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EFPIA’S ANNUAL INSPECTION SURVEY
Background and History

% History

% The annual inspection survey was initiated in 2003 with the intent to gather data
regarding inspections activities in the research-based industry

* Intention
% Monitor trends and new focus areas of GMP/GDP inspections / ISO-certification audits

% Continue to promote reliance, collaboration and consistency in inspections by
highlighting duplicate regulatory GMP/GDP inspections an ISO-certification audits

% Materialise the benefits of PIC/S and ICMRA membership in optimizing the use of
inspection resources with a harmonized risk-based approach for inspections while
maintaining patient safety

% Scope
% Regulatory GMP/GDP inspections and related ISO-certification audits
% Manufacturing sites and commercial affiliates worldwide
¥ Inside and outside the Regulatory Authority’s own borders (domestic and foreign*)

% All tools used or combination from them: on-site and virtual presence, or document
review as well as reliance/recognition approaches

* ’foreign inspections’ are inspections performed in a 3™ country to the inspectorate f -
efpia
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CONCLUSIONS OF THE 2021 EFPIA INSPECTION SURVEY

The Pandemic is a Catalyst for Improving Ways of Working

‘The level of effort, formality and documentation ... should be commensurate with the level of risk’ (icH a9)

*

Increased use of alternative and effective tools

*

Tools An on-site inspection can not be fully replaced — always needed?

*

Preferred: Virtual tool combined with on-site presence

* Data show virtual tool and on-site inspection take similar
inspection duration

Method % Keep an open mind applying risk-based approaches: use of the
virtual tool, focus, frequency & duration

* Improvement opportunity: Sharing defined, focused set of
documentation in advance

*

Utilizing domestic inspections; jointly with 3" countries?*
Practices

*

Fully leverage and update existing MRAs; explore new MRAs

*

Well founded reliance results in more knowledge and improves
decision making

Data / Recommendations e fa
EFPIA ANNUAL INSPECTION SURVEY - 2021 DATA ~ *e.g., ICMRA or EDQM ‘hybrid’ approaches i.e., with more than one inspectorate p




INSPECTION SURVEY - 2021 DATA
General Trends

A stable
trend since
2016

Ratio is about 2:1
in 2020 & 2021

Domestic
more than
foreign

"For cause’ only with
domestic inspections

50% less Number of

foreign countries Seen by countries with a few
inspections 44 in 2017 foreign inspections

performed — 23in 2021

.
efpia
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INSPECTION SURVEY - 2021 DATA
Trends Induced by the Pandemic Continue

Number of inspections - domestic: increasing; foreign: constantly low

All inspection types performed (PAI, routine, for cause etc.)

Extended use of the different inspection tools

e Domestic inspections: On-site inspections resumed
sometimes in combination with virtual elements

e Foreign inspections: Number of countries™ performing -
foreign inspection decreased: 42 in 2018 — 23 in 2021

EFPIA ANNUAL INSPECTION SURVEY - 2021 0a7A T EU-Member States = one country




INSPECTION SURVEY - 2021 DATA

The Number of Inspections at Manufacturing Sites in
2021 is Similar to Number Before the Pandemic

Number of inspections per manufacting site in a year

25 A

Number of inspections per manufactuing site
o8}

: \ However, the backlog due to

_ 2014 2015 2016 2017 2018 2019 2020 2021 the pandemic is remaining

% Suggestions for managing expiring GMP/GDP/ISO-certificates include e.g.,*

% Pursue the current approach to prolong validity by an additional year
Caution: the acceptance may change, when GMP-certificates are older than 5 years

¥ Establish communication process between supervisory authority and companies when facing
challenges with registration in a third country

* Using the quality history of the site for planning and frequency of regulatory inspections incl.
e.g., inspection history evidence of self-inspection, global audit/quality system programs

efpia

EFPIAANNUALINSPECTION SURVEY - 2021 DATA *suggestions from the answers on the questions in the survey



INSPECTION SURVEY - 2021 DATA

Number of Foreign Inspections at Manufacturing Sites

ordered by country (EU as one entity; all inspection types and tools)
Performed by

m Russia™
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m Brazil*
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m Mexico®

= Belarus
Burundi
Switzerland®
India
Iran®
Saudi Arabia™
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Number of foreign inspections reported

0

2021
*Inspectorate is a PIC/S member **PIC/S Applicant  ***PIC/S Pre-Applicant efp’fa
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Reported foreign inspections on all countries listed H




INSPECTION SURVEY - 2021 DATA
Locations of Manufacturing Facilities Hosting Inspections

Countries, where inspections had been performed in 2021

EU countries, where inspections were performed
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+ 17 other countries with 7 or less inspections

% This data demonstrates where manufacturing sites are located for
research-based pharmaceutical industry

f L
efpia
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INSPECTION SURVEY - 2021 DATA
Outcome of the Data

At Manufacturing sites

e The percentage of sites with no inspection remains stable for 6 years
e Opportunities for a better risk-based approach on inspections*
e There is 3 times more focus on GDP than the years before

