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EFPIA’S ANNUAL INSPECTION SURVEY
Background and history

% History
¥ The annual inspection survey was initiated in 2003 by the research-based
industry association EFPIA

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

* 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 undertaken outside of the inspectorate’s country.
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INSPECTION SURVEY - DATA

Outcome of the data™
Back to physical presence and decreasing number of alternative modes

At Affiliates

e Consistency in the numbers of inspections year to year
- across all regions — mostly domestic

e ‘For cause ‘inspections doubled
from 2022 to 2023 and again 2023 to 2024

*Significant increase of inspections with follow up actions - no interrupted supply

At Manufacturing sites

e The total number of inspections increase, but the number of inspections
per inspectorate decrease (more inspectorates inspecting).

e US, EU and Japan still perform the majority of foreign inspections*3
e Other regions increase foreign inspections*#
e Amongst PIC/S members there is less travel

*1 Provided by 27 global research-based pharmaceutical companies and two National Trade Associations

*2 Opportunities for a better risk-based approaches on inspections by Japan, Turkiye, Rep. of Korea, USA, Libya, Russia/EAEU and Brazil.
*3 US FDA 50% less in comparison to 2023 and before the pandemic

*4 e.g. Rep. of Korea, Chinese Taipei, and EAEU Ef Ta
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For cause inspection is an inspection, which is triggered by a concern (e.g. complaint, recall, suspected violation of regulation, frau



INSPECTION SURVEY — DATA - COMPARISON PRE-POST PANDEMIC
Had the pandemic a long-term positive impact on reliance?
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% Data indicate that the overall number of inspections has decreased by
~20% post pandemic
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EFPIA’S ANNUAL INSPECTION SURVEY - DATA

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

60 -+

Performed by

M Japan® [same level as last years]
Tirkiye*

® Republic of Korea®

m | 5A%

M Libya

W Russia [**) > 28

W Erazil*

mEU™

HEAEU

M Chinese Taipei*

M Kazakhstan

W Mexico™

W Belarus

W Australia®

\VJ
(o)

Number of foreign inspections reported

*Inspectorate is a PIC/S participating authority **PIC/S Applicant

EFPIA ANNUAL INSPECTION SURVEY - 2024 DATA - PUBLIC VERSION

***P|C/S Pre-Applicant

M Ching=**

B Kenya

o Pery**

u EE".’N" -

o [Indonesia®

= Ukraine*

W United Kingdom™

m African Medicinal Agency f AMA
Migeria

W Saudi Arabia®

W South Africa®
Canada*

W Colombia
Gulf 5tates (GCC)
Tansania

Uganda + 9 countries with one foreign inspection

efpia *



EFPIA’S ANNUAL INSPECTION SURVEY - DATA

What do the data tell us on foreign inspections?
A varying picture

Tendency compared to last year Inspectorates from

- Significant increase None

Increasing Kenya, Peru

Back to high rates before the pandemic, or even higher Japan, Tirkiye

EU/EEA, South Korea, Brazil, Libya,
Russia/EAEU*

Decreasing (about -50%) US, Mexico
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EFPIA’S ANNUAL INSPECTION SURVEY - DATA
MRA EU - US

% Positive effect on
implemented
reliance as of the
MRA

pandemic

% Opportunities to
further optimise:

Number of foreign Inspections reported
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and preapproval : g
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¥ To extend the scope
e.g., Vaccines, plasma derived products, and ATMP
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EFPIA’S ANNUAL INSPECTION SURVEY - DATA
Experience with Mutual Recognition Agreements (MRA)

% As trade agreements, MRAs confirm equivalence of legal frameworks
% Therefore, all MRA partners should allow recognising and acceptance of an
inspection report performed by an EU/EEA inspectorate

* Operationalise MRAs

%k EU/US
% PAl inspection type by US are covered in the scope of EMA inspections

% EU/Japan
% Highest number of inspections by Japan in the EU/EEA reported in the
last 10 years (all modes*)

%k Document inspections by Japan (form 1&3) are covered by the MRA
Note: GMP documents requested for submission are called ‘inspections’

* Inspection modes e.g.,
- Onsite/physical presence: Inspectors are physically at a facility
- Real time remote: conducting the inspection using e-technologies (incl. document reviews)

- Document review : Inspectors evaluate using submitted documents only (e.g., available inspection reports, US- Form-4003)
- Deferred: Information about an inspection, which was deferred (e.g., unilateral reliance, MRA) f *
efpia
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EFPIA’S ANNUAL INSPECTION SURVEY - DATA
Foreign inspections at manufacturing sites

Manufacturing

% 80% of foreign inspections are in EU/EEA, US and Switzerland;

this demonstrates where research-based industry is manufacturing

% EU/EEA (50%), US (27%), Switzerland (5%), China (4%), Singapore (3%),
and Brazil (3%)

% For the EU/EEA it’s mainly in Germany, France, Belgium, Denmark,
Ireland, Italy

% Sites most exposed to multiple foreign inspections are in Germany (4)
and Denmark (2)

Oversight

% Number of foreign inspections at manufacturing sites post pandemic is
slightly decreasing to the baseline before the pandemic

¥ Individual sites receive more foreign inspections - higher than before the
pandemic and highest ever

efpia
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EFPIA’S ANNUAL INSPECTION SURVEY - DATA

Trends on inspection modes
N\

Physica Increasing, but not yet back to the level of before the
presence pandemic

\
Real time
remote @ Trend of less year by year after the pandemic

presence

Document : Performed predominantly by Japan, also Brazil, Chinese
review Taipei, Kenya

_ Number of foreign inspections per inspectorate is trending
Re"a“C?'g’\‘ slowly down

efpia
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Specific inspection matters

e Inspections at API e GDP inspections e Performed mostly in
manufacturing sites are increased; more EU/EEA (Denmark,
performed in the oversight Belgium, Germany,
EU/EEA, US, e More details are looked Finland), USA, Costa
Switzerland, Singapore, at Rica, Australia

and Pakistan

e In the EU/EEA the focus
is on Germany, Belgium,
Ireland and Denmark

Scheduled inspections Annex 1

* 95% of total - result in more follow up actions than ever * Number of inspections
and more than if the inspection was unannounced at sterile manufacturing

» About 20% more follow up actions are reported with sites due to GMP Annex
scheduled inspections compared to unannounced 1 implementation
inspections (both foreign and domestic) constant — no change

* China and the US perform by far the most unannounced
inspections (domestic)

EFPIA ANNUAL INSPECTION SURVEY - 2024 DATA -
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EFPIA’S ANNUAL INSPECTION SURVEY - DATA
Location of manufacturing sites

Globalisation

% Trend towards globalisation of manufacturing till 2020; after the pandemic,
the reported data on inspections demonstrate more sites are manufacturing
for local / regional supply

% China, EU / EEA, Japan, US, Pakistan and Brazil are the countries with the
most inspections by sites for local / regional supply

% In EU /EEA Germany, Spain, Italy and Sweden are the countries with the
most inspections with sites for local / regional supply reported in the last 9
years

Innovation

% Locations of manufacturing facilities reporting PAl demonstrating where
innovative products are manufactured — EU again number one - far leading

% MS where new, innovative products are manufactured include Denmark,
then Germany, Belgium, Slovenia, Italy, Ireland, and France

efpia
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ANSWERS TO QUESTIONS
Experience with expiring GMP certificates

% 67% companies asked their health authorities for renewal of an expired
GMP/GDP Certificate which did not trigger an inspection.

