
Copyright HSA 2009

CASE STUDIES FROM 
GCP INSPECTIONS 2011

Sumitra Sachidanandan
Compliance Inspector
Clinical Trials Branch

Health Products Regulation Group
HEALTH SCIENCES AUTHORITY

SINGAPORE

1



Copyright HSA 2009

OUTLINE
• Case Studies

► Informed Consent
■ Short Form Consent
■ Subjects unable to read the ICF
■ Sharing of Best Practices

► Investigational Products
■ IP Management where site is involved in IP re-packaging
■ Sharing of Best Practices
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CASE STUDY A
• Informed Consent

■ Short Form Consent
■ Subjects unable to read the ICF
■ Sharing of Best Practices
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Case Study A
Protocol Title:
A phase 3, randomized, double-blind, placebo-controlled
clinical trial comparing the safety and efficacy of
Phantomine 100mg for the treatment of migraine.

Study Staff:
Principal Investigator: Dr James Lee
CRC : Ms Karen Tan
Study Pharmacist : Ms Laura Sim
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Case Study A 
Short Form Consent

Mrs Devi Muthu was a 60 year old Patient Services
Associate who was screened for this clinical trial. She
was literate only in Tamil.

As translated informed consent forms (ICFs) had been
unavailable for this clinical trial, Dr Lee (PI) had
explained the ICF to the subject and requested the
subject to sign the Short Form Consent on 6 Dec 2011.
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Case Study A - ANSWERS 
Short Form Consent
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Medicines (Clinical Trials) Regulation 11(4):

 No legal provision for the use of Short Form Consent
for clinical trials on Medicinal Products in Singapore.

SGGCP Section 4.8.8:
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Case Study A - ANSWERS 
Subjects unable to read the ICF
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Medicines (Clinical Trials) Regulation 11(5):

SGGCP Section 4.8.9:
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Case Study A - ANSWERS 
Subjects unable to read the ICF
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SGGCP Section 1.26

Choice of impartial witness:
 Family member / friend
 Clinic staff (non-study staff)
 Lay person from the street

Role of impartial witness:
 Accurate explanation
 Understood
 Voluntary participation
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INFORMED CONSENT
Sharing of Best Practices

• Informed Consent Process:
► WHO can obtain informed consent?
► WHEN should informed consent be obtained?
► WHICH version of the informed consent form should be used?
► WHERE should informed consent be explained?
► HOW should the informed consent be explained?

■ Subjects who are illiterate in English but literate in another local 
language

– Use of translated Informed Consent Forms or Use of translator
■ Subjects who are unable to read the Informed Consent Form

– Use of impartial witness
■ Need for substituted consent?

– Paediatric subjects
– Subjects who are unconscious
– Subjects who are incapable of exercising rational judgment
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INFORMED CONSENT
Sharing of Best Practices

• Informed Consent Process (cont’d):
► HOW many copies of the Informed Consent Form should be 

signed?
■ Subject
■ Investigator Site Files
■ Medical Records?

► HOW should Informed Consent Process be documented?
■ Protocol Reference 
■ Date of informed consent 
■ Informed Consent Process (e.g. for use of substituted consent / impartial 

witness / translator) 
■ Signed copy provided to subject
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Informed Consent Form
Sharing of Best Practices – ICF Documentation

11



Copyright HSA 2009

CASE STUDY B
• Investigational Products

► IP Management where site is involved in IP re-
packaging

► Sharing of Best Practices
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CASE STUDY B
Protocol Title:
A phase 3, randomized, double-blind, placebo-controlled
clinical trial comparing the safety and efficacy of Phantomine
100mg for the treatment of migraine.
Study Staff:
Principal Investigator: Dr James Lee
CRC : Ms Karen Tan
Study Pharmacist : Ms Laura Sim

• IP : Active or Placebo Phantomine 100mg
• Recommended storage conditions: Ambient Temperature
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CASE STUDY B
SOURCE OF IP
• Since Phantomine 100mg could be sourced from the 

hospital pharmacy, Dr James Lee decided to approach 
ABC Pharmaceuticals to manufacture the placebo.

