
Consent or assent — when and how 
do you obtain it from children?
Here are some ideas for writing guidelines

When approving clinical research projects involving children,
IRBs naturally want to be sensitive to issues specific to younger
participants. However, there have been few concrete guidelines

for how researchers should broach the subject of obtaining consent or
assent from their minor participants.

Now, with the U.S. Food and Drug Administration’s (FDA’s) recent
interim rule covering children in clinical investiga-
tions of FDA-regulated products, IRBs may need to
write or revise policies regarding research involving
minors.

A first step is to recognize that there is a differ-
ence between the terms “consent,” “permission,”
and “assent.” The federal government defines con-
sent as what is obtained from research subjects who
are legally adults, whereas assent is an agreement from a minor who is
to be a subject in a study. Permission is what is obtained from parents or
guardians of subjects who are legally minors.

“Some people think a minor approaching the age of majority can con-
sent for themselves, and if we’re talking about regulated studies, they
cannot,” says Paul W. Goebel Jr., vice president of Chesapeake Research
Review Inc. in Columbia, MD.

The Code of Federal Regulations (45 CFR 46.116) states that investiga-
tors must obtain legally effective informed consent of the subject or per-
mission from the subject’s legally authorized representative. Since the
code further states that children have not attained the legal age for con-
sent to treatments or procedures involved in research (45 CFR 46.402[a]).

This effectively means that children are incapable of exercising their
right to informed consent under national and international law, so they
are at a disadvantage and must rely on others to protect them from
harm, says Vera Hassner Sharav, MLS, president and co-founder of the
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Alliance for Human Research Protection (AHRP)
in New York City.

Since children cannot give legal consent to their
participation in clinical trials, some researchers
and IRB directors use the term “assent” to indicate
that a child has been notified of a research trial’s
purpose and possible benefits and side effects.

Obtaining assent from a child is an ethical
accommodation demonstrating respect for the
child whose cooperation is being sought, Sharav
says.

“Assent is not, however, a substitute for
informed consent,” Sharav adds. “I have my
doubts about the assent of children who had to
endure painful procedures, such as lumbar punc-
tures for experimental purposes.”

Nonetheless, an IRB may choose to have a
guideline that addresses when obtaining assent
from children is necessary and how it is docu-
mented, says Janet Donnelly, director of the
Chesapeake Research Review.

“It’s a good idea to have age guidelines, but I
don’t think you can have a strict policy on age
groups,” Donnelly says. “It’s going to depend on
a case-by-case basis of the type of study and the
psychological age of the child.”

Here are some suggestions for how to establish
a policy regarding research that involves minors:

• Include an age classification of pediatric
patients.

The U.S. Department of Health and Human
Services (HHS), FDA, and other federal agencies
have published guidance for the industry on the
clinical investigation of medicinal products in the
pediatric population.

Calling its guidance a possible categorization,
HHS suggests dividing pediatric patients in this
way:

— preterm newborn infants;
— term newborn infants (0 to 27 days);
— infants and toddlers (28 days to 23 months);
— children (2 to 11 years);
— adolescents (12 to 16-18 years depending on

region).
“On a state-by-state basis, there is also some

confusion about what an emancipated minor
might be, especially as a child gets closer to the
age of major,” says Felix Gyi, PharmD, and chief
executive officer of the Chesapeake Research
Review.

“One of our recommendations is to have an
investigator consider whether an individual is an
emancipated minor or not,” Gyi says.

For the purposes of nonpharmaceutical clinical
studies, IRBs may further divide children into a
category of 7 to 11 or 12.

“The general rule of thumb is that children
under the age of 7 are usually not capable of
understanding the ramifications of a study,”
Goebel says.

• Outline ethical guidelines for conducting
research with a pediatric population.

“IRBs must first ascertain whether the pro-
posed research is intended to be potentially ther-
apeutic to the child subjects,” Sharav says. “This
means the child must have a medical condition
that may benefit from the child’s participation in
the research.”

The research should follow the pre-eminent
ethical principle of “First, do no harm,” and
should have benefits that outweigh possible
risks, Sharav adds.

“Unfortunately, lacking guidance or specificity
in current federal regulations, there are widely
varying standards being applied when IRBs
make this assessment of risks,” Sharav says. (See
AAP guidelines about ethical conduct in pedi-
atric populations, p. 41.)

IRBs also would be wise to research state regu-
lations and legal cases regarding children used as
subjects in clinical research. For example, on Aug.
16, 2001, the Maryland Court of Appeals, respond-
ing to the case of Grimes v. Kennedy Krieger, issued
a 6-1 decision that said a child may not be sub-
jected to risks in a nontherapeutic study that
promises no medical benefit to the child whatso-
ever, Sharav says.

