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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
DME Desighated Medical Event

EMA European Medicines Agency

eRMR Electronic Reaction Monitoring Report

EU European Union

EVDAS EudraVigilance Data Warehouse and Analysis System
GPS Global Patient Safety

GVP Good Vigilance Practice

HCP Healthcare Professional

ICH International Conference on Harmonisation
ICSR Individual Case Safety Report

IME Important Medical Event

MAH Marketing Authorisation Holder

MedDRA Medical Dictionary for Regulatory Activities
PASS Post-Authorisation Safety Study

PC Product Complaint

PSMF Pharmacovigilance System Master File
PSP Patient Support Programme

PSUR Periodic Safety Update Report

PRR Proportional Reporting Ratio

PV Pharmacovigilance

QPPV Qualified Person responsible for Pharmacovigilance
SAE Serious Adverse Event

SDR Signal of Disproportionate Reporting

SST Safety Surveillance Team

UK United Kingdom
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Section
40 & 43

SECTION A: INSPECTION REPORT SUMMARY

Inspection type:

Statutory National Inspection

System(s) inspected:

Eli Lilly, MFL6

Site(s) of inspection:

Main site contact:

Date(s) of inspection:

Lead Inspector:

Accompanying Inspector(s):

Previous inspection date(s):

Remote inspection

22 — 23 June and 06 — 08 July 2020

22 — 25 September 2015
01 — 05 August 2011

20 — 24 August 2007

22 — 26 March 20086

Purpose of inspection:

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

Products selected to provide
system examples:

Name and location of EU
QPPV:

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

Inspection focused on two centrally authorised products:

Lilly Safety System — web-based application based on
Oracle Argus software

Key service provider(s):

The majerity of key pharmacovigilance activities were
performed in-house by the MAH.

provided vendor services for local Patient Support

Programmes (N

Corrona-managed patient registries were utilised for non-

interventional studies GGG |

Inspection finding summary:

2 Major findings
4 Minor findings

Date of first issue of report to
MAH:

06 August 2020

Deadline for submission of
responses by MAH:

11 September 2020
Clarifications due 09 October 2020

Date(s) of receipt of
responses from MAH:

11 September 2020
Updated responses received 09 October 2020

Date of final version of report;

Report author:

13 October 2020
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B.4 Conduct of the inspection

In general, the inspection was performed in accordance with the Inspection Plan. Minor
amendments to the Inspection Plan that occurred during the inspection are highlighted using
italic text in Appendix Il.

A closing meeting was held via teleconference to review the inspection findings on 08 July
2020.

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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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.
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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.

¢ 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”.

¢ EMEA/CHMP/313666/2005: “Guideline on the exposure to medicinal products during
pregnancy: need for post-authorisation data”.
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APPENDIX Il PHARMACOVIGILANCE INSPECTION PLAN

MHRA INSPECTION Insp GPvP 6/24884-0006 INSPECTION

NUMBER TEAM

PHARMACOVIGILANCE Eli Lilly DATES 22 - 23 June 2020
INSPECTION OF 06 - 07 July 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:
s Collection and collation of adverse drug reactions (ADRs)
« Toinclude post-authorisation safety studies (PASS) and patient support programmes (PSP)
« Management and reporting of ADRs
» To include data entry and case assessments, submission to EudraVigilance, and follow-up activities
+ Signhal management
» To include signal detection and evaluation activities, actioning of signals and quality requirements
+ Periodic safety update reports (PSURs)
s To include data accuracy and completeness

Review of the above topics will primarily focus on two products: baricitinib (Olumiant) and ixekizumab (Taltz).
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Monday 22 June 2020 (day 1):

An opening meeting will be held at the start of the inspection (19 June 2020) by teleconference (TC), which will be led by the lead inspector.
The agenda will be as follows:

+ Review of the scope and inspection plan

+ Company presentation by Eli Lilly to provide an overview of the company, pharmacovigilance system and quality system. The
presentation should last no longer than 20 minutes.

The remainder of the inspection will consist of remote document review. Interview sessions with company personnel are not intended.
However, please provide a designhated contact point who can assist with any ad hoc¢ questions from the inspectors or arrange calls between
inspectors and subject matter experts if required.

Tuesday 23 June 2020 (day 2)

Remote document review and ad hoc queries from inspectors where necessary.

Monday 06 July 2020 (day 3)

Remote document review and ad hoc queries from inspectors where necessary.

Tuesday 07 July 2020 (day 4

Remote document review and ad hoc queries from inspectors where necessary.

A closing meeting will be held via TC on day4 08 July 2020 (timing to be confirmed) during which feedback on the inspection will be
provided to the company.
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