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IE R ERIE ( REGULATION (EU) No 536/2014 Annex 1)

F. DOCUMENTATION RELATING TO COMPLIANCE WITH GOOD MANUFACTURING PRACTICE (GMI) FOR THE INVESTIGA-
TIONAL MEDICINAL PRODUCT

31

32.

33.

34.

35.

#gE

As regards documentation relating to GMP compliance, the following shall apply.

No documentation needs to be submitted where the investigational medicinal product is authorised and is not
modified, whether or not it is manufactured in the Union.

If the investigational medicinal product is not authorised, and does not have a marketing authorisation from a
third country that is party to the International Conference on Harmonisation of Technical Requirements for
Registration of Pharmaceuticals for Human Use (ICH), and is not manufactured in the Union, the following
documentation shall be submitted:

(a) a copy of the authorisation referred to in Article 61; and

(b) certification by the qualified person in the Union that the manufacturing complies with GMP at least
equivalent to the GMP in the Union, unless there are specific arrangements provided for in mutual recogni-
tion agreements between the Union and third countries.

In all other cases, a copy of the authorisation referred to in Article 61 shall be submitted.

For processes related to investigational medicinal products set out in Article 61(5), which are not subject to an
authorisation in accordance with Article 61, documentation to demonstrate compliance with the requirements
referred to in Article 61(6) shall be submitted.

I RIXIEERIE N R Z 1R X QP X HIFIEF1Aith A GMP RFE AR -
Third Country = outside of the EU/EEA

EHmiFoIeRiE

Directive 2001/83/EC. Directive 2011/62/EU

> M1l

Directive 2011/62/EU of the European Parliament and of the Council of L 174 74
8 June 2011

Article 8
yMiu

(ha) A written confirmation that the manufacturer of the medicinal
product has verified compliance of the manufacturer of the
active substance with principles and guidelines of good manufac-
turing practice by conducting audits, in accordance with point (f)
of Article 46. The written confirmation shall contain a reference to
the date of the audit and a declaration that the outcome of the
audit confirms that the manufacturing complies with the principles
and guidelines of good manufacturing practice.

Article 46

1.7.2011
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(f) to comply with the principles and guidelines of good manufacturing

practice for medicinal products and to use only active substances,
which have been manufactured in accordance with good manufac-
turing practice for active substances and distributed in accordance
with good distribution practices for active substances. To this end,
the holder of the manufacturing authorisation shall verify
compliance by the manufacturer and distributors of active
substances with good manufacturing practice and good distribution
practices by conducting audits at the manufacturing and distribution
sites of the manufacturer and distributors of active substances. The
holder of the manufacturing authorisation shall verify such
compliance either by himself or, without prejudice to his responsi-
bility as provided for in this Directive, through an entity acting on
his behalf under a contract.

The holder of the manufacturing authorisation shall ensure that the
excipients are suitable for use in medicinal products by ascertaining
what the appropriate good manufacturing practice is. This shall be
ascertained on the basis of a formalised risk assessment in
accordance with the applicable guidelines referred to in the fifth
paragraph of Article 47. Such risk assessment shall take into
account requirements under other appropriate quality systems as
well as the source and intended use of the excipients and
previous instances of quality defects. The holder of the manufac-
turing authorisation shall ensure that the appropriate good manu-
facturing practice so ascertained, is applied. The holder of the
manufacturing authorisation shall document the measures taken
under this paragraph;

Module 1.2 Application form Annex

[ J5.22 For each active substance, attach a declaration(s) from the Qualified Person of the manufacturing
authorisation holder in Section 2.5.1 and from the Qualified Person of each of the manufacturing
authorisation holders (i.e. located in EEA) listed in Section 2.5.2 where the active substance is used as a
starting material that the active substance is manufactured in compliance with the principles and|
guidelines of good manufacturing practice for starting materials. Alternatively, such declaration may be
signed by one Qualified Person on behalf of all QPs involved (provided this is clearly indicated). The
declaration should refer to an audit and the date of the audit.