The court also said that parents do not have
the authority to give permission for their child to
be exposed to risks without benefit, Sharav adds.
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“The court was asked to reconsider or partially
modify its strongly-worded August opinion, and
that request was denied,” Sharav says. “The court
clarified its intended meaning of the phrase ‘any
risk’ by saying, ‘By any risk, we mean any calcu-
lable risk beyond the minimal kind of risk that is
inherent in any endeavor.’”

At the very least, an IRB’s policies and proce-
dures should be written straight from regulations,
including an IRB’s responsibility to make a risk
assessment of the study.

“This needs to be in the guidelines, and it should
be documented in the minutes of the meeting of
what level of risk the study is,” Goebel says.

It’s also a good idea for an IRB to have a writ-
ten checklist for researchers to complete to make
certain everything is covered when they do
research involving children, Goebel says. “And
they should always return to the IRB if they have
any questions.”

• Make certain parents have full information
about potential risks and alternative treatments.

IRBs should include in its policy a requirement
that a parent or guardian give written permission
prior to the minor’s participation in a research
study.

Information about known and potential risks
and alternative treatments must be clearly spelled
out in the informed consent form that parents
sign, Sharav says.

When an IRB has no separate policy regarding
informed consent for minors, the general informed
consent policy would apply, says Carla Alamia,
BS, CCRC, IRB coordinator at the John T. Mather
Memorial Hospital in Port Jefferson, NY.

“Our IRB encourages researchers to ask poten-
tial subjects short questions, after the research has
been described and the consent form read, in
order to assess that the potential subject has at
least a basic understanding of what the research
involves,” Alamia says.

These questions include:
— Tell me in your own words what this study

is all about?
— What do you think will happen to you in

this study?
— What do you expect to gain by being in this

study?
— What risks might you experience?
— What options do you have if you decide you

don’t want to be in this study?
IRBs also need to consider the unusual situa-

tion of a parent or guardian who also is a minor,
in the cases of teen-age mothers, Goebel suggests.

“In many states, those parents can make deci-
sions for their children, but may not be able to
make decisions for themselves,” Goebel says.

Another tricky situation is when a minor has
gone to court and asked to be emancipated and
this was mandated by the state.

“So IRBs should know what their state law is
and clinical investigators should too,” Goebel
says.

Another detail to add in a permission/assent/
consent policy might be to note when the IRB will
require researchers to obtain a single parent/
guardian’s permission and when the IRB requires
documented permission from two parents/
guardians, Goebel says.

For example, when the research does not
involve greater than minimal risk or when the
research provides direct benefit to the individual
child, it might be necessary to obtain only one
parent/guardian’s written permission. In other
cases, two signatures might be required unless
one parent is deceased, unknown, incompetent,
or not reasonably available, Goebel adds.

• Decide when to require an assent/consent
from a minor.

Some IRBs may have a general policy of requir-
ing investigators to provide minors, depending
on age and maturity, with an assent form to
review and sign, Alamia says.

Any policy on assent forms should at least fol-
low the FDA’s interim rule with regard to FDA-
regulated products about how a researcher will
determine whether an assent is necessary and
how it will be documented, Donnelly says. (See
new FDA interim rule, p. 42.)

In fact, it might be a good policy for IRBs to 
ask researchers to be open with children and
involve them in the information and consent/
assent process as much as they are able to partici-
pate, suggests Dale E. Hammerschmidt, MD,
FACP, associate professor of medicine and direc-
tor of Education in Human Subjects’ Protection
for the University of Minnesota Medical School 
in Minneapolis.

“Just as in consent from adults, don’t forget
that assent and information are ongoing pro-
cesses,” Hammerschmidt says. “The dialogue
doesn’t end just because the child has initialed a
piece of paper.”

IRBs should have the assent form professionally
written by someone who knows language and
comprehension skills of children, Hammerschmidt
says. (See suggestions on how to write an assent
form for minors, p. 40.)
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“If a child is immature and is not capable of
understanding or discussing the situation and not
capable of reading a consent form, then researchers
should just document it in the study record,”
Goebel says.

“If the child is capable of reading a simplified
assent form then they can sign the assent form,
and older children or teen-agers can read the
consent form,” Goebel adds.

While an IRB may have a general policy of
having minor subjects excluded from an investi-
gation if they do not provide their own assent,
this could backfire if investigators are not careful
about how they obtain this assent.