% What companies experienced

1. Reliance on other inspectorates e.g., Mexico, South Africa, Brazil,
Colombia

2. The validity of their GMP certificate were extended to 5 years e.g.,
linked to license renewal, but for those that have already reach 5 years
validity, an inspection was planned e.g., France

3. Aninspection was performed and reliance not performed by e.g.,
Germany, Singapore, Turkey, Romania, Italy, Australia, United Kingdom
(desktop assessment), Spain, Chinese Taipei

4. Inspections were performed before expiry date (also when not actively
asked) by e.g., Health Canada; Croatia; Israel, Finland, Switzerland

efpia
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ANSWERS TO QUESTIONS

Keep overseeing environmental and worker safety standards
by other agencies responsible within the government

% The industry recommend keeping GMP
inspections separate from environmental
and worker safety inspections

¥, Patients, environment, staff are different

stakeholders GMP/GDP
Inspections

% Managed by different authorities / parts
of the government

% Different legislation and standards apply, o
not harmonized across Member States separated

% Risk applicability of MRAs — even

between EU Member States ,
Environ-

% A potential combination will make BRILER mental

safety matters

GMP/GDP inspections complex and
resource-intensive

efpia
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EFPIA’S ANNUAL INSPECTION SURVEY - DATA

PIC/S Participating Authorities in a country, where the inspectorate
is also a PIC/S participating authority — no change, still high

% With 62% of the reported over all foreign inspections where inspectorates
and sites belong to PIC/S countries remains constant high (2023: 62%;
2022: 63%)

% Japan, Turkiye, Republic of Korea, USA, Brazil and EU (Germany, Slovakia,
Netherlands)

® No shift in reasons for these inspections i.e., routine, PAl or ‘for cause’

¥ Reduced CO, footprint with less travel by inspectorates especially from
US and Mexico 1% 1%

% The majority is for routine inspections (69%)
29% 4

% Examples for applied well-informed
reliance procedures are available and
applied by e.g., Singapore (HAS)

. 69%

® Routine ® Pre-approval
Pre-approval & routine = For cause

efpia
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OPPORTUNITIES FOR PIC/S PARTICIPATING AUTHORITIES %

Reducing environmental footprint by reliance on PIC/S

= = 1’400'000 km/y* = 21’000’000 kg CO,
— (1’900°000 km/y* = 26’000°000 kg CO,)

Europe
(and Tarkiye)

North America

Asia Pacific

fplcls

. Middle East
Middle &
Latin America
Assumption for travel per inspection:
- 2 inspectors and return flights Africa
- 500 km for in a region flights (2023 data)
- 8’000 km for interregional flight *
*on average; 0.0658 kg CO, / flight km efpla
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https://www.bazl.admin.ch/dam/bazl/de/dokumente/Politik/Umwelt/co2_emissionen_grundsaetzliches_zahlen.pdf.download.pdf/CO2-Emissionen_des_Luftverkehrs.pdf

Request: To use reliance mechanisms to adopt results of
various inspection pilots

* Leverage and/or establish the legal framework to allow acceptance for official GMP
documents from PIC/S participating authorities

e Continue harmonising inspection approaches

* Share experiences and best practices & seek feedback/advice from peer inspectorates*?

e Establish an interoperable platform for e.g., inspection plans/scope, observations, outcomes
* Materialise pilots e.g., formalise agreements*?, establish a collaboration tool/platform*3

e Support common understanding by training e.g., consistency of classification/rating and
number/grouping of observations, risk ranking of the site along with one inspection per site

e Continue to enable confidence-building between inspectorates and for reviewers on GMPs
including convergence of practice*4

*1 This could be expanded with industry to better understand expectations. *2 e.g., Memorandums of Understanding (MoU)
*3 To manage time zone differences by e.g., review documents separately and share questions to the panel

*4 e.g., participation in PIC/S-ICMRA Joint inspection programs and trainings e‘[p| a
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RELIANCE APPROACH - ANSWERS TO QUESTIONS

A reflections on the positive outcome of the ICMRA
Collaborative Hybrid Inspection Pilot (CHIP)

* EFPIA member companies welcome the expansion of the pilot and

flexibility adopting the inspection approach
¥ There is opportunity to put all in common practice

* Minimise increased efforts by using existing procedures e.g.,
¥ Local inspectorate as lead and coordinating inspector
¥ Use other time zones for document inspection; use core inspection time for
clarifications and interactions
¥ One inspection report with one set of agreed observations; co-
inspectors/observers to reference as needed

Note: Why companies did not apply in 2024 pilot - responses received
¥ Uncertainty about the return on investment
¥ Business priorities / resource allocation / management decisions
¥ Limited scope in the first round

efpia
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PATHWAYS EMPOWERING LEGAL FRAMEWORKS FOR RELIANCE
Reliance is about insourcing knowledge - not outsourcing decision**

Trade Policy

Government
formal
Health Authority ‘
MRA

‘ e Reliance as of the
L [ | obligati
Association :-OC_a: ) €gal obligation
O Inspectorates egislation
e Reliance becoming .Er?rzz\slvirrliefiarl

Consortium P|C/S the norm reliance

® * Materialise e Unilateral reliance*?

reliance e Multilateral reliance
Collaboration eEnhance training
; or assessors too? .

W 4 pilots f Reliance
informa

*Implement reliance * Enabled by the political will
upon successful

pilots * Trust is the foundation for reliance
e.g., CHIP, Access * Mindset change takes its time
* Extend where already applied (e.g., Ph.Eur.)

Think global, act local: Leverage existing knowledge to reduce inspections, length and scope

*1 Citation from Regulatory harmonizations and convergence, ‘Take 5’ at DIA Europe 2025
*2 'EFPIA welcomes EMA's unilateral reliance pilot enabling reliance on PIC/A member state inspections’
EFPIA Position paper on Enhanced Good Manufacturing and Distribution Practices (GMDP) Inspection Efficiency and infographic epra *
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https://www.icmra.info/drupal/strategicinitatives/pqkms/collaborative_pilots_extension_19mar2025
https://www.tga.gov.au/about-tga/international/australia-canada-singapore-switzerland-united-kingdom-access-consortium
https://www.tga.gov.au/about-tga/international/australia-canada-singapore-switzerland-united-kingdom-access-consortium
https://nam11.safelinks.protection.outlook.com/?url=https%3A%2F%2Fefpia.eu%2Fmedia%2Fgijfyjy0%2Fefpia-position-paper-enhanced-inspection-practice.pdf&data=05%7C02%7Csroennin%40amgen.com%7Cf9c27510459a460c0f5108dd07c0f1f6%7C4b4266a6136841afad5a59eb634f7ad8%7C0%7C0%7C638675250231882187%7CUnknown%7CTWFpbGZsb3d8eyJFbXB0eU1hcGkiOnRydWUsIlYiOiIwLjAuMDAwMCIsIlAiOiJXaW4zMiIsIkFOIjoiTWFpbCIsIldUIjoyfQ%3D%3D%7C0%7C%7C%7C&sdata=wrcBeLvOvP%2F8i101JRGAIf15nMguPjnqwjo68fkgkVI%3D&reserved=0
https://efpia.eu/media/lsbbeaze/20230914_efpia-leaflet-compressed.pdf

