
Compassionate use of investigational 
drugs requires IRB approval, regs say
The question remains: Is full-panel review necessary?

Investigators and clinicians occasionally see patients who might ben-
efit from use of an investigational drug, but who are unable to partic-
ipate in existing clinical trials.

In some cases, sponsors allow expanded treatment distribution of the
study drug to needy patients who have exhausted other treatment options
and cannot wait until the completion of Phase III study and approval by
the U.S. Food and Drug Administration (FDA).

Although these protocols often are not viewed as research, federal
regulators still consider these patients to be research subjects and such
distribution still must be reviewed by local IRBs, say federal officials
and others familiar with the process.

“The terms ‘compassionate use’ and ‘expanded access’ do not appear
anywhere in the regulations,” warns Joe Breault, MD, ScD, MPH, MS,
FAAFP, CIM, CIP, chair of the IRB at the Ochsner Clinic Foundation in
New Orleans. “The FDA and NIH [National Institutes of Health] may
publish guidance documents advising IRBs how to proceed, but these
are not official parts of the regulation. Under the law, these protocols are
research protocols like any other.”

Breault has become familiar with the process because several investiga-
tors at his institution want to use the investigational drug 5-Azacytidine
(5AZ), which is being tested to treat refractory acute myelogenous leu-
kemia and acute myelodysplastic syndrome.

There are two basic categories of treatment use distribution:
1. Expanded access — includes the National Cancer Institute’s (NCI)

Treatment Referral Center (TRC) protocols. One treatment protocol is to
be used for all patients with the same diagnosis. Much like a standard
clinical trial, the IRB reviews the protocol and the informed consent docu-
ments, etc., then eligible patients are enrolled to have access to the drug.

2. Single treatment — includes compassionate use, emergency excep-
tion protocols, also known as compassionate IND (investigative new
drug) programs, under FDA policies. Clinicians seeking to use the
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investigational drug for a patient unable to par-
ticipate in a clinical trial must submit a separate
application for each patient to be treated. The IRB
must separately approve each patient as a sepa-
rate study, examining the protocol, the informed
consent documentation, etc.

Decisions about whether to make investigational
drugs open to nonresearch distribution are up to
the sponsors of the drug’s clinical trials — often the
pharmaceutical company or a federal entity, such
as the NIH or NCI.

The sponsors must obtain permission from the
FDA for treatment distribution, and the type of
distribution depends on the approval obtained.

For example, NCI has approval from the FDA
for three types of expanded distribution: special
exception protocols, Group C treatment proto-
cols, and TRC protocols, says Ellen Fiegal, MD,
acting director of the division of cancer treatment
and diagnosis at the NCI.

Each type of distribution requires a different
level of record keeping and reporting by investi-
gators and different distribution mechanisms for
the study drug.

NCI special exception protocols are open to
any qualified investigator on a patient-by-patient
basis, with the study protocol consisting of a
two-page form to be filled out by the investiga-
tor. FDA provides retrospective approval after
the protocol is cleared by NCI.

Group C treatment protocols are also open to
any NCI-approved investigator, but come with a
standard guideline for treatment, with a model
informed consent document. According to the NCI,
it may request the IRB requirement be waived for
drugs designated eligible for Group C protocols.

For TRC protocols, the study drug is provided
to designated treatment referral centers, along
with a standard protocol and informed consent.
The IRB at each center must approve the protocol.
The TRCs then enroll patients.

However, Breault notes, even if an expanded-
access TRC protocol is in place for a particular
investigational drug, a single-treatment exception
may be necessary for some patients.

For example, a drug may be eligible for expand-
ed access distribution for one diagnosis, but the
same drug may require single-treatment protocols
for use in patients with another diagnosis.

Regardless of the category of treatment use, all
applications for investigational treatment require
an investigator, informed consent, a sponsor who
accepts responsibility for the study and commu-
nicates with the FDA, a drug supplier (who may
also be the sponsor), and oversight by an IRB, he
adds.

For NCI-sponsored protocols, the study drugs
must be distributed to, and administered by, an
investigator registered with the institute, with the
exception of TRC protocols, in which clinicians at
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the preapproved centers all have access to the
drugs, says Fiegal.

After approval of the special exception request,
investigators must submit a brief protocol for
each patient that describes the treatment plan,
treatment history, expected toxicities, efficacy,
and monitoring procedures.

“Investigators must obtain IRB approval before
treating the patient and retain documentation of
this approval in the patient’s medical record,”
Fiegal notes.

Of course, informed consent still applies. The
investigator must provide enough information 
to the patient, family or guardian to make an
informed decision. This is documented in a writ-
ten informed consent that must be signed by the
patient or guardian before treatment and kept in
the patient’s medical record. The informed consent
should require all items required by the FDA in
clinical trial informed consent documents, she says.

“On completing therapy with the special excep-
tion agent, the investigator must also provide the
NCI with a report of the treatment experience
[called the Report of the Independent Investigator],
which describes toxicity and efficacy,” she says.

