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The Dying Patient

Research with a drug that may potentially reverse
or ameliorate a life-threatening condition but also
may cause serious and life-threatening adverse ef-
fects has been proposed in certain patients. Patients
who may be candidates for such research have a
life-threatening condition that does not respond to
all standard therapies, and the patient’s illness is
such that death is imminent. Research in dying pa-
tients can be approved provided the IRB and inves-
tigator are certain that the following conditions are
present:

1. The question being addressed is extremely impor-
tant.

2. The therapy being proposed is well founded in
animal and clinical research and/or there is good
expectation that the therapy may be beneficial.

3. Physicians who are not involved in the research
must document that the clinical condition of the
patient is such that death appears inevitable and
standard therapy has not improved the patient’s
prognosis.

4. The potential benefits outweigh the potential
risks.

When possible, assessment of the patient’s prog-
nosis should be based upon quantifiable clinical fea-
tures. The assessment must be applicable to the con-
dition being treated and reflect current practices and
established prognosis with standard therapy. The
degree of irreversible organ damage should be con-
sidered; patients with irreversible organ damage
could be excluded from research protocols if the
experimental therapy may only prolong the dying
process. If the experimental therapy appears to have
improved the clinical condition of the patient, spe-
cific criteria for the continuation or discontinuation
of therapy should be established in the protocol and
be a part of the informed participation procedures. A
potentially life-saving experimental medication
should continue to be made available indefinitely to
any child enrolled in the study who shows ongoing
benefit.

The investigator must be sensitive to the terminal
status of the child as an overwhelming influence to
make a parent give permission to almost any “new
therapy” that has any potential to improve their
child’s condition. Procedures for obtaining informed
permission from the parent(s) must be carefully and
explicitly delineated. The parent(s) should be fully
and accurately informed of potential risks, benefits,
and alternatives. This evaluation of the risks and
benefits must include assessment and prediction of
the quality of life if the subject survives.

Assessment of a protocol for this type of research
must acknowledge that the research is superior to the
same drug being given to the dying patient as a last
effort nonvalidated treatment. In a formal study, the
use of the drug must be well thought out and under
careful scrutiny. A study conducted under a well-
designed protocol may provide new information that
can be shared with other investigators and clinicians
to benefit other patients.

Patients With Chronically Progressive or Potentially
Fatal Disease

While no single ethical issue pertaining to this
group of patients is unique, the convergence of mul-
tiple ethical considerations when performing re-
search with these patients requires special attention.
The investigator and IRB need to be particularly
sensitive to issues of risk/benefit, assent/permis-
sion/consent, and confidentiality of subjects, in
addition to the scientific aspects of the study.

Obtaining truly informed participation may be dif-
ficult because of the child’s debilitated condition or
the mental and emotional state of the parents. The
decision-making capacity of the parents may be im-
paired because the disease process may be geneti-
cally or congenitally acquired and they may feel
guilty, depressed, and helpless, or may suffer from
the same condition affecting the child. The investi-
gator must be assured that those who consent or give
permission are capable and understand the risks and
benefits of the study and are acting in the child’s best
interests.

Clinicians caring for these patients frequently are
the investigators and must be attentive to the possi-
ble influence they may have on the decision-making
process of the subjects and their parents. Subjects
and parents may feel obligated to participate in the
study due to the dependent relationship established
between the clinical investigator and the subject’s
family. Attempts should be made to mitigate this
potentially coercive influence, possibly by having an
investigator who is not involved in the patient’s care
obtain approval for participation.

Investigational therapies may represent the stan-
dard of care or the only available treatment for
some chronically progressive or potentially fatal
diseases. In some situations, placebo-controlled,
randomized clinical trials may not be ethically de-
fensible or acceptable to the subject. In other situ-
ations placebo-controlled trials are necessary to
obtain reliable data when there are few or no stud-
ies of the efficacy or the risks of investigational
treatment, and a placebo trial may represent the
most ethical approach. In this case, the investigator
must help the subject and parents understand the
importance of the controlled trial, the comparative
benefits and risks of receiving active treatment in
comparison to a placebo, and that the active treat-
ment may in fact prove to be harmful.

The Newly Dead Patient

This type of research involves the administration
of a drug to an individual who is brain dead but still
has vital body functions. Research on the newly dead
patient may provide critical information that would
be impossible to obtain otherwise.'”® When this type
of extremely rare research is considered, the IRB
must take every measure to protect the rights and
dignity of the subject and his or her family. The
respect afforded living subjects and their families
should be extended to newly dead patients and their
families. These studies must create no additional
costs to the family or third-party payers.
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Before this type of research is approved, the IRB
should be assured the additional following condi-
tions are met:

1. Investigational procedures occur after the patient
has been declared brain dead by a physician who
is not involved in the research and the death
certificate is signed.

2. The medical question addressed by the research
must be a very important question that is not
amenable to other experimental approaches.

3. Permission must be obtained from the parents.

4. The research procedures are brief.

5. If organ donation has been approved, the research
procedures should not alter the chances of suc-
cessful organ donation.

6. An autopsy will not be performed or the study
should not interfere with the results of the au-
topsy.

7. The drugs to be used meet the purity require-
ments for drugs for human use.

SPECIFIC ASPECTS OF PROTOCOL DESIGN
Advocate Group

Extra measures to protect the rights of special pop-
ulations, such as institutionalized children or chil-
dren with chronic progressive or lethal diseases, may
include use of special advocacy groups. Such groups
may include parents of children in the institution
where the study is being conducted, health care pro-
fessionals, lawyers, clergy, and other community
representatives as appropriate. An advocacy group
may assist in the overall design of the study as it
relates to the rights, clinical condition, and needs of
the targeted special population. Such a group could
also facilitate communication with the subjects and
their parents to help assure that they understand the
more complex or difficult aspects of the study, such
as the implications of a randomized controlled trial.
The advocacy groups, however, must not act as a
coercive influence on the subject or parents.

