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Nuremberg CodeNuremberg Code

19461946--1947 20 physicians of Nazi Germany 1947 20 physicians of Nazi Germany 
were tried for murder, torture and other were tried for murder, torture and other 
atrocities committed in the name of atrocities committed in the name of 
medical sciencemedical science
Resulted in the 10 point Nuremberg Code Resulted in the 10 point Nuremberg Code 
which focuses on the ethical treatment of which focuses on the ethical treatment of 
humans in nonhumans in non--therapeutic research, the therapeutic research, the 
elements described form the cornerstone elements described form the cornerstone 
for the guidelines and regulations we have for the guidelines and regulations we have 
todaytoday



The Helsinki DeclarationThe Helsinki Declaration

Adopted by the 18Adopted by the 18thth World Medical World Medical 
Association General Assembly in Helsinki Association General Assembly in Helsinki 
in June 1964 and amended periodicallyin June 1964 and amended periodically
Last amended in 2004Last amended in 2004
The WMA developed the Declaration as a The WMA developed the Declaration as a 
statement of ethical principles to provide statement of ethical principles to provide 
guidance to physicians and other guidance to physicians and other 
participants in medical research involving participants in medical research involving 
human subjectshuman subjects



In medical research on human subjects In medical research on human subjects 
considerations related to the wellconsiderations related to the well--being of being of 
the human subject should take the human subject should take 
precedence over the interests of science precedence over the interests of science 
and societyand society
At the conclusion of the study, every At the conclusion of the study, every 
patient entered into the study should be patient entered into the study should be 
assured of access to the best proven assured of access to the best proven 
prophylactic diagnostic and therapeutic prophylactic diagnostic and therapeutic 
methods as identified by the studymethods as identified by the study



The Belmont ReportThe Belmont Report

In 1979 the National Commission for the In 1979 the National Commission for the 
Protection of Human Subjects of Protection of Human Subjects of 
Biomedical and Behavioral Research Biomedical and Behavioral Research 
wrote:  Ethical Principles and Guidelines wrote:  Ethical Principles and Guidelines 
for the Protection of Human Subjects of for the Protection of Human Subjects of 
ResearchResearch
Three Basic Principles:Three Basic Principles:

Respect for personsRespect for persons
BeneficenceBeneficence
JusticeJustice



International Conference on International Conference on 
HarmonisationHarmonisation (ICH)(ICH)

Established in 1990 to maintain a forum Established in 1990 to maintain a forum 
between regulatory authorities and the between regulatory authorities and the 
pharmaceutical industry in the European pharmaceutical industry in the European 
Union, USA and Japan in order to ensure Union, USA and Japan in order to ensure 
a more timely introduction of new a more timely introduction of new 
medicinal products and their availability to medicinal products and their availability to 
patientspatients



ICH GuidelinesICH Guidelines
The objective is to increase international The objective is to increase international 
harmonisationharmonisation of technical requirements to of technical requirements to 
ensure that safe, effective and high quality ensure that safe, effective and high quality 
medicines are developed and registered in medicines are developed and registered in 
the most efficient and costthe most efficient and cost--effective effective 
mannermanner
To promote public health, prevent To promote public health, prevent 
unnecessary duplication of clinical trials in unnecessary duplication of clinical trials in 
humans and minimize animal testing humans and minimize animal testing 
without compromising safety and without compromising safety and 
effectivenesseffectiveness



Principal Investigator (PI)Principal Investigator (PI)

According to regulations (21 CFR 312.3)According to regulations (21 CFR 312.3)
An individual who actually conducts a clinical An individual who actually conducts a clinical 
investigation investigation 
The person under whose immediate direction The person under whose immediate direction 
the investigational drug is administered or the investigational drug is administered or 
dispensed to a subjectdispensed to a subject
The leader of the team of investigatorsThe leader of the team of investigators
Usually a physician, although a Usually a physician, although a PharmPharm D or D or 
PhD can be PI as long as a physician is a coPhD can be PI as long as a physician is a co--
investigatorinvestigator



Selection of the PISelection of the PI

PI EligibilityPI Eligibility
Based on the assumption that the PI has Based on the assumption that the PI has 
sufficient training and experience for the sufficient training and experience for the 
responsible management of a sponsored responsible management of a sponsored 
projectproject
Requires a background that includes training, Requires a background that includes training, 
knowledge and familiarity of all the issues and knowledge and familiarity of all the issues and 
areas of expertise related to the project or areas of expertise related to the project or 
protocolprotocol



Responsibility of the PIResponsibility of the PI

By signing the Qualified Investigator By signing the Qualified Investigator 
Undertaking (QIU) for Health Canada Undertaking (QIU) for Health Canada 
and/or the FDA 1572 the PI:and/or the FDA 1572 the PI:

