE., TOHEHSICMAT. G0
EXBFERVERODIYURVEERESE D,

B, 4ZFUR0FHERUEHEOMBELA R
ZEE2EThY. +toLE 7oA NYF—2 3

AW EABHYFTS, 0L, BAa
NTWHEGHAALIADAEZTHEEEXIX
BESIATHEREIADZZELADHYEFES,
NoDORBEIZCE., PBRAEEZR~DGMP
DEAIZDOWVWT, DEEBYDEBRMNDH Y .
BEINBZEZZT-ABZET S, HEEE
THETHBEHEENMNBRLTWVEI I EN D,
EEIIHRNLGRECRTLEEST S,

HEXENARAEERICGMP ZHEHA
L. B5Fg25¢ENRTED LS, BliE%xs
CEBRKEELOMOBANERSIN S,
ZTOWHmAICODVWT., AREKBEBELHEXSE
LORMOEMBPYERICERT S &,




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

PRUBRBRAZBICH D~ THBRAEERSD
BEINTWEEZRAITHI-ODBE
BREESRBXENETFLEOHLONTEF
hd, EaBBERr. EEMMmBEYRT
LOEERBERD—DOTHD.

.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.

2. BRBIZCBVWTHERICHTIABRAEE
MOBRVDDODNYy FOEREHBEIC, & &
HEBEZEOZU LYV avAFATRETH
5 &,

. 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

ARAEEROASEICELT., #EH.
PIC/SOGMPHA KA 2D/IN—
FP1TOE2EFOHA AR EEEICA
n3sZ¢&

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.

BRAREAYITDENLEVWEETH T
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BIZALXOEEENANSEZ &,

. 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.

BRICAVWVTHERAIZCEHI I ARAER
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. PREMISES AND EQUIPMENT 4. BYRUHRMR

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
which includes a potency  and HRUEHEOFEMZzEL) ZANT., #
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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Vi SBABRREXRORE A 5E D

HEYMEOREMEICK Lo,

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

51 RMBEERUVERSE

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.

1. HERH. EE0RZME. DREAEA.
NLVEGRURKRERORKE., &
mAE. MIRVBEOEREIZIEK, TF
S5BRBUBEMIC. BKKOMBEREY AT
k. TNLDOXEIF, BERBEMZEAL
THIFMmL, 2EICKRLTCEHFIT LS &,
FLWOWNA—=—CaviEEhEFhh, BHOT
-2, AL ZHRTHEHM. RERUTE
BAODERZEEIZAND I E. £1.
ABXEZBIZHMEZENTEDELSI12T B
. WHh B EBEFELFIEEICH>TITS
EEL. TDFIBEEFRERRUVEY
FPHREHE. 88 RE~DEEICIRHUM
TE5330DTHD L, BKRERUVZTDE
FOARBITOLRICIE., HZEUEHEEBOD
EXENEE T H L,

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 ¥ I &

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

FXEOD—HELELTRETSHIELE, BREE
F. " EEHOHEFZ 1=y MITDO2LVTOM
IRV /"BLLEFBEAXRUVIZ - XE TN D
NDEEZEFEIHILOTHY . BBRIKEE
XRFZODEHBRTELPHUEEFIZIXRMNT S
ZéE XIFERF. EEICKS (BB, BF
MFERETEELTE L) ZEEL, U
BAEBEKILHBITLILSERZH T Z &,
HIEGFT. ARKBEEXIZTOEBRT
NEXICERREIDHE, -, HREKRE
RUBEET LI ARERTEELZETESRET




representative and

refer to the product

specification file and the relevant clinical
trial protocol as appropriate.

s

&,

5.3

Manufacturing formulae and

processing instructions

53 HERAFRUVIEERE

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.

HEFEETEXRIIHHBH LI, EER
BEBICHEREIATWS2ERMAERKRAR
FEHREAWT., BEIMNODBEYEERER
VEHZKENERShTWEZ E, THE
F. RERBINFROEHBIZBE T
AWWohd I EEHhIdHREN—2a3 0D
XEDHERKRIZHIZEETH D,

. 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.

HORFAKREPOEEFERZA VLT,
I. 0% REEBEABR. P8 (REXE
BEE0) ICEHT I IHMLERELREE
T5IE,

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 FiRtkE

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. HliE

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. SEMHAXXIRK
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. NEMERLRX

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. EIR 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

TRV R13OEBERS

| 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 BB 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 "
(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,

BERRBRERRAOXMAAEHE

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 Ciopr

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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(Al & 3)
B (1 4D2) PIC./S GMPHAKSIAY T7H*xYHPRAR16
R X MR

CERTIFICATION BY THE AUTHORISED F—YVSAXFENR—YVICKBZBIERUN

PERSON AND BATCH RELEASE

yTFHEARHE

SCOPE

i FA B

This Annex provides guidance on the
certification by an Authorised Person and
on batch release of medicinal products for
human or veterinary wuse within a
Pharmaceutical Inspection Co-operation
Scheme (PIC/S) Participating Authority or
made for export. The principles of this
guidance also apply to investigational
medicinal products (IMP) for human use,
subject to any difference in the legal
provisions and more specific guidance
published by PIC/S Participating
Authorities under national law.

| Guidance in this Annex on the certification
of batches by a manufacturer of a medicinal

product is within the scope of the
Pharmaceutical Inspection Cooperation
Scheme. However, each PIC/S

Participating Authority may decide whether
guidance expressed in this annex should
become a legally-binding standard in
relation to imported medicinal products.

| This Annex does not address any controls
on release of medicinal products by a
National Competent  Authority under
national law (e.g. certain blood and
immunological products); however, this
Annex does apply to the Authorised Person
certification and subsequent release of
such batches.

| The basic arrangements for batch release
for a medicinal product are defined by its
marketing authorisation (MA). Nothing in
this Annex should be taken as overriding
those arrangements.

K72y IR FE . PIC/SMBEABEERND
EFNAXGEBEYRHOEESRXET@MERAICE
bNTEEERICRZIZA—YSTAXEFIN—=Y
VICKBRBIERUNY FHAERATETHEICH
TOEIHAFUVREBRELTWLS . AA4F >
ADRAIF. EFMICERARSISNIEBRRAERESR
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GENERAL PRINCIPLES

— fig R Al

The ultimate responsibility for the
performance of a medicinal product over its
lifetime, its safety, quality and efficacy, lies
with the marketing authorization holder
However, the Authorised Person
responsible for ensuring that each
individual batch has been manufactured

FTOTRPMBMICHOE-TEERICE DM
NEHL-o-TWHI¢E (REH. RERUVED
H)ITOVWTHEKRHUGERE. TORTER
REE (LT ITMAH1) 128 %,

EL.BEZMADEREERUTGMP IZH
YUEZCLDERFHICHT. BLXxD/NYF
NEBEIN. FzVvIEINTWIEZTHERT




and checked in compliance with national

requirements in accordance with the
requirements of the marketing
authorization (MA) and with Good

Manufacturing Practice (GMP).