Question about IRB review

For special exception drugs, IRBs often are
faced with considering identical applications for
treatment protocols for different patients with the
same diagnosis, says Breault.

The rules stipulate that use of the drug must be
separately reviewed for each patient, but some
IRBs have questioned whether this merits a full-
panel review in each case, or whether it might be
permissible to have the full IRB review the initial
protocol, with the IRB chair reviewing subse-
quent applications for treatment use of the same
drug by the same investigator.

For Group C treatment protocols that it spon-
sors, the NCI permits three categories of IRB
review for special exception protocols:

• An entirely new study approved by the full
IRB for each new patient.

• Expedited review of the protocol by a few
IRB members or the IRB chair.

• Full-panel review of the protocol, with the
IRB chair sending a letter of approval for each
new patient enrolled in the protocol. 

However, though expedited review may be
permissible by the NCI or other study sponsors,
it violates FDA IRB regulations prohibiting expe-
dited review of research that poses more than

minimal risk to subjects, Breault says.
Using a strict interpretation of the federal regu-

lations, only the first option should be considered.
This can be extremely burdensome, particularly
for institutions that may have 50-60 patients on a
compassionate use protocol, he adds.

In talks with FDA officials, some have indi-
cated that the third option is acceptable, because
it involves full-panel review of the protocol, then
the IRB chair approving adding patients subject
to the FDA’s final approval.

There is nothing in writing, though, he says,
and no guarantee that such a practice would not
draw fire during an IRB audit, Breault notes.

For more information

• U.S. Food and Drug Administration. Briefing Document for
the ODAC (Oncologic Drugs Advisory Committee) Single Patient
Use of Investigational Anticancer Agents. Available on the FDA
web site: www.fda.gov/ohrms/dockets/ac/01/briefing/
3757b1.pdf).

• National Cancer Institute. Access to Investigational Drugs:
Questions and Answers. Published June 6, 2002. Accessed on the
NCI web site at: http://cis.nci.nih.gov/fact/7_46.htm.

• Shalabi AM, High J, Edwards MS, et al. Obtaining
investigational agents from the National Cancer Institute:
When clinical trials are not an option. Oncol Pract 2000; 18:
8-14. ■

Socio-behavioral studies 
sometimes offer fewer risks 
Can there be too much scrutiny?

[Editor’s note: In this issue of IRB Advisor, we 
will discuss research and IRB topics highlighted at the
annual conference sponsored by the Public Responsibi-
lity in Medicine and Research (PRIM&R) and at the
18th annual meeting of the Applied Research Ethics
National Association (ARENA). The conference and
meeting were held Dec. 5-7, 2003, in Washington, DC.]

Sometimes the risk in socio-behavioral studies
is not as great as an IRB fears, and it’s a good

idea for an IRB to work with investigators to find
a compromise approach in such research, a crimi-
nology researcher says.

IRBs need to be aware that the tools and data
collection techniques used in socio-behavioral
research may appear riskier than they actually are,
and the public benefits may be greater; therefore,
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it’s a good idea to refrain from categorically reject-
ing research that involves unknown factors, sug-
gests John Laub, PhD, a professor of criminology
and criminal justice at the University of Maryland
in College Park. He spoke about respect for peo-
ple in research at the PRIM&R 2003 annual IRB
conference.

“What I’d like to suggest to IRBs is that they
keep an open mind and really look at protocols,”
Laub says.

A good example of how research could be less
harmful than an IRB anticipates is a long-term
study that he and a colleague recently completed.
It involved a follow-up study of men who had
been put in reform schools in the 1940s and ’50s.
The study resulted in a book recently published
by Harvard University Press, Shared Beginnings,
Divergent Lives: Delinquent Boys to Age 70. Robert
Sampson, PhD, Henry Ford II Professor of Social
Sciences at Harvard University in Cambridge,
MA, co-wrote the book.

For this study, Laub and Sampson found the
original records of a Harvard University study 
of 1,000 male youths. Five hundred of them had
been detained in reform schools as adolescents,
and the remaining 500 had not been labeled
“delinquents.” The original study followed the
youths to ages 25 and 32.

“I came across the original records for this
study in the basement of the Harvard Law
School,” Laub says. “We resurrected data and
computerized the data and did a longitudinal
study of it and wrote a book about how many of
the delinquents grew up to be adult offenders.”

After Harvard University Press published that
book, titled Crime in the Making: Pathways and
Turning Points Through Life, in 1993, Laub and
Sampson decided to contact the original delin-
quent subjects for a longitudinal study that
would span 50-60 years.

These men were in their 60s or 70s and had not
been contacted by researchers for 35 years, Laub
notes.

Demonstrating respect

“So how do you demonstrate respect for per-
sons with this very different follow-up study?”
Laub asks. “We were careful in contacting these
men because we didn’t necessarily know whether
people knew about their past.”

Initially, the IRB that reviewed the protocol
was skeptical and greatly concerned that the
investigators would be disruptive in these men’s

lives, he recalls.
During discussions with the IRB, Laub and his

co-investigator convinced IRB members to permit
a two-person pilot study.

