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(1)

HUMAN SUBJECT RESEARCH PROTECTIONS

WEDNESDAY, MAY 3, 2000

HOUSE OF REPRESENTATIVES,
SUBCOMMITTEE ON CRIMINAL JUSTICE, DRUG POLICY,

AND HUMAN RESOURCES,
COMMITTEE ON GOVERNMENT REFORM,

Washington, DC.
The subcommittee met, pursuant to notice, at 2:36 p.m., in room

2247, Rayburn House Office Building, Hon. John L. Mica (chair-
man of the subcommittee) presiding.

Present: Representatives Mica, Cummings, and Kucinich.
Staff present: Sharon Pinkerton, staff director; Steve Dillingham,

special counsel; Don Deering, congressional fellow; Lisa Wandler,
professional staff member; Ryan McKee, clerk; Alex McKinnon, in-
tern; Cherri Branson, minority counsel; and Earley Green, minority
staff assistant.

Mr. MICA. Good afternoon. I’d like to call this hearing of the Sub-
committee on Criminal Justice, Drug Policy, and Human Resources
to order. I apologize for the delay. There is a full committee hear-
ing going on at this time, but with the consent of the minority, we
are going to proceed.

We have two panels today, and we do want to finish this hearing
this afternoon. It is an important hearing, entitled ‘‘Human Subject
Research Protections,’’ one of which I’m pleased to work with my
colleague Mr. Kucinich, the gentleman from Ohio, and this is the
second hearing we’ve conducted on this matter.

I am going to start with the regular order of business. We may
at some time have to recess for a vote, either in committee or on
the floor, but we’ll proceed with opening statements, recognizing
myself first and then the gentleman from Ohio.

This hearing before the Subcommittee on Criminal Justice, Drug
Policy, and Human Resources will examine a critical problem for
which reforms have been recommended by the Office of Inspector
General [OIG], to the Department of Health and Human Services
[HHS]. Last December, we conducted a hearing on this topic in
New York City where past issues had surfaced regarding the pro-
tections of persons participating in human research projects. The
December hearing also coincided with revelations regarding the
tragic death of 18-year-old Jesse Gelsinger of Tucson, AZ. Jesse
died just 4 days after being injected with a cold virus and engi-
neered genes. Researchers were shocked and a national debate en-
sued on gene therapy experiments and the reporting of adverse ef-
fects. The National Institutes of Health [NIH], issued a solicitation
to the medical community requesting help.
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Even in today’s Washington Post, I read that there were reports
of more deaths which were not reported to authorities and which
also put more lives at risk. The question I pose today is whether
HHS heeded this cry for help and has that agency acted promptly
to prevent future tragedies.

Our December hearing included testimony from both OIG and
also from HHS. At that time, it was apparent that HHS had not
implemented the Office of Inspector General recommended reforms
for protecting human research subjects.

Today, we’ll revisit this important issue. We will hear in fact that
more deaths of participants in human research have been reported,
and that, in fact, more violations of required human subject protec-
tions have been revealed. The Office of Protections Against Re-
search Risk [OPRR], is one component of the HHS agency with spe-
cial responsibilities for protecting human research subjects. The
Food and Drug Administration [FDA], is another. Apparently nei-
ther has received the support and commitment from the adminis-
tration and the Health and Human Services Secretary that is need-
ed; indeed, that is required to enhance the protections for research
subjects.

Furthermore, the Department continues to putter around with
this important issue, virtually ignoring most of the sound OIG rec-
ommendations and dragging their feet.

Why is HHS so reluctant to act proactively in reforming its pro-
grams and increasing the protections for those participating in re-
search? That’s a question we have to ask today. What justification
is there for continued delays? From the evidence supplied to date,
the answer is not likely to prove comforting, especially as human
research projects multiply and new research frontiers emerge. Pro-
tecting the lives of those involved in research should be foremost
in HHS thinking, research practices and also in its regulatory pri-
orities.

Last December, this subcommittee asked the question, what ac-
tions are being taken to reduce unnecessary health and safety risks
to human subjects? We should receive an answer today better than
that given to us last year, which was an admission that practically
nothing had been done. According to the most recent OIG report,
however, it appears that not much has changed from our last hear-
ing. I think there’s a bipartisan agreement that this inaction is un-
acceptable.

The June 1998 recommendations of OIG appear both in my opin-
ion reasonable. They’re also urgently needed and generally propose
strengthening the Institutional Review Boards [IRBs], that approve
and oversee human research projects. The OIG made the following
recommendations and observations relating to IRBs. First, they
said they face major changes in the research environment. They
also said they review too much too quickly. Furthermore, they said
they conduct minimal continuing review of approved research. They
face conflicts that threaten their independence. They provide little
training for investigators and board members and neither the IRBs
nor HHS devote much attention to evaluating IRB effectiveness,
and again, these are some of the points that were raised about the
IRBs.
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The Office of Inspector General recommended reforms in some of
the following areas: First, Federal requirements such as perform-
ance evaluations; second, strengthen protections, including en-
hanced IRB monitoring; third, educational requirements, including
educating IRB members; fourth, preventing conflicts of interest and
also the question of broadening representation on IRBs; fifth, re-
ducing IRB workloads, and sixth, improving Federal oversight, in-
cluding IRB registration.

To date, the responses by HHS have indeed been most dis-
appointing. The latest OIG report findings include, and let me cite
them, first of all, minimal progress has been made in recasting
Federal IRB requirements so that they grant IRBs greater flexibil-
ity and hold them more accountable.

Another of these findings stated, minimal progress has been
made in strengthening continuing protections for human subjects
participating in research.

Another finding, no educational requirements have been enacted
for investigators or IRB members.

Another recent finding here is that there has been no progress
in insulating IRBs from conflicts that can compromise their mission
in protecting human subjects, and we heard testimony about some
problems in this area in our last hearing.

Another more recent finding and update tells us that minimal
progress has been made in moderating workload pressures of the
IRBs.

And finally, minimal progress has been made in reengineering
the Federal oversight process.

All of these really are disappointing to the subcommittee and me,
particularly after our last hearing. We thought we would see some
additional actions in some of these areas.

As indicated in our previous hearing, HHS annually invests ap-
proximately $5 billion of its research dollars in approximately
16,000 research projects that involve human beings. To provide
oversight for these research projects, OPRR has agreements with
more than 4,000 federally funded institutions, each with an IRB.
Under OPRR guidelines, research subjects must be fully briefed on
the purpose, the duration and the procedures of the research
project before agreeing to participate. OPRR has the authority to
investigate and require corrective action and suspend funding to an
institution.

Last month, it was reported in the Los Angeles Times that spe-
cialists overseeing a clinical trial of the diabetes drug Rezulin did
not follow the required procedures for monitoring a volunteer who
died after taking the medication. Less than 10 days ago press re-
ports announced the death of a 42-year-old Massachusetts woman
participating in a drug study sponsored by the Nation’s top medical
research agency. She died after receiving the wrong kind of blood.

As we’ll hear today, the OPRR has acted to suspend research at
a growing number of universities where research requirements
have been violated. What is required to convince HHS to take addi-
tional needed actions to prevent more harms and also to save more
lives? While I’m glad to hear that some improvements are under-
way, I don’t think that the agency can truthfully testify here today
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that in fact enough has been done or is being done. If it does, we
should consider placing this responsibility elsewhere.

I take no joy in holding another hearing on this topic within 5
months of the previous hearing, but if inaction continues in the
face of mounting dangers and death, we may need further over-
sight hearings and further investigation into this. We also may
have to work with the Appropriations Committee and some of the
other committees to put some caveats on spending this significant
number of dollars, some $5 billion, in research that involves human
subjects, and we’ll look at those options.

I thank the witnesses who have come before us today to testify.
We appreciate your willingness to appear before this subcommittee
and to share your knowledge and experience as we strive to ad-
dress this urgent public health priority. Time is of the essence in
this matter, and further delay must be avoided.

I’m pleased again to have the cooperation on this issue and ac-
tive participation and leadership of the gentleman from Ohio. Let
me recognize Mr. Kucinich at this time for his opening statement.

[The prepared statement of Hon. John L. Mica follows:]
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Mr. KUCINICH. Thank you very much, Chairman Mica, and I
want to especially commend you for calling this hearing and for
your continuing efforts to demonstrate your dedication to the pro-
tection, the health and the welfare of the American public in clini-
cal research trials. I think this Congress is fortunate to have your
leadership in this area.

I’d like to thank the witnesses for testifying regarding the In-
spector General’s report on the protection of human research sub-
jects. I’ll begin by saying that I am disappointed in the lackluster
response to the recommendations as the Inspector General’s report
finds, but I am not surprised. The state of Federal and local human
research subject protections has been lacking for quite some time.
The subject has only been highlighted in the past couple of years
due to high profile cases with respect to gene therapy that have
prompted Federal inquiries on the oversight of human research
protections. However, I believe that human research protections ex-
tends far beyond the narrow scope of gene therapy. All aspects of
human biomedical research must be monitored and everyone must
be protected from risks involved in medical experimentation.

The Inspector General’s report in 1998 I believe outlined specific
changes that could be made to improve the current protections in
place. However, the current IG report indicates that the Depart-
ment of Health and Human Services has done little to implement
these recommendations, enacting only two. With respect to rec-
ommendations on oversight and protections by Institutional Review
Boards, the report states that, ‘‘minimal progress has been made
in strengthening continuing protections for human subjects partici-
pating in research.’’ Regarding Federal oversight it states that,
‘‘minimal progress has been made in reengineering the Federal
oversight process. Federal oversight of IRBs is not equipped to re-
spond effectively to the changing pressures and needs of the cur-
rent system of protections.’’ Well, this is unacceptable.

The Federal Government provides funds for a vast complex of ex-
periments that involve human subjects. More than $16 billion per
year in Federal funds are used for such research. Some 20,000 ex-
periments at more than 4,000 universities, hospitals and other in-
stitutions are involved. Duke University alone has $175 million per
year in Federal research grants. The lives of tens of thousands of
people are at stake along with the reputation and integrity of very
important research institutions.

