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CERTIFICATION BY THE AUTHORISED
PERSON AND BATCH RELEASE
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This Annex provides guidance on the
certification by an Authorised Person and
on batch release of medicinal products for
human or veterinary use 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
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The ultimate responsibility for the
performance of a medicinal product over its
lifetime, its safety, quality and efficacy, lies
with the marketing authorization holder

AR
However, the Authorised Person s
responsible for ensuring that each
individual batch has been manufactured
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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.
ii. 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
|____aretakeninto account.
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.
| 1. Information required for the confirmation,
where Authorised Person responsibilities
for the batch are being transferred between

sites, is recommended in Appendix | to this
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certified2 by an Authorised Person
before being released for sale, supply
or export. Certification can only be
performed by an Authorised Person of
the manufacturer and/or importer
which are described in the MA.

| 2. The contents of a batch certificate for
medicinal products are recommended in
Appendix Il to this Annex. The content of a
batch certificate may differ from Appendix
Il as required under national law or as
required to facilitate arrangements
between National Competent Authorities.
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1.2. Any Authorised Person involved in the
certification or confirmation of a batch
must have detailed knowledge of the
steps for which they are taking
responsibility. The Authorised Persons
should be able to prove their
continuous training regarding the
product type, production processes,
technical advances and changes to
GMP.

1.2.
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1.3. There may be several sites involved in
the various stages of manufacture,
importation, testing and storage of a
batch before it undergoes certification.
Regardless of how many sites are
involved, the Authorised Person
performing certification of the finished
product must ensure that all necessary
steps have been completed under
accepted pharmaceutical quality
systems to assure compliance of the
batch with GMP, the MA and any other
national requirements where
certification is taking place.

1.3.
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1.4. Each manufacturing site must have at
least one Authorised Person.

1.4.
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1.4.1 Where the site only undertakes partial
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

1.4.1
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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.

—IVSAXEFEN=Y N DLELLELE
BLETIAhELELRWL, ThoDFEE
IZCDOVWTEETAIMAICK-- TS E
NDHEIREZRE-ETLIEETEZEZA—V
SARXRRKNRN=Y IO ETDIHLIE, &
BA—VYSAXER—YVIE., ¥zM
ADFMEDHEMEAFTEZS &,

1.4.2 The Authorised Person who performs

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

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

manufacturing authorisation holders
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1.4.3 Any sharing of responsibilities

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

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

1561 K7y P AD1TEHFIZRBREINT

WARBIEDOTOERIE, ¥T54Fz
—VDBEHIRVEETLIEHEREN
HRAEWMICHDIEITHEDLY L. B
AHER I (RIF@MERIZ) HEA
BHELELSDETHIEEMETICHEHA
Shbd,




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.
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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
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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.
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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
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represent.

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

""""""""" 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

|____theimported batch.

ii. A 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 transported

conditions of the sample and the
imported batch. Any differences

_________ should be justified;

comparative analysis of samples

taken in the other jurisdiction and
samples taken after importation; and

""""" consideration of the time interval

between sampling and importation of

the batch and generation of data to

_________ support appropriate defined limits.

iii. Provision for random periodic analysis

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

iv. A review of any unexpected result or

confirmed out of specification result.

These may have implications for

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

performed. Such an occurrence should

1.5.6 MMEMEANICAET P2HEHEERIZCHS L
THRAERRAEE SN DZESICIE. E
XERBEURIIRS AV MDD TO+
2EBLT., Z5LEHBARERT7 70O
—FICHESURIEHEEL. EEL.
ZTOHEMMEBERLUMEEZERT L, Th
FRBIIXELRT S EELIC, i
EHLLUTOEEEENHE L,

i UZMEERNICATIEERE(BAKRE
BMOEX%EL) OEET VICHRERI
ZOLZBANYFRUBKRAKODOER R
Ty TOFEMET > T, BZBEINYHK
MANYTFZERRT EHZELEDODTHBZ &
THRRTHI L,