• As ABC Pharmaceuticals was unable to manufacture a 
matching placebo, Dr James Lee decided to request the 
Study Pharmacist to mask the outer packaging of the IP 
prior to dispensing to the subject.
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ACTIVE PLACEBO

http://www.google.com.sg/imgres?imgurl=http://www.pharmer.org/files/images/ApotexOmeprazole.jpg&imgrefurl=http://www.pharmer.org/images/domestic/omeprazole-apo-020&usg=__a_PgvhvYy_bEw77BGrbIGorMT18=&h=300&w=300&sz=23&hl=en&start=5&zoom=1&tbnid=c7ErteZ1Rer6mM:&tbnh=116&tbnw=116&ei=nNjeToCAGsfNrQfY85iDCQ&prev=/search%3Fq%3DApotex%2Bcapsules%26um%3D1%26hl%3Den%26sa%3DN%26gbv%3D2%26tbm%3Disch&um=1&itbs=1�
http://www.google.com.sg/imgres?imgurl=http://3.bp.blogspot.com/_jv7XIjRi9vc/TKNiVsT54WI/AAAAAAAAAPk/6oUOP0zWRoY/s1600/Placebo%2BCapsules%2BMonash%2BUniversity%2BPharmacy.JPG&imgrefurl=http://ruiyipharm.blogspot.com/2010_09_01_archive.html&usg=__PTKZHS8-C9BYajcrzFbEBKRJT1g=&h=1200&w=1600&sz=127&hl=en&start=15&zoom=1&tbnid=8O_uRWzPw7mw3M:&tbnh=113&tbnw=150&ei=TdjeTuiXKYr3rQf3luzOCA&prev=/search%3Fq%3DPlacebo%2Bcapsules%26um%3D1%26hl%3Den%26sa%3DN%26gbv%3D2%26tbm%3Disch&um=1&itbs=1�
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CASE STUDY B
IP RECEIPT
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ACTIVE
PHANTOMINE

Lot: 1357B
Exp: 12/13

PLACEBO
PHANTOMINE

Lot: 2468
Exp: 09/13

Ms Karen Tan (CRC) signed on the IP Shipment Receipt for 
the bulk IP. She filed it together with the Certificates of 
Analyses (CoAs) in the Investigator Site File.
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CASE STUDY B
IP STORAGE
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PLACEBO
PHANTOMINE

Lot: 2468
Exp: 09/13

Ms Karen Tan (CRC) locked up the bulk bottles in her filing 
cabinet located in her office, where central air-conditioning was 
available. 

ACTIVE
PHANTOMINE

Lot: 1357B
Exp: 12/13
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CASE STUDY B
IP RE-PACKAGING

• Ms Karen Tan requested Ms Laura Sim (Study 
Pharmacist) to prepare smaller bottles of Active and 
Placebo Phantomine 100mg since this was a double-
blind clinical trial.

• The statistician handed over the Master Randomization 
List to Ms Laura Sim (Study Pharmacist) to re-package 
the IP.
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CASE STUDY B
IP RE-PACKAGING
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ACTIVE
PHANTOMINE

Lot: 1357B
Exp: 12/13

PLACEBO
PHANTOMINE

Lot: 2468
Exp: 09/13
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CASE STUDY B
IP DISPENSING AND ACCOUTABILITY

Subject 
ID

Treatment
Kit No.

Qty
Dispensed

(tabs)

Dispensed 
By

Dispensed 
Date

Date 
Returned

Qty
Returned

(tabs)

Checked 
By

001 98765 30 KT 1/9/11 15/9/11 2 CRA
002 95678 30 KT 2/9/11 16/9/11 2 CRA

19



Copyright HSA 2009

CASE STUDY B - ANSWERS
SOURCE OF IP : UNMATCHING PLACEBO

20

Note that even though the outer packaging was masked for the IP, the Active 
Phantomine capsules may be identifiable through the product code and capsule 
colour, thereby potentially compromising the study blind!
[Ref: SGGCP Sections 2.12, 5.13.1,5.13.4]

