chapter 6

InNformed Consent
and Disclosure

“Every human being of adult years and sound mind has a right to determine what shall
be done with his own body.”

—Scholendorff v. Society of New York Hospital,
105 N.E. 92, 93 (1914)
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Chapter 6

Informed Consent and Disclosure

Communication is as important in research as
in other professional endeavors. The communi-
cation between a physician or researcher and a
patient or research subject will vary based on the
situation faced by the parties involved. A physi-
cian who is removing a tumor from a patient is
likely to focus on several issues that differ from
those faced by a researcher who is obtaining blood
samples from healthy donors for a clinical re-
search trial. Although the dynamics of these two
situations differ, an informed consent based on
the communication of optimal information re-
mains the desired result.

Consent must generally be obtained from pa-
tients and research subjects prior to specimen
removal for treatment or experimentation. In-
formed consent refers to a person’s agreement
to allow the activity to happen, based on full dis-
closure of the facts needed to make a decision in-
telligently. Informed consent has several compo-
nents: disclosure, comprehension, voluntariness,
competence, and consent (11). Consent is a proc-
ess, not a form. The process represents a two-
way flow of information between caregiver and
patient about the risks and benefits of treatment,
leading to an agreement and course of action.

Once there has been a sufficient exchange of
information by both parties, and assuming that
the prerequisites of legal and mental capacity and
voluntariness are in place, the patient is in a posi-
tion to make an informed and voluntary choice.
After a choice of treatment is made and the clini-

cian agrees to carry it out, the consent process
is usually complete, The practitioner may then
perform the procedures that have been author-
ized by the patient.

Although the consent process is completed prior
to undertaking medical treatment, subsequent
diagnostic or therapeutic measures can call for
changes in the treatment plan originally agreed
to by the physician and the patient. This situa-
tion requires new disclosures of pertinent infor-
mation, a continuing dialog and exchange of in-
formation, and a new or modified authorization
for treatment.

Health facilities, legislation, or regulations may
require a written, signed consent. Some type of
written record of the consent process is often nec-
essary to satisfy requirements regarding the qual-
ity of treatment, insurance claims, and legal de-
fense. A consent form cannot replace the dialog
between the clinician and patient; its proper role
is to document that an exchange of information
has taken place.

In any discussion of informed consent, it must
be realized that many problems that arise can only
be settled on a case-by-case basis. The parties in-
volved often enter the consent process equipped
with varying degrees of comprehension, compe-
tence, and voluntariness of action. This chapter
will discuss these problems, as well as investigate
the protections available to research subjects and
patients,

CONSENT REQUIREMENTS FOR MEDICAL TREATMENT
AND HUMAN RESEARCH

Consent requirements take many forms and are
based on different principles. Professional medi-
cal societies have traditions concerning informa-
tion exchange with patients. Other requirements
emerge from common law, while others are based
on State or Federal laws and regulations.

Common Law Consent for
Medical Treatment

Common law has developed two different the-

ories of consent. The traditional view, based on
the law of battery, holds that unauthorized treat-
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ment is actionable as an intentional tort (3). As
such, there is no need to prove actual harm to
the patient. Although the traditional view is fol-
lowed in some jurisdictions, it is now well-recog-
nized in common law that the law of battery is
generally inadequate to deal with most contem-
porary consent issues. Patients who claim they
received inadequate information about a proce-
dure are not in a position to say that treatment
was not authorized. Unless the patient can dem-
onstrate fraud, misrepresentation, or breach of
contract, there is no recourse.

The common law in some States has recognized
this problem and a new theory of consent law
has emerged. Based on the law of negligence, a
patient can claim that the consent was invalid be-
cause the authorization was based on inadequate
disclosure of information. There is no need to
prove that the defendant had intentionally tried
to harm or deceive the patient. Rather, based on
the law of negligence the plaintiff must prove:

. the appropriate standard of disclosure;

. that a breach of that standard took place;

. that as a reasonably foreseeable consequence
of this breach, the patient was harmed; and

. that had the patient been properly informed,
consent to the procedure would have been
withheld (24).

Important elements also include the voluntari-
ness of consent, mental capacity, legal capability,
scope of disclosure of information, and exceptions
to the general rules for consent.

State Statutory Requirements for
Medical Treatment

Several States have enacted so-called “consent
to treatment” legislation. The impetus for many
of these laws was the malpractice crisis of the
1970s. Many State legislatures also have passed
malpractice reform laws, including provisions
governing consent lawsuits (8) and the require-
ments for a valid consent (33). The negligence the-
ory of consent has been given legislative recogni-
tion (27), and in some instances the right to bring
consent actions on the theory of assault or bat-
tery has been removed,

Much of the State legislation concerning in-
formed consent deals with setting requirements
for information disclosure. These laws also con-
tain the permissible grounds for not disclosing in-
formation to patients. Nondisclosure provisions
are often found in statutes that delineate the ele-
ments necessary for a consent lawsuit or that
specify valid defenses to consent actions. Medico-
legal emergencies (13,15), therapeutic privilege
(2,28), and requests by patients not to be informed
(9,29) are examples of legislative exceptions to the
requirements for a valid consent.

Federal Consent Requirements for
Human Research

Following World War 11, the subject of human
research generated much international, Federal,
and State discussion. This produced a wide vari-
ety of pronouncements (25), guidelines (10), stat-
utes (20)30), and regulations (45 CFR 46, 21 CFR
50) governing human research.

There are two main bodies of Federal regula-
tions governing human research. Promulgated by
the Department of Health and Human Services
(DHHS) and the Food and Drug Administration
(FDA), the regulations detail the elements neces-
sary for informed consent to research and the
documentation of that authorization, The DHHS
regulations govern research conducted or funded
by the Department, including the National Insti-
tutes of Health (NIH) (45 CFR 46). The FDA regu-
lations govern clinical investigations that support
applications for research or marketing permits
for products such as drugs, food additives, bio-
logical products, and medical devices (21 CFR 50).

The DHHS regulations have been recognized as
being the primary Federal requirements govern-
ing the protection of human research subjects.
The Interagency Human Subjects Coordinating
Committee, which has representatives of 17 Fed-
eral agencies, has proposed that the DHHS regu-
lations serve as a model policy for all Federal de-
partments and agencies (51 FR 20204).