i. BEMICTHOA-HEZMNAE (WEMHE
NIZBLWTERSAEZRELNBAZD
NYFERRTDEDRREEMNIT S
T—A%8T) ., CORBIX. b &
LUTZEL &

LERBRARUBMANY FAEMEIAD
EHDOHBA, HERL L DHIIE., TOR
LZMERT L,
tEEAICEVTERIAZEE L.
MABICEDRIWEEBREOLER S
BABRREBZNYFORMALOROD
BRMERZ®RS L. BHEOF RS &
PICEHDONATWE I EZEMNFITST
. T%&EwY &,
ii. MESRICEVWTERIAZRE T #
FTHICHRAT 2ZLEHEERTO.@BA
BICBARZEEABICERLTESHWIC
_______ ARTE|E.
FHEOBREXEIHEBRNEEER SN
BRICOVTORE,. TS EHEERN
ICFRETAEERFRICEVTER SN
FRAEROMNABIZCEEZ5 2 5 A #
MAHY  RIAIFPEEINSEZOED
LE~NBHMTEHE, FS5LEEER,
BEENLBRETRREHFT EEL.PI
C/SOGMPHAKSAD/IN—
I E8ENDHAF VAICH>THERES




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

| thefollowing: .

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;

| iv. correct identification of the product

________ has been established; and

V. the sample(s) tested

representative of all finished product

batches derived from the bulk batch.
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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.

ii. Any additional duties and requirements
of national law are complied with.
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iii. Certification is recorded in accordance
with this Annex and in accordance to
national law.
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1.7 In addition, the Authorised Person has
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.
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1.7.1 All  activities associated with [1.7.1 YR EEXLRO0NUERUVABRICEET
manufacture and testing of the %2 TH,. GMPORBEIRU A A
medicinal product have been FSA4 VI TEREEIA TS C
conducted in accordance with the &,
principles and guidelines of GMP.

1.7.2 The entire supply chain of the active | 1.7.2 1?5?20) YIS 4AFI—VRUVEER

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.
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1.7.3 All audits of sites involved in the
manufacture and the testing of the
medicinal products and in the
manufacture of the active substance
have been carried out and that the
audit reports are available to the
Authorised Person performing the
certification.
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1.7.4 All sites of manufacture, analysis and
certification are compliant with the
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jurisdiction.
1.7.5 All manufacturing activities and [1.7.56 2 TOESEEHFRVHABREZRN., B




testing activities are consistent with
those described in the MA.

MARDERERERZSTHOLRATWLD
&

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
the required quality have been
supplied.
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1.7.7 For medicinal products, the active
substances have been manufactured
in accordance with GMP and, where
required, distributed in accordance
with Good Distribution Practice (GDP)
for Active Substances.
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1.7.8 Active substances used 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

manufactured in accordance with
standards of GMP and, where
applicable, distributed in accordance
with Good Distribution Practice
according to national law; and

ii. there is evidence of GMP compliance
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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 EEXEENGMPZESFTL TSRS
substance in accordance to national HHI L,
law.
1.7.9 The excipients used to manufacture a | 1.7.9 EE SO EICFHA I =HMAF A,
medicinal product  have been BYHAGMPTHREINATWVWSZ &,
manufactured with an appropriate (Z49 51B4) Pl 045-1: E FHE

ELOFRMEFICENETGMP ZEMD
BERXBLYRITEARAAVMIZET S
HARKSAVIZHS LD ET 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&A T 55BE) Ny FHEICHER
ShE-BEMHEE2THODTSE (EELE
MRRKE) XTA2RXD, EZMAD
ZEHIZHK-TWSRZ &,

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

1.7.11 BHRETITRENG L, BUBAE
C&EPHEREZZTL-LOTHD I &,
BERESNDIAIBRNEEBERVFIVIN




checks have been made.

eTHEIhTWsdZ &,

1.7.12 All manufacturing and testing [1.7.12 2 TOHERUHBRO 70t XA,
processes remain in the validated NYT—FrENEKREBIZREATWS
state. Personnel are trained and &, ANERBEUICHEBIHE A, &
qualified as appropriate. KESFSHEIATWSE I &,

1.7.13 Finished product quality control [1.7.13 HE¥RE SO RKREETE (QC) RET

(QC) test data complies with the —2h., HEMAFIZEREIATLS
Finished Product Specification REERBREIC (REFUVTILEALY
described in the MA, or where )—ZAANERBEINTWEEZEICIE., &
authorised, the Real Time Release ZUTLEALY)Y—REABRTOTS
Testing programme. LIZ) BETBHI &,

1.7.14 Any regulatory post-marketing | 1.7.14 HZ UG OHNEX(FTHBRICEET 3
commitments relating to manufacture MHREIZETARBMLEDII Y M A Y
or testing of the product have been PR TSI E, REHES
addressed. On-going stability data BY T T—aNE EHERILEEEN
continues to support certification. +5Z &,

1.7.15 The impact of any change to product [ 1.7.15 2 RO #EXITHBRICEEFZEZMZ %

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

o4y rEF@mLTECEED
. BEMMEBEF Vv I RUKRBR*REN
SETLTWBZ E,

(*F3E : YUBLEFROF T v I RURR)

1.7.16 All investigations pertaining to the | 1.7.16 BE L LS5 T2 Ny FICEHERT S
batch being certified (including out of FEHRAE (RBESAOREFAERVIER
specification and out of trend NOREREZET) NET. Biltzx
investigations) have been completed EFFBICHRBLRILETCETLT
to a sufficient level to support nwadZ &,
certification.