ACTIVE

PLACEBO

http://www.google.com.sg/imgres?imgurl=http://3.bp.blogspot.com/_jv7XIjRi9vc/TKNiVsT54WI/AAAAAAAAAPk/6oUOP0zWRoY/s1600/Placebo%2BCapsules%2BMonash%2BUniversity%2BPharmacy.JPG&imgrefurl=http://ruiyipharm.blogspot.com/2010_09_01_archive.html&usg=__PTKZHS8-C9BYajcrzFbEBKRJT1g=&h=1200&w=1600&sz=127&hl=en&start=15&zoom=1&tbnid=8O_uRWzPw7mw3M:&tbnh=113&tbnw=150&ei=TdjeTuiXKYr3rQf3luzOCA&prev=/search%3Fq%3DPlacebo%2Bcapsules%26um%3D1%26hl%3Den%26sa%3DN%26gbv%3D2%26tbm%3Disch&um=1&itbs=1�
http://www.google.com.sg/imgres?imgurl=http://www.pharmer.org/files/images/ApotexOmeprazole.jpg&imgrefurl=http://www.pharmer.org/images/domestic/omeprazole-apo-020&usg=__a_PgvhvYy_bEw77BGrbIGorMT18=&h=300&w=300&sz=23&hl=en&start=5&zoom=1&tbnid=c7ErteZ1Rer6mM:&tbnh=116&tbnw=116&ei=nNjeToCAGsfNrQfY85iDCQ&prev=/search%3Fq%3DApotex%2Bcapsules%26um%3D1%26hl%3Den%26sa%3DN%26gbv%3D2%26tbm%3Disch&um=1&itbs=1�
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SGGCP 2.12, 5.13.1 and 5.13.4
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SOURCE OF IP
Points for consideration:

• For Randomized, Double-Blind, placebo-
controlled clinical trials where site is 
involved in IP re-packaging:
► Try to source for an identical placebo.
► Bulk IP should be labelled in accordance with 

Medicines (Clinical Trials) Regulation 18(1) and 
SGGCP 4.6.3.
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CASE STUDY B - ANSWERS 
IP RECEIPT
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ACTIVE
PHANTOMINE

Lot: 1357B
Exp: 12/13

PLACEBO
PHANTOMINE

Lot: 2468
Exp: 09/13

Ms Karen Tan (CRC) signed on the IP Shipment Receipt for the bulk IP. 
She filed it together with the Certificates of Analyses (CoAs) in the 
Investigator Site File.

• Roles and responsibilities of blinded and unblinded study staff were not clearly 
defined.

• Blinded CRC should not have received the bulk IP. 
• Blinded CRC should not have maintained the IP Shipment Receipts and 
COAs.

[Ref: Sections SGGCP 2.12, 4.6.5, 5.14.3]
• Bulk Active and Placebo IP were not labelled in accordance with Medicines 
(Clinical Trials) Regulation 18(1) and SGGCP 4.6.3.
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CASE STUDY B - ANSWERS
IP STORAGE

24

PLACEBO
PHANTOMINE

Lot: 2468
Exp: 09/13

Ms Karen Tan (CRC) locked up the bulk bottles in her filing 
cabinet located in her office, where central air-conditioning was 
available. 

ACTIVE
PHANTOMINE

Lot: 1357B
Exp: 12/13

• Roles and responsibilities of blinded and unblinded study staff were not 
clearly defined.

• Blinded CRC should not have maintained IP Storage Temperature 
Records of bulk IP.

[Ref: SGGCP Sections 2.12, 4.6.4, 5.14.3]
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SGGCP 2.12, 4.6.4, 4.6.5, 5.14.3
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CASE STUDY B - ANSWERS
IP RE-PACKAGING

• Ms Karen Tan requested Ms Laura Sim (Study 
Pharmacist) to prepare smaller bottles of Active and 
Placebo Phantomine 100mg since this was a double-
blind clinical trial.

• The statistician handed over the Master Randomization 
List to Ms Laura Sim (Study Pharmacist) to re-package 
the IP.

26

• IP re-packaging was not performed in accordance with GMP guidelines.
[Ref: SGGCP 2.12, 5.13.1]
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For sites involved in blinding process
Points for consideration:
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Bulk Active IP Bulk Placebo IP

IP REPACKAGING

IP TRANSFER TO BLINDED CRC

IP DISPENSING
TO SUBJECT

IP RETURN 
FROM SUBJECT

IP RETURN / DESTRUCTION

DELEGATED
UNBLINDED

STUDY STAFF

DELEGATED
BLINDED

STUDY STAFF

IP INVENTORY LOG

IP REPACKAGING & RELABELLING FORM

IP DISPENSING AND ACCT LOG

IP DESTRUCTION FORM

IP TEMPERATURE LOG
IP INVENTORY LOG
IP TEMPERATURE LOG

IP TEMPERATURE LOG IP DISPENSING AND ACCT LOG

DELEGATED
UNBLINDED

STUDY STAFF
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PICS Annex 13
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CASE STUDY B - ANSWERS 
IP DISPENSING AND ACCOUTABILITY

Subject 
ID

Treatment
Kit No.