The Federal Government’s system to monitor these institutions
and ensuring the safety of human research subjects continues to be
outdated, ineffective, underfunded and understaffed. The only
bright spot in this dismal area of Federal activity is the positive
efforts being made by the Office of Protection from Research Risk
under the direction of Dr. Gary Ellis. In spite of the lack of funds,
lack of staff and enormous institutional pressures, Dr. Ellis contin-
ues to make progress in the monitoring and investigating of re-
search institutions which conduct human experimentation. His
work on behalf of the American public should be commended and
recognized.

I know that I as well as the subcommittees will want to be ap-
prised of the office’s ongoing investigations. I look forward to hear-
ing from you in the future. I am glad we have representatives here
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from HHS who will be able to address the Inspector General’s re-
port. I look forward to hearing your testimony.

Thank you very much, Mr. Chairman.
Mr. MICA. I thank the gentleman and there being no further

opening statements at this time we’re going to proceed with our
first panel as the order of business. The first panel today consists
of George Grob, and he is the Deputy Inspector General for Evalua-
tion and Inspections at the Office of Inspector General, Department
of Health and Human Services.

The second witness is Dr. William Raub, and he is the Deputy
Assistant Secretary for Science Policy of the Office of the Secretary
of Health and Human Services.

We have also accompanying these two witnesses Dr. Mark
Yessian, who’s the Regional Inspector General for Evaluation and
Inspections in the Department of Health and Human Services. we
have Dr. Gary Ellis, Acting Director of the Office of Protection from
Research Risks.

We have Daniel Michels, and he is the Director of Enforcement
of the Office of Regulatory affairs at the Food and Drug Adminis-
tration.

This is an investigation and oversight subcommittee of Congress.
We will swear you in in just a minute. All of our witnesses appear
under oath. Furthermore, if you have any lengthy statements or
documentation you’d like to have made part of the record, upon re-
quest through the Chair and with the concurrence of the minority
that will be granted. Those are basically the rules and the way
we’ll proceed today.

At this time let me confer. Without objection Mr. Kucinich has
moved that the record be left open for additional comments or sub-
missions for 2 weeks. So ordered.

Mr. KUCINICH. Thank you, Mr. Chairman.
Mr. MICA. And we now will proceed and I’ll ask our witnesses if

they’d stand and be sworn.
[Witnesses sworn.]
Mr. MICA. The witnesses answered in the affirmative. We’ll now

hear first from the Deputy Inspector General for Evaluations and
Inspection, George Grob. He has submitted rather lengthy findings
for the subcommittee and Mr. Kucinich moves without objection
that they be made part of the record. So ordered. So we will have
your complete testimony in here. We’d like each of our witnesses
today to try to limit their presentations, oral presentations, to 5
minutes if possible. I know we have two that are making presen-
tations I think with this panel, and we will submit any additional
data or testimony upon request.

With that, let me recognize George Grob, Deputy Inspector Gen-
eral for Evaluation and Inspections. You’re recognized, sir.

VerDate 11-MAY-2000 10:13 Apr 24, 2001 Jkt 000000 PO 00000 Frm 00013 Fmt 6633 Sfmt 6633 C:\DOCS\70580.TXT HGOVREF1 PsN: HGOVREF1



10

STATEMENTS OF GEORGE GROB, DEPUTY INSPECTOR GEN-
ERAL FOR EVALUATION AND INSPECTIONS, OFFICE OF IN-
SPECTOR GENERAL, DEPARTMENT OF HEALTH AND HUMAN
SERVICES; MARK YESSIAN, PH.D., REGIONAL INSPECTOR
GENERAL FOR EVALUATION AND INSPECTIONS, DEPART-
MENT OF HEALTH AND HUMAN SERVICES; WILLIAM RAUB,
PH.D., DEPUTY ASSISTANT SECRETARY, SCIENCE POLICY,
OFFICE OF THE SECRETARY, HEALTH AND HUMAN SERV-
ICES; GARY ELLIS, PH.D., ACTING DIRECTOR, OFFICE OF
PROTECTION FROM RESEARCH RISKS; AND DANIEL
MICHELS, DIRECTOR OF ENFORCEMENT, OFFICE OF REGU-
LATORY AFFAIRS, FOOD AND DRUG ADMINISTRATION
Mr. GROB. Thank you, Mr. Chairman and Mr. Kucinich.
The system which was designed to protect the human subjects of

research has inherent vulnerabilities, most of which remain even
after the best efforts of our Department to address them. To under-
stand why this is the case we must go back to its origins.

The protections were gradually developed after the Second World
War in response to research atrocities that came to light during the
Second World War and other troublesome research experiments
that arose shortly thereafter. In 1966 the Surgeon General issued
a human subject policy for the Department of Health, Education
and Welfare, and in 1974 the National Research Act required re-
views by Institutional Review Boards for all research sponsored by
the Department of Health, Education and Welfare. In 1991 those
procedures were adopted by 15 other Federal Departments in what
has come to be known as the Common Rule.

These and other developmental events during that period were
among the prouder days of American science with respect to protec-
tion of human subjects. However, during this same period research
exploded in size and complexity and numbers, in amounts of money
spent. The Institutional Review Boards were overwhelmed and left
behind. Vulnerabilities subtly emerged, at first unnoticed. Lately
we’ve begun to notice them.

In 1998, at the request of the Food and Drug Administration, we
conducted a study of the unauthorized marketing of investigational
medical devices, and during the course of this report we stumbled
upon some problems with the Institutional Review Boards and
other systems designed to protect the human subjects of this re-
search. For example, in one experiment the researcher was author-
ized to implant 75 investigational devices for surgery, and reported
to the Investigational Review Board that 37 had been implanted.
We found that 264 had in fact been implanted.

We found other discrepancies in the surgery reports of other in-
vestigators: 15 devices were implanted during the 6-week period in
which the research had been suspended by the Institutional Review
Board; we found changes not made to the research protocols re-
quested by the board and reported as having been made; we found
informed consent forms missing, in some cases consent forms ob-
tained after the surgery was performed and other similar results.

As a result of stumbling upon these kind of findings, we decided
that a more systematic look was required at the Institutional Re-
view Boards and others systems designed to protect human subject
research, and based on that work we published in June 1998 a
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more comprehensive review that provided an early warning of trou-
bles and vulnerabilities in the system. To get a better sense of the
problems that the institutions were facing at the time let me just
rattle off some of the circumstances that made it more difficult for
them to do their jobs.

When they began this work in the sixties and seventies most re-
search consisted of research at a single site. Today it’s mostly
multi-sites across the country, sometimes even the world. It used
to involve a single investigator. Now it involves hundreds of inves-
tigators. It used to be a small cohort of subjects. Now it’s thou-
sands. Most funding came from government offices. Now a lot of it
comes from commercial sponsors. A lot of it used to be done at
teaching hospitals. Now it’s done at clinics, doctors offices and in
other settings.

There’s been a rise of patient consumerism and demands for ac-
cess to investigational procedures, drugs and devices, and new
types of research have emerged.

In 1978 there were about 500 institutions with Institutional Re-
view Boards. Now there is somewhere between 3,000 and 5,000 of
them. They used to review an average of 43 proposals a year. Now
it’s up to about 300. Adverse event reports are flooding their of-
fices, in some cases being stored in boxes on the floor without being
reviewed. In one case we found a couple of hundred of these reports
coming in per month at one of the Institutional Review Boards.

With such a change in circumstances, the Institutional Review
Boards were not able to keep up. They had insufficient resources.
They have been unable to stay on top of the research that’s being
performed so that while they might give a review of the proposals
before the research starts, they can seldom look beyond that. We
found insufficient training, little evaluation and oversight, and we
made corresponding recommendations which have already been
cited in the opening statements.

Recently the Department has attempted to deal with these prob-
lems and has taken a number of steps which Mr. Raub will sum-
marize for you. I particularly want to point out the stepped up en-
forcement that NIH has been doing. Recently 10 onsite visits were
made and seven institutions had their research suspended. I think
the sentinel effect of these efforts has been very strong and has
sent a wave through the research community indicating that im-
proper practices will not be tolerated.

But fundamental vulnerabilities remain and we’re reminded too
often of the consequences of this. I know that Departmental offi-
cials are engaged in attempting to address these vulnerabilities
and our own work is continuing, but I would like to add to my
statement here a note that the solutions don’t depend entirely on
the Department. The companies which sponsor research, the inves-
tigators, the universities and medical centers, their Institutional
Review Boards—they’re all involved and they’re responsible too.
Their talent, energy, creativity and dedication is what fueled the
boom in research that overwhelmed the human subject protection
system. These same forces now need to be directed to bring it back
into balance.

[The prepared statement of Mr. Grob follows:]
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Mr. MICA. Thank you. Does that conclude your opening state-
ment?

Mr. GROB. Yes, thank you.
Mr. MICA. Let me now recognize, if I may, Dr. William Raub,

who’s the Deputy Assistant Secretary for Science Policy, the Office
of the Secretary of Health and Human Services. You’re recognized,
sir. Welcome.

Dr. RAUB. Good afternoon, Mr. Chairman and members of the
subcommittee. I am William Raub, Deputy Assistant Secretary for
Science Policy at the Department of Health and Human Services.
I am accompanied today by Gary Ellis, Director of the NIH Office
for the Protection of Research Risks, and Daniel Michels, Director
of Enforcement at the Food and Drug Administration. Thank you
for this opportunity to testify regarding the protection of human re-
search subjects.

For more than 50 years HHS and its predecessors have led the
Nation and the world in protecting human research subjects from
unnecessary risks. Our approach is rooted in the Nuremberg Code,
whose principles have been adopted, reinforced and built upon in
a succession of policies culminating in the current Federal regula-
tions governing research with human subjects. HHS led the way in
developing the core of these regulations, the so-called Common
Rule, which has been promulgated by 17 different departments and
independent agencies. In addition, FDA has carefully tailored its
regulations for the product oriented clinical research it oversees so
that they harmonize with the Common Rule.

