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Q“, HsA  GCP Inspection Framework

* Launched in Sep 2009;

* Completed 66 GCP Site Inspections to date:
— 2009-2010 : 13 (Protocol-specific)
— 2011 : 15 (Protocol-specific), 1 (Systems on ICF and IP)
— 2012: 10 (Protocol-specific), 1 (Systems on ICF and IP)
— 2013: 10 (Protocol-specific)

— 2014: 15 (Protocol-specific), 1 (Systems on ICF and IP)

bray,

Pogatne*
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1 H3A  Objectives of GCP Inspection

— To safeguard the Rights, Safety and Well-Being of trial
subjects.

— To verify the Quality and Integrity of the clinical trial data
submitted to the Regulatory Authority.

— To assess Compliance to protocol and applicable
regulations, guidelines and standard operating
procedures for clinical trials.
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i HSA  Classification of GCP Inspection Findings
~ adopted from EMEA SOPs on GCP Inspection.

* Critical: Conditions, practices or processes that adversely
affect the rights, safety or well being of the subjects and/or
the quality and integrity of data.

* Major: Conditions, practices or processes that might
adversely affect the rights, safety or well-being of the
subjects and/or the quality and integrity of data.

All Rights Reserved, Health Sciences Authority

By

" HSA Classification of GCP Inspection Findings
~ adopted from EMEA SOPs on GCP Inspection.

e Other: Conditions, practices or processes that would not be
expected to adversely affect the rights, safety or well being of
the subjects and/or the quality and integrity of data.

e Comments: The observations might lead to suggestions on
how to improve quality or reduce the potential for a
deviation to occur in the future.
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i HsA GCP Inspections in 2014

* Distribution of Therapeutic Areas (N=15)
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‘“, HSA GCP Site Inspections (2014)
CRITICAL GCP Inspection Findings

* None ©
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{' HSA GCP Site Inspections (2014)
MAJOR GCP Inspection Findings
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Wiisa MAJOR
GCP Inspection Findings (2014)

* Investigational Product
* Informed Consent
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‘,‘r HSA GCP Site Inspections (2014)
OTHER GCP Inspection Findings
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“"HS_A OTHER
GCP Inspection Findings (2014)
e Study Staff
* |Investigator Site File
* |Investigational Product
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Study Overview

* Protocol: A Phase 2, randomised, placebo-controlled study to
compare the safety and efficacy of ABC Vaccine for Hepatitis
B.

* Sponsor : Care Bear Hospital
* Site: Care Bear Hospital
* Principal Investigator : Dr John Doe

* Sub-investigator: Ms Jane Tan (Post-grad medical student)

Toggrne
All Rights Reserved, Health Sciences Authority 15
R SIGNATURE SHEET
PROTOCOL TITLE: A Phase 2, ds d, placebo-controlled study to compare the safety and efficacy of ABC Vaccine for Hepatitis B. ==
PROTOCOL NO.: ABC PRINCIPAL INVESTIGAT! John Doe | SITE NAME: Care Bear Hospital
Name of Study Role® | Delegated Study Respansi Start Date End Date Initialsof | Signature of Authorization by o
Study Staff Study Staff | Study Staff Principal Investigator collected
57 N B | (signature and Date) (Tick)
Dr John Doe Principal 12,34, 6,7 5,9,
2 I Dec oM .
| vestigator | o 1 13y 13, /9y 15,6 I D. 59\/0(7//‘
Ms Jane Tan Sub. 1,2,%3,4,0,12,13,14 =
Tl e I deciamng: J.T ﬂé"

" LIST OF STUDY RESPONSIBILITIES®

| 1. Subject Screening 6. Reviewing ECG Results 11. Obtaining Vital Signs and
| - Demographics
| 2. Obtaining Informed Cansent 7. Signing Case Report Forms 12. Making data entries and

| caorrections into CRFs

16. Managing study supplies

17. Randomization

| 3. Confirming Subject Eligibility 8. Signing off Data Queries 13. Investigational Product 18. Others
| - Mar
4. Performing Physical Examination | 9. Safety Reporting 14. Handling Biological Samples 19. Others:
5. Reviewing Laboratory Results B EG) Communicating with IRB and 15. Maintaining Investigator Site 20. Others:

HSA Files
" “Responsibilities 1-9 should be delegated to a locally registered medicai doctor or dentist, whilst the remaining respensibilities may be delegated to other study staff.

