New legislation
impacting IMP QPs

Presentation from dr. Susanne Ding, QP IMP working group
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Legislation impacting IMP QPs:
look forward and backwards

= Definitions
= New & upcoming guidance

= Selected guidance — and the impact for the IMP QP

Other topics — within and outside the EU
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Definitions

/\

( Regulation: )
Binding legislative act.
\ It must be applied in its entirety across the EU. y
( L \ ' ‘ \
Directive:

Sets out a goal that all EU countries must achieve.
Up to the individual countries to devise their own laws on how to reach

these goals.
\_ J
V4 \
Guideline: )
Translates all regulations and directives into best practices.
The GMP guide will be regularly revised in order to reflect continual
improvement of best practices in the field of Quality. y

\

GMP related documents:
ICH, PDA, ISO, PIC/S, WHO, ...
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New and upcoming legislation

OPPORTUNITY TO INFLUENCE

Guideline GMP for IMPs
24Nov2015
=> Comments submitted

GMP for ATMPs

2° consultation paper: 26 Sept 2016
=> No comments submitted
(but via EFPIA)

IMPD Guideline NCEs
120ct2016
=> No comments submitted

Eudralex Vol 4 Annex 17
11Dec2015
=> No comments submitted

©Brenda Van Assche

CT Regulat

536/201
(2019)

Delegated Reg

GMP for IM
(01Apr2018)

Auxiliary M
in Clinical Tri
(28Jun2017)

IMPD Guideline
(26Apr2018)

ISO 13485 -
(28Feb2019)
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Annex 16 -

= Annex 16 QP Certification and Batch Release —

Frequently Asked Questions — part 2
Alan Moon and Trevor Watson on 14 Aug 2017
application of Annex 16 to IMPs

predes
whilly
GOV.LUE

Blog MHRA Inspectorate

Organisations:

MHRA

Regulating Medicines and Medical Devices

t
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New and upcoming legislation

OPPORTUNITY TO INFLUENCE

>/

CT Regulat

536/201
(2019)

Guideline GMP for IMPs
24Nov2015
=> Comments submitted

Delegated Reg"

GMP for IM
(01Apr2018)

Auxiliary M
in Clinical Tri
(28Jun2017)

IMPD Guideline
(26Apr2018)

GMP for ATMPs
2° consultation paper:
26 Sept 2016
=> No comments submitted
(but via EFPIA)

IMPD Guideline
120ct2016
=> No comments submitted

Eudralex Vol 4 Annex 17
11Dec2015
=> No comments submitted

ISO 13485 -
(28Feb2019)

©Brenda Van Assche
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CT Regula"
- . . 536/201
Clinical Trial Regulation (2019)

REGULATION (EU) No 536/2014 OF THE EUROPEAN PARLIAMENT

AND OF THE COUNCIL of 16 April 2014
on clinical trials on medicinal products for human use, and repealing Dir

2001/20/EC

Commission
Guidelines,
Annex 13

TRe ulati Entry into application
536?20?2(”‘ postponed to

— 2019
\ EMA Management Board Oct 2017

2005/28/EC
2003/94/EC

2001/20/EC

* X %
* *
* *
* *

ASSOCIATION * » *

© Europ i‘ QP Associafi\)n — WWW.qp-asso ¥ 8 Qualified Persons in Europe

New legislation IMP Pre-conférence 201


http://www.ema.europa.eu/docs/en_GB/document_library/Press_release/2017/10/WC500236190.pdf

Delegated Reg
GMP for I

Delegated Regulation — GMP for IMPs (01Apr2018)

Dir
Commission Delegated Regulation 2003/94/EC

(EU) 2017 /1569 of 23 May 2017 @
supplementing Regulation (EU) No
536/2014 of the European Parliament and of
the Council

by specifying principles of

laying down the
principles and
guidelines of good
manufacturing
practice in respect of

and guidelines for good medicinal
manufacturing practice for products for human
investigational medicinal Delegated use and

products for human use Requlation investigational

medicinal products
for human use
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https://ec.europa.eu/health/sites/health/files/files/eudralex/vol-1/dir_2003_94/dir_2003_94_en.pdf
https://ec.europa.eu/health/sites/health/files/files/eudralex/vol-1/dir_2003_94/dir_2003_94_en.pdf
http://eur-lex.europa.eu/legal-content/EN/TXT/?uri=CELEX:32017R1569
http://eur-lex.europa.eu/legal-content/EN/TXT/?uri=CELEX:32017R1569
http://eur-lex.europa.eu/legal-content/EN/TXT/?uri=CELEX:32017R1569