i. The checking of the manufacture and
testing of the batch in accordance with
.. defined release procedures.
i. The certification of the finished product
batch performed by an Authorised
Person signifying that the batch is in
compliance with  GMP and the
requirements of its MA. This represents
the quality release of the batch.
| iii. The transfer to saleable stock, and/or
export of the finished batch of product
which should take into account the
certification performed by the
Authorised Person. If this transfer is
performed at a site other than that
where certification takes place, then
the arrangement should be documented
in a written agreement between the
| The purpose of controlling batch release is
| notably to ensure that:
i. The batch has been manufactured and
checked in accordance with the
________ requirements of its MA.
ii. The batch has been manufactured and
checked in accordance with the
principles and guidelines of GMP.
| iii. Any other relevant legal requirements
___.aretaken into account.
iv. In the event that a quality defect as
referred to in Chapter 8 of PIC/S GMP
Guide, Part |, needs to be investigated
or a batch recalled, to ensure that any
Authorised Persons involved in the
certification or confirmation' and any
relevant records are readily
identifiable.
""" _Information required for the confirmation,
where Authorised Person responsibilities
for the batch are being transferred between

sites, is recommended in Appendix | to this

BEI2oWTHEH A=Y STAXENR—=—Y Y
NEFZEHT %,
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manufacturing operations in relation
to a batch, then an Authorised Person
at that site must at least confirm that
the operations undertaken by the site
have been performed in accordance

1. THE PROCESS OF CERTIFICATION 1. BEEo7o€ xR

1.1. Each batch of finished product mustbe |[1.1. ER&EFZ DO L /NNy FIlF. BT, #HHX
certified2 by an Authorised Person FEHEO-HICHTAFTHE S S HI
before being released for sale, supply . A —=—YSAXRFNR—=Y UMNBIELE
or export. Certification can only be Pl hE s, RBEK. BEMA
performed by an Authorised Person of FICEBEINATNLWIRHEEERU X
the manufacturer and/or importer FMAZEEZEODA—YSAXRKNR—VY Y
which are described in the MA. EFINEmEIESZENTED,

2. The contents of a batch certificate for | 2 EX& (BENE) 0Ny FILEHED
medicinal products are recommended in RNEF., R7F3FxY Y RO HFIGICH#E
Appendix Il to this Annex. The content of a EhTWd, BCLEDEEDTTEXRS
batch certificate may differ from Appendix NdETHAITKLYXRBESLEDEBRES
Il as required under national law or as LOBMYRDHZABIZCERT 52HEKR
required to facilitate arrangements ENBETAHAICKY. Ny TFIEEHAEOR
between National Competent Authorities. BRANAIERBE-TWVWBRELHY B

%o

1.2. Any Authorised Person involved in the [ 1.2. Ny FORIEXEHEZEEZCEE LA
certification or confirmation of a batch —YSARXRRKNR=YVIET.BEENER%
must have detailed knowledge of the BT D2RXAFYyTICDOVNTOHEMLT A
steps for which they are taking FELTWLWAHTAEELGHEW . A -V S
responsibility. The Authorised Persons ARXAFNRN=—VY V. HROBEHE. . £E 7
should be able to prove their AR BEHMOESRUGMPOEREIC
continuous training regarding the My oW GHEBTINZEREZIEREIT S
product type, production processes, EMTEBZ L,
technical advances and changes to
GMP.

1.3. There may be several sites involved in | 1.3. R ZZ T HRDO/NY FOHE, @A
the various stages of manufacture, HEBRUEBORALGEBICEAS L -
importation, testing and storage of a WK DLDEELHD2ENDHYFESD.
batch before it undergoes certification. WSDODEEABEELTVELES EL &
Regardless of how many sites are REGORBHAEEZEETEIA—YVITA4X
involved, the Authorised Person FR—V U . BOoh-EEXERaE Y
performing certification of the finished ATLDTFTTRERBRRTY TETHE
product must ensure that all necessary TLTWLWAEZHRARLT. HAEZNYFN
steps have been completed under GMP MAZOMBIENITHLNBIEC
accepted pharmaceutical quality EDERBHEHICK>TWE I L& RKRI
systems to assure compliance of the LEEFHNIEE S HELL,
batch with GMP, the MA and any other
national requirements where
certification is taking place.

1.4. Each manufacturing site must have at |1.4. E®EFREE. PHELCEL 12D —Y
least one Authorised Person. SAXKEN=Y BN WVWETRIEHE LK

Ly,
1.4.1 Where the site only undertakes partial | 1.4.1 % /8Ny FICE L TEH » 8 1 &% 15

XEZFTASDADERDBEICIX.,
GMPRUZDHENAEEZHT H1F
EZFHEMICERLTLLIEHNEOSEH
CH- T, TORBMNFTRESEXD
EEIATWVWEIELE. TOHRBEOL




with GMP and the terms of the written
agreement detailing the operations
for which the site is responsible. If the
Authorised Person is responsible for
providing confirmation of compliance
for those operations with the relevant
MA, then the Authorised Person
should have access to the necessary
details of the MA.

—VYSAXFENR=Y o DbiEELHE
BLETAEGELSRWL, ThoDEXE
CDOWTHEETSIMAICKE-TLSE
NDHEZIEZRB-ITIETEZEZA—V
SAARKNRN=Y RN ETBIHLIE., &
A —VYSAAENR—YVIE., Hz;EM
ADPRMEDHEMZEAFTESLSZ &,

1.4.2 The Authorised Person who performs

certification of the finished product
batch should assume full
responsibility for all stages of
manufacture of the batch or this
responsibility may be shared with
other Authorised Persons who have
provided confirmation for specified
steps in the manufacture and control
of a batch. These could be other

Authorised Persons who are
operating under the same
manufacturing authorisation holder or
operating under different

manufacturing authorisation holders

142 RREGNYTFTORAEZEZERT 54

—VYSAXRFNR—=Y L, H&NYTF
NDHEDETOERICEZEERZ2FT S
EERBEN, COEEIF. NYFD
HERVEBIZETAHEDRT Y T
COVWTHREZRH#ELEZMOEHRD
FA—YSAARFNR—=—Y o EEHINS
CEEHYED, ThoA—YITA4X
FR—v ok, ALEHEHFTREED
TTHEIT S, XFEL LW EHFTR
FEOTTHRET L. hOBEHDOF —
VSAARNR=—VYrnlEtithy B
%,

1.4.3 Any sharing of responsibilities

amongst Authorised Persons in
relation to compliance of a batch must
be defined in a written agreement.
This document should detail
responsibility for assessment of the
impact any deviation(s) has/have on
compliance of the batch with GMP and
the MA.

143 HH5NNyvFOBAHKICHEST SIER

FEBOA—YVSAXFEN—Y U TH
AT 34 -->TlE. Z0EFEHLEHFIC
DVWTHROEICHMICEDHFTAIX
BHolRW, h&BRIHGNIELZ/NY
FAGMPREUMAIZH-TWLWSE I &
ADANNY FEFBTSEEICOL
T. TOXEIZHEMICTEDSZ &,

1.5 For medicinal products manufactured

outside the jurisdiction of a National
Competent Authority, physical
importation and certification are the
final stages of manufacturing which
precede the transfer to saleable stock
of the batch, depending on national
law.

15 BECELEROEEEENATEEINT:

EERITOVTHE. ELTHASIN,
RESNDIELEHBEORBRERTH
U BZEDE#EICKH LT, HZ@m AN
YFERTAEINDIEE~ABET
CEI->THITIHN B,

1.5.1 The process of certification as

described in Section 1 of this Annex,
applies to all medicinal products
intended to be released within
domestic markets, or for export,
irrespective of the complexity of the
supply chain and the global locations
of manufacturing sites involved.