1.7.17 A batch should not be certified if [1.7.17 #HFEH L EF. FEFAEZ X (T E XA

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

NYFIZAVNRG LV EETBHEEZEALN
Zf)hli %UJI\J:)"’én...nIEL,’C(iZlb
Ty,

.18 The required technical agreements

are in place.

A8 BRI h S £l

ZPWENE-L-TWLD
&

.19 The self-inspection programme

is
active and current.

A9 BERBRIOTSLAAHNEL LT

BRHIhTWEZ &,

1.7.20 The appropriate arrangements for [ 1.7.20 BZER U HEZIC OV THEY LERRD
distribution and shipment are in NEE-STWSEZ &,
place.

1.7.21 Where required in national law, [1.7.21 B D ERTERINDZB SIS

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

X, YZBEICKLELOBTRTEEZR
LT, HGEREEEBZSRVEERZ —
BMARANMBKTIRTZEZZITEXIETE
BEEZAONT-BENUTZITS>I &N
TE3&512952 &

i. verify the authenticity of the medicinal i.
product;

iii. verify, via a device, of whether the
outer packaging has been tampered

ﬂ%ﬂd)ﬂéb\ﬂﬂt@&é«hflﬁmub\&“
dhE (BBZAWVWT) RIET HZ &




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.

1.8 HEDEZIZODOVWTHALEAA TR
(BIZIE.PIC/ SOGMPAHAKS
AVDT7rYIR2: ENREYENE
ER (REERUVEHR) OHE. RUT *
VORI MEHEEEROHE) NEHR
ShdZERDHYEBB,

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

under national law.

1.9 ITWMARVEITREOGZEEICE LT,
BaftrfE+HIcHdmaASHESINLE
Ny FIZEBEIT HICELTIEZ., (BZ &
NDEREDODTTHRETIEE)ZTOERE
RBIBLSETOITHZEET LHE
BIC&EPERDBEZTTCULWHITAIELR S
T,

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.

1.91 BARZEEIhE=-NyFORIEEICELT
FTHF—YVSTAXENRN—=Y L, #fT
MAICEHATA2ECLENDEREFERUVI
TRBEICEATHAHRAICE--TWWEZ &
FHRTH 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.

1.9.2 BEEThLIEREGOMAIZE L
THEZBAENVFORAICEREZE
THEENRTWVWEFT—YSA4 XK=
Yunh, BEEShILABRERICHE
THRARUPUGMPICR-TEHZED
ENERENTWVWEIELEERET S,

1.10 Recording of Authorised
certification:

Person

1.10 A=V S A X FR=y v 7o R
IO TOREHFMER :

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.
ii. In 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 EERICODVWTORIIX. FFIENDX
EIZA—YSAAXER—YUNREHET
5, TOREKIE. FEHENYFHALUT
DHEEZwmELTWS I EERT
Eo

i EEROENYFAR B LDEEEE
FLEDHEEZMAODEREFEHEICKE-T.
HERUFIvIEIRhTWEZE,

i. EXEGEMNMNEOEEEHEIMISGETLD
BEICBWLWTHEH. BENYFIEIZ, &
ZMADERBEIZCK-T. 2L EH
S (DELCELLETOANERIDEE
D) TOMEEROREZHRT 51
HDBEGBETORBXEF v I NI
PR TWAIE BECEDEFETERS
nE3GEEICE. BAEBRNTEZS LA
BNAEBEIND L,




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

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

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

| iv. The record must be kept up to date as

operations are carried out and must
remain at the disposal of the agents of
the National Competent Authority the
longer of one year after expiry of the
batch or five years unless otherwise
specified in national law.