Data source:
22 Global research-based pharmaceutical companies (EFPIA member) + one NTA

At Affiliates - worldwide

e Very limited impact by the pandemic on the number of inspections
e 25% of the affiliates having an inspection
e Scheduling and outcome is back to the level of 2019

. . . o . *
*Countries may include Chinese Taipei, Japan, Korea, Russia, Turkey, US Efpla



INSPECTION SURVEY - 2021 DATA

The Ratio of Foreignh to Domestic Inspection Seems not to
be Influenced by the Pandemic

100% -

% Since 2016 there is
a stable trend to
conduct more
domestic than
foreign inspections

80% -
60% -

40%

Inspections reproted

20% -

0% -

BDomestic inspections mForeign inspections Pandemic
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CONSIDERATION ON INSPECTIONS TOOLS

Inspection Tools and Combinations are Not Equivalent -
Each has Pros and Cons

Ly

Document
review

Physical
presence

I;':"\

Virtual Experience
presence Collaboration
Reliance

Confirm Compliance & Capability (= & T

Risk-based efficiency

Reflections on the regulatory experience of remote approaches to GCP and GMP regulatory oversight during the COVID-19 Pandemic. ICMRA, 26
November 2021. - Collaborative inspections: Inspections involving two or more regulatory authorities
‘ Note: ICMRA defines ‘hybrid’ inspection as inspections where several inspectorates are participating eighth on-site or virtual.
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USE OF INSPECTION TOOLS - DATA
The Use of Inspection Tools has Changed since 2020

Inspection mode - domestic inspections
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* About 90% of the domestic inspections have had at least a partial on-site presence
% About 20% of the foreign inspections have been conducted with on-site presence

EFPIA ANNUAL INSPECTION SURVEY - 2021 DATA
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USE OF INSPECTION TOOLS - DATA

Inspection Tools Used in Domestic Inspections

® B
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Reported domestic inspections in 2021
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mon-site  Mvirtual & on site virtual paper based

% Experience with implementing the virtual inspection tool is reported for EU-MS by
* Denmark * Germany * Italy % Sweden

¥ Finland * Ireland % Poland f *
EFPIA ANNUAL INSPECTION SURVEY - 2021 DATA  The graphic show only inspectorates performing more than six domestic inspections e pla




USE OF INSPECTION TOOLS - DATA
Inspection Tools Used in Foreign Inspections

Reported foreign inspections in 2021

100%

40% 1
ED'BE: II
0 | IIII-

Use of tools in inspections [%)]

Libya Colombia EU-MS5  USA  Russia Ukraine Canada Brazil Japan  South Chinese Turkey Kenya

o

Korea Taipei

mon-site  mvirtual & on site virtual paper based

Note: no agency is reported to use a hybrid approach (more than one inspectorate)
*
efpia

EFPIA ANNUAL INSPECTION SURVEY - 2021 DATA  The graphic show only inspectorates performing more than four foreign inspections




USE OF INSPECTION TOOLS - DATA

Average Inspection Duration for Applying Different
Inspection Tools

Physical
presence

Virtual
presence

Number of inspections reported

Number of inspections reported

Domestic Inspections
Number of days used for applying the on-site tool
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Domestic Inspections
Number of days used for applying the virtual tool
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Foreign Inspections

Number of days used for applying the onsite tool
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Foreign Inspections
Number of days used for applying the virtual tool
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I 4.3 days in average
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Certification Audits

Number of days used for applying the on-site tool
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Certification Audits
Number of days used for applying the virtual tool
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2.6 days in average
(Median: 3 days)
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Days used for the inspection

From an industry perspective, inspections using the virtual tool take about the same time as being on-site

Data bases: 250 data sets with inspection times < 14 days

&
Note: a) Travel time to site in 3™ countries is not included; b) Median count only full days ; c) certification audits are for ISO 13485 Efpla
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Comparison of Efforts using the On-site or Virtual Tool
for Inspections -

Behavioral aspect Established process Alternative process giving more flexibility
Perception Experienced for most; Mixed sensations
b thep arties feels good; more - Stressful for some (the day feels longer; less flexible);
y P flexibility - Welcomed by others (the more you do, the easiest it feels)

Organised agenda of

: : - Most efficient when performed in real-time as it would be on-site
the inspection

Opportunities

8-10h/day — - 4-6h/day
. dedicated, - More flexibility with scheduling because you don’t have to address travel;

Way of working .

Concentrate on the - More time to prepare for next day;

inspection only - Opportunity to perform some day-to-day business

. Enhanced non-verbal - Alternative communication style; seems less ‘natural’ currently

Communication . .. . . .

communications - More focused communication (e.g., less distractions from people in the room)

- Less costly;

Prework Travel planning, - Preparation meeting for connectivity test;

flights, visa, hotel - More efficient and more inclusive e.g., ability to have SMEs participate that might

not be in the same geographic location
Request documents

_ *
prior to the inspection HEEE Hileir, @LrEil]
Performlng i thnge betweep - Opportunities for stretching exercise
inspection sitting and walking
Average duration Domestic  2.9d

(EFPIA survey data) Foreign 5.0d - Sl shomier

*More documents need more time for preparation; is this really an opportunity to have them available faster during the call(?) efpla
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INSPECTION SURVEY - 2021 DATA
Inspection Practice

Time for virtual _
¢ Facts contradict the feedback from

presence industry and regulators perceptions -
sllghtly shorterthan this a subjective feeling as of more

. days used overall?
on-site presence

e Increased number of inspectors at

Inspector days foreign inspection
* Switzerland performed foreign

varies from 1 to 24 inspections again, but only invested
one inspector day - appear to focus?