The primary foci for implementing these regulations are the In-
stitutional Review Boards [IRBs]. They are responsible for review-
ing proposed research protocols and associated informed consent
statements before subjects are recruited and clinical research be-
gins. No covered project may commence without IRB approval. Fur-
ther, IRBs are responsible for continuing review, that is, oversight
of approved research projects throughout their life cycle. If in the
course of continuing review the responsible IRB were to find cause
for concern regarding the safety of research subjects, the IRB could
halt the project temporarily or permanently or otherwise require
the investigators to take whatever protective or corrective actions
it deems appropriate.

Two types of IRBs exist: IRBs operated by research institutions
such as academic health centers and IRBs that operate as private
entities. Two HHS components share responsibilities for overseeing
IRBs, the OPRR and the FDA. OPRR oversees IRBs operated by
HHS awardee institutions. FDA oversees IRBs that review clinical
research related to the products it regulates, irrespective of wheth-
er that research is ongoing at HHS awardee institutions or other
sites.

HHS is very concerned that the effectiveness of IRBs is in jeop-
ardy. Although the Inspector General’s investigation did not reveal
either significant instances of actual harm to research subjects or
evidence of any widespread pattern of outright IRB failure, we
must not let that be cause for complacency. Many IRBs face unac-
ceptably large workloads with too little time and too few resources
to do their job properly. The fact that instances of actual harm to
research subjects have been few and far between is a credit to the
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extraordinary dedication and prudent decisionmaking of IRB mem-
bers and the commitment of investigators to the integrity of their
work.

In the wake of the June 1998 reports by the Inspector General,
OPRR and FDA stepped up the pace of their inspections. Taken to-
gether, their findings reinforce the conclusion that the IRB system
is under considerable strain. Moreover, for several institutions the
OPRR and FDA inspections led to partial or complete suspension
of clinical research at those sites until the institution’s deficiencies
were corrected, often only after major revamping of the IRB struc-
ture and commitment of substantial additional resources by the re-
search institutions. These examples make clear that we must in-
tensify our work to strengthen human subjects’ protection before
more—and more serious—failures ensue.

An imminent organizational change within HHS will do much to
facilitate our intensified efforts. Last year acting on the results of
the study commissioned by the Director of the National Institutes
of Health, Secretary Shalala determined that the human subjects
component of the OPRR should be elevated to the Office of Public
Health and Science within the Office of the Secretary. Further, the
Secretary directed the Assistant Secretary for Health to carry out
a national search to fill the position and to assess the resource re-
quirements for the new office—to be called the Office of Human Re-
search Protection. Further, she authorized the creation of a public
advisory committee to help guide the new office specifically and the
Department overall.

We agree with the Inspector General that the creation of the Of-
fice of Human Research Protection and its associated advisory com-
mittee presents, ‘‘a new opportunity to exert Federal leadership in
protecting human research subjects.’’ At the same time we urge re-
search institutions to strengthen their local efforts to protect
human research subjects in accord with the Inspector General’s
recommendations.

In particular, we urge research institutions to give their IRBs the
standing and resources they need to do their job, especially during
the continuing review phase. Human subjects protection is a
shared responsibility among the Federal Government, research in-
stitutions, IRBs, investigators, and sponsors. HHS is committed to
doing its part, and we will continue to expect others to do theirs.

My full statement describes a series of actions by HHS agencies
in recent years to enhance protection of human research subjects.
We view these steps as a strong beginning but concur with the In-
spector General that much more remains to be done. With your
permission, Mr. Chairman, I will submit my full statement for the
record.

Mr. MICA. Without objection so ordered.
Dr. RAUB. On behalf of Secretary Shalala and my senior HHS

colleagues, I assure the subcommittee that HHS is firmly commit-
ted to protecting human research subjects and to working actively
with the research community to achieve that end. We believe that
the Inspector General has provided a timely wake up call for every-
one involved.

Thank you, Mr. Chairman.
[The prepared statement of Mr. Raub follows:]
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Mr. MICA. Thank you for your testimony. I’m pleased now to rec-
ognize the gentleman from Maryland, Mr. Cummings, for his open-
ing statement.

Mr. CUMMINGS. Thank you, Mr. Chairman. Conducting safe clini-
cal trials of breakthrough medicines and treatments are critical if
we are to win the war against disease and physical ailment. I can
think of nothing more noble than putting your life on the line for
the good of humanity. Our soldiers do it on the battlefield, and
human research subjects do it in the hospitals. While both groups
put their lives in danger, we must do everything we can to mini-
mize the risks.

Today, we are here to discuss what can be done to ensure the
highest level of safety possible for those who consent to enroll in
clinical trials. The death last September of Jesse Gelsinger and
subsequent revelations of three other deaths in a gene therapy ex-
periment last year sponsored by Harvard Medical School has raised
serious questions about current oversight procedures. Jesse’s father
Paul told a Senate panel earlier this year that researchers did not
disclose that laboratory monkeys died following a procedure similar
to the one done on his son or that several earlier human subjects
sustained serious liver damage.

After the boy’s death, the National Institutes of Health sent let-
ters to researchers reminding them that they must report serious,
adverse events to the NIH and the Food and Drug Administration.
NIH subsequently received a flood of filings, disclosing nearly 700
previously unreported incidents of problems arising from gene ther-
apy experiments. I think this is simply unacceptable. Seven hun-
dred unreported incidents puts too many lives at risk. We must do
better and we will. Something is failing if 700 incidents were unre-
ported. If a real estate company withheld that many problems with
their properties they would be out of business.

Today, we will hear from those who carry out the mission of
oversight at the Department of Health and Human Services and
the Food and Drug Administration. I’m eager to hear how they
plan to address these oversight problems, and Mr. Chairman,
again, I thank you for holding this hearing.

Mr. MICA. Thank you, Mr. Cummings, and Mr. Cummings also
moves that the statement by Mr. Waxman, the ranking member of
the full committee, be submitted for the record. Without objection,
so ordered.

[The prepared statement of Hon. Henry A. Waxman follows:]
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Mr. MICA. And I believe we just had those two witnesses who
had statements at this time, is that correct, and the others are
available for answering questions.

We’ll start with some questions that I have and I’m going to ad-
dress these first to Mr. Grob, Deputy Inspector General for Evalua-
tion and Inspection. I guess sort of a basic question to start out
with is, what do you consider to be the reasons for HHS’ failure
to implement that 1998 recommendation?

Mr. GROB. I think Mr. Raub could probably address it better
than I can, but I’m willing to speculate.

Mr. MICA. You did a review here. Maybe you could tell the sub-
committee what the basic problems are, one, two, three.

Mr. GROB. I think the basic problems are that the Institutional
Review Boards are simply overwhelmed, and they’re not able to
carry out their responsibilities, particularly the oversight of re-
search that is ongoing. I think once the research starts they don’t
have the ability to stay on top of it, and I think that the problems
occur at that level.

Mr. MICA. We heard a description of this human research, and
some of these activities started off in a fairly isolated context and
numbers of universities or whoever was doing it. It’s exploded. It
sounds like it’s difficult for the Department to get its hands around
it, and then we have several agencies involved here. But we have
the element of responsibility to the public. It may be jumping the
gun a little bit, but maybe we should look at restructuring this
whole thing or some other procedure to again keep up with the
sheer volume that you described. Do you have an opinion about
that?

Mr. GROB. I think it’s time to think in those terms. I don’t know
that marginal changes around the edges will really be able to do
it. I think the fundamental structure was a good idea and it
worked when it started and it worked for a while, but I just think
the research took off. It became far more complicated, and in a way
it’s almost as if the IRBs figuratively were still using manual type-
writers trying to keep up with the power notebooks of the research-
ers. It’s just something—it’s a different world today, and I don’t
think that system has kept pace with the world. So I think it’s a
fair thing to say that we might need to look at different structures.

Mr. MICA. Complete reorganization of the approach. Now what
about HHS, is this a priority on their scale? The other thing, too,
is that Congress has also raised questions about what’s going on
in the oversight as we view government agency responsibility. It
appears that there’s been minor action and a lot of inaction. I be-
lieve, too, we had testimony that many things could be done with-
out a lot of cost, some improvements without a great deal of costs.
Maybe you could tell me first, does this appear to be a priority?
Has it gotten their attention? And then, why haven’t they insti-
tuted some things that were basic that could be done without a
great deal of cost?

Mr. GROB. It’s my feeling right now that certainly there is an in-
tense effort being made in the Department to address these things,
the problems that have been raised. I think the publicity of the
troubling cases and just the general desire to do it right, the con-
gressional hearings, the interest of the scientists in the Depart-
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ment are all there. It’s coming to a head. I think the interest is
there now and I do expect to see some substantial changes coming
down the pike.

As far as things that could be done fairly quickly, I think train-
ing and education could be done pretty well and fairly quickly. The
National Institutes for Health, for example, on their own have de-
veloped training which they require their researchers to follow.
They have put it up on the Web. They have got some training
courses that they have made available. What’s lacking is a require-
ment for the training and requirement for any particular standards
of training, but the resources seem to be there. If they require all
of their researchers, as they do, for example, to take the course
that’s on the Web, it seems to me that all of the grantees could
take that course on the Web as well and could avail themselves of
the resources. So I think that education and training of the re-
searchers and the board members could be done pretty fast if there
were a requirement to do it.

Mr. MICA. Well in 1998 you came out with a list of specific rec-
ommendations for improvement. Has HHS developed a schedule or
timeframe or worked to give you any implementation schedule?

Mr. GROB. I haven’t seen a time schedule like that, that went
recommendation by recommendation with a time schedule.

Mr. MICA. Let me just ask a quick question now. Of course, every
agency comes to Members of Congress now and says just give us
more resources and we can handle the job. But we had rec-
ommendations that had been made that folks testified to that could
be implemented with fairly low cost and things that could be done
to improve oversight, operation and function. I have two questions
then for Dr. Raub. One, what’s the status of those low cost things
that could be done within budget? And then second, I guess you
have already submitted your 2001 budget. What kinds of requests
for additional resources or personnel were included in the Sec-
retary’s request?

Dr. RAUB. Thank you, Mr. Chairman. With respect to the overall
question, we’ve taken the recommendations of the Inspector Gen-
eral to heart and have in fact undertaken some substantial efforts
over the last several years and will continue to do so. As I indi-
cated in my prepared statement, we think they’re, while substan-
tial, that nowhere near enough; and we will continue to intensify
that effort.