EXSaMNMMMEOEEEEMICEMAI L
53GETH-TC. BULGHEIGMEE L
MESNLTHY . TOEEROEEEXES
CABLBLKELERNERAEDHDIED L
BEODGMPEENFRHINDIZIEN
BRIh, B2 (i) THRRNE-EENEG
HETEBIAhTWE I ENERS L
BEEFICE.A—YISTAXENR=Y Y
. (i) THRRE-EBZTIERZR
BEhdZERDHYBD,

EENEEEIAT-BHDOS BICEHZE
D2HHRTAELELREWN, FR.BZED
ERETHEHEHESATOLAWLRY . HE%
Ny FOEHHBERZ1ERB. XITZDEE
HESEMOVTANMR VM RE £
DEODHEBOBEMNLVDTHHEEA
BREBICREREABTAELR S B L,

(*RF - N—FIEFEA4EFE411EEZSHE)

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.

1.102 HMELSROEEBRHICASRICER
PEEBARERINDESICTEHNYTF
IZDWTIE., 1.10.1 B TaH N f- & B
HE. XEREOVRATLITEDCHK

T, X EwmEor-HoH TS
ZATAMOXEZFNAATRET S
&

o

re &k ct

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

2. E=EHICKBGMPHME (Fl: EE) %
FIRT S58B4

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.

BEICEYF—YSAXER=YDIE.FD
AR EICHE LEEEEROEERSE
VATLNELSKHEELTWESZLEERE
TEHEIEICHEBZIN, FDOIEE. BE=ZFBMNT
SIEEIALEETHIAES,

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

21 E=ZFBICKLHEFE (B BEFE) 2FAT
HBBIZCIE.PIC/ SOGMPHAKS
AVDETEIZK-T.HHETRESE
BEICEZL. (B&REMN) 8EL. B
B4 bZ&,

2.2 Special focus should be given to the

22 BICERZHATHDR . ZOEERSE




________ 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.

. 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.

DEDBICHLTTHASC &,

. TOEEBREEN.—BHWEGMPEXR
FE (PlAE. REIRDAVENVRT
L, U ZEKERCEHETIAEEER
UREBEEE (fl - REORE, R EEHE
HE., —RABELE) OFIELT) 25
MLELODTHBIE ETEEh-8H
ETCHAERICERSIATLWT. ZOEERE
NDHEMEREEZICH-o-TWSE I &,

i. BZEER (RERUHA) OREE
BEERUREEEAGMPIZEAEL TWL
BZHhESHHEET S L. RITMHESENRN
TET2EEOBEIZCEVWTE. FE
NEZCLEDEHEBOEHD LD EDLEL
EELRAEDODGMPIZEALTWLWS M E
ShMNHETHI &,

NBEIEEDESICEWNTIX., B
MAICHE-DTWARZ EHRIET B L,

BEZEBDEEREZEICODVTOEGRIC
FEOARRFERVTERBNGL IR TWLDS
CEE FA—YSAXENR=YULRER
T5¢E, A—YTAXENRN=Y I,
TOEBEHRROBERUEZNBEZR
EEXxZSEHREINRATHELEICET D
XELTHEAFTEEHI L,

V. PIC/SOGMPHALAKSA D7
Ty R20FICEABSIAh TSI HZEY
AVIFTDAVELORBMICE-T., &R
MBIZERBAUNRNY FAHEIZNHBE
HrEE¥EFEEETAE.FS5TBLIC
E2TC. . A—=—YSAXFKNR=Yy U, B
EITENYFZRIAETHHEICFH. TD
BRGmEBEICERBAONRNI P HDE
EOHRZIBELTWEZ &,

MBEYURIIRXRDAVECORAIIZHK
T. BYRLEENNERSINDE I &,

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

3. HANDLING OF UNEXPECTED | 3. T it &hi&fH 0Bk

DEVIATIONS
Provided registered specifications for | #@E 7O LA RV /" XE M EBEHFEICH
active substances, excipients, packaging | LT. 4 ZMAGFTOEMABZTRY / XIEGM

PhroD&BRATFTHETELLEESICE.R
E.mmil. aEMHMRUVEFNOEHERBIC
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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

BHELTLWARYIIEVWT . F—VYFA4XF
W=V I BEREHERT S EXENY
FERAEITAIEERFALED HZERZ
BMEMNICEERAELT. ZOREKARERRZRE
TRILEETNHGRESEMEHET DD

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.

occurred. The deviation should be |[ICIX.YZMAICEEOBRFADLE LTINS
thoroughly investigated and the root cause | 2 & H Y KT S,

corrected. This may require the submission

of a variation to the MA for the continued

manufacture of the product.

