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H#H : 10. 7-10, 2019

HrEE: Lagoon Beach Hotel,

Milnerton, Cape Town

Sunday 6 October 2019

Registration

16h00 — 18h00

Cocktail Reception

19h00 - 21h00

Day 1 (7*" October 2019) Monday (Chair: Rob Jaspers)

Title

| Speaker

Time

Registration

08h00 — 09h00

Inaugural Session
e Welcome Greetings
e Opening Remarks &
Welcome/Inaugural Address
e Course objectives

Shadrack Phophi (South Africa)
- Ron Josias (SANAS CEOQ)
- Tshenge Demana (the dti)
- Richard Sigma (OECD Secretariat)
- Christoph Moor (GLP WG Chair)
Shadrack Phophi (South Africa)

09h00 —09h30

History and development of GLP
GLP in International Context

Richard Sigman (OECD Secretariat)

09h30 - 10h00

Overview of OECD GLP documents

Shadrack Phophi (South Africa)

10h00 — 10h30

Tea/Coffee Break

10h30 - 11h00

Introduction to inspection process

Martin Reed (UK)

11h00-11h30

How to select studies for a study
audit?

Elizabeth Moane (Australia)

11h30-12h00

Auditing of GLP Study (Including multi-
studies)

Christoph Moor (Switzerland)

12h00 - 12h30

Data Integrity (Including electronic
data)

Charles Bonapace (US — FDA)

12H30-13H10

Lunch Break

13h10 - 14h00

Workshop |

- How to select studies for a study audit?
- Auditing a GLP study/Data integrity

14h00 - 15h00

Tea/Coffee Break

15h00 - 15h30

Workshop |

- How to select studies for a study audit?
- Auditing a GLP study/Data integrity

15h30 - 16h30

Discussion on workshop |

Feedback presentation by groups

16h30-17h30

Question & Answer Session

All

17h30 - 18h00

Day 2 (8" October 2019) Tuesday (Chair: Christoph Moor)

Inspection of Test and Reference
Items

Fariza Wan Abdullah (Malaysia)

08h30 —09h00

How to understand new requirements
in document No. 19?

Kenji Nakano (Japan)

09h00 — 09h30

Non-compliance process: Making non-
compliance decision and typical
examples of non-compliance decisions

Guido Jacobs (Belgium)

09h30 - 10h10

11




Workshop Il
- Test and reference items
- Non-compliance decision

Sightseeing (Optional Tour)

Welcoming dinner at the Durbanville Hills Wine Estate

10h40 -13h10

13h30 - 18h00
19h00 - 21h00

Day 3 (9™ October 2019) Wednesday (Chair: Fariza Wan Abdullah)

Discussion on Workshop |l

Feedback presentation by Groups

08h30 - 09h30

IT systems in the test facility

Lene Bjerring Bork (Denmark)

09h30 - 10h00

Inspecting the computerised system

IT validation & Electronic archiving

Martin Baeten (Belgium)

Ronald Bauwer (Austria)

10h00 — 10h30

11h00 - 11h50

Commercial/outsourced archiving

Discussion on workshop Il

Paula Korhola (Finland)

Workshop Ill - Computerised system / IT

Feedback presentation by groups

11h50 - 12h20

13h30 — 16h00

16h30-17h30

Question & Answer Session

All

17h30 - 18h00

Day 4 (10*" October 2019) Thursday (Chair: Martijn Baeten)

The Receiving Authorities:
- role and responsibilities
- cooperation with Receiving
Authorities

R Jaspers (Netherlands)

08h30 —09h30

Claiming compliance with principles
of GLP

Risk-based quality assurance
programme

Celine Dugué (France)

Martin Reed (UK)

09h30 - 10h00

10H30 - 11HO00

Question & Answer Session

All

11HO00 - 12H00

Course Evaluation/Closing
remarks/Certificate Handover

Shadrack Phophi (South Africa)
Richard Sigma (OECD)
Mpho Phaloane (South Africa)

12H00 - 13H00

End of Training

12
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Participants for Groups and Subgroups

Group Team No. range Group
1 | John Ndalamo * South Africa | Kewaredi Ledwaba™" | South Africa | Lebogang South Africa | Ekta Kapoor® India
Motsoeneng™
o 2 | Kyungtae Kim** South Korea | Ori Elad™ Israel Kyurg -Hwa Park* South Korea | Anele Bougart™ South Africa
3 Tsai Wei-Ren' Chinese Taipei | Eun Young Lee™ South Korea | Xiaoli Wang™ China Kyongmi Chon™ South Korea
G (subgroup &) | 4 Yun Jeung Choi China Marta Bushe* Russia Laura Gonzalez* Argenting | LUO Feiya China
R 5 | Dairo Portillo Estrada™ | Colombia Emre Durmus*™* Turkey Lee Jia Juan™* Singapore | Zoltdn Szaller* Hungary
1 Kvetoslava Forisekova® Slovakia Jeremias Cardens™ | Colombia Kriszting Neméth™ Hungary Jenny Henke" Germany
0 2 Marie-Anne Botrel"* France Nur Amani Shaari* | Malaysia Marita Hoeppner" Germany Mirka Loavola™ Finland
U Team 2 3 | Shinta Katsuyama® Japan (loudia Cordel™* South Africa | Roguet Thibault" France Prachathipat Thailand
Pongpinyo'
P (subgroup &) Tatiana Murzich"* Russia Soojung Kim"™ South Korea | Kwang Jin Kim* South Korea | Xioohuai Wu'* China
S group Bogaert Waldo™ Belgium Archawin Thailand | Dace Purina™ Latvia Hatice Bilici™ Turkey
Rojanawiwat™
1 | Busarawan Sriwanthan® | Thailand Wolfgang Austria Wen-Tsin Poh" Malaysia Pauline Sylvest Denmark
Boernthaler* Salanti**
2 | Marlies Sandbaumhiiter™ | Germany Takano Yumi* Japan Chia-Chi Chen"* Chinese Leiming CAI* China
Team 3 Taipei
3 | Ahryum Kim* South Korea | Thure Vigea Ulrich** | Denmark Maria Mija** Romania Tshifularo South Africa
(subgroup ¢ : : : e i .
4 | DU Yikun China ¥i-Wen Lan™* Chinese Minkyoung Paik* South Korea | Yuk Fung Louisa Wong® | Australia
Taipei
5 | Furtado Andreia" Portugal ZHANG Fenglan China LIN Qingbin China Mijung Son South Korea
Habib Mubammed Singapore
15 15 15 16
Total

