pip—

re 2 B |

A\

.









e \What 1s an informed consent and
why IS It used In research?

* Why Is'It Important to have an
Informed consent?

e What 1s a consent document?
e \What 1s-thé informed consent form



The Nuremberg Code (1947)

The Nuremberg Code

— Voluntary informed consent

— Likelihood of some good resulting

— Based on prior research {animal models)

— Avoidance of physical or psychological injury or harm
— Benefits should outweigh risks

— Proper experience of researcher

— Right to withdraw consent

— Research must stop if harm is resulting

{(no specific mention of children, unconscious people, or
others who may not be competent to give consent)



“Beginning in the 1930s, 399 men signed up with the
U.S. Public Health Service for free medical care. The
service was conducting a.study on the.effects of syphiis
on the human body.. The men were never told they had
syphilis. They were told they'had "bad blood" and were
denied access to treatment, even for years afterpenicillin
came into use in ' 1947. By the time the study was expased
In'1972, 28 men had died of syphilis, 100 others were
dead of related complications, at least 40-wives had been
Infected and 19 children had contracted the disease at
birth."


http://www.tuskegee.edu/global/Story.asp?s=1211670
http://www.tuskegee.edu/global/Story.asp?s=1211670




The Belmont Report

» Created In reaction to previous human
subject violations (e.g. Nuremberg Trials
on human experimentation; Tuskegee
Syphilis Experiment, etc.)

« Named after the conference room where
the Commission.convened at the
Smithsonian Institution’s Belmont

Conference Center; held in 1976.



Respect for Persons

* Treat people as autonomous (having
the right to self-govern) agents

e Protect those who have diminished

autonomy (vulnerable popu

lations),

e.g. children, prisoners, elc

erly



Development.of Helsinki Declaration,

“=the 18th WMA General-Assembly,-Helsinki, Finland, June
1964,

= The 29th WMA General Assembly, Tokyo, Japan, October
1975

=" The'35th WMA"General Assembly, Venice, Italy, October 1983

“The 41st WMA General Assembly, Hong Kong, September
1989

“ The 48th WMA General Assembly, Somerset West, Republic
of South Africa, October 1996

% The 52nd WMA General Assembly, Edinburgh, Scotland,
October 2000

“ Note of Clarification on Paragraph 29:added by the WMA
General Assembly, Washington 2002

“ Note of Clarification on Paragraph 30 added by the WMA
General Assembly, Tokyo 2004

== Sixth revision, 59th Meeting, Seoul 2008

<= Seventh revision, Fortaleza, Brazil 2013 %



Declaration-of Helsiaki

* 34. The physician must fully inform the
patient which aspects of the care are related
to.the research. The refusal of a'patient to
participate in a study or the patient’s
decision to withdraw from the study must
never interfere with the patient-physician
relationship.

* ‘Prnciples 22-29 in“Declaration of Helsinki
also relate to informed consent
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Numerous barriers to the informed consent
process exist among-patients,-including

* impaired decisional capacity,

* iImpaired cognition,

* language barriers,

* illiteracy,

* Insufficient time and.communication
* vulnerable groups

- Clinical-Equipoise






b suadb i adliso
Equipoise (CE) Clinical

* .CE Is an attempt to answer the RCT
dilemma
— RCT Iis ethical only if the medical community is

genuinely:uncertain which of two treatment
arms’is superior

= No subject randomized-to a treatment knownsto
be inferior



Therapeutic Misconception

* Blurring the distinction between research
and therapy (e.g., similarity position) risks
undermining the entire process of
informed consent

* Research subject’s belief that enrolling in
research trial will (with certainty) provide
direct therapeutic benefit, despite what
appears to be an adequate informed consent

Process



Clinical Equipoise...

 CE promotes the therapeutic misconception
at all levels (subject, investigator, IRB)

* The patient-subject who thinks heis getting
Individualized therapy when in‘fact he Is
being treated according to a research
protocol cannot give informed consent



Therapeutic Misconception...

* - 40-80%_of subjects showed basic
misunderstandings of research trial design

* Have Things Improved?

“Our current research suggests that as
many as 70% of subjects In a wide variety of
clinical research studies may.suffer from a
therapeutic misconception.



Where Does the Misconception
Originate?

* Assumption: subject’s psychqlogical need
for an-effective cure for her disease, despite
honest effort at infermed consent

o If Investigator confuses clinical research

with clinical therapy, stage iIs'set for subject
to.get erroneous Impression as.te basic
nature-of the setting and activity



Conclusions

* Therapeutic misconception is a:major
practical problem in research

* Solid understanding of research ethics
reqguires-the clear distinction between
research . and therapeutic contexts
(Difference Position)



Conelusions: ...
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I's deception of subjects allowed-when doing
research?

* Asageneral rule, deception IS hot acceptable
when doing-research-with humans. Using
deception jeopardizes the integrity of the
Informed consent process and-could harm
participants, as well as.eroding trust between
the public and researchers.

