%o
N o ®e o
Medlcmes & Healthcare products .:‘ ;;-.': M H R A
0® oo
ReQUIatory Agency e : .. Requlating Medicines and Medical Devices

MHRA GMP Inspections

Tracy Moore, Expert GMDP Inspector
16 November 2019




, MHRA ﬂﬁ] How MHRA select GMP inspection

sites

.-L MHRA GMP inspection method
@[ Typical GMP inspection duration

(/(A)\) GMP inspection frequencies

,CZQ Annual number of GMP
1 inspections



.

How MHRA select GMP inspection sites



プレゼンター
プレゼンテーションのノート
EU member states do not inspect each other, UK inspects its own sites.
MRA / AACA agreements in place with the partners so don’t inspect there unless not included in the scope. 

So for Japan this would be all human medicines except
veterinary medicines
stable medicines derived from human blood or blood plasma
advanced therapy medicinal products
medicinal gases
products intended to be used in clinical trials, investigational medicinal products (IMP)
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How MHRA select GMP inspection sites
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Pre-Inspection Compliance Report
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GMP Inspection Method
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Deficiency Classifications
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» Deficiencies can » Early intervention + Public health
be addressed by NCA to avoid risks. Regulatory
regulatory action action required.
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Definitions we use are within the Compilation of Union Procedures on Inspections.
Critical
A deficiency which has produced, or leads to a significant risk of producing either a product which is harmful to the human or veterinary patient or a product which could result in a harmful residue in a food producing animal
Major
A non-critical deficiency:
which has produced or may produce a product, which does not comply with its marketing authorisation;
or which indicates a major deviation from EU Good Manufacturing Practice;
or (within EU) which indicates a major deviation from the terms of the manufacturing authorisation;
or which indicates a failure to carry out satisfactory procedures for release of batches or (within EU) a failure of the Qualified Person to fulfil his legal duties;
or a combination of several “other” deficiencies, none of which on their own may be major, but which may together represent a major deficiency and should be explained and reported as such
Other
A deficiency, which cannot be classified as either critical or major, but which indicates a departure from good manufacturing practice
(A deficiency may be “other” either because it is judged as minor, or because there is insufficient information to classify it as a major or critical)



* Non-statutory process
Who :
» Senior Inspectorate staff

« Significant poor / marginal compliance
Large number of Major deficiencies
Persistent poor compliance
Inadequate responses to inspection
Following IAG for closer monitoring

When <<
&

o °
PN :
) Not formal regulatory action

New referrals via e-correspondence and

meetings as required

hﬁ)ompllancet Deficiencies referred to a CMT
anagemen How < representative
pProcess Review and discuss with site Inspector

Post inspection letter signed by Senior*
Inspectorate staff member

Escalate case management and direct
companies to a state of compliance

Why < Protect public health and try to avoid the
need for regulatory action

Maintain supply of medicines



プレゼンター
プレゼンテーションのノート
CMT is also a non-statutory process and is managed within the Inspectorate by senior and expert inspectors, operations and unit managers rather than the wider multi-disciplinary team of IAG.

<<CLICK>>

The team meets on a monthly basis or ad-hoc as required.


Inspection Action
Group

Who <<

When <<

* Regulatory Unit Manager (chair)
» Medical Assessor

* Pharmaceutical Assessor

* Solicitor (DH Legal Services)

* |IAG Secretariat Member

» Referring Inspector(s)

» Enforcement representative

» Expert / Lead Senior Inspector from respective GXP
* VMD representative as applicable

» Usually if one or more Critical deficiencies identified
during inspection

» Unable to contact licence holder

» Refusal to accept inspection

» Unacceptable applications or variations (e.g. refusal to
name a QP)

 Inadequate responses to post inspection letter
» CMT case escalation

» Result of product recall / DMRC

* Issues raised by EU Member States

» Outcome of Enforcement activity

» Confirm referral to IAG during closing meeting
* Included in post inspection letter signed by Senior*

Inspectorate staff member
* All correspondence from that point via IAG Secretariat
 Other trigger: letter only
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CMT is also a non-statutory process and is managed within the Inspectorate by senior and expert inspectors, operations and unit managers rather than the wider multi-disciplinary team of IAG.