1. They have little or no experience of an inspection - ***
2. They have experience of less than 3 years as an inspector -
3. They have experience of more than 3 years as an inspector - *

13
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Training course
for GLP Inspectors

Documents

Shadrack Phophi
South African National Accreditation System
th Africa

Presentation OQutline

+ Mutual Acceptance of Data
+«  QOverview of the OECD GLP documents

« Consensus documents
« Advisory documents
« Position papers

(s

anas

reditalion Systen

Guidance for Compliance Monitoring Authorities

@) OECD

15
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Mutual Acceptance of Data (MAD)

Consistency, basis for work sharing

Avoid duplication; avoid non-tariff trade Barriers

Shorten time to market

-« Animal welfare concerns

"sanas &) OECD

ifh Affican Nati
Accreditation System

Training Course for

OECD COUNCIL ACTS ON GOOD
LABORATORY PRACTICE

+ 1981 Council Decision on Mutual Acceptance of Data in the
Assessment of Chemicals [C(81)30/Final]

e 1989 Council Decision/Recommendation on Compliance with
Principles of Good Laboratory Practice [C(89)87/Final]

+ 1997 Council Decision on Adherence of Non-Member
Countries to the Council Acts related to the Mutual
Acceptance of Data [C(97)114/Final]

"sanas &) OECD

Accreditalion System

16




Training ou for |

OECD COUNCIL ACTS ON GOOD
LABORATORY PRACTICE

Integral part of 1981 Council Decision on MAD
PART I

“Decides that data generated in the testing of chemicals in an
OECD Member country in accordance with OECD Test
Guidelines and OECD Principles of Good Laboratory Practice
shall be accepted in other Member countries for purposes of

assessment and other uses relating to the protection of man
and the environment”

&) OECD

Training Course for

OECD COUNCIL ACTS ON GOOD
LABORATORY PRACTICE

Integral part of 1981 Council Decision on MAD

PART II

"Recommends that Member Countries, in the testing of
chemicals, apply the OECD Test Guidelines and the OECD
Principles of GLP, set forth respectively in Annexes 1 and 2.."

Annex II, OECD Principles of Good Laboratory Practice

‘sanas @) OECD

17




Training Course for |

e

1989 COUNCIL DECISION ~-RECOMMENDATION
ON COMPLIANCE WITH PRINCIPLES OF GOOD
LABOTAROTY PRACTICE C(89)87(Final)

1. Compliance Monitoring:

Decides that national Compliance monitoring Procedures be
implemented (1983 Recommendation)

based on laboratory inspections and study audits
national compliance monitoring authority
certification of GLP compliance by test facility

Recommends application of guidance in Annexes

‘sanas &) OECD

i ican Natior
Accreditation System

Training Course for

GLP - Publications from OECD

% QECD Principles of GLP: OECD Series on Principles of GLP
and Compliance Monitoring

s Guidance Documents for GLP Compliance Monitoring
Authorities

% Advisory Documents for GLP Compliance Monitoring
Authorities

% Consensus Documents on the Application of the Principles
of GLP

"sanas &) OECD

Accreditalion System

18




Document
OECD Principles

Guidelines for Compliance
Monitoring Authorities

Guidelines for conduct of
inspections and study Audit

Quality Assurance and GLP
Compliance of Laboratory
Suppliers with GLP Principles

The Application of the GLP
Principles to Field Studies

The Application of the GLP
Principles to Short Term Studies

The Role and Responsibilities of

the Study Director in GLP Studies

Guidance for Preparation of
Inspection Reports

"sanas
South Affican National
‘Accreditalion System

Adopted
1981

1992

1992

1992

1992

1992

1993

1993

1995

Revised
1997

1995
1999

1999

1999

1999
1999

1999

&) OECD

Sr.

No.

No.

No.

No.

No.

No.

No.

No.

No
10

11

12

1.3

14

15

16

17

Document

The Application of the Principles of GLP to

Computerised Systems

The Role and Responsibility of the Sponsor in
the Application of the Principles of GLP

Requesting and Carrying Qut Inspections and

Study Audits in Another Country

The Application of the OECD Principles of GLP to

the Organization and Management of Multi-site

studies

The Application of Principles of GLP in vitro

studies

Establishment and Control of Archives that
Operate in Compliance with the Principles of

GLP

Guidance on the GLP requirements for Peer

Review of Histopathology

Application of GLP Principles to Computerised

Systems

"sanas
South Afican National
Accreditalion System

Adopted
1995

1998

2000

2002

2004

2007

2014

2016

Revised
Obsolete (2016)

Replaced No. 10

@) OECD

19




Training Course for

G pecto

Sr. No Document Adopted Revised
No. 19 Management, Characterisation and Use of Test 2018 -
Items

{sanas @) OECD

Accreditation System

Training Course for

GLP &) (]

No. 1: OECD Principles on GLP

Section I:. Scope - Regulatory Tool
+ Unless specifically exempted by national legislation
v" “Principles of GLP apply to all non-clinical health and environmental
safety studies required by regulations for the purpose of registering or
licensing pharmaceuticals, pesticides, food and feed additives, cosmetic
products , and for the registration of industrial chemicals”

» Definitions of Terms
v" Good Laboratory Practice
¥" Terms Concerning the Organisation of a Test Facility
v Terms Concerning the Non-Clinical health and environmental studies
¥" Terms Concerning the Test Item