* |n some Instances deception IS necessary to
conduct the.research



IS deception...

* The IRB will carefully review any -proposal
that suggests using deception or
misrepresentation. They will require an in-
depth justification of why deception IS
necessary-for the study and the steps that
will be taken to safeguard participants,
Including a plan to debrief subjects at the
end’of the.research.
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1.Nature and purpose of study. stating.it.as
research

2. Duration of participation with number of
participants

3. Procedures to be followed
4. Investigations to be performed

5. Foreseeable risks and discomforts
adequately described and whether project
Involves more than minimal risk

6. Benefits'to participant, community or
medical profession as may be applicable

/. Policy on compensation



8: Availability of medical treatment for such
Injuries or risk management

9. Voluntary participation
10. Steps taken for ensuring confidentiality
11. No loss of benefits on withdrawal

12. Storage period of biglogical sample and
related data with choice offered to participant
regarding future use of sample, refusal for
storage and receipt of its results

13. /A copy ofithe participant/patient
Information sheet should be given to the
participant for her/"his record.
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jeopardise
* put (someone or.something) Iinto a situation

In which.there Is a danger of loss, harm, or
farluree:-rode

* erode; gradually destroy or be gradually
destroyed



Belmont Report -Principles
» Respect for persons = Informed.Consent

* Beneficence 7 Risks/Benefits

 Justice ' . Enrollment
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Held for the purpose of bringing Nazi war criminals to justice, the Nuremberg trials were

a series of 13 trials carried out in Nuremberg, Germany, between 1945 and 1949. The
defendants, who included Nazi Party officials and high-ranking military officers along with
German industrialists, lawyers and doctors, were indicted on such charges as crimes
against peace and crimes against humanity. Nazi leader Adolf Hitler (1889-1945)
committed suicide and was never brought to trial. Although the legal justifications for the
trials and their procedural innovations were controversial at the time, the Nuremberg
trials are now regarded as a milestone toward the establishment of a permanent
international court, and an important precedent for dealing with later instances of

The Road to the Nuremberg Trials

Shortly after Adolf Hitler came to power as
chancellor of Germany in 1933, he and his
Nazi government began implementing policies
designed to persecute German-Jewish people
and other perceived enemies of the Nazi
state. Over the next decade, these policies
grew increasingly repressive and violent and
resulted, by the end of World War Il (1939-
45), in the systematic, state-sponsored
murder of some 6 million European Jews
(along with an estimated 4 million to 6 million
non-Jews).

In December 1942, the Allied leaders of Great
Britain, the United States and the Soviet
Union '"issued the first i1oint declaration

genocide and other crimes against humanity.

the defendants and prevent later accusations
that the defendants had been condemned
without evidence.

There were many legal and procedural
difficulties to overcome in setting up the
Nuremberg trials. First, there was no
precedent for an international trial of war
criminals. There were earlier instances of
prosecution for war crimes, such as the
execution of Confederate army officer Henry
Wirz (1823-65) for his maltreatment of Union
prisoners of war during the American Civil
War (1861-65); and the courts-martial held by
Turkey in 1919-20 to punish those responsible
for the Armenian genocide of 1915-16.
However, these were trials conducted
according to the laws of a single nation rather
than, as in the case of the Nuremberg trials, a
group of four powers (France, Britain, the
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* Informed consent protects the individual’s
freedom of choice and respect for
individual’s autonomy and is given
voluntarily to’participate in research or not.
Adequate information about the research Is
given in a simple and easily understandable
unambiguousidanguage in a document
known-as the Informed Consent Form with
Participant/ Patient. Information Sheet.
The latter should have following
components as may be applicable :



Clinical Equipoise-1V

» CE promotes the larger misconception that
both physicians and research studies are
nothing but retail pharmacies
— Focuses solely on what treatment Is.received,

not how-the setting«s designed or how
treatment decisions are made



- (Consent - General Principles
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Clinical Equipoise...

o “The Declaration of Geneva ...binds the
physician with the words, ‘The health of my
patient will. be my first consideration.’”

o “The primary purpose.of medical research...is
to iImprove prophylactic, diagnostic and
therapeutic procedures and the understanding
of the aetiology and pathogenesis of disease.”

— Declaration of Helsinki, WMA, 2000



* The Informed consent should be brief in
content highlighting that it i1s given of free
will or voluntarily after understanding the
Implications of risks and benefits and s/he
could withdraw without loss of routine care
benefits. Assurance is given that
confidentiality would be maintained and all
the 1nvestigations/ interventions would.be
carried out only after consent iIs obtained



* Informed consent protects the individual’s
freedom of choice and respect for
mmdividual’s autonomy and is-given
voluntarily to participate in research or not.
Adequate information about the research. is
given in a.simple and-easily understandable
unambiguous language in‘a document
known asithe Informed Consent Form with
Participant/ Patient Information Sheet.
The latter should-have following
components as may be applieable :
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