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MANUFACTURE OF INVESTIGATIONAL
MEDICINAL PRODUCTS
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INTRODUCTION

B

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

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

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

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

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

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

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

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

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

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

accordance with applicable national laws/
requirements.) Equally, it is intended to
ensure that there is consistency between
batches of the same investigational
medicinal product used in the same or
different clinical trials and that changes
during the development of an
investigational medicinal product are
adequately documented and justified.

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

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

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

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

1. BERA&EH

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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out 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 wused
exclusively in hospitals, health centres
or clinics taking part in the same

clinical trial in the same country;

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

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

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

2. EEGABEVAT A

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. B RRKE

1.The product specification file brings | 1. ERZHBREEICE. ARAEEROGM

PRUBRBREAZBICHK~-THBRAEESD
BEINTWVWEIEZRATI-HODBE
BREESRBXENETEFLEOLONTEF
hd, EaBBERX. EEMMEYART
LODEERBERND—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. ARICELWTHERAICHIIABRAER
MOEADNY FOREFMBEFIZ, HE
REREOBRAELI D a v FATETH
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.

3. HWEBEKBEE. fiIN—2a3avADEY
BhcL—HEUToZHEHRLDD., &
DEENELDITHE > THEHNICEHRT
5L, PBELCLELUTOXEZED.
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i HERM., aZ#MH. PRAEGA.

JEGRURBRESOBRER U HTE

N HmEAE
il TERNSEREROGE
v, RBEAfREOEL
v. BETHARREABRUVZTOHET. B8R
EHRFTEELHSICEEAELELI—F (&
=)
vi. EREBLZRAEBLOBEERMRZHNE
(EE)
Vi REMEBBROGEERVUREE
viii. SERRUREFEY T LIZDONTO
_______ AERURROOHME
ix. WBRUEHKOENE
X. Y ABRAEEROY TS A F—

DFM (HE, 8%, RTRVEARORE
RxzEzEC) (BEMEHROBAIZT S
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.This list of documents is neither
exhaustive nor exclusive.

4. CONVRAI+OXERFHEENGZIOTH
o F. RLTVWRULXEZRMNT S

LDOTHHEL,

. The contents of the product specification

file will vary depending on the product

5. HGBBEORNRE. TOHARUVH
EOBRBICE-2TEL 2T %,




and the stage of development.

.Where different manufacturing steps are
carried out at different locations under
the responsibility of different Authorised
Persons, it is acceptable to maintain
separate files limited to information of
relevance to the activities at the
respective locations. The manufacturing
site should have access to the necessary
documentation of the product
specification file, including changes, to
enable the relevant activities to be
performed.

6 .
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. PERSONNEL

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
products.

ARAEEMOHESBEICEHALT. EE.
PIC/SOGMPHA KT AL 2DI/IN—
FP1OE2EFOHA AR EEEICA
hadZé&,

All  personnel involved with the
manufacture, import, storage or handling
of investigational medicinal products
should be appropriately trained in the
requirements specific to these types of
product.

PRAEERORE. WA, FEXIE
BRFEWVWIZTRHETEIETOAER., Ch b
DREEFOHBICKHKAEOEREFHRIZOW
T, BYICHBIREZTTLVDZ &,

. Even where the number of staff involved

in the manufacturing or import of
investigational medicinal products is
small, there should be, for each batch,
separate people responsible for
production and quality control.

BRAEEROEEXITWAICKET
BRAATDODELPLBEVEETH > T
L, ENYFIZOVT, WERVGREE
BIZATOEEENAWNSZ &,

. 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.

BRIZBFVWVTHERICEIIEBRAEE
BMOTERLENYFERIETEI2A—YV S
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. PREMISES AND EQUIPMENT

ENMERURE

The toxicity, potency or sensitising
potential may not be fully understood for
investigational medicinal products and
this reinforces the need to minimise all
risks of cross-contamination. The design
of equipment and premises,
inspection/test methods and acceptance
limits to be used after cleaning should
reflect the nature of these risks and take
account of the quality risk management

—

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

NDTHH I &,

Consideration should be given to
campaign manufacturing, where
appropriate. Account should be taken of
the solubility of the product in decisions
about the choice of cleaning solvent.

2. BEH. v oR—VHEERBEET B
L, BRLEBRHOEEIZSEVNTIE., &5

HaDERHEEERICAND Z &,

A quality risk management process,
which includes a potency and
toxicological evaluation, should be used
to assess and control the
crosscontamination risks presented by
the investigational medicinal products
manufactured. Factors that should be
taken into account include:

3. RBIVRIVIRXDAV DT OER (&
HRUSHEOFHEZEL) zRAVT. &
ETLAEABRAEERORRFEYRY
ML, EEBIHLE, BEEICAND
REFERICEH. UTHEEFN S,

i.
___li.personnel and material flow; | i -__AE_&_Q_J%_T?_HQ??J_%? ________________________
|__iii. microbiological controls; | . wEMEE
iv. physio-chemical characteristics of the iv. REOYELELZMNEMN
|_____.active substance;
___Vv.process characteristics; | v TEWM
_________ cleaning processes; | Vi A#fkITOELR
vii. analytical capabilities relative to the vii. BEZARBAEXEROFEMNALOTE D -
relevant limits established from the BMEMEOREMEICHE L-2MEEN,
evaluation of the investigational
medicinal products.
4.Premises and equipment are expectedto | 4. EMEUH%KIE. PIC/ SHODGMP
be qualified in accordance with Annex 15 HARSA2DT7F VIR A5 [T - T
to the PIC/S GMP Guide. BEMFMETSO>ELELAKROLND,
5. DOCUMENTATION 5. X&E1E
1.Documentation should be generated and | 1. XZ£([X, PIC/ SOGMPHA K
controlled in line with the principles A, N—rFIDE4A4EICHEBRIALTL
detailed in the PIC/S GMP Guide, Part I, SPRAIICHKE-T., L. EETHI &L,
Chapter 4. The retention period for GMPADEEMZERNET HAE-HERS
instructions and records required to NHGEHERVEREOREFEHMEE. B
demonstrate compliance with good LD EEEESTFLIZLET. XEDTE

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

FICIELTEDDSIE, XEK., AR
BELEALELOTHSCE, HER
BED-—MTHIXER. B LEDHEE
EICHEBEDOEOABLRY ., 2 ED
SEMREFETLILDET B,

the clinical trial master file according to
relevant national laws but unless
otherwise specified in national laws,

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. BABRKEZFX. B LOBEEXICH -
responsibilities for document retention of T. BBRYTRAREA—T74ILOXERFIC

BREDERZHEIT A ENDHY T DA,
IE“&@Jﬁ@(:i’:‘ﬂﬁﬁd)i&‘)ﬁ\féb\ﬂﬂU\
LEZEROBRTRLLGCED 255/, &

should retain such documentation for at

FXEERFEIT S L., ABEKREEFLE




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.

EEENRA—FHRTHITAIE., ABRKE
FiFX., S EXELBULMROEZMEB L
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5.1 Specification and instructions

51 BBRERUVERE

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. HERS., EEO0SZEMHE., DHEG.
NLIVEBREUEREGOBRKEE. HE
LA, MIERVEEOREREICEK. TEZ
PdRYBEMIC. BROMBZREY AT
CE.ENLOXER., AEHERZEL
THAML., 2EICHLCLTEHRIT L &,
wHLWN—YavEEhETh, RFOT
— 2 ALOohH2BTEM. RERUE
BAFODERZEEBICAND I L. £,
BXEICHEEZENTED LS 5HC
Eo WHGBZEELFIREZITHK > TITS
cEEL. TDFIREFXZXTERERUVEY
FHREFLEF. EaRE~OZECAL
TH5LDTHD L. BRERUVEZEDE
FOARBIOELRICE., SZREEFZOD
ERENIMEAST S L,

2. Rationales for changes should be
recorded and the consequences of a
change on product quality and on any

2. EEOSEMIBNEZRHEIT SHI_L. F
. BRREBEICHITSIERERVETHOD
BRICEITDAZLEFIZODNTIE. FORKE

on-going clinical trials should be FHRERIEL. TEICXELLTSH L,
investigated and fully documented.

5.2 Order 5.2 ¥ E

The manufacturer should retain the order |2 EXEH(X. ARAEEROEIEE NNy

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—MELTREIT DL, BETE
F. " EEHOHFZI=y MITDO2LVTOM
IRV /"BLLEFBEAXRVIZ/ XET TN B
NDEEZEFITLHI LOTHY . AREESE
XRIEFZDEBRTELPHEEEXEEZFIIXRMTT S
e BIER. EEICKD (BB, BF
MFETEELTHEL) ZEEL. UM
HABBKRILBITAILODERZH I Z &,
HIEGF. AREKEEXIZTOEBRT
NERICERET S L, -, ERBEKE
RUBEET LI ARERTEELZETESRT




representative and

refer to the product

specification file and the relevant clinical
trial protocol as appropriate.

%

&,

5.3

Manufacturing formulae and

processing instructions

53 HELFERVIEBHERE

1.

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

1.

HWEFEETEXRFIHHBE LI, EER
BREICHARSIATLWS2EARAMGERRKRAR
FHRERAWT., BEIMODBULERER
VEHFENMNERIAhTWEZE, BHE
F. RERBINAF-RZOERBEIZTE VT
ALwohd Il EEhdmBEN—23 DD
XEDHERIZHICEETH 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.