“To get the IRB to reconsider the initial reac-
tion, we did a pilot study of two cases where I
traced and searched and interviewed two men
and reported back about what happened in these
interviews to convince them that this was a feasi-
ble project,” he says. “The pilot study basically
gave a report on how we approached the men
and what their reactions were.”

The IRB decided to approve the protocol, but
placed limitations on how researchers could con-
tact the subjects.

“We were allowed to contact the men by mail
only and then place a follow-up phone call,” Laub
says. “What we could not do is any kind of unan-
nounced visits to a man’s house.”

The initial letters provided a telephone number
for the men to call, and some did so. Others waited
until the researchers called them, and interviews
were arranged in this way, he explains.

This more passive approach to recruiting sub-
jects worked alright, but it was somewhat awkward
and time-consuming. Generally with longitudinal
research, investigators want to be aggressive in
approaching and recruiting subjects, Laub says.

“We don’t know whether or not we would
have been more successful if we’d been able to
knock on doors and show up,” he adds.

Nonetheless, investigators were able to inter-
view 52 men out of the 255 they tracked; about
half had died, Laub notes.

They did interview some prisoners for the study
and had to make it very clear that they were not
part of the correctional system and that participat-
ing in the study would not benefit them in any way,
he says.

“We had to get their permission and permis-
sion from the supervisor of the unit,” he recalls.

The IRB also required the researchers to obtain
for the study a certificate of confidentiality from the
U.S. Department of Health and Human Services,
Laub says. “Basically, that ensured that these data
would be protected and not released to any third
party, and we made it explicit in the interview that
any reports of child abuse or reports of injury to
others or to one’s self would have to be reported to
some authority,” he adds.

As it turned out, the men who were interviewed
were positive about the process, Laub says.

“What we found is that many of these men
really enjoyed being part of this study, and they

16 IRB ADVISOR / February 2004



Protocols involving oral 
history still need review
Here’s what OHRP says

IRB members who are confused about whether
research containing an oral history is subject to

IRB review are not alone. The Office for Human
Research Protections (OHRP) has written two let-
ters on the matter, leaving some room for contra-
dictory interpretation until guidelines are issued,
possibly this year.

When first asked to revise guidelines in favor 
of exempting oral history from IRB review, OHRP
responded in such a way that the American His-
torical Association of Washington, DC, and the
Oral History Association of Carlisle, PA, assured
members and published statements on their web
sites that claimed oral history was excluded from
IRB review. They asserted that oral historians did
not need to submit their projects to an IRB — even
to seek exemption.

This conclusion was based on OHRP’s response
to a letter sent by a historical organization, which
had drafted its own proposed guidelines regard-
ing oral history interviewing.

In a question-and-answer statement on the
American Hospital Association web site, it states,
“The OHRP has affirmed that federal regulations
were designed with biomedical research in mind,

as well as behavioral and social scientific research
that uses standard questionnaires with often
anonymous sources to produce quantitative
information that aims at ‘generalizable knowl-
edge.’ Since that is not the way oral historians
operate, the type of research they do is now
excluded from IRB review.”

Overstating the case

In a Sept. 22, 2003, letter to Linda Shopes of 
the Pennsylvania Historical and Museum Com-
mission of Harrisburg, Michael A. Carome, MD,
wrote, “OHRP concurs with the proposed policy
stating that oral history interviewing activities, in
general, are not designed to contribute to general-
izable knowledge and, therefore, do not involve
research as defined by the Department of Health
and Human Services [HHS] regulations at 45 CFR
46.102(d) and do not need to be reviewed by an
institutional review board.”

Then, in December, after OHRP was asked to
clarify its position on oral history interviewing 
by Lori Bross, assistant to the vice president for
research in the Office of Research Compliance at
Northern Illinois University in DeKalb, a less clear-
cut answer emerged. She discussed this issue at the
PRIM&R 2003 annual IRB conference, held Dec. 5-7
in Washington, DC.

“Basically, what OHRP has said: ‘If you are
using oral history interviewing techniques to
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liked talking about their lives,” he says.
For some of the men, it was painful to discuss

their pasts, because some had lived very tragic
lives, Laub notes. “It was not unusual for the men
to express emotion during these interviews about
their wasted lives.”

But the process also validated the men’s lives in
some sense. “They were quite fascinated that some-
one would take the time to follow them over such 
a long period of time,” Laub recalls. “They didn’t
have a real sense of how important the original
study was that they were involved in — it was the
most famous study in criminology that was ever
done, yet they didn’t have a sense of that.”

Some of the strategies investigators used to pro-
tect the subject’s confidentiality included schedul-
ing interviews at the time the spouse would be out
or meeting the subject at a different location when-
ever these were requested, Laub says.

The public benefits to such research are consid-
erable, and IRBs need to keep this in mind, he

notes. “This is the longest longitudinal study in
the world,” he says. “You cannot recreate this
information in any way and, luckily for us, we
were able to take a very longitudinal study, ages
14-32, and extend it to age 70 in less than a five-
year period.”