As with the requirements for consent found in
the traditional treatment context, the DHHS reg-
ulations make it clear that consent to research
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must be obtained from the subject or his legal rep-
resentative in circumstances that minimize the
prospect of coercion or undue influence (45 CFR
46,1 16). The regulations specifically address is-
sues such as confidentiality, compensation for
research-related injuries, the right to withdraw
from research without incurring a penalty or loss
of rights, and optional disclosure requirements
that can be imposed.

The regulations are quite specific in terms of
consent documentation (45 CFR 46.117). In most
instances, a written, signed consent is required
prior to initiating research. The regulations rec-
ognize two types of consent documents, the so-
called long form and the short form. The long form
encompasses all the consent elements required
under the Federal regulations. The short form in-
dicates that the subject or the subject legally au-
thorized representative has been given a verbal
account of the required information. The form
must be signed by the research subject or repre-
sentative. The subject or representative must also
be given a written summary of the oral explana-
tion approved by the Institutional Review Board
(IRB). For such a consent to be valid, the verbal
disclosure must be witnessed by another person
who, along with the subject or representative,
must sign the short-form consent document. The
person who obtains the authorization must also
sign the short-form consent.

In specific situations, the DHHS regulations pro-
vide that consent requirements can be waived.
Waiver can occur when the IRB determines that:

. there is no more than a minimal risk to
subjects;

« the waiver will not have an adverse impact
on the rights and welfare of subjects;

« without the waiver, it would not be practical
to carry out the research; and

. under appropriate circumstances, additional
details will be given to subjects following their
participation in the research project (45 CFR
46.1 16(d)).

Under FDA regulations, exceptions to general
consent requirements are allowed when it is not
feasible to secure an authorization prior to using
the test article or to preserve the life of the re-
search subject (21 CFR 50.23), However, there is

a general prohibition on using exculpatory lan-
guage to release the investigator, institution, or
sponsor from liability for negligence (45 CFR
46,116; 21 CFR 50.20).

Aside from its general consent regulations,
DHHS has special provisions governing research
using fetuses, pregnant women, and human in
vitro fertilization (45 CFR 46.201-46,211); prisoners
(45 CFR 46.301-46.306); and children (45 CFR
46.401-46.409).

State Consent Requirements for
Human Research

California, New York, and Virginia have legis-
lated specific consent requirements for human
research (5, 18)31). Each of these State laws makes
it clear, however, that research subject to Federal
regulatory requirements is exempt from State pro-
visions (7)21,32), other States have less detailed
legislative provisions regarding human research.
These laws, frequently codified under State nurs-
ing home or long-term care statutes, are usually
part of patients’ rights legislation and simply in-
dicate that informed consent is required for per-
sons enrolled in human research (16,17). other
provisions indicate that individuals may decline
to participate in human research (4,23).

The fact that only a few States have enacted
detailed legislation governing consent and human
research, even though Federal regulations apply
directly only to federally sponsored research and
clinical investigations, may reflect a belief that the
States are not equipped to regulate or monitor
human research. It could also be interpreted to
mean that State legislators do not believe the sub-
ject is so pressing as to require legislative initia-
tives. Another possible explanation is that Federal
regulations are so detailed—and that IRBs tend
to judge all research according to federally man-
dated standards even if not federally sponsored-
that there is little need for further legal controls
at the State level.

Although human research has not generated
much legislative response at the State level, the
laws that have been enacted convey a rather clear
message regarding the well being and needs of
research subjects, These State laws require a
voluntary authorization prior to participation
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from either a competent research subject or, in
some instances, the subject’s legal representative,
with a considerable emphasis on a written in-
formed consent.

Institutional Review Boards

DHHS regulations require institutions perform-
ing human subject research to create and use In-
stitutional Review Boards to review proposed re-
search projects for compliance with detailed
human subject research regulations if the research
is funded by the Department or its constituent
agencies (45 CFR 46.103(b)).

Since NIH is the primary source of funding for
biomedical research undertaken at medical schools,
graduate science programs, and research hospi-
tals, the regulations appear at first glance to cover
human specimen research. However, research in-
volving pathological or diagnostic specimens is ex-
empt if the specimens are publicly available (for
instance, from a tissue culture depository) or if
the information is recorded by the investigator
in such a manner that subjects cannot be identi-
fied (46 CFR lo).

OTA commissioned a survey of the IRBs serv-
ing 23 medical institutions to determine the prac-
tices of these institutions with respect to informed
consent for specimen procurement and research.
Of 22 responding institutions, none reported any
special cases or problems arising with respect to
using human biological materials. The survey sug-
gests that IRBs hold researchers to more strin-
gent ethical standards than are required by law.
All of the IRBs reported that the same standards
are used to review and justify all research projects
in their institutions, regardless of the source of
funding, even though compliance is only man-
dated for federally funded projects.

Voluntariness of Consent

Voluntariness of consent is an important con-
sideration in treatment and research. For a con-
sent to be voluntary, the authorization must be
given freely. There should be no suggestion of un-
due influence or coercion. In reality, it is hard to
insulate the patient or research subject from the
most subtle—let alone sometimes overt—institu-
tional and social pressures.

Patients may agree to treatment to avoid con-
frontation or to satisfy some personal, family, or
social objective. Indeed, some patients suffering
from serious medical problems may not be capa-
ble of a totally voluntary consent if the alterna-
tive to a proposed procedure is the prospect of
lingering illness or death.

When the prospect of commercial gain is intro-
duced into the research setting, concern arises
about the voluntariness of consent. Will subjects
be unduly influenced by the knowledge of possi-
ble commercial gain? Will researchers unduly in-
fluence or coerce subjects who are the source of
marketable, biological material? If these are gen-
uine concerns, what steps can be taken to mini-
mize the prospect of a less than voluntary con-
sent?

Factors Influencing Voluntariness
of Consent

A variety of factors can influence the voluntar-
iness of consent to participate in research. Three
of these are:

. satisfying psychological, emotional, or medi-
cal needs;

. desire to please others; and

. the prospect of financial gain.

