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EFPIA’S ANNUAL INSPECTION SURVEY
Background and history

* History
¥ The annual inspection survey was initiated in 2003

* Scope
% Regulatory GMP/GDP inspections
% Notified Bodies certifications for devices used in Medicinal Products
% Manufacturing sites and commercial affiliates worldwide
% Inside and outside the own borders (domestic and foreign*)
% Inspection modes used and combinations of them

* Intent
% Monitor trends and new focus areas
¥ Promote reliance optimizing the use of inspection resources
% Materialise the benefits of PIC/S membership and MRAs

* "foreign inspections’ are inspections performed in a 3™ country to the inspectorate

f L
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INSPECTION SURVEY - 2023 DATA
Outcome of the data

Provided by 26 global research-based pharmaceutical companies and two National Trade Associations

At Manufacturing sites?

e Opportunities for a better risk-based approach on inspections*
e The number of inspections are reported to be at a maximum
e Inspectorate focus on foreign rather than domestic inspections in 2023

At Affiliates

e Constant high numbers of inspections — mostly domestic
e Very limited impact by the pandemic on the number of inspections
e 80% without inspections — assumption: inspections every 5 years

* Countries may include USA, Russia, Tlrkiye, Japan, Republic of Korea, Libya (potential PIC/S
candidate?), EU, Brazil, Mexico. We encourage to establish a legal basis, if needed, to allow

acceptance for inspection reports from PIC/S participating authorities.
efpia
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INSPECTION SURVEY - 2023 DATA

The number of inspections at manufacturing sites are
at a maximum in 2023

Number of inspections per manufacturing site in a year
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Is this the catch up
from the pandemic?
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INSPECTION SURVEY - 2023 DATA

Number of foreign inspections at manufacturing sites
ordered by country (EU as one entity; all inspection types and modes)

Performed by

mUSA*
Russia** > 50
| m Tiirkiye* | significant change
N .Japan®
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*Inspectorate is a PIC/S participating authority **PIC/S Applicant
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***PIC/S Pre-Applicant

m Chinese Taipei*
m Kazakhstan
m China**
m Belarus
B Armenia
m Australia®
m Canada®
= Pem
mUEraime*
m Caolombia
m Saudi Arabia®
Unifed Kingdom*
mWHO
Kenya
Pakistan
Fwanda
Sudan
Uganda

efpia
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INSPECTION SURVEY RESULTS 2023

What do the data tell us on foreign inspections?
Increasing and now reaching the level before the pandemic

% They are at a peak
¥ Trend continues when the pandemic (2020 & 2021) is disregarded

Inspectorates from
- Exponential increase Libya

- Back to high rates before the pandemic, or even higher US, Turkey, EU, Brazil, Mexico
EAEU-MS (beside Russia)
Russia

Japan (less document inspections)

* We observe an increasing average of inspector days*
¥ Increasing inspectors' days used for foreign inspections (8.2 days)

% About 80% of the foreign inspections are conducted in EU/EEA, US and Switzerland

% 62% of inspections between PIC/S members with a shift from pre-approval
inspections (PAIl) towards surveillance/routine inspection

*Assumption: having additional inspectors for training purposes efp’fa
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OPPORTUNITIES FOR PIC/S PARTICIPATING AUTHORITIES
Reducing environmental footprint by reliance on PIC/S

> =1’900’000 km/y* = 26’000°000 kg CO,

Europe
(and Turkiye)

North America
Asia Pacific

5’610/5

Middle East

Latin America

Assumption for travel per inspection:

- 2 inspectors and return flights Africa

- 500 km for in a region flights
- 8’000 km for interregional flight

*on average; 0.0658 kg CO, / flight km Efpfa
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INSPECTION SURVEY - 2023 DATA
EU Inspection reliance initiative seems to start materialising

% EFPIA member companies welcome the EMA pilot on unilateral reliance
® We also welcome the issuing of new GMP-certificates after decision on
reliance
* It seems to materialise
% 106 inspector days reported in 2022 vs. 322 days in 2022

Reported inspector days spent from an EU/EEA-MS
where the supervisory authority is a PIC/S member inspectorate

500 -
2
=
E A00 A
o
[='8
£ 300 A
ﬁ e
& |
s |
E 200
- ] Pandemic time
o
B .
E - .
= _
z e

=

2015 2019 2022 2023

f 3
efpia
EFPIA ANNUAL INSPECTION SURVEY - 2023 DATA




INSPECTION SURVEY RESULTS 2023
What do the data tell us in general?