3.1 The impact of the deviation should be [3.1 PI C/ SOGMPHAHA FSA4A2>DT

FyR20HICEBEINATLD & SIS
BYLHR7 IO—FERWLIREURY
TR ADIMDTOERIZHE DT HZ
BEBEDA N FEFMTEHIIELE.ETD
MBYVRIIRXD A MO TOERIF,
UTZ&EL &,

. TO&RBPBHALZEENYFORE. T2
MRXIETENEICEZDZBEMGE A 2N
JrOFE.RUEZEDA N FHEW
THH IEDHER.

i. BREEZRTENYFEREEE=
BYTICEOBILEDRE.

EMENEEZOBEICEVLTIE. X
BIhk70xAro0&BEN. &2
RUBHHICFHERSA NI &2 F
LB EDKE,
NYFOEERVEBRIZESESLEEHRD 4
—JYSAAXARNRN—YVDORTEEILELF S
N2 ERHYBBIEEEZREIZANT.G
MPZESFLTWAIERUV / XITHEM
AlCREDTWAZEITAVNRNY FEF5Z 5
BThOHLIAEBLPIEINE . EERDODNY F
DRAEEERT DA —YVIAXFNRN—=Y Y
NEEL. BT HZ &,

4. THE RELEASE OF A BATCH

Ny FOHBAEHE

4.1 Batches of medicinal products should
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

FA—YSAXENR—YVIZkBLERD
FOLBRAEORIZBY  EEZD/NYTF
PEEZEXEIHTESEHRBEDOL-OHICHATAS
HESINDIE RIESNDIETOE®D
Ny FlE, BEREERERICEED. XIE
ZTOEOHBYERICE TERRED
AAEICEABEINA TS B DR~ HZE
LTERREIT S &,

14




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 XBIEAEONYFHLARFEAESINDBZERE
CBEINGVWLSICTEIREHEDN
BOoTWAHA I E. ZDREHEICE. Y
BRHLGBE (B - RERVCXRTDOER)
XEEFHLEEE (Fl: XUT—FrEh
FFaVEa2A— 432 RTLOER)LH
YJD. RBIEDNY FERAEEMN L
AMORBAIEEHE~ABHTLIRICE.REGE

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

4.3 The steps necessary to notify [4.3 A ELEINDIAE~AOBENTHLN

Authorised Person certification to the
site where the transfer to saleable
stock is to take place should be
defined within a technical agreement.
Such notification by an Authorised
Person to the site should be formal and
unambiguous and should be subject to
the requirements of Chapter 4 of the
PIC/S GMP Guide, Part I.

6'ttnéﬁ%kﬂbrt Va2
ARFNR=—YOORAEBEHNTDI-HD
WMWEBERRATYy T HMZHEOHICH
ETHEFS5LEA—YS4XER
—YVICKDBEMEI.EXADEERIN
BWtOTHA A E.F-.PIC/S
DGMPHARSADIN—KIEA4
EFEIQBERFEICK->-TWVWE I &,
(x Fx - X&)

4.4 National law may require a specific
release for the local market (market
release) by the MAH which takes into
consideration the certification of the

finished product by the manufacturer.

44 BCEDEREIZEY HEEZENTO
RREGORBAZEEEBICANRT.MAH
AEMOTHBICOVTHEOHEAR
HE (ME~OHFAABHE) £75 C
ERBRENBZCENHYFD,

GLOSSARY TO ANNEX 16

PRy R160DHAER

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.

AKT7X VI RBO—FEDOHBRUVEAIL. LU
TIZTHRLEEEODEKRTHWLLOA TS,
PIC/SOGMPHAKRKSAUARIEDHR
EMSELSEITH 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.

BRENNYFOETT

K739y RIZTEDDHEZAICEKY  F—V
FSARXRRKNR—Y N EBRBTRIET AL T
HY BENYFHLIAREXITEED-HE R
ABHESINDIADEZNNYFITOVNTO
mEARHEEERDLT,

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,

HRE (AEOEKRZERTSH.BRETIHIRUY
ERIhi)

—YVYSAAXARN—=YVIZLKBELAYD
FHETHY HEATEHEMIEREESN
vFERIETIERZETSHA—YV T4 X
RIN—=YVEEEBmTEELEEBYIZ.GM
PRUBETIRFGFRBITABRARID . AR
BEIJ7ALRUO /XIF (BBTIHEE) &
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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.