“The greater the risk or discomfort and the
greater the likelihood that a child would actually
dissent, the more useful it is to have some docu-
mentation of an assent process,” Hammerschmidt
says. “A signed form is a pretty standard tool for
such documentation.”

For example, children may be more concerned
about being stuck with a needle than they are
about the potential risks of a particular drug. This
is why it’s important for investigators to let chil-
dren subjects know exactly what to expect in the
trial, including details that might not seem as
important when disclosing the same information
to adults, Gyi says.

“If there are seven needlesticks in one visit,
they should know that because what you don’t
want is for the child to panic after the third
needlestick and say, ‘No more,’” Gyi adds. “Not
only is that stressful for the child, but you don’t
get any useful data.”

A vulnerable group

• Watch out for hidden agendas.
By paying extra attention to the ethical consid-

erations, an IRB may better ensure that a child
will not be harmed during an investigation.

“Children are vulnerable to exploitation,”
Sharav says. “Even parents may not always act in
their children’s best interest — especially if there
is a financial incentive for parents.”

Sharav suggests that IRBs include in a policy a
requirement that approved pediatric research not
involve a monetary incentive beyond travel
expenses.

“And when a ‘guardian’ is involved, questions
about whether the child’s best interests are served
must be even more carefully ascertained,” Sharav
says.

History has shown that children have long

been exposed to harmful and even abusive exper-
iments, Sharav notes.

“In its 1994 report, The Advisory Commission on
Human Radiation Experiments lists a string of such
unethical experiments involving children,”
Sharav says. “In AHRP’s amicus brief to the
Maryland Court of Appeals, we provided recent
cases in which children were harmed — not
helped — all of them conducted at prestigious
academic research centers.”  ■

Writing an assent form 
for minors to sign
This may require a professional’s touch

IRBs will need to have an assent form to provide
minors who will be involved in clinical research

involving products regulated by the U.S. Food
and Drug Administration (FDA), and the same
form could be used for other clinical research as
well.

But how can the IRB make
certain the assent form is
written simply and clearly
enough to be capable of ful-
filling its purpose?

“Don’t forget that kids of a
given age vary widely in
their reading fluency, grasp of
scientific concepts, degree of magical thinking,
altruistic sense, and a bazillion other things that
have impact on consent or assent,” says Dale E.
Hammerschmidt, MD, FACP, associate professor
of medicine and director of Education in Human
Subjects’ Protection at the University of
Minnesota Medical School in Minneapolis.

“Having a good form is one thing, but having a
good assent discussion may be an entirely differ-
ent thing and may require tailoring the product to
the child,” Hammerschmidt says.

Consider these suggestions

Nonetheless, here are some of Hammerschmidt’s
suggestions for how to write an assent form
directed at children:

• Ask a trained professional to write the form.
Don’t assume that you can write well for children
unless you’ve had formal training in doing so,
Hammerschmidt says. Child psychologists,
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therapists, educators, or pediatricians are possible
candidates for learning how to write such a form.

• Use reading level scores as rough guides.
Consent/assent language is likely to be different
from the language used in computer programs
that determine a child’s reading level, so these
test scores should not be considered entirely
representative, Hammerschmidt says.

• Find a consultant. “If there is a writing-for-
children program at your university, don’t hesitate
to get a formal consultation,” Hammerschmidt
says.

Get help from the pros

• Ask children to help with the form. “Sit
down with a kid of the target age group and talk
about the study until you think the kid under-
stands it pretty well,” Hammerschmidt suggests.
“Then have the kid help you write the assent
form.”

Once that form is written, it can be given to a
second child of the target age group. “Then ask
the second child to explain the study after read-
ing the form,” Hammerschmidt says. “Sometimes
the results are gratifying, and sometimes they’re
startling.”

• Have a nonthreatening adult give the child
the assent form to sign. “Don’t forget that chil-
dren may be more easily intimidated by and/or
more easily resentful of an authority figure,”
Hammerschmidt says. “A person with a neutral
image may be able to do a better job than a doc in
a white coat.”  ■

AAP’s guidelines for
pediatric-based research

The Elk Grove Village, IL-based American
Academy of Pediatrics (AAP) provides very

specific guidelines for the
ethical conduct of studies to
evaluate drugs in pediatric
populations, and these may
be generally applicable to any
pediatric research.

The AAP’s guidelines state
that research studies may be

considered ethically permissible when they
demonstrate a potential benefit to the individual

child or provide a general knowledge. Also, the
potential benefits must outweigh the potential
risks.