{sanas @)) OECD

Jih Aficon National
ccreditafion System

20
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G pecto

No. 1: OECD Principles on GLP

Section II: Principles governing the following are provided:

1. Test Facility Organisation and Personnel
2. Quality Assurance Programme
3. Facilities

4. Apparatus, Material, Reagents and Specimens
5. Test Systems

6. Test and reference items

7. Standard Operating Procedures

8. Performance of the Study

9. Reporting of study Results

10.Storage and Retention of Records and Materials

Guidance Documents for Compliance
Monitoring Authorities

No 2: Revised Guides for Compliance Monitoring Procedures for
Good Laboratory Practice (1995)

No 3: Revised Guidance for the conduct of Test Facility
Inspections and Study Audits {1995)

No 9: Guidance for the Preparation of GLP Inspection Reports
(1995)

"sanas &) OECD

Accreditalion System
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Training ou for |

Consensus & Advisory Documents

Consensus and Advisory Documents

» To assist governments and test facilities to interpret and
apply the OECD Principles on GLP

Training Course for

Differences between Consensus
documents and advisory documents

+ Consensus Documents
v" Developed by consensus workshops comprising representatives of
member countries and other stakeholders

* Advisory Documents
v" Developed by the Working Group, with assistance of experts

Endorsed by the Working Group on GLP and the OECD
Joint Meeting of the Chemicals and Working Party on
Chemicals, Pesticides and Biotechnology

"sanas &) OECD

Accreditalion System
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Training Cburs for

GL pecto

Consensus Documents Advisory Documents
Quality Assurance and GLP (No. 4) Role/Responsibilities of Sponsor (No. 11)
Compliance of laboratory suppliers (No. 5) Requesting and Carrying Out Inspections and

Study Audits in Another Country (No. 12)

Application of GLP to field studies (No. 6) The Application of Principles of GLP in vitro
studies (No. 14)

Application of GLP to short-term studies (No. Establishment and Control of Archives that

Operate in Compliance with the Principles of GLP
7)

(No. 15)
Roles/Responsibilities of Study Director Guidance on the GLP requirements for Peer
(No. 8) Review of Histopathology (No. 16)

Requesting and Carrying Out Inspections and  Application of GLP Principles to Computerised
Study Audits in Another Country (No. 12) Systems (No. 17)

The Application of the OECD Principles of GLP  Management, Characterisation and Use of Test

to the Organization and Management of Multi- Items {(No. 19)
site studies (No. 13)

{sanas @) OECD

Accreditation System

Training Course for

GlP p o

GLP Consensus Documents

% No. 4: Quality Assurance and GLP

Reference to QA in the OECD principles of GLP

The QA management link

Qualifications of QA personnel

QA involvement in the development of SOPs and study plans
QA inspections

QA planning and justification of QA activities and methods
QA inspection reports

Audit of data and final reports

The QA statement

QA and non-regulatory studies

QA at small test facilities

R LR R R R

{sanas @)) OECD

Accreditalion System
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T—'raiﬁ Cburs - |

G pecto

GLP Consensus Documents

% No.5: Compliance of Laboratory Suppliers with
GLP Principles

Standards and accreditation schemes

Test systems, animal feed, bedding and water
Radio-labelled chemicals

Computer systems, applications software

Reference items, apparatus, sterilized materials, general
reagents, detergents and disinfectants

Products required for microbiological testing

Lt B K

\

GLP Consensus Documents

% No.6: The Application of the GLP Principles to
Field Studies

Definition of the terms

Test facility organisation and personnel

QA programme

Facilities

Apparatus, materials, reagents, test systems

Test and reference items

Standard Operating Procedures (SOPs)
Performance of the study, reporting of study results
Storage and retention of records and materials

Bt K R R R K

"sanas &) OECD
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G pecto

GLP Consensus Documents

% No.7: The Application of the GLP Principles to short-
term studies

Test facility organisation and personnel

QA programme

Facilities, Apparatus, materials, and reagents
Test systems

Test and reference items

Standard Operating Procedures (SOPs)
Performance of the study

Reporting of study results

LR LR AR

GLP Consensus Documents

% No0.8: The Role and Responsibilities of the Study
Director in GLP Studies

¥" The role of the study director, management responsibilities

¥v" Responsibilities of the study director, study plan
amendments and deviations

¥" Qualifications of the study director, interface with the study

¥" Replacement of the study director

"sanas &) OECD

Accreditalion System
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Training Course for |

GLP Consensus Documents

% No0.13: The Application of the OECD Principles of GLP to
the Organization and Management of Multi-site studies

v
v
v
v
v
v
v
v

Management and control of multi-site studies
Quality Assurance

Master schedules

Study plan

Performance of the study

Reporting of study results

Standard Operating procedures (SOPs)
Storage and retention of records and materials

&) OECD

Training Course for

GLP Advisory Documents

<% No.11: The role and responsibilities of the sponsor in
the Application of the principles of GLP

v Responsibilities of the sponsor
¥ Other issues

%+ No.14: The application of the Principles of GLP to I vitro
studies

¥" Responsibilities, QA, facilities, apparatus, material and reagents
¥v" Test system, test and reference items, SOPs

¥v" Performance of the study and reporting of study results

¥ Storage and retention of records and materials, glossary of terms

"sanas &) OECD

Accreditalion System
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G pecto

GLP Advisory Documents

++ No.15: Establishment and Control of Archives that
operate in Compliance with the Principles of GLP

¥ Roles and Responsibilities, archive facilities and security
¥" Archiving procedures, archiving electronic records, QA
v" Contract archive services, closure of an archive

v Other issues

% N0.16: Guidance on the GLP Requirements for Peer
Review of Histopathology

v" GLP Requirements of Peer Review
v" GLP Compliance of Peer Review
¥v" Summary of Expectations