Among the things we have done within the available resources
are the following. I indicated the stepped up investigations and in-
spections, both by the OPRR and the FDA.

Mr. MICA. Is that what was referred to from 1 to 10?
Mr. GROB. It’s a lot more than that. My opening statement was

of course in the 5-minutes, but there have been increases in the
number of non-onsite reviews that the NIH has made, and the FDA
has made about a 50 percent increase in the number of site visits
that it makes.

Mr. MICA. Is that adequate?
Mr. GROB. No. We need more.
Mr. MICA. So those are some things you started. I’m sorry, Dr.

Raub, continue.
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Dr. RAUB. And along that line, just continuing Mr. Grob’s
thought there, while the returns on those investigations have been
disappointing in the sense of identifying some widespread pattern
of problems and have led to enforcement actions, those enforcement
actions have a secondary effect in the sense of promoting compli-
ance elsewhere—indicated by the Inspector General as a sentinel
effect. So we believe that the expenditure of those funds dealing
with individual problems has in fact had a positive effect in terms
of making the larger community sensitive to the need for more at-
tention and more investment of resources in these activities.

Mr. MICA. Now, enforcement. When we had the hearing last
time, there was one instance of a suspension reported, one or two.
Since that time, what’s the status? Usually enforcement would in-
dicate that there’s some penalty or there’s some suspension of
funds taking place. What’s taken place in that regard?

Dr. RAUB. I’ll comment generally, and, if I might, ask Dr. Ellis
and Mr. Michels if they want to add some details to it; but in es-
sence the thrust of the suspensions is not only to stop the activity
and put an immediate protection in place but, more important, to
require certain remedial actions on the part of the institutions to
ensure that the problems are solved and the protections are in
place. And that’s been a pattern on these various ones.

Mr. MICA. My question dealt with has there been any suspension
of funds since the last hearing or penalty actions? Remedial actions
are fine, but I want to know, if somebody gets some penalty, then
does it have an effect down the line on others to sort of straighten
up their act?

Dr. RAUB. Let me ask my colleagues to address that.
Mr. MICA. Identify yourself for the record, please.
Mr. ELLIS. My name is Gary Ellis, Director of the Office of Pro-

tection from Research Risks, and chairman of the Interagency
Human Subjects Committee. For research that is funded by the De-
partment of Health and Human Services the ultimate penalty is a
cessation of funding.

Mr. MICA. Has there been any since the last time? Now what
we’ve discovered there are more problems than we anticipate and
the Inspector General talked about finding a pattern of problems
far in excess of what I think we even expected. Then we heard that
we were taking some enforcement actions that were part of the cor-
rective pattern. My question is, what type of enforcement actions?

Mr. ELLIS. Well, since the June 1998 hearing and the Inspector
General’s report, OPRR has evaluated the protection of human sub-
jects at a couple dozen institutions. There have probably been
about 10 site visits during that period, and in virtually every case
we’ve made findings of shortcomings with regard to human subject
regulations and required remedial action. In a few noteworthy
cases at the Duke University Medical Center in May 1999 and just
a small number of other institutions, we have actually ordered an
interruption in research. Virginia Commonwealth University in
January 2000 as with Duke, we ordered an interruption in re-
search. These are extreme cases and an extreme action was taken,
the interruption of research.

Mr. MICA. In two cases?
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Mr. ELLIS. There were other cases where we imposed restrictions
but we didn’t have the suspension that you note. The Food and
Drug Administration took an action——

Mr. MICA. Was it the suspension of the program or suspension
of funding or both?

Mr. ELLIS. Suspension of the program. The Food and Drug Ad-
ministration took action at the University of Colorado Health
Sciences Center, and Dan might want to talk about that.

Mr. MICA. Identify yourself for the record.
Mr. MICHELS. Yes, sir. I am Daniel Michels, Director of the Office

of Enforcement at FDA.
I think you’ve put your finger on an important issue from the

standpoint that the action available to both our organizations is an
extreme one; that is, the authority to shut down an operation in
its entirety. The threat of that most frequently causes either a vol-
untary shutdown before we need to deal with that or else a great
deal of willingness to do the right thing and get back on the right
track. One of the things that we are exploring is the possibility of
asking the Congress for intermediate remedies that might be less
than throwing the atom bomb, if you will, to deal with these situa-
tions.

Mr. MICA. You don’t feel that you have the authority to do that?
Mr. MICHELS. That is correct in this particular instance, and I

want to reinforce and I think Representative Kucinich made the
point very eloquently, is too often the IRBs are underfunded. The
willingness to do the right thing is there, but they do not have the
resources and support to do it, and our taking enforcement action
will result hopefully in that kind of funding somewhere down-
stream, but we would much rather see education happen first, do
the right job the first time in a well-funded situation.

Mr. MICA. Mr. Cummings, I have additional questions. Did you
want me to yield to you at this time and come back, do a second
round? Is that OK? Or do you want me to proceed?

Mr. CUMMINGS. No. I just have a few.
Mr. MICA. All right. I’ll recognize Mr. Cummings, and I do have

an additional round of questions.
Mr. CUMMINGS. I was just wondering, what kind of—following up

on what the chairman asked about—what kind of sanctions would
you like to see, I mean, would you like to have the authority to
use?

Mr. MICHELS. Unfortunately, the thinking is a little bit early on
this. One of the things that we’ve thought about is civil money pen-
alties, but again, fining an organization which is poor already
doesn’t seem to be a very good option. If we could find something
more prescriptive, that is more targeted to the particular problems
that an institution has rather than simply shutting down the whole
engine, we would be possibly better off than we are now, but that’s
the best I can do for you at the moment, Congressman.

Mr. CUMMINGS. Why would an organization when threatened
with a shutdown voluntarily shut down as oppose to say straight-
ening up the matter? I mean I know you said sometimes they do,
but sometimes they just go on and shut down. I mean what kind
of situations would cause that?
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Mr. MICHELS. Well, the recognition that something major needs
to happen and rather than having the terms dictated, if you will,
by the regulatory agency, they see the light and say OK, before
that letter of shutdown is received, here’s our plan, this is what
we’re going to do. In the meantime we are going to suspend some
or all of our operation as a signal of good faith. As a regulator, I
wouldn’t be necessarily too thrilled to see somebody make some of-
fers without doing something immediate and protecting those folks
that are at risk.

Mr. CUMMINGS. Mr. Ellis, in 1998 I think you told the sub-
committee that your office was pursuing about 70 open investiga-
tions.

Mr. ELLIS. That’s correct, sir.
Mr. CUMMINGS. How many of those cases have been closed?
Mr. ELLIS. That’s something I’ll have to get back to you on. A

large number remain open. Today we actually have 163 open inves-
tigations.

Mr. CUMMINGS. So in 2 years the number of open investigations
have more than doubled.

Mr. ELLIS. That’s correct. Some of the 70 to which you refer have
closed, but many more have opened since that date.

Mr. CUMMINGS. Why do you think that is? I mean, that’s a lot
of cases. I mean, when you look at 70, some have been closed and
now you’re up to 163. Why is that?

Mr. ELLIS. We are receiving more complaints. The issue of pro-
tecting human subjects in research has been featured in the press.
Our complaints come from citizens, they come from research insti-
tutions themselves, from employees at research institutions that
see things they don’t like. In some cases from human subjects who
feel they have been harmed or wronged in some way. Our office
was not all that prominent, perhaps hard to find, and now it’s easi-
er to find for complainants. That’s my best explanation.

Mr. CUMMINGS. How many employees do you have doing the in-
vestigations on human and animal subject research?

Mr. ELLIS. Our office was originally split so the animal welfare
staff are now in a different office, but with regard to human subject
investigations we have two full time equivalent investigators. Actu-
ally a full time physician, a half time physician and a half time at-
torney handle 163 cases.

Mr. CUMMINGS. And how many do you think you need to do an
adequate job?

Mr. ELLIS. One could work through the arithmetic of what a seri-
ous caseload would be for a high level professional. The Public
Health Service Act requires a prompt, that’s a quote, a prompt res-
olution of the cases. We could work out the arithmetic if we took
prompt to mean 6 months, let’s say, how many cases an individual
can move and get 6-month closure. It’s something I could calculate
for you.

Mr. CUMMINGS. That’s OK. Is there a statutory requirement to
report adverse events to your office?

Mr. ELLIS. There’s a regulatory requirement that pertains to re-
search funded or conducted by any of the 17 departments and
agencies that have been in place for years, the institutions must re-
port unanticipated problems involving risks to subjects or others.
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That is one kind of report. The second kind of report is any suspen-
sion or termination of Institutional Review Board approval. And
the third kind of report is any serious deviation or noncompliance
with the regulation. The answer is yes.

Mr. CUMMINGS. Those reports that you just talked about, how
many have you received over the last year?

Mr. ELLIS. In 1999 we received 187 reports of that type from I
think about 87 institutions.

Mr. CUMMINGS. Mr. Raub, back in December Dr. Art Lawrence
testified before us in a hearing we held in New York, and at that
time Dr. Lawrence assured us that the Office of Protection from
Research Risks would be moved to the Office of the Secretary and
a new director would be selected by March 2000. It’s now May and
can you tell us where we are on that?

Dr. RAUB. Yes, sir. The Department is close to completing those
actions, but it has taken somewhat longer than the original esti-
mates. I’m hopeful, as is Assistant Secretary Satcher, that the ap-
pointment of a director for the new Office of Human Research Pro-
tections is imminent. We hope in the next few weeks at the least
for the announcement of that appointment, and with that then the
formalization of the move of the office from NIH to the Office of the
Secretary and the establishment of the new advisory committee.

Mr. CUMMINGS. Well, while in New York Dr. Lawrence also testi-
fied, and he even introduced a letter from Dr. Satcher which said
that the advisory panel would be created which would be respon-
sible for human subject research protection. Is that the advisory
panel you were just talking about?