Opportunities
for effectiveness
with reliance

» ~35% of all are foreign inspections
e ~70% saving in the MRA US/EU

f 3
efpia
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CONTINUOUS IMPROVEMENT OF THE INSPECTION TOOLBOX I"/"\

Well Founded Reliance Results in More Knowledge and
Improves Decision Making

Limited knowledge Collaboration leads
when self dependent to more knowledge

.: Symbol for 1 inspection & = symbol for an inspectorate; Colors represents inspections performed by a specific inspectorateefpfa *
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CONTINUOUS IMPROVEMENT OF THE INSPECTION TOOLBOX "'I"\

Enabling Reliance on Inspections and its Processes —
Opportunities

The preferred model is the virtual tool combined with on-site presence

Risk-based approach for the inspection frequency (1-5 years)

Focus on inspections by the domestic authorities and on reliance

1. Implementing MRAs is in general beneficial for inspectorates and companies to prevent duplication of
efforts in e.g., a) inspections incl. inspections in 3rd countries and from foreign inspections (e.g., when
performing and accompanying) and b) additional batch testing upon importation

2. Harmonise the scope of and update existing MRAs (e.g., Switzerland)

3. Additional MRAs: Consider establishing between the EU and PIC/S participating authorities e.g., Argentina,
Brazil, South Korea, Turkey, UK

4. Update of the EU legislation: Consider leveraging the concept of listed 3rd countries as applied for the
importation of active substances as per Falsified Medicines Directive (FMD) to allow listing of specific 3rd
countries (e.g., PIC/S participating authorities) without an MRA




EFPIA’S SURVEY QUESTIONS 2021 — DATA ON MRA EU/US

Full EU / US MRA Implementation Could
Leverage Further Benefit - Details 2021

Inspections EU in US

out of scope of MRA

in scope of MRA -

GDP ‘

Inspections US in EU

0 5 10 15 20

Mumber of product types / scope insepcted

[ | . In scope of the MRA — 43 inspections

Potential saving: about 70%
Out of Scope of the MRA — 27 Inspections

e Vaccines
o ATMP
e Medical Device
e Combination Product
e GDP focus
EFPIA ANNUAL INSPECTION SURVEY - 2021 DATA

25 0 5 10 15 20 25

Mumber of product types / scope insepcted
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EFPIA’S SURVEY QUESTIONS 2021 — DATA ON MRA EU/US I"’/"\

Full EU / US MRA Implementation Could Leverage
Further Benefit

120

-l- *2
? Inspections
*3

@ EEU inUS
= US in EU

2009 2010 2011 2012 2013 2014 2015 2016 2017 2018 2019 2020 2021 2022 2023
[ =

g&c{S

MRA effective

*1 Government shut down in US >20 days f o
*2 Effect may only result from the general reduction of foreign inspections in 2020 (~50%) € pla
*3 8 out of 12 inspection from the EU in US had been reported to be for GDP purpose — no GMP




CONTINUOUS IMPROVEMENT OF THE INSPECTION TOOLBOX I’(/’\\

Pandemic Showcases Demonstrate Opportunities
Towards an Ideal State

2 Recognition?

7 —

Sh /
E P 4 Enabler: Quality Risk Management
— y I Memorandum of Understanding (MoU) — ‘may’
C;) 7/ Reliancel 2 Mutual Recognition Agreements (MRA) — ‘must’
c 3 Local guidance / SOPs for regulatory — ‘can’
o & ~ > formally addressed as ‘unilateral waiver’

~ o -

~

~ o Confidence3
-~y

®

Inspection

Trust

Good reliance practices in the regulation of medical products: high level principles and considerations, WHO, TRS 1033, Annex 10, 2021, 237-267.
R Report on the review of regulatory flexibilities/agilities as implemented by National Regulatory Authorities during Covid-19 pandemic - WHO &
ICDRA, published December 2021

fj  Risk-based inspection planning, PIC/S guideline P1 037-1, 1 January 2012 "ﬂ Convergence of Good Manufacturing Practice (GMP) standards and Related Inspections, IFPMA Position paper, January 2020
%A

vP“GIS * GMP-Inspection reliance, PIC/S guideline P1 048-1, 1 June 2018 \. S. Rénninger, P. Gough, V. Davoust, Opportunities for Saving Resources in the Regulatory Inspection Process: Mutual
« Classification of GMP Deficiencies, PIC/S guideline PI 040-1, 1 January 2019 IFPMA  Recognition Agreements (MRA) Example EU/US, Pharm. Tech. Japan, 35, 2019, 15-25..