% Inspections at manufacturing sites of research-based companies
¥ Do not end in interrupted supply
¥ For more than 80 % no follow up actions were needed
% No difference in outcomes between domestic and foreign inspections
¥ Inspections of IMP manufacturing sites are reported to be domestic only

* Increasing trend towards more inspections at the same manufacturing site
¥ Currently at the level of 2014-2019

* The number of ‘for cause’ inspections doubled from 2022 to 2023
¥ However, this did not result in interrupted supply or more follow up actions

% Scheduled (90%) versus unannounced (~10%) inspections have similar outcome
¥ The number of unannounced inspections are significantly high by US and China
¥ No influence of the pandemic

% China
¥ Sourcing APIs from China is not a supply chain priority for research-based companies
¥ The inspection data demonstrate that many companies may manufacture in China

for the domestic market only efp’fa *
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ANNUAL EFPIA INSPECTION SURVEY - INSPECTION MODES

Back to physical presence while there is a decreasing number of
alternative modes

Inspection mode - foreign inspections
100% 100% - [\
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Pandemic
* Some inspectorates (e.g., Australia, Mexico, Rep. of Korea, Russia) still see remote
inspections beneficial and a valid alternative in foreign inspections
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INSPECTION SURVEY RESULTS 2023

What do the data tell us on the presence of
assessors

* New data this year indicates that regulatory assessors are present during
inspections
¥ However, the data does not tell if there was a discussion between inspectors
and assessors prior to an inspection

% Presence of regulatory assessors in

% Foreign inspection worldwide
* Routine average 51% (US-FDA 48%)

%k PAI average 76% (US-FDA 25%%*)

¥ Routine inspections by EU/EEA
% Domestic inspections average 42%
* Foreign inspections  average 26%

* note: the US-FDA has field inspectors in the Office of Regulatory Compliance (ORA) while members of
CDER/CBER/CDRH can be part of the inspection team f &
efpia
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743 INSPECTOR DAYS ARE REPORTED FOR FOREIGN PAI IN 2023*

Convergence opportunity to rely on inspections of the
QMS/PQS instead of additional product specific PAls

QMSs/PQS
E_E \ _— ﬁ
._)’ One 7= — -
iy —> — One .
B0 = =
= /
CCMCI Common . )
ontro Technical Response esting Batc _
Strategy Document to Questions |  standards Vianufacture Release | ratients

Routine Inspection

*639 in 2022 QMS/PQS: Quality Management System / Pharmaceutical Quality System
&
efpia *
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REALITY CHECK
Expectations and reality in regulatory approval

% Inspections cover PQS/QMS
¥ GMP aspects are covered by the inspectorate in routine and PAI
¥ Early collaboration of assessors and inspectors can facilitate understanding

* What companies see

¥ GMP aspects in the
registration dossier

License Patient

% What companies expect

% Mutual understanding of the
assessor’s and inspector’s domains

nspectors

. : . ef fa
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ICMRA COLLABORATIVE HYBRID INSPECTION PILOT (CHIP)
Initial thoughts on learnings and future benefits

% To fully materialize the benefits of the CHIP pilot
¥ ICMRA member countries to rely on the CHIP inspection report — join as observer if needed

For more details see: https://www.icmra.info/drupal/en/strategicinitatives/pgkms/inspection expectations Ef *a
I
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RELIANCE APPROACHES