HOaFEKREPOEEFRZA VLT, N
I. 8% SREEEABR. P8 (REZE
BZEEL) CEHT I IHMLEREZREE
T5I L,

5.4 Packaging instructions

54 3 ¥EEHE

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.

ARRAEERTIEE. BRICISMT S
BBRECELICEANZIEBESILS, L
£FH2¢ETHEZA—VLOHE. TOA
BEEXEOHBICAILI>DTEDHS & (@&
BEEBZTS5H-HORELRERI=-_vY IR
VURBEY VD ITLERETDL-ODBELER
BMAZY FEED) . HEOBREZ+H
ToT. MEORERICOVWTERELH
ENQERLBOEEREBE THHEIATLS
EEHRTDHL,

of each product required has been

accounted for at each stage of

processing.

2. Procedures should describe the | 2. ABEAEERZAETIIEICALLGA
specification, generation, testing, 5\E\MEALLO—FOEHK., 5. HER.
security, distribution, handling and RE. Bf. RIFEVLWRUTKRE., HYICO

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

— FBBEOHLEHEAIZDODVT., FIEZIZEE
BwIFB L, BULTEREZERET S
&O

5.5 Batch records

55 Ny FiHRE

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
EInhfzCcEt+nEMICEET S
., ThonRHFEF. AWohi=-FIE
EUfThbhi-ZE0REMHERL. &
HRICIODOVWTOMBZRED., HEFEZE
XESE. POEODOLNEERBTEMND
DHEBREXELTIBAEDOMEZESL C




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 FHEOREKREF. TONYFH
RBICEASAEEABORETXRIFIERXL
hilEDE. PECELEER. XIEFEZ
EDEBEDODEHRICH-T., HEEEHLNR
B9 bH5I L&,

6. PRODUCTION

6. RE

6.1 Packaging materials

6.1 AMH

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

RRERVGREEEF I v I, 8E#H
DEBLIZNYTFHRONBLEOELRIZLEYE
MEeETFFEERENELLBVESICTTIHE

appearance between different batches of | Z& L 2 &
packaging materials.
6.2 Manufacturing operations 6.2 BEMEE

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. AEYPYBZEELTEENNS A -2 %4
EL. IRENEEZIICAVWTIREZE
Bd b5l s, BEEMBEENRNTIA—EFR
VUIBRNEREE. ThFEFTORER (UH
NDHEEREMMNGELONEIDEEDT) M
LEELSED, DEGEEHEEEREL.
BEMICLHUZEREZEEIZBEVLTEDL
NE-BBRIZHIELEIDET BE-HIC
F. TEEFEBICLKDIFITEFVEEMNK
Hohd, BHESh, EEBEINT/AF A
—RlE. TORATHATRELGRBICE
SWTRLEMHZRLBDIIODTH S
&

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.

EEEFEICHLELIATWLWEIEEFEFTAN
J)TF—FrF B ERFERIAGLA, &
REREOBREEEEICAN CTHEY 4 & H
T. #gIRzehELTN)T—+TF
523 DET B, NYUT—=3vIFE, P
C/SOGMPAHARSA2DTHYY
A15ICHEBENRTVWEIEREEICH-T
XEELT S E, HEEXEFRX. HEEOD
ZEMAVICHEZBERABRTEoONIRA
BT —A0EEMRUVERERELZRET S
IRBRTYITEZHETDHILEDET S,

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

RXBFEEZEEITHEOHIZ,
EERUVHZERLLTIODELRER
DWMENFAARTHD C &,

AEIEDF
Y B

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

4. BEEHIIIOVNTIE. EEMHOEIIC
BEETHIEERVIEONYT— 3
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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.

.

RAINTWBIEEZDONY T—2
aveERULBEETHAHIE, T P
C/SOGMPHAFRZA2DTHYY
ATICHEBRINTWLWLIERTEERO W&
NDRBAZEZEETSH_E, RAHEIZ, BEIC
LT, 94 LATRFE /" BERUVEY
HEXOMOFHMYMDOBREZEIEL T, &
ZoHICETAFARELRAA ST RIS
EOLNTWVWSHEENLGREEB RO HEMIC
RStk TNNA4AFH /82 —I6
AESRRUVEDENERORTEE Z R
T5I Lk,

. 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.

NYFHALAXINPMTWVWHFEEIZE., EF
ToEZXR0ONYF—=—LavIcHRERME
NEET D, TOBEICEVWTIE. TE
THRHRI-—y FOHEALBZHEITE L
THEEINDIHRRBTHSAZ LI HY R
5, EfTAIgETHY . D, BHZIREZE
VIaAalL—b+bTEHEDEMODET—ELT
Whid, HxEZIYZCORFI=
YT T. BOoN-HEDEEKERZ%
BH5H5T L, FERUVEAENFEEXRE
FEHIELEETTOLILIEERHICEL
WEHEBEBANALELEELCLSBZENDL, MDD
DEEZL--THEEEOHBTININRZ 1T
W, BX0HEEEOERBEERZNY T —
[ B N

6.3 Modification of comparator products

6.3 LB BHIORE

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.

HEmZEZREITDHICELTE. Thobd
EENLUZERZOTORERMEZ KIEIC
ZEETEHWVWI EZERIET ST — %
(Bl REME. ERBHEXRBEINMF T
RASEYT«) NFHBEAETHDI &,

. 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

ERERMBESGOTOBEICEH ST
WAERBRE. REILARFTH LXK
ERUELPBTVVETNOHINDODERICHE
WELELHEICEH., A%EKICEHATSE
BOWEZThhH b, HREROHEE. B
BOEBEHERUVEGAEIMNNDITHA SR
BEHBHEEEICAAT., ARKEAXIE
TOEBERTELNFULVTRALINEERE
HBEZZ L, TOBMIZRZYMEEZRT L.
BEOoDn0BZ0FEAHRLIYLETH -
TG, HRERHREEARER
HEICEEEL N H D L,

11




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.

kgEdRBRESOSER (EHILT 58
MTHBEEXGFTEEHAIATLS D
D) . TOEMMIDOEETERL.
REITHZE, TOEMMIDODRT Y T
NEEHIZCA NI 425X, XITRE
RMEORRAFAEORIZHEN T 2EMTY
BELHRYBZ-HDTHY. THRREEHREF
L= TILTIEAN—hiE,

6.4 Blinding operations

6.4 ERIEHER

1.

Where products are blinded, systems

should be in place to ensure that the
blind is achieved and maintained while
allowing for identification of "blinded"
products, when necessary, including

batch numbers of the products before the
blinding operation. Rapid identification of
product should also be possible in an
emergency. Where the manufacturer has
been delegated the responsibility for
generation of randomisation codes, the
manufacturer should enable that
unblinding information is available to the
appropriate responsible investigator site
personnel before investigational
medicinal products are supplied.

1.

HmzrzERIETSHZEICIE. TERIE
Shiz] ERoFEMATETSLS5I12LD
D (WEICHRLT., ERIEEXTTOHSR
DNYFEFTZEL) . ERIENERS
nN. ZRENBILEZEZRIETHCRT LN
BoTWd I e, HRoRRGHERAMN.
REAFIIARLWTHRAIETHDI Z L, BIF
BEI—FOEROEENEEEXEICER
FEShTW3EEICE, S EEEL.
ARAEEAMNEL I DAETIIC. BRE
EROBEULGEZEICETEFRLEDFER
FRAREETSH L,

. Where products are blinded, the expiry

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

HBRZzERETLIHERICE. FLEL
BHOHRGOENHRZETORHAICE
YHTHERBREL., TOERELR

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

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

1 TERDERE
RLERBEENDYSED, BULFIER
V/ "XREBEHSRLRBERAVS LM
VICEHET ZREYIDHEFTINHZEIZK -
T. 8R80ERLBEVWERX (GBR) oV
A9 EHFMLBETAEZRSE L, X
FEBZRALTCEVGRELSARZA TV
5 EERIETHES5. XEIEK+9E
SRNTUVWRITAERS L,

RBICRYEKES 2 &

has been maintained during any
packaging operations.

2. Packaging and labelling of | 2. FABRAEEROAERUERTIE. &7
investigational medicinal products are SNTVWLIEERDGEALVYEIZEMRT

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

HhY. BHEHIAERBETCILIHDI TS —NEL
Py (FULENABoERESA A
mAFERIND ESEEIZ) ., 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.HEDODRBE., 429 U0UF7353 VR,
BUICHEBTINHEZZTERAE2 Yy 7I12&5%
IENEEBEDFIVvIE., BRTICHT
5FEEIELETHI &,

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

3. AFF. EPRUGTHEMHTOR
BRZzELT. srRAEXERIABRHFLE
BITHHIILEZRIALBTAIEE S A
W, EffdbZzRBLTHBEORHFXRIETH

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

opening or tampering of the outer SAEBRZICEDToNnSE I &,
packaging during transport should be

readily discernible.
4. Re-packaging operations may be | 4. BERE0EEZX. BECELDEET %%

BEXFIEREFHEOEHICAEHIT SFMKR.
EREVF-—XBEZRMCEVTHERE

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 Ilabelling should
indicate “placebo/comparator or [name
|______l/identifier] + [strength/potency]”

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

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

the requirements of relevant national EITH5HBEN (ThHLE., GMPOEH
laws or requirements (i.e. in healthcare HMETHRVERRMBESRRNT) EELREF
establishments that are not otherwise 3
subject to good manufacturing practices).