Delegated Reg"

Delegated Regulation — GMP for IMPs GT&ISEJE_

= separation from GMP for commercial products
(Dir 2017/1572 on principles and guidelines on GMP for medicinal products for human use to supplement Dir 2001/83/EG)

» For Advanced Therapy Medicinal Products (ATMPSs) the guidelines of
Article 5 of EG regulation 1394/2007 apply
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http://eur-lex.europa.eu/LexUriServ/LexUriServ.do?uri=OJ:L:2007:324:0121:0137:en:PDF

Delegated Regulation — GMP for IMPs

= Chapter |
= Chapter Il

- General Provisions

- Good Manufacturing Practice

Art 3
Art 4
Art5
Art 6
Art 7
Art 8
Art 9
Art.10
Art 11
Art 12
Art 13
Art 14

Conformity with GMP

Compliance with clinical trial authorisation
Pharmaceutical quality system

Personnel

Premises and equipment

Documentation

Production

Quiality control

Retention samples used for quality control
Responsibilities of the Qualified Person
Outsourced operations

Delegated Regula
GMP for IMPs
(01Apr2018)

Complaints, product recall and emergency unblinding

Self-inspection by the manufacturer

Advanced therapy investigational medicinal products

11
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Delegated Regu
. GMP for IMPs
Delegated Regulation — GMP for IMPs <01Apr2018>‘

= Chapter Ill - Inspections

Art 17
Art 18
Art 19
Art 20
Art 21
Art 22
Art 23
Art 24
Art 25

Supervision by inspection

Cooperation and coordination of inspections
Recognition of inspection conclusions

Empowerments of the inspectors

Competence and obligations of the inspectors

Quality system

Impartiality of inspectors

Access to premises

Suspension or revocation of manufacturing authorisation

= Chapter IV - Final Provisions

Art 26
Art 27

< %
© Europ ;{ QP Association —

New le

Transitional provision
Entry into force
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Delegated Reg

Delegated Regulation — GMP for IMPs Gm\fﬁ;oﬁ‘

= Major changes compared to former IMP GMP

= QP register at the disposal of the competent authority min. 5 years
after completion / formal discontinuation of the last clinical trial
in which the product batch was used

= Clear delineation of responsibilities between manufacturer / sponsor

Q P .
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Delegated Re

Delegated Regulation — GMP for IMPs G“?oiip‘iioim

= Major changes compared to former IMP GMP

= [IMPD compliance
regular review of manufacturing records — scientific & technical
progress + experience gained by the sponsor

= Pharmaceutical Quality System

= Documentation - data integrity
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Delegated Regula
. GMP for IMPs
Delegated Regulation — GMP for IMPs (01Apr2018) '

= Major changes compared to former IMP GMP

= New Chapter Ill Inspections

—> supervision, cooperation & coordination, recognition of inspections
conclusions, empowerments of the inspectors, ..., access to premises,
suspension or revocation of manufacturing authorisation.

—> third country manufacturers based on an assessment of risk,
at least if the Member States have grounds for suspecting that the
quality standards ... are lower ...
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Auxiliary N
.y . - . . in Clinical
Auxiliary MPs in Clinical Trials (mm_

» Recommendations of the expert group on clinical trials for the
implementation of Regulation (EU) No 536/2014 on clinical trials
on medicinal products for human use

Contents

2 MEDICINAL PRODUCTS INTENDED FOR EESEARCH AND CLINICAL

TRIALS AND INVESTIGATIONAL MEDICINAL PRODUCTS (IMPS) c.oovvvviinieiinn. 3

3  AUXILIARY MEDICINAL PRODUCTS (AXMPS).ccvviiiieieie i 4
3.2  Requirements for ARMPS ...t 5
3.3 Documentation requirements in the application dossier......ccoocoevieiiviiiciiccieee

3.4  Safety reporting requirements for AXMPS ...
Annex 1 — Types of AXMPs with eXamples .o
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ASSOCIATION * » *

16 Qualified Persons in Europe


https://ec.europa.eu/health/sites/health/files/files/eudralex/vol-10/2017_06_28_recommendation_on_axmps.pdf