Pathways to reliance on domestic inspections
overcoming perceived legal hurdles

formal ‘
MRA

‘ ¢ Implement reliance

Inspectorates as of the legal
obligation

e Data demonstrate

PIC/S implementation of the ) Z(ZI:;ZIFI:AaRTs*E‘
e Continuous reliance pilot
® improvement on e Unilateral for
reliance and internal EU*?!
ICMRA CHIP enhance training e Multilateral by
for inspectors and consortia*?
informal * Reliance to assessors
overcome post-
Inspections
frameworks

Implement prior knowledge to reduce inspections, length and topics

*1 Re-issuing GMP-certificates can be considered *
*2 e.g., Australia-Canada-Singapore-Switzerland-United Kingdom (Access) Efp|a
EFPIAANNUAL INSPECTION SURVEY - 2023 DATA *3 MRA EU/US, see also new MRAs among ASEAN and Korea / Singapore



SCIENCE AND RISK-BASED INSPECTION APPROACH
Collaboration, Reliance, Recognition

Mnilateral

reliance*

Mutual Recognition
Agreement (MRA)

® /
s El
s " oy
=
Real time Document
remote presence review

A strong basis of an inspection using physical
presence by a strengthened domestic inspectorate

EFPIA ANNUAL INSPECTION SURVEY - 2023 paTA T based on information from other stringent regulatory authorities



Call to action for reliance

e Expertise gained jointly to allow for trust in the local inspectorate**

e Consider deferring of an inspection*?
e Let industry know when a deferring of an inspection occurred

In support of reliance industry is open to proactively share
information about inspection activities at sites

e Unilateral reliance based on mature and convergent regulatory
system (e.g., PIC/S)

e Full implementation and expanding of existing MRAs

e Accept ‘official GMPs documents’ including from all modes*3

*1: Interactions are in place e.g., PIC/S internal observed re-certifications of membership, MRA processes, CHIP pilot

*2: e.g., after sharing the inspection report
*3 i.e., by physical presence, real time remote presence, document review, reliance approaches etc. for unilateral reliance and

within MRAs (change terminology in MRA US-EU Art 1.10) ef 13
EFPIA ANNUAL INSPECTION SURVEY - 2023 DATA p



INSPECTION SURVEY RESULTS 2023 - ADVOCACY MESSAGING
Call to action on improving efficiency

Improve e Recognise documentation in local language*?
[glsielseiiiels e Accept electronic files incl. e-batch records
pra - * Coverage of several product types during one inspection

Can we enhance efficiency of inspections at the same site
while it is assumed to be =~ 80% redundant in average?

: e In-country inspectorates to align on their schedules*?
Gain e Focus on sites / subject matters not yet inspected by others

Efficiency e Reducing length and topics based on prior available knowledge
about the site / products / process*3

*1: Domestic inspections may have covered it
*2 e.g., US-FDA: CDER, CBER, CDRH, OPQ, ORA; Republic of Korea: biologics/small molecule

*3 from stringent inspectorates e.g., MRA partners, PIC/S participating authorities -
efpia
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INSPECTIONS N
o

Explaining reliance in the inspection landscape

('« Enhanced Good Manufacturing and Good Distribution Practices (GMP/GDP) Inspection Efficiency, EFPIA (. Considerations for effective N
position paper, 19. May 2014. regulatory reliance, 21. June 2019

* A Concept for Harmonized Reporting of Inspections, 29. May 2015; addendum of the PhARMA White Paper: * Convergence of Good Manufacturing
‘Mutual Recognition of Drug GMP Inspections by U.S. & European Regulators’, 15. May 2015. Practice (GMP) standards and Related

* Alternative GMP/GDP Inspection Practices in a Pandemic Situation (COVID-19) and Beyond EFPIA position Inspections, IFPMA Position paper, v2,
paper, 28 May 2020. January 2020.