6.6 Labelling 6.6 &

1. The labelling of investigational medicinal | 1. BBRAEERKORTIE. B L DBEE
products shall comply with the TEHOZREXEERBEOEHKH*RT£ EF

TH53bDEL. ESLEEHAFELE
WIBESICE, 2RBCEIUTOFEHEICH
Ly BH5 & FEL ENOLFEEZRT
LGEVWRUEBERTICENTELHEE
B (Bl —TEBEINE-EFHEMESL
LS ATLOER)

o

(RE:BEXATR. EXRROBERABRORKEOREE
CEILES (PTHOFELEELESE 28 5) ¥ 16

ZERUE20FXND2OHTEFSAEBHETENED O

TWd, )
i ARKEE. MRLBIRAMEREE

RECEMOREAXEIEZ2H.EMERUE
HES (ZRER. ARRUVERROIE
BERIELICETIRBEHOI-HDD XL ER
%)
L2/ HBANFRUEENME. LTI
ERIELABROGAICEVTIEE2TOE
MERICITS R HBEXBXXIE [4
MoHENF] + [EEHME] 1 257
Z &

NEYMRUVBEEEZERET HH
DNYFEERVY / XIFa—FEEE




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
_____.or 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.

ERER. ARETEME CARKES
EHETEBESICTAABRSBa —
-
BBREOHANES  ARES. RUK
L BBEICEERES
Vil (WREFMWIZEFEFRTVETAEF)
_ABRAREMOKA
viil. BRAE (RBREXTZORNEE R
E¥3AMEOU—T Ly FXIiEHD

HAXEZSRLED)

ix. T/ERER] XFELIZHET LH5FT
x BREEE
xiEROHME CEEHR. EAYRXIIETE

=

BE.YUTAMB) ZRAFoHKkAT. B

DEBKIZEBITALEATET
BERENZTODEZRZRICELR LK
WAERICELWTHEAICHITLIHERTH
5B RE. FHOFOBBME VAR
ICTRET DI L]

o

. 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. RANEICRESASEHRIZI. ECEDHE
EYLP2FEBXEERFEZESTLAEITA
Faon, RFEXRF,. BCLOHEE
TRHREBXEERFHICH LT, RBAS
NE-REBRTERT 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

. FRYHRELEEITOILENELR L E
. ZZARAEERICEMD SN
FRT AR E, COBEBMSARILIZHL
WERAHRZEHEL. NvFBESRUA

BREoRESEZBRBELBISA_L, BEHRA
HMROLICERTERTLESN., REE

BFoEAMNS, TONYFESOLIC
ERTIEESHEL,

performed by appropriately trained staff
in accordance with good manufacturing
practice principles and specific standard
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. BERTODEXEIFT. GMPORAXRUE

KOG EZEEEFEEICK-T. EUE
BEINFEZEZEZ TR Z Yy IR EREL. B
NDERNFzVvITEHZIE, COBMDE
RIE. BERNYFREFICHYICXELRT
B¢, BEVWEZEHETDZEHIZ, BMOD
EREXR. MOEELRETINEERE
TIAS>2C ¢, FXEDOHBRHR UL TEIC
BIFTE2353409UTF7I3RETL, IR
ILOHMEOREZERI AL, BHED
BEIZTBVWTROoNE=F—8IE. Hf
MICERAZHAEL. FHET BHZ L,
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start and end of activity should be carried
out and label reconciliation performed.
Any discrepancies observed during
reconciliation should be investigated and
accounted for before release.

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

5. BRTOAEXRRF. BECEOEEY 5k
BXZEREFBEOEHICEHT HHEMR.
ERtEVE—XEZERMICEVTHERZ

the requirements of relevant national EITH5HBEN (ThHLBE., GMPOEH
laws or requirements (i.e. in healthcare HETHRVERRMBESRRNT) EELSE
establishments that are not subject to 3

good manufacturing practices).

. QUALITY CONTROL 7. REEHE

. The manufacturer should establish and
maintain a quality control system placed

C REXEBER. LEGEBERLCHE
NOHMILTWLLSEEDHERDTICEMN

under the authority of a person who has FREEEVATLEEILIL., #3355
the requisite qualifications and s _Co

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—rEhTWLWREWIERAHYRFD
EH. B, SNy FARBRD L EIC
ABEINRTLWLIRBICAERT S LER
ETAHAELETERYVEZEICH 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.

PHRRAEEROREEE (ELRARH
MOREEEZEL) T, HFZARDH
FICELWTRHES W BEHRICKE-T, &
ZEANARBRLELEBYICERT S &,

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

Retention periods for samples of [ 5. BARAEEROY U TILORGFHMIE.

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

BCenMET 2 AR EZ0OMBOER
EHEEETFTEHC 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.

HUTILEFE., RO2ODODBMEF-T
FHIZHRETS  F1I12. BFEOLHHTHR
BRAODYY>TLEHRTEZ L, F2I1C.
HRORBERRORAFAEIZCSEVLVTHER
SNBLIABAEERORKREROY 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

BT NLE. WRIZ2DDATFTY —
2alronsd,

e SER  HRERH., AEMHBIXIER
BREONYFOYUTLT, 2HEST
SRHEMNELEETICAVWSENTE
BEhdtn, TEMNFERESNDH
BICRk., EEGHHEEGERE (6l 2
MEABRRUVEBEETHEZET S D) 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

FHEHMGOSLHAEXREFOEERNA
EHEINDE2LDISEREZRET S
Z &

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

® Retention sample: a sample of a fully e REY VI  ELICEBEILI-EHE
packaged unit from a batch of finished AZy bOHUTILT, BEREZON
product. It is stored for identification yFhbFEonfz3 D, A—HHERD
purposes. For example, presentation, BEMTEEEINS, flZIE. HEODHN
packaging, labelling, package leaflet, k. 8%, ZFx. a%)—JLv bk,
batch number, expiry date should the Ny FES, FRHARIZOVT., HF
need arise during the shelf life of the BENyFOENHEZELT. £0
batch concerned. WHENEL D,
8. There may be exceptional circumstances | 8. EBH LY > TN EREFT S EHL.

COERBHIZCABRLEIHNWIKREHN
H5 (Bl : 1 NYFODLEEZERDIEH
OmBZAITICAET SEHEE. XITFEEI
EiTEERZEETLIESE) .

examples of packaging, labelling and any
accompanying documentation to permit
investigations associated with the use of
the product. In case of electronic
records, the system should comply with
the requirements of Annex 11 of the
PIC/S GMP Guide.

products.

9. For retention samples it is acceptableto | 9. REHY > TNLIZTDODNWTIF., TOHEEE
store information related to the final RICHEETLEHREZ. E@. EEXEE
packaging as written, photographic or FHERELTREITDHIIEAFAESH
electronic records, if such records 5, =L, TS5 LI-aH&kEN, HZE
provide sufficient information, e.g. MOFERAICHAESTLIAEBEZABEIZT 51

HIZT+HHBIEHR (Fl - 8. RERRUAM
MXEDRK) 252 558ICRD, &
FHREHFOEESIZEWTIE., TOL R T
LMAPIC/ SOGMPHAKSAUD
TRy 11 OERFIHEZETIT SHC
&

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

10. SZERERETTLALLAL B
(T hbhbELULBEEMN) THHIBAE
12k, Yo TILEEBRAEERG L

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.)

regarded as interchangeable. 55,
11. Samples are not expected of an |11. EZABRNITHOIh ES53ELTWLWBEEIC
investigational medicinal product which BLWTRITIAhTWE Y TS Fz—>

NoAZELETOBEDEFFTDOEERI
R BELR-LI2ARAEER. X H
ZEBLATONIZEOERBICEK > THRSE
ABEIN-8E GE: EUTIE., RS
EENPBRFTRBZEZA TSI ELNHY
B 5., ) 220V TOHYTILERDL
T WL,

12. The storage location of samples should
be defined in a technical agreement

12. YV TLORESHEARKESE & &
EXBLOROBRMBHEICED., 2B
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between the sponsor and the
manufacturer(s) and should allow timely
access by the competent authorities.

NBEEET7 IV EXATEDHEIICTT S L,

13. Reference samples of finished product

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

13. xaRREGDSERE. TOHREXREN

FMTETHAIEICEVNVT., XFLZARAE
EROBEEXRHEICLGECELPICSS
DGMPHA FSAVIZHESRTWD
LDEREDGMPEZERAT A LEER
T A2FULRMARODALEZ2ERMT (X
FFDEBRTHBIZE-DT) BEINT
WBAOEIZEVWT., TENDHRESZFHD
TTRETHZE, BB RRIZE WL
TH. EREGOSELRZTOHEXSE
NADETRELED., T5955BEIC
FLWTHEH. ToZEIMHZEZRL., HZAR
KHEE. DEXEFERUVGREREZOM DK
MEBHERICXELLT S &,

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. &

E&EF. BZEICEKST
FARARAEERORRBEICHEHESI L
TWHL2THOEERERFMEORRZ VL
CEHL2MAERTI2DICTHRBEHETH
B E, THRIZDOVTHINANDNIE, X
ZEOERICZAMERLT. TR
H5Z &,

RAIE R

. RELEASE OF BATCHES

Ny FOHFEAEHE

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.

MEYTHIERFHICEHLTWVWS &
A —VISAXRFNR=VYNRBIAT EFE

T. PBRAEERAOHERTZITo-TRAL
BWe —YSAXRFNRN—YURFHER.

UTICHBITA2EZRZZEICAND 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.

