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Who is doing What, Why, Where and Whemn?
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Who: team of GMP Inspectors (usually 2)

Inspectors
- Volunteers from EEA S

- Qualified GMP Inspectors that
are included in EDQM's
system of supervision of API
manufacturers during the

inspection(s)

- In charge for communicating

EU GMP compliance

information

EDQM Inspectors
- As of now four GMP inspectors
in Certification Department
- In charge for organisation,
conduct and follow-up of
Inspections

Inspectors from NCAS
- Not very frequent

- Mostly participating during
joint inspections of sites with
common interest
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https://ec.europa.eu/health/documents/eudralex/vol-4_en
https://ec.europa.eu/eurostat/statistics-explained/index.php/Glossary:European_Economic_Area_(EEA)
https://www.ema.europa.eu/en/partners-networks/eu-partners/eu-member-states/national-competent-authorities-human
https://www.ema.europa.eu/en/human-regulatory/research-development/compliance/good-manufacturing-practice/mutual-recognition-agreements-mra

What
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Why (1)
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https://www.ema.europa.eu/en/documents/regulatory-procedural-guideline/compilation-community-procedures-inspections-exchange-information_en.pdf

Why (2)

An increased oversight of 3" country sites leads to:

- Better understanding and implementation of EU GMP requirements
- Manufacture of products of adequate quality
- Decrease in the number of regulatory actions needed to protect patients, such as:

Nature of non-compliance : During the joint Swissmedic / EDQM inspection 1 critical, 7 major and 11 other deficiencies were identified. The critical deficiency is related to an insufficient QA oversight leading to a situation that constitutes a potential risk of producing products which
could be harmful to the patient. The firm's approach on materials management, including the labelling, traceability, storage conditions, dispensing, cleaning, pest control of raw materials, intermediates, solvents and recovered solvents was considered as not in compliance with EU GMP.
The company failed in multipurpose facility/ies to mitigate the risks of cross-contamination and was not aware of the necessary measures to be taken before introducing a new chemical entity in the sampling, dispensing and synthesis area. A lack of effective maintenance and/or
cleaning resulting in rust and dirt in hardly cleanable premises in the distillation plant, manufacturing Unit 3A and 3B and in the drum and storage area were obvious. The recovery of solvents in the distillation plant was not properly managed and documented. Shortcomings were
observed with regard to the process validation activities related to Dihydrotachysterol. No cleaning validation was performed in the multipurpose intermediate manufacturing Unit 3C despite highly active material (Progesteron) was handled. The identified critical and major deviations
pose a risk for all manufactured intermediates and APlIs in the multipurpose plant except for manufacturing Unit 9 (see section 3 Additional Comments).

Action taken/proposed by the NCA :

Suspension of the marketing authorisation(s)
This manufacturer should not be authorised in any new/ongoing marketing authorization or variation application. The submission of a variation application for introducing alternative manufacturers of the active ingredient is recommended.

Recall of batches already released
(Separate Rapid Alert to follow) The decision to be made by NCA, following an assessment between the NCA and MAH, whether to recall a batch of a particular product or not should be based on a risk assessment and on the criticality of the product.

Prohibition of supply

After issuance of the non-compliance report and as long as it remains active, prohibition of supply of APls (except APls manufactured in Unit 9 — see below) is recommended, unless there are no alternative suppliers and there is a risk of shortage. Several critical products will be
concerned. Therefore, while qualifying alternative APIs suppliers for critical products, the MAH(s) are requested to perform risk assessments in order to establish measures — agreed by their NCA - to mitigate risks associated with the GMP deficiencies observed (e.g. full specification
testing etc.).

Suspension or voiding of CEP (action to be taken by EDQM)
Suspension or withdrawal of CEPs is recommended.