3 . ERIFOERIBREZEIRI QP X active substance A== 17 GMP FE4EERR -

EMA/196292/2014 Guidance for the template for the qualified person’s declaration
concerning GMP compliance of active substance manufacture “The QP declaration

template”
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Scope

With respect to the application of GMP for products for human use, ICH Q11°, states, "Each branch of a
convergent drug substance manufacturing process begins with one or more starting materials. The
GMP provisions described in ICH Q7 apply to each branch beginning with the first use of a starting
material. Performing manufacturing steps under GMP together with an appropriate control strategy
provides assurance of quality of the drug substance.”

The GMP Basic Requirements for Active Substances used as Starting Materials® apply to each branch
beginning with the first use of the starting material(s) (as designated in the quality module / section of
the regulatory submission) at all active substance manufacturing sites, including intermediate sites.

For active substances for biological medicinal products, reference should be made to volume 4 GMP
Guidelines including Annex 2 “Manufacture of biological active substances and medicinal products for
human use” and Annex 5 “Manufacture of immunological veterinary medicinal products.”

For chemically synthesised active substances, it is acknowledged that details of the suppliers of
designated starting materials may be confidential. Their suitability should be assessed indirectly by
audit of the active substance manufacturer’s quality system for starting materials.

{EZRERZAFRE Y S MIERIEGERR QP B GMP K& 145 - 2 RIIZIR Part 1| AT 2
(AFBz) ~MfIFES5 (RBEEL ) HITHIT -

3. Application of the QP declaration

The QP declaration applies to all human and veterinary medicinal products.

A QP declaration is required to be submitted with all applications for new marketing authorisations,
renewals and submissions of relevant quality variations, concerning changes (addition or replacement)
to the manufacturer of a starting material and / or to the registered manufacturer(s) of the active
substance, finished product or batch importation/certification sites'. This is irrespective of the means
by which the data requirements for the active substance are met — by either EDQM Certificate of
Suitability (CEP), Active Substance Master File (ASMF) or full details in the dossier.

If site changes are introduced during the regulatory review procedure, then a new declaration will need
to be provided.

The QP declaration is not required:

¢ (a) for blood or blood components; these are not medicinal product and are subject to the
requirements of Directive 2002/98/EC*’;

¢ (b) from MIAH sites that do not use the active substance as a starting material, e.g. packaging
only sites, quality control testing sites.

QP FIRBRT AN ABHENE B -
BT BN BRI QP A -

SR T i HH TR BR O T Rz 6 (R Y3 S

— BT
PINEAENZ S miabBMBRRNANE - RBEANERRERR -

Directive 2001/83/EC 2012 B & kR
TITLE IV MANUFACTURE AND IMPORTATION
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Article 51 + 1 1.  Member States shall take all appropriate measures to ensure that
the qualified person referred to in Article 48, without prejudice to his
(b) relationship with the holder of the manufacturing authorization, is

responsible, in the context of the procedures referred to in Article 52,
for securing:

(b) in the case of medicinal products coming from third countries,
irrespective of whether the product has been manufactured in the
Community, that each production batch has undergone in a Member
State 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 authorisation.

Article 51+ 2 2. In the case of medicinal products imported from a third country,
where appropriate arrangements have been made by the Community
with the exporting country to ensure that the manufacturer of the
medicinal product applies standards of good manufacturing practice at
least equivalent to those laid down by the Community, and to ensure
that the controls referred to under point (b) of the first subparagraph of
paragraph 1 have been carried out in the exporting country, the qualified
person may be relieved of responsibility for carrying out those controls.

EU GMP ANNEX 16 Certification by a Qualified Person and Batch Release-2015 &
X : £ ANNEX16 E I Y Marketing Authorisation 1 Manufacturing Authorisation - E4&

SEEZMFEESHIN MAF MIA.

1. THE PROCESS OF CERTIFICATION

1.1 1.1. Each batch of finished product must be certified? by a QP within the EU before
being released for sale or supply in the EU or for export. Certification can only be

performed by a QP of the manufacturer and/or importer which are described in
the MA.