CFORIIOEFEHIE, BHELINBEBRK
BIZH-DTWE I LEEREEIZTSHEHD.,
BULZESEXEENERILE. ABRBEE®
BERURTOEBMTERT 5% 0 EMN
TIZRELREFEDS,

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.

BEaHREFPORF®HREI. £ —Vv 34X
FIR=YVICED2BEDNY FORIAR
VHEBaSHECH->TCHEHUMEFTMED
EREGDHIIDETEHIE. LEN-T,
FA—YVYSAXENR=—YUNT7TH XA H
ITLTHELC I &,
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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;
where relevant, regulatory
requirements for marketing
authorisation, good manufacturing
practice standards applicable and any
official verification of compliance with
__....900d 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. HEAIEHEMD
— IS ARXRERNR=YIURENYTFIZITS
. PIC/ SOGMPHA K54
VDT RV R16ICHEHE BT TLSFEE
E%Ftkhé:t‘itsﬁﬁuTé

nu..nIE(-éf;o—c 7J-

|AJ%®£ﬁi(mﬂﬁ=E~IEWﬂ
BOBMEE. HVICHIRAKE . KIE
ERFTEHERVEMEFAILI—-—F~DE
BEZEINITIEHTATGHREEZLZST)
ChoDREHFEICEETOREXIEE
BEMBEE.RULAZRKE EFEZDE
MMLHERRVEBRZEDH D L. F
. REBYVATLIZEDWTEFDIER %
AT 53R IDTEREZITTERS

o

45 &,
i meEE
i, AALORRE

v, MBOERMETMRR. TERUAE
DNYT—23 KRR

LV RREERORE
Vii MABRCEBSAEHHXERBRO

HWR (L9 55B8)

Vi REMREROGEERURGE
vii. BEFHRUBEEHOARR VR
Cix. HBRWEEEFORECRTLICET

L AEEReE
LyWErE,S (BCLEORROTT
BRI BEOODEBAEER &Y
BB ENBASATVSEEET

P2XE (BMBREOHEUVLHARBIZED D

M)

Cxi. (BATEBE) BRRBDLHOHR
HEDERFEFE, BERSNHSGMPE
E EUGMPICEET HAEDAMGER

i TS AFI— v (LRARAEES
NDEE. BE. RTRVABOESRZE
) DR

Cxiil. EDA—VITA R RN —Y U EE

Ny FORBEICHETSZLDOTHD L
RELTWLWEI2TOERE,

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

5. HBREMOREER. TOHRHEEXE. &
FZEHGOBRERK (FEHLLEEAFRIERICED

i
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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.

RERDOEE) RUVLYZEARKOBEHED
T—X[2&-T., LEE0EFEEOBEYMIX
EEEZITD,

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. ARAEEGABRLLIEHROHEERIZH
WTERBBIBEHDODA—Y A4 XK=V
VHOEBOTTCHEIA, BEIN DS
BI2IE., VEDDODNYTFOBEUHEICED
BEBDA—YVYSAXKNR=—Y DB T
NDEBFEODEEIZDODNWT, 2TOEEREEN
EXICEELEXEFRICRESATLE
(FTh(E%E 5 HE 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. REICBEELEEINDIEEICE. &—
SAXKR—Y Uk, ,un%ﬁﬁﬁlz%nnb\%iz
RmEBERUYTSAFz—rDODEF2
TAZREFEITAHAEFHDOTTEHFRSIA., E
EhTWI2EZHRLAGTAE G 5 I
W, BED0HHARRELTIE. ERHR
DEVEENFA—VYSAXFENRN=—VY D
RBRMGERIEOAIICHBTEINDESEZE. X
EBERTRTRUBEEDLEOHICABRAEE
mERAINT-HEEXEEFEA~ARRT 5 A HE
MRNE-STWVWBIGEELRENHYF

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—YSAXFKNR—Y UIZKBEEEIC
MzT, BEEENABRERER~ADOX
RAGTHEZITOLO>OREKEENLD R
FEIhTWEBAEIZIE., Y%ARIKES
LEZEEEXEELORDOENEHRIZ, £
@HU&wﬂEmBhfué:&oﬁﬁ
TEOEORRBRARRBRUKITFHRZESARKE
¢T%ﬁ¢é_tbf§6;5tT6:
. Fh. ABICBWVWTHERICHT &
MOFEEFIC, BHRUEXEHELFT. BEXQ
BRABIE-S-TWVWEIEZHERT 5 C
&

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

9. FA—YSAXKNR—YVIZELBIEIED
B, HRRERUVUYTSAFz—2Dt
FaANTAEZREITAEHEDTT., AR
REEFRzFEL. ERI S L,

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

10, BECEOEETHIEREXETIEREZTEOD
EHICEHILIRRE. EEEVR2—. X
IEMICBVWTIHERZE I SAIBEIC &
SDTERINSIBAE (6561H) XIFBX
ﬁ(66ﬁ)€ A—VYSA4AXEN—=Y Y

MBIEIT A EFERIALG L,
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9. OUTSOURCED OPERATIONS

9. NMERMEX

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 |, Chapter 7 of
the PIC/S GMP Guide.

NEBEXTHEHKIE. PIC/ SDHODGMP
HARSAUDNR—FPIETEICERSH
TWARAIIZH > T, BZTFAH L LHKIE
XEENHERXNAIBERELOBOXEIC
FBDEZHIZE->TESH.,. BEL. EEBT D
Z &,

10. COMPLAINTS

10. £

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. BE, FERXEIBAOEHEEICELNT.,
EREEZTT-BEORBEZSEBL TS F
EENHZ &, ETNEFEZEXELR
VEMLT., ThohBEMNLTRERK
ZTOMOBMEZEZRINES MEALMNIZT
532L, TOFIEEF. ARIKBEBENS
EEEIMIT A2 ENTE, EXLERD
REZEREBICH LTI I ELNRY
NESHhRETLIEZHERT DL,

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

2. REBERMOBERERBFAEIEF. PIC/ SO
GMPHAKFKSA2D/IN—FI1IE8EIC
HBEhTWARAIZCHE-TEBEBT 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. WEXBELRABREKBEENITHNL.,
MEBFATERGS., AZRAAEZDOHR
EHEBITAEL, THICEK, BR. R
AERUBRE~NDBENG A /XY b
EFBI SO F—VYIT A X FN—
YVUEREUVEETLIRROEEENES T
52 &,

subjects.
11. RECALLS AND RETURNS 11. ERE VR &G
11.1. Recalls 11.1. [EUR

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. ARAEERZERL. TORRZEX
EtTS5-HDOFIEIFT. BECELEOBEET
PEERUATAFESA VTS E. F
. ABRKREENINUEESE (ARKEE
LERBEBE) LHMALTEET S L,
HEFxE. ARECEMRUVERKES
DEBERTEG. BZEWFIEIZE DL
ER-ERIIVENDHD, ABRAEZE
MOERICET SFIEIE. PIC/ SO
GMPHA RSAVDESERIZHDR S
NTWAHARERAIICHS Z &,

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

2. EINRZEABIZCT IO, BEEEHFIZCEK
STHEBREIhI-HFHEEHMEBERZRE T
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manufacturer should be maintained.

&,

11.2. Returns

11.2. B &

investigational medicinal products only
with prior written authorisation by the
sponsor. The arrangements for
destruction of investigational medicinal
products have to be described in the
protocol. Any arrangement between
sponsor and manufacturer in this regard
should be defined in their technical
agreement.

Returned investigational medicinal | B@&Eh-aRAEREMAG. BAMEICHEMNL

products should be clearly identified and | T, BYICEBIIN-ERHOREBRNIZRE

stored in an appropriately controlled, |[§5 2 ¢, BRI -HROEERLKEE S

dedicated area. Inventory records of [RET 5 &,

returned products should be kept.

11.3. Destruction 11.3. BE

1. The manufacturer or sponsor's | 1. B EEXEXILEARKEEOERRT
representative should destroy F. BREBEENEMICEEDTHAL

BEICRY . ABRAEERZERET HC
L, FRAEEROREICET I2HMARD
N, TOBBEBRABEBEICEHR I TL
BIhIELGEsRHEW, COZEICET SHA
BRKEELUEXEEORMTOWMRDIE.
MBEBOBRMBHEDRICEHTELLZ &,

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

EBxsh, FRASARUVENR SR
MOBEOREZTVL. TEENHLE
FERHAEZT-THEMOWSGHBANG S
h, SZBEORENTEAILEZRIZR
D, REROEBRAEEROREEZ Rk
THI &L,

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.

which the reconciliation has been
accepted.
3. Records of destruction operationsshould | 3. BREDHMAVYIEHAEXEIEEIZCEAT

PEBREKEE~AODRBEEEZEHT. BE
FXDEZEEREIT DS ELE, ThoD
XEZ.,. BETEINYFRUO/XITEHE
BEHUVICERESNE-RUEZHEICH
ETAXRIFEHTEESELSI2T ST &,

GLOSSARY TO ANNEX 13

TRy R13OBAEMRS

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)

FOERBOMBREED 1 BLULIZABERMSIT
DB WREBIZLTHELCFIE, BEER
LIEEE. BRECOMLDHEVWESIZT S
CEEHT., T, _EEREITEE. ®
BE. AREEEM. T-4—. RU (15
BI2&Y) T2 BICAEREF TS
Mo WESICTHIEEET. ABAE
ERICELTRAWSEEIZEVLWTIEH. 58
bélE, ABRKEEORETEICH > THEZ
HEDERZERMICKREDIZLEEZEKRT
5L DETH, FERIEELEEF. BERIESH
FEROEEIANSNBZILEEZEKRT S
Lt0ET 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.

