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Voluntary consent absolutely essential

The Belmont report :
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Dr.Mina Forouzandeh. MD-PhD Medical ethics. IUMS



e 1964 World Medical Association created a more
formal statement of ethical principles

- to provide specific guidance to physicians, and any
other interested participants, who work in any
medical research that involves human subjects

- Declaration of Helsinki
- revised several times, the latest in 2008.

- the basis of GCP was formed.

Dr.Mina Forouzandeh. MD-PhD Medical ethics. [IUMS



The Nuremberg Code 1974 e T

e voluntary participation
e Informed consent

e allowing the participant to withdraw from the experiment at
any time

e minimize any risk to the participant

e the benefits of the research should outweigh the potential
risks

Dr.Mina Forouzandeh. MD-PhD Medical ethics. [IUMS
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Goals of Clinical Research

e to increase medical knowledge and improve patient
care

e resulting from clinical research to be valid and
applicable




e Treatment research
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https://www.fda.gov/patients/clinical-trials-what-patients-need-know/what-are-different-types-clinical-research

e Genetic studies
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Clinical trials , general clinical research




the goal of clinical research
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to create a study that can produce a valid and meaningful scientific conclusion
through appropriate statistical methods

can be applied to the real world
a suitable target population
most representative of the population under investigation must be chosen

The results of the research can either improve healthcare or cause unintended
harm to patients

making a well-designed clinical research study essential




clinical study designs

e Observational

generate hypotheses and can be either descriptive or analytic

e experimental

test hypotheses through interventions



Experimental study design
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Experimental study design

intervention A }—-{ outcome

population }Ldom—{ sample R

intervention B -I outcome
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The above graph is a parallel group design with two interventions. A fixed assignment rule is applied. It is a simple,

straightforward design, and everybody understands this design. It is also easy to control for most relevant bias

sources. However, it may not be the most efficient design.

intervention A } —i outcome

intervention B }——l outcome

random

population - sample

N
\‘1 intervention Y |—’{ outcome

intervention Z I -| outcome

The above graph gives a parallel group design with multiple interventions.
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innovation
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Medical practice
- to respond to specific features of patient need
- to respond to innovative ideas of practitioners

) 4

formal research

\ 4

clinical trial ,epidemiology



Boundary between

e Formal research:
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The Oxford

Textbook of

Clinical
Research Ethics




Beneficence

Responsibility Confidentiality




Clinical trial?
Clinical research advances the understanding
of science and promotes human health

s CLINICAL RESEARCH

right for me?

Clirecal research is medical research that
involves people. ****:




Clinical trial
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clinical trials & how to avoid cecs
them

Complexity of trials
Time constraints
Financial demands
Lack of communication
Slow recruitment

Poor retention

Increasing complexity of regulations and compliance
standards

8. Data collection, security ....

N o o k~ W bhpoE



Using technology to improve clinical trial design
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Types of clinical trials

e Pharmaceutical clinical trials
e Disease specific clinical trials, oncology for example
e Medical device clinical trials



Pharmaceutical clinical trials

Preclinical (in vivo) testing
Phase | clinical trials
Phase Il clinical trials
Phase Il clinical trials
Regulatory review meeting
Application Review

Drug labeling
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Disease specific clinical trials

1. Treat cancer

2. Improve clinical oncology

3. Find and diaghose cancer

4. Prevent cancer

5. Manage symptoms of cancer and side effects of treatment



Medical device

e it starts with a small pilot study
e followed by a larger pivotal trial

e |f successful, the manufacturer can then submit the device for
FDA approval
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Phases of clinical trials

What are Clinical
Trial Phases?