The U.S. Department of Health and Human
Services (HHS) has published risk/benefit cate-
gories for when products requiring FDA approval
are part of research that involves minors, and the
AAP’s guidelines follow the same four-part crite-
ria. The AAP guidelines note:

1. Research that does not involve greater than
minimal risk, including research with or without
direct benefit to children of all ages, should have
an IRB finding that appropriate provisions are
made for soliciting permission/assent/consent.

2. Research involving greater than minimal
risk, but presenting the prospect of direct benefit
to the individual subject, should be assessed by
an IRB for the following:

— whether the risk is justified by the antici-
pated benefits;

— whether the relation of the anticipated benefit
to the risk is at least as favorable to the subjects as
that presented by available alternative approaches;

— whether appropriate provisions are made
for soliciting permission/assent/consent.

3. Research involving greater than minimal
risk and no prospect of direct benefit to individ-
ual subjects, but likely to yield a general knowl-
edge about the subject’s disorder or condition
should also be assessed by the IRB. The IRB’s
findings should include the following points:

— that the risk represents a minor increase
over minimal risk;

— that the intervention or procedure presents
experiences that are similar to those inherent in
their actual medical, social, psychological, and
educational situations;

— that the intervention or procedure is likely to
yield a general knowledge about the subjects’ dis-
order or condition which is of vital importance;

— that appropriate provisions are made for
obtaining permission/assent/consent.

4. Research that is not otherwise approved
may present an opportunity to understand, pre-
vent, or alleviate a serious problem affecting the
health or welfare of children, and this will be con-
ducted only when the following occurs:

— the IRB finds that the research presents 
a reasonable opportunity to further the under-
standing, prevention, or alleviation of a serious
problem affecting the health or welfare of children;

— HHS or another appropriate governmental
agency, after consultation with a panel of experts,
has determined that the research meets all of the
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conditions of the first three categories or that the
research meets the IRB finding above, and that
the research will be conducted in accordance with
sound ethical and scientific principles and will
have appropriate provisions for soliciting the per-
mission/assent/consent of children and the per-
mission of their parents or guardians.  ■

FDA issues in-effect
interim rule 
Additional safeguards published April 24, 2001

The U.S. Food and Drug Administration (FDA)
issued an interim rule last spring to amend

regulations for clinical investigations of FDA-
regulated products that involve children.

The FDA estimates the rule will result in a total
annual cost of reviewing
ongoing and future pediatric
clinical trials of $33,000 for
this year and $23,550 per year
in years 2002 through 2009. In
addition to these costs, each
impacted IRB will need to
conduct a one-time review

and update of standard operating procedure doc-
uments to include the requirements of the rule.

New duties to include

Now in effect, the interim rule includes some
new duties for IRBs, including the following:

• IRBs must conduct a review of research to
determine compliance in cases when children are
the subjects of ongoing research. Criteria to be
satisfied if an IRB is to approve the research
include:

— risks to subjects are minimized;
— risks to subjects are reasonable in relation to

anticipated benefits;
— selection of subjects is equitable;
— informed consent is adequate and appropri-

ately documented;
— where appropriate, the research plan makes

adequate provision for monitoring the data col-
lected to ensure the safety of subjects;

— where appropriate, there are adequate pro-
visions to protect the privacy of subjects and to
maintain the confidentiality of data;

— appropriate safeguards have been included
to protect vulnerable subjects.

• IRBs should conduct continuing review of
research at intervals appropriate to the degree of
the research, but not less than once per year.

• IRBs may approve a clinical investigation in
which no greater than minimal risk is presented
only if the IRB finds and documents that ade-
quate provisions are made for soliciting the
assent of the children involved and the permis-
sion of their parents or guardians.

• The FDA modified regulations to include all
FDA-regulated products in which there is no
greater than minimal risk to children. Previously
this referred to research that is funded or con-
ducted by the U.S. Department of Health and
Human Services (HHS).

• The types of procedures that might be used
in a clinical investigation that would present no
more than minimal risk to children would
include the following:

— clean-catch urinalysis;
— obtaining stool samples;
— administrating electroencephalograms;
— requiring minimal changes in diet or daily

routine;
— the use of psychological tests.
• The types of clinical investigations that

would present no more than minimal risk 
include these examples:

— a taste test of an excipient;
— tests of devices involving temperature

readings orally or in the ear.
• When an investigation involves a new drug

application or an investigational device exemp-
tion and the IRB does not know the level of risk
the subject may be exposed to, the IRB should
make such a judgment on a case-by-case basis.

• IRBs should use appropriate strategies to
mitigate risks that may change during a clinical
study. These strategies include:

— exit strategies in the case of adverse events
or lack of efficacy;

— establishing a data monitoring committee to
review ongoing data collection and recommend
study changes, including stopping a trial on the
basis of safety information.