R—&IZO—EDNYyFEFREDHRMEL
LTHEL. GVTHEDLE (XY T—F &
nf-) BEILOFIELAHLETIhDE I EFIET,

Clinical trial

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

S
(=]

HOEABANRITOVWTZOBRKN, XE
FHRV /" XBFEAUNDENZHERZ
RELELIFIRIEAEIT S ELEZERL. &
U/ XREH52E8BRRBICATSToHD
FERKEZEZHRETSAELEZERL. RU S
XF1EEUEOERAEEAOTEHR

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

product(s), and/or to study absorption, | /" XEZENHZHBITI2EHNMTETOR
distribution, metabolism, and excretion of |, #fH. KRERUVHEMZARDI L ZE
one or more investigational medicinal L7z, EFMEREBIZCETSAHRZEZET
product(s) with the object of ascertaining

its/their safety and/or efficacy.

Comparator product EE 8 %t BB S &

ARAERGOS L. BRICEVTHER
BELTERINDLD (TR ELT
FRASINDIDZEED)

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.

PRAEEROBHE SN LLIIHBITFLHN
5EBFAT. FENDEHGHETCHESIANITHE
NENEADYRBRBOEERANATH Y KT
BENRRREN, T, THLUBGEEA
TRETRHBLWEZTRT 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

ARAEESETE
(*ERE . BATIE,. ARICBVWTHERINIEY
(HBERUSEBE) FEEREREIEILDE
EZESTHWA, PIC/,SODGMPHA FSA4Y
TEHEWFhIEERO—BLTAhTWLWE I EMD
TRBRAEER] ERE L,

BARICEVTHBRSIAXEIHEEMRICER
SNEZEFHEMWEXRFI TSI ARDOREF %18
L. RERRBIN-HAEN, XKD ER
FTTLWARAERRBDIFIMTHERASILEL
CEFFAEEND (HEELShEFLIEEE

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) FE. XEFERBEZZITTULHLE
authorised form, or when used for an |[REICHFAINIIEE. XFLZRBE 2
unauthorised indication, or when used to | [F TWAEFICODOVWTELLIEHRZEZB S 1=
gain  further information about the HFERAIIhIHZEZET,
authorised form.
 Investigator | BBREEES
A person responsible for the conduct of the | BB EEEHRICE VT HZABROERICE
clinical trial at a trial site. If a trial is | FZHT5&F., AERNABREEBERICE L

THBODBEBAIPLGLBLSZF—LICLE>TRERE
ShdBoll. TORREEEME. B
F-—LOBEEHS)—F—THY. £HEHA
BREXAEMETFFIIAEIIENH D,
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Manufacturer/importer of Investigational
Medicinal Products

ERAERGORERXRE WMAXRE

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 |®#E /"BMAICDODVWTRAZZITTWNEE,

manufacture/import. (RE: BATHEH. BARIZCBVTHERAIIAIEDOD
HE /" WMAIIODVWT. EERERBEEILOXH
AEETELLL, )

| Manufacture |®E

All operations of purchase of materials and | E#M H R UVEGOBEE. ABRAEELROE

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

release, storage, distribution of | RUZOBEETLHIEEIZCOLVNTODETOE

HBo A7V O RBTHWLONS T
EWVWSERF., THRHEBE] EWSELEREEME
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., " EFEHOEZI=Y FIZTDOW
TMI., RV /" XEIFOWETES
53 D0ThHhY. FEREKEEXXFIZOEER

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 |[fTEMNAREIAELXEFHICXFTTSINDTH
manufacturer. %,

| Preparation |A®
See ‘Manufacture’ above. rtE T&HE] 258,

Product Specification File HARRKE

BEBRAEERONI. 8. REEERAK.
Ny FHEASHERUCEEZICEAL THEHME
BERE*REBETLI-HVLELLTORER
FEL (XREFZhoEFHREZELOXE T 7 A
WDES®BEETRT) SEBXET 74,

assignments in order to reduce bias.

shipping of an investigational medicinal
product.

| Randomisation |®#HE
The process of assigning trial subjects to | B ZABEHEXIEIXBHEICE Y F(+ 518
treatment or control groups using an [T, "M T7RXZRFEbTHIZ. HZKE M
element of chance to determine the |ITZ2RET I2EICBARAOEREZRA DS

D

Randomisation Code
A listing in which the treatment assigned to

mEABILO—F

BRELEOBETERREBICIYM T O

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

each subject from the randomisation |f=AEZHNT S—%,

process is identified.

| Retestdate | WTAWBR
The date when a material should be | HAEMHBICODOVWTERET S LESN

2RMEHT, ThAMIFERAICEALTWLS
CEEHRBISIEHDLD,

Regulatory Release

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

AREBERAORMADHNE
Ny FRIEOKRIE. RUARERERXA K

Fillgcsh, @EEFMch. BEORER
ARBZZTTLWLHIEDRIET., ThizkY

The operation of packaging for shipment

thus is ready to receive investigational | AR ERERNABRELZET LIERFBMN T
medicinal product. TETCWHEETNDHBD,
Shipping Coprd

BARACERISNEEERROBERVENM
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and sending of ordered medicinal products
for clinical trials.

DI-HDBEDESE,

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

i
2=

BEBRORAB. YROAVIMRUV/XREFIESE
REICODOLWTERZESEA. £F. #E
XI(FHEH &K,
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(Al & 3)
B (14D 2) PIC./S GMPHAKSIAY T7H*xYHPRAR16
R X MR

CERTIFICATION BY THE AUTHORISED F—YVYSAXFENR—YVIZKBRBARIERUN

PERSON AND BATCH RELEASE

VFHEAFTHE

SCOPE

i F 4 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.
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GENERAL PRINCIPLES

— it 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

FOMBRYPBEIChEE>TEERIZCEF DO M &
NgEb-o-TWBd I L (2. RBERUEAED
H)ITOVWTHEKHMGERE. TORTERR
REE (LFITMAHL) IZ2H 5%,

EL.AEZMADEREERERUGMPIZH
UECEDERBEICH-T.BRADO/NY F
NEEEIN. FzvIINhTWEI2EZHERGRT




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 I, 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

Bl OoVWTHEHE A—=—YSTAXENR—=Y Y
NEEFEZEHT 5,
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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. BEEo7oE R

1.1. Each batch of finished product mustbe | 1.1. ER&EZOEZ /Ny FlE. RFE. #HHEX
certified2 by an Authorised Person FEEO-HICHBTAFTHE S b HI
before being released for sale, supply . A—=—YSAXRKNR—=Y UNBIELE
or export. Certification can only be Pt hE s E L, RBEK. HEMA
performed by an Authorised Person of FICERIATLWSIHEEXEERUT X
the manufacturer and/or importer FMAZEZEODA—YSAXRKKR—VY Y
which are described in the MA. EHRAEREILSIENTES,

2. The contents of a batch certificate for | X2 EXG (BRER) OAyFIHED
medicinal products are recommended in RNEF., R7FxY I XOBHF I PICHE
Appendix Il to this Annex. The content of a SNTWVWDE, BECEDEEDOTTERS
batch certificate may differ from Appendix N3ETHIZ&KYXRBFESLEDERES
Il as required under national law or as LOBMYRHZABIZCERT 52HER
required to facilitate arrangements ENhBETAHITEY, NyFIEHAEOR
between National Competent Authorities. BORANABIERE--TWVWBZELHY B

%o

1.2. Any Authorised Person involved in the | 1.2. Ny FORIEXFTHEZREZCEE LA
certification or confirmation of a batch —YVYSAXFNR=—Y L VIF.BEENEEZ
must have detailed knowledge of the T 53RTyFI2D20TOEMLTE
steps for which they are taking FAELTLWETAELGRL AW . A -V T
responsibility. The Authorised Persons AXFNRN=—VoF . BERoEHE. £FET
should be able to prove their AR BEHMOESRUGMPOEREIC
continuous training regarding the My GHBEINREZIEBPET S
product type, production processes, ENTEDHI L,
technical advances and changes to
GMP.

1.3. There may be several sites involved in [ 1.3. B ZZ T HFH DNy FOEE, @A,
the various stages of manufacture, HBRRUFEFBOKRAGEBEICEAS L 1
importation, testing and storage of a WKDLDBEHELHDENDHYEFED.
batch before it undergoes certification. WSDODBEEABEELTLELS & -'E:  EX
Regardless of how many sites are REGORBIHAZEZEET SIA—YVIFTA4X
involved, the Authorised Person FIRN—Y V. BON-EERRE Y
performing certification of the finished ATLDTFTTRERRTY TETHE
product must ensure that all necessary TLTWLWAEZHRARLT. BEZNYFN
steps have been completed under GMP MAZOMBIENITHLNEIEC
accepted pharmaceutical quality EDERBHEICHE>TWS I LEERIE
systems to assure compliance of the LAaFhiEas i,
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/RIEX. PHELCEEL1R2DA —
least one Authorised Person. SAXKEN=Y IR WVWETARIEHE LK

Ly,
1.4.1 Where the site only undertakes partial |[1.4.1 2 /1Ny FICEH L TH oMW T & &%

XZFTEASOADBEEDOBEICIE.
GMPRUZDHEENLEEZZET 51
XZHMICEARLTWVWEIZHNEDEH
CHE-T. TOBBEABHTAREASHEED
EEINLTWBDELE., TOREZD A




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.