Distributive Justice

In so far as possible, subjects enrolled in clinical
investigations should represent a cross-section of
society. A study should not rely exclusively or
disproportionately on any socioeconomic, racial,
gender, or ethnic group unless this type of selection
is a necessary part of the investigation, such as in a
study of sickle cell anemia. There must be an equi-
table distribution of risks, inconveniences, and ben-
efits from research studies throughout societal
groups. This is important from both an ethical and
scientific standpoint since data obtained from one
ethnic or socioeconomic group may not be applicable
to the other populations.

Recruitment
Payment of Providers

Recruitment of subjects to participate in a clinical
research protocol often is vital to the successful com-

pletion of a study and involves identifying potential
research subjects. Potential research subjects fre-

quently are identified and recruited by the health
care workers providing their care. It is important to
avoid undue rewards to health care providers that
may constitute an undue incentive for coercing
patients to participate in a study.

Advertisements

Adpvertising for volunteers to enroll in a study may
be necessary for recruitment. The content of an ad-
vertisement as well as the proposed distribution of
the advertisement should be reviewed by the IRB
before its dissemination. Advertisements should not
explicitly or implicitly misconstrue the risks and
benefits from participation in a study.

Payment for Participation
Subjects

It is in accord with the traditions and ethics of
society to pay people who participate and cooperate
in activities that benefit others. However, serious
ethical questions arise when payment is offered to
adults acting on behalf of minors in return for allow-
ing minors to participate as research subjects. The
remuneration should not be beyond a token gesture
of appreciation for participation. If remuneration is
to be provided to the child, it is best if it is not
discussed before the study’s completion. This will
help assure that the remuneration is not part of the
reasons that a child volunteered or is volunteered for
a study. The waiver of medical costs associated with
treatment under a research study may be permitted
in certain circumstances. The IRB should review any
proposed remuneration to assure that the possibility
for coercion has been avoided.

Compensation

The investigator may make funds and facilities
available to reimburse the child (or the family) for
any direct or indirect costs incurred because of the
child’s involvement in the study. The investigators
and the IRB must be certain that the compensation
offered is fair and does not become an inducement
for the participation of a child subject.

Indemnification

When untoward reactions occur as a result of
participating in a study, the institution and its
investigators are obliged to provide emergency medi-
cal care. The extent to which emergency care and sub-
sequent medical care will or will not be provided free
of charge must be clearly stated in the consent form.

Conflict of Interest and Disclosure

It is incumbent upon the investigator to fully dis-
close to sponsors, publishers, audiences, institutions,
and the IRB any financial relationship that may con-
stitute a potential conflict of interest. This includes
relationships with pharmaceutical companies or
other entities that have an interest in the product
(drug or device) under investigation.' Financial ties
may include company support of the investigator’s
research, consultation, or educational activities, as
well as the investigator’s interest in patents or
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company stock. Rewards or financial ties must be
commensurate with the investigator’s efforts in order
to avoid bias or undue influence on reported results.
The ethical and scientific conduct of the study should
not be influenced by financial or other incentives
associated with the project.

Contractual arrangements between sponsors and
investigators should ensure that reports and publi-
cation of research results accurately and objectively
represent the results and will not be constrained by
any proprietary interests of the sponsor.

Placebo/Observational Control Groups

Placebo or untreated observational control groups
can be used in pediatric studies if their use does not
place children at increased risk. The conditions un-
der which placebos may be ethically employed in
drug research in children include the following:

1. When there is no commonly accepted therapy for
the condition and the agent under study is the
first one that may modify the course of the disease
process;

2. When the commonly used therapy for the condi-
tion is of questionable efficacy;

3. When the commonly used therapy for the condi-
tion carries with it a high frequency of undesirable
side effects and the risks may be significantly
greater than the benefits;

4. When the placebo is used to identify incidence
and severity of undesirable side effects produced
by adding a new treatment to an established
regimen; or

5. When the disease process is characterized by fre-
quent, spontaneous exacerbations and remissions
and the efficacy of the therapy has not been dem-
onstrated.

Long-term Prospective Studies of the Safety of a Drug

When investigational drugs are administered to
children, the effects may be latent and may not be
predicted from any prior studies. This concern is not
unique to children; it also applies to studies of inves-
tigational drugs in adults. Thus, studies of certain
drugs given to pediatric patients may require a
mechanism for follow-up of the research subjects.

CONCLUSION

These guidelines are designed to provide a format
allowing for the protection of child subjects in drug
research. Research involving children carries with it
additional responsibilities for the investigator, IRB,
and sponsor. The additional responsibilities should
not be reasons for the pharmaceutical company, IRB,
or the investigator to exclude children from drug
research and its potential benefits. It is hoped that
these guidelines foster an increase in the number of
drug investigations carried out in children, thereby
improving their health care.

The AAP believes it is unethical to deny children
appropriate access to existing and new therapeutic
agents. It is the combined responsibility of the pedi-
atric community, pharmaceutical industry, and reg-
ulatory agencies to conduct the necessary studies; it

is the responsibility of the general public to support
the necessary research in order to assure that all
children have access to important medications and
receive optimal drug therapy.
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