• Placebo-controlled clinical investigations
may be conducted in accordance with FDA regu-
lations because there is evidence of direct benefit
to subjects, including increased monitoring and
care of subjects even when the subject may not
actually receive the test product.

• An IRB may make a judgment as to whether
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children are capable of providing assent by tak-
ing into account the ages, maturity, and psycho-
logical state of the children involved. Assent is
not a necessary condition if the IRB determines:

— that the capability of some or all of the chil-
dren is so limited that they cannot reasonably be
consulted;

— that the investigation or procedure involved
in the clinical investigations presents a prospect
of direct benefit that is important to the health or
well-being of the children and is available only in
the context of the clinical investigation.

• Even where an IRB determines children are
capable of assenting, the IRB may waive the
assent requirement if:

— the clinical investigation involves no more
than minimal risk to the subjects;

— the waiver will not adversely affect the
rights and welfare of the subjects;

— the clinical investigation could not practica-
bly be carried out without the waiver;

— and, when appropriate, the children will be
provided with additional pertinent information
after participation.

• Wards of the state may be included in clinical
investigations only if such research is related to
their status as wards or conducted in schools,
camps, hospitals, institutions, or similar settings
in which the majority of children involved as sub-
jects are not wards.

For more information about the interim rule, visit
the FDA’s web site at http://www.fda.gov\ohrms\
dockets\98fr\042401a.htm.  ■

Administrators give clinical
research poor bill of health
JAMA study highlights glaring problems in system

Harvard investigators decided to take a look
at the overall health of clinical research con-

ducted in teaching hospitals and medical schools
by interviewing the department chairs and the
senior research administrators in U.S. medical
schools. What they found was that the overall
perception is that the clinical research mission
currently is under greater stress and less healthy.

“I think this study for me confirmed a lot of per-
ceptions that I have heard bandied about for a long
time,” says Eric G. Campbell, PhD, instructor in
health policy at Harvard Medical School in Boston.

About half of the 478 respondents to the sur-
vey rated the health and robustness of their clini-
cal research enterprise either good or excellent.
For nonclinical research, 63% of respondents
rated the research either good or excellent.1

Medical schools and teaching hospitals have
been subject to the same managed care and other
market forces that have transformed much of the
country’s health care system. So physicians have
increased pressure to see more patients, and
teaching hospitals have less money to support the
kinds of clinical studies that are not funded by
grants or outside sources, Campbell explains.

When asked to what extent IRBs were a factor
in the problem, respondents reported that it was
low on the list of challenges facing the institu-
tions, Campbell adds.

The factors contributing to a declining quality
of clinical research in medical schools and teach-
ing hospitals, according to the JAMA study, are:

• Institutions that exist in competitive man-
aged care environments receive lower reimburse-
ment from insurers and this leaves them with a
reduced ability to cross-subsidize clinical
research.

• Health plans often direct patients to lower-
cost providers, and this makes patients unavail-
able to participate in clinical research.

• Young faculty spend more time seeing
patients and have less time for research.

The problem with clinical research within aca-
demic medical center institutions has been a con-
cern of the American Association of Medical
Colleges (AAMC) for several years, says David
Korn, MD, senior vice president for biomedical
and health sciences research at the AAMC in
Washington, DC.

Better infrastructure needed

About a year ago, the AAMC came out with a
two-volume report on what medical schools can
do to strengthen and improve the quality of clini-
cal research they conduct, Korn adds.

“The bottom line of all of that is that there are
major needs in the community,” Korn says. “And
there also are needs that the National Institutes of
Health (NIH) has begun to grapple with in terms
of funding policies and mechanisms to build
infrastructure for present-day clinical research
that largely has not been well-developed for what
we call basic research.”

It’s sometimes difficult to evaluate the value of
clinical research done at medical schools because

October 2001 / IRB ADVISOR 43



it takes a while for new research to get out into
the community and be verified and extended,
Campbell notes.

“Evaluating the impact of unfunded research is
hard to do analytically,” Campbell says. “My own
belief is that investigators need time and money
to begin to examine something that piques their
interest, and it’s often very hard to go outside the
institution and get that money.”

The AAMC has a few recommendations for how
the medical and research community may improve
the quality of nonfunded clinical research, and one
of the most important goals is to improve educa-
tion of clinical investigators, Korn says.

“There’s a need for more rigorous training of
investigators, of young people, who wish to do
quality clinical investigation,” Korn says.
“Traditionally over the centuries people have
done research on patients, human subjects, learn-
ing it by apprenticeship and spending time with
people who do this kind of research.”