To be signed by Principal Investigator at Site Closing Visit:

| confirm that the individuals listed are authorised and qualified by education, training and experience to conduct the study responsibilities assigned. The
overall assurance for the quality and accuracy of all study data is my responsibility as the Principal Investigator.

Name of Principal Irwestiga;nr Signature Date

Version Date: 1 Dec 2014 Page 1

05/01/2015



1
“‘, HSA SCENARIO 1
Subject 001/B-T

Ben Tan ﬂﬂ' 5/r2|2014
Name of Subject Signature Date
Name of Parent / LAR Signature Date
Name of Witness Signature Date

o th

Jane Tan ’66 5t pec 2oi4

Name of Person Signature Date Lo

Obtaining Consent

All Rights Reserved, Health Sciences Authority

ICF dated 1 Dec 2014 %

17
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“‘, Hsa  SCENARIO 1- ANSWER
Subject 001/B-T
Bw T@;’_‘_ ﬂﬂ' S[n[zou;-
Name of Subject Signature Date

Jane Tan was not adequately qualified to obtain informed
consent for Subject 001/B-T. [Ref: SGGCP 4.3.1, 4.8.7]

Name of Parent / LAR Signature
Name of Witness Signature
Y
Jane Tan
Name of Person Signature

Obtaining Consent

All Rights Reserved, Health Sciences Authority

Date

Date

5% pec w14

Date o
o

ag,

ICF dated 1 Dec 2014 s
18
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ﬂ‘,'HS_A OBTAINING INFORMED CONSENT

* Locally registered medical doctor / dentist
e Authorised by the Principal Investigator
— Sign Signature Sheet

All Rights Reserved, Health Sciences Authority 19

ﬂ‘,'HS_A SCENARIO 2A
Subject 002/X-M

AR Bﬂ %%/ 5/13|2014-

Name of Subject Signature Date
Name of Parent / LAR Signature Date
Nicole Linn Nieole 5bec wi4
Name of Witness Signature Date

Name of Person Signature Date

Obtaining Consent catebrag,
ICF dated 1 Dec 2014 %
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“‘, HSA SCENARIO 28
Subject 003/TBH

Tan Boon Hag 5/12|2014-
Name of Subject Signature Date
Name of Parent / LAR Signature Date

11~ BR o 5132014
Name of Witness Signature Date

Br John Doe Jpee- 5t pec 2olq

Name of Person Signature Date e

Obtaining Consent

All Rights Reserved, Health Sciences Authority

ICF dated 1 Dec 2014 s
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§‘, HSA

!

Tan Boon Hay

Name of Subject

e

Name of PA_AR

Subject 003/TBH

SCENARIO 2B - ANSWER

5/12|2014-

Impartial witness for informed consent of Subject 003/TBH
was inappropriate, as the impartial witness had required
an impartial witness for her informed consent when she
had been enrolled as Subject 002/X-M for the same clinical
7 trial . [Ref: Medicines (CT) Regs 11(5) and SGGCP 4.8.9].