IMPD guideline biological IMPs

EUROPEAN MEDICINES AGENCY

SCIENCE MEDICINES HEALTH

14 September 2017
EMA/CHMP/BWP/534898/2008 rev. 1
Committee for Medicinal Products for Human Use (CHMP)

Guideline on the requirements for quality documentation
concerning biological investigational medicinal products in
clinical trials

Document history

Revision 1 '@ Adopted guideline
In progress

t

Published: 26/10/2017
Effective from: 26/04/2018

- QP Assouatlgn — WA
gislation IMP Pre-conférence 201
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http://www.ema.europa.eu/docs/en_GB/document_library/Scientific_guideline/2017/10/WC500237742.pdf

©Brenda Van Assche

OPPORTUNITY TO INFLUENCE

-

Guideline GMP for IMPs
24Nov2015
=> Comments submitted

GMP for ATMPs
2° consultation paper:
26 Sept 2016
=> No comments submitted
(but via EFPIA)

~

IMPD Guideline
120ct2016
=> No comments submitted

Eudralex Vol 4 Annex 17
11Dec2015
=> No comments submitted

New and upcoming legislation

CT Regula

536/201
(2019)

Delegated Reg

GMP for IM
(01Apr2018)

Auxiliary

in Clinical Tri
(28Jun2017)

IMPD Guidelin
(26Apr2018

ISO 13485
(28Feb2019

Draft

[Final, not
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Guideline GMP for IMPs
24NOV2015

Detalled Commission Guidelines ~> Comments submitted
on GMP for IMPs for human use

EC Guidelines to
Good Manufacturing
Practice

Detailed Commission
guidelines on good
manufacturing practice for
investigational medicinal
products for human use,

pursuant to the second subparagraph of
Article 63(1) of Regulation (EU) No
536/2014

Consultation mﬁent, issued 28 Aug
20 o~

Investigational
Medicinal Products

Detailed
Commissio

A
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http://ec.europa.eu/health/files/eudralex/vol-4/2009_06_annex13.pdf
http://ec.europa.eu/health/human-use/clinical-trials/developments/pc_gmp_1/public_consultation_gl_on_gmp_for_imp_180815_en.pdf
http://ec.europa.eu/health/human-use/clinical-trials/developments/pc_gmp_1/public_consultation_gl_on_gmp_for_imp_180815_en.pdf
http://ec.europa.eu/health/human-use/clinical-trials/developments/pc_gmp_1/public_consultation_gl_on_gmp_for_imp_180815_en.pdf
http://ec.europa.eu/health/human-use/clinical-trials/developments/pc_gmp_1/public_consultation_gl_on_gmp_for_imp_180815_en.pdf
http://ec.europa.eu/health/human-use/clinical-trials/developments/pc_gmp_1/public_consultation_gl_on_gmp_for_imp_180815_en.pdf
http://ec.europa.eu/health/human-use/clinical-trials/developments/pc_gmp_1/public_consultation_gl_on_gmp_for_imp_180815_en.pdf

Guideline GMP for IMPs
24NOV2015

Detalled Commission Guidelines ~> Comments submitted

on GMP for IMPs for human use
Consultation document EC

=  Comments submitted, no further activities observed

» Synopsis available (Annex 13 vs. consultation document EC)

Annex 13, EudraLex Vol 4. link 1 Detailed Commission guidelines on GMP for IMPs for human use, jink 2

a LT
{Emiialex, Vebame 4) Famples ofapplicable
Elnﬂ mmmm lhs:gnﬂ.ahm e B

Proceduies e=d 10 beﬂ.eﬂl& paumemmnzs 2 knowl=aze of e process
" o the £ e
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https://www.qp-association.eu/daten/download/IMP/Synopsis Annex 13_detailed Commission guidelines.pdf

Guideline GMP for IMPs
24NOV2015

Detailled Commission Guidelines ~> Comments submitted

on GMP for IMPs for human use
Consultation document EC

Upcoming guidance to be added to EudralLex upon deletion of Annex 13
(discussed at EMA GMP/GDP Inspectors Working Group Meeting, Sep 2017, source ZLG)

= Guideline on the responsibilities of the sponsor with regard to handling and
shipping of investigational medicinal products for human use in accordance with

Good Clinical Practice and Good Manufacturing Practice (draft)
- EudralLex 10

= Batch Certificate Template for IMPs (draft)
- EudralLex 4
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GMP for ATMPs
2° consultation paper:

