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ABBREVIATIONS

ADR Adverse Drug Reaction

AE Adverse Event

CAP Centrally Authorised Product

CAPA Corrective and Preventative Action

CHMP Committee for Medicinal Products for Human Use
DCP Decentralised Procedure

DLP Data Lock Point

EMA European Medicines Agency

EU European Union

GVP Good Vigilance Practice

HCP Healthcare Professional

ICH International Conference on Harmonisation
ICSR Individual Case Safety Report

KPI Key Performance Indicator

MAH Marketing Authorisation Holder

MRP Mutual Recognition Procedure

NAP Nationally Authorised Product

NCA National Competent Authority

PIL Patient Information Leaflet

PRAC Pharmacovigilance Risk Assessment Committee
PSMF Pharmacovigilance System Master File

PSP Patient Support Programme

PSUR Periodic Safety Update Report

PV Pharmacovigilance

PVA Pharmacovigilance Agreements

QMS Quality Management System

QPPV Qualified Person responsible for Pharmacovigilance
RMP Risk Management Plan

SDEA Safety Data Exchange Agreement

SPC EU Summary of Product Characteristics

SOP Standard Operating Procedure
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Section
40 & 43

SECTION A: INSPECTION REPORT SUMMARY

Inspection type:

Statutory National Inspection

System(s) inspected:

STADA Arzneimittel AG (including affiliates)

Site(s) of inspection:

Remote inspection

Main site contact:

Date(s) of inspection:

27 — 28 July, 06 — 07 August 2020

This inspection was conducted remotely.

An additional inspection day to review documentation
was conducted on 18 August 2020.

Lead Inspector:

Accompanying Inspector(s):

Previous inspection date(s):

8 — 11 July 2014 (GPvP 11204/310581-0002)
01 — 03 December 2009 (GPvP 11204/1310581-0001)

Purpose of inspection:

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

Products selected to provide
system examples:

As part of the general systems review, the UK
I onitoring Service was reviewed (INN:

Name and location of EU
QPPV:

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

VigiS3 (bespoke system)

Key service provider(s):

ICSR literature search services provided by Springer
Healthcare.
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For activities carried out in the UK under the
responsibility of the UK affiliate (Britannia):
Medical information services provided by
PrimeVigilance.

Inspection finding summary:

1 Major finding
& Minor findings

responses by MAH:

Date of first issue of report to | 15 September 2020
MAH:
Deadline for submission of 20 October 2020

10 November 2020
11 December 2020

Date(s) of receipt of
responses from MAH:

20 QOctober 2020
092 November 2020
11 December 2020

Date of final version of report:

Report author:

14 December 2020

24-Oct-2018 [Template] OFFICIAL — SENSITIVE [COMMERCIAL]

Page 6 of 39




Pharmacovigilance Systems Inspection of STADA Arzneimittel AG
MHRA Reference No: Insp GPvP 11204/19416019-0001

SECTION B: BACKGROUND AND SCOPE

B.1 Background information

STADA Arzneimittel AG was selected for routine inspection as part of the MHRA'’s statutory,
national pharmacovigilance inspection programme. The purpose of the inspection was to
review compliance with currently applicable EU and UK pharmacovigilance regulations and
guidelines. In particular, reference was made to Regulation (EC) No 726/2004 as amended,
Directive 2001/83/EC as amended, Commission Implementing Regulation (EU) No 520/2012
and the adopted good pharmacovigilance practices (GVP) Modules.

A list of reference texts is provided at Appendix |.

STADA Arzneimittel AG (STADA) is an international pharmaceutical company specialising in
generic and non-prescription healthcare products. The overarching STADA Group is formed
of affiliates in most EU and some non-EU countries, with the global headquarters in Bad Vilbel,
Germany where the Global Pharmacovigilance Unit (GPU) is based. GPU is responsible for
maintenance of the global PV system, all PV activities for corporate substances (those
authorised in Germany or in at least two affiliates outside Germany) and RMP production for
all STADA products. The PSMF is located in Germany and the supervisory authority
responsible for conducting pharmacovigilance inspections on behalf of the EU is BfArM.

For regional or country affiliates, a Local Pharmacovigilance Unit (LPU) is set up to maintain
and govern the local PV system. LPUs collect local ICSRs and carry out all PV activities for
products authorised in only one affiliate outside Germany (local substances).

The LPU in the UK is Britannia, which was acquired by the STADA Group in 2007. Britannia
is responsible for all PV activities for UK products and oversees the PV activities completed
by Thornton & Ross (T&R). STADA acquired T&R in 2013 and an Associate Local
Pharmacovigilance Officer (ALPQO) at T&R works closely with the Local Pharmacovigilance
Officer at Britannia to fulfil all PV responsibilities for products in the UK. T&R are also
responsible for the PV activities conducted for the following UK marketing authorisation
holders (MAHs), which sit within the T&R group: Internis Pharmaceuticals Ltd., Genus
Pharmaceuticals Ltd. & Genus Holding Ltd., Nature Aid Ltd., L.C.M. Ltd., N.I. Ltd. and
Zeroderma Ltd.

Within the UK, STADA currently holds a total of 284 MAs; 4 with STADA Arzneimittel AG as
the MAH, and 280 MAs through the Group's UK affiliate MAHs. Of these 284 products, three
have been centrally authorised, 90 via the DCP, 10 through the MRP and 181 via UK national
procedures.

B.2 Scope of the inspection

The inspection included a review of the local UK and global pharmacovigilance systems and
was performed remotely due to the COVID-19 pandemic. Personnel from GPU, Britannia
{(LPU) and T&R were available throughout the inspection to participate in ad hoc discussions
held over video calls with inspectors.

The inspection was performed over four non-consecutive days in a two-week period using
mainly document review (including outputs from the global safety database) supported by the
ad hoc discussions with company personnel. Further detail can be found in the remote
inspection plan (Appendix II).
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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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Module VII. STADA should ensure that the data in PSURs is presented appropriately
in accordance with GVP VII.
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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. When 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 recommended that the next MHRA inspection is performed as part of
the routine risk-based national inspection programme.
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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 Commission Implementing Regulation (EU) No 198/2013.

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.

¢ EMA/CHMP/ICH/544553/1998: ICH guideline E2C (R2) on periodic benefit-risk evaluation
report (PBRER).

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 DATES Inspection day 1: 27 July 2020
NUMBER Inspection day 2: 28 July 2020
Inspection day 3: 06 August 2020
Inspection day 4: 07 August 2020

PHARMACOQVIGILANCE STADA Arzneimittel AG START TIME 09:00 on all days
INSPECTION OF

INSPECTOR

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

This inspection will be focused on:
¢ Collection and collation of adverse drug reactions at the UK affiliate level

¢+ Management and reporting of ADRs (including a review of the global safety database) at the UK affiliate and corporate
level

¢ Processes and management of the UK |l monitoring service
¢« Oversight of the PV system by the QPPV

Monday 27 July 2020 {(day 1)

An opening meeting is proposed for 09:00 on the morning of day 1 by videoconference (VC) which will be led by the lead inspector. This will
include a:

s Review of the scope and arrangements for the inspection
¢ Brief presentation by STADA (20 min maximum) with an overview of the company and pharmacovigilance system. The presentation
should focus on the topics listed for inspection and any relevant ongoing remediation work in the pharmacovigilance system.

2:00 pm Vonitoring Scheme: Presentation by the MAH (20 min), questions from inspectors

4:00 pm: QPPV oversight discussion |} IR
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