All of this was done with a very small private
grant, Laub adds. “If we only have cross-sectional
data, then we have kids who are juvenile delin-
quents and we conclude that things would be
pretty grim for these kids,” he says. “But what
we’ve learned by doing a longitudinal study is
that many of these kids had positive outcomes,
led extraordinary lives and were able to overcome
these disadvantages.”

The first book, titled Crime in the Making: Path-
ways and Turning Points Through Life, received the
outstanding book award from the American Society
of Criminology, the Academy of Criminal Justice
Sciences, and the Crime, Law, and Deviance Section
of the American Sociological Association.  ■



simply convey information or to retell a story,’ but
people aren’t using it to draw conclusions or things
like that, then that doesn’t fit the regulatory defini-
tion of research,” Bross explains. “But other situa-
tions where oral history methodology is used
[could be] for a research purpose that is of the type
described in the definition of research in the regula-
tions [and these would be subject to IRB review].”

Carome wrote this explanation to Bross in an 
e-mail dated Dec. 1, 2003: “OHRP responded to
the oral historians with a letter stating OHRP’s
concurrence with the draft policy statement that
oral history activities in general do not involve
research as defined by the HHS regulations and
providing some suggested edits. I have attached 
a PDF file containing a copy of OHRP’s letter
below. Please note that the inclusion of the words
‘in general’ in OHRP’s response means that cer-
tain human subjects research activities may
include oral history activities, and such research
activities should be reviewed by an institutional
review board unless the research is exempt under
HHS regulations at 45 CFR 46.101(b). Indeed, in
its Sept. 22 letter, OHRP noted that on occasion,
investigators conducting human subjects research
as defined by the HHS regulations may use oral
history interviewing procedures. Unless such
research is exempt under HHS regulations at 45
CFR 46.101(b), IRB review would be required if
the research is conducted or supported by HHS or
conducted under an applicable OHRP-approved
assurance.”

Further, he wrote, “Based upon comments that
we have received since OHRP’s letter regarding
oral history activities was issued, it appears that
many institutions and IRBs took the position that
oral histories always involve research. Based upon
the nature of oral histories, OHRP does not agree
with such a position.”

Carome also provides three principles for eval-
uating oral history type activities:

• “Oral history activities, such as open-ended
interviews, that ONLY document a specific histori-
cal event or the experiences of individuals without
an intent to draw conclusions or generalize find-
ings would NOT constitute ‘research’ as defined
by HHS regulations 45 CFR part 46. Example: An
oral history video recording of interviews with
holocaust survivors is created for viewing in the
Holocaust Museum. The creation of the videotape
does NOT intend to draw conclusions, inform
policy, or generalize findings. The sole purpose is
to create a historical record of specific personal
events and experiences related to the Holocaust

and provide a venue for Holocaust survivors to
tell their stories.”

• “Systematic investigations involving open-
ended interviews that are designed to develop 
or contribute to generalizable knowledge (e.g.,
designed to draw conclusions, inform policy, or
generalize feelings) WOULD constitute ‘research’
as defined by HHS regulations at 45 CFR part 46.
Example: An open-ended interview of surviving
Gulf War veterans to document their experiences
and to draw conclusions about their experiences,
inform policy, or generalize feelings.”

• “Oral historians and qualitative investigators
may want to create archives for the purpose of
providing a resource for others to do research.
Since the intent of the archive is to create a reposi-
tory of information for other investigators to con-
duct research as defined by 45 CFR part 46, the
creation of such an archive WOULD constitute
research under 45 CFR part 46. Example: Open-
ended interviews are conducted with surviving
Negro League Baseball players in order to create
an archive for future research. The creation of
such an archive would constitute research under
45 CFR part 46 since the intent is to collect data
for future research.”

Bross says she requested a clarification from
OHRP because she didn’t want researchers to be
put into an awkward position of conducting their
activities without seeking IRB review only to find
out they should have done so.

“People are scratching their heads, trying to
figure out what to write into their own policies,
and it’s confusing people,” Bross says.

Hopefully, the letter OHRP sent to Bross will
help clarify the situation, at least until OHRP
issues its guidelines, she adds.  ■

IRB role at small colleges 
sometimes a little murky
Informal review processes are on way out

Small colleges and undergraduate departments
at universities are finding it increasingly impor-

tant to formalize their human subject protection
programs while making certain IRBs are reviewing
what they should and not filling agendas with a
lot of unnecessary reviews, several experts say.

“A lot of the focus in IRB review has been on
large institutions and, particularly, those with
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academic medical centers,” says Julie Pedroni,
PhD, a visiting assistant professor of philosophy
at Williams College in Williamstown, MA. She
spoke about IRB reviews at smaller and under-
graduate institutions at the PRIM&R 2003 annual
IRB conference.

“It’s been shifting slowly, but surely, to concern
about undergraduate institutions, and they have
very special concepts and IRB needs,” Pedroni
adds.