G M P fo r ATM PS => No Ec?msrﬁztntzsosl,l?bmitted

A
© Europ ;\\
New legislé

(but via EFPIA)

Lecture & discussion Christina Meissner, AGES
at IMP Pre-conference 2016 in Madrid

Intensive discussion between PIC/S and Commission
Multi-stakeholder workshop hosted by EMA, 27 May 2017

Representation in ATIMP network via EQPA Task Force within ATMP
Interest Group ECA

Current status on ATIMPs - separate presentation

EudralLex - Volume 4 Issueq 22 Noy 2017
PartlV - GMP requirements for Advanced Therapy Medicinal Products

» Guidelines on Good Manufacturing Practice specificto Advanced TherapyMedicinal Products /=
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Others

Falsified Medicine Directive out of scope for IMPs

= |t will effect handling of comparators — how to book out ?
—> Still under evaluation

ICH M7 (R1) on assessment and control of DNA reactive (mutagenic)
impurities‘@1 pharmaceuticals to limit potential carcinogenic risk, July 2017

= Application of the principles of the ICH M7 guideline to calculation of
compound-specific acceptable intakes (- list included)
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https://ec.europa.eu/health/sites/health/files/files/eudralex/vol-1/dir_2011_62/dir_2011_62_en.pdf
https://ec.europa.eu/health/sites/health/files/files/eudralex/vol-1/dir_2011_62/dir_2011_62_en.pdf
https://ec.europa.eu/health/sites/health/files/files/eudralex/vol-1/dir_2011_62/dir_2011_62_en.pdf
https://ec.europa.eu/health/sites/health/files/files/eudralex/vol-1/dir_2011_62/dir_2011_62_en.pdf
https://ec.europa.eu/health/sites/health/files/files/eudralex/vol-1/dir_2011_62/dir_2011_62_en.pdf
http://www.ema.europa.eu/docs/en_GB/document_library/Scientific_guideline/2017/07/WC500231827.pdf

Cross-contamination

Q&@A EMA Dec 2016

Questions and answers on implementation of risk based
prevention of cross contamination in production and
‘Guideline on setting health based exposure limits for use in
risk identification in the manufacture of different medicinal
products in shared facilities’

(EMA/CHMP/CVMP/SWP/169430/2012)
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http://www.ema.europa.eu/docs/en_GB/document_library/Other/2017/01/WC500219500.pdf

Data integrity

O&A EMA Aug 2016

= by GMP/GDP Inspectors Working Group

» 23 questions related to data integrity

= paper-based & electronic systems
» how to assess risks to data integrity
» data lifecycle and various stages of risk management measures

» responsibilities — outsourced activities
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http://www.ema.europa.eu/ema/index.jsp?curl=pages/regulation/q_and_a/q_and_a_detail_000027.jsp&mid=WC0b01ac05800296ca

MRA between EU and USA

source: MRA article - pink sheet

t

MRAs — EMA website

t

= However, no direct impact on IMP topics

= Qut of scope: blood products, human plasma, human tissue and
human organs, immunological veterinary products, ATMPs

& ’I, n Croatia, France, Italy, Malta, Spain, Austria, Sweden, UK (Nov 2017)
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https://pink.pharmamedtechbi.com/PS120142/EU-US-Finally-Agree-On-Mutual-Recognition-Of-GMP-Inspections2001/20/EC
https://pink.pharmamedtechbi.com/PS120142/EU-US-Finally-Agree-On-Mutual-Recognition-Of-GMP-Inspections2001/20/EC
https://pink.pharmamedtechbi.com/PS120142/EU-US-Finally-Agree-On-Mutual-Recognition-Of-GMP-Inspections2001/20/EC
https://pink.pharmamedtechbi.com/PS120142/EU-US-Finally-Agree-On-Mutual-Recognition-Of-GMP-Inspections2001/20/EC
http://www.ema.europa.eu/ema/index.jsp?curl=pages/regulation/general/general_content_001843.jsp&mid=WC0b01ac058005f8ac
http://www.ema.europa.eu/ema/index.jsp?curl=pages/regulation/general/general_content_001843.jsp&mid=WC0b01ac058005f8ac
http://www.ema.europa.eu/ema/index.jsp?curl=pages/regulation/general/general_content_001843.jsp&mid=WC0b01ac058005f8ac
http://www.ema.europa.eu/ema/index.jsp?curl=pages/regulation/general/general_content_001843.jsp&mid=WC0b01ac058005f8ac
http://www.ema.europa.eu/ema/index.jsp?curl=pages/regulation/general/general_content_001843.jsp&mid=WC0b01ac058005f8ac