Qty
Dispensed

(tabs)

Dispensed 
By

Dispensed 
Date

Date 
Returned

Qty
Returned

(tabs)

Checked 
By

001 98765 30 KT 1/9/11 15/9/11 2 CRA
002 95678 30 KT 2/9/11 16/9/11 2 CRA
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• IP Dispensing and Accountability Log was maintained electronically without 
any audit trail.
[Ref: SGGCP 2.13]
• Lot Number and Expiry Date of IP was not captured on  IP Dispensing and 
Accountability Log. 
[Ref: SGGCP 4.6.3]
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SGGCP 2.13 and 4.6.3
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IP MANAGEMENT
SHARING OF BEST PRACTICES

GOALS OF IP MANAGEMENT
 Ensure protection and safety of trial subjects, so that they are not 

placed under unnecessary risk
 Ensure traceability of the investigational product 
 Ensure accuracy clinical trial data, that it is unaffected by inadequate 

safety, quality or efficacy arising from unsatisfactory manufacture, 
handling and storage of the investigational product

 Ensure that there is consistency between batches of the same 
investigational product used in the same or different clinical trials

31



Copyright HSA 2009

IP MANAGEMENT
SHARING OF BEST PRACTICES

USEFUL REFERENCES
 Medicines (Clinical Trials) Regulation 18
 Singapore Guideline for Good Clinical Practice (SGGCP)

SGGCP Sections 2.12, 4.6, 5.12-14, 8.2.13 to 8.2.18, 8.3.8, 8.3.9, 
8.4.1 and 8.4.2

 PICS Annex 13 (Good Manufacturing Practice)
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IP MANAGEMENT
SHARING OF BEST PRACTICES

• DOCUMENTATION
 Written instructions for storage and handling of IP

 To be developed by the Sponsor

 Signed Signature Sheet
 To delegate the roles, responsibilities and signatures of study staff

 IP Shipment Receipt
 IP Inventory Log
 IP Storage Temperature Log
 IP Storage Temperature Excursion Report
 IP Dispensing and Accountability Log
 IP Destruction Form
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REFERENCES
• Medicines (Clinical Trials) Regulations

http://www.hsa.gov.sg/publish/etc/medialib/hsa_library/health_products_regulation/le
gislation/medicines_act.Par.41439.File.dat/MEDICINES%20(CLINICAL%20TRIALS)
%20REGULATIONS.pdf

• Singapore Guideline for Good Clinical Practice
• PICS Annex 13
• CTB FAQs

http://www.hsa.gov.sg/publish/hsaportal/en/health_products_regulation/clinical_trials/f
aqs.html

• From the GCP Inspector’s Desk Newsletter
http://www.hsa.gov.sg/publish/hsaportal/en/health_products_regulation/clinical_trials/
guidelines/gcp_compliance_inspection.html

• HSA Industry Communication
http://www.hsa.gov.sg/publish/hsaportal/en/health_products_regulation/clinical_trials/i
ndustry_communication.html

http://www.hsa.gov.sg/publish/etc/medialib/hsa_library/health_products_regulation/legislation/medicines_act.Par.41439.File.dat/MEDICINES (CLINICAL TRIALS) REGULATIONS.pdf�
http://www.hsa.gov.sg/publish/etc/medialib/hsa_library/health_products_regulation/legislation/medicines_act.Par.41439.File.dat/MEDICINES (CLINICAL TRIALS) REGULATIONS.pdf�
http://www.hsa.gov.sg/publish/etc/medialib/hsa_library/health_products_regulation/legislation/medicines_act.Par.41439.File.dat/MEDICINES (CLINICAL TRIALS) REGULATIONS.pdf�
http://www.hsa.gov.sg/publish/hsaportal/en/health_products_regulation/clinical_trials/faqs.html�
http://www.hsa.gov.sg/publish/hsaportal/en/health_products_regulation/clinical_trials/faqs.html�
http://www.hsa.gov.sg/publish/hsaportal/en/health_products_regulation/clinical_trials/faqs.html�
http://www.hsa.gov.sg/publish/hsaportal/en/health_products_regulation/clinical_trials/guidelines/gcp_compliance_inspection.html�
http://www.hsa.gov.sg/publish/hsaportal/en/health_products_regulation/clinical_trials/guidelines/gcp_compliance_inspection.html�
http://www.hsa.gov.sg/publish/hsaportal/en/health_products_regulation/clinical_trials/industry_communication.html�
http://www.hsa.gov.sg/publish/hsaportal/en/health_products_regulation/clinical_trials/industry_communication.html�
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Thank You!
www.hsa.gov.sg
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