* Opportunities for Optimising the GMP Inspection Process post pandemic, in publication based on * Points to Consider for Virtual GMP
‘Request for Optimising the GMP paper-based Inspection Process by Regulatory Authorities’, EFPIA Inspections — an Industry perspective,
position paper, 26 June 2019. 5 Feb 2022, update in progress with

* Proposals for Quality and GMDP aspects: Regulatory response to Covid 19 crisis, 30. Mar. 2022 Annexes on

* Opportunities and Challenges with MRAs on GMP, EFPIA Reflection Paper, 21. December 2022 * - ‘best practices’ and ‘rA

L EFPIA: Annual Regulatory GMP/GDP Inspection Survey’s EfplaJ - ‘IT considerations’ ‘.
* Inspections Infographic IFPMA
é * Guidance on good practices for desk assessment... for medical products regulatory decisions, WHO, )| - Related: import testing
TRS 1010 (2018), Annex 9. \, D
@ * Good reliance practices in the regulation of medical products: high level principles and "« EC-PIC/S Co-operation agreement D
considerations, WHO, TRS 1033, Annex 10, 2022, 237-267. EC Ares(2022)5237302-19/07/2022
* International regulators recommend use of remote inspections as complementary tool beyond * EC-PIC/S Working arrangement for
pandemic, EMA-News, 13. Dec 2022. the exchange of non-public
* Guidance related to GMP/GDP and PMF: distant assessments. EMA/335293/2020, 15. Oct. 2020 information, EC Ares(2022)5725920-
* Remote Interactive Evaluations of Drug..., FDA, Guidance for Industry, FDA-2020-D-1136, April 22 12/08/2022 ] S
Py - Conducting Remote Regulatory Assessments, Q&A, FDA draft guidance for industry, July 22 « GMP-Inspection reliance, P10
* Joint Audit Programme for EEA GMP inspectorates - JAP Procedure (Rev.3) PIC/S guideline PI 048-1, 1 June 2018
Report on the review of regulatory flexibilities/agilities as implemented by National Regulatory « Risk-based inspection planning,
~ Authorities during Covid-19 pandemic - December 2020, WHO & ICDRA, published November 2022 PIC/S guideline PI 037-1, 1 Jan. 2012
* Reflections on the regulatory experience of remote approaches to GCP and GMP regulatory * Classification of GMP Deficiencies,
oversight during the COVID-19 Pandemic. ICMRA, 26 November 2022. Inspection pilot p|q5 guideline P 040-1, 1 Jan. 2019.

* EMA, WHO, TGA, US-FDA, EDQM, Council or Europe, ANSM, DMA, HPRA AIFA, MHRA, Report on the International Active Pharmaceutical Ingredient
Inspection Programme 2011 — 2016, March 2018, 1-13.

* H.Jin, N. Carr, H. Rothenfluh, TGA, Medicines Regulations: Regulating Medicines manufacturers: Is an onsite inspection the only option?,
WHO Drug Information, 31/2, 2017, 153-157.

* S. Ronninger, 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. Ronninger, 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: Communalities, Differences, Opportunities, CIS GMP News, 2018, 1, 26-31.
* S. Rénninger, A. Kurz, and F. Raya, GMP/GDP Inspections: Challenges and Opportunities from COVID-19, Pharmaceutical Technology Europe, 33 (11) 2022, 36-39; print

\ version; full version )
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EFPIA INSPECTION SURVEY
Additional data
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Documents
Inspections
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EFPIA INSPECTION SURVEY - DATA

Inspectorates performing document inspections
as an independent inspection mode

Inspectorates reported to perform document inspections
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Information provided by the site can follow a commo#fym

agreed standard for paper-based inspections
Check with survey results

Site Eﬂ /

Quality System =-s

v
Pharmaceutical e-« ‘/
‘/

Additional ‘H

information
fﬂ Enhanced GMP/GDP Inspection Efficiency, I i~ | Optimising the GMP paper-based Inspection
Adobe Acrobat  EFP|A, Position Paper 19. May 2014. Adobe Acrobat  Process EFPIA, Position Paper 26. June 2019.
Document Document
*EXPLANATORY NOTES FOR PHARMACEUTICAL MANUFACTURERS ON THE PREPARATION OF A SITE MASTER FILE, PIC/S PE 008-4, Annex 1, January 2011 efp’::a