{sanas @) OECD

Accreditation System

GLP Advisory Documents

%+ No.17: Application of GLP Principles to Computerised
Systems (No. 17)

Scope and definition of terms
Project phase

Operational phase
Retirement phase

Other issues

LR RS

{sanas @)) OECD

Accreditalion System
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Training Course for

G pecto

GLP Advisory Documents

“+ No.19: Management, Characterisation and Use of Test
Items

Definitions of terms

Responsibilities of Test Facility Management, Study Director, QA
and Sponsor

Test item transportation and receipt

Identification, labelling and sampling

Handling and storage

Characterisation of the test item

Prepared test item

Archiving

Disposal

'
v

A A A KA

Position Documents

# No. 18 : OECD Position Paper Regarding the Relationship
between the OECD Principles of GLP and ISO/IEC 17025 (2016)

% The use of laboratory accreditation with reference to GLP
Compliance Monitoring (1994)

# Outsourcing of inspections functions by GLP Compliance
Monitoring Authorities (2006)

"sanas &) OECD

Accreditalion System
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14, oECD

Training course
for GLP Inspectors

The presenter

Worked in industry for 8
years

Joined MHRA June 2015

Conducted around 130

inspections to date (120
GLP)

South Afican Nafional
‘Accreditafion System

Training ‘Course r
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. Traini Course for |

Lets begin in 1981.....

MUSIC TELEVISION®

@)) OECD

Training Course for

But also....

OECD mutual acceptance of
data agreement contains a
particular requirement:

Cuwldance for € LI Monltoring Authorities
REVISED GUIDANCE FOR THE ¢ ONDUC
_ NCE C CONDUC
OF LABORATORY INSPECTIONS -\‘\‘l: '
STUDY AUDITS =

“facilitate international- I
harmonised approaches to
assuring compliance”

Which led to..... N

{sanas
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Training Course for

GLP Inspection Process - Agenda

» Before, during and after

» Inspector behaviours
including communication

« Assessment and
decision making

Before the inspection

Understand the company
you are going to visit:

» Previous inspection reports
* Internal summary reports

+ (Google, web searches,
company website etc

 Master Schedule
« SOPs

Son
Accrediiofion Syilem
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Training Course for
P InEpEeto|

Inspection notification ...

OFFICIAL - SENSITIVE [COMMERCIAL] MHRA
. Slephen Vitte 10 South Colonnade
Vinter Bioanatyscal kndustries Carary Whart

OECD guidance states: o =
Test facility may be wans

wupecton Relesence. s (GLP 001

informed by

GO00L

COMPLIANCE MORITORING INSPECTION

1 am wetg 1o mdorm you it 2% pan of ot prograsmime of mspection | end 1o begn an apechon of your
facites. on 07 August 2010

1wl b avelhon by cov o hops 10 y Ther any special e
Ferk e

Announced vs S e e s spm e

1856 Nou 1106 s amendest

Unannounced inspections s e s e
* Acopyof the GLP orgarssaion chat
s
. ::;;mumumummm_mmmwmmwm
+ Agogy ol the SOF index and 50Ps ,
. A kst of computer systerms wsed withe the GLP test lacilty % nciude & bl descrpton of the system

mewaples of G | clarned wth o

+ Dot of spnitcant changes sce e last mgeston

{sanas @)) OECD

Accrediobon Snlem
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GLI

Study selection and the use of pivot
tables

4 A B c D
1

4 2
—: - 3
1 4 | - Aguatic Ecotox & Biodeg ERC 1
[ s Growth Inhibition 1 =
§ spuee 6 | Environmaental Analysis ERC 78
5 ke 7 Adsorption/Desarption 7
& fiing L Y i i 1
- Method Validation 31
8 Metsboy iy RAC Analysis a
3 P,
i i | Rate of Degradation 10
- M Residue Analysis 18
1 et 13 Residues. 2
15 oder 14 Storage Stability 1
W Ewd 115 | - Fiald Trials 7
L 16 Dissipation 4
. 17 Operator Exposure 1
LA T Processed Commaodity 1
% 19 Residues 1 -
= 20 | Histotech ERC 20

21 Pathology Contract Histology LT Rodent 1

Fivoliaoies . -
Tables INustrations

"sanas &) OECD
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Opening meeting

Sets the scene

* Tells the company why we are there

* Provide an outline of the inspection, areas we want
to visit, studies and documents selected for review

* Clarify changes at the facility since the last inspection
* Tell them when we will hold a close out meeting

* Clarify deficiency grading definitions

‘sanas &) OECD

uih Affican National
cereditation System

Quality System Assessments

* Company structure

+ QA

« SOPs

* Test systems

* Facilities

* Equipment (including
computerised systems)

* Testitems

+ Study conduct

» Storage

{sanas

South Af National
Accreditafion System

34




Onsite

Key Inspector Behaviours:

ACCrodi

Professional and polite

Good communicator
(including active listening)

Well organised

Builds rapport quick and
easily

Shows appropriate
empathy

Questioning style

Types of questions:

Open vs. Closed
Probing vs. Reflective
Paraphrasing
Leading

Hypothetical

afion Snlem

35

Training Course for

The Importance of
LISTENING




T raining Course for

Listening Styles
i N\ ' 4
> ~ Q
@
{sanas @)) OECD

Training Course for

So what now?

You have asked the questions

Demsmn time..

You have heard the answers

You've gathered your
evidence

Now it’s......

{sanas @)) OECD
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"fral“rﬁour for
- GLPInspeets

Deficiencies — The So What Questions

What GLP Principles have been breached and how?

What is the extent of the deficiency? (isolated,
widespread, systemic)?

What is the impact of the breach? Does it impact upon
the compliance of a study or a facility?

‘sanas &) OECD

tsam

Training Course for

Decisions are based on

Information collected

b board predictions” =
4 d
Data reviewed l actlon

GLP knowledge
Wisdom

Experience

"Sanas
South Afican National
Accreditafion System
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Training Course for |

o]

Closing meeting

Summary of inspection

+ Areas covered, systems assessed,
studies looked at

Findings will be presented

* Final opportunity to address anything
on site

Next steps covered

« Timescale for report

After the inspection

Inspection will be written up
+ Report peer reviewed?