efpia
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COLLABORATION, RELIANCE, DELEGATION “®
WHO now Recommends the Key Concepts of Reliance

AN

. “(,C
of e\ Mutual
recognition
Unilateral
recognition
Regional reliance
mechanisms
E Work-sharing including joint activity
—— Abridged pathways using reliance
processes
Building trust between NRAs
Independent decisions Leveraging regulatory work Regional reliance Unilateral or mutual
based on its own Performed by other competent mechanisms recognition
reviews and/or and trusted authorities to reduce Centralized evaluation based on treaties or
inspections the workload, with independent conducted for a group equivalent, providing
final decision-making of countries maximal benefits

Good reliance practices in the regulation of medical products: high level principles and considerations,

WHO, TSR 1033, Annex 10, 2021, 237-267. ef Ta
EFPIA ANNUAL INSPECTION SURVEY - 2021 DATA p




COLLABORATION, RELIANCE, DELEGATION Ig/"\

WHO now Recommends the Key Concepts of Reliance
Glossary

% Recognition -

%, Acceptance of the regulatory decision of another regulator or trusted institution

¥ Recognition should be based on evidence that the regulatory requirements of the
reference regulatory authority are sufficient to meet the regulatory requirements of the
relying authority

% Recognition may be unilateral or mutual and may, in the latter case, be the subject of a
mutual recognition agreement

% Reliance  [imay]

¥ The act whereby the regulatory authority in one jurisdiction takes into account and gives
significant weight to assessments performed by another regulatory authority or trusted
institution, or to any other authoritative information, in reaching its own decision

¥ The relying authority remains independent, responsible and accountable for the
decisions taken, even when it relies on the decisions, assessments and information of
others

WHO, TSR 1033, Annex 10, 2021, 237-267 — chapter 4: glossary

Z3% Good reliance practices in the regulation of medical products: high level principles and considerations,
f o
efpia
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INSPECTION SURVEY - 2021 DATA
Industry Supports PIC/S Membership

PIC/S Participation Authorities performed at research-based manufacturers...

...in contrast to non-PIC/S member inspectorates...

(7.

©

a8 - More domestic inspections
\

... More follow up actions after inspections

1ml .- More paper-based and less virtual inspections

60%* of foreign inspections among each other

efpia
EFPIA ANNUAL INSPECTION SURVEY - 2021 DATA *82% for Pre-Approval Inspections (PAI); 55% for non PAI p



INDUSTRY SUPPORTS PIC/S MEMBERSHIP

Consideration on the Inspection Activities by

PIC/S Participating Authorities

More domestic inspections
vs. in 3rd countries performed by
PIC/S participating authorities
(65% vs. 57% by non-PIC/S)

More follow up actions
after inspections by

PIC/S participating authorities
(17% vs. 9% by non-PIC/S)

Virtual inspections
by PIC/S Participating Authorities
(28% by non-PIC/S)

Paper-based inspections
by PIC/S Participating Authorities
(7% by non-PIC/S)

Ly

"
s
Onsite inspection
by PIC/S Participating Authorities
(64% by non-PIC/S) &
s

EFPIA ANNUAL INSPECTION SURVEY - 2021 DATA

60%

Of reported foreign inspections

had been performed by a PIC/S
participating authority in a country
where the inspectorate is also a PIC/S
participating authority (170 of 282)

efpia *




FOR FURTHER READING

e
Kt

Explaining Reliance in the Inspection Landscape

('« Enhanced Good Manufacturing and Good Distribution Practices (GMP/GDP) Inspection Efficiency, EFPIA )
position paper, 19. May 2014.

* A Concept for Harmonized Reporting of Inspections, 29. May 2015; addendum of the PhARMA White Paper:
‘Mutual Recognition of Drug GMP Inspections by U.S. & European Regulators’, 15. May 2015.

* Alternative GMP/GDP Inspection Practices in a Pandemic Situation (COVID-19) and Beyond EFPIA position
paper, 28 May 2020.

* Opportunities for Optimising the GMP Inspection Process post pandemic, in publication based on
‘Request for Optimising the GMP paper-based Inspection Process by Regulatory Authorities’, EFPIA
position paper, 26 June 2019.

* Proposals for Quality and GMDP aspects: Regulatory response to Covid 19 crisis, 30. Mar. 2021

* Opportunities and Challenges with MRAs on GMP, EFPIA Reflection Paper, 21. December 2021

&
L EFPIA: Annual Regulatory GMP/GDP Inspection Survey’s EfplaJ
é * Guidance on good practices for desk assessment... for medical products regulatory decisions, WHO,
TRS 1010 (2018), Annex 9.

* Good reliance practices in the regulation of medical products: high level principles and
considerations, WHO, TRS 1033, Annex 10, 2021, 237-267.