Traditionally, undergraduate and smaller insti-
tutions may have had an informal process of
research review, such as a secretary or adminis-
trator who handled the paperwork or an IRB that
has a chairman who makes informal decisions or
an IRB that meets infrequently, she says.

“Even if they don’t have assurances with the
Office for Human Research Protections, I think they
realize OHRP is setting the standards, and they face
some liability,” Pedroni says. “And there are new
PhDs taking up faculty positions, and they received
research ethics training while graduate students,
and they say, ‘We need a functional IRB here,’ and
that may be part of the trend, too.”

More training needed

Once the IRB process becomes official, it’s
often necessary to educate faculty, staff, and stu-
dents about what an IRB does and when research
should be submitted for review, she says.

“The truth is that faculty at undergraduate or
liberal arts institutions, at least, tend to focus on
teaching rather than research and they may not
be all that up on human experimentation ethics in
their fields,” Pedroni notes. “Also at small institu-
tions you may get fairly spotty or narrow exper-
tise on your IRB.”

This means there could be problems, at least
initially. For instance, Pedroni recalls speaking
with a professor at a college she was visiting who
had been doing human subjects research, but did-
n’t realize it would be considered research and
therefore possibly subject to federal regulations
governing human subject studies until he spoke
with Pedroni. 

Likewise, she encountered a student who was
conducting a survey about sexual experiences
and HIV exposure. Her project was for a class-
room exercise, but its nature would have required
an IRB review, Pedroni says.

“I did send an e-mail to that instructor,” she says.
“And I had a good long talk with the student.”

This examples highlights one of the key issues

for IRBs at undergraduate or small institutions,
and that is determining when a project is research
and when it’s only an educational activity, says
Lori Bross, assistant to the vice president for
research at the Office of Research Compliance at
Northern Illinois University in DeKalb. She spoke
at the PRIM&R conference on this topic.

“You train a student to think like a researcher
and learn techniques that a researcher would use,
but they’re not really doing research, and that’s a
fuzzy line that IRBs have to tread,” she says.

State law also may govern how an IRB handles
student research and educational research activi-
ties. Some states require all research to be reviewed
by an IRB, Bross says.

“Then some larger cities may have ordinances
on the books that govern research conducted
within city limits, and that’s another example of
local regulations that you might need to know
about,” she says.

IRBs might take the stand that all theses and dis-
sertations that involve research would be required
to have an IRB review, but there are other projects
that still may trigger some sort of IRB scrutiny,
Bross adds.

For instance, any time a person is asked to
review personal information for a research or
educational project by a student, professor or
someone else, then an IRB might want to consider
the impact of that interview on the subject, she
says.

“It doesn’t matter whether it’s for a class pro-
ject or a thesis or a study because the impact is
the same on the subject,” Bross notes.

On the other hand, institutions would be inun-
dated with paperwork, if IRBs had every student
submit his or her projects.

“You need to find a way to balance issues of
subject protection and ethically conscientious
research with practical issues like workload,”
Bross says.

A creative solution might include having an
IRB comprised of students and faculty who look
only at student projects, she suggests.

Another issue that IRBs at small or undergrad-
uate institutions might face is opposition to hav-
ing an IRB review all socio-behavioral research
and expecting such research to meet some of the
same rigorous standards as biomedical research.

“While we all understand that research partici-
pants can be hurt by being involved in socio-
behavioral research, the likelihood of their being
hurt in any significant way is dramatically smaller
than for biomedical research,” says Stuart Plattner,

February 2004 / IRB ADVISOR 19



program officer for cultural anthropology at the
National Science Foundation in Arlington, VA.

Socio-behavioral research fell under the federal
regulatory umbrella after the fact, he notes.

“They didn’t want to draft any new regula-
tions, so they included social-behavioral research
in the biomedical research regulations,” Plattner
says.

“The problem is not that people are being
harmed or that they’re not giving informed con-
sent, but that the researcher is being stymied by 
a reviewer for biomedical concerns,” he says. 
“It’s very difficult for a sociologist or anthropolo-
gist to fit his or her research project into some-
thing defined for biomedical research.”

For one thing, the power structure between
researcher and subject is quite different in socio-
behavioral research, where a researcher may go 
to a person’s home and ask them a few questions
in a setting where they are very comfortable and
free to say “No,” Plattner explains. 

By contrast, a person who seeks medical treat-
ment from a doctor, who then suggests a treatment
that is under study and asks the patient whether
he or she would be interested in participating in
the study, is in a position of lesser power than the
physician, who may hold a key to that person’s
health and well-being.

Plattner says that in his experience IRBs are
being too cautious about socio-behavioral
research.

“My advice to IRBs is they should spend time
worrying about these projects where people can
really be harmed,” he says.

“But if a socio-linguist wants to review the gram-
matical structure of language, then there is no issue
— don’t waste time on this,” Plattner says.  ■

Sharing data requires 
policies and procedures
Here’s what IRBs need to know

The longtime research tradition of sharing
data has been challenged in recent years

with the implementation of the Health Insurance
Portability and Accountability Act (HIPAA) and
its privacy requirements. However, the National
Institutes of Health (NIH) has confirmed its
commitment to the tradition with its mandate
requiring certain grant proposals to describe

how data will be prepared for public use.
NIH issued a mandate, effective Oct. 1, 2003,

requiring research grant proposals of more than
$500,000 to describe how data will be shared for
public and other research use without breaching
confidentiality, or researchers can explain why
this would not be possible.