1561 K7V P AD1THEHARPIZCEREIAT

WARRIEDODTO+ERIZ, YT54Fz
—VDEHSIRUVUEET IHEEEN
HEEHMIZHDZZEITEHDY LB, B
RMmEEFIZC (RIF@MmERIC) HEA
BHELELSETHAEERETICEHA
Ihbd,




1.5.2

In accordance with the principles
described in Section 1.4 of this Annex
and the law in each jurisdiction, the
Authorised Person certifying the
finished medicinal product batch may
take account of the confirmation by,

and share defined responsibilities
with, other Authorised Persons in
relation to any manufacturing or

importation operations taking place at
other sites in the same jurisdiction
and other manufacturing
authorisation holders defined in the
relevant MA.

1.5.2

K7XRY I AD1A4BEICERR S Hh TL
5RARUVBZEOEHERNICE(+5HEE
CH->T. EEROEREZRNY F %
BT B —YSTA4A XK=V UlF.,
ELHEBRNOMDOESR RV EZERIC
BAMAICHESIA TSt &
ARAEFEICEVLTITITHOhATLAIREXR
T@ADEFHICEHALT, A —vV S
ARXRRNR=YVICEEBEREEZEEIC
ANT., FIENDEFZHDOEHRD I —
YSARXRFN=—Y D EHBFLES,

1.5.3

Conditions of storage and transport
for the batch and the sample, if sent
separately, should be taken into
account by the Authorised Person
before certification of a batch.

1.5.3

Ny FEREMNRIZEN SN DG
BIE. A—VYIAXFR=YUENRY
FORAEDATIZ, HFENY FRUKEK
DIEBRUVEROEHREZFRIZAND
&

1.5.4

The Authorised Person certifying the
finished product is responsible for
ensuring that each finished medicinal
product batch has been manufactured
in accordance with GMP and the MA.
The Authorised Person is also
responsible for ensuring that the
finished medicinal product batch has
undergone testing required upon
importation in accordance with
national law.

1.5.4

RRBRERET S2A—YVYST14XF
N=VYriF. BREEZFOENY FNH
GMPRUMAIZH~THEHETATL
PLLEHRTHAEREET H.F 1.
FA—YSAXKER—=—YLIF. EEZD
BREZ Ny FIZODVNT, BCEDE
BIITK-T. MARFICERINASIAER
NIThbhTWB I LRI IERERDL
Hb5.

1.5.5

If sampling of imported product is
necessary, it should be fully
representative of the batch. Samples
may either be taken after arrival in the
jurisdiction of the National Competent
Authority, or be taken at the
manufacturing site located in another
jurisdiction in accordance with
national law and a technically
justified approach which is
documented within the company’s
quality system. Responsibilities in
relation to the sampling should be
defined in a written agreement
between the sites. Any samples taken
outside the National Competent
Authority  jurisdiction should be
shipped under equivalent transport
conditions as the batch that they

1.5.5

MARNSOBRAKERABETHNLIL.
LEBMANYTFERLRICRERT EHL0D
ThHd ¢, TOEOLEEDEEMHEE
RIZCEFL-RBITRAEAZERT 5. X
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., FOEDLBNEEEE N THER
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represent.

1.5.6 Where sampling is performed at a
manufacturing site located in another
jurisdiction, the technical justification
should include a formal Quality Risk
Management process to identify and
manage any risks associated with this
approach. This should be fully
documented and include at least the
following elements:

i, Audit of the manufacturing activity
including any sampling activity in the
other jurisdiction and evaluation of
subsequent transportation steps of
both the batch and samples to ensure
that the samples are representative of
the imported batch.

"""""""" comprehensive scientific study,
including data to support any
conclusions that samples taken in the
other jurisdiction are representative of
the batch after importation. This study
should at least include:

""" e description of the sampling process in

_________ the other jurisdiction; .

description of transported

conditions of the sample and the
imported batch. Any differences
should be justified;
® comparative analysis of samples
taken in the other jurisdiction and
samples taken after importation; and
""" ® consideration of the time interval
between sampling and importation of
the batch and generation of data to

_________ support appropriate defined limits.

iii. Provision for random periodic analysis

of samples taken after importation to
justify ongoing reliance on samples
taken in another jurisdiction.

| iv. A review of any unexpected result or

confirmed out of specification result.

These may have implications for

reliance on sampling performed at a
manufacturing site located in another
jurisdiction and should be notified to
the National Competent Authority for
the site where certification is

performed. Such an occurrence should

1.5.6 thEERNIZCHHFET 2 EEBEFRICH L
THRAERBRAEESINADIESICIE. E
XEREBYRIRRS AV b TO+
REFELT, 5 LEBAFER7 70
—FITHESURIEHEEL. BEL.
TOEMBMERYMERT L, Th
FREICXEILRT D ELELIC. LI
EHLUTODEEZENHDZ &,

i YZMEERNICESTIEEHEE(BRKE
BMOEX#E0) OEETLVICTKRAEAREI
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T TDHEMETo> T, BHRBENYZK
MANYTFERERT SO THDHZ &
THERIT S L,
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EHOHRBA, HEANHNILIE., TOR
LMERT L,
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be regarded as a potential quality
defect and investigated in line with the
guidance in Chapter 8 of the PIC/S
GMP Guide, Part I.

1.5.7 Different imported finished product
batches may originate from the same
bulk product batch. If testing upon
importation is required (see 1.5.4),
the Authorised Person(s) certifying
the different finished product batches
may base their decision on the quality
control testing of the first imported
finished batch provided that a
justification has been documented
based on Quality Risk Management
principles. This should take into
account the provisions of paragraph
1.5.6 in relation to reliance on any
samples taken in another jurisdiction.
Evidence should be available to
ensure that the integrity and identity
of the imported finished product batch
has been established through
documented verification of at least
the following:

| i.relevant requirements for storage of the.

bulk product prior to packaging have
been satisfied;

| ii. the finished product batch has been

stored and transported under the
required conditions;

| iii. the consignment has remained secure

and there is no evidence of tampering
| during storage or transportation;

correct identification of the product
has been established; and

157 MAShEERERKONY FHER
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that the following operational

responsibilities are fulfilled prior to

certification of a batch:

i, Certification is permitted under the
terms of any authorisation by the

________ national competent authority.

i. Any additional duties and requirements
of national law are complied with.

V. the sample(s) tested are v. BRI EBREDLS, BEZEALINYF
representative of all finished product NoELhERREGOENY FEHK
batches derived from the bulk batch. £TH5EtDTHB L,

1.6 The Authorised Person must ensure (1.6 #A—Y S A XN —=Y VX . Ny FDER

HE IS UTOEBLEOEEN LS &h
TWBCEERBLETAER DL,
L ZOEOSRICLIRTOEEDOT T,
RIEMRFEATLR &,
i EBCEOERTEMMEEBRUER
EEABNIE. ThOIERL>TLS S




iii. Certification is recorded in accordance

K72V ARVEIEDERICHK

with this Annex and in accordance to T, BIEMNBHEIALTWSHZ &,
national law.
1.7 In addition, the Authorised Person has 1.7 MZT. #A—Y S A X F/IN—Y UlE.

responsibility for ensuring points 1.7.1 to
1.7.21 are secured. These tasks may be
delegated to appropriately trained
personnel or third parties. It s
recognised that the Authorised Person
will need to rely on the pharmaceutical
quality system and the Authorised
Person should have on-going assurance
that this reliance is well founded.