—YVYSAXRNR=Y o RDbiE ELHE
BLBETAELGELRWL, ThoDFExE
CDOWTHEETSIMAICKE-TLSE
NDHEDEZTRBEIIETZEHRA —

SAXRKNR=Y UL EETEHLIE. &
BA—VYSAXENR—YIE., HzEM
ADFMEDHEMZEZAFTESLSZ &,

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

1.4.2

ERESNYTFORIEEZTERT 54
—IYSAXENRN=Y UL, HBNYTF
NDHEDETOERICEZERZ2EFT S
CEEBBEN, COEFEF. NyFD
HWERVEBIZCETAHEDRT YT
COVWTHREZRHE#ELE-MOEHROD
A—VSAXFNRN=Y 2 EHEHEEINDB
CEIHYBD, thoA—VYIS34X
FNR—v 2. ALEEHFAREEZD
TTHEIT D, XFELGHIHEHAR

Authorised Persons who are FEDOTTHET S, HOBEHRDOAF —
operating under the same VIAXERENRN—=—vy DIttt hHYH
manufacturing authorisation holder or %,
operating under different
manufacturing authorisation holders

1.4.3 Any sharing of responsibilities |[1.4.3 21\ Yy FOBEHICEHET 5FF
amongst Authorised Persons in EFBEBOA—VSAXFENR=—YOTH

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.

ET HICH-->TlE. TOEFEHEIC
DVWTHROEICHMIIEDHBIFTAIE
BolEW, rh&BRIHENIEHZ/NY
FMGMPRUMAIZH-DTWSZ &
ADANRNY FEFBTSEFEICDOL
T. TOXEICHEMICTEDSZ &,

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.

1.5

B0 EEREBNATHESIN
EERITOVTE. MELTHASIH,
RBIESINBIENBEEDERKRERETH
U BZCEDE#EIZKHR LT, HZ@ AN
YFERTEAEINDIEE~ABET
CEI->THITHN 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.

1.5.1

K72y AD1TERIZEREIAT
WBRRBIHDO IO RIEZ, TS5 4Fz
—VOBEBESIRUVEET 2HEREN
HRAEMIZIHDIIEITEDLY L, B
AW @EFIc (RIF@ERIC) HEa
BHELELISETHAIEERETICHEHA
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

XK7HX YT AD14EICERESHh TL
RARUVBEOEERNICE I+ 5EE
-~ T. EEROEREZNY F %
RBATH2F—VYSTAXRKNR—Y UIE,
BLEBEAOMOESRRUHZERIC
BRAMAIZCHRESA TS B EH
AREFICEVWTITDOATWLWSEEX
FHADEHICHALT., oA —V S
ARARNR=YVIZEIHEREELEREIC
ANT. iIENDEEZ*HOEHRD I —
YVSAXKNR=—Y L EHBELED,

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 FEREMNBRIZEN SN DG
BIE. A—VYISTAXFR=YUENRY
FORAEDATNIT, HFENY FRUKRK
DEBRUVEROEHRHEFREIZCAND
&

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

RRBERERET S2A—YVYST14XF
N=VYoF. EREEHOZENYFH
GMPRUMAIZH~THEHETATL
2LLEHBRITAERETEIT H.F 1.
FA—VYSAXARENR=—YLIE. EELZD
BNy FIZTODNT., B LD
BICH-T. BMABFICERIADIHAR
NIThbhTWRIELEHERETIERD
Hbd.

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

WMARGORAKBERNIDBETHNIL.
LZBANYTFERLRICRRTEHLOD
ThHd s, TOEDVDHEBD EEMEE
RICHEBFELERICBREZERT 5. X
FECEDERRUEMMICRELT
To—F (HFEEXEOHEVRTAIC
BLWTXEEEhTWEdHLD) 26
T. MEBRRICHAET S2REEKICEH
WTRAEZERWMI S EIHYRT D,
LERAENICETLIEREZ. L&k
BRESLOZHERIZEHTHL Z
E, TNEDEBOEEREE N THRR
ENEERER., TOREKLPREKRT HN
VFERFOERFHOTICHRESL
5 &,




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:

® description of the sampling process in
_________ the other jurisdiction;
® description of the 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
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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

the sample(s) tested are
representative of all finished product

batches derived from the bulk batch.

157 MAShEERERKONY FHAER
S2TWTH, NLYVEGDOR—/NY F
hMoEoht=-tDTHEIENDHY B
5, MIABICHRBRZEIT S LEMNEKRS
nd (1.54%28) ol 44—V 37
AXFR=VY2IE., RITWASIhIZR
BREGNYFOSREEEARICEDOL
T. ELQH3RBEGNYFERIAET S
HEHETWVWEDS, L. REURY
REATDAVAFORBAICEIV TR SM
NXEBEEEShTWEZE, TORYM
ik, hEERNICEVWVTERIALZR
KOFAICATS/IRFTF37 156D
HEZZBEICANS L, b EL
UFICoOWTXELLEEhT-&EEZEL
T, YZRBREFOEMANYFOTE
HERERUB—MMAEIIATWEZ L%
BIZEEL->-THEERI DL,

i BEAONILVEZOEBEIZCDOWVTH
BETHEREFEZEZE LTSI &,
il BERENEEBEDOT T, YZBRES
DNy FHREFEBEIA, Effcsh TS Z
i, U EEARRCBEATEY . B
PFRITEHPICH ST A SN = AL

HEBEINE-BRAEAN, ALY NNy F
hoEbLONhETREEZTOENY FER
RIH2LDODTHB &,

1.6 The Authorised Person must ensure
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.

16 A—VSARER—VY L E. Ny FOR

HE IS UTOE(BLEOEEN LS &h

TWBCEERBLETAER DL,

L ZOEOSBLLIRADEADOT T,
RIEMRFEATLZ &,
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iii. Certification is recorded in accordance

2&7* VOARUVEIEDERICHK-

with this Annex and in accordance to T. BIENBHEIALTWSHZ &,
national law.
1.7 In addition, the Authorised Person has 1.7 MZ T. #A—Y S A X FKF/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 OFBEBNERIhTWBZ
LEHRIDERZEIT D TNODET
F.EUICHBFINIBREIN-BEXIE=ZSE
TRTSE/DIA—VYISIAXEFENRN—=V Y

FEERAEVATLZEBEEI?HBL
WneEFEZONATHBY  A—YVYSAXFK
N—=—Y VIEZDEEIN+RICEILIINT
WBZELZMBmMICRIET 52 &,

1.7.1 All  activities associated with [1.7.1 YZEEROAUERUVUARICEET
manufacture and testing of the %2 TH. GMPORBIRU A A
medicinal product have been FSA VI TERSIA TS Z
conducted in accordance with the &,
principles and guidelines of GMP.

1.7.2 The entire supply chain of the active | 1.7.2 J?E@ﬂ'jﬁff?‘l—yﬁlﬁl’i;ﬁﬂu

substance and medicinal product up
to the stage of certification s
documented and available for the
Authorised Person. This should
include the manufacturing sites of the
starting materials and packaging
materials for the medicinal product
and any other materials deemed
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.

NRBIEESINIEBETCOLEANIELEL
IShTWT, A—YSAXKNKR—=—Y Y
NFABARETHI I E, THnITIE. &
REEROHBERHMRUVAEMHBZOD
tHEETOAEXADYRITERA D
ET-o-TCEEBELEZONERABOR
EHBAEENEIE, TOXEFSE
EHLAEEROBKICLT., #F2I2&HE
ZE (BEFLBICAVLIEBRRERUVE
EODRBEZEDNDEELRLRTYTDOTHIT
EEEZEL)EEDBIENEFL LY,

1.7.3 All audits of sites
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.

involved in the

1.73 2 ZEXRROAERUVARLETICE
NDEEOHEICHSELEBEZEOEEN
TIThhTeY., RBEZXEET 574
—VYZAXRKNR—=—Y AR, TOEER
EEZzFATRTHD C &,

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

SHERUVRIEZITORRET
ETRBSEELSET HHE

1.7.4 & iE
N, TOHER

terms of the MA for the intended HTOMADEHIZE-~TWLWEZ &,
jurisdiction.
1.7.5 All manufacturing activities and [1.7.5 2 TOESEHFRVABRERN, B




testing activities are consistent with
those described in the MA.

MAH®D
c &

RBEHEEZLITHOATWLS

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 FITERASAETHERHARUTE
EMHOBBTRUBERN. HEMA
THE->TWHdZ &, HEXEFOREY
FOAVRNVRTLNESTEY ., B
REhP2MEOERMHMOADNHIB S
TWHZ EZEHRIT S &,

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 EERODEREMN. GMPIZH > TH &
substances have been manufactured ShThY., (ERKEINnDBHEE) RE
in accordance with GMP and, where NDEERERE (GDP) [T > THEH

EEnf-tODTHDHZ &,

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 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

in

1.78 EFNRAEEROAREICERARINDSE
RE. UTOERFEZBHL-IREIS
RUBMASHhD &,

. UZEENAGMPOEREIZH > THE
SNTHEY., (BEHTHHEE) B LD
ERIZCEYGDPIZH~TEHZEINT
WwW3sZé&,

i. BECEDERZICH-T., HZREOH

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 EEXENGMPZETFTLTWLWDHIEWD
substance in accordance to national HhdHZ E,
law.
1.7.9 The excipients used to manufacture a |1.7.9 EE SO EICFEHA I L= HZMAF A,
medicinal product have been BYHAGMPTEEINTWLWSZ &,

~—~

ZLUdBBE) Pl 045-1: E FAE
EROAMEICHILETGMPEEND
BERXBYRYIT7ERAD MIZET S
HAESAVIZHSBDET 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.