<Siyriature Udlc
o 5i2|2014
Name of Witness Signature Date
Br John Doe T 5t pec 2014
Name of Person Signature Date e

Obtaining Consent

All Rights Reserved, Health Sciences Authority

ICF dated 1 Dec 2014 s
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“‘, A SCENARIO 3
Subject 004/WLL
A
EE At 5 dec %04
Ji e BEZ 4 H i
B A ERBUR R 4 B AR BURER 4 H i
. 2
Deepe Singh DerPa Shajzoi4
ATETE A4 ATE N 4 41
hn Do Jpet
IREUE A H# BN SYNE S H
ICF dated 1 Dec 2014 @
All Rights Reserved, Health Sciences Authority 23
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\' HSA SCENARIO 3
Subject 004/WLL
A
EAA | At 5 vec 204
. Impartial witness for informed consent of Subject
B 004/WLL was inappropriate, as the impartial witness was
d

unable to read the Mandarin informed consent form date
1 Dec 2014 [Ref: Medicines (CT) Regs 11(5) and SGGCP

4.8.9].

Deepa Sinah D-BWPQ\ 51”’“""
S AR A2 AT TIENE 2 H

hn Doe Jpet
FEFE AL FRHLA % N2 4 H

s E 2y
Zogatne*

ICF dated 1 Dec 2014

All Rights Reserved, Health Sciences Authority 24
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§‘r HSA IMPARTIAL WITNESS

FOR INFORMED CONSENT

SGGCP Section 1.26

Impartial Witness

A person, who is independent of the trial. who cannot be unfairly
influenced by people mvolved with the trial, who attends the informed
consent process if the subject or the subject’s legally acceptable
representative cannot read, and who reads the informed consent form
and any other written information supplied to the subject.

Choice of impartial witness:
U Family member / friend

U Clinic staff (non-study staff)

U Lay person from the street

Role of impartial witness:
U Accurate explanation

U Understood

U Voluntary participation

obr,
os\ords,

Pogatne*
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rYHSA SCENARIO 5

A Randomization Plan
from
http://www.randomization.com

12 subjects randomized into 2 blocks
To reproduce this plan, use the seed 9097
along with the number of subjects per block/number of blocks
and (case-sensitive) treatment labels as entered originally.
Randomization plan created on Wednesday. 3 December. 2014 4:08:09 PM

obr,
os\ords,

Pogatne*
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Wica  SCENARIO 5 - ANSWER

A Randomization Plan
from
http://www.randomization.com

12 subjects randomized into 2 blocks
To reproduce this plan, use the seed 9097

along with the number of subjects per block mumber of blocks

and (case-sensitive) treatment labels as entered originally.

gization plan created on Wednesday. 3 December. 2014 4050848

Lack of quality systems in the Master Randomisation List [Ref: SGGCP 2.13]:
(a) Lack of traceability to the study protocol.

(b) Lack of documentation of who had generated the Master Randomisation List.

(c) Lack of traceability to the names of the actual IP used in the clinical trial.

All Rights Reserved, Health Sciences Authority - 27
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\' HSA SCENARIO 6

Subject 001/B-T
* Source Document Template (Abstract):

Subject ID: 007/8-7 Visit 1 Date: 5 Dec 2074
Date of birth: 72z 727 Gender: Male / Female
Informed Consent Date: 5 Jec 207#
Was subject eligible for enroliment? Yes / Ne
1 mL ABC vaccine / ptacebe administered via IM on 5 Dec 2014.

All Rights Reserved, Health Sciences Authority o 28
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* Source Document Template (Abstract):

“, e SCENARIO 6 - ANSWER
Subject 001/B-T

Subject ID: 007/8-7
Date of birth: 7 &+ 727#
Informed Consent Date: 5

Visit 1 Date: 5 Jec 2074

Gender: Male / Female

Dec 2074
Was subject eligible for enroliment? Yes / Ne

/
< 1 mL ABC vaccine / placebe administered via IM on 5 Dec 2014.

v

\

Lack of quality systems in source
document template as there was no
document control and it was not

the source data [Ref: SGGCP 2.13]

possible to attribute who had captured

Treatment assignm;nt had been unblinded in
Source Document Template for Subject
001/B-T [Ref: SGGCP 2.10 and 4.7].