* International regulators recommend use of remote inspections as complementary tool beyond
pandemic, EMA-News, 13. Dec 2021.

e Guidance related to GMP/GDP and PMF: distant assessments. EMA/335293/2020, 15. Oct. 2020

* Remote Interactive Evaluations of Drug..., FDA, Guidance for Industry, FDA-2020-D-1136, April
2021

* Joint Audit Programme for EEA GMP inspectorates - JAP Procedure (Rev.3)

» Report on the review of regulatory flexibilities/agilities as implemented by National Regulatory
Authorities during Covid-19 pandemic - December 2020, WHO & ICDRA, published November 2021

* Reflections on the regulatory experience of remote approaches to GCP and GMP regulatory

- ‘IT considerations’ ‘r.AA
* Inspections Infographic |F|;MA
L. Related: import testing )

Considerations for effective h

regulatory reliance, 21. June 2019
Convergence of Good Manufacturing
Practice (GMP) standards and Related
Inspections, IFPMA Position paper, v2,
January 2020.

Points to Consider for Virtual GMP
Inspections — an Industry perspective,
5 Feb 2021, update in progress with
Annexes on

- ‘best practices’ and

\ oversight during the COVID-19 Pandemic. ICMRA, 26 November 2021. 4

GMP-Inspection reliance,

PIC/S guideline PI 048-1, 1 June 2018
Risk-based inspection planning,
PIC/S guideline P1 037-1, 1 Jan. 2012
Classification of GMP Deficiencies,
PIC/S guideline PI 040-1, 1 Jan. 2019

s

e
Inspection Programme 2011 — 2016, March 2018, 1-13.

WHO Drug Information, 31/2, 2017, 153-157.

\ version; full version

* EMA, WHO, TGA, US-FDA, EDQM, Council or Europe, ANSM, DMA, HPRA AIFA, MHRA, Report on the International Active Pharmaceutical Ingredient

* H. Jin, N. Carr, H. Rothenfluh, TGA, Medicines Regulations: Regulating Medicines manufacturers: Is an onsite inspection the only option?,

* S. Rénninger, J. Berberich, V. Davoust, P. Kitz, A. Pfenninger, Landscape of GMP/GDP inspections in research-based pharmaceutical industry,

Part I: Data, Pharm. Tech. Europe, January, 2017, 6-10; Part ll: Considerations and Opportunities, Pharm. Tech. Europe, February, 2017, 5-9.
* S. Rénninger, P. Gough, V. Davoust, Opportunities for Saving Resources in the Regulatory Inspection Process: MRA Example EU/US, Pharm. Tech. Japan, 35, 2019, 15-25.
* A. Meshkovskij, S. Ronninger, National GMP Inspection Practice for Biotech Pharmaceuticals: Commonalities, Differences, Opportunities, CIS GMP News, 2018, 1, 26-31.
* S. Ronninger, A. Kurz, and F. Raya, GMP/GDP Inspections: Challenges and Opportunities from COVID-19, Pharmaceutical Technology Europe, 33 (11) 2021, 36-39; print
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EFPIA INSPECTION SURVEY
Further Data and Thoughts

About the
survey

Collaboration,
Reliance, Delegation

Inspections at

Country Affiliates “ 0 .
Considerations on Document
pre-approval Review
inspections

Implementation of
MRA EU/Japan

Foreign Inspection
Activity

5

Inspections at
Manufacturing Sites

efpia
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1. ABOUT THE ANNUAL INSPECTION SURVEY - DISCLAIMER

Limitation on the Data Assessment

%

%k

f L
efpia
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Out of scope

*

Sponsored inspections at CMOs are not in scope because of the risk of double counting

Excluded from the assessment

*

*

*

If a company named more than 10 days for a virtual inspection, we set the value to 10 as we assume
that this had not been full days where the inspection was performed

All inspections referencing only to

% ‘other GxP’ only (e.g., R&D facilities for GCP/GLP)

% ‘other’ products as there was no GMP/GDP inspection relevant activity (e.g., OTC, cosmetics)

% 1SO 9000 certifications, because they are no required by regulatory statutes (even marked as ‘GMP’)
Mock inspections = for profit organisation preparing for FDA inspections (e.g., arca, spcm, dsp, Presafe)

Consideration

B
i

*
ES
B

We consider not having the full overview on inspections with document review only (paper-based)

Companies may have reported the first and last day of an inspections with document review even if
there had been days with no inspection in between. This the inspector days had been set to ‘n.a’

Duration of inspections with document review was not accounted
Duration of inspection using the virtual tools may not reflect the actual inspection time
Inspections at affiliates are domestic, if the country is supported e.g., Czech Republic in Slovakia

Note

*

*

Insufficient data (e.g., no product category named) -> added GMP for manufacturing sites and GDP for
affiliates

All local inspectorates are listed under the name of the state inspectorate




2. COLLABORATION, RELIANCE, DELEGATION "
A Simple and Qualitative Tool for Inspection Planning

Elements

e Knowledge of the GMP compliance history of the site
e Footprint of history of critical and major deficiencies
e Type of inspection i.e., routine, for cause, pre-approval

Hazards to consider

e Intrinsic risk
e Complexity of site, Processes and Products, Criticality to availability

e Compliance-related risk
e GMP/GDP / CMC, regulatory status (incl. e.g., number of deficiencies)

