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Nuremberg Code

> 1946-1947 20 physicians of Nazi Germany.
were tried for murder, torture and other
atrocities committed In the name of
medical science

> Resulted in the 10 point Nuremberg Code
which focuses on the ethical treatment of
humans In non-therapeutic research, the
elements described form the cornerstone
for the guidelines and regulations we have
teday.




The Helsinki Declaration

> Adopted by the 18" World Medical
Association General Assembly In Helsinki
In June 1964 and amended periodically

> Last amended in 2004

> The WMA developed the Declaration as a
statement of ethical principles to proevide
guidance to physicians and other
participants in medicall research invoelving
Auman subjects




> In medical research on human subjects
considerations related to the well-being of
the human subject should take
precedence over the interests of science
and society

> At the conclusion of the study, every
patient entered into the study should be
assured of access to the best proven
prophylactic diagnostic and therapeutic
methods as identified by the study:




The Belmont Report

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

> Three Basic Principles:
o Respect for persons
o Beneficence
o Justice




International Conference on
Harmonisation (ICH)

> Established in 1990 to maintain a forum
petween regulatory authorities and the
oharmaceutical iIndustry in the European
Union, USA and Japan in order to ensure
a more timely introduction of new
medicinal preducts and their availability to
patients




ICH Guidelines

> The objective Is to Increase international
harmonisation of technical requirements to
ensure that safe, effective and high guality
medicines are developed and registered In
the most efficient and cost-effective
manner

> 10 promote public health, prevent
LUnnecessary duplication ofi clinical trials in
humans and minimize animal testing
Without compromising safety and
effectiveness




Principal Investigator (P1)

> According to regulations (21 CER 312.3)

o An Individual who actually conducts a clinical
Investigation

o [he person under whoese immediate direction
the Investigational drug Is administered or
dispensed to a subject

o [ he leader of the team of Investigators

o Usually a physician, although a Pharm D' or
PhD can be Pl as leng as a physician Is a co-
Investigator




Selection of the Pl

> Pl Eligibility
o Based on the assumption that the Pl has
sufficient training and experience for the

responsible management ofia spensored
oroject

o Reqguires a background that includes training,
knowledge and familiarity of all the iIssues and
areas of expertise related to the project or
protocol




Responsibility of the Pl

> By signing the Qualified Investigator

Undertaking (QIU) for Health; Canada
and/or the FDA 1572 the PI:

o Agrees to comply with the regulations of CFR
Title 21 which states the Pl assumes the

responsibility of the entire conduct of the
study at his/her site

o IS accountable for everything that happens
during the course of the study




B Cla Shaw
QUALIFIED INVESTIGATOR UNDERTAKING

An ymdertaking mmst be completed by the qualified investigator respensible for the condurt of the
climical trial at the site specified below. The completed undertaking nmst be retamed by the clinical trial
sponsor for a petiod of 25 years.

Please note that the Qualified Investigator Undertaking should not be submitted to Health
Canada unless requested.

PART 1 - Clinical Trial Protocol Information
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Qualified Investigator Undertaking

> Pl certifies that:

o Physician or dentist and a member in good
standing ofi a professional medical or dental
association as defined in Part C Division 4 of
the Food and Drug Regulations

o Will supervise the medical care and medical
decisions respecting this clinical trial at this

site




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

person




DEPARTMENT OF HEALTH AND HUMAN SERVICES Fom Approved: OMB No. D310-0014.
FOOD AND DRUG ADMINISTRATION Expiration Dabe: May 31, 2009.

See OME Sfatement on Reverse.
STATEMENT OF INVESTIGATOR
(TITLE 21, CODE OF FEDERAL REGULATIONS (CFR) PART 312)
{See instructons on reverse side.)

a compieted, signed Statament of
Form FOA 1572 {21 CFR 312.53{c)).

MAME AND ADDRESS OF INNESTIGATOR

EDUCATION, TRAINING, AND EXPERIENCE THAT QUALIFIES THE INWESTIGATOR AS AN EXPERT IN THE CLIMICAL INWESTIGATION OF THE
DRLG FOR THE LISE UNDER INWESTISATION. ONE OF THE FOLLOWING I3 ATTACHED.

Dm VITAE DDT}-E’{SI’ATBEN’I’ OF QUALIFICATIONS

MAME AND ADDRESS OF ANY MEDRCAL SCHOOL, HOSAITAL OR OTHER RESEARCH FACILITY WHERE THE CLINICAL INVESTIGATION{S) WILL
BE COMDUCTED.

MAME AND ADDRESS OF ANY CLINICAL LABORATORY FACILITIES TO BE USED IN THE STUDY.