1.71~1.7.21 OFENEREIAhTWLWSZ
LEHRIDERXRZEIT D TNODET
F.EUICHBINIBINE-BEXIE=ZSE
TRITESEBDI A—YSTAXKENRN=YV Y
FEERAEVATLZEBEEIZHBL
WdneEFEZOMATHBY  A—VYSA XK
N—=YVEZDEEFATRICEILSINT
WA LZHMBmMICRIET A &,

1.7.1  All  activities associated with [1.7.1 YZEELROHUERUVABRICEET
manufacture and testing of the %2 TH. GMPORBAERUVHA
medicinal product have been RS A VvIZH-~TEREIAhTIVNS C
conducted in accordance with the &,
principles and guidelines of GMP.

1.7.2 The entire supply chain of the active | 1.7.2 JE??&OD'U' TSAFI—VRUVEES
substance and medicinal product up RBAESNhIERBEFTTCOEAILIXEIL
to the stage of certification is ‘c" nTWT,. #—=—VYSAXFNR=VY Y
documented and available for the NFAAIEETHD I E, CNITIE, H
Authorised Person. This should EEROHEEEREHEVAEMHEZFD
include the manufacturing sites of the HMEETOELERADYRITERAD L
starting materials and packaging EFIToOTCEELEZAONT-EMHBOR
materials for the medicinal product BEREEZENEENDSI L, TOXEEFE
and any other materials deemed FEHAERKKROBKXICLT, £IIC&HE

critical through a risk assessment of
the manufacturing process. The
document should preferably be in the
format of a comprehensive diagram,
where each party, including
subcontractors of critical steps such
as the sterilisation of components and
equipment for aseptic processing, are
included.

%mE (EFELEBIZAVSERRRUVE
ENDHREZEDEELRRTYTOTHIT
EEEZEL)EZEDDRENEFTLL,

1.7.3 All audits of sites involved in the
manufacture and the testing of the
medicinal products and in the
manufacture of the active substance
have been carried out and that the
audit reports are available to the
Authorised Person performing the
certification.

1.73 2 ZEXRLROAERUVRARLETIZE
NDEREOREICEHELE-REZOEEN
TIThhTHY., RBAEZEET 54
—VYITARXRRKNR=Y N, TOEEH
HEEZMRATRETHDSC L,

1.7.4 All sites of manufacture, analysis and
certification are compliant with the

174 BHE, P RUVBEZTOERET
N, TORBERBSELIS>ET SR

terms of the MA for the intended WTOMADEHIZHE>TWLWE I &,
jurisdiction.
1.7.5 All manufacturing activities and [1.7.56 2 TOREEXHRUVABREBRN. 4




testing activities are consistent with
those described in the MA.

MA®H®D
c &

B EHEEZSITHOATLS

1.7.6 The source and specifications of

starting materials and packaging
materials used in the batch are
compliant with the MA. Supplier

quality management systems are in
place that ensures only materials of

1.76 Ny FICERSIAMEZEEREHRUAE
EMHOEBRTRURELS, BEZMA
- TWWBHI &, HBEEXEFEORET
TOAVERVARTLARESTEY, E
RKEINhI2BEOERMBOANEK I
TWAIELEHRTH L,

required, distributed in accordance
with Good Distribution Practice (GDP)
for Active Substances.

the required quality have been
supplied.

1.7.7 For medicinal products, the active |1.7.7 EERODEEMN. GMPIZHt > T &
substances have been manufactured ShThY., (EREThDHBEE) BRE
in accordance with GMP and, where NDEBRERSE (GDP) [T > TH

EEnf-t0OTHDHZ &,

1.7.8 Active substances wused in the
manufacture of medicinal products for
human use shall only be imported if
the active substances comply with the
following requirements:

i, the active substances have been
manufactured in accordance with
standards of GMP and, where
applicable, distributed in accordance
with Good Distribution Practice
according to national law; and

ii. there is evidence of GMP compliance

1.78 EFRAEEROHRLEZICTERAINSE
REI. UTOERFEZH-IREIS
RUBMASHhD &,

i UZEENAGMPOEEIZHE > THEE
SRTHY., (BEHTHHEE) B LD
ERIZCEYGDPIZH~TEZEINT
WwW3sZé&,

i. BECEDERBICK-T, BFZFREOH

manufactured with an appropriate
good manufacturing practice. Where
applicable, this shall be in
accordance with Pl 045-1: Guidelines
on the formalized risk assessment for
ascertaining the appropriate good
manufacturing practice for excipients
of medicinal products for human use.

of the manufacturer of the active EEXEENGMPEZESFTLTWVWSHIEERD
substance in accordance to national HdZ &,
law.
1.7.9 The excipients used to manufacture a |1.7.9 EE SO EICFERA I =HMHF A,
medicinal product have been BUEGMPTHEEIATWSZ &,

—~

ZudBBA) Pl 045-1: E FAE
EROHRMEICHEILZEGMPEREND
BERXBYRIT7EARAY MIZET S
HAESAVIZHS B DET B,

1.7.10 When relevant, the TSE
(Transmissible Spongiform
Encephalopathy) status of all

materials used in batch manufacture
is compliant with the terms of the MA.

1.710 (& T5456) Ny FHEICHER
SENT-EMBELTOTSE (EEKS
MIKKNAE) RTAE2AMN, BEEMAD
EHIZT-o-TWWEZ L,

1.7.11 All records are complete and
endorsed by appropriate personnel.
All required inprocess controls and

1.711 BEHETITRENLGLS, BYBAR
CEPHERZZTL-LDOTHDZ &,

ERSINDIIEREERVFIVIN




checks have been made.

ETRRINARTWDHZ &,

1.7.12 All manufacturing and testing [1.7.12 2 TOHERUHBRO 70t X A,
processes remain in the validated NYT—FrEhhFE=REIZRERE-ATWS
state. Personnel are trained and ek, NEREYICHEBINHES A, &
qualified as appropriate. BHEFMIhTWWdZ &,

1.7.13 Finished product quality control [1.7.13 ZRE KGO RKEETE (QC) HET

manufacturing or testing has been
evaluated and any additional checks
and tests are complete.

(QC) test data complies with the — AN, BEEMAFRICEREINTLDS
Finished Product Specification REERBEIC (RIFIVTILEA LY
described in the MA, or where )—ZANREBEINTWVWEHEEICIE. &
authorised, the Real Time Release ZVTLEIALY ) —RRABRTOTS
Testing programme. LlZ) BETAH &,

1.7.14 Any regulatory post-marketing [1.7.14 L Z B SO EXFTRRICEET S
commitments relating to manufacture MRECEFHIRFLEDIZI Y FA Y
or testing of the product have been PAXLEINRTWNWE I E, TREHE=
addressed. On-going stability data 2T —45 M5 %ﬁ%w B & £ 4+
continues to support certification. +5Z &,

1.7.15 The impact of any change to product | 1.7.15 @ R OB EXIIHARICEEFEZMZ 5

BoA4 Ny rE2FMLTECELED
. BMMEBEFzy I RURKE*REN
ETLTWBZ &,

(xR UHLEEEROF T v I RURER)

there are any on-going complaints,
investigations or recalls that may
have impact on the batch.

1.7.16 All investigations pertaining to the [ 1.7.16 B L LS5 T 5Ny FICEHET S
batch being certified (including out of FERAE (REAORRAFAERVIER
specification and out of trend NORERAEZEL) NE T, Rit %
investigations) have been completed ERFF BT+ BELRILETETLT
to a sufficient level to support WadZé&,
certification.

