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Regulatory & Guidelines

• International Conference on Harmonisation of Technical 
Requirements for Registration of Pharmaceuticals for Human 
Use (ICH)

• The European Agency for the Evaluation of Medicinal Products
(EMEA)

• FDA Center for Drug Evaluation and Research (CDER)

• Human Subject Protections- Office of Human Subjects 
Research, NIH (OHSR)

• WORLD MEDICAL ASSOCIATION

• Standard operating procedures for clinical investigators ( WHO 
GCP SOP)

GCP & Computer / Database Management Systems
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http://www.ich.org/
http://www.emea.eu.int/
http://www.fda.gov/cder/index.html
http://ohsr.od.nih.gov/
http://www.wma.net/
http://www.who.int/tdr/publications/publications/sop.htm


Regulatory Environment & Systems

GCP & Computer / Database Management Systems
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ICH & GCP Guidance

1996
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ICH & GCP Guidance

2009
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ICH & GCP Guidance

2011
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http://www.ich.org
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FTM-EC-SOPs
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Role & Responsibility of 
Investigator
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Investigator:
Qualifications and Agreements

• qualified by education, training, and experience to assume 
responsibility for the proper conduct of the trial

• provide evidence of such qualifications through up-to-date 
curriculum vitae and/or other relevant documentation

• familiar with the appropriate use of the investigational 
product(s), as described in the protocol, in the current 
Investigator's Brochure

• aware of Good Clinical Practice & the applicable regulatory 
requirements

• must permit monitoring and auditing by  the sponsor, and 
inspection by the appropriate regulatory authority(ies)

• maintain a list of appropriately qualified  persons to whom 
the investigator has delegated significant trial-related dutiesCan investigator plan a study on 

children without pediatrician? 
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Investigator:
Adequate Resources

• able to demonstrate a potential for recruiting the required 
number of suitable subjects within the agreed recruitment 
period

• have sufficient time to properly conduct and complete the 
trial within the agreed trial period

• have available an adequate number of qualified staff and 
adequate facilities for the foreseen duration of the trial to 
conduct the trial properly and safely

• ensure that all persons assisting with the trial are 
adequately informed about the protocol, the investigational
product(s), and their trial-related duties and functions

How many studies can one researcher commit to?
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Investigator:
Medical Care of Trial Subjects

• ensure a qualified physician, either yourself or a sub-investigator, 
will be responsible for all trial-related medical decisions

• ensure that adequate medical care is provided to a subject for 
any adverse events (including clinically significant laboratory 
values) related to the trial, both during and following a subject's 
participation in a trial

• inform the subject's primary physician about the subject's 
participation in the trial if the subject has a primary physician and 
if the subject agrees to the primary physician being informed

• inform a subject when medical care is needed for intercurrent 
illness(es) 

• oblige to give his/her reason(s) for withdrawing prematurely from 
a trial

If any unanticipated event happens to a study 
participant, what will be done?
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Investigator:
Communication with the IRB

• have written and dated approval from the IRB for the 
research application, written informed consent form, 
consent form updates, subject recruitment procedures 
(e.g., advertisements), and any other written information to 
be provided to subjects

• provide / update (if any) the IRB with a current copy of the 
Investigator's Brochure. 

• provide the IRB with all documents subject to review 
according to the IRB’s requirements

If the researchers want to revise a 
question in their questionnaire after the 
study has launched, can they do it?
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Investigator:
Compliance with the IRB-Approved  

Research Application

• conduct the research in compliance with the research 
application that was given approval by the IRB

• not implement any deviation from the IRB-approved 
research application without prior review and documented 
approval from the IRB of a modification

• As the investigator, if you deviate from the IRB-approved 
research application to eliminate an immediate hazard(s) 
to research subjects without prospective IRB approval, 
submit a modification and explain the deviation to the IRB

How much that we can tolerate protocol deviation?
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Investigator:
Investigational Product(s)

• take responsibility for investigational product(s) 
accountability at the research site(s)