1.5 1.5  For medicinal products manufactured outside the EU, physical importation and
certification are the final stages of manufacturing which precede the transfer to
saleable stock of the batch.

1.5.  1.5.4 The QP certifying the finished product is responsible for ensuring that each

4 finished medicinal product batch has been manufactured in accordance with
GMP and the MA. Unless an MRA or similar agreement is in place between
the EU and the exporting country, the QP is also responsible for ensuring
that the finished medicinal product batch has undergone in a Member State
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 is in accordance with the requirements of the MA.

BE B PAmARE EU RARITHE SRR E O/ - SJ1H EU RARK QP HATIE
AR - IEARR BE MA P AERE B A/EE O ERY QP #HAT - #1TALMIERRAY QP
ARERESRAIERE GMP 1 MA T4 - BRIE EU FIE OEZEE MRA
RPN - BN QP AATTERRMNMAMRELERRAERZZDEHWIAR

11
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EU GMP ANNEX 16 Certification by a Qualified Person and Batch Release-2015 &
BN EHMEEIN - EENMURBRAMRERTS MA ZXFTLARFIAECM
MW E -

o  RIFLMS|IARYAENAN GMP &£ - IR amE OREE - BRREEIRAR QP IWiTHEES
mATRI R ZEMBE R RENHITIRL -

e MRZBWAKRHILAMEOEIRE - MFKMN EU/EEA EHEEH IMPs HTERIZEANRRY -
18 QP ENEEN - BAANEST COMMISSION DELEGATED REGULATION (EU)
2017/1569 1 EU GMP {5 16

— H#E
EU GMP ANNEX 16 Certification by a Qualified Person and Batch Release-2015 &
153 1.5.3 Conditions of storage and transport for the batch and the sample, if sent
separately, should be taken into account by the QP before certification of a
batch.
BIE MBRMRSEMAFRE - QP RIEHLIERR Z BN Z EHE ™ S m A iE 7
mhasR -
155 1.5.5 Sampling of imported product should be fully representative of the batch.

Samples may either be taken after arrival in the EU, or be taken at the
manufacturing site in the third country in accordance with 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 EU
should be shipped under equivalent transport conditions as the batch that
they represent.

B O 25 mBY AV N BE B AR M m - Ham o DIERIA EU 2RV - SiESE=
EEFBAIREASREFRAPENENZ I RANICUERNTTANSEF - SEEFEAR
RIVERTIN B PR Z BRBE M BOETHE © FrBTE EU IRIMNSHF mI9N
EEMRERARERNTHRG N AT -

1.5.6 1.5.6 Where sampling is performed at a third country manufacturing site, 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 at the third country site and evaluation of subsequent
transportation steps of both the batch and samples to ensure that
the samples are representative of the imported batch.

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

12
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EU GMP ANNEX 16 Certification by a Qualified Person and Batch Release-2015 &

o Description of the sampling process in the third country.

o Description of the transported conditions of the sample and
the imported batch. Any differences should be justified.

o Comparative analysis of samples taken in the third country
and samples taken after importation.

o 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 a third
country.

iv. A review of any unexpected result or confirmed out of
specification result. These may have implications for reliance on
sampling performed at the third country manufacturing site and
should be notified to the Supervisory Authority for the site where
certification is performed. Such an occurrence should be regarded
as a potential quality defect and investigated in line with the
guidance in Chapter 8 of EudraLex, Volume 4, Part I.
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SERLIE R REGULATION (EU) 2019/6 - BXft, 1 Directive 2001/82/EC.

GMP S ARZ48E - 27T QP 4789 ANNEX 16 Certification by a Qualified Person and
Batch Release E##i&F -

1. £y

Article 5

Marketing authorisations

1. A veterinary medicinal product shall be placed on the market only
when a competent authority or the Commission, as applicable, has
granted a marketing authorisation for that product in accordance with
Article 44, 47, 49, 52, 53 or 54.