MBHEIC-T.7O0ERAXIE
SR TWAZEERTLD EREZRMT
24 —YS3AXFNRN—=YVF.EREENhDdY
7O AXREHBOEEIZIODOVTODEHE
85,

HEBRAEE

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.

BERERNYF

XREGOEEXIHARICELT.2E%—
ETHEMEIMNCEYROLON . R—DO—&
NDHEFERV / XEIRELEZE - (GEHK
HEJOLADBAIZBWVTIEX.FAE OB
NIZEESIh)HIFHORZI=ZY D
EHMIALOHKS—HA . ZBRERINNYFTH
B, A7y RAFIZBVNTIE., HIZKBE
I . HBICHATE2-ODOREBEIZA -
BRONYFEERT 5,

Importer

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

ECEDERICEDTEREIND EZAIC
FYBMATHIHAZRETSE,

| 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)

FEMEE

EERBEFT . BHARXEBFEES T DE
REzOTELBL BEEEET . A2 E (HEREHY
CRBHLON-ELEDTHAS>EHNHD &)1
EBRXF 1A, 1 EEEHELY TS,

or a region.

APPENDIX | TEX

Recommended content of the EXRO—BZRAHEICODVTOEREIC
confirmation of the partial [ B X h L3R EARAE

manufacturing of a medicinal product

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

(4B HEREEOHEER TR X
EREDLE—~Y K]

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

1. HRO0EAMRUHBZ—BRIEIEIZON
TORER® (fl: /8542 F—)L 500mg & :
TNVREA—AE~AD1RAE)

2. Batch number.

2. NyFES

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

3. UB-—BMERAHBEEHETA-LHEROAL
R U A i

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

4. BT MEBERZHNEDSHE (PIC/ SOG
MPHA RS A VETEIZEMN)

5. Confirmation statement.

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

FE 22 O P& it

BRMBEZNBICRINE-REREDLN.
(BEEEB]IODGMPEREERUAZNY
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Quality Agreement have been carried out
in full compliance with the GMP
requirements of the [insert jurisdiction]

Bl EIh:-&FHE+TLICETFTLTE
BMEINLTWBRZEHFIZHESREL., [AN
YFDRARVHAARHEFITSEHR

BEABEBERBIN N RBLERERBOER
EHIZ-DTWAHAZ EZREET 5.

and the terms described in the Agreement
for ensuring compliance with the
requirements of the Marketing
Authorisation(s) as provided by [Contract

Giver/manufacturer certifying and
releasing the batch].

6. Name of the Authorised Person | 6. 4% —MEXRXEEZHREIT LI —YV I A
confirming the partial manufacturing. X K/ — ‘/ POK4%A

7. Signature of Authorised Person |7 . 4 —HBERXEELEHER TS24 —V IS4

confirming the partial manufacturing. X K/8— ‘/ DHOEL

8. Date of signature. 8. EAMA
APPENDIX Il Bl % I
Recommended content of the Batch |EER*RETp /Ny FHBEFIZHEIIAZE

AR
(*RE: BRUBE-IEXEZOBE)

Certificate for Medicinal Products

[LETTER HEAD OF THE BATCH [HEZNYTFORIIRVERAESHE ZIT
CERTIFYING AND RELEASING | SHEBEFZHEOL Z—~ v k]
MANUFACTURER]

1. Name, strength/potency, dosage form | 1. &£#. 2E. FEERUVEEH A X
and package size (ZZEREGNYT—EDOTEXFX b
(identical to the text on the finished —®3T531D)
product package).

2. Batch number of the finished product. 2. HZERESONYTFES

3. Name of the destination | 3. HFZ NV FOHERMEE (K) DL
country/countries of the batch.

4. Certification statement. 4 . FREL O Mk

| hereby certify that all the manufacturing
stages of this batch of finished product
have been carried out in full compliance
with the GMP requirements of the [insert

ARBRABNYFOREERBELSTH[EE
#HE] OGMPERBIERUY [ZHT 55
ElHEEEORERFOERFTEZITE
ICESFLTERESINLTWVWS I EHEZ IS

jurisdiction] and [as applicable] with the FEBAT %,
requirements of the Marketing
Authorisation(s) of the destination
country/countries.

5. Name of the Authorised Person certifying | 5. Y& Ny FZRET 54—V 14X KN
the batch. —VUDOK4A

6. Signature of the Authorised Person | 6. #E& Ny FZ#RBIAT 24—V 4XEN
certifying the batch. —JVVDEL

7. Date of signature. 7. EZ20AB{H

17