EFPIA ANNUAL INSPECTION SURVEY - 2023 DATA GMP-INSPECTION RELIANCE, PIC/S GUIDELINE Pl 048-1, 01 JUNE 2018, CHAPTER 5.3.1 |




DOCUMENT INSPECTIONS

Survey results 2023 of standard document packages
requested prior to an inspection — any mode

% Common documents requited in surveillance and pre-approval inspections
% Site Master File*
% Annual Product Review*
¥ Quality Manual*
% Inspection History*
% List of Deviations
¥ List of Major Changes
% List of Recalls
¥ Quality Agreements

% Additional documents usually requested in PAI
¥ Process Flow Diagrams
% Product Specifications
¥ Validation Documents
¥ List of countries where the product is approved

% List of Laboratory OOS results. N
efpia *

FPPIAANNUALINSPECTION SURVEY - 2023 DATA *Recommended as of the EFPIA 2014 position paper




SPECIFIC INSPECTION ACTIVITIES

Inspections at
Manufacturing Sites
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INSPECTION MODES AT MANUFACTURING SITES

Back to physical presence while there is a decreasing
number of alternative modes

2022
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Some inspectorates (e.g., Australia, Mexico, Rep. of Korea, Russia) still see remote inspections beneficial and a valid alternatlve
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Domestic

No of inspections reported
100%

Foreign

No of inspections reportec
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The 2022 graphic show only inspectorates performing three and more inspections
The 2023 graphic show only inspectorates performing four an more inspections
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Multiple inspections at a manufacturing site

- all hosted domestic inspections too

Site in Belgium

* Belgium / FAMHP (4)
« Brazil / ANVISA (3)

« USA / FDA (2)

* EMA/Germany / BfArM

* Vietham / MoH

* Chinese Taipei / TFDA
* Russia / MolT-SID&GP
* Egypt / MoH

* Rep. of Korea / MFDS
* Chinese Taipei / TFDA
* Vietnam / MoH

40 -

inspections in a year

10~

Mumber of sites reporting multiple

17

Site in Denmark

* Denmark / DKMA (2)
* Tuirkiye / TMMDA (3)
* Japan / PMDA (5)

* Brazil / ANVISA

* Chinese Taipei / TFDA
* USA / FDA

* Rep. of Korea / MFDS
* Chinese Taipei / TFDA

EFPIA ANNUAL INSPECTION SURVEY - 2023 DATA

15

9

7 : 5

Number of inzpections at one site in 2023

Site in China

* China / NMPA (6)
* Japan / PMDA

* Germany / BfArM
* Australia / TGA

Site in US

« USA / FDA (4)

* Libya / MoH

* Japan / PMDA

* Chinese Taipei / TFDA
* Indonesia / NAFDAC
* Rep. of Korea / MFDS

Site in China

« China / NMPA(2)

* Australia / TGA

* USA / FDA

* Rep. of Korea / MFDS
* EMA

* Brazil / ANVISA

Site in US

* USA / FDA

* Russia / MolIT-SID&GP (2)
* Rep. of Korea / MFDS (2)
* Turkiye / TMMDA

* Libya / MoH

efpia



INSPECTIONS AT MANUFACTURING SITES - ASSESSORS
Inspections with assessors - over all

Domestic inspections with assessors Foreign inspections with assessors
{10 or more inspections reported) (10 or more inspections reported)
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INSPECTIONS AT MANUFACTURING SITES — ASSESSORS
Inspections with assessors - PAl / Routine inspections

Foreign inspections with assessors - PAI

L0 -
20 |
Foreign inspections with assessors - Routine g a0 |
(> 5 inspections) IS l
B

[%] of the inspections

100 ] 20 |
80 - o J
T Russia / MolT- Switzerland/  Vietnam / UK /MHRA Rep. of Korea/ USA/FDA
: SID&GP SwissMedic MoH MFDS
o0 -
40 -
E I I I I .
\ -