& E 7y
Pogatne*
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) A SCENARIO 7

Prescription for Subject 001/B-T

CARE BEAR HOSPITAL

88 CARE BEAR ROAD, SINGAPORE 226688

Frotocol ABC
Stject (- 007/B-T

DRUG NAME DOSE AND FREQUENCY
M ABC Vaceire / Placebo 7 nl stat

5% pec w14 By John Doe J’&
DATE DOCTOR’S NAME DOCTOR’S SIGNATURE

All Rights Reserved, Health Sciences Authority

obr,
oo E oty
Pogatne*

30

05/01/2015

15



!

\4
%‘, HSA

SCENARIO 7 - ANSWER

Prescription for Subject 001/B-T

CARE BEAR HOSPITAL

88 CARE BEAR ROAD, SINGAPORE 226688 <

70lde

A ABC

| Sitject /1) 007/B-7

?/_\

e

—

DRUG NAME

DOSE AND FRFQUENCY

M ABC Vaceine / Placebo

7wl stat /
/

5t pec w014

By Jobn 006/

Jpee-

ol

DATE

DOCTOR’S NA}(E

DOCTOR’S SIGNATURE

4

Lack of subject identifiers in prescription [Ref: SGGCP 2.13]

cs\ebrag,
Pogatne*
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\' HSA SCENARIO 8
INVESTIGATIONAL PRODUCT (IP) DISPENSING AND ACCOUNTABILITY LOG
proTOCOLTITLE: A Phase 2, randomised, placebo-controlled study to compare the safety and efficacy of ABC Vaccine for Hepatitis B.
proTOCOLNO.: ABC INVESTIGATIONAL PRODUCT: ABC [ PLaceso PRINCIPAL INVESTIGATOR: DR Jonn Doe siTE Name: Care Bear Hospima
P RECEWT ¥ DISFENSING TO SUBECT 1F RETURN TO PHARMACY FOR DESTRUCTION VERIFICATION BY MONITOR
FROM PHARMACY
Datelr | Trestment | Latha. | Expiry v DatelF | subject | valorie | 1P Dispensen Date oo nitiats Tate it Date
sived | Kitho Date | receives | dispenses [ 1D | dispenses by retwmes | syringes
trom {imitiats] retumed
Fnarmacy [imitiais]
1Dec 62001 | A246 | Dec i SDec14 | 001/ imL 1o S5Decid (1 SDec14 cs 10 Dec 14
2014 2015 BT
1Dec 68002 | A246 | Dec T SDec14 | 002/ imL o S5Declqd |1 SDec14 (=] 10 Dec 14
2014 2015 par]
1Dec 68003 | A246 | Dec m SDec14 | 003/ 1mL 1o SDecid |1 m 5Dec 14 c 10 Dec 14
2014 2015 TBH
1Dec 68004 | A246 | Dec T SDecld | 004/ imL 1o S5Decld |1 m SDec14 cs 10Dec 14
2014 2015 wiL
1Dec 68005 | A246 | Dec m
2014 2015
.
Version Date: 1 Dec 2014 Pagel
32
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s SCENARIO 8 - ANSWER

| 'RODUCT (IP) DISPENSING AND ACC

PROTOCOL TITLE: . randomised, placebo-controlled study to compare the safety and efficacy of ABC Vaccine for Hepatitis B.
PROTO Pt ABC INVESTIGATIONAL PRODUCT: ABC / Puaceso PRINCIPAL INVESTIGATOR: Dr Jorn Doe SITE NAME: CARE Bear HoseimaL
e 1P mnmm:‘ﬂnm » Date 1# Sutject | Vol.ofiP | P Dispensed Date. No.of intiats Date intais Date
";::d it Ne. Date vlﬁ;ﬁd dizpensed L] dupenzed ‘uﬁ:"u) returned ,‘::\',ﬁ:,
nl“!;‘e‘c“ 628001 A246 | Dec l“#ﬂ SDecl14 | 001/ 1ml i) SDec1d4 |1 T SDec14 cs 10 Dec 14
2014 2015 BT
1Dec 68002 | A246 | Dec m SDec14 | 002/ 1ml D SDec1d |1 m SDec 14 cs 10 Dec 14
2014 2015 X-M
1Dec 68003 | A246 | Dec m SDec14 | 003/ 1ml o SDecld |1 T SDec14 s 10Dec14
14 2015 TBH
68004 | A246 | Dec m SDecld | 004/ 1ml Jo SDecld |1 i SDec 14 cs 10
201 2015 WLL
1Dec Dec m
2014 15
Lack of quality systems in the IP Dispensing and Accountability Log as it was
maintained electronically [Ref: SGGCP 2.13].
Version Date: 1 Dec 2014 Page 1
33
%‘r HsA Quality Improvement Initiatives
* Training
e CTB FAQs on HSA website
* Engaging stakeholders
e Observation of GCP Site Inspections
* Upstream consultation on IP management
¢ Sharing of Best Practices
e |CH E6 Workgroup
e Template Forms Repository
e Review of Serious Breaches @
All Rights Reserved, Health Sciences Authority o 34
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Commentary