1.7.17 A batch should not be certified if |[1.7.17 #EMN L EF. FRFAE X (X EIA

NYFIZAVNRI b EEHTIDREEFAN
bhiE, ZONYyFZERIEILTIELEDS
Uy,

.18 The required technical agreements

are in place.

18 BEREINLIEMBHENEBL-TLD

&

.19 The self-inspection programme

is
active and current.

19 BERBRTIOTSLANHAEL LT

BERIATWDZ &,

safety features have been affixed to
the packaging enabling wholesale
distributors and persons authorised
or entitled to supply medicinal
products to the public to:

. verify the authenticity of the medicinal

product;

iii. verify, via a device, of whether the

outer packaging has been tampered

1.7.20 The appropriate arrangements for |[1.7.20 BE R UV HEEZICDODWVWTHEYLERRD
distribution and shipment are in NEE-oSTWEZ &,
place.

1.7.21 Where required in national law, [1.7.21 EC L DZEBETERINZHEIC

. YZEEICZRL2LOEFERFTEZF
LT, HIZEEXRERVEEREZ —
BMARAMKEILIRTZRZITLXIETE
BEEZAONTE=FENUTZITS52EN
TEB&512F5H &

9*.‘:.‘[30)@%75\3&3&3%(“7&(.\75\5
dMhE (BMHBZRAWT) RIS &




For certain products, special guidance
may apply, such as PIC/S GMP Guide
Annex 2: Manufacture of Biological
active substances and Medicinal
Products for Human Use, and Annex 3:
Manufacture of Radiopharmaceuticals.

BEORIFIZODVWTHILGAAEF VR
(BIZIE.PIC/ SOGMPAHAKS
AVDT7rYIR2: ENREYENE
Eom (FERUVHEHAF) ORE. RUT >
ORI BMEMEEROEE) AEHR
SNhd3ZERHYE

1.9 In the case of parallel importation and
parallel distribution, any repackaging
operation carried out on a batch which
has already been released must be
approved by the competent authority of
the intended market, as applicable

under national law.

1.9 ITHWMARVETREDBEICH VT,
BOAXF(2BICHTABRHE SN
Ny FIZERTBICELTIZ., (BCZE
NDEREDODTTZHI SIEER)TOEHREE
RBIETLKSLTITEEEET HH
BIZEPAERBEZITTVWHRITAIEHS
4 AV

1.9.1 Prior to certification of a repacked
batch the Authorised Person should
confirm compliance with national
requirements for parallel importation
and rules for parallel distribution.

191 BEAEIhE=NyFORIEIZELT
FOA—YVSTAXEN—=Y L, 1T
MAICETIAIECENDERFTERUIL
TRBICEATAHAAICTK->TWLE I &
THERTHI L,

1.9.2 The Authorised Person, who is
responsible for the certification of the
batch in the MA of the repackaged
finished product, certifies that the
repackaging has been performed in
accordance with the relevant
authorisation pertaining to the
repackaged product and GMP.

192 BAXIhLHI3EREZDOMAIZTE L
TLEZBFBAENYFORIEICEEEZEA
THESINTWEA—YSA4XF/IR—
YU, BEEIhILZERICHE
TEHRREARUGMPIZH~THZES
ENEBRSNATWBIEFRILET S,

1.10 Recording of Authorised Person

certification:

110 A— VS A XK=V U NToRiE
(T2 W TOEEFER

1.10.1 The certification of a medicinal
product is recorded by the Authorised
Person in the document provided for
that purpose. The record should show
that each production batch satisfies

__________ the following provisions:
i. Each batch of medicinal products has
been manufactured and checked in
compliance with national law and in
accordance with the requirements of
|_____the marketing authorisation.
the case of medicinal products
coming from another jurisdiction each
production batch has a full qualitative
analysis, a quantitative analysis of at
least all the active substances and all

the other tests or checks necessary to

ensure the quality of medicinal
products in accordance with the
requirements of the marketing

1101 EERICODOVWTORIIEX. FAIENX
EZA—YVYSTARXREN—=YUNEHKT
5, TORKE. FEENYFHALUT
DHREZEBELTWE I EETTC
Eo

. EERODBENYFN B EDEEXE
FLEDEEZEMADERSFHEICHK ST,
HERUFzvIINLTWNSEZ L,

EXRA AtMEOCEEREMILGERTILD
BEIZBEVWTIE,. ®HENYFIEIT, &
ZSMADERBHEIZK-T.ZEE2HEN
P (LECELETOEYRIPDEE
D) TOMEESOREZHERT 1=
OVBERETCOHEBXXIEIF vy HT
PRNTWBEIE BCLDERTEKRS
nN3E&ICIE. MAEBRNTHEZS LA
BAERINDI L,




authorisation. Such testing
performed in the importing country
|_...._Where required in national law.

In the case of medicinal products
imported from another jurisdiction,
where appropriate arrangements have
been made with the exporting
jurisdiction to ensure that the
manufacturer of the medicinal product
applies standards of good
manufacturing practice at least
equivalent to those laid down by the
national competent authority, and to
ensure that the controls referred to
under point (ii) have been carried out in
the exporting country, the authorised

person may be relieved of
responsibility for carrying out those
controls.

iv. The record must be kept up to date as
operations are carried out and must
remain at the disposal of the agents of
the National Competent Authority the
longer of one year after expiry of the
batch or five years unless otherwise
specified in national law.

EXESMNMMMEOEEBEEHEMICEMAIH
53BEETH-TC.BULBHENBEE L
MESINATBEBY. TOEEROEEESE
ICLHCELERERENAEDD DL
BEODGMPEENAFTHIND I EN
BREINAL, B2 (i) THRRE-EELNH
HETEBRINTWEIENERS L
5EFICE.A—YVYSAX K IRN=Y Y
. (i) THEREEBFITO EXTZR
BENDENDHYB B,

ENEBEBINLE-BHDOSBICHEEZE
D2HRBITRERELSRHRL, FL.BEI LD
FZETHERBRAESIATOLAHRWVRERY ., H%
NYFOERABPREZE1EM. XIIZDOR
MESEHMOVTIAMR VM RE £
NDEODLEOBEMN D THREE A A
BIREIZEEAGZITAIEHE S L,

(*RE - NA—FIE4B411BEES8R)

1.10.2 The control report referred to in
1.10.1 or another proof for release for
sale, supply, or export, based on an
equivalent system, should be made
available for the batch in order to be
exempted from further controls when
entering another National Competent

Authority jurisdiction.

1.10.2 WELROEEBHICASIKRIZE R
L2EENRBINDILSICTENYF
T2V TIE, 1101 IEETRARE-FER

E£E, XERAFEFDVRATLIZEDCHR

. ERBARE@MEOLODOE ST

EZMITS5MOXELXHAHATGERE T S

&

2. RELYING ON GMP ASSESSMENTS BY
THIRD PARTIES, E.G. AUDITS

2. E=ZEICKBHGMPHFME (Fl: B5E) %
FIRTSB8

In some cases the Authorised Person will
rely on the correct functioning of the
pharmaceutical quality system of sites
involved in the manufacture of the product
and this may be derived from audits
conducted by third parties.