CAPA assessed

+ Additional information requests
Risk assessment performed

Out of compliance
notification?

"Sanas
South Afican National
Accreditafion System
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Post inspection - CAPA

* Have they addressed the
issue?

» Assessed the extent of
the finding — one off or
systematic?

* Appropriate preventative
actions

* Achievable timescales

‘sanas @) OECD

fican National
Accreditation System

Tréihi?ECbrse r

Certificate issued!

Test Facility Management

3085 @)) OECD
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Course for

p o]

Naotification &
Data
Requests

Data
Review

‘sanas )OECD

Accreditation System

Training Coﬁrsé_for

P o]

© Crown copyright 2019

About copyright

All material created by the MHRA, including materials featured within these MHRA presentation
notes and delegate pack, is subject to Crown copyright protection. We control the copyright to our
work {which indludes all information, database rights, logos and visual images), under a delegation
of authority from the Controller of Her Majesty’s Stationery Office (HM30).

The MHRA authorises you to make one free copy, by downloading to printer or to electronie,
magnetic or optical storage media, of these presentations for the purposes of private research,
study and reference. Any other copy or use of Crown copyright materials featured on this site, in any
form or medium is subject to the prior approval of the MHRA.

Further information, including an application form for requests to reproduce our material can be
found at www.mhra.gov.ulc/crowncopyright

Material from other organisations

The permission to reproduce Crown copyright protected material does not extend to any material in
this pack which is subject to a separate licence or is the copyright of a third party. Authorisation to
reproduce such material must be obtained from the copyright holders concerned.
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14, oECD

Training course
for GLP Inspectors

(-iﬁ:ludlﬁ‘g‘ a Multl-SIte Study)

Dr. Christoph Moor - ‘*ﬁ%
=~ Federal Office for the Environment

© Outline

1. Study Audit
Introduction
How to perform a study audit

2. Multi-site Study

Introduction
How to inspect a multi-site study

{sanas @)) OECD
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Training Course for

© Why is a Study Audit needed?

* Key Factors: Data Quality and Data Integrity

For example...
= Test item exactly administered/exposed?
+ Test system with high quality (ex., disease-free)?
« Raw data correctly reflects the facts?

@ If not

We can NOT trust the outcomes/conclusion of the
study

{sanas @)) OECD

Training Course for
18 & 0

©  Not Responsible:

of the study
tion of the findings of

» Judge the scie

* Concern with t
studies

These are the responsibility of the regulator

{sanas @) OECD

o
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Training Course for

© Goal of a study audit

* To reconstruct the study by comparing the final
report with the study plan, relevant SOPs, raw data
and other archived material

(OECD series on Principles of GLP and Compliance Monitoring, Number 3, rev.)

Training Course for
B | & & K

@ Normal flow at Test Facility

I

) Records/ -
Works in a lab | ™ P =) | Final Report
1t
SOPs
{sanas @) OECD
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Training Course for

© Normal flow for Study Audit

Ultimate Goal:

Reconstruct all of the ."/ I “"\'
works in your mind!! | Goal: Study Plan
+

Reconstruct the study
Works

inalab

= == | Final Report ‘ ﬁ‘ Records/Raw Data |
+

\‘\_ 2 ',/ ;

‘sanas @) OECD

Training Course for

© Two Instruments for GLP Compliance

Routine Normally called as full To audit a set of studies,

inspections  inspections, including facility  representative of the GLP work at
inspections + study audits the test facility

Study audits Normally conducted on To provide receiving authorities
request of domestic or with confidence that the specific

overseas receiving authorities  study reports are true, accurate
and complete

{sanas @) OECD
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Training Course for

¢ Outline

1. Study Audit
+ Introduction
*  How to perform a study audit

2. Multi-site Study

+ Introduction
*  How to inspect a multi-site study

{sanas @)) OECD

Training Course for
18 & 0

© What documents are needed for a
Study Audit?

Study Plan and its amendments

SOPs in use at the time the study was done

Raw Data
* log books, lab notes, worksheets, etc
* print-outs from apparatus and computer system
+ environmental monitoring

* communication among personnel, with sponsor,
etc

Final Report and its amendments

{sanas @) OECD
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T(al"nil':la Course for

GLI

©  Study Audit - Study Plan

«  Exist prior to the initiation of the study?

+  Be approved by dated signature of the SD?

+  Be verified for GLP compliance by QA personnel?

+  Be approved by the TFM (and Sponsor if required)?
«  Contain the following information?:

« |dentification of the Study and Test ltem (Title, Purpose, 1D of Test
ltem/Ref. Item, etc)

+ Information of the sponsor and test facility (Names and Addresses of SP,
TF, SD, etc)

«  Dates (SD and TFM approval, experimental starting and completion, etc)

+  Test methods

« Issues (selection and characterization of test system, method of
administration, etc)

- Records (a list of records to be retained)
« If amended, be justified and approved by dated signature of the SD?

sanas @)) OECD

Training Course for
18 & 0

©  Study Audit - Test Item

» |dentification (name, code number, etc) consistent?
* Characterization (lot number, purity, etc) defined?
« Stability known?

* Receipt, storage, use, dispose/return recorded and
consistent?

* Preparation for dosing formulation traceable?

« Concentration, stability, and homogeneity in vehicle
determined?

* |f not a short-term study, a sample from each batch
retained?

