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ABBREVIATIONS

ADR Adverse Drug Reaction

AE Adverse Event

CAP Centrally Authorised Product

CAPA Corrective and Preventative Action

CCDS Company Core Data Sheet

CHMP Committee for Medicinal Products for Human Use
CRO Contract Research Organisation

CSR Clinical Study Report

DIBD Development International Birth Date

DSUR Development Safety Update Report

EMA European Medicines Agency

GVP Good Vigilance Practice

ICH International Conference on Harmonisation
ICSR Individual Case Safety Report

MAH Marketing Authorisation Holder

MedDRA Medical Dictionary for Regulatory Activities

NCA National Competent Authority

PAES Post-Authorisation Efficacy Study

PASS Post-Authorisation Safety Study

PRAC Pharmacovigilance Risk Assessment Committee
PSMF Pharmacovigilance System Master File

PSUR Periodic Safety Update Report

PV Pharmacovigilance

QA Quality Assurance

QPPV Qualified Person responsible for Pharmacovigilance
RMP Risk Management Plan

SAE Serious Adverse Event

SAR Serious Adverse Reaction

SDEA Safety Data Exchange Agreement

SOP Standard Operating Procedure

SUSAR Suspected Unexpected Serious Adverse Reaction

03-Sep-2018

OFFICIAL — SENSITIVE [COMMERCIAL]

Page 3 of 57



Pharmacovigilance Systems Inspection of Roche
MHRA Reference No: Insp GPvP 31/86087-0015

SECTION A: INSPECTION REPORT SUMMARY

Section
40 & 43

Inspection type:

EU Supervisory Authority Inspection

System(s) inspected:

Roche
PSMF MFLB44

Site(s) of inspection:

6 Falcon Way

Shire Park

Welwyn Garden City
AL7 1TW

Main site contact:

6 Falcon Way

Shire Park

Welwyn Garden City
AL7 1TW

Date(s) of inspection:

Lead Inspector:

Accompanying Inspector(s):

Previous inspection date(s):

14 — 18 May 2018
n . £U product-specific

pharmacovigilance inspection for Avastin, Zelboraf,
Bonviva and Bondronat

o Inspection site one:
6 Falcon Way, Shire Park,
Welwyn Garden City, AL7 1TW, UK
29 — 31 October 2013 and 14 November 2013

o Inspection site two:
Genentech Inc. 1 DNA Way,
South San Francisco, California, 94080, US
18 — 22 November 2013

o GPvP 14878/86087-0007: MHRA national
pharmacovigilance systems inspection: 16 — 20
January 2012 and 28 February — 01 March 2012

» GPvP 31/86087-0005, EMEA/INS/PhV/2009/02: EU
product-specific pharmacovigilance inspection for
RoActemra: 03 — 06 August 2009

e GPvP 31/86087-002: MHRA national
pharmacovigilance systems inspection; 19 — 22
February 2007 and 11 June 2007

« 00031/0404;: MHRA national pharmacovigilance
systems inspection: 19 — 23 April 2004

Purpose of inspection:

Inspection of pharmacovigilance systems to review
compliance with UK and EU requirements
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Section
40 & 43

Products selected to provide
system examples:

As part of the inspection, documentation was examined

R =
T ——— |

Name and location of EU
QPPV:

R ongst others.
T —

Address and contact details as above

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

ARISg (version 4.24)

Key service provider(s):

Tata Consultancy Services (TCS) are contracted to
provide support with case processing, preparation of
PBRERs, EU RMPs and addenda to clinical
overviews, and ICSR data retrieval.

Parexel International Services are contracted to
provide support with clinical safety reports, RMPs,
signal detection and ICSR compliance monitoring,
amongst other activities.

Inspection finding summary:

0 Critical findings
3 Major findings
1 Minor finding

Date of first issue of report to
MAH:

22 June 2018

Deadline for submission of Initial: 27 July 2018
responses by MAH: Follow-up: 16 August 2018
Date(s) of receipt of Initial: 27 July 2018
responses from MAH: Follow-up: 14 August 2018
Date of final version of report: | 03 September 2018

Report author: F
enior Pharmacovigilance Inspector
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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.