<<CLICK>>

The team meets on a monthly basis or ad-hoc as required.


» Will want to know the potential impact of supply
Gather < Issues on the patient

information * What markets are supplied, All EU and MRA
partners?

» Refusal to grant licence or variation

* Revoke, vary or suspension of licence (proposed or
immediate)

» Statement of non-compliance with GMP (for
finished product or API site)

 Restricted GMP cetrtificate (for finished product or
Possible _J AP site)
outcomes (UK) * Removal of QP/RP from the licence
° » Cease and desist order for BEA
» Request QP for justification of actions or refer to
professional body
Inspection Action * Request company to attend a meeting at MHRA

Group offices
» Referral to Enforcement

» Refusal to name a site on a Marketing Authorisation
« Recommend removal from a Marketing

Authorisation
: » [Conditioned] Statement of non-compliance with
Possible GMP
outcomes (N&g ol - Restricted GMP certificate

* Triggered API inspection — removal of site from
Marketing Authorisation

* Triggered IMP inspection — suspension of clinical
_ trial l
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CMT is also a non-statutory process and is managed within the Inspectorate by senior and expert inspectors, operations and unit managers rather than the wider multi-disciplinary team of IAG.

<<CLICK>>

The team meets on a monthly basis or ad-hoc as required.


Typical GMP Inspection duration

[ £

Follows EU From 1-10 days ~800 sites,
COUP overseas >350



GMP inspection frequencies

[ *

Follows EU 0 - 3 years* Flexibility
COUP

Risk Rating Suggested Inspection
Intrinsic Frequency
go'or::pliance Low Medium High A ;!resduced Frequency, 2 to 3
Low Risk Rating = A Risk Rating =A | Risk Rating = B B Moderate Frequency, 1 to 2
Medium Risk Rating =A | Risk Rating =B | Risk Rating = C < P — Froquency, <1yr
High Risk Rating = B Risk Rating = C Risk Rating = C
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Flexibility: Reduced/increased time on site
Guidance on the delay of a re-inspection based on compliance information from a trusted authority 



Annual number of GMP inspections

Conducted over 1200 inspections during
the year with over 183 being performed at
overseas companies.

Issued over 5,550 export certificates
(including 1,615 requests within 48 hours).

Issued over 2,075 licences (a combination
of Wholesale, Manufacturing and Active
Pharmaceutical Ingredients), supporting
those conducting processing activities.

Continued to develop the
Inspectorate blog: we now
have 10,471 subscribers and

received over 43,000 hits.

315 GMP UK inspections performed,
equating to 667 man days

An additional 64 sites overseas where
inspected for GMP consisting another 670
man days

Organised major symposia on
all aspects of inspections which
were attended by around 3,000
our most popular posts have delegates.

We spoke at over 30 conference

events.



プレゼンター
プレゼンテーションのノート
2018/2019 data
315 UK inspections performed
667 man days
64 o/s sites 
670 man days
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About copyright

All material created by the Medicines and Healthcare products Regulatory Agency,
including materials featured within these MHRA presentation notes and delegate pack,
Is subject to Crown copyright protection. We control the copyright to our work (which
includes all information, database rights, logos and visual images), under a delegation
of authority from the Controller of Her Majesty’s Stationery Office (HMSO).

The MHRA authorises you to make one free copy, by downloading to printer or to
electronic, magnetic or optical storage media, of these presentations (excluding
Agency logos) for the purposes of private research, study and reference. Any other
copy or use of Crown copyright materials featured on this site, in any form or medium
IS subject to the prior approval of the MHRA.

Further information, including an application form for requests to reproduce our
material can be found at www.mhra.gov.uk/crowncopyright

Material from other organisations

The permission to reproduce Crown copyright protected material does not extend to
any material in this pack which is subject to a separate licence or is the copyright of a
third party. Authorisation to reproduce such material must be obtained from the
copyright holders concerned.
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