EFPIA INSPECTION INFOGRAPHIC
Seven steps of any inspection process

Improve efficiency using reliance

Planning of
an inspection

Announcement

Define scope

Inspection

Risk-based :
approach / Agenda Inspection

available and logistics report

knowledge Document Capabilities of Company’s

package manufacturing response

Adequacy Areas covered

of controls
Suitability
of equipment

Observations /
risk rating

Address
deficiencies

Effectiveness
of the QMS /
dossier
compliance

EFPIA inspection infographic, March 2024 uploaded on the manufacturing webpage
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The necessary process
steps are in green,
while the orange steps
illustrate the gained
efficiencies by
applying a reliance
approach

Regulatory
decision

Compliance
statement

Regulatory
actions,
as applicable Official GMP

document

efpia


https://www.efpia.eu/media/yyhcbyp2/infographic-inspection-landscape.pdf
https://nam11.safelinks.protection.outlook.com/?url=https%3A%2F%2Fefpia.eu%2Fabout-medicines%2Fdevelopment-of-medicines%2Fregulations-safety-supply%2Finnovative-pharmaceutical-manufacturing-ensuring-access-to-quality-medicines%2F&data=05%7C02%7Csroennin%40amgen.com%7C41d31a5bf28a4182777708dd60b35dd8%7C4b4266a6136841afad5a59eb634f7ad8%7C0%7C0%7C638773046622423613%7CUnknown%7CTWFpbGZsb3d8eyJFbXB0eU1hcGkiOnRydWUsIlYiOiIwLjAuMDAwMCIsIlAiOiJXaW4zMiIsIkFOIjoiTWFpbCIsIldUIjoyfQ%3D%3D%7C0%7C%7C%7C&sdata=cBKRZRz7M%2FzipV%2BLkaG0S1qi2LjXG0SATtWPXwntrBU%3D&reserved=0

FOR FURTHER READING
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Explaining reliance in the inspection landscape

* 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.

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

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

* Opportunities and Challenges with MRAs on GMP, EFPIA Reflection Paper, 21. December 2022

* Enhanced Good Manufacturing and Distribution Practices (GMDP) Inspection Efficiency, EFPIA position
paper, 12. November 2024.

* Inspection landscape: Good Manufacturing and Distribution Practices EFPIA infographic, March 2024*

e EFPIA: Annual Regulatory GMP/GDP Inspection Survey’s efpla

r

* 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, 2022, 237-267.
@ * International regulators recommend use of remote inspections as complementary tool beyond
pandemic, EMA-News, 13. Dec 2022.
e 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 22
* Conducting Remote Regulatory Assessments, Q&A, FDA draft guidance for industry, July 22
* 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 2022
“0E% Reflections on the regulatory experience of remote approaches to GCP and GMP regulatory

oversight during the COVID-19 Pandemic. ICMRA, 26 November 2022. Inspection pilot

* ICMRA Collaborative Hybrid Inspection Pilot (CHIP), Summary Report March 5th, 2025.

(. Considerations for effective 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 2022, update in progress with

Annexes on
fa
(5

- ‘best practices’ and
IFPMA

- ‘IT considerations’

Inspections Infographic
Related: import testing

(.

o )

EC-PIC/S Co-operation agreement
EC Ares(2022)5237302-19/07/2022
EC-PIC/S Working arrangement for the
exchange of non-public information, EC
Ares(2022)5725920-12/08/2022 f)
1

GMP-Inspection reliance, PIGIS
PIC/S guideline PI 048-1, 1 June 8
Risk-based inspection planning,

PIC/S guideline P1 037-1, 1 Jan. 2012
Classification of GMP Deficiencies,
PIC/S guideline P1 040-1, 1 Jan. 2019.

* Remote assessments, PIC/S guidance PI

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

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

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

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

\ 056-1, 1.Jan 2025 y
%

* 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. 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.

EFPML' S. Roénninger, 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



https://www.who.int/medicines/areas/quality_safety/quality_assurance/TRS1010annex9.pdf
https://www.who.int/medicines/areas/quality_safety/quality_assurance/TRS1010annex9.pdf
https://apps.who.int/iris/rest/bitstreams/1337931/retrieve
https://www.ema.europa.eu/en/news/international-regulators-recommend-use-remote-inspections-complementary-tool-beyond-pandemic
https://www.ema.europa.eu/en/documents/scientific-guideline/guidance-related-gmp/gdp-pmf-distant-assessments_en.pdf
https://www.fda.gov/media/147582/download
https://www.fda.gov/media/160173/download
https://nam11.safelinks.protection.outlook.com/?url=https%3A%2F%2Fwww.ema.europa.eu%2Fen%2Fdocuments%2Fother%2Fjoint-audit-programme-eea-gmp-inspectorates-procedure_en.pdf&data=04%7C01%7Csroennin%40amgen.com%7Cdb2265bd027c4248437308d956ada5c4%7C4b4266a6136841afad5a59eb634f7ad8%7C0%7C0%7C637636126348387346%7CUnknown%7CTWFpbGZsb3d8eyJWIjoiMC4wLjAwMDAiLCJQIjoiV2luMzIiLCJBTiI6Ik1haWwiLCJXVCI6Mn0%3D%7C1000&sdata=Xtr2JkMn15dviMIvJapiMwo%2BTiGUnkr39QdjCDksJ10%3D&reserved=0
https://nam11.safelinks.protection.outlook.com/?url=https%3A%2F%2Fwww.ema.europa.eu%2Fen%2Fdocuments%2Fother%2Fjoint-audit-programme-eea-gmp-inspectorates-procedure_en.pdf&data=04%7C01%7Csroennin%40amgen.com%7Cdb2265bd027c4248437308d956ada5c4%7C4b4266a6136841afad5a59eb634f7ad8%7C0%7C0%7C637636126348387346%7CUnknown%7CTWFpbGZsb3d8eyJWIjoiMC4wLjAwMDAiLCJQIjoiV2luMzIiLCJBTiI6Ik1haWwiLCJXVCI6Mn0%3D%7C1000&sdata=Xtr2JkMn15dviMIvJapiMwo%2BTiGUnkr39QdjCDksJ10%3D&reserved=0
https://icmra.info/drupal/sites/default/files/2021-12/Regulatory_Flexibilities_during_COVID-19_Report.pdf
https://icmra.info/drupal/en/news/pq_pilots_call_for_industry_applications
https://www.icmra.info/drupal/sites/default/files/2025-03/chip_summary_report_13mar2025.pdf
https://health.ec.europa.eu/system/files/2022-09/international_pics_cooperation-arr_en.pdf
https://www.ema.europa.eu/en/documents/other/working-arrangement-between-dg-sante/ema-pic/s-exchange-non-public-information-medicinal-products_en.pdf
https://www.ema.europa.eu/en/documents/other/working-arrangement-between-dg-sante/ema-pic/s-exchange-non-public-information-medicinal-products_en.pdf
https://picscheme.org/users_uploads/news_news_documents/PI_048_1_Guidance_on_GMP_Inspection_Reliance_1.pdf
https://picscheme.org/docview/3439
https://picscheme.org/docview/2303
https://picscheme.org/docview/9256
https://picscheme.org/docview/9256
https://www.efpia.eu/media/547487/alternative-gmp-gdp-inspection-practices-in-a-pandemic-situation-covid-19-and-beyond.pdf
https://www.efpia.eu/media/547487/alternative-gmp-gdp-inspection-practices-in-a-pandemic-situation-covid-19-and-beyond.pdf
https://www.efpia.eu/media/gijfyjy0/efpia-position-paper-enhanced-inspection-practice.pdf
https://www.efpia.eu/media/yyhcbyp2/infographic-inspection-landscape.pdf
https://www.efpia.eu/about-medicines/development-of-medicines/regulations-safety-supply/regulatory-affairs/
https://nam11.safelinks.protection.outlook.com/?url=https%3A%2F%2Fwww.ifpma.org%2Fpublications%2Fifpma-position-on-convergence-of-good-manufacturing-practice-gmp-standards-and-related-inspections%2F&data=05%7C02%7Csroennin%40amgen.com%7C3d02d86a11d840d0aed508dc857bd3ac%7C4b4266a6136841afad5a59eb634f7ad8%7C0%7C0%7C638532015322258548%7CUnknown%7CTWFpbGZsb3d8eyJWIjoiMC4wLjAwMDAiLCJQIjoiV2luMzIiLCJBTiI6Ik1haWwiLCJXVCI6Mn0%3D%7C0%7C%7C%7C&sdata=ZAYjEutSdi%2BXpO9aTCtc%2BuXxKF5Vwx5qBXYwGT1MAb0%3D&reserved=0
https://nam11.safelinks.protection.outlook.com/?url=https%3A%2F%2Fwww.ifpma.org%2Fpublications%2Fifpma-position-on-convergence-of-good-manufacturing-practice-gmp-standards-and-related-inspections%2F&data=05%7C02%7Csroennin%40amgen.com%7C3d02d86a11d840d0aed508dc857bd3ac%7C4b4266a6136841afad5a59eb634f7ad8%7C0%7C0%7C638532015322265681%7CUnknown%7CTWFpbGZsb3d8eyJWIjoiMC4wLjAwMDAiLCJQIjoiV2luMzIiLCJBTiI6Ik1haWwiLCJXVCI6Mn0%3D%7C0%7C%7C%7C&sdata=9mDj0rJ%2Fbo%2FnVDcWrKjUnh52lYtVV0%2FEzVD1yERCkXs%3D&reserved=0
https://www.ifpma.org/wp-content/uploads/2018/02/GMP_IFPMA_02-20-2018-WEB.pdf
https://www.ifpma.org/publications/import-testing-position-papers/
https://www.ema.europa.eu/en/documents/report/report-international-active-pharmaceutical-ingredient-inspection-programme-2011-2016_en.pdf
https://www.who.int/medicines/publications/druginformation/issues/WHO_DI_31-2_RegMedManufs.pdf
.http:/www.pharmtech.com/gmpgdp-inspection-landscape-part-i-data
http://www.pharmtech.com/gmpgdp-inspections-landscape-part-ii-considerations-and-opportunities
https://gmpnews.net/magazine/gmpnews-eng-2-1-2018/#page/26
https://cdn.sanity.io/files/0vv8moc6/pharmtech/01554d15532074aee31656a157b5a8ec59208dc6.pdf/PharmTech_EUR-Nov2021_wm.pdf
https://cdn.sanity.io/files/0vv8moc6/pharmtech/01554d15532074aee31656a157b5a8ec59208dc6.pdf/PharmTech_EUR-Nov2021_wm.pdf
https://www.pharmtech.com/view/gmp-gdp-inspections-challenges-and-opportunities-revealed-by-the-covid-19-pandemic
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REPOSITORY