• (you or a designee) maintain records of the product's 
delivery to the research site, the inventory at the site, the 
use by each subject, and the return to the sponsor or 
alternative disposition of unused product(s)

• ensure that the investigational product(s) will be stored as 
specified by the sponsor and in accordance with applicable 
regulatory requirement(s)

• used only in accordance with the IRB-approved research 
application

• explain the correct use of the investigational product(s) to 
each subject

• periodically check that each subject  is following the 
instructions properly
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• follow the trial's randomization procedures, if any

• ensure that the code is broken only in accordance with the 
IRB-approved research application

• (If the research is blinded), promptly document and explain 
to the sponsor any premature unblinding (e.g., accidental 
unblinding, unblinding due to a serious adverse event) of 
the investigational product(s)

Is there blinding and unblinding procedures 
explained in the protocol?
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Investigator:
Randomization Procedures and Unblinding



Investigator:
Informed Consent of Trial Subjects

• comply with the applicable regulatory requirement(s) and 
adhere to GCP and to the ethical principles 

• must have the IRB's written approval of the written or revised 

informed consent form and any other written information 

• ensure that neither you nor the research staff will coerce or 
unduly  influence a subject to participate or to continue to 
participate

• fully inform the subject or, if the subject is unable to provide 
informed consent, the subject's legally acceptable 
representative, of all pertinent aspects of the research 
including the written information and the approval by the IRB

Do the researchers use the PIS/ICF 
of the version stamped by IRB? 
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Investigator:
Records and Reports

• ensure the accuracy, completeness, legibility, and timeliness of the 
data reported to the sponsor in the CRFs & in all required reports

• ensure that data reported on the CRF are consistent with the 
source documents  If there are any discrepancies, they should be 
explained.

• ensure that any change or correction to a CRF are dated, initialed, 
and explained (if necessary) and will not obscure the original entry 
(i.e., an audit trail should be maintained). This applies to both 
written and electronic corrections.  

• ensure that the financial aspects of the study are documented in 
an agreement between yourself and the sponsor

• make available for direct access research documents and all 
requested research-related records upon request of the monitor,
auditor, IRB, or regulatory authority

Can IRB ask to look at certain CRF records?

ORS 
FTM-EC



Investigator:
Progress Reports

• submit written summaries of the research status to the IRB 
annually, or more frequently if requested by the IRB

• provide written reports to the sponsor, the IRB and, where 
applicable, the institution on any changes significantly 
affecting the conduct of the research, and/or increasing 
risks to subjects

How often IRB requires to see a progress report?
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Investigator:
Safety Reporting

• immediately report all SAEs to sponsor, except for SAEs that the 
protocol or other document (e.g., Investigator's Brochure) 
identifies as not needing immediate reporting

• the immediate and follow-up reports should identify subjects by 
unique code numbers rather than by names, personal 
identification numbers, and/or addresses. 

• comply with the applicable regulatory requirement(s) related to the 
reporting of unexpected serious adverse drug reactions to the IRB 
and regulatory authority(ies)

• report adverse events and/or laboratory abnormalities identified in 
the protocol as critical to safety evaluations to the sponsor 
according to the reporting requirements and within the time periods 
specified in the protocol

• supply the sponsor and the IRB with any additional requested 
information for reported deaths (e.g., autopsy reports and terminal 
medical reports)
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• if the trial is prematurely terminated or suspended for any 
reason, promptly inform the trial subjects, assure appropriate
therapy and follow-up for the subjects, and, where required by 
the applicable  regulatory requirement(s), inform the regulatory 
authority(ies)

• if you terminate or suspend research without prior agreement of 
the sponsor, provide the sponsor and the IRB with a detailed 
written explanation of the termination or suspension

• If the sponsor terminates or suspends a trial, the investigator 
promptly inform the IRB and provide a detailed written 
explanation of the termination or suspension

• If the IRB terminates or suspends its approval of your research,  
you notify the sponsor and provide the sponsor with a detailed 
written explanation of the termination or suspension

Can IRB terminate the study?