Additional comments : Withdrawal of the GMP certificate # 16MPP065HPTO1, issued by the French authority, is recommended. The GMP non-compliance applies to all APls, but it is not possible to express an opinion on the applicability of the deficiencies observed with regard to
the product(s) manufactured in Unit 9. This unit, dedicated to the manufacture of highly potent APls, was segregated from other manufacturing units/areas with for instance dedicated storage and quality control facilities, and was not subject of the inspection. It is not possible to express
an opinion on the applicability of the deficiencies observed with regard to products manufactured in Unit 10. This unit produces medicinal products, which are subject to different GMP requirements than those applied for APls, thus the facility was out of the scope of the present
inspection. Dishman Pharmaceuticals & Chemicals Limited and Carbogen Amcis (India) Limited were subject to a merger. The new name is Dishman Carbogen Amcis Limited and Survey No. 48 was added to the address.

Source: EudraGMDP data base http://eudragmdp.ema.europa.eu/inspections/gmpc/index.do
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http://eudragmdp.ema.europa.eu/inspections/gmpc/index.do

When (1)

Request from the assessors: inconsistencies in data, suspicion of data
manipulation, etc.

Re-inspection: frequency is depending on the compliance level after
initial inspection, or after CEP suspension when requested

API related criteria: physico-chemical properties, therapeutic use,
sterile APIs etc.

Company related criteria: information from other authorities (i.e.
from inspection) or other suspicions

[

Regulatory environment of the manufacturing site

‘ Several triggers involved
4
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When (2)

Initial inspections and re-inspections 2015 — 2022 (on-site)
30
28
25 24 24
23 23
20
16 16
15 14
13
10
10
8
6
5
3 3
O l
2015 2016 2017 2018 2019 2020 (pre COVID) 2022 (post COVID)
W Initial inspections Re-inspections
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Where

30

25

20

15

10

19

14

2015

Geographical location of on-site inspections 2015 — 2022

26

22

20
19

14

0 0 0 0 0 O
2016 2017 2018 2019 2020 (pre COVID)

H India China Asia other ROW (EEA, America, Africa, M. East)

14

0 0 O

2022 (post COVID)
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After the inspection...

e EDQM: List of
Deficiencies

weeks

e Firm:
Corrective and
Preventative
Action Plan
(CAPA)

e EDQM: CAPA
review and
drafting of

weeks [
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Results

* Decision making Process

EDOQM AdHoc
Internal Discussion Committee Meeting
Board Meeting (after

each inspection)

Inspection team

(in case of
recommended
actions® on CEPSs)

outcome proposal

*) e.g. CEP suspension(s), withdrawal(s), removal of site(s) concerned, closure of application(s)
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Results

 Inspection Outcome(s)

GMP compliant

Borderline: Temporary |
Status until after CAPA
Review

GMP non-compliant:
regulatory actions to be
decided \

N\
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In case of compliant outcome of the inspection
combined with a satisfactory evaluation of the
submitted CAPA, and if any expected application
for CEP revision has been submitted, an
inspection attestation is delivered by EDQM,
stating the compliance with the CEP and with
GMP.

A GMP Certificate should be issued by the EEA

participating inspectorate and published via the
EUDRA GMDP database
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In case of , Which
constitutes a potential risk to public health:
all relevant CEP(s) of the site may be
suspended or withdrawn
Manufacturer may be removed if more than
one involved in CEP
on-going CEP application(s) may be closed

Holder and manufacturer notified and given a
possibility of hearing within 14 days
A statement of GMP non-compliance should be
iIssued by the EEA participating Inspectorate and
published via the EUDRA GMDP database




Results

Inspection outcomes 2015 — 2022 (on-site)
45
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B Compliant ® Non-compliant
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EDQM approaches to GMP assessment until 2020

Paper based GMP

On-Site Inspections

Assessment
e Traditional inspection approach  Complementary to on-site
e EDQM inspects about 40 sites Inspections

per year e Up and running since 2010

17 ©2023 EDQM, Council of Europe. All rights reserved.