IRBs may consider updating their policies and
procedures regarding data sharing in order to
ensure that researchers follow the mandate.

“The researcher needs to have a plan in the
proposal, and the IRB has a major responsibility
in making sure the plan is adequate,” says Joan
Sieber, PhD, professor of psychology emerita at
California State Hayward. She spoke about confi-
dentiality and data sharing at the PRIM&R 2003
annual IRB conference.

In updating policies and procedures regarding
data sharing, IRBs may desire to consider these
questions and issues:

1. How should informed consent be adjusted
to reflect the possibility of data sharing?

IRBs may need to consider requiring investiga-
tors to obtain consent for the sharing of a subject’s
data for future studies, Sieber says.

For example, suppose research involves a
videotape of a family, and the standard informed
consent has been obtained before the family was
videotaped and involved in the study. Then it
might be a good idea for the researcher to return
to the family after the videotape is made and ask
them for informed consent for archiving the tape
in a place where it might be shared with other
qualified scientists, she explains.

“That way, the person knows what it is you 
are going to share,” Sieber says. “If you put that
information in the informed consent before the
data are gathered, then the information wouldn’t
be as useful to the subject.”

It might be useful to change the name of the
second informed consent to something that more
closely reflects its purpose, such as “permission
to release data,” she adds.

“The agreement might go like this: Your data
will be archived in a secure place and would be
shared only with a qualified scientist who sub-
mits a proposal — for research use of the data —
that is approved by the archive,” Sieber explains.
“The protocol would comply with the confiden-
tiality agreement initially set forth, and the bor-
rower and his or her institution agree to comply
with the confidentiality agreement.”

2. How should researchers reduce risk of the
data becoming identifiable?
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An IRB will need to know the sensitivity of the
data, because if the data are not sensitive, then
the risks and IRB’s concerns are fewer.

“But when you gather data about things that
would stigmatize or incriminate someone or make
them financially vulnerable, such as in health data
or genetic data, then I think great care needs to be
taken in the storage of those data, and it has to be
considered on a case-by-case basis,” Sieber says.

Preventing re-identification of specific sub-
jects is a new process, involving new technol-
ogy, so it might be beyond the expertise of some
IRBs, although investigators also will need to
become educated in this area, she notes.

“Of course, not every institution is going to have
a lot of researchers who will share data, but cer-
tainly major institutions need to take steps to sup-
port the IRB by providing statistical consulting
expertise,” Sieber says. “These statisticians could
help advise investigators to come up with appro-
priate plans that could be set forth in the proposal.”

3. Defining data.
IRBs that address policies regarding data sharing

might use the guidelines and definitions, including
the definition of data, provided by NIH at this web
site: http://grants2.nih.gov/grants/policy/data_
sharing/data_sharing_guidance.htm.

“IRBs should make sure they understand that
information and go by the NIH definitions,” Sieber
advises.

For example, NIH defines Final Research Data
this way:

“Recorded factual material commonly accepted
in the scientific community as necessary to docu-
ment and support research findings. This does not
mean summary statistics or tables; rather, it means
the data on which summary statistics and tables are
based. For the purposes of this policy, final research
data do not include laboratory notebooks, partial
data sets, preliminary analyses, drafts of scientific
papers, plans for future research, peer review
reports, communications with colleagues, or physi-
cal objects, such as gels or laboratory specimens.
NIH has separate guidance on the sharing of
research resources, which can be found at http://
grants.nih.gov/grants/policy/nihgps_2003/NIHG
PS_Part7.htm#_Toc54600131.”

4. What additional resources are needed?
Besides having access to a statistician or similar

expert, an IRB and institution may desire to con-
sider the costs of sharing data and how these will
be distributed.

“The marginal costs of sharing with a particular
person can be shared, but the cost of preparing

data for sharing can become part of a research
proposal,” Sieber says. “The cost of preparing
data for sharing are primarily the cost of explain-
ing the data so well that someone who is not on
the initial research team truly understands what
each variable means, how the information was
gathered, and what limitations there are to inter-
preting it.”

This information requires a great deal of docu-
mentation, she adds. “The cost of preparing data for
sharing is considerable, and many little studies that
are not carefully scrutinized by a funding agency’s
review panel probably aren’t worth sharing,” Sieber
says. “On the other hand, many journals and scien-
tific societies tell people that if they want to publish
their research, they need to hold on to the data for at
least five years, so that if anyone questions the data
they may reanalyze the data.”  ■

Training needs can be met 
with a variety of tools
Content, not format, critical to effectiveness 

Human subjects training is typically a part of
human subjects protections programs. Such

training has taken the form of in-house seminars
given at regular intervals and web-based activities.
Regardless of the form, the objectives are simple:
Give those involved in human subject research
ethics and regulatory information that will pro-
mote beneficence and compliance with regulations.