Phase | Clinical Trial

e Phase | clinical trials are done to test a new biomedical
intervention for the first time in a small group of people (e.g.
20-80) to evaluate safety (e.g. to determine a safe dosage
range and identify side effects

e A small group of healthy volunteers assesses the safety ,side
effects of a drug



Drug Discovery

Pre Clinical

Phase | Clinical Trials 20 + 100 Volunteers

Phase 2 Clinical Trials

Phase 3 Clinical Trials
FDA Review

Large Scale Production
1Comooum
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Phase Il Clinical Trial 000

e Phase Il clinical trials are done to study an
intervention in a larger group of people (several
hundred) to determine effectiveness

e to further evaluate its safety

Phase 2

e Goal: Preliminary efficacy data in disease state group
- Understand drug effect in population of interest
- Determine optimal dose
e Study Participants:
- Patients in disease state of interest
- 100-400 patients (depends on disease state)

e Design:
- Months to years
- Randomized, placebo-controlled /‘:\
- Dose ranging study -~

Comparative efficacy
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Phase Ill Clinical Trial

e study the efficacy of an intervention in large groups of trial
participants (from several hundred to several thousand)

e by comparing the intervention to other standard or
experimental interventions (or to non-interventional standard
care).

e to monitor adverse effects and to collect information that will
allow the intervention to be used safety

e This provides a larger sample size, creating a much greater data
pool to measure its benefits, effectiveness, or adverse
reactions



Phase IV Clinical Trial oo

after an intervention has been marketed.

These studies are designed to monitor the
effectiveness of the approved intervention in the
general population

to collect information about any adverse effects
associated with widespread use over longer periods
of time.

They may also be used to investigate the potential
use of the intervention in a different condition, or in
combination with other therapies



Clinical Trials

Drug Submitted
for FDA Approval
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Ethical conditions In a study

e A study must be scientifically valid design
e Shuddy science is never ethical

e A study must address a question of sufficient values to
iIndividual to justify the risk

e A study must be conducted honesty approved protocol
e Study findings must be reported accurately and promptly
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Ethics in Clinical Research
Ethical Guidelines

e The ethical guidelines response to past abuses,

e Various ethical guidelines were developed in the 20th
century in response to such studies



Dr. Christine Grady, chief of the NIH
Clinical Center Department of

Bioethics ROV C1C
. . . 000

When people are invited to participate in | ee®®

research, there is a strong belief that it :'

should be their choice based on their
understanding of what the study is about,
and what the risks and benefits of the
study are




 Itis important to remember the individuals who
volunteer to participate in research.

- There are precautions researchers can take — in
the planning, implementation and follow-up of
studies — to protect these participants in research.

- Ethical guidelines are established for clinical
research to protect patient volunteers and to
preserve the integrity of the science.
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Principle Definition Explanation
Beneficence 3 uty to do more good *The trial must address important scientific quastions
than harm ]

» The participants in the trial must not be subject to

Non- undue risk of harm

Duty not to cause harm

malfeasance » The results of the trial must not be used in ways that

do not benefit society

» All rights of participants must be honored
Respect for an individual’s  « Participants must be informed of all potential

Individual right to be his/her own benefits and risks and give their consent to
rights oerson and choose course  participate.
of action * Participants must be free to withdraw their consent
at any time

Control over one’s body and
oersonal information, and « Confidentiality of all information about participants

Privacy ‘reedom from interference must be protected
with personal choices
« All potential eligible participants should have equal
Justice/ =air, equitable treatment for access to participation, irrespective of the
Equity all socioecoomic, racial, or other demographic

differences
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» NIH Clinical Center researchers published seven main
principles to quide the conduct of ethical research:

» Social and clinical value

» Scientific validity

» Fair subject selection

» Favorable risk-benefit ratio

» Independent review

» Informed consent

» Respect for potential and enrolled subjects




Is the intervention
therapeutic?

/

Yes
Does the intervention
satisfy equipoise?
Yes Mo
Acceptable Not
: Acceptable

No

Minimize risks, then ask: Are the
risks reasonable given the

knowledge to be gained?

Yes No
Acceptable Not

: Acceptable

Figure 47.1. Dual-Track Assess-
ment of Individual Interventions
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Ethical guideline in clinical trial
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