Reliance approaches

EFPIA inspection infographic, March 2024 uploaded on the manufacturing webpage

efpia
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https://efpia.eu/media/yyhcbyp2/infographic-inspection-landscape.pdf;
https://nam11.safelinks.protection.outlook.com/?url=https%3A%2F%2Fefpia.eu%2Fabout-medicines%2Fdevelopment-of-medicines%2Fregulations-safety-supply%2Finnovative-pharmaceutical-manufacturing-ensuring-access-to-quality-medicines%2F&data=05%7C02%7Csroennin%40amgen.com%7C41d31a5bf28a4182777708dd60b35dd8%7C4b4266a6136841afad5a59eb634f7ad8%7C0%7C0%7C638773046622423613%7CUnknown%7CTWFpbGZsb3d8eyJFbXB0eU1hcGkiOnRydWUsIlYiOiIwLjAuMDAwMCIsIlAiOiJXaW4zMiIsIkFOIjoiTWFpbCIsIldUIjoyfQ%3D%3D%7C0%7C%7C%7C&sdata=cBKRZRz7M%2FzipV%2BLkaG0S1qi2LjXG0SATtWPXwntrBU%3D&reserved=0

RELIANCE APPROACH — PRACTICAL EXAMPLE BY SINGAPORE HSA
Well-informed reliance: How to confirm the GMP status

The GMP Compliance evidence must be specific to which the application relates*
% Companies may submit either to support the applications
a. A valid GMP certificate issued by any PIC/S authority with the product of interest stated.

b. The GMP inspection report, with the product of interest included in the scope, together with the
close-out letter (where applicable) for PIC/S authorities which do not issue GMP certificates

Certificate of Pharmaceutical Product (CPP) issued by US FDA for the product of interest.

d. Other evidence such as a manufacturing license issued by a PIC/S authority covering the product
of interest and demonstrating that the site complies with GMP requirements.

e. For APIs: A valid Active Pharmaceutical Ingredient (API) Registration Certificate covering the DS
of interest listed on EudraGMDP.

f.  For applications supported by a valid Certificate of Suitability to the monographs of the European
Pharmacopoeia (CEP) for the product of interest, the agency adopts a reliance approach to
leverage the GMP compliance assessment under the EDQM Inspection Program for the sites
specified in the CEP.

* If the product of interest is not specified, a Written Confirmation for the product of interest from the PIC/S authority which issued
the GMP certificate is to be supplemented

Based on Singapore authorities (HAS): Guidance on the Implementation of Good Manufacturing Practice (GMP) Evidence for Drug Substance (DS)

Manufacturers, Aug 2024. e.lf p?a
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FOR FURTHER READING $af
Overview of ICMRA, ICH and PIC/S Pilots

Enabler Efforts under way

Harmonized regulatory requirements across regions ICH Q GLs; Q12, M4Q(R2), \/ ICH
SPQS (eXpectEd Sta rt 2025) ’ harmonisation for better health
Comparable/convergent basis for making regulatory  ICMRA PQKM--PACMP and CHIP collaboration pilots
assessments; reports IPRP QWG & surveys ‘@MA
Readily accessible and usable “reports” for reference ICH PQKM Task Force W /
. ICH P1C S
by other regulators PIC/S — more structured data in eI B P P
inspection reports Regulators Prodramme "
Assure non-disclosure of confidential trade secret ICMRA PQKM pilot design @ ‘@
information ICH PQKM Task Force ’ !arcmml_-jmmmrhem M
Regulators reviewing same product, quality dossier,  ICMIRA POKIM WG on Identifiers to enable greater reliance
PAC-related submissions, etc.
o
IT tool(s) to facilitate review and collaboration Technological solution °
’ ICH

ICMRA slide presented by Brendan Cuddy EMA @ DIA Europe 2025

efpia
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https://database.ich.org/sites/default/files/Q12_Guideline_Step4_2019_1119.pdf
https://www.ich.org/page/ctd
https://icmra.info/drupal/en/strategicinitatives/pqkms
https://www.ich.org/page/ich-pqkm-task-force
https://icmra.info/drupal/strategicinitatives/pqkms/pq_pilots_call_for_industry_applications
https://www.ich.org/page/ich-pqkm-task-force
https://icmra.info/drupal/en/strategicinitatives/pqkms/unique_identifier_progress_report_17july2024
https://www.ich.org/page/ich-pqkm-task-force