Dr. RAUB. Yes, it is.
Mr. CUMMINGS. And how do you see that as helping this problem,

I mean the appointment of that panel?
Dr. RAUB. Well, first of all, we see the relocation of the office as

giving it the higher visibility in terms of the Office of the Secretary
and an underscoring of the Secretary’s commitment to this. Second,
as part of the move, the Secretary directed Assistant Secretary
Satcher to commission a study of resources along the lines of the
question that you were just addressing to Mr. Ellis; and that study,
as I understand it, is either complete or near so. It will be an im-
portant factor in the future budgeting decisions for this office.

The advisory committee is intended to ensure that we have a
public, high level and highly qualified group of individuals drawn
broadly from the research community and the interested general
public who can provide a continuing forum of advice and criticism
for the Department as we move to set priorities and do what we
can to ensure that these human subjects protections are in place.
We have not had that kind of forum before in the Department, and
we think it’s much needed, and I’m optimistic as to what it will be
able to provide for us.

Mr. CUMMINGS. Right now, do you have to go—is part of the
processes that you use the Federal Register?

Dr. RAUB. For what, sir?
Mr. CUMMINGS. For the advisory panel.
Dr. RAUB. The advisory panel will be created under the terms of

the Federal Advisory Committee Act, and those actions have been
taken in terms of securing the necessary slot and authorization to
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do it. Most likely what we will do is announce in the Federal Reg-
ister the functions and other expectations for the committee, and
as we do with many other advisory groups, invite nominations of
members from interested members of the public, and then put to-
gether a recommended slate or alternative slates for consideration
by Dr. Satcher and the Secretary.

Mr. CUMMINGS. Thank you.
Mr. MICA. Thank you, Mr. Cummings. I didn’t get the answer

when I yielded to Mr. Cummings about the second part of my ques-
tion. What was the number of personnel requested in 2000 to 2001.
Again, we’ve identified that there’s a problem. Some of the answer
is more personnel, more resources. Can you tell me requests for ad-
ditional slots?

Dr. RAUB. Sir, I don’t have those figures with me.
Mr. MICA. Does anybody have them?
Dr. RAUB. I’ll be pleased to provide them for the record.
Mr. MICA. Mr. Ellis, do you? You said you could calculate, but

this isn’t something that just snuck up on us today. It’s a problem
we’ve known about, and one of the ways that we resolve it is by
applying the necessary resources, putting the requests through the
process, and nobody knows what we have requested? Maybe some-
body could slip somebody a paper with a magic number on it. No?
And you don’t have a recommendation to the subcommittee about
what kind of resources it would take?

Dr. RAUB. Again, I don’t have the budget figures with me. I’d be
glad to provide them for the record, sir.

Mr. MICA. Mr. Grob, the situation seems to be mushrooming out
of control, both the sheer number of Federal dollars involved in this
human experimentation and then this large universe outside of
commercial activity. I think you spoke to some of that. What are
we looking at as far as percentages in each of these areas of experi-
mentation, federally funded and nonfederally funded? Would you
care to venture a guess, Mr. Grob?

Mr. GROB. I don’t know about the exact number. Certainly we’re
talking about billions of dollars in both cases. An easy way to think
of it is most of the commercially funded research that we’re talking
about here would be research that’s connected with the proposed
drugs and medical devices that are overseen by the Food and Drug
Administration. So their entire workload of oversight would be
commercially funded, whereas the National Institutes of Health
would be those that are funded by our Department. Now of course
there’s these other Federal departments that also fund on the Fed-
eral level their research. So I’d say it’s billions and billions, but
which—you know, what the exact amounts are I can’t tell you.

Mr. YESSIAN. My name is Mark Yessian. I am the regional In-
spector General. At some of the major medical centers that we vis-
ited and talked to, about half the applications that the IRBs are
getting are coming from commercial sponsors these days so that
helps put it in a little perspective.

Mr. MICA. Another question that was raised at the last hearing,
which continues to be a concern, is the problem with commercial
activities and other interests in this whole operation, the conflict
of interest. I think there was a recent Los Angeles Times article
that alleged the U.S. Government’s top diabetes researcher helped
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guide a $150 million Federal study involving Rezulin while serving
as a paid consultant for the drug manufacturer, which was Warner
Lambert Co. What’s the Federal Government’s policy regarding
outside employment and conflicts of interest, Mr. Raub?

Dr. RAUB. Sir, there are several elements to that. First off, the
changes in the nature and the patterns of financial relationships
are one of those changing elements that Mr. Grob and his col-
leagues had mentioned. It’s quite a different situation than, say, 20
years ago. A major impetus for that has been some statutory
changes designed to promote the commercialization of publicly
funded research. And, for the many highly desirable results of that,
it has created a pattern of relationships where not only do some
of the universities’ and academic health centers, for example, re-
ceive a substantial amount of funding from the private sector—
some on the order of half, as Mr. Yessian indicates—we also have
instances where some of the university professors also have either
stock holdings or even serve as corporate officials for some of the
private organizations, some of which may be sponsoring the re-
search.

A major element already in place related to that is a public
health service regulation that requires all of the entities funded by
the agencies of the Public Health Service, that is the universities
and other recipients of awards, to have in place a policy and a sys-
tem to identify actual or apparent conflicts of interests that might
affect the scientists’ participation and to take such steps as are
necessary to manage those conflicts—in some instances removing
the conflict, in others putting certain safeguards in place.

One of the areas where we will be intensifying our effort is trying
to find ways to ensure that, as those procedures relate to human
subject protections, some of the kinds of safeguards we have in
place will be those against the potential coercion of subjects in re-
search as well as guarding against things that would create less
than full objectivity in the way experiments are designed, patients
are recruited, or results are presented. This will be a continuing
challenge for the entire research community.

Mr. MICA. Is it necessary for additional legislation, corrective leg-
islation to deal with the new set of emerging conflicts and cir-
cumstances?

Dr. RAUB. In my judgment, sir, no. The Public Health Service
regulation to which I referred and, a companion regulation that the
Food and Drug Administration has dealing with reporting of finan-
cial conflicts of interests, gives a considerable set of tools to use
here. I believe the task will be building on those tools and using
them most effectively. I am sure the Department won’t hesitate to
propose legislation if it concludes that’s necessary, but we don’t
think so now.

Mr. MICA. I don’t want to pick anybody out, but in this case I
just cited, this individual who served as a paid consultant to the
drug manufacturer was I believe a Dr. Eastman, who had this em-
ployment as a consultant, and it appears to be a conflict of interest.
Do you know if you all investigated this particular arrangement to
see if there was a conflict of interest?
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Dr. RAUB. I don’t know the full details, sir. I know that an inves-
tigation was carried out at the NIH. I don’t know that it’s com-
pleted. We can provide a report for that to the subcommittee.

Mr. MICA. Well, I’d like to know because if you feel that we don’t
need additional laws then you have at least the authority to pro-
ceed, and we want to make certain that there is some attention to
the problem of conflict of interest that has been raised to us. I have
other cases here and I won’t be able to get into all of them. We
could submit some of them for questions to you, but it appears that
some of the problems we’ve had—now conflict of interest is one
thing. Maybe we picked that up through the media. I think you all
have testified that you’re picking up problems that have resulted
sometimes in death in these experimentation cases where there
hasn’t been, I think we’re going to have witnesses about the full
disclosure, prior disclosure about oversight, about the proper func-
tioning of the review process, which is a big concern to us. We have
an agency, and maybe it is short on some resources, but in fact we
are told that it’s somewhat dysfunctional and even no cost or low
cost recommendations have not been instituted. So I have to cite
these as major concerns of the committee.

And then we have another area now, this growing area of a com-
mercial activity that doesn’t fit. We don’t have the handle because
we don’t have the Federal funds into the activity, and FDA has
some responsibility, but there are some instances here in which
there appear to be a gap, which is another problem. Did you want
to comment on that briefly, Mr. Grob?

Mr. GROB. We don’t know the extent of that, but that’s probably
small but growing, where there is research that’s going on that’s
not connected with any proposal for a Federal approval of a drug
or device and they’re not the result of a Federal grant. In those
cases there are no requirements for Institutional Review Boards or
for some of these other protections. Just simply good practice would
call for it, but the extent to which it’s happening and the type of
controls over that is just sort of an area that’s not well-known or
understood at this time.

Mr. MICA. And what’s interesting, too, is there are so many new
research techniques in biogenetics, I mean, I just can go on and on
about things that are happening almost on a daily basis that the
law is not keeping up with. I am wondering if we really need to
take a closer look at this, some of these gaps and again have in
place some mechanism to deal with this in the future. Mr. Michels.

Mr. MICHELS. Yes, sir. Thank you, Mr. Chairman. I just wanted
to clarify that the Food and Drug Administration is working in the
area of, if you will, noncommercial research from the standpoint
that there are requirements from time to time that, notwithstand-
ing the intent to market the product, if it is being used as an ex-
perimental agent on people it should be covered by an investiga-
tional application.

I think what is maybe troublesome to some folks is the zone in
between where an investigator, a clinical investigator may also be
the entrepreneur who is intending to ultimately develop the prod-
uct him or herself rather than working as an employee or agent for
a major pharmaceutical house, for example. The roles have become
very blurred here, and we also are puzzling over where we need to
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be drawing the lines. I would suggest again we go back to the prin-
ciple that was laid out very early in your hearing today, and that
is we need to be educating all of the scientists, be they clinical in-
vestigators, the researchers, the IRBs, as to what the requirements
are, minimize their impact so that the right decisions are made on
behalf of the subjects being exposed.

Mr. MICA. Thank you. I’m not going to give you an opportunity
to respond because we have a vote. I have less than 4 minutes to
get to the floor. I am going to excuse the panel. We’re going to sub-
mit some questions. I have some specific questions on cases, Mr.
Ellis, but I’ll tell you, Mr. Raub, that we’ve got to do something to
get into place some of these recommendations.

Mr. Cummings described some of the foot dragging and some of
the things in simple appointments, getting people in place, making
low cost or no cost recommendations, getting us to recommenda-
tions. We have got to do something. If necessary I’ll hold another
hearing and call everybody back, and we’ll subpoena the Secretary
if we have to to get something moving in this area. But I just give
you that.

Without objection, we will submit to you further questions and
ask for your written response. We’ll stand in recess for approxi-
mately 15 minutes, until the conclusion of the next vote.