BARIZCEYF—YSAXER=YLIF.FD
NEOESEICTEHELEEBEEZOEERGE
VATLMNELSKHEELTWSZ LEERE
TEHEEICHZDA,. ZFOEIF.E=ZENTT
SEENALEBEEHINE S,

2.1 Relying on assessment by third parties,
e.g. audits should be in accordance
with Chapter 7 of the PIC/S GMP Guide
in order to appropriately define, agree
and control any outsourced activity.

21 E=FIC K S5 (Fl: BE&) ZRAT
5BIZCEF.PIC/ SOGMPAHA K>

AVDETEICR>T . NBEREEXZE

BEICEZHEL. (BFEENS) 8L, B
By dI &,

2.2 Special focus should be given to the

22 BICERZETHADR. TNEERES




________ approval of audit reports:
i. The audit report should address general
GMP requirements, as for example the
quality management system, all
relevant production and quality control
procedures related to the supplied
product, e.g. active substance
manufacturing, quality control testing,
primary packaging, etc. All audited
areas should be accurately described
resulting in a detailed report of the
| ii. It should be determined whether the
manufacture and quality control of the
active substance and medicinal product
complies with GMP or in case of
manufacture in another jurisdiction,
GMP at least equivalent to that of each
National Competent Authority.

iii In case of outsourced activities
compliance with the MA should be
verified.

iv. The Authorised Person should ensure
that a written final assessment and

approval of third party audit reports
have been made. The Authorised
Person should have access to all

documentation which facilitates review

of the audit outcome and continued
________ reliance on the outsourced activity.
v. Outsourced activities with critical
impact on product quality should be
defined in accordance with the
principles of Quality Risk Management

as described in Annex 20 of the PIC/S
GMP Guide. According to this, the
Authorised Person should be aware of

the outcome of an audit with critical
impact on the product quality before
|______certifying the relevant batches.
i. Repeated audits should be performed
in accordance with the principles of

Quality Risk Management.

L PERBENLTTHS L.,
i TOEEREEN. —BMLEGMP ER
BE (FzIE. REVASAYFYRT
L, 4BHRRSCHETIREEER
UREEE (fl: REONE. REEE
HEBR., —RAQELE) OFIELT) £
MLt DTHIC L. BESNT-HEE
STHERCREESATLT, ZOESR
DRBHEBEBICHE>TLB &,

i. BEZREER (RERUHA) OREE
BERUOUGREEENGMPIZEALTL
ENESHEITET S L. XIEFMEER
CHTHHENOHRIZEVNTIEH. EFNFE
NEZCLEDEBROEHDEDEDLEL
CLRAEDGMPIZEALTWLWSEME

_______ SHMHETSCE,
NAMEREZFDOHEICENTIH. B
MAIZHEDTWAZ EERIET AL,
EZEDEEREZEICODVTHOEGRIC
FEABRRIFMRERUVEBALGZIATLSD
CEE FA—YVISTAXKRNR=Y UODNER
T52¢, A—VYSTAXEFIRN=Y VI,
TOEEHRREOBERUVLSZNTEEZE
xS EHREFNATHELICET D
XELTHZAFTESZ &,

V. PIC/SOGMPHA KSTADT
FryHR20FICEBEINATVWSIHREY
AIIFXTDAVEMORBICH-T., &G
RMBICEXBAUNRNY PR HDEZNEBE
TEEEEETAE.FS5TBHLIC
E2T . A—=—VYSA4AXELENR=Yyh, B
BT ANV TFERIAETHHEIICFOH. TD
BARREBEICERBAONRNI P HDE
EORHKRZI/IELTWLEZ L,

MBVRIIRXDAEDORBIZH-

T. BYRLEELNEEINZ L,

3. HANDLING OF UNEXPECTED | 3. FHt®Hhi&K O MK

DEVIATIONS
Provided registered specifications for |#E 7O LA RV /" XE T EEBEHEICH
active substances, excipients, packaging | LT. HZMAGFTOEMABZRY  XIEGM

materials and medicinal products are met,
an Authorised Person may consider

PALDRBENFHETELLBARICK.E
R.FmAl. aEMBERUVEAOBRRRKIC
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confirming compliance or certifying a batch
where an unexpected deviation concerning
the manufacturing process and/or the
analytical control methods from details
contained within the MA and/or GMP has

BEHRLTLWARYIZEVWT. A—YFA4XF
N—Y VR BEEMHZER TSI ERENY
FERIATAIELEERFALES L ERZ
MENICERERAELT. ZTORELRRAZRE
TEHRCLETDERZESEHEHET SO

occurred. The deviation should be |ICIX. BEZMAICEEOHEIALELIND
thoroughly investigated and the root cause | 2 &AW H Y HF S,

corrected. This may require the submission

of a variation to the MA for the continued

manufacture of the product.

3.1 The impact of the deviation should be (3.1 PI1 C/ SODGMPHALA KA 2D7

assessed in accordance with a quality
risk management process using an
appropriate approach such as
described in Annex 20 of the PIC/S
GMP Guide. The quality risk
management process should include

the following;
| i. Evaluation of the potential impact of the
deviation on quality, safety or efficacy
of the batch(es) concerned and
|______conclusion that the impact is negligible.
ii. Consideration of the need to include
the affected batch(es) in the ongoing
|____stability programme.
In the case of biological medicinal
products, consideration that any
deviations from the approved process
can have an unexpected impact on
. safety and efficacy.
Taking account that responsibilities may be
shared between more than one Authorised
Person involved in the manufacture and
control of a batch, the Authorised Person
performing certification of a batch of
medicinal product should be aware of and
take into consideration any deviations
which have the potential to impact
compliance with GMP and/or compliance

with the MA.

Ty R20FICEBEINATINS & SIS
BYG 77 0—FE*#RAWVLIREURY
IXTHAU PO TORRICHEL T, Y
BEDA NI FEFM@HTEHIIELE.ETD
MBYVRIRRAS A D TOERIE,
UFTZEEBTL I &,

i TORBALZEENYVFORE. T2
MRXIEENEICEZDZBEMGE A 2N
JLrOFM@.RVZEDA 2T FHEWM
’Cﬁ;étd)ﬁ.‘;ﬁo

ii. REEEZZ TNy FERERES
’5‘ 'J VIICEDLIBEDRE.

EMENEEROEAICEVTIE., X
BEht=-7o0xXro0&EREN. R
RUEBDHICFHESHRSI NI bEH
LBAZ ED®RET,

Ny FOEERUVEBICHASELE-EHO A
—JYSARARRN=—Y VOB TEENAFE
N2 ERHYBDBEEZEEEIZANT.G
MPZ#ESFLTWAZIERVT/ XIFTHEM
AlZHE->TWBZ EITA VR V25 % 5
BEThOHLIEBLPIENE . EERDNY F
DRHAEERET DA —YVITAXFNRN—=Y Y
NEEL., BEFTBH I &,

4. THE RELEASE OF A BATCH 4. RYFORBGASEHE
4.1 Batches of medicinal products should (4.1 #—Y S A4 X KN —=Y U2k B LD

only be released for sale or supply to
the market after certification by an
Authorised Person as described above.
Until a batch is certified, it should
remain at the site of manufacture or be
shipped under quarantine to another
site which has been approved for that

KOLRBIAEDODERICBY EEHDODNYF
ARFEXEHIGHREDO-DICHAAR
HEEINDEIERIEESNEIETOMED
Ny FlIE, BZREERZICEED., XIE
TOEOHBRERBIZCE D TREARED
FA&EICEKBINTULD B OHEHR~FHE
LTRESRET S &,
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purpose by the relevant National

Competent Authority.

