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ABBREVIATIONS

ADR Adverse Drug Reaction

AE Adverse Event

CAPA Corrective Action Preventative Action
CHMP Committee for Medicinal Products for Human Use
CRO Contract Research Organisation

CSR Clinical Study Report

EMA European Medicines Agency

GVP Good Vigilance Practice

ICH International Conference on Harmonisation
ICSR Individual Case Safety Report

MAH Marketing Authorisation Holder

NCA National Competent Authority

PSMF Pharmacovigilance System Master File
PSUR Periodic Safety Updates Reports

QA Quality Assurance

QPPV Qualified Person for Pharmacovigilance
SAE Serious Adverse Event

SAR Serious Adverse Reaction

SOP Standard Operating Procedure

SUSAR Suspected Unexpected Serious Adverse Reaction
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SECTION A: INSPECTION REPORT SUMMARY

Inspection type:

EU Supervisory Authority
National Inspection

Inspection and Statutory

S40 & 43

Name and address(es) of
site(s) inspected:

Gilead Sciences |nternational Limited
Flowers Building, Granta Park, Abington, Cambridge,
CB21 6GT

Main site contact:

@G D =ctor Regulatory Compliance
Gilead Sciences International Limited, Flowers Building,

Granta Park, Abington, Cambridge, CB21 6GT
Errail e )
Telephone: (D

Date(s) of inspection:

Lead Inspector:

Accompanying Inspector(s):

Previous inspection date(s):

31 October — 03 November 2011 (GPVP 16807-123561-
003)

31 March — 03 April 2008 (GPvP 16807/123561-001)
07 - 10June 2004 (GPvP 16807/0604)

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, specific ADR
reports and PSURs were examined for the following
centrally authorised products (CAPs):

Name and location of EU/EEA
qualified person for
pharmacovigilance:

T |
G S-nior Director DSPH and EU
QPPV

Gilead Sciences International Limited, Flowers Building,
Granta Park, Abington, Cambridge, CB21 6GT

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

Argus version 7.0.3.1 (commercially available)

Key service provider(s):

Not applicable — all pharmacovigilance activities are
performed by the MAH

Inspection finding summary:

0 Critical findings
2 Major findings
7 Minor findings

Date of first issue of report to
MAH

18 May 2015

Deadline for submission of
responses by MAH

19 June 2015, extended to 26 June 2015

Date(s) of receipt of
responses from MAH

26 June 2015
11 September 2015
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25 September 2015

Date of final version of report | 28 September 2015

Report author m
hspector
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These included: a list of pharmacovigilance-relevant UK SOPs; a line listing of worldwide
case reports for UK authorised products; PSUR and DSUR schedules for UK authorised
products and lists of ongoing interventional, non-interventional and investigator-initiated
studies in the UK.

B.4 Conduct of the inspection

In general, the inspection was performed in accordance with the Inspection Plan (attached
as Appendix II).

Details of adverse reaction reports reviewed during the inspection for specific products are
contained in the inspection notes.

A closing meeting was held, to review the inspection findings, at Gilead's offices in Abington,
Cambridge on 13 February 2015. 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

Since the previous inspection the company had made the following changes to the
pharmacovigilance system:

¢ A new EU/EEA Qualified Person for Pharmacovigilance (QPPV) had been appointed,;

¢ Argus was upgraded to version 7.0.3.1 and was also updated to include Argus J
functionality;

e A new case management process flow had been implemented.

In addition, since the previous inspection in 2011, new affiliate offices had been established
in the following countries:

e EU: Belgium/Netherlands
e Non-EU: Brazil, Czech Republic, Hong Kong, Japan, Russia, Singapore, South Africa,
South Korea, Taiwan

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. 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.

28-Sep-2015 OFFICIAL — SENSITIVE [COMMERCIAL] Page 80 of 91



Pharmacovigilance Systems Inspection of Gilead Sciences International Limited
MHRA Reference No: GPvP 16807/123561-0007

APPENDIX |: REFERENCE TEXTS

e Regulation (EC) No. 726/2004 (Title I, Chapter 3), as amended.
¢ Directive 2001/83/EC, as amended.

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

e Commission Implementing Regulation (EU) No 198/2013.

¢ Guideline on good pharmacovigilance practices (GVP) Modules.

¢ Volume 9A of The Rules Governing Medicinal Products in the European Union -
Guidelines on Pharmacovigilance for Medicinal Products for Human Use, September
2008.s

¢ Directives 2001/20/EC and 2005/28/EC in relation to Clinical Trials.
¢ The Human Medicines Regulations 2012 (Statutory Instrument 2012 No. 1916).

e CPMF/ICH/377/95: E2A “Clinical Safety Data Manhagement: Definitions and
Standards for Expedited Reporting”.

e CPMP/ICH/287/95. E2B (M) “Note for Guidance on Clinical Safety Data
Management: Data Elements for Transmission of Individual Case Safety Reports”
and ICH E2B(R2) "Maintenance of the Clinical Safety Data Management. Data
Elements For Transmission Of Individual Case Safety Reports”.

¢ EMA/CHMP/ICH/544553/1998: E2C (R2) “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”.
e CPMP/ICH/135/95: E6 (R1) “Guideline for Good Clinical Practice”.

e Eudralex Volume 10, Chapter Il: 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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Document Review - Inspectors only

Please note:
¢ Relevant SOPs, working practices, training records, CVs and job descriptions should be made available to the inspection team.
e Other documents will be requested during the inspection.
e The Inspection Plan may need to be amended during the inspection.
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MHRA INSPECTION

NUMBER GPvP 16807/123561-0007 DAY 5
E\IHS‘?DIEI\(’;#%?\IV(I)GFILANCE Gilead Sciences International Limited DATE 13 February 2015
LOCATION owers dg?:,”oc"ggH Cranta Park, Abington. | sTART TIME 09:00

Purpose of Interview E::;ion Staff to be interviewed

Document review - Inspectors only

Ad hoc questions and clarifications ALL

LUNCH . .

Document review - Inspectors only

Inspectors meeting - Inspectors only

Closing Meeting RC All welcome

* Please note that only Roisin Cinnéide and Rebecca Webb will be attending on Day 5.
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