1.7.10 (Z%325E6) Ny FHRHEIZHEHR
ENEEMHELTHOTSE (IEHE
MIKKNIE) RTA2RAMN, HEEMAD
EHICE-o-TWWBEZ &,

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

1.711 BHETITRENGL, BUHKAER
C&PHEREZHEFEDOTHBH L,

ERSINDIEREERVFIVIN




checks have been made.

ETCRRIARTWVWEH I &,

1.7.12 All manufacturing and testing 12 2TOHEHERUVRARO 70+ XA,
processes remain in the validated NY)T—FrEhEREIZRIhTWL3S
state. Personnel are trained and &, NERBEUIZHEBIBIA., &
qualified as appropriate. BESFHEINA TSI &,

1.7.13 Finished product quality control 13 ERESOREERE (QC) RET

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

(QC) test data complies with the — AN, BEMAGIZTEREIATLS
Finished Product Specification REMBREIC (REVTILEALY
described in the MA, or where )—ZANRERBEINLTWEHZEICIE., &
authorised, the Real Time Release ZUVT7TLEIALY ) —RRABRTOTS
Testing programme. LlZ) BET A&,

1.7.14 Any regulatory post-marketing 14 HBFESOEEXIIHARICEAEST S
commitments relating to manufacture TMREICEFTIMEA LD Y B A Y
or testing of the product have been PO ENRTWVWEZE, TREHE=
addressed. On-going stability data BY) T T—aNE EHEETRIEEEM
continues to support certification. +5Z &,

1.7.15 The impact of any change to product A G OHEXFTHRICEEZMA 5

BoA4 R rE2FMLTECELED
. EMMEBEFzv I RURARBR*FEN
ETLTWBZ &,

(*RT: UBEFEOF T v I RUER)

.16 All investigations pertaining to the

batch being certified (including out of
specification and out of trend
investigations) have been completed
to a sufficient level to support
certification.

16 BEAELES>ET 2Ny FICEHET S

FRAE (RENA0RERERVCIER
NORERBEZET) AET. Rz
ERFRICHFIHBLULARILETETLT
WdZ &,

.17 A batch should not be certified if

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

recalls

A7 BEEHEER.

R R E X (& E A
NYFIZAVNRI LV E2HETEEZETAN
bhiE. 2ONYyFERIALTEES
Ty,

.18 The required technical agreements

are in place.

18 ERSIADIEMEHELSE-TLD

_ &,

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

1.7.19 The self-inspection programme is 19 BERRIJOVSLMN S AEEL-T
active and current. BRINANTWSZ &,

1.7.20 The appropriate arrangements for 20 BBERUEEICOVWTEUAGERIRD
distribution and shipment are in NEE-STWEZ &,
place.

1.7.21 Where required in national law, 21 BECELEDERTERINDSGZEIC

X, YZEEIRL2LEOHBREETEE R
th/—C ﬁ”)LEE%%%&UE%nnﬁ_
BMARAMBIIRTZZITLXIETE
BEBEZAONEENUTEITS> &N
TE3&5I1235H &

9*%50)’@%75\35(3/\;‘5%'(“7&[,\75\8
dhE (BMBZRAWVWT) 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.

BEORIIZOVWTHILGZAAEF LR
(BIZIE.PIC/ SOGMPAHAKS
AODT7xrYyIR2: EREYENE
EL (EERUEA) OHE, RUT *
YORXI BMEMEEROEE) AEHR
SNB3ZELHYE

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.

19 TFT@MARVLETREDEZEEICHINT.,
BoZFE£+#BICHTASTHESINLE
NYFIZEBEITHIZELTIE. (BEZE
DEROTTZLUTIEE)TOERE
MBI ESLTITEEEET HH
BICEPERBEZTTCULWHEITAIELG S
7,

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 BAREIRENYFORIEIZERLT
FTOA—YVSAXKENRN—=—Y i, T
WMAICBHAT2ECLEDEREFERUVI
TREBICEATAHAAICTK->-TWWEZ &
THERITHI 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 BAEIhIEREKOMAIZTE L
THZBAENYVFORIAICEERZSA
THEINTWEF—YTA4XF/IR—
Youh, BEEINILEZHESRICHE
THRARVGMPIZH-THEZEBER
ENEBEBINTVWELIILEETRET 5,

1.10 Recording of Authorised Person

certification:

110 A=V S A X FR=Y U7 o= RiE
[CDOWVWTDRBIERR :

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 EERIZDODVWTORIEIET. TEDX
BIZA—YSAXENRN—YIUNEHT
5, TOREKIE. FEEENYFHAUT
DHEZEBEELTWE I EETRTC
Eo

i EEROENYFA B LDEELZE
FLEDHEZMADEREBEICH> T,
HERVOFIVvIEINTWSZ &,

EXERNAMMEOEEBREMNMNSGETLS
BEICEVTIE. RENYFIEIT, B
ZEMADERBHEIIK--T.ZTE2LEN
P (DECLELLETOEDRSDOEE
D) TOMEESOREZERT 1=
HBLEBERBETORBRXEF vy M7
PRLTWEIE BCLEDERETERS
N3 . MAEBRTHEEZS LA
BAEBEBEIND &,




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
Bontrols. e
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.

EXESaMNMMMEOEEEEMICEHMASI L
53ETH-TC. BULGHE @MEER L
MEINATBY. TOEEROEEESE
CLHECELERERIAEDD D L
BEODGMPEENFTRHINDZEN
BREINAL, B2 (i) THRRE-EELNH
HETEBRINATWEIENERS L
BEEFICE. A—YISAXEN=Y Y
. (i) THEREEBFZITS EFTZR
BENhdEnNHYBD,

EENPERERESN-BRFDS BICEHEZ
DR AREELEL, FE B LD
ZRTHEBHEESNATOLAGOLRY ., B3
NYFOERBARR1EM. XITZDR
AESEBMOVTANMR VM TE £
NDEOHEREOBEMN VDT EHE &
BREBIZREEA G HTAE GRS G0,
(*RMF . N—FPIEIFEL411EZSR)

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 WE LR EEEHICASIEIZCE R
ZEENARBINDILSICTENYF
T2V TIE., 1101 IEHE TR - EEH
EE, XERAFDVRATLIZEDCR

HEXEEEO-OOHEEE
ZATAMOXELZFAATRERET S
&

o

J

re # c

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

2. E=ZEIZLDCGMPEEE (fl - &) %
FIRAT S EHE

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.

BEIZCEYF—YSAXEKER=—YDIE.FD
a0 EICTHAELEEEZOEERAE
VATLMNELSKHEELTWSZLEERE
TEEICHEDZDA,. ZFOEE. E=ZENT
SIEEMALEETHIAEDS,

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 BE=FHIC K HEEM (Hl . BEE) Z2FHRT
ABEBIZIEF.PIC/ SOGMPAHA KS

A VDETEIZRSDT . HNABEREXZ

BEICEZEL. (BAfFEEN) &EL. B
BId &,

2.2 Special focus should be given to the

22 BICERZETHADR . ZNEEREE




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 QRBIEALTTHE L,
i TOEEREEN. —BHLGMP ER
BE (FzIE. REVASAYFYRT
L, 4BHRRGcHETIREEER
UREEE (fl: REONE. RHEEE
B, —REELE) OFIELT) 2%
MLt DTHIC L. EESNT-HEE
STHERCERSATLT. ZOES
DREHEBEBICH>TLB &,

i. BEZREER (RERUHA) OREE
BERUOGREEENGMPIZEALTL
EZNESHHET S L. RITMESENRN
CHETHHENHERIZEVNTE. FNFE
NEZCELEDEBROEHDEDEDLEL
CLRAEDGMPIZEALTWLWSEME

o orbhHES S,
NBMEREZFDOHEICENTIH. B
MAIZHEDTWA I ELLERIT AL,
EZEFDEEREEZEICODVTOHOEGRIC
FEABRBRFMREUVERRBLALGZIATLSD
CEE . FA—YVYSAXENR=YULER
T5I¢E, A—YSTAXENR—=Y I,
TOEEHRREOBERUVLAZNTEZE
x5 EHREFATHELICET D
XELETHEAFTEDHZ &,

V. PIC/SOGMPHAKSADT
Y R20FICEBETATWWEIHZEY
RVIFXTAVMORMIZE-T, B &
RMBIZCEXBA NS R HDNEBE
TEEEEETAE.FS5TBHLIC
E2T. A—=—YVYSAXLENR=Yh, B
ETEINYFERIAETDHANCFOH. TD
BARREBEICERBAONRNI P HDE
EORRZI|/IELTWVEZ L,

MBVRIIRXDAFORMIZHE -

T. BYRLEENEEINZZ L,

3. HANDLING OF UNEXPECTED | 3. FHi € i oIkl

DEVIATIONS
Provided registered specifications for | & & 7O RXR RV /" XREH/HEBEAEICH
active substances, excipients, packaging | LT. HZMAGFTOEMABZTRY  XIEGM

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

PALDRBRAFHETELLBRICE.R
R.FmAl. aEMHBERUVEAOERBRKIC
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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
occurred. The deviation should be
thoroughly investigated and the root cause
corrected. This may require the submission
of a variation to the MA for the continued
manufacture of the product.