Since 1989, three reports issued by the Institute
of Medicine (IOM) and the National Academy of
Sciences have recommended that research institu-
tions develop educational programs to promote
the responsible conduct of research. A 2002 IOM
report, “Integrity in Scientific Research: Creating
an Environment that Promotes Responsible Con-
duct,” specifically recommended that “institu-
tions should implement effective educational
programs, guided by basic principles of adult
learning, to develop the abilities that give rise 
to the responsible conduct of research.” 

Here are some training programs that are avail-
able to the researchers and IRB members. 

The National Institutes of Health offers a free,
web-based training course for researchers. Housed
at http://cme.cancer.gov/c01/, the course,
“Human Participant Protections Education for
Research Teams,” covers six areas: History, The
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Basics, Informed Consent, IRB Review, Ongoing
Protections, and International research. Among the
learning objectives:

• Describe at least five historical events that
have influenced current ethical guidelines,
including the Tuskegee Syphilis Study and the
Jewish Chronic Disease Hospital study.

• Define informed consent and describe the
elements that should be included in an informed
consent document.

• Describe conditions that may affect a per-
son’s capacity to consent and the responsibilities
of the researcher in seeking consent from research
participants; 

• Define institutional review board, describe
its membership requirements, and identify at
least four responsibilities of an IRB.

• List the criteria each study must meet in
order to be approved by an IRB.

IRB members can receive similar training on
the Office of Human Subject Research web site 
— http://206.102.88.10/nihtraining/ohsrsite/.
Though the training is designed for NIH IRB
members, the test can be accessed by nonmem-
bers. In addition to information specific to the
NIH, the course is designed to instruct members
on their responsibilities, including: 

• Determining whether a study is scientifically
sound and the steps that can be taken should they
determine the study is not scientifically sound.

• Determining the level of risk — including
physical, emotional, social, and economic — to
subjects using four recommended approaches: 1)
common-sense estimation; 2) experience of inves-
tigators or board members with similar proce-
dures or interventions; 3) statistical information
regarding procedure or intervention; and 4) the
situation of the proposed research subjects (for
example, are potential subjects ill, healthy, young,
institutionalized, etc.).

• Subject selection or who is being enrolled
(men/women; ill/healthy, are vulnerable popula-
tions involved, etc.).

• Informed consent, including the elements
that should be contained in a consent document
and the informed consent process.

The course takes an hour to complete, and par-
ticipants do not have to finish in one sitting. Upon
completion, a certificate will be generated.

Facts, figures, and threats are not as effective as
some might imagine when it comes to educating
researchers about human subject protections, says
communications expert Jeremy Wood, PhD. “The
important thing is to teach people concepts and

get them to care,” says Wood, a communications
consultant and founder of IRBtool.com, a start-up
company providing medical/health web design
services. “The goal of education should be to
change behavior,” he posits.

Wood created IRBeducator (www.irbeducator.
com), an interactive, Internet-based training tool.
IRBeducator takes a concept, as opposed to facts,
approach. 

On his web site, he wrote, “IRBeducator does
not focus on teaching researchers the complex
details of the Common Rule, as much as it tries to
communicate basic principles, motivate researchers
to focus on protecting human subjects, and provide
tools for efficiently learning the relevant details
when needed.”

The material is presented in four sections that
feature a narrative/case study format. At the
end of each case study are question and answer
choices such as, “I know the answer” or “Give
me a hint.” Selecting any of the answer choices
will bring you to the explanation of the princi-
ples being discussed.

The quiz that follows is not multiple choice; it’s
essay format. Wood says his testing methodology is
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How Adults Learn

According to Minneapolis training experts Ron
and Susan Zemke, adults learn for a purpose.

They wrote, “Adults tend to have a problem-centered
orientation to learning.” So when designing an edu-
cation program they suggest you keep in mind the
following: 
• Adult learners tend to prefer single concept, sin-

gle-theory courses that focus heavily on the
application of the concept to relevant problems.
This tendency increases with age. 

• Adults need to be able to integrate new ideas with
what they already know if they are going to keep
— and use — the new information. Information
that has little “conceptual overlap” with what
already is known is acquired slowly.

• Information that conflicts sharply with what is
already held to be true, and thus forces a reevalu-
ation of the old material, is integrated more slowly. 

• Adults prefer self-directed and self-designed
learning projects to group-learning experiences
led by a professional, and they desire to control
the pace and start/stop time. 

Source: Zemke R, Zemke S. 30 things we know for sure about
adult learning. Training Magazine, June 1981. Reprinted with
permission.



based on the law school model whereby students
take principles and apply them to various situa-
tions. “If you want to protect human subjects you
have to do more than present information from the
past,” he says. “You need to teach researchers the
important concepts that will impact their research.”

Essay answers, which can be compared to
answers provided for comparison with each ques-
tion, are sent to Wood and company for evalua-
tion. Notification of successful completion can be
sent to the participant or institution heads.