4.2 Safeguards to ensure that uncertified
batches are not transferred to saleable
stock should be in place and may be
physical in nature, e.g. the use of
segregation and labelling or electronic
in nature, e.g. the use of validated
computerised systems. When
uncertified batches are moved from

4.2 RBIEADODNY FHABRFTAEINDIAERE
CBEISALBTVWELESICTIREEBEN
BoTWEI L, ZOREHEICIE. ¥
BEHLBE (B RBERERVOCXRTHOFER)
RIFEFHLEE (fl: XU T—F+Eh
FFaAavEaLA— 431t RARTFLOER)NS
UBEZ RBIEDONN Yy FEREABHRMD
AMORBABBE~ABBTLIRICE.BEHA

one authorized site to another, the HEASHEZHLET ILEREELN KR
safeguards to prevent premature -hdZ &,
release should remain.

4.3 The steps necessary to notify (4.3 BRFEAEINDIEE~ADBEZENITHLI
Authorised Person certification to the 5l EERBPBBEHBIIHLTA—Y I A
site where the transfer to saleable ARNR=—YVORAEZTBEHNTDI-HD
stock is to take place should be MWERATYy TZ2 BMZHEOHITH
defined within a technical agreement. T DL ZEHILIEEA—YITAXEN
Such notification by an Authorised —VYUICkDPBEBHMEI.EXMDEEKR SN
Person to the site should be formal and TWHEDODTHAHAZE.FI-.PIC/S
unambiguous and should be subject to DGMPHARKZTA4A2DIN—FIE4
the requirements of Chapter 4 of the E*RIQERFEICHK-TWVWDE I &,
PIC/S GMP Guide, Part I. (*8R:E . X&)

4.4 National law may require a specific |4.4 ECEDZERFIZELY BEEENTo -

release for the local market (market
release) by the MAH which takes into
consideration the certification of the

BRRAGOPEEZEEIZCANT . MAH
AEBEMOmBIZODOWTHEEOHEFTAS
HE (FME~AOHEBMASHE) 2175 Z

finished product by the manufacturer. ERBREINDZZENDYRFD,
GLOSSARY TO ANNEX 16 FErYHORX160OHAEMM
Certain words and phrases in this annex | K72y V9 XAFD—FDOHEBERUVEAIT. L

are used with the particular meanings
defined below. Reference should also be
made to the Glossary in the main part of the
PIC/S GMP Guide.

FTICHRLEEBEEOEKRTAHWLLOATILS,
PIC/SOGMPHA KSA4UEKREDA
EMRLSEBI DL L,

Certification of the finished product
The certification in a document by an
Authorised Person, as defined in this
annex, and represents the quality release
of the batch before the batch is released for
sale or distribution.

mRH RNy FORIE
K72V IRICEDDEZAHAIZKY A=V
SARXKENR—YUHAEBTRIET S LT
HY BENYVTFHIREXEIEEDOHEF
ABHEINDIADEZNYFIZTONTD
REARHEERDLI .

Confirmation (Confirm and confirmed
have equivalent meanings)

A signed statement by an Authorised
Person that a process or test has been
conducted in accordance with GMP and the
relevant marketing authorisation or clinical
trial authorisation, product specification file

and/or technical agreement, as applicable,

KRB (RE0ERZFTH.EEBETHRU
RN
—VYSAXRNR=YVIZEBDELZLAYD
FEHRETHY HEAMSHEMICEEASZN
VFERATAEREZEHEIAA—VF4X
FNN—=—YVEERmTEELEEBYIZ.GM
PRUBETIRGTRBITAEBREKID .M
BEI7AILRUO /" XRF (ZEIT SHHE) &
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as agreed in writing with the Authorised
Person responsible for certifying the
finished product batch before release. The
Authorised Person providing a confirmation
takes responsibility for those activities
being confirmed.

MBHEICKS-T. 7O EARXEHBRNERE
ShTWEZEERTILD EREZRHY
2A—YVYZTARXRRN—VYVIE HEREIndDY
ZTOEAXEHRBROEEICIODLVLTOERE

85,

Finished product batch

| With reference to the control or test of the
finished product, a finished medicinal
product batch is an entity which comprises
all the units of a pharmaceutical form which
are made from the same initial quantity of
material and have undergone the same
series of manufacturing and/or sterilisation
operations or, in the case of a continuous
production process, all the units
manufactured in a given period of time. In
the context of this annex the term in
particular denotes the batch of product in
its final pack for release to the market.

KRBV T

ERHEGOEEBEXEIRABCELT.S
ETHREMEMIMNLCGEYVROON . A—DO—&F
NDHBEHEERV / XEIBRELEBEZR-(EHK
EETOERADBAIZEWTIE.FTE D RS
RNIZEEShE)HHFEOEZTI=Y LD
EWMIAOHSI—HBA . XEERB1INNYFTH
B KTy ABPIZEWVWTIE, HICTKBE
. HTBICERNTS2E-O0REKBEIZTA-T:
BRONYFEELRYT 5,

Importer

Any holder of the authorisation to import as
required by national law.

BECEDERIZEID>TERENDEIAHIC
FYVBATSIHTERETSE.

 Jurisdiction
A jurisdiction is a territory within which a
court or government agency is exercising
its power. A jurisdiction can be e.g. a State

(whether internationally recognised or not)

EERBEFT HHAXEBFEENE DE
RETELTILAIBEEBZHET . HIZE (BEREH
CEBOLNZITDTHLSEGME5 &)1
EBRXIF 1A, 1 EEEHELY TS,

manufacturing of a medicinal product

or a region.

APPENDIX | AMEHI

Recommended content of the EEXERO—BEAHEICODOVWVTOEREIC
confirmation of the partial | B X h 3BRHERE

[LETTER HEAD OF MANUFACTURER WHO
CARRIED OUT THE MANUFACTURING
ACTIVITY]

(LB —SBETHNEOEEZE
EEEODLA—AY K]

WA

1. Name of the product and description of
the manufacturing stage (e.g.
paracetamol 500 mg tablets, primary
packaging into blister packs).

1. HROEMRUEBZ—HFITIEIZION
THiEd (Fl: /8542 F— )L 500mg & :
TJYREA—BE~D1REE)

2. Batch number.

2. Ny FES

3. Name and address of the site carrying
out the partial manufacturing.

3. L4FZ—MERAREE
B U P A

HTR-LBROA

4. Reference to the Technical Quality
Agreement (in accordance with Chapter 7
of the PIC/S GMP Guide).

4. BB EZNEDODSEB (PIC/ SOG
MPHA RS A VETEIZEN)

5. Confirmation statement.

| hereby confirm that the manufacturing
stages referred to in the Technical

5. ®mBoRs

BB ERZNEBEICITRIN-HEREL.
[(EEEBE]IDOGMPEREFERUTAZH

16




Quality Agreement have been carried out
in full compliance with the GMP
requirements of the [insert jurisdiction]
and the terms described in the Agreement
for ensuring compliance with the
requirements of the Marketing
Authorisation(s) as provided by [Contract

EICEBR I EFHERELICESTLTE
BMENTWBIEEZZICHEREL. [AN
J?wmﬁ&UmrTTﬂmiﬁ5§%
EZE/AEEE]IHLPREBLE-RERBOER
BEHEICTH-DTWE I EFERIET 5,

| hereby certify that all the manufacturing
stages of this batch of finished product
have been carried out in full compliance
with the GMP requirements of the [insert
jurisdiction] and [as applicable] with the
requirements of the Marketing
Authorisation(s) of the destination
country/countries.