2. A marketing authorisation for a veterinary medicinal product shall
be wvalid for an unlimited period of time.

3. Decisions to grant, refuse, suspend, revoke or amend by way of a
variation a marketing authorisation shall be made public.

4. A marketing authorisation for a veterinary medicinal product shall
only be granted to an applicant established in the Union. The
requirement to be established in the TUnion shall also apply to
marketing authorisation holders.

ERFEINMALERBIREANREIBEA - MAH TZSK AR TRREIRR -

2. #HERAT

Article 97

Qualified person responsible for manufacturing and batch release

1. The holder of a manufacturing authorisation shall have perma-
nently at its disposal the services of at least one qualified person who
fulfils the conditions laid down in this Article and is responsible, in
particular, for carrying out the duties specified in this Article.

7. Where veterinary medicinal products are imported, the qualified
person referred to in paragraph 1 shall ensure that each imported
production batch has undergone in the Union a full qualitative and a
quantitative analysis of at least all the active substances, and all the
other tests necessary to ensure the quality of the veterinary medicinal
products in accordance with the requirements of the marketing author-
isation and that the batch manufactured is in compliance with good
manufacturing practice.
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GDP requirements (Updated Jan 2023)

| Expand section | | Collapse section |

1. Is it acceptable that storage conditions are not monitored for medicinal
products which do not have any predefined storage conditions on the outer
packaging?

No. According to the Guideline on declaration of storage conditions (CPMP/QWP/609/96
Rev. 2) , marketing authorisation holders have to provide stability data for storage
conditions at 25°C / 60% relative humidity (RH) or 30°C/ 65% RH (Iong term) and 40°C /

labelling.

This stability data is generated according to the temperature and humidity conditions of
climate zone I (temperate) and II (Mediterranean/subtropical) in Europe. For more
information, see the World Health Organization Expert Committee on Specifications for
Pharmaceutical Preparations forty-third report, Annex 2: Stability testing of active

pharmaceutical ingredients and finished pharmaceutical products [ .

No labelling statement means that controls should be in place to maintain conditions relevant
to climate zones I and II. Consequently, the temperature should be monitored during
storage and transport. Appropriate limits should be set for temperature monitoring to ensure
that product stability is not adversely affected.
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https://www.cde.org.cn/main/news/viewlnfoCommon/64e63fbae4fe8be4426c2fb826647
dOa

RTAFHEK (2 BiEREORGHDESFIFFAES RN (EKELRE ) SIRIEH

https://www.cde.org.cn/main/news/viewlnfoCommon/c10853cbf36f639af66178600a6a9
4e9

RTRFHEK (PHARREFHAMTRAFSEN (BKELRE ) EUREN

https://www.cde.org.cn/main/news/viewlnfoCommon/a4e163ea1eb3c92d100b8bcd397
019bf

EXRARBRTHRE—DINRPARF BERBPLHE XM ARREET MBI

7inzF (2023) 15

https://www.nmpa.gov.cn/xxgk/fgwj/gzwij/gzwjyp/20230103172324162.html

EMA GMP&GDP Q&A

https://www.ema.europa.eu/en/human-regulatory/research-
development/compliance/good-manufacturing-practice/guidance-good-manufacturing-
practice-good-distribution-practice-questions-answers#gdp-requirements-(updated-jan-

2023)-section

ERXRARRESES BEXMNEEREE A3 EeARER e ARKNERAT
ENRAmITHRESHIES A HE LIEMENERN (B EE (2022) 415)
https://www.nmpa.gov.cn/xxgk/fgwi/gzwij/gzwjzh/20230118153448140.html
ERXAGBGREE BERXRIDEREZHDATRTINREHINE A LRSS REMELRE
RIENEM (ARG AE (2023) 35 )
https://www.nmpa.gov.cn/xxgk/fgwi/gzwj/gzwjyp/20230119082839119.html
ExAaLGBRT AN (AYFEIRKAEREEBASTANLEEIENE) WASE (2023 F£5
155)

https://www.nmpa.gov.cn/xxgk/gata/qtagtg/20230119160441145.html

KT ARRAZSEFRIAZTEHAREENEMN (EEHARE71[2008]405 = )
https://www.nmpa.gov.cn/xxgk/fagwj/gzwij/gzwjyp/20080721120001452.html