Output

e Risk ranking (‘Quality metrics’)

e Inspection frequency

* Required number of inspectors and competence / expertise
e Scope, focus, depth & duration of the next routine inspection

Date:

Fulfill the Legal Requirement for ‘Inspection’ EudraGMDP
: efpia
gp’“"’s RISK-BASED INSPECTION PLANNING, PIC/S GUIDELINE Pl 037-1, 1 JANUARY 2012 pl




2. COLLABORATION, RELIANCE, DELEGATION LN

l”’

Content of GMP Inspection ‘Reliance Assessment Report’

Basis for the
assessment

Reliance
statement

Information from

Scope of the

the site inspection

e List of reviewed

documentation
- incl. GMP Certificate /

e Name and address of e Specific e Name of the hosting
the manufacturing site products/dosage NCA
(SMF) forms within scope, as e Basis on which country

e Further details e.g., applicable reliance has been . Cg;??;::;tri?r?:hat
building number/GPS e Activities within the established (e.g., MRA, roducts and activities
location/UFI (SMF) scope e.g., PIC/S, WHO Global P

- manufacture of API

- non-sterile finished product
- sterile finished product

- biological finished product

e Name and contact
details (SMF)

® GMP compliance

Benchmarking tool)

of interest are covered
e Verification of the

accuracy of the

Information reviewed

. - packaging
statement by the site _ distribution (e.g. verification of
- importation translation)

Regulatory Decision

Assessment of the outcome and rationale

)

@1&‘-’5 GMP-INSPECTION RELIANCE, PIC/S GUIDELINE Pl 048-1, 01 JUNE 2018

efpia *




2. COLLABORATION, RELIANCE, DELEGATION

LN

I"’

Inspections by a Local Inspectorate are More Efficient and
Mature* than an Inspection from a 3" Country

Prerequisite Advantage

* High quality standards
embraced and supported by
the local government

* Evaluation of national
regulatory systems by an
independent control /
maturity metrics e.g., PIC/S
member inspectorates, WHO
Global Benchmarking Tool

The local inspectorate has
* Flexibility regarding coming
back and following up on

issues

* Knowledge on the site-
specific history

* Insight on culture i.e.,
do/don’ts in the local area

* Optimisation of resources

* Benefit from improved
inspection logistics e.g., no
language barrier, less travel /
environmentally friendly

on CAPAs

* The 2021 date demonstrated that domestic inspection have more follow up actions
@10'5 GMP-INSPECTION RELIANCE, PIC/S GUIDELINE Pl 048-1, 01 JUNE 2018, CHAPTER 5.2 — as basis

Transparency

* A non-compliant local site
may put the integrity of the
local inspectorate at risk

* Direct access for feedback

* Inspectorates may not like to
see their local manufacturing
sites in the headlines

L
efpia *




Information Provided by the Site can Follow a bocuments
Commonly Agreed Standard for Paper Based Inspections

Pharmaceutical o
Quality System =-s

Additional ‘H
information

For further reading
* GMP/GDP Inspection Efficiency, EFPIA position paper 19. May 2014.
www.efpia.eu/media/25712/position-paper-on-enhanced-good-manufacturing-and-good-distribution-practices-gmp-gdp-inspection-efficiency-2014.pdf
* Optimising the GMP paper-based Inspection Process EFPIA, Position Paper 26. June 2019.
www.efpia.eu/media/413129/request-for-optimising-the-gmp-paper-based-inspection-process-by-regulatory-authorities.pdf
*EXPLANATORY NOTES FOR PHARMACEUTICAL MANUFACTURERS ON THE PREPARATION OF A SITE MASTER FILE, PIC/S PE 008-4, Annex 1, January 2011 ef fa
EFPIA ANNUAL INSPECTION SURVEY - 2021 DATA GMP-INSPECTION RELIANCE, PIC/S GUIDELINE Pl 048-1, 01 JUNE 2018, CHAPTER 5.3.1 p
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4. IMPLEMENTATION OF MRA EU/JAPAN &
Understanding of the role of form 1 & 3 in Japan bocuments

) ) Additional
Dossier review documents Product approval

License
application

R&R Assessor

Manufacturing in a 3rd country

Inspection
e.g., visit the site, remotely, request additional documents

e.g., rule-based checki!i

Inspection of a site R&R Inspector

GMP-certificate

* The forms 1 & 3 in Japan are checked by inspector as part of the licensing
process on a role-bases and therefore not waived by the MRA




5. INSPECTIONS AT MANUFACTURING SITES

There is no trend (i.e., no impact by the pandemic) in the
number of sites with no inspection in the last 6 years

Manufacturing sites with no inspections

J0D -

\

Number of reported sites reported of having no insepetions

2016 2017 2018 2015 2020 2021

Pandemic

f L
efpia
EFPIA ANNUAL INSPECTION SURVEY - 2021 DATA




5. INSPECTIONS AT MANUFACTURING SITES

Examples of Inspection at one ™
Manufacturing Site of Different
Companies

no inspection
¥ 1inspection
2-4 inspections

M5 or more

2021 37%

o Domestic Foreign S
Site in country | . . : : Foreign inspectorates
inspections | inspections