[Recess.]
Mr. MICA. I’d like to call the subcommittee back to order. I want

to go ahead and proceed. We have our second panel before us at
this point. Unfortunately, there may be a vote in the full commit-
tee. There’s been a full committee hearing going on while we’re
conducting this subcommittee hearing. We may need to recess at
some point if a vote is called in that body.

Our second panel consists of Mr. Richard Curtin, and he I believe
was a human subject in one of these research experiments. We also
have Charles R. McCarthy, and he is a senior research fellow at
the Kennedy Institute of Ethics at Georgetown University, and
then we also have Dr. Robert Amdur, and Dr. Amdur is the associ-
ate professor and associate chair of clinical affairs at the Depart-
ment of Radiology and Oncology at the University of Florida. Good
to see someone from my alma mater here. If we could just get a
President now we’d be in good shape. That’s an inside matter.

I’d like to welcome all three of our panelists this afternoon. Let
me go ahead and explain the ground rules. I think you’re all new
witnesses. We do swear in our witnesses. This is an investigations
and oversight subcommittee of Congress. I’ll swear you in in just
a minute. I’m going to ask you to limit your oral testimony to 5
minutes. Upon request, we’ll put in any full statements or addi-
tional information in the record deemed appropriate, upon request
through the Chair. With that, I will swear you in, if you’d stand,
please.

[Witnesses sworn.]
Mr. MICA. Witnesses answered in the affirmative. I welcome the

witnesses. I think we’ll call on Richard Curtin, who was involved
in one of these research projects. He’s from Falls Church, VA. Wel-
come, sir, and you’re recognized.
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STATEMENTS OF RICHARD CURTIN, HUMAN SUBJECT, FALLS
CHURCH, VA; CHARLES R. McCARTHY, SENIOR RESEARCH
FELLOW, KENNEDY INSTITUTE OF ETHICS, GEORGETOWN
UNIVERSITY; AND ROBERT AMDUR, M.D., ASSOCIATE PRO-
FESSOR, ASSOCIATE CHAIR, CLINICAL AFFAIRS, DEPART-
MENT OF RADIOLOGY AND ONCOLOGY, UNIVERSITY OF
FLORIDA
Mr. CURTIN. I’d like to thank the subcommittee for inviting me

to appear today, but I have to admit I’m surprised to find myself
in the position of being so critical——

Mr. MICA. You might pull that mic a little bit closer if you could.
Maybe you can do that with your book there.

Mr. CURTIN. I’m surprised to find myself being in a position
where I’m being so critical of genetic research. I have a Master’s
Degree in human genetics, and 25 years ago I was working with
the Director of NIH in an effort to convince the Congress to go
ahead with funding for cutting edge recombinant DNA research.
But in September 1998 I was introduced to a different aspect of ge-
netics research when my daughter Allison received the Virginia
Twin Study sponsored by Virginia Commonwealth University.

The study consisted of a 25-page questionnaire asking hundreds
of questions about a person’s medical history. When I looked
through the questionnaire I was surprised to find that 176 of these
questions involved not only my daughter’s medical history but also
the medical histories of her mother, her brother and me. In other
words, she was being asked to comment upon the medical history
for the entire family.

I was further shocked by the bizarre nature of some of these
questions. For example, the study asked if any of us had suffered
from depression, infertility, alcoholism, or schizophrenia. It asked
if Allison’s brother or I had abnormal genitalia, sperm abnormali-
ties or low sperm count, and it asked if Allison’s mother had any
diseases of the genital tract or if her menstrual periods were un-
usually long or strong. Nowhere in the study packet were the
words ‘‘informed consent’’ ever mentioned, and this package was
addressed strictly to my daughter.

I was outraged that a federally funded project would attempt to
violate my family’s privacy in this manner. I immediately wrote to
the principal investigator of the study and also to the chairman of
the Institutional Review Board. All I asked them to do was to re-
move the columns for the other family members and to send sepa-
rate questionnaires to each of us. I realized that this would have
cost them more and it might have cut down on the response rate,
but the data base would have been more accurate, and it also
would have avoided the problem with informed consent.

The chairman of the Institutional Review Board just didn’t both-
er to respond at all. The principal investigator, responded but her
response was so demeaning and so arrogant that it probably would
have been better if she hadn’t responded either. It became very
clear to me that the concerns I raised were not going to be ad-
dressed to my satisfaction by the people at Virginia Commonwealth
University.

So I filed a complain with OPRR. OPRR concluded that the inter-
nal controls for the protection of research subjects at the university
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were so inadequate that all federally funded research had to be
shut down until proper controls could be put into place. The sum
total of this action was 1,100 research projects suspended.

With the chairman’s permission, I’d like to enter into the record
a summary list that I’ve prepared listing 19 deficiencies that OPRR
listed from its investigation at Virginia Commonwealth University.

Mr. MICA. Without objection, that will be made part of the
record. Proceed.

Mr. CURTIN. Thank you. Rather than addressing the legitimacy
of the deficiencies found at Virginia Commonwealth, the leadership
of the genetics research community decided to take a different ap-
proach. They went on the attack. They went after OPRR. I’m espe-
cially offended by the positions taken by two of their main leaders,
Dr. Edward McCabe, chairman of the Secretary’s Advisory Commit-
tee on Genetic Testing, and Dr. Francis Collins, Director of the Na-
tional Human Genome Research Institute at NIH. These gentlemen
have argued in writing that, even within a family, once a piece of
medical information becomes known to one other person within
that family there is no longer any expectation of privacy and there
is no need for any researcher to bother getting the informed con-
sent of the family members.

A little anecdote, also about this time, my daughter was home for
Christmas vacation and asked if I would call the University of Vir-
ginia registrar to find out one of her grades. So I made the phone
call and explained to the registrar’s office that I was her father, but
they would not release her grade to me because it was a violation
of her privacy. Despite the fact that she was my dependent and I
was paying the tuition, they wouldn’t tell me her grade. But the
people at the Virginia Twin Study fully expected her to go around
and tell the most intimate nature of the medical histories of not
only herself, which I wouldn’t mind her doing, but also of every
other member of her family.

I’ve been involved with this issue now for 20 months and I’ve
reached five basic conclusions. One, the public cannot rely upon in-
dividual researchers to adhere to the rules and regulations that go
along with the acceptance of Federal funding. When a research pro-
tocol does not go as planned, the initial reaction of the researcher
seems to be to cover it up.

No. 2, the public cannot rely upon Institutional Review Boards
to ensure that guidelines are followed and that experiments are sci-
entifically and ethically sound. Basically, I don’t believe that col-
leagues at the same institution can be trusted to critically review
and police each other’s work. If I criticize your work today, what’s
going to happen when I come in front of the IRB tomorrow?

Three, the staffing and funding levels at the Office of Protection
from Research Risks have been designed to ensure that OPRR will
not be too effective. Other speakers have mentioned this, and it’s
very, very clear to me that OPRR has been treated as a proverbial
stepchild within the NIH family.

Four, the research community, in my opinion, is in a state of de-
nial regarding the trouble that it’s in. They have allowed a regu-
latory vacuum to exist and a trust gap to develop, and now others
are rushing in to fill this vacuum and to close this gap. The com-
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munity strategy of stonewalling, covering up and attacking will
not, I don’t believe, be successful in the long run.

Five, potential solutions. It’s obvious that OPRR needs to be up-
graded, but you also have to be realistic about how much a central-
ized office here in Washington can do when the research is so de-
centralized. In my opinion, therefore, the quickest, least expensive
and possibly most effective course of action is for each researcher
to realize that violations of guidelines and regulations will have
very serious consequences. If the probability of getting caught is
going to be low, then the consequence of getting caught should be
very severe.

One of the members asked earlier what other penalties could we
possibly have. I have a suggestion. I suggest that a principal inves-
tigator who fails to file a timely and accurate adverse event report
might be suspended from the project for 1 year. Allow the project
to continue so that the benefits of the research aren’t lost, but let
it continue under someone else’s leadership.

Mr. MICA. Excuse me, but I’m going to have to recess the hearing
for just approximately 10 minutes. We do have a vote in the other
committee. We’ll continue when I return.

[Recess.]
Mr. MICA. I will call the subcommittee back to order. I apologize

for the delay, but all members of the full committee were sum-
moned. To get back here, let’s see, we had Mr. Curtin who was in-
terrupted as he had some closing remarks I believe. So if you would
sum up your testimony, Mr. Curtin, you’re recognized.

Mr. CURTIN. Yes, sir. Just finishing up, two possible penalties to
suggest. One is, as I was mentioning before, suspension of the prin-
cipal investigator while his project still goes on. A second possible
penalty would be making that investigator unable to compete for
future grants or contracts for a certain period of time. Those are
two suggestions. I don’t think it’s that hard to find penalties that
fit the problem.

I want to thank you for the opportunity to express my concerns
and my opinions, and I would like to submit a more lengthy state-
ment for the record with the chairman’s permission.

[The prepared statement of Mr. Curtin follows:]

VerDate 11-MAY-2000 10:13 Apr 24, 2001 Jkt 000000 PO 00000 Frm 00066 Fmt 6633 Sfmt 6633 C:\DOCS\70580.TXT HGOVREF1 PsN: HGOVREF1



63

VerDate 11-MAY-2000 10:13 Apr 24, 2001 Jkt 000000 PO 00000 Frm 00067 Fmt 6633 Sfmt 6633 C:\DOCS\70580.TXT HGOVREF1 PsN: HGOVREF1



64

VerDate 11-MAY-2000 10:13 Apr 24, 2001 Jkt 000000 PO 00000 Frm 00068 Fmt 6633 Sfmt 6633 C:\DOCS\70580.TXT HGOVREF1 PsN: HGOVREF1



65

VerDate 11-MAY-2000 10:13 Apr 24, 2001 Jkt 000000 PO 00000 Frm 00069 Fmt 6633 Sfmt 6633 C:\DOCS\70580.TXT HGOVREF1 PsN: HGOVREF1



66

VerDate 11-MAY-2000 10:13 Apr 24, 2001 Jkt 000000 PO 00000 Frm 00070 Fmt 6633 Sfmt 6633 C:\DOCS\70580.TXT HGOVREF1 PsN: HGOVREF1



67

VerDate 11-MAY-2000 10:13 Apr 24, 2001 Jkt 000000 PO 00000 Frm 00071 Fmt 6633 Sfmt 6633 C:\DOCS\70580.TXT HGOVREF1 PsN: HGOVREF1



68

VerDate 11-MAY-2000 10:13 Apr 24, 2001 Jkt 000000 PO 00000 Frm 00072 Fmt 6633 Sfmt 6633 C:\DOCS\70580.TXT HGOVREF1 PsN: HGOVREF1



69

Mr. MICA. Without objection your entire statement will be wel-
come and included as part of the record, and we did leave the
record open for a period of 2 weeks. I’ll now recognize, and we’ll
come back for questions a little bit later, Mr. Charles R. McCarthy,
and he’s a senior research fellow, most patient one, at the Kennedy
Institute of Ethics at Georgetown University. Thank you and you’re
recognized, sir.