RELIANCE APPROACH - CHIP PILOT

A reflection on the positive outcome of the ICMRA
Collaborative Hybrid Inspection Pilot (CHIP)

% EFPIA member companies welcome the flexibility adopting the inspection approach after each inspection

% Minimise increased efforts by using existing procedures
% Benefit for both industry and inspectors includes e.g., less travel, less time compared to overall time
needed for several inspections and CAPAs
% Consider using existing rules of engagement of the different inspectors according to approaches used in
PIC/S revaluation or for the MRA procedure

% Local inspector as lead and coordinating inspector
% Inter-inspector’s communication using dedicated jet function
% Recognise existing confidentiality agreements e.g., as of PIC/S membership or develop a template by
ICMRA or PIC/S
% One inspection report according to the national procedure with one set of agreed observations referencing
to the reports by co-inspectors / observers
% Reports from the other inspectorates, reference/cite the core inspection report
% Additional observation according to national laws, if necessary for compliance decision
% Document own compliance decision according to national procedures
% Lead inspector makes final decision on observation, ensuring observers are heard
% Different opinions can always exist between different individuals / humans
% Alignment is expected towards the compliance decision

% Use core inspection time for clarifications and interactions
% Additional inspection time for document review recognising time differences

Basis: ICMRA Collaborative Hybrid Inspection Pilot (CHIP) Summary Report March 5th, 2025. efpﬁllta *
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https://www.icmra.info/drupal/sites/default/files/2025-03/chip_summary_report_13mar2025.pdf

GENERAL DATA

Inspection modes

efpia
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KEEP IN MIND THE PURPOSE OF AN INSPECTION

Is a site compliant?
No difference in inspection types (PAI*, routine, surveillance, for cause)

Inspection

A\ &

Document
review

Physical

prese

Real time remote

|s-

N

I"

presence Reliance
L Convergencej QMS/PQS
incl. link to dossier
Enabled by risk-

based approaches

Decision on compliance

Risk-based

Alternative Modes

checking on the authenticity of submitted data and links to dossier.
EFPIA ANNUAL INSPECTION SURVEY - 2024 DATA - PUBLIC VERSION

* Experience: Pre-Approval Inspections (PAI) dedicate most of the time on inspecting the QMS/PQS and only briefly %
efpia



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

Mnilateral

reliance*

Mutual Recognition
Agreement (MRA)

o E

s 8T
[

Real time Document

remote presence review

*based on information from other stringent regulatory authorities
EFPIA ANNUAL INSPECTION SURVEY - 2024 DATA - PUBLIC VERSION

A strong basis of an inspection using physical
presence by a strengthened domestic inspectorate
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ANNUAL EFPIA INSPECTION SURVEY - INSPECTION MODES
Trending inspection modes

Inspection mode - domestic inspections Inspection mode - foreign inspections
100% — I T 100% - — e I .
] I I I
- | | |
BO% BO% -
. 1 ] 1
. | : |
1 | 1 |
B0% - | 60% - i
i | T |
: | | |
] | 0% 1
] | ] |
_ | ! |
20% - | 20% - |
1 | : |
1 1 : 1
] | i |
0% - | 0% - |
2016 2017 2013 2015w 2020 2021 2022 2023 2024 2016 2017 2018 2019" 2020 2021 2022 2023 2024
Pandemic Pandemic

W Physical presence
B Remote & on-site
Remote

% Physical presence is increasing but not yet back to the level of Cecment
before the pandemic m Deferred

% The use of remote inspections is decreasing *
efpia
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INSPECTION MODES AT MANUFACTURING SITES
Trending inspection modes pandemic to now

2022 Domestic 2024

Modes used in domestic inspections in 2024
18 16 10 9 3 51 73184 7 88 12 22 32 4 7 No of inspections reported 84 26 10 9 7 5 5 5 5 8 151 16 37 4
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o ‘ ]
| 40%
20% ]
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20% | ]
4 u%:
1 o
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Use of mode in domestic inspections [%]

Use of Tools for Domestic Inspections [%)]
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The 2024 graphic show only inspectorates performing four an more inspections



GENERAL DATA

Documents for
iInspection

efpia
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Information provided by the site can follow a commonly

agreed standard for paper-based inspections
Check with survey results

Site e /

Product ’\ ‘/
Pharmaceutical e-e ‘/
v

Quality System =&

Additional |=
information

)- Enhanced GMP/GDP Inspection Efficiency, ) 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 e.lf p’ra

EFPIA ANNUAL INSPECTION SURVEY - 2024 DATA - GMP-INSPECTION RELIANCE, PIC/S GUIDELINE P1048-1, 01 JUNE 2018, CHAPTER 5.3.1


https://www.efpia.eu/media/25712/position-paper-on-enhanced-good-manufacturing-and-good-distribution-practices-gmp-gdp-inspection-efficiency-2014.pdf
https://www.efpia.eu/media/25712/position-paper-on-enhanced-good-manufacturing-and-good-distribution-practices-gmp-gdp-inspection-efficiency-2014.pdf
https://www.efpia.eu/media/413129/request-for-optimising-the-gmp-paper-based-inspection-process-by-regulatory-authorities.pdf
https://www.efpia.eu/media/413129/request-for-optimising-the-gmp-paper-based-inspection-process-by-regulatory-authorities.pdf

DOCUMENT INSPECTIONS

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

% Common documents requested 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. .
efpia *
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DOCUMENT INSPECTIONS
Inspectorates performing document inspections
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B Domestic inspection  m Foreign Inspections Certifications
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EFPIA INSPECTION SURVEY

Assessors in inspections

efpia
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ANSWERS TO QUESTIONS
Roles and responsibilities of assessors (and inspectors)

% Assessors should get a training on what inspectors are doing

% Enhancement of GMP activities understanding by assessors through firsthand
insights for improving filing reviews.

% Assessors should focus on their mandate i.e., scientific consistency of dossiers
(i.e., not acting as inspectors) while inspectors emphasize GMP compliance

% Assessors could share areas that require verification with inspectors ahead of the

inspection
A product QMS/PQS

.-)‘ One -

—_— —_ ES =] |

He<0

cCMCI St R Testi Batch

ontro Technical esponse esting atc .

Strategy Document to Questions standards Manufacture Release Fatients

Assessors view Inspection view

Green: what assessors see, Orange: what inspectors see view; Gray companies' activities *
QMS/PQS: Quality Management System / Pharmaceutical Quality System Efpla
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EFPIA INSPECTION SURVEY

General Data
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EFPIA’S ANNUAL INSPECTION SURVEY - DATA
The number of inspections at a manufacturing site

Number of inspections per manufacturing site in a year

2.68

ions per manufacturing site
[

ct

[N

Pandemic

Mumber of

G -
2014 2015 2016 2017 2018 20148 2020 2021 2022 2023 2024

efpia
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EFPIA’S ANNUAL INSPECTION SURVEY — INSPECTOR DAYS

Average of inspector days spend in domestic and
foreign inspections (only onsite inspections)

12 -

Inspector days
= number of inspetors * days of inspections
o
1

2021
pandamic

9 -
u -
2016 2007 2018 20159 2020

2022

N inspector days - Domestic N inspector days - Foreign

2023 2024

% Domestic inspection have less inspector days than foreign inspections (not including travel!)