Japan / PMDA (7), Chinese Taipei / TFDA (3), Iraq / MoH
Belgium 1 15%* 16 (1), Kenya / PPB (1), Saudi Arabia / SFDA (1),
Switzerland / SwissMedic (1), Turkey / TMMDA (1)
Japan / PMDA (3), Russia / MolIT-SID&GP (1), Turkey /

Ikl 0 7 7 TMMDA (1), Chinese Taipei / TEDA (1), USA / FDA (1)
. Japan / PMDA (3), USA / FDA (1), Turkey / TMMDA (1),
SUIE e 1 6 7 Russia / MolT-SID&GP (1)
Turkey / TMMDA (2), South Korea / MFDS (2), Russia /
Denmark 2 > 7 MolIT-SID&GP (1)
Denmark 1 5 6 Chinese Taipei / TFDA (2), Brazil / ANVISA

(2), Russia / MolT-SID&GP (1)

% Countries with opportunities for a better risk-based approach include
& Chinese Taipei

% Japan
% Russia
% Turkey
Consideration: Notified body certifications are reported site several times (up to 9) at the efpfa
same site. Then product wise certification requirement may drive to duplication in the
oversight of the Quality System (for devices) at a specific manufacturing site . . .
Note: Not all companies are sharing details on specific manufacturing sites in a country *The spike may relate to vaccine manufacturing | 2100l




5. INSPECTIONS AT MANUFACTURING SITES

Locations of Manufacturing Facilities Included in
the Survey

EU countries, where inspections were performed

80 -
60 -

40 ~

Countries, where inspections were performed :
oo 351 ¥ S
_ \(= ﬁ
_ per St I I I
: EU Mem o lllll-..____

150 - & ¥ S50 & RS
, \1\@6\ %' \’b"s‘
: \% \@ c(@ Q@é‘@ \i" ‘6@{3’ "-:9'0 &" _1,52: \0 Q&Q@‘Q e,‘? o (:;F' S \.;&r
] < e’é\
lﬂﬂ: <
30 3 I
0 ] IIII..II--- ___________

Number of reported inspections

Mumber of reported inspections

i [ ] s a = i) mzmmmmmmm-—" = = T . = =2 @
Egc-gl'ﬂ"—ENEEI:}_—U::-UE'EEﬁiﬂ"a’_ﬁc!ﬁ.;_ﬁ
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efpia
EEPIA ANNUAL INSPECTION SURVEY - 2021 DATA Countries listed with sites having > 4 inspections Pl



5. INSPECTIONS AT MANUFACTURING SITES

Number of Domestic Inspections
ordered by country (>1 inspections; EU as one entity; manufacturing sites; all tools)

100 -

Number of domestic inspections reported

80 -

60 -

20 -

mEU
Motified Body
m China
m USA
® Japan

> 20
Group 1

2021

EFPIA ANNUAL INSPECTION SURVEY - 2021 DATA

m Pakistan

m Switzerand

u Brazi

m Algeria

m India

® Russia

m Mexico

m Indonesia

= Singapore

m United Kingdom

u Chile

» Argentina

= Canada

m Saudi Arabia

= Australia

= Egypt

» Turkey
Bangladesh

u Colombia

= Dominican Republic

efpia *




5. INSPECTIONS AT MANUFACTURING SITES
Number of reported Domestic Inspections

150

125 02017 02018 02019 m2020 m2021

100

th =
= [}

%)
h

Number of dom estic inspections reported
/4

EU Motified Body China USA Japan Pakistan Switzerand

&
s efpia
EFPIA ANNUAL INSPECTION SURVEY - 2021 DATA Note: in 2021 the UK does not count for the EU-MS any more



5. INSPECTIONS AT MANUFACTURING SITES

Number of reported Domestic Inspections by Authorities
in EU Member States*

100 -

2017 2018 2019 m 2020 m2021
80 -

B0 -

Muber of domestic inspections reported

40

20 -

. IIJ'J'JJ‘.III--
L

& 4 hf ‘bﬁ% @ t}‘:’ %*{\f ‘3’@& s :}“ﬁﬁ

& +“‘

efpia
EFPIA ANNUAL INSPECTION SURVEY - 2021 DATA *Note: in 2021 the UK is listed for continuity p




6. FOREIGN INSPECTION ACTIVITY
Countries Performing Foreign Inspections

Number of inspectorates performing foreign inspections

50 -

40

Number of Insepctorates

10

0
2003 2004 2005 2006 2007 2008 2005 2010 2011 2012 2013 2014 2015 2016 2017 2018 201% 2020 2021

Year
efpia
EFPIA ANNUAL INSPECTION SURVEY - 2021 DATA




6. FOREIGN INSPECTION ACTIVITY

Number of Foreign Inspections by Country 1/2
Some countries reduced numbers of inspection while other may have
switched inspection mode 2020/2021