BEHRLTLWARYIZCEVWT. A—YFA4XF
N=—Y 2 IE . BEREZHERT S EXENY
FERATAILEERFALES L ERZ
MEMNICEERAELT. ZORELARAZRE
TEHRCLETDERZESEHERNET SO
TR BAZMAICEEORBEALELEIND
CEABYBFD,

3.1 The impact of the deviation should be
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.

31 PIC/SOGMPHA KA D7
Ty R20FICEBEINATINS & SIS
BYG7 7 0—FE*RVWLIREURY
IR AV MDD TOERRIZHESDT . S
BEDA N FEFM@H TSI L. ETD
MEBYVRIRAD A b TOERIE,
UFTZEEBTL I &,

i TORBIALZEENYVFORE. T2
ERXEFEDEICEZLIEBEENGA N
JLOFEM.RUVEDA Y FHEW
THHEDHER

ii. BREEZZTENYFEREHEZ
BYTICEOBIBLEDRE.

AYMEMNEEROSEICEVTIE., X
RENF-TOEZALLDEBN. TL2H
EUEDHRIZFHEHA NI b EF
LBd e,

Ny FOEERUVERICASELE-EHO F
—YSAXARNRN—=—Y OBMTEENAF X
N3 ERHYBDBEEEEBIZANT.G
MPZEFLTWSIERU/XRITHEEM
AlZHE->TWBZ EITAY R V25% 5
BTNhOHLIEBPENE. . EERDNY F
DRAEEERT DA —YVIAXFNRN—=Y Y
NEEL. BET S &,

4. THE RELEASE OF A BATCH 4. NYFOHBTASEHE
4.1 Batches of medicinal products should [4.1 #— Y S A X KKR—Y VIZ&KBLE#RD

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

FOLGRIAEDRICBRY  EXEHDNY F
AREXREIHGEHED-HICHFATASE
HESNDELE RBAESNDIETORED
Ny FlE, 8AFEERRICELED. X
TOEDOHARERICE>TRERRED
ABICARBINTLS A OMERFE
LTRAREST 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 XBIEONYFHRRFEAESINBERE
CBEINGTVESICTEILTEREEN
BoTWEIE,. ZDREHEITEK. Y
BRHLGEBE (B - RERVCXRTODOER)
XRETEFHLHEE (Hl: NUT—F+Eh
AYELA— 2L RTLOER)NS
UBD RRBIEDONY FEZRAEHELNDS
f':']@a.t.\_”iﬁﬁﬁ’\*g@]'g_%)B%L(i‘ﬁé‘l'ti

one authorized site to another, the HEAEHEZHLET SIREHEN K
safeguards to prevent premature hadZ &,
release should remain.

4.3 The steps necessary to notify [4.3 BRFEAESINDIEE~NDBENTHNI
Authorised Person certification to the Bl EERBPDBEHBIIHLTAHA—Y IS A
site where the transfer to saleable ARFNRN=—YUORAEEZEMNTEH-HD
stock is to take place should be BWEBEBRATY T2 BEMZHEOPICTR
defined within a technical agreement. T DL ZEHILIEEA—YITAXEN
Such notification by an Authorised —YUICKSBEBHIEI.EXMDEERIH
Person to the site should be formal and TWHtODTHAZE.FI-.PIC/S
unambiguous and should be subject to DGMPHAFZADNR—FI1FEA4
the requirements of Chapter 4 of the E*RIQERFHEICHK-TWDE I &,
PIC/S GMP Guide, Part I. (*xRE : X&)

4.4 National law may require a specific |4.4 B EDERICELY HUELEHENIT- -

release for the local market (market
release) by the MAH which takes into
consideration the certification of the
finished product by the manufacturer.

E_"fk;ﬁznn@m. nl.—tjé%
NEHMOFTHZBITDOWVTHEDH R A
HE (MGE~DOHBTARHE) 2175
ENBEREINBDZZENHY TS,

S [CANT.MAH
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GLOSSARY TO ANNEX 16

FErYyHIR160RAEMRH

Certain words and phrases in this annex
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.

K729 RAFDO—FTORBRUVEAI. L
TIZTHRLEEBEEDEKRTHWLLOATIL S,
PIC/SOGMPHAKRKSAUEREDHA
BRESRLSET DI 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.

BEREINYFORI

K79 D RICEDHDEZAI2EKY  A—V
SARXKENRN—YUHAEBTRIET S LT
HY . BENYVFLHPREXEEEZD-OHHE
AEHESADAMDOLAZANAYFICONTOD
mBEABHEETRDT,

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,

BRE(RFOEKZFITH. BTSSRV
ERIhi)

—YSAAFNR—YVIZELEDEZLAYD
BHRETHY HEATSHEMICKEESZN
wFERIAETIERZETHAA—YIF54X
FIN—YVEERmTEELEEBYIZ.GM
PRUBMETIRFTERBITEABRARID.ER
BEIJIZALRU / XRIF (ZLETH5E) &
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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.

MBHEICR->T.TAELAXTHBRIAER
SRhTWEHZEERTLD HEREEERMY
2A—YVZTARRFN—VY VL HEREINDH
ZTOEAXEHBROEEICODVWTOERE

RS,

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.

BN Y T

VAN

REASGOEEXIHABICEALT. .S
T EHZRMHELILLOEYVEDONA . R—D—F
NDEBERERV / XEIBRELEBEZR-(EHK
AETOELRADBARIZEWVWTIE.FTE D B
NICEEIL)HHFROEREI=Y D
WIS —HLA . EREFINYFTH
B, RKT7XR YD ABPIZEWWTIE, BICTKBE
X . HGICHFTIT SO0 REBEBEIZTA- T
BRONYFEEKRT 5,

Importer

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

BECEDERIZEIDTERESNDEIAIC
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)

EEBEH LT . BHUAXEBEFHEEANZTDE
RETHELBFSIEEZET . AIZE (BEREH
CRBOoN-LDTHAIS> LMD &)1
EBRX(E 1N, 1 EE@EBELYVED,

manufacturing of a medicinal product

or a region.

APPENDIX | AMEHI

Recommended content of the EEXRO—BEAHREITODOVTOEREIC
confirmation of the partial | B I S5TBHEARE

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

(B —BETAEOEEZRZITA - &
EEEODLA—AY K]

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

1. HROEMRUEZ—HBFITIEIZON
ToEd (Hl: /N5 42 F—)JL 500mg fE :
TIVRE—BEAD1REE)

2. Batch number.

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

2. NyFES
3. UZ-—MEANUELHETE-~LHBRENA

PR B U A TE i

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

4 BT REZHNWEDNDSB (PIC/ SNDG
MPHA RS A VETEIZEN)

5. Confirmation statement.

| hereby confirm that the manufacturing

stages referred to in the Technical

5. o b

R RERZNEBICITRINE-HERED.
[(EEEB]IDODGMPEREERUVAZH
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Quality Agreement have been carried out ElcRBEh-FHZE2ICESTLTE
in full compliance with the GMP MENhTWBIEEZSZIZHEREL., [AN
requirements of the [insert jurisdiction] YFORIMRVHEHFBAFTHEEZTS>ER
and the terms described in the Agreement BE/HEEBE]INIRBLERTERBOERK
for ensuring compliance with the FEEHICR-S-TWAS I ELEERIET 5,

requirements of the Marketing
Authorisation(s) as provided by [Contract
Giver/manufacturer certifying and
releasing the batch].
6. Name of the Authorised Person| 6. %% —HMERAWUELZHERT I —V A
confirming the partial manufacturing. x I~“/\°— ‘/ VK%
7. Signature of Authorised Person| 7 4% —HMEAXNUEZHERIT I —V A
confirming the partial manufacturing. x I~°/\°— ‘/ DEL
8. Date of signature. 8. EAMA
APPENDIX I Al O
Recommended content of the Batch | EXR*REO NNy FHBAEBICHRBINL DT
Certificate for Medicinal Products BEAE

(xR REGE-EIEERDIGE)

[LETTER HEAD OF THE BATCH | [BZ N\ Yy FORIEEVHRAEHE Z 17T

CERTIFYING AND RELEASING | S&EEXEFEDODL X —~v F]
MANUFACTURER]
1. Name, strength/potency, dosage form | 1. £#. K. BB ERUVBEH A X

and package size (élEx:aifﬁ%%nn/\Jb'—*/J:d)?‘:‘{-ZF

(identical to the text on the finished I—®9353D)
product package).

2. Batch number of the finished product. 2. HFZERESONYTFES
3. Name of the destination | 3. HEHENYFOHRMERE (<) OLF
country/countries of the batch.

4. Certification statement. 4 . FREL O &b

| hereby certify that all the manufacturing ARRESNYVTFOREEBETH [EE
stages of this batch of finished product BE] ODGMPEREFERY [RLT 515
have been carried out in full compliance EIRHEEEBORTARIBOERETEZES
with the GMP requirements of the [insert ICESFLTEBESNLTWVWESE I EFXZ I
jurisdiction] and [as applicable] with the SEBAT %,

requirements of the Marketing
Authorisation(s) of the destination
country/countries.

5. Name of the Authorised Person certifying | 5. &% /NN Y FEZRHET 54—V T4 X KN

the batch. —VYUDOK4A

6. Signature of the Authorised Person | 6. H& /Ny FZ2RIAETH5H—V 54X
certifying the batch. —VYUDESR

7. Date of signature. 7. EAOAM
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