Introduction of Real Time Remote Inspections (2020-2022)

: : Live video QA

e Connected with e Meeting room e Substantial e CAPA
firm the entire e Storage number of Assessment
time of the facilities SOPs and  Inspection
inspection - EradEter Information Report
« Video, screen facilities uploaded prior « Official closure
and computer - QC facilities of inspection of inspection
sharing . Utilities * Discussion with (NCA & EDQM)
e 5-6 days SMEs during  Same timelines
e 6-7 hours/day Inspection as for on-site

Inspections
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Main site selection criteria used so far

Site already inspected
by EDQM:

Knowledge of site

No negative
compliance information
in databases

Site ideally located in
industrial areas:

communication
infrastructure
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Essential Tools (apart from inspectors...)

Web conference meeting
applications

Document sharing tool

3G/4G networks

Broadband internet
Scanner

Mobile Wifi hotspots
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First experience gained — visual feedback

@ Microsoft Teams Edit View Window Help
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Site location verification (if needed)

Using GPS
functionalities of
mobile devices
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Limitations / Challenges

 Technical difficulties depending on area connectivity, staff’s technical
experience etc.

 Inspection techniques that cannot be utilised remotely:
e Element of surprise and body language interpretation
 Periphery activities
o Staff conversations

« Sense of smell (risks in manufacturing areas)

* New challenges in China in addition to time difference: local language
» And... an additional soft skill of inspectors is needed: €9,

23 ©2023 EDQM, Council of Europe. All rights reserved.




Advantages

* Provides a possibility to evaluate the GMP compliance of a company
when an on-site inspection cannot be performed or is deemed of
lower priority

 Allows real time visual interaction with the company concerned
« Saves financial resources (both for the EDQM and companies)

* No travel: no carbon dioxide footprint, therefore beneficial for
environment
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And what from now on?

A new, third pillar for the supervision of the GMP compliance of

-~ pharmaceutical manufacturers

Real Time
Remote

On-Site GMP

Inspection Assessment :
Inspection
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When a remote inspection could be used

* Travel restrictions, e.g. pandemic situations, safety concerns in
destination country etc.

* A potential regular process for sites which showed a good level of GMP
compliance during previous EDQM inspections

* A potential process to verify the implementation of specific parts of a
CAPA if deemed necessary

 If urgent GMP evaluation is needed, e.qg. specific topic evaluation. In
this case, the RTEMIS would not replace an on-site inspection, but
allows an immediate assessment of a specific situation/aspect that
might pose a risk to public health
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Some final considerations

 Increased inspectional oversight of APl manufacturers by trusted
International authorities (cf. definition in Compilation of Union
Procedures) during the last decade led to higher level of GMP
compliance and less regulatory actions

 Increased understanding and implementation of EU GMP regulations

 Lower level of discrepancies to the CEP dossiers inspected, which
demonstrates the increased efforts of companies to comply with their
commitments and the conditions under which their CEPs were granted

* Finished products manufacturers should still improve their ability to
select GMP compliant APl suppliers and audit/monitor them accordingly

27 ©2023 EDQM, Council of Europe. All rights reserved.



https://www.ema.europa.eu/en/documents/regulatory-procedural-guideline/compilation-community-procedures-inspections-exchange-information_en.pdf

Perspectives

e Further o

evelopment of the risk-based approach when selecting sites

to be inspected

e Continua

reinforcement of collaboration and sharing of information

with EU and International Inspectorates

* Optimisation of use of inspection resources by:

v International API Inspection Programme (EMA) - increasing number of contributors
expected

v'GMDP Inspector working group (EMA)
v'Committee of officials of PIC Scheme (PIC/S)
v'Confidentiality agreements

« Using EDQM'’s GMP assessment procedures to evaluate sites that
cannot be inspected In case of travel restrictions
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Thank you for your attention
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Stay connected W|th the EDQM

EDOM Newsletter: https://go.edgm.eu/Newsletter
LinkedIn: https://www.linkedin.com/company/edgm/
Twitter: @edgm_news

Facebook: @EDQMCouncilofEurope
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