% Inspector days increased with the pandemic for both domestic and foreign inspections

EFPIA ANNUAL INSPECTION SURVEY - 2024 DATA - PUBLIC VERSION
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SPECIFIC INSPECTION ACTIVITIES

Inspections at
Manufacturing Sites

efpia
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INSPECTIONS AT MANUFACTURING SITES
Inspection matters

Domestic inspections

e Physical presence is the almost exclusive inspection mode; the combination of physical
and remote presence is rarely used

Increasing trend towards more inspections at the same manufacturing site

e Back to the level before the pandemic

Resources

¢ Inspector days used for domestic inspections: 7.7d and foreign inspections: 10.3d & travel

Foreign and domestic inspectorates often focus on similar topics

¢ No effect on number of inspections at sterile manufacturing sites due to GMP Annex 1
implementation

efpia
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INSPECTIONS AT MANUFACTURING SITES
Multiple inspections at one manufacturing site (6 and more)

Number of inspections per one site with foreign inspections

12
B Number of domestic inspections per site B Number of foreign inspections per site

i“““llll

Denmark Denmark Germany Brazil Germany Germany US Germany France

* Japan (3) *Japan(4) eJapan  <Mexico * AMA *US-FDA(2) +China  <Japan *Russia  *US-FDA

* Rep. of Korea (3) ¢ Brazil (2)  * Turkiye * Tanzani « Belarus * Russia * Turkiye

« Brazil « US-FDA * Belarus * Brazil < Turkiye * Turkiye * Rep. of Korea

* Chinese Taipei e Turkiye " Russia " Libya " China
. * Turkiye * EAEU
* Tiirkiye * Kenya

* Kenya * Chinese Taipei *
* Rep. of Korea Efpla
EFPIA ANNUAL INSPECTION SURVE SION

Number of inspections at a site
reporting multiple inspections
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INSPECTIONS AT MANUFACTURING SITES
Inspections at one manufacturing site

Number of sites having inspections

800 -

400 -

G_
2014 2016 2017 2018 2019 2021 2022 2023 2024

200

Number of manufacturing sites having inspections

ES5andmore E2tod 1in no

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

S S &
i i i

Mumber of inspection reported

=
=

2022 2023 2024
m No follow up needed m Follow-up without interruption of supply
W Follow-up with interruntion of suoolv ® No data provided

% The number of ‘for cause’ inspections had a peak in 2023

efpia
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INSPECTIONS AT MANUFACTURING SITES

Number of inspections (domestic and foreign) per

country highlight's locations of manufactur
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INSPECTIONS AT MANUFACTURING SITES
Inspections at sites with domestic/local supply only

Relative number of inspections at sites with domestic/local supply only

B

%]
=]

=
=]
P T T T A R T T T T S T T

supply only vs. all inspections reported [%]
wn tn

HEE = ml ==

2016 2017 2018 2019 2020 2021 2022 2023 2024

Relative number of inspections at sites with domestic/local

M Realtive number in EU JEEA Relative number of domestic/local supply vs all inspections [%] - EU/EEA

% The data show a trend towards globalisation of manufacturing until 2020
i.e., the pandemic. After that, more sites manufacturing for local / regional

supply are reported to be inspected
PPy P P efp"fa *
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INSPECTIONS AT MANUFACTURING SITES - SUPPLY

Inspections in country at sites reported for
domestic or regional supply only in 2024

Inspections in country at sites reported for

o0 - domestic or regional supply only
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INSPECTIONS AT MANUFACTURING SITES - SUPPLY

Inspections in country at sites reported for
domestic or regional supply only — several years history
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INSPECTIONS AT MANUFACTURING SITES - SUPPLY

Inspections in country at sites reported for

domestic or regional supply only — several years history
EU/EEA by country
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Relative number of inspections at sites
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% Germany, Spain, Italy and Sweden are the countries with the most inspections
with sites for local / regional supply in the EU/EEA reported in the last 9 years
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INSPECTIONS AT MANUFACTURING SITES - PAI

Locations of manufacturing facilities reporting PAl demonstrating where
innovative products are manufactured — EU again number one

Countries, where PAI inspections were performed
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INSPECTIONS AT MANUFACTURING SITES - PAI

EU/EEA competitiveness where new innovative products are
manufactured

EU / EEA-MS, where PAl were performed * Member States

where innovative
products are
manufactured
include

¥ Denmark

Germany
Belgium
Slovenia
Italy
Ireland
France

30

2020 Ozozl Z022 WM2023 M20Z4

Z0 A

1n: —|

Number of reported inspections

* ¥ ¥ ¥ ¥ ¥
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INSPECTIONS AT APl MANUFACTURING SITES
Locations of inspected APl manufacturing sites

B0 - .

. EU-EEA Member State 1 = APl mAPIB
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Inspections at APl manufacturing sites are performed in the EU/EEA, US, Switzerland,,
Singapore, and Pakistan; in the EU/EEA in Germany, Belgium, Ireland and Denmarkefﬁ:a *
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INSPECTIONS AT MANUFACTURING SITES
Number of inspections reported per site

Number of inspections per site

Pandemic
10088 - |
1 |
m I
= 1
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S a0% - 1
E |
= |
S 1
| 20% - 1 Y
[ | ne
&
|
|
0% - [
2014 2015 2016 2017 2018 2019 2020 2021 2022 2023 2024
MW 5 and more inspections W 2-4 inspections H1 inspection noinspection
% Data

% Increasing trend towards more inspections at the same manufacturing site
% Currently at the level of 2014-2019
% During the pandemic, the focus was to have more towards 1 inspection per site
efpia *
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INSPECTIONS AT MANUFACTURING SITES
Scheduled versus unannounced inspections

Number of scheduled / unannounced Inspections

1009

Reported number of

Inspectorate unannounced
inspections in 2024

China / NMPA 21

USA / FDA 17

Notified Body

Japan / PMDA

Chile / ISP

Rep. of Korea / MFDS

Spain / AEMPS

Indonesia / BPOM

Brazil / ANVISA

Italy / AIFA

China and the US are reported to

0% perform by far the most

: unannounced inspections (domestic)
2015 2016 2017 2018 2015 2020 2021 2022 2023 2024
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Percentage of Inspections reported

M Scheduled Domestic " 5cheduled Foreign
B Unannonced Foreign = Unannonced Domestic
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INSPECTIONS AT MANUFACTURING SITES
Outcome of scheduled versus unannounced inspections

Outcome of domestic inspections Outcome of foreign inspections

- 100% 7 < 100% -

@ i @
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£ 40% - £ 40%

G ] G ]
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E 20% ! E 20% ]

£ - £ i
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c ] c i

2 0% - 2 0% -

® Scheduled/Announced Unannounced = Scheduled/Announced Unannounced
) [

o o

B Nofollowup MFollowup M Interrupted supply ™ No followup ®Follow up MInterrupted supply

% About 20% more follow up actions are reported with scheduled inspections
compared to unannounced inspections (both foreign and domestic)

Note: Non of the inspections ended with interrupted supply epra *
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INSPECTIONS AT MANUFACTURING SITES
Rate of inspections with follow-up actions

Rate of domestic inspections with follow up Rate of foreign inspections with follow up
{5 or more inspections reported) (5 or more inspections reported)

60 -
ﬂ_
'||II\

Relative numebr of inspections [%]
&

u_

Relative numebr of inspections [3%]
5] 5
i 1 i i i 1 i i i i
_
'gf I
27\ I
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& Qé‘ ..sbq:? .;& &*’ X ‘**: t; S Q’“ @@ ¥ @‘ﬁ‘ Q@\«@iﬁq@ﬁi&é@ @@
P & &
¢ Green: EU Member State @ﬂﬁ} o ﬁp{?