0 -
2 o &

\i“b ;;‘Q @\
s A &* 0 t} Q \ \
\¢ #' S .g;” RGP\ N N

G N o e ¢ S
%é\%ét\ Qﬁ»‘# R é?e. ‘b@"- \‘1\ \,SQ q:é-‘ «\){i‘-‘% B & é*_o‘e'
<P %.j? &

Answers giving ‘unknown’ are excluded

EFPIA ANNUAL INSPECTION SURVEY - 2023 DATA



INSPECTIONS AT MANUFACTURING SITES
For cause inspections do not result in interrupted supply

) 8 =}
1 1 1

Number of inspection reported

=
o
1

0 - I l

Affiliate 22 Manufa-:mrmgml:e Affiliate 23 Manufacturing site
23

m Mo follow up needed Follow-up without interruption of supply

m Follow-up with interruption of supply No data provided

% The number nearly doubled 2022 to 2023

f 3
efpia
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INSPECTIONS AT MANUFACTURING SITES
Number of inspection per country highlight's locations

of manufacturing sites

Countries, where inspections were performed

EU-EEA Member State

EEA-MS, where inspections were performed
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INSPECTIONS AT MANUFACTURING SITES - PAI

Locations of manufacturing facilities reporting PAI
demonstrating where innovative products are manufactured

Countries, where PAl inspections were perfromed
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EFPIA ANNUAL INSPECTION SURVEY - 2023 DATA PAI: Pre-Approval Inspection



INSPECTIONS AT MANUFACTURING SITES - PAI

EU/EEA competitiveness where new innovative products are
manufactured

k MS where new, EU/ EEA-MS, where PAl were performed
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INSPECTIONS AT MANUFACTURING SITES
Number of inspections reported per site

Pandemic
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2014 2015 2016 2017 2018 2019 | 2020 2021 2022 2023

Relative number of inspection per site

B 5 and more inspections M 2-4inspections ™1 inspection no inspection

* Facts

¥ Increasing trend towards more inspections at the same manufacturing site
* Currently at the level of 2014-2019
¥, Proportion of sites without an inspection is back to the level before the pandemic
efpia *
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GENERAL DATA

Domestic Inspection
Activity
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DOMESTIC INSPECTIONS AT MANUFACTURING SITES

Number of domestic inspections
ordered by country (>1 inspections; EU/EEA as one entity; all modes)
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Number of domestic inspections reported
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DOMESTIC INSPECTIONS AT MANUFACTURING SITES
Number of reported domestic inspections
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DOMESTIC INSPECTIONS AT MANUFACTURING SITES

Number of reported domestic inspections by authorities
in EU/EEA Member States
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No of inspections reported \ -fb b\@ Sb *'

Use of mode in domestic inspections [%]

DOMESTIC INSPECTIONS AT MANUFACTURING SITES
Inspection modes used in domestic inspections

Modes used in domestic inspections in 2023

No of inspections reported 89 15 10 9 4 160 80 19
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% Domestic inspections

% Physical presence is the
preferred mode

% The combination of
physical presence and
remote presence is
rarely used

Use of mode in domestic inspections [%)
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& f

100%

¥ o ) ¥ & & 08

F ¢ F & S
AT W N 3

& Qé-' @\'b(\ &
< A

only listed if
>2 inspection

. & w @ RN
'b 6{6 Q{' G 2 2 &

N Q & W 3 &
c}o“'b cﬁé& ¥ ra“‘q'b ¥ #\Q\?

Use of Modes for Domestic Inespections [%]
o
2

<
*‘Q:’c@@“’ ‘9.{5“9 bé\@bé‘ ‘ ez f c"f\@ @‘\&%"@é ~a.