Agrees to comply with the regulations of CFR Agrees to comply with the regulations of CFR 
Title 21 which states the PI assumes the Title 21 which states the PI assumes the 
responsibility of the responsibility of the entireentire conduct of the conduct of the 
study at his/her sitestudy at his/her site
Is accountable for everything that happens Is accountable for everything that happens 
during the course of the studyduring the course of the study







Qualified Investigator UndertakingQualified Investigator Undertaking

PI certifies that:PI certifies that:
Physician or dentist and a member in good Physician or dentist and a member in good 
standing of a professional medical or dental standing of a professional medical or dental 
association as defined in Part C Division 4 of association as defined in Part C Division 4 of 
the Food and Drug Regulationsthe Food and Drug Regulations
Will supervise the medical care and medical Will supervise the medical care and medical 
decisions respecting this clinical trial at this decisions respecting this clinical trial at this 
sitesite



Will immediately on discontinuation of the Will immediately on discontinuation of the 
clinical trial by the sponsor, in itclinical trial by the sponsor, in it’’s entirety or at s entirety or at 
a clinical trial site, inform both the clinical trial a clinical trial site, inform both the clinical trial 
subjects and the Research Ethics Board for subjects and the Research Ethics Board for 
this site of the discontinuation, provide them this site of the discontinuation, provide them 
with the reasons for the discontinuation and with the reasons for the discontinuation and 
advise them in writing of any potential risks to advise them in writing of any potential risks to 
the health of clinical trial subjects or other the health of clinical trial subjects or other 
personperson







FDA 1572FDA 1572

Commitments:Commitments:
Agree to conduct the studies in accordance Agree to conduct the studies in accordance 
with the relevant, current protocol and will with the relevant, current protocol and will 
only make changes in a protocol after only make changes in a protocol after 
notifying the sponsor except when necessary notifying the sponsor except when necessary 
to protect the safety, rights or welfare of to protect the safety, rights or welfare of 
subjectssubjects
Agree to personally conduct or supervise the Agree to personally conduct or supervise the 
described investigationsdescribed investigations



Agree to inform any patients or any persons Agree to inform any patients or any persons 
used as controls, that the drugs are being used as controls, that the drugs are being 
used for investigational purposes and will used for investigational purposes and will 
ensure that the requirement relating to ensure that the requirement relating to 
obtaining informed consent in 21 CFR Part 50 obtaining informed consent in 21 CFR Part 50 
and REB review and approval in 21 CFR Part and REB review and approval in 21 CFR Part 
56 are met56 are met
Agree to report to the sponsor adverse Agree to report to the sponsor adverse 
experiences that occur in the course of the experiences that occur in the course of the 
investigation in accordance with 21 CFR investigation in accordance with 21 CFR 
312.64312.64
Have read and understand the information in Have read and understand the information in 
the Investigatorthe Investigator’’s Brochure, including the s Brochure, including the 
potential risks and side effects of the drugpotential risks and side effects of the drug



Agree to ensure that all associates, Agree to ensure that all associates, 
colleagues, and employees assisting in the colleagues, and employees assisting in the 
conduct of the studies are informed about conduct of the studies are informed about 
their obligations in meeting the above their obligations in meeting the above 
commitmentscommitments
Agree to maintain adequate and accurate Agree to maintain adequate and accurate 
records in accordance with 21 CFR 312.62 records in accordance with 21 CFR 312.62 
and to make those records available for and to make those records available for 
inspection in accordance with 21 CFR 312.68inspection in accordance with 21 CFR 312.68
Agree to comply with all other requirements Agree to comply with all other requirements 
regarding the obligations of clinical regarding the obligations of clinical 
investigations and all other pertinent investigations and all other pertinent 
requirementsrequirements



To ensure that the REB complies with the To ensure that the REB complies with the 
requirements of 21 CFR Part 56 will be requirements of 21 CFR Part 56 will be 
responsible for the initial and continuing responsible for the initial and continuing 
review and approval of the clinical review and approval of the clinical 
investigation.  Also agree to promptly report to investigation.  Also agree to promptly report to 
the REB all changes in the research activity the REB all changes in the research activity 
and all unanticipated problems involving risks and all unanticipated problems involving risks 
to human subjects or others.  Will not make to human subjects or others.  Will not make 
changes in the research without REB changes in the research without REB 
approval except where necessary to eliminate approval except where necessary to eliminate 
apparent immediate hazards to human apparent immediate hazards to human 
subjectssubjects