ORS 
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Investigator:
Premature Termination or Suspension of Trial



Investigator:
Final Report(s) by Investigator

• inform the IRB and provide a summary of the research 
results, and provide any reports required by the regulatory 
authority(ies)

Do the researcher submit the final study report?
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IEC - IRB:
Composition, Functions, and Operations

• consist of a reasonable number of members, who collectively 
have the qualifications and experience to review and 
evaluate the science, medical aspects, and ethics of the 
proposed trialใ

• recommended compositions:

– At least five members.

– At least one member whose  primary area of interest is in 
a nonscientific area.

– At least one member who is independent of the institution 

• Only those IRB/IEC members who are independent of the 
investigator and the sponsor of the trial should vote/provide 
opinion on a trial-related matter.

• maintain a list of IRB/IEC members and their qualifications 
should be maintained.
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IEC - IRB:
Composition, Functions, and Operations

• perform its functions according to written operating 
procedures, should maintain written records of its activities 
and minutes of its meetings, and should comply with GCP 
and with the applicable regulatory requirement(s).

• make its decisions at announced meetings at which at 
least a quorum, as stipulated in its written operating 
procedures, is present

• may invite nonmembers with expertise in special areas for 
assistance.

At audit –
IRB is functioning according to its SOPs?
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IEC - IRB:
Roles & Responsibilities

• safeguard the rights, safety, and well-being of all trial 
subjects; special attention to vulnerable subjects.

• obtain and review the following documents:
– trial protocol(s)/amendment(s), 

– written informed consent form(s) 
and consent form updates

– subject recruitment procedures 

(e.g., advertisements), written information)

– Investigator's Brochure (IB)

– information about payments and compensation 

– curriculum vitae and/or other documentation evidencing 
qualifications

– other documents required to fulfil its responsibilities.
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http://www.google.co.th/imgres?imgurl=http://www.kero.co.th/safety%2520first.jpg&imgrefurl=http://www.kero.co.th/&usg=__8nycwnOhBrIvP2C3Jj4GsZYy2o0=&h=514&w=523&sz=80&hl=th&start=110&zoom=1&tbnid=ONg6LN-RZce5oM:&tbnh=129&tbnw=131&ei=fyO2T92BGdHQrQesrb2GCA&prev=/search%3Fq%3Dsafety%2Bfirst%26start%3D105%26hl%3Dth%26sa%3DN%26gbv%3D2%26tbm%3Disch&itbs=1


Protection of human subjects is the responsibility of:

IEC - IRB:
Roles & Responsibilities
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Documents for EC Review

IEC - IRB:
Roles & Responsibilities
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IEC - IRB:
Roles & Responsibilities

Documents for EC Review
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Documents for EC Review

IEC - IRB:
Roles & Responsibilities
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IEC - IRB:
Responsibilities

• consider the qualifications of the investigator 

• conduct continuing review of each ongoing trial at intervals 
appropriate to the degree of risk to human subjects, but at 
least once per year.

• request more information than the above outlined when, in 
the judgment of the IRB/IEC, the additional information 
would add meaningfully to the protection of the rights, 
safety, and/or well-being of the subjects.

IRB approval for one year!
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IEC - IRB:
Responsibilities

• review both the amount and method of payment to 
subjects to assure that neither presents problems of 
coercion or undue influence; payments to a subject should 
be prorated and not wholly contingent on completion of the 
trial by the subject.

• ensure that information regarding payment to subjects, 
including the methods, amounts, and schedule of payment 
to trial subjects, is set forth in the written informed consent

Can the investigator not provide 
any compensation to the study 
participants?
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IEC - IRB:
Procedures

• Ensuring that the IRB/IEC promptly notify in writing the 
investigator/institution concerning:

(a) Its trial-related decisions/opinions.

(b) The reasons for its decisions/opinions.

(c) Procedures for appeal of its decisions/opinions.

• retain all relevant records (e.g., written procedures, 
membership lists, lists of occupations/affiliations of 
members, submitted documents, minutes of meetings, and 
correspondence) for a period of at least 3 years after 
completion of the trial 

• make them available upon request from the regulatory 
authority(ies).