That tradition no longer will work because
clinical research is more complex today, requiring
skills in methodology, and the ethical considera-
tions are more important than they were previ-
ously, Korn adds.

Drastic changes since WWII

One of the issues affecting medical school
research is that standards have changed and ethi-
cal practices have been strengthened progres-
sively since World War II, Korn explains.

Many studies that were permitted in the first
half of the 20th century would never receive fed-
eral or IRB approval today, and yet some of these
studies have been beneficial to society.

“I’m not in approval of people who take past
behavior and apply current day standards
because it’s a cheap shot,” Korn says. “We’ve
evolved in our expectations in how to do research
with human beings, and so all of those kinds of
issues need to be cultivated in men and women
who wish to develop their research careers.”

Given the current high ethical standards for
clinical research, it’s important for IRBs to walk
that fine line of balance in making their decisions,
Campbell suggests.

“We should do everything we can to make sure
our IRBs are strong and powerful in protecting
patients,” Campbell says. 

“But at the same time, that strength and power
comes with a price, and it can increase the burden
and demands on researchers and administrators

in terms of increased paperwork, time, reporting,
and so on,” Campbell adds. “So we need to bal-
ance that because clearly clinical researchers
already are stressed, and they may need more
administrators to help them, which will put
increased financial stress on departments.”

Reference
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NIH pushes back stem-cell
funding awards to next year

The Bethesda, MD-based National Institutes of
Health (NIH) told Sen. Arlen Specter (R-PA)

in October that the government expects to begin
awarding funds for stem cell research sometime
next year.

Determined to get the issue back in the fore-
front, Specter, the ranking member of the
Subcommittee on Labor, Health and Human
Services, Education, and Related Agencies of the
Committee on Appropriations, held a hearing to
collect updated information on funding of the
controversial science. It seemed to have worked
because NIH rescinded its earlier announcement
and will extend its research deadline until Nov. 27.

“This is a one-time extension,” says Wendy
Baldwin, MD, deputy director of extramural
research. “We want to mainstream stem cell
research with all of the other research that we
fund.”

Cell lines come with stipulations

Government funding eligibility regulations
stipulate that cell lines must have been derived
from human embryos before Aug. 9, 2001, and
that the embryo can not have a chance for further
development, such as an embryo scheduled for
disposal by a fertility clinic.

In addition to the application extension,
Baldwin announced that NIH had expanded the
original list of 64 stem cell lines to 72. The
Madison-based Wisconsin Alumni Research
Foundation (WARF) helped expand the list of
lines because it grew additional cell colonies from
its existing cells.
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On behalf of the NIH, Baldwin faced Specter’s
pointed questions about progress within the
agency to implement President Bush’s plan to
fund research on 72 stem cell lines identified by
the administration as viable.

From stem cells to security

One stumbling block to handing out research
dollars was the NIH’s sluggish ability to set up its
Human Embryonic Stem Cell Registry web page.
The site provides information on which lines are
available and where they are located. And several
days before the Sept. 11 terrorist attacks, Tommy
Thompson, secretary of the U.S. Department of
Health and Human Services, told members of the
Senate Health, Education, Labor and Pensions
Committee that the site would be ready “within
the next two weeks.”

When asked by Specter to describe the NIH’s
problem, Baldwin responded that since Sept. 11,
the NIH shifted a lot of focus to security issues.
“We’ve had people pulled from different areas to
work on bioterrorism, and we weren’t expecting
that,” Baldwin said. 

Pressed further by Specter, Baldwin said it is
likely that the web page would be ready in early
November. The site can be reached at (http://
escr.nih.gov). For a list of available research sites
and stem cell lines, see chart, above.)

Since taking over the White House, the Bush
administration has presented scientists looking for

government money for stem cell research with
obstacles. Under the Clinton administration, the
government was willing to pay for such research
as long as a private company collected the cells.
The debate surrounding the issue captured
national attention when members of the Bush
team said Clinton’s executive order permitting
federal funding of such research likely was illegal.

For months, political watchers became arm-
chair biologists as the media debated and dis-
cussed what stem cell research is and whether it
is ethical. Then on Aug. 9, Bush went on national
television to say the government would pay for
research on 72 existing lines located within 10
labs worldwide.

Narrowing the funds to specific lines opened a
can of worms that included questions about
whether the lines are viable, and if they are, how
would patent and ownership issues be worked
out.

Carl Gulbrandsen, managing director of WARF,
testified to Specter that WARF and its subsidiary,
WiCell, have agreed to provide its human embry-
onic stem cells to federally funded researchers at a
low cost, about $5,000 per line. WARF and WiCell
have five lines included in Bush’s 72 acceptable
lines.