Mr. MCCARTHY. Mr. Chairman, thank you. I’m honored to be
able to testify before you today. I think the matters on which you’re
deliberating are of extraordinary importance, and I hope we can
make some contribution to protecting human subjects. Your staff
asked me to comment on just one aspect of the Inspector General’s
report; namely, recommendations concerning utilization of Data
and Safety Monitoring Boards to supplement the work of IRBs. I
have focused my attention almost exclusively on that issue. I will
summarize here very quickly. I have submitted a longer statement
for the record.

Mr. MICA. Without objection, that entire statement will be in-
cluded in the record.

[The prepared statement of Mr. McCarthy follows:]
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Mr. MCCARTHY. And I would like to modify even that a little.
Since I submitted my testimony I have spent some time in the li-
brary and found references to a number of other sources that make
recommendations identical to, or similar to the ones that I’m mak-
ing today. So I will add those, if I may submit those as well.

Mr. MICA. Without objection, and within in the time limits that
have been announced. Go ahead.

Mr. MCCARTHY. As has been noted earlier in the hearing, Insti-
tutional Review Boards were initiated by the Public Health Service
in 1966. It’s not so well-known that in the late 1960’s, and I can’t
give you a specific year, the National Heart Institute, now National
Heart, Lung and Blood Institute, at NIH created an additional kind
of oversight body to look at large multi-centered trials, and to col-
lect and analyze data, particularly adverse event data, in those
trials. Data and Safety Monitoring Boards, while nowhere near as
well-known as IRBs, are indeed almost as old and as honorable as
the IRBs.

During the seventies Dr. Robert Gordon, who was for a time the
Director of the Clinical Center at NIH, and Dr. Curtis Meinert,
from Johns Hopkins University, spent a great deal of time refining
and defining the work of Data and Safety Monitoring Boards. As
the funding patterns for NIH grants changed from grants that
were made to a single investigator at a single institution to multi-
centered trials where there might be anywhere from 5 to 50 or
even 100 different centers, each with itw own investigation carry-
ing out the same protocol. The Data and Safety Monitoring Board
has become the instrument most sensitive to being able to receive
and process adverse event data and other information about multi-
centered trials from many sources; evaluate those data and other
information with the help of professional statisticians and thus to
get an overview of the trial that is literally impossible to get at any
single center or any single institution. We are faced with something
of an anomaly. The Data and Safety Monitoring Boards are not es-
tablished by regulation and exist in less than half of the multi-cen-
tered trials that are conducted in this country. They are the bodies
that have the best information and carry out the most careful anal-
ysis of the data. On the other hand, IRBs are the committees who,
according to regulation, have the responsibility of determining
whether trials should be stopped, modified or continued. Con-
sequently the most complete knowledge is in one committee, and
decisionmaking responsibility is in another committee. It seems to
me that we can make a very constructive kind of change in the reg-
ulations so that the Data and Safety Monitoring Boards commu-
nicate their findings back to the IRBs. If that step is taken, it will,
first take some work off the IRBs and begin to address the work-
load problem identified in the Inspector General’s report, and sec-
ond, it will improve the quality of the information on which the
IRB makes its decision to continue, modify or discontinue research
projects.

All of the kinds of incidents you’ve addressed today in your hear-
ing seem to me to indicate that now is the time to start afresh.
Modify the regulations so that the data held by Data and Safety
Monitoring Boards is made available to the IRBs, so that the best
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possible decisions concerning the continuation and oversight of
trials can be made.

Typically, as we heard testified earlier from the Inspector Gen-
eral, the IRBs receive adverse event data, but it is raw data. IRBs
don’t know which arm of the study the adverse event occurred on.
They don’t know whether it was in an elderly subject or a young
subject. They don’t know which adverse events result from com-
plications of disease of the subject. They cannot tell whether the
adverse event was caused by the research, by the underlying dis-
ease condition, or by some inherent condition that pertains to the
subject himself or herself.

Data and Safety Monitoring Boards display the data in a number
of different ways: according to age; gender; race; ethnicity and a
whole variety of other categories so that they can evaluate adverse
events; tell which ones are very serious; which ones are likely to
be associated with the research intervention; and which ones might
have occurred anyway because of underlying disease conditions.
DSMBs are able to give the kind of analysis that will refine the
judgments about the safety of the research, and whether it should
continue.

So my recommendation to you and to the rest of the committee
today is simply that one of the ways the Inspector General’s report
could be used or could be capitalized upon would be simply to ad-
just the regulations and by putting some kind of a regulatory link
requiring Data and Safety Monitoring Boards under certain condi-
tions and, second, making sure that the data that they gather and
analyze is carefully and thoroughly shared with the IRBs so the
IRBs then can—with less work and with greater accuracy—meet
the responsibilities that are assigned to them. This will not, in my
judgment, decrease costs because the Data and Safety Monitoring
Boards have full-time statisticians working for them. They have
costly experts.

I participated in a Data and Safety Monitoring Board meeting
yesterday. There was an expert from Germany, one from England,
three from the United States and myself. Obviously to have a meet-
ing of that kind is very costly. Statisticians generated—relative to
on one study—about 300 pages of data. The DSMB spent the best
part of the day evaluating that data to determine whether the
study should go on. That’s a very costly process, but I can assure
you that the subjects in that study received the very best safety ef-
forts that are humanly possible.

No one can guarantee that mistakes will not be made, but I
think when the data is processed in such a thorough way, the
chances of a mistake become exceedingly small. That’s what we
owe to our research subjects. Even though oversight costs may be
raised. On the other hand, the cost to the local IRBs will be re-
duced because their workload of analyzing large quantities of ad-
verse data will already be done for them by statistical experts.
They will be able to make much more enlightened decisions as to
the research in their institution.

I will be glad, Mr. Chairman, to answer any questions that you
may have concerning this issue or any others.

Mr. MICA. Thank you, and what we’ll do is suspend questioning
until we’ve heard from our final witness. He’s also very patient. Dr.
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Robert Amdur, and he is the associate professor, associate chair of
clinical affairs, Department of Radiology and Oncology at the Uni-
versity of Florida. Welcome, and you’re recognized, sir.

Dr. AMDUR. Thank you. Good afternoon, Mr. Chairman, and
other committee members.

As you mentioned, my name is Robert Amdur. I am a physician
at the University of Florida. My qualifications to speak to you
today about the protection of human research subjects are that I
am a medical researcher who frequently enrolls patients in re-
search studies. For the past 10 years I have played a leadership
role in defining and implementing ethical standards for research
through my participation in the Institutional Review Board and re-
lated national organizations.

I am here today representing a national nonprofit organization
called PRIM&R, which stands for Public Responsibility in Medicine
and Research. For over 25 years, the primary mission of PRIM&R
has been to bring researchers, ethicists, and research regulators to-
gether to improve our system for protecting the rights and welfare
of human research subjects.

Since 1974, PRIM&R has sponsored over 100 educational con-
ferences, published hundreds of documents, set up onsite work-
shops for institutions with special needs, and many other impor-
tant activities that meaningfully improve the way research is done
in this country.

I have submitted a written statement which goes into detail
about the challenges that currently stress our system of protecting
human research subjects, and PRIM&R’s plans for helping the re-
search community respond to these challenges.

At this time I would like to formally request that a written copy
of my testimony be included for the Record.

Mr. MICA. Without objection, so ordered.
[The prepared statement of Dr. Amdur follows:]
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Dr. AMDUR. In the next few minutes, I would like to emphasize
three requests that I hope you will focus on as you decide on new
Federal initiatives related to research protections.

Request No. 1 is to pass Federal legislation that requires that all
research in the United States comply with the same high level of
ethical standards, regardless of funding source. The ethicality
standards that should be met when conducting research on human
subjects are described in the Department of Health and Human
Services regulations that are often referred to as the Common
Rule.

A problem with our current situation is that the authority of the
Common Rule does not extend to some situations where research
is sponsored by private industry. It makes no sense to have dif-
ferent ethical standards for research depending on funding source.
All Americans should be afforded the same high level of protection
and oversight. Medical progress will not be compromised by a more
comprehensive regulatory structure, and PRIM&R urges you to
support legislation that eliminates the two-class system of research
protection that we currently have in this country.

Request No. 2 is to pass legislation that consolidates the multiple
different sets of Federal research regulations that currently exist
into a single regulatory reference. The Department of Health and
Human Services currently has one set of regulations, the FDA has
another, the Department of Education has its own rules, and so on.
In many cases, the regulations from these different Federal agen-
cies are congruent, but in other situations they are not. In still oth-
ers it is unclear what they are.

As a result, researchers, industrial sponsors, IRB members, insti-
tutional officials, spend a tremendous amount of time and energy
trying to figure out what hoops to jump through when different
Federal agencies are involved, as is the common situation in both
industry-sponsored and federally funded research studies.

The situation is ridiculous. There is no reason that we should not
have a single set of regulations that applies to all research involv-
ing human subjects, regardless of the Federal agency that is in-
volved or the funding source.