There is no doubt that for many subjects, par-
ticipation in human research satisfies some psy-
chological, emotional, or medical need. The psy-
chological or emotional impetus for taking part
in a study may not be clearly defined, but afflic-
tion with or recovery from a serious illness, or
the loss of a loved one, are sometimes rationales
for research participation. Taking part in a study
sometimes satisfies a need for attention, In most
instances, it is not troublesome that a subject par-
ticipates in a research project to satisfy an emo-
tional or psychological need. However, when re-
searchers who are aware of this inner need exploit
it to gain consent, then voluntariness becomes an
issue. Controlling this problem can be difficult,
particularly because the undue influence may be
quite subtle yet very effective. IRBs and research-
ers alike must be diligent to safeguard against this
problem.

The desire to please others can also pressure
people into participating in research. This is par-
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ticularly of concern among those persons who see
their participation as a way to gain the favor of
someone in authority or for whom they have con-
siderable respect. Considerable doubt can be cast
on the ability of subjects in a dependent relation-
ship to achieve a voluntary consent. Prisoners and
those in long-term care facilities typify such po-
tential subjects. Such concerns are embodied in
the DHHS regulations dealing with prisoners as
research subjects (45 CFR 46.301-46.306). How-
ever, this problem can also manifest itself in other
dependent groups (e.g., children, the elderly).

The prospect of financial gain may also influ-
ence a subject’s decision to give consent. If a
researcher places considerable emphasis on the
prospect for financial gain with impoverished re-
search subjects, such information may be an un-
due influence. Even compensation for expenses
and inconvenience could provide some impetus
to participate. The question remains whether
these influences are inherently bad, or if not, are
so strong as to be unwelcome. If so, safeguards
could be designed to minimize their effect.

Legal Dynamics of the Physician/
Researcher and Patient/Research
Subject Relationship

Like the relationship between a physician and
a patient, the physician/researcher liaison with
a patient/research subject is one of a fiduciary
trust. The physician/researcher owes a special
duty of care to patient/research subjects and must
not act in a way that jeopardizes the rights and
welfare of participants. This includes obtaining
authorizations for participation in research in a
manner that is free of undue influence and based
on a fair and comprehensive disclosure of infor-
mation.

The danger of undue influence is as real in the
research setting as it is in the medical treatment
context. The results can be far worse in the treat-
ment context, however, where subjects who agree
to unnecessary procedures or tests must pay
health facilities or clinicians. Moreover, in the
treatment setting the institutional and IRB safe-
guards for human subjects are often not present.

For some physician/researchers, the prospect
of commercial gain can represent a conflict of

interest. Two distinct duties are present: one as
a principal investigator and the other as an at-
tending physician to the patient/research subject.
The interests of the researcher maybe far differ-
ent from the concerns of the attending physician.
The researcher may see the subject as an invalu-
able source of scientific knowledge or perhaps
commercial gain. The physician sees a patient re-
quiring careful diagnostic testing and treatment.
When the researcher and attending physician are
the same person, the desire for financial gain could
overshadow the concern for the well-being of the
patient/research subject. Research might be car-
ried out that would ordinarily be avoided and
treatment that would usually be conducted might
not be pursued.

Commercial gain is not the only motivation for
unduly influencing physician/researchers. For
some, the potential for public or scientific rec-
ognition may be more of an impetus to unduly
influence subjects than the thought of reaping fi-
nancial reward. While it may be difficult to dis-
cern public or peer recognition as a cause for
concern, the potential exists for the physician/
researcher to conduct himself/herself in a man-
ner that unduly influences the subject.

It is difficult to determine whether or not un-
due influence is a serious problem in medical-
based human research. If it is, there are limits
to what can be done to eliminate it. Educating phy-
sician/researchers about the proper means of ob-
taining consent, monitoring the consent process,
requiring consent documentation, and taking ap-
propriate action when discovering instances of
undue influence are all practical options. In addi-
tion, professional boards can discipline those who
have acted improperly.

The ability of research subjects to perceive un-
due influence should not be discounted. The ef-
fect of the consumer movement has spread to
health care and patients have become more reluc-
tant to agree to treatment without first being satis-
fied of the need for and the costs of it. Patient-
research subjects, too, are likely to inquire about
the purpose, needs, and benefits of studies.

Finally, when enforced properly, the current
Federal human research regulations provide a con-
siderable degree of protection against undue in-
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fluence in the consent process. Full enforcement
of current provisions along with proper disclo-
sure of the prospect for commercial gain may

therefore be the most practical safeguards against
undue influence with respect to human tissues
and cells of potential commercial value.

DISCLOSURE REQUIREMENTS

For a consent to be valid, the patient or research
subject must be given an adequate amount of in-
formation with which to reach a reasoned choice,
Perhaps no other aspect of consent has generated
more case law and discussion among scholars than
the extent of required disclosure of information.

Disclosure requirements can vary in different
settings. The following sections consider stand-
ards of disclosure in three contexts: disclosure
in the medical treatment setting, disclosure in the
research setting, and disclosure when potential
commercialization of a product is contemplated.

Disclosure Requirements in
Medical Treatment

In the United States, there are two schools of
thought regarding the disclosure standard in con-
sent to treatment. The traditional view, held by
a majority of States, requires disclosure of infor-
mation that the medical community customarily
discloses to patients (24). This standard is based
on what physicians view as important, as well as
what facts physicians believe patients should know
before agreeing to treatment.

A modern trend, adopted by a minority of States,
bases disclosure requirements on what a reason-
able person in the patient’s position would want
to know in the same or similar circumstances. Un-
like the physician-oriented approach, this stand-
ard is based on patient need and recognizes that
patients want to take a more active role in their
treatment. To this end, patients need information
that is material or significant to their decisions
regarding recommended care (24).

The patient-need approach involves the patient
in making decisions and it compels physicians to
communicate with patients. It enlarges the con-
sent process to take into account matters beyond
the mechanics of a proposed form of care. The

patient-need standard considers the probable im-
pact treatment will have on employment and life-
style as well as the financial and emotional costs
to the patient. State courts are increasingly adopt-
ing this view in preference to the physician-based
standard.