MAME AND ADDRESS OF THE INSTITUTIONAL REVIEW BOARD (IRE] THAT IS RESPONSIELE FOR REVIEW AND APPROVIAL OF THE STUDYIES).

5| WHO WILL BE ASSISTING THE INVEETIGATOR IN THE

MAME AND CODE NUMBER, IF ANY, OF THE PROTOCOLS) IN THE IND FOR THE STUDNIES) TO BE COMNDUCTED BY THE INVESTIGATOR.
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EDA 1572

> Commitments:

o Agree to conduct the studies In accordance
with the relevant, current protocol and will
only make changes in a protocol after
notifying the sponsoer except When necessary.
o protect the safety, rights or welfare of
subjects

o Agree to personally conduct or supervise the
described investigations




o Agree to inform any patients or any persons
used as controls, that the drugs are being
used for investigational purpeses and will
ensure that the reguirement relating to
obtaining informed consent in 21 CER Part 50
and REB review and approval in 21 CER Part
56 are met

o Agree to report to the sponsor adverse
experiences that occur in the course of the
Investigation in accordance with 21 CFER
312.64

o [Have read and understand the infermation; In
the Investigator’s Brochure, including the
potential risks andl side effects of the drug




o Agree to ensure that all'associates,
colleagues, and employees assisting In the
conduct ofi the studies are informed about
their obligations In meeting the above
commitments

o Agree to maintain adeguate and accurate
records In accordance with 21 CFR 312.62
and to make those records available for
Inspection in accordance with 21 CFER 312.68

o Agree to comply with all other requirements
regarding the obligations of clinical
Investigations and all other pertinent
requirements




o [0 ensure that the REB complies with the
requirements of 21 CER Part 56 will be
responsible for the initial and continuing
review and approval of the clinical
Investigation. Also agree to promptly report to
the REB all changes in the research activity
and all unanticipated preblems invoelving risks
to human subjects or others. Will not make

nanges in the research without REB

C
c
cl

0

0

Su

proval except where necessary to eliminate
parent iImmediate hazards te human

Djects




Further Responsibilities of Pl

> Pre-award

To review the protocol and ensure the study budget
Includes all study related activities including patient
expenses allowed by REB

Coordinate contract, REB submission, training of staff
Attend Investigator Meetings and Initiation Meetings

Ensure patient population exists for study.
Inclusion/exclusion criterion

Develop enrolment strategies with Co-investigators
and study stai

Eill out financial disclosures accurately:




Clinical Trial Recruitment

> Efficient, effective, inclusive and consistent
enrollment in clinical trials has been a
long-standing challenge

> Twenty years ago, only 3-5% of eligible
adult cancer patients participated In
clinical trials (the percentage Is the same
today)

> 949% ofi Americans said that their physician
has never talked about clinical trials

SoCRA Source February 2010 Issue 63




> About 20% ofi eligible patients are offered
a clinical trial

> (5% of those offered a clinical trial — enroll

> 929% of those enrolled are satisfied with
their experience




Barriers to Enrolment

> Lack of awareness about the clinical trials
that may benefit patients

> Protocol or eligibility criteria that are too
rgid

> Lack ofi time/person power to explain the
clinical trial to patients




Successful Strategies to Enrolment

> Physicians are considered a “trusted source™ of
iInformation and patients are more likely to
participate in a clinical trial it their physician
suggests It to them

> Advertisement

> Dedicated health care professional to identify
potential candidates (dedicated recruiter)

> Clinical trial to be considered a treatment option

> Positive discussion between doctor and patient
IS key in eliminating preconceptions reganding
clinical tral participation




Good Clinical Practice

> Pl Is responsible for conducting the study.
In accordance with the standards of Good
Clinical Practice (GCP)

> GCP Is a standard for the design, conduct,
performance, monitoring, auditing,
recording, analysis and reporting of clinical
trials

> GCP establishes the conduct of the study.
according to the protocoll and pretecting
human subjects at all' times




More Responsibilities of Pl

> Pl Is responsible for assigning personnel
to perform various study related activities
(from Co-investigators to study
coordinators) as specified by the sponsor

> Pl Is responsible to ensure that all
designated personnel are trained to
perform study related activities

> Pl Is respoensible to ensure that GCP/ICH
guidelines are foellowed and documented




Ultimate Responsibility of Pl

> TThe Pl will protect the safety
and well-being of all
participants in the clinical
study at all times




Disqualification of Pl

> Does not comply with the regulations
governing clinical research

> Falsify data in the investigation or reports
to the sponsor and/or Health Canada/FDA

> Fines/Imprisonment
> Black List at ww\.ida.goV,

o LISt of restricted and disgualified investigators
» Once on the list — always on the list



http://www.fda.gov/
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