B Onsite W Virtu; I&on—lt = Virtual Paper-based

EFPIA ANNUAL INSPECTION SURVEY - 2023 DATA

37 11 10 15

@*’? & &
G

c} qb ‘\
y b\" é\&‘b ‘}.:&'? only listed if

o
. o . .
1 ¢b EU/EEA W
20% | l Physical presence M Physical presence & remote ® Ren'ntef"qb Document
60% : EEA-MS Modes used in domestic inspections in 2022
i o0 2217 1413 9 8 7 5 2 2 2 1 1 11 146 7 3 20 2
40% i
. Significant less use of the
] remote inspection mode in
0% | e i
v-

>3 inspections

comparison to 2022

efpia




GENERAL DATA

Foreign Inspection
Activity

AAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAA



FOREIGN INSPECTIONS AT MANUFACTURING SITES
We broke the trend but back to the previous behaviours
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mmmmm Number of Foreign Inspections

Is this only the backlog or a trend upwards?
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FOREIGN INSPECTIONS AT MANUFACTURING SITES

Number of foreign inspections at manufacturing sites post
pandemic is back to the baseline from 2006/7

Evolution of number of manufacturing sites versus
number of foreign inspections

200 9S00
_ Russia initiated foreign

300 inspections 2016-2017 200
F00 ’j’ F00
600 ‘; 600

()
Effect of the
pandemic (?!) 100

0 110

Years 2006 -= 2023

Mumber of manufacturing sites
Number of foreign inspections

mmmm Number of sites

There are no indicators that oversight of the sites was impacted )
efpia *
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Mumber of foreign inspections reported

FOREIGN INSPECTIONS AT MANUFACTURING SITES
Number of foreign inspections by country 1/2
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*Inspectorate is a PIC/S member **PIC/S applicant

EFPIA ANNUAL INSPECTION SURVEY - 2023 DATA

LSA

1\ 02019 02020 D202 =202 =203

Russia™ Turkiye*® Japan* Republic of Libya EL* Brazl* Mexico®
Korea™




FOREIGN INSPECTIONS AT MANUFACTURING SITES
Number of foreign inspections by country 2/2
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Average inspector days for foreign inspections at a
manufacturing site (onsite only)

Average inspector days - foreigh onsite inspections

(only if more than 3 foreign inspections)
30
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More than 2 inspectors for 5 days

10 Less than 2 inspectors for 3 days

Average of inspector days
o

China / NMPA®
Peru/DIGIMED
Kazakhstan/ MOH
ELWEEA
UsSa/ FDA
Libya / MeH
Mexico / COFEPRIS
Canada / HFFEI
Russia / MelT-35ID &GP
Australia / TGA
Brazil/ ANVISA
Tarkiye / TMMD A
Japan/PMDA
Chinese Taipei / TFDA
Rep, of Kerea/ MFDS
Belarus / MoH
Ukraine / SMDC
Amenia/ MoH

We observe an increasing average of inspector days
Why? - Additional inspectors for training purposes?

efpia
EFPIA ANNUAL INSPECTION SURVEY - 2023 DATA *for China 4.5 inspectors in average — assumption: training of inspectors? p'



FOREIGN INSPECTIONS AT MANUFACTURING SITES

Inspector days spent on foreign inspections at
manufacturing sites (onsite only)

EUSAFDA
Russia f MolT-SID&GP >3 60

m Tirkiye / TMMDA

m Libya { MoH

m Rep. of Korea / MFDS
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= UK/ MHRA
Armenia / MoH

m Switzerland / SwissMedic
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Sri Lanka / MoH
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Thailand / TFDA

2023 Ethiopia / FDA

&
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FOREIGN INSPECTIONS AT MANUFACTURING SITES
Locations of manufacturing facilities hosting
foreign inspections

% The location, where conducting foreign inspections, demonstrate that
research-based manufacturers are mainly based in

% EU Countries, where foreign inspections were performed
* US 4 5 India Others

. United Kingoom _,
& Switzerland 25 \ 2% 9%

¥ China China__ Singapore
. 4% . 33
% Singapore

Switzerland
6%
USA _EU/EEA
L5%

19%

About 80% of the foreign inspections are conducted in EU/EEA, US and Switzerland

f L
efpia
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Number of reported inspections