Both approaches to disclosure would generally
include the following information in disclosure
to patients:

» the nature and purpose of a diagnostic, med-
ical, or surgical intervention;

+ probable, foreseeable risks and benefits asso-
ciated with the intervention;

+ the availability of reasonable, alternative pro-
cedures and the probable, foreseeable risks
and benefits associated with these optional
interventions;

+ an explanation of probable complications, dis-
comfort, disability, or disfigurement associ-
ated with recommended, as well as optional,
interventions; and

* the probable, foreseeable risk(s) associated
with foregoing all interventions (24).

Additional disclosure requirements are some-
times needed. For example, it maybe argued that
patients in teaching hospitals should be informed
that students, interns, or residents may take an
active role in their health care because this infor-
mation may be an important consideration for
some patients in agreeing to or refusing recom-
mended therapy.

Case law recognizes that certain types of infor-
mation need not be disclosed. For example, un-
der the patient-oriented standard the clinician
need not divulge information regarding:

. risks already known to the patient,

« obvious risks which the patient may be pre-
sumed to know,

. remote risks with a very low incidence asso-
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ciated with proposed care or testing, and
« risks either unknown to the clinician at the time

consent is obtained or that in exercise of rea-

sonable care could not be ascertained (26).

Case law involving the physician-oriented stand-
ard does not provide a hard and fast rule for what
the doctor need not disclose. This is a matter based
principally on the facts and circumstances of each
case, taking into account customary practice in
the medical community. Should litigation ensue
in a case controlled by the physician-oriented view-
point, expert testimony would likely be required
to establish what is the acceptable scope of non-
disclosure (24).

Both standards recognize certain exceptions
when the need for disclosure is outweighed by
other considerations (26). These include medical
emergencies, situations where disclosure could
be detrimental to the patient’s well-being, and in-
stances of legal or mental incapacity. Thus, dis-
closure of information cannot be considered in
a vacuum. Whether clinicians follow either the
professional or patient-need standard of disclo-
sure, it is imperative for them to take into account
the surrounding facts and circumstances of each
case. How this information is interpreted and ap-
plied helps to differentiate the two standards for
disclosure.

Several State legislatures have set requirements
regarding what information needs to be disclosed
(2,22,28,33), the types of information that need
not be revealed (29,33), and the circumstances in
which disclosure need not be made (13,25,33), Re-
mote risks (2) or risks that are commonly known
(2,18,29) need not be revealed. Similarly, medico-
legal emergencies (13,15,33) and statutory versions
of therapeutic privilege (2,9,28) create exemptions
from the standard requirement for disclosure of
information.

The law is far from settled in the area of disclo-
sure standards and some decisions have sparked
controversy. For example, how far must a physi-
cian go in making certain that a patient’s refusal
of care is informed (12)? Moreover, does the duty
to reveal information about reasonable alterna-
tive procedures include mention of those proce-
dures that are more hazardous than the recom-
mended intervention? The Supreme Court of
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Connecticut has suggested that ‘(reasonable” alter-
natives does include description or inclusion of
more risky options (14). It remains to be seen
whether other courts will adopt that court’s defi-
nition of a reasonable alternative.

What constitutes an appropriate amount of in-
formation disclosed to a patient under the phy-
sician-oriented standard may be as hard to dis-
cern as “material” or “significant” information
under the patient-oriented approach. The courts
have evaded setting precise requirements. As a
result, more, rather than less, case-law develop-
ment can be anticipated in this area of consent.

Disclosure in the Research Setting

Federal law requires far more information to
be disclosed to obtain valid consent in a research
setting than in a therapeutic setting. Under Fed-
eral regulations (45 CFR 46.116) and some State
statutes (6), all reasonably foreseeable risks and
discomforts that subjects might experience must
be disclosed,

Risk information is not the only type of infor-
mation that requires greater elaboration in the
research setting. Federal law also mandates dis-
closure regarding:

* the nature and purpose of the research;

+ anticipated length of subject’s participation
in the study;

+ procedures to be followed;

 identification of experimental procedures;

* benefits to the subject or others that maybe
reasonably anticipated from the study;

+ alternative procedures or treatments that
may be advantageous to the subject;

+ steps to be taken, if any, to maintain confiden-
tiality of records identifying participants;

* whether compensation and treatment are
available for injury arising in a study where
more than minimal risk is involved;

+ if compensation or/for treatment is available,
what it consists of, or where additional de-
tails may be obtained; and

* who should be contacted if subjects have
guestions regarding the research or their
rights, and the contact person in the event
of research-related injury (45 CFR 46.1 16(a)).

In addition, the researcher must explain that
subjects are voluntarily taking part in research
and that their refusal to participate will not incur
a penalty or loss of benefits to which they are
otherwise entitled. Moreover, they must be told
that they may withdraw from the study at any
time without incurring a penalty or loss of bene-
fits to which they are entitled.

The same States that have detailed statutes on
consent and human research have similar disclo-
sure requirements (6)19). However, the Federal
regulations are more comprehensive, listing ad-
ditional information that should be revealed to
research subjects if deemed appropriate (45 CFR
116(b)). This may include:

+ situations in which the subject’s role in the
study may be ended by the researcher with-
out regard to the participant’s consent,

+ other costs to the subject that may result from
the research study,

+ the consequences of the participant with-
drawing from the project and the means for
an orderly conclusion to the subject’s in-
volvement,

* a statement that significant new findings
achieved in the course of the research relat-
ing to the subject’s willingness to carry on
in the study will be provided to the subject,
and

+ the approximate number of persons taking
part in the study.

Although Federal regulations emphasize full and
candid disclosure of information, there are cir-
cumstances where an IRB may approve practices
that alter or exclude some or all of the elements
for consent. To do so, the IRB must document that
the research involves no more than “minimal risk”
to subjects, defined in the regulations as:

[T]he risks of harm anticipated in the proposed
research are not greater, considering probability
and magnitude, than those ordinarily encountered
in daily life or during the performance of routine
physical or psychological examinations or tests (45
CFR 46.102(@).

In addition, the IRB must determine and docu-
ment that modifying the consent requirements
will not have an adverse impact on the rights and
welfare of subjects. It must also be shown that
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as a practical matter the study could not be pur-
sued without the consent modification. When
appropriate, however, subjects taking part in
studies in which consent requirements have been
modified must be given relevant information fol-
lowing their participation (45 CFR 46.116(d)).