Gulbrandsen said the lines can be used for
research purposes, but if a company seeks to
commercialize a product from the research, it
would have to seek a commercial license.

“Our goal is to see this technology widely dis-
seminated and developed,” says Gulbrandsen.
“We know that federal funding will increase the
number of researchers who work with embryonic
stem cells and that these researchers will bring
the tomorrow of medicine closer to today.”

Obstacles still ahead

Specter polled the scientists on whether they
support therapeutic cloning since some stem cell
research could involve such cloning that cannot
produce humans. “If therapeutic cloning were
made a crime, would that preclude research?”
Bert Vogelstein, a professor of oncology and
pathology at Johns Hopkins Oncology Center
and the Howard Hughes Medical Institute in
Baltimore, responded to Specter: “That would be
an understatement.”

Sen. Sam Brownback (R-KS) has introduced an
amendment to the Labor, Health and Human
Services Appropriations Bill (HR 3061) that
would criminalize therapeutic cloning.
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Facility, Stem Cell Lines
Available

• BresaGen, Athens, GA; four
• CyThera, San Diego; nine
• ES Cell International, Melbourne, Australia; six
• Geron, Menlo Park, CA; seven
• Goteborg University, Goteborg, Sweden; 19
• Karolinska Institute, Stockholm, Sweden; six
• National Centre for Biological Sciences/Tata

Institute of Fundamental Research, Bangalore,
India; three

• Reliance Life Sciences, Mumbai, India; seven
• Technion University, Haifa, Israel; four
• University of California, San Francisco; two
• Wisconsin Alumni Research Foundation,

Madison, WI; five

Source: National Institutes of Health, Bethesda, MD.



The House voted 265-162 in support of legisla-
tion (HR2505) authored by Rep. Dave Weldon (R-
FL) that bans therapeutic and reproductive
cloning. Brownback’s amendment was slated for
debate in November.

Specter said he was trying to gather information
for debate purposes. “We all have been preoccu-
pied by the attacks and anthrax, but we are deal-
ing with a lot of lives that depend on the stem cell
and therapeutic cloning issues,” he said.

Many scientists believe that therapeutic
cloning is central to the production of break-
through medicines, diagnostics and vaccines to
treat Alzheimer’s, diabetes, Parkinson’s, heart
attack, various cancers, and many other genetic
diseases.  ■

The difference between
sponsors and investigators
By J. Mark Waxman, JD
General Counsel
CareGroup Healthcare System
Boston

IRB administrators and committee members may
use the words sponsor and investigator inter-

changeably, but it’s important to know the differ-
ence between the two. A sponsor is the entity or
person who takes the responsibility for a clinical
investigation. The sponsor may be, but is not
required to be the investigator — the individual
who actually conducts the clinical investigation.

According to the U.S. Food and Drug
Administration (FDA), a clinical investigation
means any experiment that involves a test article
that either is subject to the prior submission
requirements of the FDA (found in sections 505 or
520 of the FDC Act), or is not subject to submis-
sion, but the results of which are intended to be
submitted later or held for inspection as part of

an application for a research or marketing permit
(21 CFR section 50.3c). In general, any clinical
investigation that must meet the requirements for
prior submission is subject to IRB review.

An experiment is any use of a drug except for
the use of a marketed drug in the course of medi-
cal practice.

Finally, it is interesting to note that the actual
definition of research itself is defined elsewhere
to mean a systematic investigation develop to defeat
or contribute to generalizable knowledge (45 CFR sec-
tion 46.102d).

Responsibilities all around

Both sponsors and investigators have an exten-
sive series of responsibilities defined by federal
law, and in particular under the Food, Drug and
Cosmetic Act. These responsibilities are wide
ranging and must be carefully understood by
both investigators and sponsors. A deliberate or
repeated failure to comply with these responsibil-
ities can, in addition to other potential sanctions,
lead to a disqualification.

Sponsors have four responsibilities

Representative of the general responsibilities of
a sponsor are:

1. Selection of qualified investigators — those
documented to be qualified by training and expe-
rience. The information to be furnished in this
regard includes mandated financial disclosure
information.

2. Provision of adequate information to prop-
erly conduct the investigation, including keeping
each participating investigator informed of new
observations discovered by or reported to the
sponsor.

3. Proper monitoring of the investigation
through ongoing review of the progress of the
investigation. A sponsor must select a qualified
monitor to assist in this process. A sponsor who
discovers noncompliance is required to act to
secure compliance or potentially end the investi-
gation. Further, the sponsor must be vigilant to
allow it to determine if the investigational drug
presents an unreasonable and significant risk to
the subject. If that is the case, it must notify the
FDA, all relevant IRBs, and the investigators. The
sponsor also must discontinue the investigation
no later than five working days after making the
determination.