{sanas @) OECD
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Training Course for

GLI

© Study Audit - Test System (biological)

+ Following items in accordance with study plan and SOPs?
*  Number, species, race, sex, weight, and source
* Quarantine and Identification
+ Monitoring health status
+ Feed, water and bedding
+ Environmental control and monitoring
+ Grouping and Dosing
+ Collection of specimen and Autopsy
+ Data tracking: follow individual animals from arrival to autopsy
+ Body weight, food/water intake
- Dosing
+ Clinical observations
+ Clinical chemistry
* Autopsy and pathology

{sanas @) OECD

Azcraatanon &

Ttal'ni Course for

©  Study Audit - Raw Data

+ Measurements, observations, examinations in accordance with
the study plan and SOPs?

+ Measurements etc. recorded directly, promptly, accurate, and
legibly, signed and dated?

+ Changes in raw data

« not obscure original entries?

« reason for change given?

« responsible person signed/dated?
« Computer-generated/stored data adequately protected?
« Unforeseen events properly evaluated?

@) OECD
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T(al"nil':la Course for

GLI

©  Study Audit - Final Report

+ Exist for each study?

» Approved by dated signature of the SD?

+ Extent of compliance with GLP indicated?

+ QA statement included?

+ All information and data required by Study Plan described?
» Raw data accurately reflected?

+ Deviations correctly described?

+ Contain the following information?:

« |dentification of the Study and Test Item, Information of the sponsor and
test facility, and Dates

Description of materials and test methods
= Results (summary, presentation of results, and evaluation/discussion)
= Storage (location for all documents/raw data/specimens/samples to be
retained)

+ If amended, be justified and approved by dated signature of the SD?

sanas @)) OECD

Training Course for
18 & 0

©  Study Audit - Methods

* Read all documents and try to answer the questions

« |Interview involved people (study director, lab
personnel, QA)

« Drill down if necessary (test item, SOP, instruments,
test system, personnel)

* Inspect a study of the same type in the laboratory if
possible

{sanas @) OECD
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Training Course for

¢  Outline

1. Study Audit
* Introduction
«  How to perform a study audit

2. Multi-site Study

* Introduction
*  How to inspect a multi-site study

{sanas @)) OECD

Training Course for
18 & 0

©  What is a Multi-site Study (MSS)?

Definition:

Any study that has phases* conducted at more than
one site**

*phase: a defined activity (or a set of activities) in a
study, e.g., analysis, field work, histopathological exam,

etc
geographically remote,
**sites: places, and/or
organisationally distinct
{sanas @)) OECD
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Training Course for

-+ Why are additional rules required for MSS?

Use of multiple test sites increases the complexity of study design
and management tasks, resulting in additional risks to study
integrity

«  Field studies were first recognised as “problematic” studies

» OECD Consensus Document (No. 6) published in 1992, where
the concept of Principal Investigator (P1) was first introduced

» Realisation of studies at more than one site extended to
toxicological and other GLP studies

» OECD Consensus Document (No. 13) published in 2001,
where the general expectations of Multi-site Studies were
compiled

{sanas @)) OECD

1+ Typical Structure of MSS

o e
y B est Facility \
I\, Sponsor /,/1 ./ Test Facility Management \
RS Study Director .

1 Study Personnel ;’
: \ Lead Quality Assurance //
: ““H-__,____ - ____ﬂ__.//
+

_Testsitel .

Test Site Management — ~o
Principle Investigator — B &

; | i \\Tut Site 2 ¢ :
f L Test Site Quality Assurance” L :
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. Training Course for

© Typical Examples of MSS

Toxicological study Residue study (field study)
<Test Facility> <Test Facility>

Laboratory with animal facility Analytical laboratory

<Test Sites> <Test Sites>

Analytical laboratory (test substance) | | Agricultural fields

Analytical laboratory (blood analysis)
Histopathology

© Important Concept of MSS

A Multi-site Study will consist of work being conducted
at more than one site, but it is still a_single study and
thus:

* ONE single study plan
+ ONE single Study Director
* ONE single final report

{sanas @) OECD
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Training Course for

-+ Types of Inspections to MSS

1) normally conducted within the framework of a test facility inspection

@S O

One GLP organization Separate GLP organization

2) could be an independent inspection from a test facility’s one

< o
K TD i TS /J =Analytical Lab, Histopath Lab, etc

Could be separately certified!!

Separate GLP organization

{sanas @)) OECD

tal'niﬁ- Ifourse 'Eo ;
©  Outline

1. Study Audit
+ Introduction
*  How to perform a study audit

2. Multi-site Study

+ Introduction
* How to inspect a multi-site study

{sanas @)) OECD
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© Inspection Planning for MSS

+ Gathering information of test sites
« How many test sites concerned, and where they are
* Whether they are part of the test facility

- Whether inspected by another authority
(domestic/international)

« When activities are going on
* |nspecting test facility

= Check whether finalised multi-site studies are available

« Check raw data for phase activities is available (may not !!)
* |nspecting test site

+ Make sure Pl is available (in case temporary test site)

= Ask foreign CMA to inspect the site if located overseas

@) OECD

Tral'ni Course for

©  Auditing a MSS (Study Plan)

» Who chose the test site (test facility, or sponsor)?

« |If sponsor: give more attention to communication between
SDand PI

+ Are all the test sites and Pls defined in the study plan?
* How is the study phase described in the study plan?

« Could introduce the information later per amendment (Pl's
contribution)

+ How is the agreement of the Pl documented?
« How is the form of Pl contribution defined?
« Raw data or phase report

+ How is the planning of samples to be transferred between sites
defined?