The need for a detailed disclosure of risk infor-
mation in the research setting is also found in case
law. As a Federal appellate court wrote:

... [F]or a physician to avoid liability by engag-
ing in drastic or experimental treatment, which
exceeds the bounds of established medical stand-
ards, his patient must always be fully informed
of the experimental nature of the treatment and
of the foreseeable consequences of the treatment

(.

The common-law approach to disclosure in the
research setting is pragmatic. The degree of in-
formation revealed to a subject will vary from case
to case, but some basic principles apply. The
greater the probability of risks and the more novel
or experimental the procedure, the more detailed
should be the information divulged to research
subjects. This is an extension of the basic concepts
of consent dealing with personal autonomy and
the need for sufficient information to reach a rea-
soned decision about care.

Disclosure Requirements and
Commercial Gain

In medical settings, the information disclosed
to patients traditionally has focused on the risks
and benefits of diagnostic tests or treatment, as
well as alternative procedures. In the research
context, the disclosure of information has centered
on the nature of the study, the involvement of sub-
jects, and any risks involved. However, arguments
over the nature of disclosure arise when the pros-
pect of commercial gain becomes an issue.

Arguments Favoring Disclosure
Regarding Commercial Gain

Several arguments could be proposed to justify
why disclosure of potential commercial gain
should be required in the research setting. If the
right to decide what will be done to one’s own
body is to be given full legal recognition, then the

prospect of any person achieving commercial gain
as the result of any invasive procedure should be
disclosed because this information may help a per-
son decide whether or not to take part in the re-
search. While this information may not be perti-
nent to medical risks and benefits, it can be viewed
as a logical extension of the information already
required for consent.

Under current Federal regulations it can also
be argued that at some point in the course of re-
search, disclosure of potential commercial gain
is required. The regulations require disclosure
“when appropriate . . . significant new findings
[are] developed during the course of the research
which may relate to the subject’s willingness to
continue participation” (45 CFR 46.116(b)(5)). It can
be argued that the discovery in a subject’s body
of a unique cell line that may be commercially
valuable constitutes a significant new finding. This
type of information could influence a subject in
deciding whether or not to continue his role in
the research project. As such, under the regula-
tions it maybe the type of additional information
that can be required when deemed appropriate
by an IRB.

It also can be argued that in a medical treat-
ment context, disclosure of commercial gain
should be deemed “material” or “significant” in-
formation. Under the patient-need approach to
disclosure, this would require that the patient be
provided with such information. Since greater dis-
closure is usually required in a research setting,
it would follow that disclosure of potential com-
mercial gain would be required there as well.

Arguments Against Disclosure
Regarding Commercial Gain

Arguments can also be made against disclosing
the prospect of commercial gain. One argument
opposing disclosure, is that the prospect of com-
mercial gain is highly speculative and to bring up
the subject in a consent dialog may detract from
the more important aspects of the process. This
interference may not rise to the level of undue
influence, but it could impede subjects from tak-
ing an effective role in the consent process.

It can be argued that commercial gain should
not be disclosed if it would hamper the subject’s
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ability to reach an informed choice free of undue
influence. The prospect of financial security stem-
ming from marketable products derived from hu-
man tissues and cells could interfere with some
people’s ability to reach an informed decision,

Disclosing information regarding commercial
gain could jeopardize the health and safety of some
subjects, as well as the validity of the research
itself. For example, upon learning of the prospect
of commercial gain, some potential subjects might
be hesitant to relate medical or personal history
information that would otherwise disqualify them
from the study. This could result in studies gen-
erating invalid or skewed data. It could also jeop-
ardize the health and safety of subjects who by
their actions expose themselves to unacceptable
and unanticipated risks.

Requiring researchers to disclose information
about potential commercial gain is arguably in-
consistent with their professional responsibility
to inform subjects about health-related details. Re-
searchers may not be sufficiently informed them-
selves to realistically explain the prospect of com-
mercial gain. In fact, the researcher may not even
be the physician of record who interacts with the
subject. While an investigator may think there is
an opportunity to successfully market unique hu-
man biological materials or products invented
from specimens, in fact there maybe little likeli-
hood of this becoming a reality. For researchers
to divulge such information could convince sub-
jects to participate in research on the basis of mis-
information, unreasonable expectation, or for the
sole purpose of financial gain. This would be con-
trary to the general principles of consent and dis-
closure.

Finally, full information regarding potential com-
mercial gain may be impossible to convey in many
instances since the prospect of such gain is likely
to be vague and speculative at the time the sam-
ple is obtained.

Standard for Disclosing Commercial Gain

In the medical treatment setting, it is unlikely
that a court following the viewpoint of disclosure
held by most States would require clinicians to
inform patients of the prospect of commercial gain
accruing from the use of patients’ tissues and cells.

Based on a professional disclosure standard, the
majority viewpoint is concerned with what the
medical community considers necessary informa-
tion for patients to know in making a treatment
decision. Even with the viewpoint held by a mi-
nority of States, based on patient need, it is un-
certain whether the prospect of commercial gain
would be “material” or “significant” to a patient
contemplating actual treatment or an invasive
diagnostic procedure. It will be up to the courts
or State legislatures to decide whether the possi-
bility of commercial gain for any interested party
requires disclosure where diagnostic tests or ac-
tive treatment is contemplated.

In the research setting, where subjects maybe
enrolled in studies offering little likelihood of di-
rect benefit and where there may be serious
known or unknown risks, disclosure of commer-
cial gain may bean important consideration. Such
information is likely to be particularly important
when the marketing of a product containing hu-
man tissues and cells is quite probable. It is a fac-
tor that goes to the core of personal autonomy
and a subject’s determination whether or not to
be the source of a commercially viable commodity.
It should not be assumed that all persons, upon
learning that they carry a unique cell strain or
other type of biological material, will agree to its
commercial marketing as a developed cell line.
Some people may be opposed to such use (see ch.
8).

Safeguards can be developed and put in place
that minimize any detrimental impact flowing
from disclosure of probable commercial gain, if
policymakers, IRBs, or researchers determine that
such disclosure is desirable. These include deter-
minations regarding the content and timing of
such disclosure and the standard for revealing
such information. The standard determines how
much information regarding the treatment or re-
search project will be given to the subject,

When the focus shifts to novel or experimental
interventions or research, the standard for disclo-
sure is broadened even further. No longer is the
standard tied to conventional medical beliefs or
the informational needs of a reasonable person.
Federal regulations require disclosure of any pro-
cedures deemed experimental (45 CFR 46.116(a)(l))
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and any foreseeable risks or discomforts stem-
ming from the study (45 CFR 46.116(a)(2)).