GCP Interface

= EMA Draft Guidance — Trial Master File
31 Mar 2017 0

= |CH E6 Guideline for Good Clinical Practice, Addendum 2
09 Nov 2016 0

presentation ICH E6 expert group

L
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http://www.ema.europa.eu/docs/en_GB/document_library/Scientific_guideline/2017/04/WC500225871.pdf
http://www.ema.europa.eu/docs/en_GB/document_library/Scientific_guideline/2017/04/WC500225871.pdf
http://www.ich.org/fileadmin/Public_Web_Site/ICH_Products/Guidelines/Efficacy/E6/E6_R2__Step_4.pdf
http://www.ich.org/fileadmin/Public_Web_Site/ICH_Products/Guidelines/Efficacy/E6/E6_R2__Step_4.pdf
http://www.ich.org/fileadmin/Public_Web_Site/ICH_Products/Guidelines/Efficacy/E6/E6_R2__Step_4.pdf
http://www.ich.org/fileadmin/Public_Web_Site/ICH_Products/Guidelines/Efficacy/E6/E6_R2__Step_4.pdf
http://www.ich.org/fileadmin/Public_Web_Site/ICH_Products/Guidelines/Efficacy/E6/E6_R2__Step_4_Presentation_06Feb2017.pdf
http://www.ich.org/fileadmin/Public_Web_Site/ICH_Products/Guidelines/Efficacy/E6/E6_R2__Step_4_Presentation_06Feb2017.pdf
http://www.ich.org/fileadmin/Public_Web_Site/ICH_Products/Guidelines/Efficacy/E6/E6_R2__Step_4_Presentation_06Feb2017.pdf
http://www.ich.org/fileadmin/Public_Web_Site/ICH_Products/Guidelines/Efficacy/E6/E6_R2__Step_4_Presentation_06Feb2017.pdf

Brexit (1)

EMA board meeting June 2017
o

= EMA: “UK to become a 3" country as of 30 Mar 2019”

Source: EU-Kommission
Wikipedia, UK, Public Domain

Preparatory work is ongoing in several work streams

» Physical relocation of the agency from London 19 offers t0¢h08t EMA
» Re-distribution of the workload

= Provision of guidance & information to pharmaceutical companies

» Questions and Answers related to the United Kingdom's withdrawal from the
European@Jnion with regard to the medicinal products for human and
veterinary use within the framework of the Centralized Procedure
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http://www.ema.europa.eu/ema/index.jsp?curl=pages/news_and_events/news/2017/06/news_detail_002764.jsp&mid=WC0b01ac058004d5c1
http://www.ema.europa.eu/ema/index.jsp?curl=pages/news_and_events/news/2017/06/news_detail_002764.jsp&mid=WC0b01ac058004d5c1
https://ec.europa.eu/health/sites/health/files/files/documents/qa_on_brexit.pdf
http://www.consilium.europa.eu/en/policies/relocation-uk-based-agencies/ema/

Brexit (2)

EUROPEAN MEDICINES AGENCY

SCIENCE MEDICINES HEALTH

Home Find medicine Veterinary regulatory Committees News & events Partners &

EMA to relocate to Amsterdam

Search for medicines X

Search our database of medicines - including EU Member States decide EMA's
hum an medicines, veterinary medicines and new location in three rounds of
herbal medicines. } voting.

Quick search jo Read more...

\

Or go to the medicines section for more
options to help you find what you need.

* *
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http://www.ema.europa.eu/docs/en_GB/document_library/Press_release/2017/11/WC500238862.pdf

Summary & take home

OPPORTUNITY TO INFLUENCE

Guideline GMP for IMPs
24Nov2015
=> Comments submitted

IMPD Guideline
120ct2016
k=> No comments submitted

Eudralex Vol 4 Annex 17
11Dec2015
=> No comments submitted

CT Regulat

536/201
(2019)

Delegated Re

GMP for 1
(01Apr2018)
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GMP for ATI

EudralLex 4, P
(22May 2018

IMPD Guidelin
(26Apr2018

ISO 13485
(28Feb2019
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Thank you very much
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