«  Who did QA audit for PI's contribution of the study plan?

as - Lead QA or Test Site e» OECD
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© Auditing a MSS (Performance and Recording)

» Conditions for temporary storage of materials
*  Documented communication between SD and Pl

* Pre-announcement of material transfer between TF and TS,
and Feedback on quality and quantity received

* Intended changes

= Pl can suggest intended changes, but SD is responsible to
issue the amendment

« Deviations

» Deviations occurred at TS should be acknowledged by Pl
and then by SD

« Documentation on QA activities

+ Test site QA should report inspection results to SD, lead
QA, and TFM (and Pl and TSM)

{sanas @)) OECD
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© Auditing a MSS (Reporting) |

* Principal investigator (to study director)
« Phase report (with signature and date), or raw data
* GLP compliance statement
+ QA statement (mentions activities of test site QA)

+ Study director

« Include PI contribution into the final report (e.g., phase
report in appendix)

+ GLP statement for all activities

{sanas @)) OECD
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T(al"nil':la Course for

© Auditing a MSS (Reporting) I

* Quality Assurance Statement

+ QA activities at the TF and TSs should be reported in the
QA Statement

« Test site QA activities may be reported in the form of QA
Statement attached to the phase report

Final report
= |dentify the test sites, Pls and study phases
« |dentify the storage location(s) of raw data and specimen

{sanas @)) OECD

Training Course for
18 & 0

©  Auditing a MSS (Archiving)

* Raw data produced at the test site can be archived
at the test site or be sent to the test facility.

« |If TSs located in different countries, the archiving
period should be aligned to the conditions at the test

facility.

{sanas @)) OECD
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. Training Course for

© SUMMARY

» A Study Audit is needed in order to confirm Data
Quality and Data Integrity of the study.

* The goal of Study Audit is to reconstruct the study by
comparing the final report with the study plan, SOPs,
raw data and other archived material.

« A Multi-site Study consists of work being conducted
at more than one site, but it is still a single study.

{sanas @) OECD

Training Course for
- 18 & 0

Thank you for your attention!!

{sanas @)) OECD
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Training course
for GLP Inspectors
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INSPECTING THE COMPUTERIZED
SYSTEM

Martijn Baeten
Sciensano

{sanas @) OECD
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QOutline

* General considerations

* |IT in GLP environment
* Tips/Tricks/Examples

General considerations

* Why inspecting computerized systems.

* Computerized system are of high importance
in the production of preclinical data.

* Atest facility should give the authorities
confidence into the quality of their data and
the integrity of their data

{sanas @) OECD
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IT in GLP

* Why and how did | start inspecting
computerized systems?

* Computerized systems and e-data of of
growing importance in GLP.

* A lot of facilities have complex systems and
substantial amount of e-data

{sanas @)) OECD

IT in GLP

* Training
— OECD training courses
— External training courses (GxP orientated)
— Other experienced inspectors (joint inspections)
— Know the principles
— Reading

{sanas @)) OECD
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Training Course for

IT in GLP

* Training
— Self training by performing inspections on IT
— Start with simple systems (COTS)
— Familiarize yourself with terminology

— Learn from the people who performed the
validations. Let them explain in detail what was

done
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IT in GLP

* IT environment/computerised systems in a GLP set
up is not rocket science
* Very similar to a regular GLP inspection = 3 main
parts
— How is IT organised in the facility €2 organisation of the
facility
— Validation files €= Study audits

— Facilities
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Ttal'niruj Course for

IT in GLP

Get the big picture (1):

* QOrganisational chart
TFM

Training Course for

G

IT in GLP

Based on organisational chart:

* Identify responsibilities related to computerised
systems

* Position of IT in relation to GLP Test Facility
* SLA (Service level agreement)?
* Job description & training file IT personnel

* Interview with key personnel from IT

{sanas @)) OECD
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Training Course for

IT in GLP

Based on organisational chart:

Identify responsibilities related to computerised systems
* Position of IT in relation to GLP Test Facility

e SLA (Service level agreement)?

* Job description & training file IT personnel, QA

¢ Interview with key personnel from IT

tsanas @) OECD

IT in GLP

* List of SOP’s and policies related to computerised systems
(see OECD Adv doc 17, 47)

* List of computerised systems (including validated spread
sheets) (validation status, make, model or version as
relevant, and business process owner and IT system owner)

* System description of every system (physical and logical
arrangements, data flows, interfaces with other systems or
processes, any hardware and software prerequisites, security
measures should be available)
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Ttal'niruj Course for

IT in GLP

* Floor plan:
— IT room?
— Server room?

* If available, general schema of computerised
systems, interactions with data flow (network
diagram)
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Training Course for
B 1 & & ors

ITin GLP
e §
) 8 af %

{sanas - @)) OECD

63




Tral'niruj Course for
T - -

IT in GLP

* Inspection of a validation file:

— Selection of computerised system = first things to
consider:

* |s the system programmable? Are there multiple
parameters that can be changed, does it allow to
manipulate data sets

* Is the system a COTS (commercial of the shelf) or
bespoke

* Frequency of use of the system in the facility (look to
the Master Schedule and the overview of computerised
systems)
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Training Course for

G
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Training Course for

IT in GLP

* Understand how the system you selected works,
What is the system used for, what functionalities
are used in the facility, data flow?

— Interview with personnel

— Demo during facility tour

- SOP

— Validation plan

— From previous inspections (also in other facilities)
— Study audits

sanas @) OECD

Training Course for
e

IT in GLP

Specifications {user requirements)

Validation plan
Acceptance testing: tests, results, raw data

Formal release
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IT in GLP

Specifications {(user requirements}
Acceptance testing: tests, results, raw data

Formal release

Training Course for
B 1 & & 0

IT in GLP

e How are functionalities validated?

— All functionalities should be translated into
acceptance criteria/specifications/user
requirements (often called URS = user
requirements specifications)

— It should be documented what the facility wants
the system to do
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Training Crsz io

IT in GLP

e Example: Validation file to environmental monitoring

system:
— From corresponding SOP:
T (°C) % R.H.
Fridges/leachable frid, 5+/-3 °C N/A
Climatic chambers Condition +/- 2 °C Condition +/- 5%R.H.
Freezer/leachable
<20 +-5°C N/A
freezers
Incubators/leachable
: Condition +/- 2 °C N/A
incubators
COy-incubator Condition +/- 1 °C N/A
Table 6: ICH guideline limits.