The full disclosure requirements found in the
research setting may be appropriate for most non-
therapeutic or experimental studies. However,
when a study focuses on human biological mate-
rial it may well be asked whether the prospect
of commercial gain needs to be disclosed in all
nontherapeutic or research settings or if a less
stringent standard would suffice?

Questions like these arise because in many in-
stances tissues and cells can be obtained with a
minimum of risk to research subjects. In other
instances, diseased tissues or cells must be re-
moved from a patient in order to save life or pro-
tect health. From a practical point of view, it may
be unwise and unnecessary to impose upon all
human research projects an additional disclosure
requirement regarding possible commercial gain.

This view is reinforced by current Federal reg-
ulations. Research involving the collection and
study of pathological or diagnostic specimens is
specifically exempt from the disclosure regulations
if:

... these sources are publicly available or if the

information is recorded by the investigator in such

a manner that subjects cannot be identified, di-
rectly or through identifiers linked to the subjects

(45 CFR 46.101@)(5)).

Another Federal provision relates to the author-
ity of IRBs to approve studies in which all of the
elements of informed consent are not present (45
CFR 46.116(d)). This may occur when, among
other things, studies involve no more than mini-
mal risk and such modifications will not have an
adverse impact on the rights or welfare of subjects.

If research involves no more than minimal risk
to the patient, and commercial gain is not likely,
a blanket requirement to inform subjects about
commercial gain may be unnecessary. In such cir-
cumstances, the IRB could be empowered to ex-
clude reference to commercial gain.

However, if it is probable that research may yield
a commercially significant product derived from
a human sample, disclosure may become more
necessary. In this instance, the pecuniary and
privacy rights of subjects may be compromised

if the possibility of commercial gain is not dis-
closed. Moreover, the welfare of such subjects
might be given inadequate attention if the pros-
pect of commercial gain clouds objectivity. When
commercial gain is probable, the rights and wel-
fare of subjects may require full disclosure.

The opportunity to identify potentially market-
able tissues and cells in research may set a new
but limited disclosure standard. Rather than re-
quiring disclosure about commercial gain in all
cases, it could be limited to those instances where
marketable material is reasonably foreseeable.
However, when information is available that is
“material” to a subject’s decision as well as his
rights and welfare, disclosure is imperative. That
a subject may garner financial security, experi-
ence a loss of privacy, or become the target for
commercial ventures as a result of biological sub-
stances derived from tissues or cells is arguably
“material” or “significant” information. As such,
careful consideration should be given to incor-
porating such a “materiality” disclosure require-
ment in the human research regulations.

Content of Disclosure Regarding
Commercial Gain

The need for a full and frank disclosure of the
prospect of commercial gain must be balanced
against the potential impact such a revelation may
have on the ability of potential subjects to reach
reasoned judgments about participating in a study.
The content of such a disclosure should be con-
sistent with other information requirements for
consent (45 CFR 46.116). This would include:

+ the nature and purpose of using human bio-
logical material obtained in the course of the
research;

+ the probable risks associated with obtaining
the material,

+ the probable benefits flowing from obtain-
ing the material and the probable benefici-
aries of these substances or knowledge de-
rived from same;

+ the possible commercial gain that may result
from developing the biological material in
guestion;

+ a description of the method(s) the investigator
intends to use to obtain the biological mate-
rial from research subjects;
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+ the availability of reasonable, alternative ways
of obtaining such material and the probable
risks and benefits associated with these alter-
natives;

+ the name and location of persons to be con-
tacted if subjects have any questions or con-
cerns during the course of the study;

+ the availability of treatment or compensation
for injuries stemming from the study; and

+ the right of subjects to withdraw from or to
participate in the project without prejudic-
ing their ability to secure treatment to which
they are otherwise entitled.

Timing of Disclosure Regarding
Commercial Gain

Choosing the correct time to tell a subject or
patient of potential commercial gain presents two
different concerns. One is that the prospect of
commercial gain could unduly influence the sub-
ject. The other is whether a researcher has a
responsibility to inform subjects whenever new
developments alter the original terms on which
the consent was based.

On disclosure of possible commercial gain, some
subjects may withhold information they believe

might make them ineligible as participants. This
could result in flawed research results and possi-
bly put the subject and others in the study at seri-
ous and unnecessary risk. To overcome this diffi-
culty, potential subjects must be carefully screened
to make certain that they meet eligibility criteria.
Only then should a full disclosure take place, in-
cluding the reasonably foreseeable prospect of se-
curing commercial gain.

A second concern relates to the probability of
commercial gain discovered subsequent to the par-
ticipant’s entry into the study. The need for full
disclosure continues until the conclusion of treat-
ment or research. Indeed, the duty to advise pa-
tients or subjects may extend much longer, par-
ticularly when individuals are at risk as a result
of treatment or research procedures. When sig-
nificant discoveries are made in the course of re-
search and they alter the basis of the consent, the
investigator should reveal this information to sub-
jects. The reasonably foreseeable prospect of
commercial gain determined in the course of a
research study amounts to a “significant new find-
ing” that may have an impact on the subject will-
ingness to carry out his role in the project (45 CFR

46.116(b)(5)).

ARE CHANGES NEEDED IN THE CONSENT PROCESS?

The current DHHS regulations contain two pro-
visions that concern research involving human
biological material. The first excludes certain types
of specimens from the regulatory requirements
(45 CFR 46.101(b)(5)) . The second prohibits the
use of exculpatory language through which the
subject is made to waive or appear to waive any
legal right (45 CFR 46.116).

Federal Research Exclusions

The DHHS informed-consent policy applies to
virtually all human research funded by the De-
partment. However, an exemption exists for re-
search involving the collection or study of exist-
ing data, documents, or pathological or diagnostic
specimens if these are publicly available or if the
information is recorded by the investigator in such
a manner that subjects cannot be identified. Re-

searchers are therefore not obliged to disclose
their research or commercial interests to provid-
ers of specimens in these instances.