• may be asked by investigators, sponsors, or regulatory 
authorities to provide copies of its written procedures and 
membership lists.
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Some issues in use of 
specimen & data
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Congressional attempt at incremental 
health care reform through “portability & 
administrative simplification”

Q & A
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Archived Specimen & Medical Records
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http://grants.nih.gov/grants/policy/hs/PrivateInfoOrBioSpecimensDecisionChart.pdf

Human Subjects Research
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Specimen Transfer
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Use of protected health information

HIPAA

Title I Title II Title III Title IV Title V

Guarantees 
health 

insurance 
portability 

and renewal

Administrative 
simplification 
(subsection F)

Tax provision 
for medical 

savings 
account

Enforcement 
of group 

health plan 
provisions

Revenue 
offset 

provisions

Privacy Transactions Code Sets Security Unique 
Identifiers

Source: John Butterworth, Ethics and Clinical Research 

The Health Insurance Portability and Accountability Act of 1996

(HIPAA)
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Protected Health Information (PHI)

• Health information + Identifier = PHI

• Transmitted or maintained in any form (paper, 
electronic, web-based, etc.)

• Decedents’ information included

• Does not include de-identified 

health information

Source: John Butterworth, Ethics and Clinical Research 

What is Covered in the Privacy Rule?
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The Privacy Rule defines 18 identifiers

• Name

• Geographic information 
(including city, state and zip)

• Elements of dates (including 
admission/discharge dates; 
service dates; birth date, date 
of death)

• Telephone numbers

• FAX numbers

• E-mail addresses

• Social Security number

• Medical Record number, 
prescription number, etc.

• Health plan beneficiary 
number

• Account Numbers

• Certification numbers

• VIN and Serial numbers, 
license plate numbers

• Device identifiers and serial 
numbers

• Web URLs

• IP address numbers

• Biometric identifiers (finger 
prints, voice prints, retinal 
scans, etc.)

• Full face or comparable photo 
images

• Unique identifying numbers

Source: John Butterworth, Ethics and Clinical Research 
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Research Use and Disclosure of PHI Without Authorization: 

Preparatory to Research

• Requires notification of the entity holding the PHI

• Researcher must provide representation that:
– PHI is to be used solely to prepare a protocol or a similar purpose

– PHI will not be removed from the covered entity

– PHI is necessary for research

• May be used to develop hypothesis, protocol or 
characteristics of research cohort

• May not be summarized, used or presented as a research 
study without prior IRB approval

• May allow access to PHI to identify subjects for recruitment

Source: John Butterworth, Ethics and Clinical Research 

Use of PHI
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Research Use and Disclosure of PHI Without Authorization: 

Preparatory to Research

• Requires notification of the entity holding the PHI

• Researcher must provide representation that:
– PHI is to be used solely to prepare a protocol or a similar purpose

– PHI will not be removed from the covered entity

– PHI is necessary for research

• May be used to develop hypothesis, protocol or 
characteristics of research cohort

• May not be summarized, used or 
presented as a research study without 
prior IRB approval

• May allow access to PHI to identify
subjects for recruitment

Use of PHI

Source: John Butterworth, Ethics and Clinical Research 
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Collect data when subject is ready

Collect data from subject without bias

Use medical records from Hospital? Cannot ask for informed consent!

As you look at EMR of your friend – a husband has HIV, will you tell his wife?

You get permission – can you see the medical records?!

Conduct HIV preventive vaccine in Thailand/Africa a lot – Is it fair?

The  subsequent analysis suggests that some data in the system are 

wrong and you cannot recollect the data – what to do?
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We have individual data in malaria national database (Thai & migrant cases).

A research team from a western country ask for data to use in their study.

- Should we give the data out? Why?

- If yes, what data can be given to the research team?
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Who own the personal data record – patient or hospital?

Can the patient has right to see his/her record?

Collect only data needed, not irrelevant data !

Hospital takes picture of 

patient when he/she register 

onto the hospital 

– Is it OK? 
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Discussion ….
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