FOREIGN INSPECTIONS AT MANUFACTURING SITES
Locations of Manufacturing Facilities Hosting Foreign
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FOREIGN INSPECTIONS AT MANUFACTURING SITES
Modes used by inspectorates in foreign inspections

EU/EEA: Modes used in foreign inspections
10 -

Modes used in foreign inspections
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Number of reported inspections
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EFPIA INSPECTION SURVEY

Mutual Recognition
Agreements
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ANNUAL EFPIA INSPECTION SURVEY — MRA US/EU

Full EU / US MRA implementation could leverage
further benefits

MNumber of foreign Inspections reported

J

Inspections
m Bl in LS

§F § § § &8 & R § & 8§ 8 8 § § §g ™
o m

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 7 out of 15 inspection from the EU in US had been reported to be for vaccines or ATMP




Nmber of reported inspections

ANNUAL EFPIA INSPECTION SURVEY — MRA US/EU
Inspections in each other territory as of scope

Inspections by US-FDA in EU/EEA Inspections by EU/EEA inspectorate in US
100 - 100 -
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ANNUAL EFPIA INSPECTION SURVEY — MRAs OF US

Full MRA implementation could leverage

further benefits

Inspectons by US FDA in an MRA country Inspections from US in MRA countries by product type
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0“6 Covered by MRA US / EU

¥ Routine MWPAlI+Routine

BinEl minCH min UK
PAl mForcause

% 70/162 of reported foreign inspections are performed in an MRA country
% 39/ 70 cover products under the MRA
% 20 routine inspections, 17 PAI, 2 for cause

EFPIA ANNUAL INSPECTION SURVEY - 2023 DATA *MRA US - Switzerland was made effective for routine inspections JUly 2023 efpla ﬁ
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SPECIFIC INSPECTION ACTIVITIES

PIC/S

LEVERAGE TOOLS e.g.,

* Risk-based inspection planning,
PIC/S guideline P1 037-1, 1 January 2012

* GMP-Inspection reliance,
PIC/S guideline Pl 048-1, 01 June 2018

EFPIA ANNUAL INSPECTION SURVEY - 2023 DATA




INSPECTION SURVEY - 2023 DATA

PIC/S Participating Authorities

PIC/S participating authority in a PIC/S member country
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Foreign inspection between PIC/S participating authorities
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inspector days used

PIC/S participating authority in a PIC/S member country
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Foreign inspection from EEA autorities in EEA countries

Germany France

=]
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m Routine
M Pre-approval & routine

Pre-approval

Number of reported foreign inspections
-~

Netherlands Austria

(=]

EEA country Belgium
unspecified

% 295/480 (62%; 63% in 2022) of the reported foreign inspections at
manufacturing sites are amongst the PIC/S participating authorities
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Mumber of inspection reported

INSPECTION SURVEY - 2023 DATA

API inspections among PIC/S members

PIC/S inspectorate inspecting in countries
with a PIC/S participating authority
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Domestic oversight by inspectorates
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Sites receiving foreign inspections
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SPECIFIC INSPECTION ACTIVITIES

Inspections at
Affiliates




INSPECTIONS AT AFFILIATES

High level of inspection at affiliates with very
limited influence by the pandemic

Number of inspections reported at Affiliates
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INSPECTIONS AT AFFILIATES

Inspection with assessors over all

Inspections at affiliate in EU/EEA with assessors
(»5 inspections)
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INSPECTIONS AT AFFILIATES

Local affiliates have received inspections

— no trend by region

Affiliates inspected in EU/EEA
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INSPECTIONS AT AFFILIATES

Number of affiliates inspected

Inspections at affiliates
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* Facts

¥ Number of oversight constant

2022 2023

W 2 or more inspections

5%

\
15% l‘

2023

¥ 80% without inspections —assumption: inspections every 5 years?
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Leopto be updated Plaza Building * Rue du
Trone 108
B-1050 Brussels * Belgium
Tel: + 32 (0)2 626 25 55
www.efpia.eu * info@efpia.eu