This may pose an ethical problem for some peo-
ple because researchers might garner commer-
cial reward from work carried out on unknown
subjects. From this point of view, it could be ar-
gued that the regulations should be amended, ei-
ther by:

1. prohibiting researchers from reaping finan-
cial rewards from such discoveries,

2. requiring the application of informed consent
requirements to the collection and use of such
specimen material, or

3. disclosing to the subject that a specimen might
be used in research that mayor may not result
in the development of a commercial product.
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From a practical point of view, trying to iden-
tify the human sources of “existing” specimens
would be cumbersome, if not impossible. In addi-
tion, more harm than good may be achieved in
trying to secure consent because research efforts
can be impeded by trying to overprotect patients
whose primary interest-diagnosis or treatment—
is unrelated to the research.

If the consent process is changed to include a
disclosure requirement concerning commercial
gain, this disclosure could be limited to those in-
stances where there is a significant probability
of commercial gain (i.e., a high probability or cer-
tainty of a marketable biological material being
extracted) arising from the use of human tissues
and cells from an identified research subject. This
information would be conveyed during the con-
sent process, when the researcher provided other
required details relating to risks, benefits, and
alternate treatment options. To overcome the po-
tential for unduly influencing research subijects,
researchers should be cautious not to give any
more or less emphasis to details regarding com-
mercial gain than is given to other required in-
formation.

As with other types of information, disclosures
regarding potential commercial gain should be in
understandable terminology, with research sub-
jects receiving a full and understandable expla-
nation regarding the human tissues and cells that
may be developed by a researcher into a market-
able resource, as well as the definition of ‘(com-
mercial gain. ” Subjects should be given ample op-
portunity to ask questions and should be given
sufficient time to carefully consider whether they
want to participate in a study that might result
in commercial gain.

While the law of consent is designed to safe-
guard the rights of the person relating to his or
her body, it has its limits. Consent cannot, and
arguably should not, prevent researchers from
reaping financial reward as the result of research
developing tissues and cells collected from another
person. It can only assure subjects of a fair level
of communication regarding their participation
in research. The propriety of researchers achiev-
ing financial success from manipulating human
specimens in their research is an issue best han-

dled under other legal theories and principles. This
may include provisions in research contracts,
property law, or perhaps professional disciplinary
laws.

Federal Exculpatory Language

The purpose of the DHHS human research reg-
ulations is to safeguard the rights and welfare of
research subjects. This is particularly apparent
in the consent regulations. This approach includes
a provision which in part bans the use of excul-
patory terms “through which the subject or the
representative is made to waive or appear to waive
any of the subject’s legal rights (45 CFR 46.116).

The intent of this provision is to safeguard sub-
jects and to make certain that they do not wit-
tingly or unwittingly relinquish any legal rights.
This concept reinforces the notion of consent as
a communication process arising from the physi-
cian-patient or researcher/subject relationship. It
also reflects the concept of consent as a contrac-
tual matter in which parties on both sides should
be working from positions of comparable strength.
The issue arises, however, as to whether the ban
on exculpatory language should be lifted for in-
stances of potential commercial gain.

Some subjects may not want to reap financial
benefits as a result of or as a byproduct of their
participation in research. This may offend their
sense of values and deter them from taking part
in studies. Moreover, the prospect of sharing pos-
sible financial gain with a subject may have a de-
terrent effect on important research. Although
it is true that a human being may be the source
of a marketable cell line, it is the researcher who
has identified and fostered the discovery. Re-
searchers may well question the utility of conduct-
ing such studies, particularly if research subjects
demand a significant share of the financial gain.

A possible change in the DHHS informed con-
sent regulations could be made to modify the pro-
hibition on the use of exculpatory language to per-
mit research subjects to waive any rights to
commercial gain stemming from research find-
ings. This provision should be clearly worded, and
the waiver of such rights must be free of undue
influence and coercion. Research subjects should
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understand exactly what rights are being waived.
They should also understand that should they de-
cide not to waive their rights to commercial gain,
they will not be denied treatment to which they
are otherwise entitled. In appropriate cases, re-
search subjects should be informed that their de-
cision not to waive their rights to commercial gain
may disqualify them as participants. When such
situations arise, subjects should be told why a non-
waiver is a basis for exclusion from a study and
what compensation is available to the subject who
agrees to a waiver. This may take the form of an
offer of a lump sum of funds to compensate the
subject for waiving rights to marketable, human
research material.

Permitting the use of enforceable, exculpatory
language regarding commercial gain could actu-
ally enhance the rights and welfare of subjects.
It is possible that researchers and sponsors may
be far more protective of the source of their hu-
man tissues and cells if they need not share fi-
nancial gain with subjects.

Giving subjects the opportunity to waive their
right to financial gain from marketing products
derived from their biological material does not
obviate the need for informed consent. Indeed,
with certain safeguards in place, there should be
no hesitancy in permitting exculpatory language
through which an “informed” subject waives le-
gal right to possible legal rights to financial gain.

Latent Discovery of
Commercial Gain

If the prospect of financial gain does not become
apparent until subjects have become deeply in-
volved in the project, generally accepted princi-
ples of human research hold that the researcher
has a duty to disclose this information as soon
as possible. It represents a logical perpetuation
of the consent process, particularly when a latent
discovery may have a dramatic impact on the origi-
nal terms of consent.

Support for this view can be found in the cur-
rent regulation (45 CFR 46.116(5)) that authorizes
an IRB to require additional disclosures regard-
ing “significant new findings” that may affect a
subject’s willingness to continue in research. An
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additional disclosure with respect to the effect of
withdrawal from a study could be made based
on 45 CFR 46.116(4).

Role of the Institutional
Review Board

If additional disclosure requirements and the
use of exculpatory clauses are added to the con-
sent process, IRBs will have a greater role. Cur-
rent regulations indicate that when potential
subjects are vulnerable to undue influence or co-
ercion, the IRB should make certain that there
are safeguards to protect their rights and welfare
(45 CFR 46.11 I(b)). This role becomes particularly
important when potential commercial gain is in-
volved. It is equally important when researchers
intend to use exculpatory language and seek
waivers from subjects to commercial gain.