Further Responsibilities of PIFurther Responsibilities of PI

PrePre--awardaward
To review the protocol and ensure the study budget To review the protocol and ensure the study budget 
includes all study related activities including patient includes all study related activities including patient 
expenses allowed by REBexpenses allowed by REB
Coordinate contract, REB submission, training of staffCoordinate contract, REB submission, training of staff
Attend Investigator Meetings and Initiation MeetingsAttend Investigator Meetings and Initiation Meetings
Ensure patient population exists for study Ensure patient population exists for study 
inclusion/exclusion criterioninclusion/exclusion criterion
Develop enrolment strategies with CoDevelop enrolment strategies with Co--investigators investigators 
and study staffand study staff
Fill out financial disclosures accuratelyFill out financial disclosures accurately



Clinical Trial RecruitmentClinical Trial Recruitment

Efficient, effective, inclusive and consistent Efficient, effective, inclusive and consistent 
enrollment in clinical trials has been a enrollment in clinical trials has been a 
longlong--standing challengestanding challenge
Twenty years ago, only 3Twenty years ago, only 3--5% of eligible 5% of eligible 
adult cancer patients participated in adult cancer patients participated in 
clinical trials (the percentage is the same clinical trials (the percentage is the same 
today)today)
94% of Americans said that their physician 94% of Americans said that their physician 
has never talked about clinical trialshas never talked about clinical trials
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About 20% of eligible patients are offered About 20% of eligible patients are offered 
a clinical triala clinical trial
75% of those offered a clinical trial 75% of those offered a clinical trial –– enrollenroll
92% of those enrolled are satisfied with 92% of those enrolled are satisfied with 
their experiencetheir experience



Barriers to EnrolmentBarriers to Enrolment

Lack of awareness about the clinical trials Lack of awareness about the clinical trials 
that may benefit patientsthat may benefit patients
Protocol or eligibility criteria that are too Protocol or eligibility criteria that are too 
rigidrigid
Lack of time/person power to explain the Lack of time/person power to explain the 
clinical trial to patientsclinical trial to patients



Successful Strategies to EnrolmentSuccessful Strategies to Enrolment

Physicians are considered a Physicians are considered a ““trusted sourcetrusted source”” of of 
information and patients are more likely to information and patients are more likely to 
participate in a clinical trial if their physician participate in a clinical trial if their physician 
suggests it to themsuggests it to them
AdvertisementAdvertisement
Dedicated health care professional to identify Dedicated health care professional to identify 
potential candidates (dedicated recruiter)potential candidates (dedicated recruiter)
Clinical trial to be considered a treatment optionClinical trial to be considered a treatment option
Positive discussion between doctor and patient Positive discussion between doctor and patient 
is key in eliminating preconceptions regarding is key in eliminating preconceptions regarding 
clinical trial participationclinical trial participation



Good Clinical PracticeGood Clinical Practice

PI is responsible for conducting the study PI is responsible for conducting the study 
in accordance with the standards of Good in accordance with the standards of Good 
Clinical Practice (GCP)Clinical Practice (GCP)
GCP is a standard for the design, conduct, GCP is a standard for the design, conduct, 
performance, monitoring, auditing, performance, monitoring, auditing, 
recording, analysis and reporting of clinical recording, analysis and reporting of clinical 
trialstrials
GCP establishes the conduct of the study GCP establishes the conduct of the study 
according to the protocol and protecting according to the protocol and protecting 
human subjects at all timeshuman subjects at all times



More Responsibilities of PIMore Responsibilities of PI

PI is responsible for assigning personnel PI is responsible for assigning personnel 
to perform various study related activities to perform various study related activities 
(from Co(from Co--investigators to study investigators to study 
coordinators) as specified by the sponsorcoordinators) as specified by the sponsor
PI is responsible to ensure that all PI is responsible to ensure that all 
designated personnel are trained to designated personnel are trained to 
perform study related activitiesperform study related activities
PI is responsible to ensure that GCP/ICH PI is responsible to ensure that GCP/ICH 
guidelines are followed and documentedguidelines are followed and documented



Ultimate Responsibility of PIUltimate Responsibility of PI

The PI will protect the safety The PI will protect the safety 
and welland well--being of all being of all 
participants in the clinical participants in the clinical 
study at all timesstudy at all times



Disqualification of PIDisqualification of PI

Does not comply with the regulations Does not comply with the regulations 
governing clinical researchgoverning clinical research
Falsify data in the investigation or reports Falsify data in the investigation or reports 
to the sponsor and/or Health Canada/FDAto the sponsor and/or Health Canada/FDA
Fines/ImprisonmentFines/Imprisonment
Black List at Black List at www.fda.govwww.fda.gov

List of restricted and disqualified investigatorsList of restricted and disqualified investigators
Once on the list Once on the list –– always on the listalways on the list

http://www.fda.gov/
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