SR ATRTINEEINA AERSETEZEENEIN (BEAL bR (2016]) 885 )
https://www.nmpa.gov.cn/xxgk/fagwj/gzwij/gzwjyp/20160708155201196.html
EXaBBEaFEP LRT AT (EEMNEARB MRHTAMAFAATRRIESEN) BB
& (2023 FE12)

https://www.cde.org.cn/main/news/viewlnfoCommon/8c0155b13a1b704f130960af38c6
4cod

Standard Operating Procedure of the ICH Working Groups Ver.12.00
https://admin.ich.org/sites/default/files/inline-files/SOP_Approved v12-

0 2022 0523.pdf
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https://www.cde.org.cn/main/news/viewInfoCommon/64e63fbae4fe8be4426c2fb826647d0a
https://www.cde.org.cn/main/news/viewInfoCommon/64e63fbae4fe8be4426c2fb826647d0a
https://www.cde.org.cn/main/news/viewInfoCommon/c10853cbf36f639af66178600a6a94e9
https://www.cde.org.cn/main/news/viewInfoCommon/c10853cbf36f639af66178600a6a94e9
https://www.cde.org.cn/main/news/viewInfoCommon/a4e163ea1eb3c92d100b8bcd397019bf
https://www.cde.org.cn/main/news/viewInfoCommon/a4e163ea1eb3c92d100b8bcd397019bf
https://www.nmpa.gov.cn/xxgk/fgwj/gzwj/gzwjyp/20230103172324162.html
https://www.ema.europa.eu/en/human-regulatory/research-development/compliance/good-manufacturing-practice/guidance-good-manufacturing-practice-good-distribution-practice-questions-answers#gdp-requirements-(updated-jan-2023)-section
https://www.ema.europa.eu/en/human-regulatory/research-development/compliance/good-manufacturing-practice/guidance-good-manufacturing-practice-good-distribution-practice-questions-answers#gdp-requirements-(updated-jan-2023)-section
https://www.ema.europa.eu/en/human-regulatory/research-development/compliance/good-manufacturing-practice/guidance-good-manufacturing-practice-good-distribution-practice-questions-answers#gdp-requirements-(updated-jan-2023)-section
https://www.ema.europa.eu/en/human-regulatory/research-development/compliance/good-manufacturing-practice/guidance-good-manufacturing-practice-good-distribution-practice-questions-answers#gdp-requirements-(updated-jan-2023)-section
https://www.nmpa.gov.cn/xxgk/fgwj/gzwj/gzwjzh/20230118153448140.html
https://www.nmpa.gov.cn/xxgk/fgwj/gzwj/gzwjyp/20230119082839119.html
https://www.nmpa.gov.cn/xxgk/ggtg/qtggtg/20230119160441145.html
https://www.nmpa.gov.cn/xxgk/fgwj/gzwj/gzwjyp/20080721120001452.html
https://www.nmpa.gov.cn/xxgk/fgwj/gzwj/gzwjyp/20160708155201196.html
https://www.cde.org.cn/main/news/viewInfoCommon/8c0155b13a1b704f130960af38c64c9d
https://www.cde.org.cn/main/news/viewInfoCommon/8c0155b13a1b704f130960af38c64c9d
https://admin.ich.org/sites/default/files/inline-files/SOP_Approved_v12-0_2022_0523.pdf
https://admin.ich.org/sites/default/files/inline-files/SOP_Approved_v12-0_2022_0523.pdf
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https://www.nmpa.gov.cn/xxgk/ggta/qtgqatg/20230129162900169.html

14. 2T AFEKR (eCTD LfiiErm V1.1 (1EKETE )) & (eCTD WiIEHrA& V1.1 (1EKE
) BEWREAD
https://www.cde.org.cn/main/news/viewlnfoCommon/3c23f1daf2e8c5400836cd5f4ac93
cbd
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