What could be included in these added safe-
guards? The following are examples of additional
protections that could enhance the rights and wel-
fare of subjects:

+ careful review by the IRB of information to
be disseminated to subjects to make certain
that it details in comprehensive terms what
constitutes “commercial gain”;

* monitoring the consent process on a random
basis to make certain that subjects are receiv-
ing approved information and that there is
no evidence of undue influence or coercion;

* in the case of subjects who may be vulner-
able to undue influence or coercion, the IRB
could require the appointment of an advo-
cate whose duties would be similar to those
for children who are wards under 45 CFR
46.409(b); and

+ followup procedures, such as random out-
come screening to compare the experience
of subjects at the conclusion of the study with
research protocols, information sheets, and
consent documentation presented to partici-
pants at the outset of the project.

Should researchers determine in the course of
a study that a significant likelihood exists for po-
tential gain, the regulations could require them
to report this fact to the IRB. Investigators could
then present to the IRB the information they in-

tend to disclose to subjects. This could be approved
by the IRB along with written information sheets
and consent documents.

Documentation Requirements

Disclosure of potential commercial gain and the
use of exculpatory language reinforce the need
to accurately document consent. This does not
have to be a so-called ‘(long form” consent; a “short
form” consent document would suffice (45 CFR
46.117(b)).

The major difficulty with current documenta-
tion is that the IRB has the ability to waive the
requirement for signed consent. This can occur
when the only record linking the research with
the subject is the consent form and the principal
risk involved is a potential breach of confiden-
tiality. Similarly, documentation can be waived
when a study involves no more than minimal risk
of harm to subjects and involves no procedures
for which written consent is normally required
outside of the research context (45 CFR 46. 117(c)).

With the prospect of commercial gain and the
use of exculpatory language, some type of docu-
mentation could be required to safeguard the
rights of all concerned. First, IRBs could be pro-
hibited from waiving consent form documenta-
tion when studies involve the prospect of com-
mercial gain or the use of exculpatory language.
This solution, however, does not alleviate the con-
cern for a potential breach of confidentiality found
in the current regulations. The problem is com-
pounded when an additional consent authoriza-
tion is required for cases in which commercial
gain is discovered subsequent to the first consent.
Requiring consent forms in this case could repre-
sent a serious concern for subject confidential-
ity. A breach of confidentiality in this situation
could make the subjects a target for unscrupulous
persons who for their own financial gain might
identify the participants carrying marketable bio-
logical substances. A possible solution to this prob-
lem is to require researchers to use extra safe-
guards to maintain confidentiality of research
subject information, but this idea may not be
realistic.

Another option is to leave the current regula-
tion unchanged, but add a proviso that a waiver
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approved by an IRB constitutes a rebuttable pre-
sumption of valid consent. This would be impor-
tant if allegations ever arose claiming that the sub-
ject was not informed about commercial gain or
that the subject did not waive his right to com-
mercial gain. Unless the subject could rebut the
inference of proper disclosure of information or
a properly obtained waiver, the presumption of
valid consent would stand. If such a recommen-
dation is deemed practical, further review would
be necessary to make certain that it does not of-
fend Federal evidentiary provisions.

A third option would be to require a detailed
note in the subject’s record. This would eliminate
the need for consent forms when minimal risk
is involved. It also minimizes concern about breach
of confidentiality when consent forms are the sole

link between the subject and the study. With the
use of a carefully designed system of identifica-
tion codes, a detailed note in the record offers
less chance of identifying a subject than does a
traditional consent form. A detailed note in the
subject’s record is also a practical means of
documenting disclosures and waivers regarding
commercial gain made subsequent to the entry
of participants into the study. When confronted
with a detailed note in his or her record, the sub-
ject will be hard-pressed to prove lack of disclo-
sure or a waiver to commercial gain. A detailed
note in a subject’s record would have certain ad-
vantages over a standardized consent form. For
instance, a note could contain information tailored
to the specific subject, a feature often impracti-
cal in standard forms.

SUMMARY AND CONCLUSIONS

Consent must generally be obtained from pa-
tients and research subjects prior to specimen
removal for treatment or experimentation. In-
formed consent represents a two-way flow of in-
formation between the physician or researcher
and the patient or research subject in order to
communicate the facts necessary for the patient
to decide on a method of treatment and for the
research subject to decide whether to participate
in the research.

The common law has developed two different
theories of consent: the traditional view, based
on the law of battery; and a more modern theory
based on the law of negligence. Several States have
enacted consent laws, many of which are con-
cerned with setting requirements for information
disclosure. Federal regulations provide protection
of human subjects in federally sponsored re-
search. The Federal policy requires each research
institution to establish and operate Institutional
Review Boards that have oversight authority over
research using human subjects and sets certain
requirements that investigators must follow to ob-
tain informed consent prior to and during re-
search.

Questions arise as to whether disclosing the
prospect of potential commercial gain should be

required as part of the informed consent proc-
ess. Arguments favoring such disclosure include
the concept that research subjects should have
the right to decide what to do with their own tis-
sues and cells, and that current regulations re-
quire disclosure of significant new findings de-
veloped during the course of research which may
relate to the subject’s willingness to continue
participation. Arguments against disclosure re-
garding potential commercial gain include the pos-
sibility that any commercial gain is highly specula-
tive, that disclosure would hamper a research
subject from reaching an informed decision free
of the undue influence that monetary gain might
provide, and the possibility that subjects might
endanger their health and skew research results
by hiding facts from researchers so they can par-
ticipate in research that may provide financial
remuneration.

Current Federal regulations contain two provi-
sions that concern the marketing of tissues and
cells. The first excludes certain types of specimens
(e.g., existing data, documents, records, patholog-
ical exams, or diagnostic specimens, if these
sources are publicly available or if the informa-
tion is recorded by the investigator in such a man-
ner that subjects cannot be identified, directly or
through identifiers linked to the subjects) from
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the regulatory requirements. The other provision
prohibits the use of exculpatory language through
which the subject is made to waive or appear to
waive any of the subject’s legal rights. Either or
both of these provisions could be revised to
achieve certain results, or additional disclosure
requirements could be included in the regulations

to be used when the prospect of commercial gain
is relevant. If additional disclosure requirements
and the use of exculpatory clauses are added to
the consent process, Institutional Review Boards
will have a greater responsibility in oversight of
research.
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