AEEAIIANEA Setien

Training (T for

IT in GLP

* Example: Validation file to environmental monitoring system:

— From corresponding SOP:

T (°C) % R.H.
Fridges/leachable fridges -3 0> N/A
Climatic chamb Condition +/- 2 °C Condition +/- 5%R.H.
Freezer/leachable
=20 +/- 5°C N/A
freezers
Incubators/leachable
: Condition +/- 2 °C N/A
incubators
CO,-incubator Condition +/- 1 °C N/A
Table 6: ICH guideline limits.
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Ttal'niruj Course for

IT in GLP

* Example: how are the specifications translated
in the validation file?=> URS are included in
the validation file

Systom Requrements R
URLCDY | Quakded Tha lemparsbure of the leachable idge must be regisiered = Covered during OQ phase od
agiiation sysiem wlwwm
e 3 = - -
URLCD2 Sernor ocation L must be located info
—— Yo optae socrdeg BRH e B Ty €| G 0o %
URLCDY | Rangs Cwa:.wms‘cuwm P
The a C | Tovered deg 00 phase ]
URLCD4 P Liskare % )
URLCOS Temperahiure Accuracy must b wihin ha olowing [ Coared dufing 00 phase T
Accaptance crileria:
— AT [Regisiration sensar - Distalogger) < 0.5°C
AT (Target - Datahogiie | < 0.2°C
= T gy ol [ [ Coversd during PO phasse PO
URLEDE | snpbuion - S
ATy (Mam - Min of <10°C
A marm T be Qeatad (oul of SpACHCbon] by c Covared during PO phase (2]
URLCD? Al generaton opaning T leachabia age. An emad mus! be send ko e
| - — IWseiposy.

IT in GLP

* Validation plan should describe how al
specifications will be tested:
— acceptance testing: tests, results, raw data

— The specifications are translated into test(s)
and/or test script(s) providing raw data and results
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. T(afl'lil':la Course for

IT in GLP

* Example: URS translated into test scripts

4 Acoeplance criteria: ICH guidelines 5 +3°C.
must b generaled. Install a set poind of 5°C
on T lachable Fridge. UMW“MIW
e A | | WA
PASSRAIL

Training Course for

IT in GLP

* For more complex systems, a lot more
documentation will be available.

— Compliance plan, URS protocol, FT protocol, IQ
report, URS and FT reports, traceabilty matrix ...
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Training Course for

IT in GLP

* Validation report:

— With the validation plan, specifications, formal
acceptance testing (including results, raw data), as
inspector, we should be able to reconstruct the
report (similar to study audit)

* Formal release of the system:

— Adequate documentation and communication

{sanas &) OECD

Lot Alncar Kason

IT in GLP

review verify

* Definition of raw data Access rights

* Training: operation, « Audit trail
'malnter'1ance, Communication links
inspection ; I

« Change contro
- SOP's: h_g.
— Operation © Arcniving
— Maintenance
. — Back-up and recovery
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Tra'mil:lg Course for

IT in GLP

Change Control

Validation

New/legacy Validated system Validation
system Status?

{sanas @)) OECD

IT in GLP

* Change control: maintain the validated state of a
system through the life cycle of the system

— Policy/procedure which covers responsibilities for
evaluation of the change, approval, documentation
and re-validation following software updates
(execution and testing)

— Risk assessment:
* Validated state of the system
= Data integrity

=2 Full, partial or no re-validation
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Training Course for

IT in GLP

* Inspectors expectations:
— Facility should know what software version is running

— Is this the same version as the one used during the
initial validation of the system?
— Are the changes and intermediate versions been
formally assessed and documented?
* SOP
¢ Planned & documented validation
¢ Reported
¢« Communication

IT in GLP

Facilities

¢ Restricted access

* Environmental conditions
= Electrical supply

* Adequate facilities for secure
retention of electronic storage
media

* Physical location: extremes of
temperature, humidity, dust,
electromagnetic interference
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Tips & Trics

Ask “stupid” questions

Use knowledge as GLP inspector

In doubt, try to consult with a colleague or an
expert (and go back to the principles)

Consider use of checklist, but stay flexible
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Tips & Trics

* Start simple and build up experience (COTS,
simple validated spreadsheets to complex
systems)

* Learn and “steal” knowledge from facilities
* Be open minded

* Be 110% certain before judging an
observations as deviation (investigate further
for evidence)
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Tra'mil:lg Course for

Example

* Example 1: Validation of communication
between Analyst and Watson Lims:

— Data from Analyst are transferred to Watson Lims
for further analysis.

— Itis claimed that there is an "digital interface" that
connects Analyst and Watson Lims and data is
transferred directly
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Example

* Example 1: Analyst & Watson

— From validation file: data generated in Analyst is
100% transferred to Watson

— From Validation file: very poorly described how
this actually works.

— From the SOP’s: Analyst: click export / Watson:
click import

— Is this really automated and integrated
transfer????
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Training Course for

Example

* Example 1: Analyst & Watson
— Asked for demo in the lab

— After a lot of investigation .....

— Original (well secured data) from Analyst are
exported as *.txt files to an insecure location
(dump folder) before being pulled or pushed into
the LIMS
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Example

* Example 2: Provantis
— Provantis is a system for in live data collection

— During study audits, raw data has to be audited in
Provantis (all e-data)

— One of the first things a request is to open the
audit trail
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Training Course for

Example

* Example 2: Provantis
— Audit trail for body temperature was verified

— One value for one animal was changed, this was
fully traceable (original entry and corrected entry,
signed and dated)

— Based on the provided reason (click wrong
animal), and entries for other animals (including
reviewing of metadata), also another animal
should have had a corrected entry

- No audit trail available on other animals

{sanas @) OECD

uih Alncon
Azcenatanan Sytem

Tral'ni Course for

Example

* Example 2: Provantis

— After investigation, there was no problem with the
validation of Provantis

— Problem was related to insufficient training and
understanding of personnel to use Provantis.

— Additional functionalities were included in
Provantis and well validated.
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Training Course for

Thank you for your attention !

Any guestions ?
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