150

125 02017 02018 02019 m2020 = 2021
2
£
o —
E,- 100
w
=
L
S 75
o
)
=
5
5 50
S
2
8 25
E
=
z -

0
Russia™ Japan* USA* Republic of EU* Chinese Turkey* Brazil*
Korea* Taipei*

*Inspectorate is a PIC/S member **PIC/S Applicant ***PIC/S Pre-Applicant efpara *

EFPIA ANNUAL INSPECTION SURVEY - 2021 DATA




6. FOREIGN INSPECTION ACTIVITY

Number of Foreign Inspections by Country 2/2

60 -

ha ) — n
o o = =

Number of foreign inspections reported

-
o

*Inspectorate is a PIC/S member **PIC/S Applicant ***PIC/S Pre-Applicant ef *a
EFPIA ANNUAL INSPECTION SURVEY - 2021 DATA Note: No foreign inspection reported by the UK in 2021 pl
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Average Inspector Days for Foreign Inspections
at a Manufacturing Site

Average Inspector days

25 -
20
; More than 2 inspectors 5 days

E |
& Z
g 10
- ] Less than 2 inspectors 3 days

5

0 - . . . . .

I.IJ

Canada / HPFBI
Mexico / COFEPRIS

Burundi / MoH

Colombia / INVIMA

Brazil / ANVISA

USA /FDA

Japan / PMDA

Ukraine / SMDC

Libya / MoH

Russia / MolT-SID&GF

South Korea / MFDS
China/ NMPA []

Switzerland / SwissMedic | ]

EFPIA ANNUAL INSPECTION SURVEY - 2021 DATA p



6. FOREIGN INSPECTION ACTIVITY

Locations of Manufacturing Facilities Hosting Foreign

Inspections

Countries, where foreign inspections were performed

200 -

150 A

100 -

50 -

Number of reported inspections

. ;I o
D v ) O S O
& o S
I
&

EFPIA ANNUAL INSPECTION SURVEY - 2021 DATA

EU countries, where foreign inspections were performed

40 -

30 4 Paper-based
Virtual

W On-site & virtual

Number of reported inspections

20 - H On-site
10 4
U_I-Illl = .

‘bob L %{q\ R -;\‘-'Q' ‘@\% R & A \é@ & A ?;;\-b fo{‘b @
\‘\b & & & V& e Ry %;zb & % \}(&: ° Qo\ o..;?:
F o P ® SV @ QX g
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Paper-based
Virtual
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7. CONSIDERATIONS ON PRE-APPROVAL INSPECTIONS (PAl)

Locations of Manufacturing Facilities Reporting PAI
Demonstrating where Innovative Products are Manufactured

EU Countries, where PAl inspections were performed

Number of reported inspections

20 1 Foreign inspectorates
performing PAl in EU
§ Japan / PMDA 17
B s USA / FDA 13
8 South Korea / MFDS 6
g | Russia / MolT-SID&GP 6
o Turkey / TMMDA 5
80 - E 10 - Chinese Taipei / TFDA 3
| o Ukraine / SMDC 1
| ‘G T Canada / HPFBI 1
60 - E 5 | Switzerland / SwissMedic 1
] E Libya / MoH 1
S i
4(}- 0 - ...------
i S 06 N O S B SRR G & RO
Q:-é\\} (,ei*@% & T .._3\0“"§ <« @-‘5@‘(\%{\ £ & @“@ & & c,.x\““b
&
20
0 . H EE s

:@.‘? ch?- \@Qﬁ S ¢ & &
& &N

EFPIA ANNUAL INSPECTION SURVEY - 2021 DATA PAl: Pre-Approval Inspections




7. CONSIDERATIONS ON PRE-APPROVAL INSPECTIONS (PAl)

Regulators Have Different Pathways to Determine Approval
of a Registration Application and for a Manufacturing Site

BT

Planning for Manufacturing GMP compliance‘Capability Informed regulatory decision

Manufacturing

Inspections evaluate

Capability of commercial manufacturing

Knowledge available I)
approva

Adequacy of production and control procedures, i
ime

Reliance approach

Suitability of equipment and facilities, and

Effectiveness of the quality management system

Perform an Inspection

‘Pre-Approval Inspection’

\ Standard approach

Identify the areas of the regulation that can be used to support alternative approaches,
e.g., reliance

efpia
EFPIA ANNUAL INSPECTION SURVEY - 2021 DATA
back to overview




8. INSPECTIONS AT COUNTRY AFFILIATES

There is a Very Limited Influence by the Pandemic
on the Number of Inspection at Affiliates

Number of inspections reported at Affiliates

=

£ 1250

g

n -

E

m -

_E ]
1000 -

5

i=

& ]

o ]

Lr)

=] _

E 750 -

z -
500 -

2014 2015

EFPIA ANNUAL INSPECTION SURVEY - 2021 DATA

2016 2017 2018 2019

2020

Pandemic

2021

95%

" R: Regular / Routine
P: Pre-approval (PAI)

B FPER

M F: For cause

M |. Re-inspection

efpia *
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