General Principles for the Education and .;:T::.
Training of GCP Inspectors: The Qutcome e
of Discussi by International Regul. _—
Experts in the Discussion Group on ICH E6

guideline

Yoshiaki Uyama, PhD', Eriko Yamazali, MS', Katherine Clark, BSc (Hons) PhD?,
Chao-Yi Wang. Msc’, Endang Woro, MSc', Foo v..g Tong, ns«rrmm)’
Sumitra
Hojin Oh, PharmD, Kamaruzaman Sale, snummom;. Hsc, m:-' Joyee Cirunay”,
Akanid
EvgenyRogov, MD, PhD, D', Khaled W, Alshahwan, MPharm'™ licana Herrera, MD",
Joseph Mthetwa, BSc (HONS) Pharmacology, MSc (Med), D.Clin.Med, A.D. Edu.'",
Fortunate Fakudze, BSc., BPHARM (Hons)'®, and Tomoke Osawa, PhD';
on behalf of the E6 Discussion Group under the International Pharmaceutical
Regulators Forum

Abstrace
n resgonse o the gobaimation of &g developmen regulasry Inspecaon of Good Clinal Pracce (GCP) has recercly been @on-
iy H
of GCP. npormnc This arcde sun-
manizes the Group. the Regulstors Forum.
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" ICHE6 WORK GROUP
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Template Forms

HEALTH PRODUCTS
REGULATICH

Background
Westemn Wedones

+ Mool Dvices

Comprementaty Heath

Prosucts
Ctrste Prixaty
- Chnieal Traaly
- Cverview
MRS ) CH
Triss

+ Coneal Trias Regrster
DISCLAIMER

 Heguatory Guaesne
!huump!m‘nn—n are issued Irms.l |miu Ih' purpose of facilitating the :nm—..n of your clinical

: 7, custemiza thes <t the needs

« Tampiats Forms.
These template farms are provided on an "t Is bash® for use a1 your own itk and without warrantes of

3 FADS ary kind. Ta the fu by Law. HSA dows not waerant and hereby diselaims all sxorea.
implied amd statutory %0 you or amy third party whather ariting from usdge, custom.

: = rate or by speration of liw or otharwise, incluing but not imied 1o the following:
i} any representations or warranties a8 o the accuracy, correciness, raliabiy, timel

+ Conesi Trias Statases iingeemact, e, maechantaiiy o fimass lor ey PariouLa Purpose of the tampiata forms; and
i) amy arranties that the template forms will be error-fres or that error wil be

+ Iy Communcaton i .

ogatne’
e o Trusted st | Prctncted bode: O A Rum -
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,
Yasa THANK YOU!

We welcome your queries!
Mr Foo Yang Tong
foo_yang tong@hsa.gov.sg

Ms Sumitra Sachidanandan
sumitra_sachidanandan@hsa.gov.sg

Ms Poh Cuigin
poh_cuigin@hsa.gov.sg

All Rights Reserved, Health Sciences Authority

37

05/01/2015

19



