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ABBREVIATIONS

ADR Adverse Drug Reaction

AE Adverse Event

aRMM Additional Risk Minimisation Measures
CAPA Corrective and Preventative Action

CFT Cystic Fibrosis Trust

CHMP Committee for Medicinal Products for Human Use
CIOMS Council for International Organisations of Medical Sciences
EEA European Economic Area

EMA European Medicines Agency

EU European Union

GPV Global Pharmacovigilance

GVP Good Vigilance Practice

ICH International Conference on Harmonisation
ICSR Individual Case Safety Report

LLT Lower Level Term

MAH Marketing Authorisation Holder

MedDRA Medical Dictionary for Regulatory Activities
MENA Middle East and North Africa

NCA National Competent Authority

PASS Post-Authorisation Safety Study

PSMF Pharmacovigilance System Master File

PT Preferred Term

PV Pharmacovigilance

QA Quality Assurance

QPPV Qualified Person responsible for Pharmacovigilance
RMP Risk Management Plan

SAE Serious Adverse Event

SER Signal Evaluation Report

SOP Standard Operating Procedure

UK United Kingdom
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Section
43

SECTION A: INSPECTION REPORT SUMMARY

Inspection type:

Statutory National Inspection

System(s) inspected:

Chiesi Farmaceutici S.p.A.,_

Site(s) of inspection:

Remote inspection

Main site contact:

Date(s) of inspection:

Lead Inspector:

Accompanying Inspector(s):

Previous inspection date(s):

28 — 30 March 2011

Purpose of inspection:

Inspection of pharmacovigilance systems to review
compliance with UK and EU requirements.

Name and location of EU
QPPV:

Global PV database (in use at
the time of the inspection):

Oracle Argus (commercially available)

Key service provider(s):

Parexel International Ltd. provided global case
manhagement activities for post-marketing and clinical
trials.

Inspection finding summary:

4 Major findings
3 Minor findings

Date of first issue of report to
MAH:

28 September 2020

Deadline for submission of
responses by MAH:

02 November 2020
Clarifications due 04 December 2020

Date(s) of receipt of
responses from MAH:

02 November 2020
Updated responses received 04 December 2020

Date of final version of report:

09 December 2020

Report author:
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A list of the personnel who attended the closing meeting is contained in the Closing Meeting
Attendance Record, which will be archived together with the inspection notes, a list of the
documents requested during the inspection and the inspection report.
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SECTION C: INSPECTION FINDINGS

cA Summary of significant changes and action taken since the last inspection

Not applicable as this was the first MHRA pharmacovigilance inspection of the company since
2011.

C.2  Definitions of inspection finding gradings

Critical (CR): a deficiency in pharmacovigilance systems, practices or processes that
adversely affects the rights, safety or well-being of patients or that poses a potential risk to
public health or that represents a serious violation of applicable legislation and guidelines.

Major (MA): a deficiency in pharmacovigilance systems, practices or processes that could
potentially adversely affect the rights, safety or well-being of patients or that could potentially
pose a risk to public health or that represents a violation of applicable legislation and
guidelines.

Minor (MI): a deficiency in pharmacovigilance systems, practices or processes that would not
be expected to adversely affect the rights, safety or well-being of patients.

Comment: the observations might lead to suggestions on how to improve quality or reduce
the potential for a deviation to occur in the future.

The factual matter contained in the Inspection Report relates only to those things that the
inspection team saw and heard during the inspection process. The inspection report is not to
be taken as implying a satisfactory state of affairs in documentation, premises, equipment,
personnel or procedures not examined during the inspection.

Findings from any inspection which are graded as critical or major will be shared with the
EMA, other EU competent authorities and the European Commission.
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C.4 Inspection findings

C.4.1 Critical findings

No critical findings were identified from the review of pharmacovigilance processes,
procedures and documents performed during this inspection.
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SECTION D: CONCLUSIONS AND RECOMMENDATIONS
D.1 Conclusions

The factual matter contained in the Inspection Report relates only to those things that the
inspection team saw and heard during the inspection process. The Inspection Report is not
to be taken as implying a satisfactory state of affairs in documentation, premises, equipment,
personnel or procedures not examined during the inspection. It is recommended that you
review whether the inspection findings also apply to areas not examined during the inspection
and take appropriate action, as necessary.

The responses to the inspection findings, which include proposed corrective and preventative
actions, do appear to adequately address the issues identified. No additional responses are
required at this time. VWhen the company has adequately implemented the proposed
corrective and preventative actions, the pharmacovigilance system will be considered to be in
general compliance with applicable legislation.

D.2 Recommendations

The Lead Inspector has recormmended that the next MHRA inspection is performed as part of
the routine risk-based national inspection programme.

The MAH is encouraged to share this inspection report with relevant service providers to
whom it has sub-contracted pharmacovigilance activities. Service providers are reminded that
deficiencies that are more broadly applicable to MAHs not subject to this inspection may need
to be shared with those affected, such that appropriate CAPA can be derived. The service
provider and MAH(s) affected should be able to demonstrate effective assessment and
reseolution of deficiencies that have been reported during any inspection.
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APPENDIX | REFERENCE TEXTS

¢ Regulation (EC) No. 726/2004 (Title Il, Chapter 3), as amended.

¢ Directive 2001/83/EC, as amended.

e Commission Implementing Regulation (EU) No 520/2012.

e Guideline on good pharmacovigilance practices (GVP).

e The Human Medicines Regulations 2012 (Statutory Instrument 2012 No. 1916).

e CPMP/ICH/377/95; E2A “Clinical Safety Data Management: Definitions and Standards for
Expedited Reporting”.

e EMA/CHMP/ICH/287/1995; ICH guideline E2B (R3) on electronic transmission of
individual case safety reports (ICSRs) - data elements and message specification -
implementation guide.

e CPMP/ICH/3945/03: E2D “Post-Approval Safety Data Management: Definitions and
Standards for Expedited Reporting”.

e CPMP/ICH/5716/03; E2E “Pharmacovigilance Planning”.
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APPENDIX Il PHARMACOVIGILANCE INSPECTION PLAN

MHRA INSPECTION TBC INSPECTION

NUMBER TEAM

PHARMACOVIGILANCE Chiesi Farmaceutici S.P.A. DATES 20 - 21 August 2020
INSPECTION OF 02 - 04 September 2020
LOCATION Remote inspection START TIME 09:00am on all days

Inspection plan (N.B. the plan may be subject to change in the lead-up to, or during, the inspection)

The scope of the inspection will include the following topics:

Signal management

o Toinclude signal detection, validation, evaluation and tracking

Additional Risk Minimisation Measures (aRMMs)

o Implementation of UK educational materials

- Adverse Drug Reaction (ADR) management
= To include:
= Collection of adverse events from licensing and business partners

=  Submission of ICSRs to EudraVigilance

Post-authorisation Safety Studies (PASS)

o Toinclude management of safety data and oversight of PASS
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