Giver/manufacturer certifying and
releasing the batch].
6. Name of the Authorised Person | 6. 4% —HBERXEELZHERIT 24—V 4
confirming the partial manufacturing. R I~“/\°— ‘/ PhHOK4A
7. Signature of Authorised Person| 7 4% —HMERAXWNEEZHERIT I —YV A
confirming the partial manufacturing. x P/\°— ‘/ DHOES
8. Date of signature. 8. EAMA
APPENDIX Il AMEI
Recommended content of the Batch EX R *F*O Ny FHHAEBICHBEIILDF
Certificate for Medicinal Products BARE
(*RE RREFEFLIEXEHZHDES)
[LETTER HEAD OF THE BATCH [Ny TFORIERUVEBTAFTHE %17
CERTIFYING AND RELEASING | S EEXEZEDL A —A~ v K]
MANUFACTURER]
1. Name, strength/potency, dosage form | 1. &£#. K. FEERUVEEH A X
and package size (BEZERREGNANYTFT—SEDODTHFX
(identical to the text on the finished I-HTEHLO)
product package).
2. Batch number of the finished product. 2. HFERESONYTFES
3. Name of the destination | 3. TNV FOHRMEERE (<) DL
country/countries of the batch.
4. Certification statement. 4 . FREE O MR

ARREGNYVTFOEREERBETHA [EE
HE] OGMPERFBIERUY [ZLT S5
ElHEHEEORTARENDEREFEZT S
ICEFLTERESIATWSE I EEZZCIC
FEBAT B,

5. Name of the Authorised Person certifying | 5. ¥ & NNy FZRBAET 54—V T4 X KN
the batch. —VJVUDK4A

6. Signature of the Authorised Person |6 . HENY FERIAET 2L —V IS4 XN
certifying the batch. —VYUDES

7. Date of signature. 7. EAOABAM
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FiEL LT, AAETOMEMRIROE HEESE L L, EBIERTHZ LN
BHEERD, EHIZ, GMPHREICEW TS EERR 2 0 @A #a o 5
HERFESTWHRETHY, ZOEFOEMMKRZ —@RIETHZ L0RD
5N TW5D,
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5 B1TEREITHRKROE 2 650 30REICHES NEREDREZEE,
HEMHEICET EME RBRIEGMP) 1225\ T ) (CEk2 047 H 9 BT
FEEFEE 0709002 S REATHEE ER LM mE@E, LU HaBHEGM P i@a
EV9,) M S RERTICH L, EEREESEOBLANG, EIELELE
ERNERGERGRAF—2H (UF TPIC/S] \vW9H,) DGMPHA
RoA4 v a5BL L THEHTOBEOBX FE2HBHEKEE L TEDELDTEDT,
TRFHIZHEED 5 2, JEFRUE 5B ERE M 20,

kB, KFEBEZEOF LICOWTIE, MFEOBERHEEL TlcEfdT 52 &
DR LIRZ D,



AL

PIC/SOGMPHA RT7A4 L DIEMITHELBHFNZONTIE, IFDE

BOETHI L,

(1) GMPERIZ. EXEML, ERESREOME., ALK NL RO MRS
BT S EAEIT Y (M3 6FEBTHE 1 15) H205H1EHAUE
Edh, EEEIREOME, AR O EMEO MRS T BT
Bl (M3 6FEREAETHE1LS) FI6ROBEIIRT LB, AR

EMARICL, X3t TRO R %217 5 #OEpre, BRI 2 0 2

D) BLEABBRENEET 5602 /ET 2 /EFICITEH L 2RVnE
D, B DOREFICH LT, PIC/ SOGMPHA KT 4 %iEH
THLGTH-oTH, GMPASTZEMA LR WHEHICERFIZIZRZWE DT
bHH L&,

(2) 1BBRIEDMEMERIZOW T, ERTOE Y IBHRIECM P A 2 B E % .
PIC/SOGMPHA RIA L EZIEHTHLOTHDLZ &,

(3) BIMRICHBIT AP IC,/ SOGMP HA FTA L IFSENCEIT 5 LB
ROIZD D2 I BRI FIEN RSN TNWLEZATHY, GMP % if
AT 2 ETo2EBELLRWEBRKROFELZRILELDOTHD Z L, FEE
DIEAICEWTIL, BEXFFEOHLOFIEIZBWTHLPIC,/ SOG
MPHA RTALOFELERED EOMERHEINDISGEAE, PIC /S
SOGMPHA RTA L DOFEXZEMNT LI EORZIFITONTIE, iE
EFEZBOTERIZHE L CHISTRELDOTH D Z L,

(4) MMSZATBUE N E IS R AR S X OB ER RO GM P &IZR S
EHEICHTZ>TiE. PIC/SOGMPHA RT A v & NWEMHAEDT
ODOBELRLFEE L, WEEEEOR L OREFHLOMEEHRD
TFHEIZES>THLPIC,/ SOGMPHA K74V EDFELFE%EL ED
MENHERINTWD 0, BENRMAICESERFTRZLOTHD
Tk, TORER, MEEXFZOHELOTIEIBNT, fFRTERWVWLE
M OBREEEICHT DV AR D5 LB SN 5EEICH->TIE, GM
PESZBEZZETHEIZISLPIC,/ SOGMPHA RIA4 1T Hh
LFREEERTHLOBELTHELIR RN &,

(56) PIC/SOGMPHA RIFIALDHH, BIFKICEHED 72\ /— H I,
TR T AL, TRy A5, TRy A1 8K T Xy 7 A20IT2
WTIE, B MAERGLZGSRE LTW2RWE O ITEN THI®REE S,



ZORPRED LN TWNDELEDOTHDZ L, £, RERICREEHO 2N
PIC/ SOGMPHAKRIAVITHBELTHITINL TS
[Recommendations| (225K XLEICEH L T, KOS TA RT 4
EIDICEEMICEEE Lo THEL LD, STARTA L E2HND
GEIZIIEFOZEB L LIEHTORRERD2DTHLZ L,

pIRk (1) PIC/S GMP#HA RFIFA N—FHI

Bk (2) PIC/S GMPHARKIZIAY THRyI A1
IRk (3) PIC/S GMPHAKIAY THYI7A2AKD2B
Bk (4) PIC/S GMPHARKIFIAY Txrv I A3
Ak (5) PIC/S GMPHAKRIAY THRYIT A6
ARk (6) PIC/S GMPHAKNKIAY TRy ITRAT
Ak (7) PIC/S GMPHAKRKIFIAY TRy A8
Ak (8) PIC/S GMPHAKRIZIAY TR TA9
Ak (9) PIC/S GMPHUAKRKIZAY TRy Z7A10
AHE (10) PIC/S GMPHARIA THXvI7A11
AIHE (1 1) PIC/S GMPHARIFIA Y TRYITA12
AL (1 2) PIC/S GMPHARIFIA TRy A13
A (1 3) PIC/S GMPHARIFIA TRy A14
BIRE (14) PIC/S GMPUAKRKIZIAY TRy Z7A15
Bk (14m2) PIC/S GMPHARIAY THYTZA16
BIHE (15) PIC/S GMPUAKRKIAY TRy ITA1T
BIFE (16) PIC/S GMPHUA KAy TRy ZA19

Rt (i)