% For most inspectorates domestic inspections have more follow up action
than foreign inspections — but not e.g., US-FDA

% The order of countries is different on follow up actions reported to be
addressed in domestic versus foreign sites — different behaviours?

efpia
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INSPECTIONS AT MANUFACTURING SITES

Rate of inspections with follow-up actions

Rate of inspections with follow up
(5 or more domestic and 5 or more foreign inspections reported)

iliihl

USA China Germany Russia Japan Brazil
FDA NMPA BfArm MolT PMDA ANVISA

[5.5)
=
i

=y}
=2
I

s
=
I

[t
=2
1

Relative numebr of inspections [%)

=

B domestic Mforeign

% Even if FDA is doing announced foreign inspection companies report to have
more inspections with follow up in 3™ countries than for sites in the US
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GENERAL DATA

Domestic Inspection
Activity

efpia
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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)

160

140 |

= EU-EEA
= China
m USA
Notified Body >75

120

100 -

= Japan
m Switzerland

IB.FHZ” Zlo
= Singapore

80

60

Number of domestic inspections reported

40 |

20 |

2024

EFPIA ANNUAL INSPECTION SURVEY - 2024 DATA - PUBLIC VERSION
Note: Notified Bodies doing certifications for devices included in Medicinal Products

m Pakistan

= Egypt

= Canada

m India

m Russia
United Kingdom

m Argentina

m Algeria
Australia
Bangladesh
Chile
Mexico

efpia *



Number of reported domestic inspections

200

] 02020 2021 2022 m2023 m2024
175 -

150 1
] We have comparable figures re
125 domestic inspections by the different

countries / notified bodies

Mumber of domestic inspections reported

100
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Only listed if more than 2 domestic inspections reported

g
Note: Notified Bodies doing certifications for devices included in Medicinal Products efp| a
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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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Use of mode in domestic inspections [%]

DOMESTIC INSPECTIONS AT MANUFACTURING SITES
Inspection modes used in domestic inspections

No of inspections rep

% Domestic inspections

¥ Physical presence is the almost
exclusive inspection mode

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

Use of mode in domestic inspections [3%)]

No of mspectlons reported
2 10 8 53 19 17 11

100% -+

Modes used in domestic inspections
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M Physical presence & remote >2 inspection

M Physical presence " Document M Remote

EFPIA ANNUAL INSPECTION SURVEY - 2024 DATA - PUBLIC VERSION

EEA-MS Modes used in domestic inspections in 2022

2217 1413 5 8 7 5 2 2 2 1 1 1 1 146 7 3 20 2

il

bé‘

Use of Modes for Domestic Inespections [%]

& & -.# \@aw
«Q,ﬁdﬁ qﬁ”t’*eqf‘\*‘(\‘”
c&
W Onsite W Virtual & on-site Virtual Paper-based

Significant less use of the
remote inspection mode in
comparison to 2022
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GENERAL DATA

Foreign Inspection
Activity

efpia
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FOREIGN INSPECTIONS AT MANUFACTURING SITES

Foreign inspection reported and corresponding
inspectorates performing inspections at least once
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mm Mumber of Foreign Inspectionsa Mufacuing sites

Russia effect e
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s Mlumber of inspectorates at least once parformi ing foreign inspections

- 1000

% Despite the total number of inspectorates performing foreign inspections

continue to increase, the number of foreign inspections tends to stay flat

EFPIA ANNUAL INSPECTION SURVEY - 2024 DATA - PUBLIC VERSION

efpia *

Mumber of Foreign inspectilons reported



FOREIGN INSPECTIONS AT MANUFACTURING SITES
Number of foreign inspections at manufacturing sites

Evolution of number of manufacturing sites versus
number of foreign inspections

900 a0
Russia initiated foreign
H: 800 inspections 2016-2017 800 wn
@ 700 ﬂ 700 2
1] L=
E ‘ / o
5 600 ‘ 600 »
£ =
«..'E 500 500
; 400 400
- —
S 300 ‘ o i o0 ©
[T
2 200 - 200 .E
= Effect of the =
= 100 pandemic 10 =
0 I I I 0

Years 2006 -> 2024

s Number of sites
% Number of foreign inspections at manufacturing sites post pandemic is

back to the baseline before the pandemic, perhaps slightly decreasing

efpia
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INSPECTION SURVEY - 2024 DATA

Number of foreign inspections at manufacturing sites by
region of the inspectorate

vorn atrcs [
Europe incl. Tarkiye w/o EU _
e
I

ICH founders (US,EU,Japan)

0 25 50 75 100 125

Reported number of foreign inspections at manufacturing sites

* mostly driven by Rep. of Korea and Chinese Taipei
AMA & ME; African Medicinal Agency & Middle East, EAEU: Eurasians Economic Union Ef Ta
EFPIA ANNUAL INSPECTION SURVEY - 2024 DATA - PUBLIC VERSION p



FOREIGN INSPECTIONS AT MANUFACTURING SITES 2024
Number of foreign inspections by country 1/2

100
920195 2020 2021 D202 W2023 W2024
EPandemic
= 80
t
o
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2
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S 60
T
@
[= 8
: Il |
=
o
o 40
2
B
@
=
E 20
0
Japan* Tarkdye®  Republic of USA* Libya Russia (** Brazil* EU* EAEU Chinese
Korea® 'f | Taipei®

Not clear if ‘EAEU’ was Russia

*Inspectorate is a PIC/S member **PIC/S applicant Ef :I:a
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FOREIGN INSPECTIONS AT MANUFACTURING SITES 2024
Number of foreign inspections by country 2/2
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FOREIGN INSPECTIONS AT MANUFACTURING SITES
Countries performing foreign inspections

% 82 jurisdictions have performed foreign inspections from 2003 to 2024
% 38 jurisdictions performed foreign inspections in 2024

Albania

African Medicinal Agency?

Argentina*
Armenia
Australia*
Belarus
Benin?
Bosnia Herzegovina
Botswana
Brazil*
Burundi
Cambodia?
Canada*
Chile***
China**
Chinese Taipei*
Colombia
Congo
Costa Rica
EAEU
Ecuador
EDQM
Egypt***

Ethiopia
EU/EEAP
Ghana
Gulf States (GCC)
Guinea?
Honduras
Hong Kong China
Iceland
India
Indonesia*
Iran*

Iraq

Israel

Ivory Coast
Japan*
Jordan
Kazakhstan
Kenya
Lebanese
Libya
Malawi
Malaysia*
Malta

*Inspectorate is a PIC/S member **PIC/S applicant

EFPIA ANNUAL INSPECTION SURVEY - 2024 DATA - PUBLIC VERSION

Mexico*

Nepal

New Zealand
Nigeria

Oman

Padua Neu Guinea
Pakistan

Panama

Peru***

Republic of Korea*
Russia(**)

Rwanda

Saudi Arabia*
Sierra Leone
Singapore*

South Africa*

Sri Lanka

Sudan

References:
a new in 2024

Switzerland*
Syria
Tansania
Thailand
Tukmenistan
Tunisia
Tarkiye*
Uganda
Ukraine*
United Arab
Emirates
United Kingdom*
USA*
Venezuela
Vietnam
WHO