4. Maintenance of adequate records relating to
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the drugs and its disposition and the financial
interest of investigators.

Investigators share responsibilities

At the inception of the investigator’s role, a
signed investigator statement is required. The
statement contains a series of important commit-
ments by the investigator. The statement includes
commitments that the investigator will:

1. Conduct the study in accordance with the pro-
tocol and make no changes (unless safety requires
it) in a protocol until the sponsor is notified.

2. Personally conduct or supervise the
described investigation.

3. Properly inform potential subjects that the
drugs are being used for investigational purposes.

4. Ensure that requirements relating to obtain-
ing informal consents and IRB approval are met.

5. Report adverse experiences.
6. Ensure that all associates and others

assisting in the conduct of the investigation are
informed about their obligations in meeting 
these commitments.

Separate and apart from the direct obligations
to the sponsor, the investigator must also commit
to promptly report all changes in the research
activity and all unanticipated problems to the
IRB. Similarly, no changes (absent a need to pro-
tect a subject) can be made to be research without
IRB approval. (21 CFR 312.53).

These commitments are supplemented by a
series of regulatory mandates. First, the drug may
only be administered under the personal supervi-
sion of the investigator or a subinvestigator
responsible to the investigator. A subinvestigator
is a member of the investigator’s team.

Investigational drugs may only be given to
those specifically authorized to receive it, and
detailed records of drug disposition must be
maintained and available for inspection at all
times. 

Second, record-keeping requirements are criti-
cal. Case histories in particular are mandated
with the appropriate documentation of the
receipt of informed consent.

Third, a series of investigator reports are
specified — progress reports, safety reports, a
final report ‘shortly’ after the investigator’s
participation is completed, and financial disclo-
sure reports. All such reports and any other
required records must be maintained for a
period of two years following the date a
marketing application is approved or two 

years after the investigation is discontinued and
the FDA is notified.

Compliance and liability

Compliance with sponsor and investigator
responsibilities is time and effort consuming, but
critical nonetheless. From the research enterprise
perspective, worst case, as recently occurred with
Johns Hopkins, is suspension (or even termina-
tion) of the programs for individuals and the
institution. In addition, a failure to comply with
the mandate may lead to reimbursement claims
on the FDA which are not supportable and
deemed false claims by the government.  ■
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EDITORIAL ADVISORY BOARD

13. The Food and Drug Administration’s interim 
rule regarding clinical research of products 
required to have FDA approval includes spe-
cial provisions when children are the research 
subjects. One provision states that IRBs must 
conduct a review of research to determine 
compliance in cases when children are the 
subjects of ongoing research. What is some of 
the criteria that must be satisfied if an IRB is to 
approve the research:

A. The risks to subjects are minimized and 
risks to subjects are reasonable in relation 
to anticipated benefits.

B. The selection of subjects is equitable and 
informed consent is adequate and appro-
priately documented.

C. Where appropriate, the research plan 
makes adequate provision for monitoring 
the data collected to ensure the safety of 
subjects.

D. All of the above.

14. A study about clinical research in health cen-
ters, published in the Aug. 15, 2001 issue of 
JAMA, found that what percentage of admin-
istrator/chair respondents rated the health of 
their clinical research enterprise to be either 
good or excellent?
A. 22%
B. 65%
C. 52%
D. 95%

15. The National Institutes of Health extended its 
application deadline for stem cell research 
grants and at the same time announced:
A. Eight additional stem cell lines now 

available
B. Availability of the stem cell registry web 

page
C. Its intention to mainstream stem cell 

research with other research
D. All of the above

16. An extensive series of responsibilities for 
sponsors and researchers are derived from 
which piece of federal legislation:
A. Medical Records Privacy Act
B. Food, Drug, and Cosmetic Act
C. Health Insurance Portability and 

Accountability Act of 1996
D. All of the above

CMEquestions

CE/CME objectives

The CE/CME objectives for IRB Advisor are
to help physicians and nurses be able to:

• establish clinical trial programs using
accepted ethical principles for human sub-
ject protection;

• understand the regulatory qualifications
regarding human subject research;

• comply with the necessary educational
requirements regarding informed consent
and human subject research;

• apply the necessary safeguards for patient
recruitment, follow-up, and reporting of find-
ings for human subject research;

• have an understanding of the potential for
conflict of financial interests involving
human subject research;

• understand reporting adverse events during
research. ■