C.4.2 Major findings

MA.1 Post-authorisation safety studies

Requirements:
Regulation (EC) No. 726/2004 as amended, Article 28b (1).
Directive 2001/83/EC as amended, Article 107p.

The Human Medicines Regulations 2012 (Statutory Instrument 2012 No. 1916), Part 11
Pharmacovigilance, Regulation 201.

GVP Module | — Pharmacovigilance systems and their quality systems

[.C.1.3 (Role of the qualified person responsible for pharmacovigilance in the EU) “In relation

to the medicinal products covered by the pharmacovigifance system, specific additional

responsibifities of the QPPV should include:

e being involved in the review and sign-off of protocols of post-authorisation safety studies
conducted in the EU or pursuant to a risk management plan agreed in the EU,”

GVP Module VIII - Post-authorisation safety studies (Rev 3)

VIIIL.B.2 (Study registration) “The study protocol should be uploaded as soon as possible after
its finalisation and prior to the start of data collection. {...] Updated study profocols in case of
substantial amendments, progress reports and the final study report should also be entered
in the register (as soon as possible and preferably within two weeks after their finalisation).”

VIIL.B.4.3.2 (Final study report) “The final study report should include the following
information:

10.6 Adverse events and adverse reactions: summary of all adverse events/adverse
reactions collected in the study, in fline with requirements described in GVP Module VI.”

Il:) GVYP Module VI - Management and reporting of adverse reactions to medicinal
products (Rev 2)

VI.A.1.6 (Serioushess) “Medical judgement should be exercised in deciding whether
other situations should be considered serious. Some medical events may jeopardise
the patient or may require an intervention fo prevent one of the above
characteristics/consequences. Such important medical events should be considered
serious.”

ICH guideline E2F — Development safety update report

3.7 (Data in Line Listings and Summary Tabulations) “Sections 7.1-7.3 of the DSUR should
present important clinical safety information through:
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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 Supervisory Authority inspection is

performed as part of the routine EU programme of pharmacovigilance inspections of MAHs
with centrally authorised products.

03-Sep-2018 OFFICIAL — SENSITIVE [COMMERCIAL] Page 49 of 57



Pharmacovigilance Systems Inspection of Roche
MHRA Reference No: Insp GPvP 31/86087-0015

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.

¢ Guideline on good pharmacovigilance practices (GVP) Modules.

¢ Directives 2001/20/EC and 2005/28/EC in relation to Clinical Trials.

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”.

¢ 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”.
e CHMP/ICH/309348/2008: E2F “Development safety update reports”.
¢ EMA/CHMP/ICH/135/1995: E6 (R2): “Guideline for good clinical practice”.

¢ Eudralex Volume 10, Chapter |I: Detailed guidance on the collection, verification and
presentation of adverse event/reaction reports arising from clinical trials on medicinal
products for human use (‘CT3’), June 2011.

e CHMP/313666/05: “Guideline on the exposure to medicinal products during pregnancy:
need for post-authorisation data”.
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Section
40

APPENDIX Il PHARMACOVIGILANCE INSPECTION PLAN

MHRA INSPECTION
NUMBER

Insp GPvP 31/86087-0015

LEAD INSPECTOR

PHARMACOVIGILANCE Roche
INSPECTION OF
LOCATION 6 Falcon Way
Shire Park
Welwyn Garden City
AL7 1TW
DATES 14 — 18 May 2018

INSPECTION TEAM

Day 1, 14 May 2018, arrival 09:00 for 09:30 opening meeting

Opening Meeting

Review of scope of inspection and inspection plan

Company Presentation (max 30 minutes)
Overview of the company and pharmacovigilance system, and significant changes to the PV system since the 2013 MHRA inspection
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