“It’s the old, ‘You-can-lead-a-horse-to-water’
situation. Requiring people to complete IRB
training won’t bring about the kind of behavior
change we want unless the training engages the
user’s mind and gut,” says Wood. “You need to
intrigue them, make them laugh, and get them
to see that it’s in their best interest to respect
human subjects.”

Good, old-fashioned pen and paper

If you’re looking for something more portable,
the Center for Clinical Research Practice offers
two textbook courses. 

Foundations of Human Subject Protection is
designed for IRB members and clinical staff. The
topics covered in the 100-page textbook include
ethical guidelines and federal regulations; study
design, including balancing ethics and science in
research design; the informed consent process;
and IRB responsibilities and considerations,
including review of genetic research and proto-
cols involving vulnerable populations such as
children. A bonus CD, “Regulatory References
— Institutional Review Board,” contains a 391-
page reference manual on topics such as “ICH
Guidelines for Good Clinical Practice” and
“Guidance for IRBs,” including a frequently
asked questions section. The cost is $175 for up
to 15 CE nursing credits; $225 for up to 15 CME
credits.

For researchers, there is Foundations of Clinical
Research. The textbook covers these topics: phases of
clinical research, regulation of research, protecting

human subjects, and clinical trials management.
Additionally, there is a workbook that allows partic-
ipants to apply learned principles to a case study
scenario. The final test is multiple choice. Cost: $250
for CE nursing credits; $295 for CME credits.

You can order either by going to www.ccrp.com
and clicking on the Education & Training icon.  ■
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■ Check out these strategies for
centralizing IRB review

■ Improve informed consent process
following expert’s tips

■ Here’s advice on finding and
empowering community members

COMING IN FUTURE MONTHS

ORI seeking educational
program proposals

The Office for Research Integrity is seeking
proposals for its Responsible Conduct Of

Research Education Resource Development
Program. Educational programs must address
one of nine core instruction areas:
• data acquisition, retention, storage, cus-

tody, sharing, ownership, interpretation,
and reporting;

• mentor/trainee relationships;
• collaborative science;
• peer review process;
• publication practices and responsible

authorship;
• research misconduct;
• conflicts of interest;
• human subjects;
• animal subjects.

Proposals will be evaluated based on cri-
teria such as how well the topic is covered,
whether the product can engage the user 
is active learning/participation, whether
appropriate technology is being utilized,
and how effective the product is likely to
be, i.e., whether the instructional materials
will improve the skills and competencies of
the target audience. 

The deadline for proposals is Feb. 27,
2004. For more information, visit the ORI
web site at www.ori.hhs.gov.  ■
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Participants should select what they believe to be the
correct answers, then refer to the list of correct answers
to test their knowledge. You must complete the evalua-
tion form provided in the June and December issues and
return in the reply envelope provided to receive a certifi-
cate of completion. When your evaluation is received, a
certificate will be mailed to you. 

5. According to a recent OHRP e-mail, which of the fol-
lowing is an example of historical oral interviewing?

A. Open-ended interviews of surviving Gulf War vet-
erans to document their experiences and to draw
conclusions about their experiences, inform policy,
or generalize feelings.

B. Open-ended interviews conducted with surviving
Negro League Baseball players in order to create
an archive for future research.

C. Videotapes of Holocaust victims telling their stories
for the purpose of creating a historical record of
related events and experiences and not with the
intention of drawing conclusions, informing policy, 
or generalizing findings.

D. All of the above

6. NIH issued a mandate requiring ___ from research
grant proposals of more than $500,000?

A. A description of how data will be shared for public
and other research use without breaching confi-
dentiality, or an explanation why this would not be
possible.

B. A description of how they will protect data confiden-
tiality when data are shared with other researchers.

C. A description of how data will be safely stored and
what firewalls will be in place for electronic data.

D. None of the above

7. Though expedited review may be permissible by
the NCI or other study sponsors, it violates FDA
IRB regulations prohibiting expedited review of
research that poses more than minimal risk to
subjects.

A. True
B. False

8. According to training experts Ron and Susan Zemke,
which of the following are true about adult learners?

A. They tend to prefer single-concept, single-theory
courses that focus heavily on the application of the
concept to relevant problems. 

B. They need to be able to integrate new ideas with
what they already know.

C. They prefer self-directed and self-designed learn-
ing projects to group-learning experiences led by a
professional.

D. All of the above

Answers: 5-C; 6-A; 7-A; 8-D.

CE/CMEquestions

CE/CME objectives
For more information on this program, contact
customer service at (800) 688-2421; e-mail:
customerservice@ahcpub.com.

The CE/CME objectives for IRB Advisor are to
help physicians, nurses, and other participants

be able to:
• establish clinical trial programs using accepted

ethical principles for human subject protection;
• describe the regulatory qualifications regarding

human subject research;
• comply with the necessary educational require-

ments regarding informed consent and human
subject research;

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

• explain the potential for conflict of financial
interests involving human subject research;

• discuss reporting adverse events during
research. ■
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