Yemen
Zimbabwe

b EU/EEA countries as one inspectorate only
Orange: foreign inspectionin 2024

Light blue: active in previous years; no reports in 2024
Green: no foreign inspection for the last 5 years

***P|C/S pre-applicant

efpia



Average inspector days for foreign inspections at a
manufacturing site (onsite only)

Average inspector days - foreign onsite inspections
{only if more than 3 foreign inspections)

25

More than 2 inspectors for 5 days

Less than 2 inspectors for 3 days

Average of inspector days
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efpia
EFPIA ANNUAL INSPECTION SURVEY - 2024 DATA - far 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)

BUESA/FDA

Tiirkiye | TITCK
500 - "=

m Rep. of Korea ' MFDE >27O

m Libya { MaH
mRussa ! MolT

mEU /EEA

m Eurasian Econamic Union

s
=1

u Japan { PMDA
u Mexico { COFEPRIS
m China f HMFPA,

m Kazakhstan! MeH >120

u Balarus f MoH

m Brazl | ANVISA

= Australia { TGA
u Peru/ DIGEMID
m Chinese Taipsi | TFDA

Sum of inspector days reported
s
=]

u Indonesia  BPOM

8
=4

m United Kingdom { MHRA
u South Africa ! SAHPRA
w Afnican Medicinal Agency

AMA
Canads ( Healh Canada

m GO T GHE
100 1 » Colombia [ INVIA
Ulraine { MaH
Saudi Arabia | SFDA
Egypt/ MaH
Nigeria | NAFDAG

u p

2024 %k
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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 United Kingdom .
o Brazil Turkiye 1%—.,__.: In(ji;es'a ?tShgirs
* Switzerland SiHEapore_____3%""----..,__1_.'__}:.5”"*--..__\_‘
* China 2o - B
% Singapore cz;,;a________.....-- s
(no change from previous years) . =~ 4 |

5%

USA__
27%

+ 11 other countries with 3 or less inspections

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

efpia
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EFP

FOREIGN INSPECTIONS AT MANUFACTURING SITES
Locations of Manufacturing Sites Hosting Foreign

Inspections

Countries, where foreign inspections were performed

EEA-MS, where foreign inspections were performed
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FOREIGN INSPECTIONS AT MANUFACTURING SITES
Modes used by inspectorates in foreign inspections

EU/EEA: Modes used in foreign inspections

8 -
Germany/  Slovakia/ Netherlands / EMA Denmark / France / Austria / Finland /
20 BfArM SUKL 1GJ DKMA ANSM AGES Fimea
I m On-site W On-site & remote m Remote Document
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Modes used in foreign inspections
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SPECIFIC INSPECTION ACTIVITIES

Inspections at
Affiliates o

= Domestic nspections = Certification audits = Foreign inspection

efpia *



INSPECTIONS AT AFFILIATES

Constant level of inspections at affiliates with very
limited influence by the pandemic

Number of inspections reported at Affiliates

2020 2021 2022 2024

1750

1500 1

500 -

2014 2019

[
1]
=]

[un
o]
=]

Number of inspectens reprorted

Pandemic

efpia
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INSPECTIONS AT AFFILIATES
Local affiliates have received inspections - no trend by region

Affiliates inspected in EU/EEA

25 4
B Physical presence M Physical presence + remote = Remote Document
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INSPECTIONS AT AFFILIATES
Number of affiliates inspected

Inspections at affiliates

mu%_.l I ll

Relative number of affiliates with inspections
1

/

2014 2015 2016 2017 2018 2015 2020 2021 2022 2023 2024
O MNot an inspection B 1 nspection M ? or more inspections

* Facts

¥ Number of oversight constant

¥ 80% without inspections —assumption: inspections every 5 yearsf?*
efpia
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INSPECTIONS AT AFFILIATES
For cause inspections do not result in interrupted supply

For cause inspections at affiliates

Number of inspection reported
5
1

o
‘2022 2023 2024
m No follow up needed m Follow-up without interruption of supply
B Follow-up with interruption of supply I No data provided

% The number nearly doubled 2022 to 2023 and again to 2024

efpia
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Specific Evaluations

efpia
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SPECIFIC EVALUATIONS

PIC/S

LEVERAGE TOOLS e.g.,

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

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

EFPIA ANNUAL INSPECTION SURVEY - 2024 DATA - PUBLIC VERSION
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SPECIFIC EVALUATIONS - PIC/S
PIC/S PartiCipating AUthOfities inspec%orgies used

(2’500 days in 2023)

PIC/S participating authority in a PIC/S member country
PIC/S participating authority in a PIC/S member country

[
m
Q

2022 m2023 w2024

I ' i

MedProd MedProd  API Warrines D Medu:al others
steril Biologic

2022 w2023 m2024
Mumber of reported foreign inspections 265 284 273
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% 272/434 (2024: 62%; 2023: 62%; 2022: 63%) of the reported foreign inspections at
manufacturing sites are amongst the PIC/S participating authorities
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SPECIFIC EVALUATIONS - PIC/S

API inspections among PIC/S members

Domestic oversight by inspectorates

PIC/S member inspectorate perfoming domestic APl inspections

Sites receiving foreign inspections

Site in countries with a PIC/S participating authority receiving
inspections from another PIC/S member participating authority
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SPECIFIC EVALUATIONS - PIC/S

Sites in a country with a PIC/S participating authority receiving
inspections from a PIC/S participating authority

Sites in a country with a PIC/S participating authority receiving
inspections from a PIC/S participating authority
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% Countries receiving most often the inspections from PIC/S participation
authorities are US, Denmark, Belgium, Germany, France
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SPECIFIC EVALUATIONS — PIC/S
Applying reliance?!

PIC/S inspectorates reported to be domestic active, but no foreign
inspections reported

% Argentina / ANMAT

Belgium / FAGG

Greece / EOF

Hungary / OGYEI

Ireland / HPRA

Italy / AIFA

Norway / NOMA

Poland / GIF

Portugal / INFARMED Note:

Singapore / HSA This represents the data from our

Spain / AEMPS survey. We understand PIC/S is planning
Sweden / MPA to issue further information on PIC/S
switzerland / SwissMedic efforts in the field of reliance soon.
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GENERAL DATA

MRA EU - US

*
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ANNUAL EFPIA INSPECTION SURVEY — MRA US/EU
Full EU / US MRA implementation could leverage further benefits
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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
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INSPECTION ACTIVITY — EU/EEA AND US
Remote (evaluations) and document inspections

EU/EEA (domestic and foreign) US FDA (domestic and foreign)
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% EU/EEA: Trend of less remote inspections year by year after the pandemic
% US: No trend but slightly decreasing
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ANNUAL EFPIA INSPECTION SURVEY — MRAs OF US

Full MRA implementation could leverage further
benefits

Inspections by US FDA in an MRA country

EU/EEA, CH, UK Inspections from US in MRA countries by product type
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% 11 out of 28 inspections from the US in EU had been reported to be for vaccines,
combination products or ATMP
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efmia

European Federation of Pharmaceutical
Industries and Associations

EFPIA Brussels Office
Neo Building, Rue Montoyer 51
1000 Bruxelles (Belgium)
Tel: + 32 (0)2 626 25 55

www.efpia.eu * info@efpia.eu
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