Request No. 3 is to ask you to support PRIM&R’s efforts to cre-
ate a formal program for accrediting each institution’s system for
protecting human research subjects. Protecting human subjects re-
quires much more than an accounting type of checklist or audit of
IRB paperwork. It requires onsite evaluation by trained profes-
sionals of objective and subjective end points, such as the level of
institutional support for the IRB, the knowledge of research inves-
tigators about ethical standards, the commitment of institutional
officials to shielding research regulators from financial conflicts of
interest and other pressures, and eventually, to documenting objec-
tive end points of ethical behavior, such as the quality of informed
consent for the subjects that have been enrolled in research stud-
ies.

To set up a system for accrediting an institutional program for
protecting research subjects, PRIM&R has recently formed an af-
filiated not-for-profit corporation called the Association for the Ac-
creditation of Human Research Protection Programs. The acronym
for it is AAHRPP. The current plan is to make the AAHRPP ac-
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creditation program voluntary, and we believe that most institu-
tions will actively seek AAHRPP accreditation as a way of increas-
ing the integrity of their research programs.

Time does not permit me to describe the details of the AAHRPP
accreditation process. This information is provided in my written
statement. I am happy to explain anything related to this in the
question session.

I would like to conclude my remarks by reminding you that this
is not about a bunch of paperwork that enhances the power or
budget of some Federal agency or a special interest group. Modern
society is stuck between a rock and a hard place. We must conduct
complex and often dangerous research with human subjects if we
are to improve the condition of life on this planet.

There is often a tension between the ethical standards that we
need to work within and a scientific agenda. We can create an envi-
ronment where we promote meaningful research in a way that does
not exploit in any way the rights and welfare of research subjects,
but we need the strong arm of the Federal Government to make
this happen and we need Federal support to be applied correctly.

Our current IRB system is a good one. It is a result of the Nur-
emberg War Crimes Trial that exposed the shameful, unethical re-
search that was conducted by Nazi physicians in the name of medi-
cal science during World War II. Earlier this week, the world ob-
served Holocaust Remembrance Day in honor of those who suffered
during the awful period in human history.

In one remembrance ceremony, the Nobel Laureate Elie Wiesel
said, ‘‘Without its ethical dimension, civilization is vulnerable.’’
PRIM&R and many other members of the research community
hope you will act swiftly and decisively to improve the system of
protecting human research subjects in this country. The AAHRPP
accreditation program and the other changes that I have mentioned
are steps in the right direction.

On behalf of PRIM&R, thank you for inviting me. I am happy to
provide any other information that would be useful. Thank you.

Mr. MICA. Thank you and each of our witnesses on this panel for
your testimony. I apologize, again, for the delay in the hearing, but
we had floor votes and then we had the required participation in
the committee hearing.

Again, I would like to proceed with some questions, first maybe
to Mr. Curtin. Well, you have all basically criticized some of the
current functioning, operation, of the IRBs. Mr. McCarthy did not
get into too much of that, he spoke mostly of the DSMBs. But the
current system appears to be somewhat flawed.

I guess if we started out maybe with informed consent, do you
think it might be possible to have a basic standard informed con-
sent procedure that would be good for all human research testing,
Mr. Curtin?

Mr. CURTIN. That seems very bureaucratic to me, very inflexible.
I would hope that we would be able to rely upon individual re-
searchers and IRBs to come up with—to develop—the informed
consent that most fits the research project that they are looking at.

Maybe that is too theoretical, maybe it cannot be done.
Mr. MICA. I don’t know if your daughter was afforded informed

consent. Was she?
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Mr. CURTIN. Absolutely not.
Mr. MICA. Absolutely not. So first of all, there was not any in

place?
Mr. CURTIN. Not for her. Well, if she answered it, obviously, but

for other family members, no.
Mr. MICA. For her, for herself, she did have informed consent?
Mr. CURTIN. Yes.
Mr. MICA. Were you satisfied with that? Your protest then goes

beyond her situation and her giving informed consent. I understand
your concern about your privacy, her disclosure of your medical
record. But were you satisfied with the informed consent that she
was provided?

Mr. CURTIN. The informed consent really was if she responded to
it, that would be considered the informed consent. She would have
voluntarily participated if she had filled out the questionnaire and
put it in a return envelope and sent it in.

Mr. MICA. To step back first, does everybody believe that there
should be a requirement for informed consent?

Mr. CURTIN. I think there should have been a statement in the
instructions saying, if you are going to answer for your other family
members, you might want to tell them that you are doing that.

Mr. MICA. We have not gotten to family yet. We are talking
about an individual who is going to participate or someone who is
a guardian or legally responsible for that individual. There should
be informed consent.

Everybody agrees on that?
Dr. AMDUR. There are situations where it is appropriate and nec-

essary to conduct research without informed consent, and those sit-
uations are described and provided for in current HHS regulations.

A typical example would be emergency situations where it is not
possible to get it, to conduct research with there being informed
consent. There are other situations such as health services research
involving access to medical records where risk is minimal and it is
not possible or practicable to conduct research with a requirement
for informed consent.

The fundamental ethical standards that we use when we think
about these and analyze them and say what is appropriate, what
is not, what rights and welfares are important to maintain, need
not be violated in certain circumstances without getting informed
consent.

Mr. MICA. Dr. Amdur, you are the one I thought that had come
forward in past Federal law or regulations and set standards. That
is what I am trying to get at.

I had, sitting where Mr. McCarthy is, the representative of HHS.
He said they had all the authority they needed to deal with these
situations. It sounded like he did not have any recommendations
for legislative changes.

You have come forward and recommended something. Maybe you
could elaborate on what you envision we should be doing as a Fed-
eral Government to again provide that there is adequate informed
consent in human patient testing, that there is not a problem with
the operation of an IRB.

Right now, they cannot even tell me how many IRBs there are,
OK? And then the operation of an IRB, should we be more involved
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in a conflict of interest, making certain there are not conflicts of
interest?

You heard this explosion and expansion of human research in
just the whole biotech industry. All of the breakthroughs in medi-
cine, testing, have just dramatically exploded. We hear something
new every day.

We as government do not want to stand in the way of research,
but you have some basic protections that should be in place. Now,
HHS said that they have adequate authority. You are saying that
we should have some Federal regulations or laws and set some
standards. Maybe you can elaborate.

Dr. AMDUR. You have raised a number of points. To go into detail
about each one I think would be beyond the scope of this discus-
sion, conflict of interest, etc.

My response would be that the requests that I listed were spe-
cific regulatory changes that will make this current system work
better.

Mr. MICA. The HHS has the ability to institute regulations, so
it is not a matter of changing the law, or is it? Are you aware of
where we need to change the law?

Dr. AMDUR. Perhaps I am mistaken in terms of exactly who initi-
ates the law. Really, though, I think.

Mr. MICA. We initiate the law. What we do is when they have
the need to be changed from time to time, we defer to HHS and
the agencies to institute regulations.

Dr. AMDUR. I don’t know any delicate way to say this. The point
is, HHS could have made these changes, should have made these
changes. PRIM&R sponsors two national meetings a year. The IRB
world knows many changes that need to be made to make the sys-
tem work better, which is a good system. They have not been made
because of Federal bureaucratic inertia, turf wars, whatever. That
is the reason that I am saying to you, I don’t know what the prob-
lem is.

Mr. MICA. I was trying to see if you had a recommendation in
a legislative context. Most of it appears to be regulatory in nature.
The failure of HHS to institute even the recommendations your
group has made, we have the same problem. We had the IG sitting
next to HHS and telling us that even basic things that were rec-
ommended back in 1998 still have not been instituted.

We are looking first at the statutory and the larger picture, our
responsibility. Then we do have the oversight and investigative re-
sponsibility, which we are conducting today through this hearing,
asking again HHS why they are not following through with the rec-
ommendations.

There are two ways they can do that. One, within existing au-
thority, or if they need additional resources to make certain these
things are in place.

Now, Mr. Curtin has talked about another issue which extends
beyond the informed consent but may need some type of tweaking
in our laws as far as privacy or disclosure, and that is of course
the subject of big discussions now with the tremendous amount of
raw information that is coming out about folks.

He raises a certain concern. We have heard an abuse here that
we may either need to address through regulation or legislation.
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Dr. AMDUR. The IRB system failed to do what should have been
done in his case. There is no question about that. We don’t need
a new system, we just need the IRB at MCV to have functioned the
way it should have functioned.

Mr. MICA. Many of the IRBs, though, are sort of self-regulating,
without a lot of protections. We are going to submit to the doctor
and some others instances, but mostly we are reading about it in
media accounts of conflict of interest.

In our last hearing, we also heard problems ranging in conflict
of ethics to having some self-interest in proceeding with the human
testing. Again, you are dealing with boards that basically have
some interest in participating and moving forward, taking Federal
funds for that activity, as opposed to closing it down or not proceed-
ing and not receiving the funds.

Then the other problem we have is the huge explosion of all of
this. It was just a few doing the testing some time ago. Now we
are probably looking at thousands and thousands, plus the com-
mercial and private side, where you do not have Federal funds and
we have some loopholes in that regard.

What about mandatory registration of IRBs?
Dr. AMDUR. We need that. That is part of the request of extend-

ing the regulations of the Common Rule to all research. The reason
that you don’t know or nobody knows how many IRBs there are in
the country is because the only record of an IRB is if they conduct
FDA-regulated research or HHS-funded research.

We need to just simply fix that problem. I don’t know that HHS
can do that. I think it requires a higher level of mandate to pass
a Federal law. I don’t know that. But the point is, we need to ex-
tend the system of protection. Part of that would be a formally cer-
tified IRB according to the Common Rule regulations. Then we
would not only know how many IRBs there are, but have some
common system that they work under.

Mr. MICA. Let me ask Mr. McCarthy. You have looked at the
Data Safety Monitoring Boards, DSMBs. Do you feel there should
be some accreditation or additional regulation mandatory?

Mr. MCCARTHY. Yes, I would like to see some criteria established
and required to be implemented. The criteria should state under
what circumstances the Data Safety Monitoring Board should be
established, what its authorities and responsibilities should be, and
what its relationship to the local IRB should be in the centers
where research over which it has oversight is being carried out.

I do not know whether that can be carried out under present leg-
islation or whether it would require new legislative authority, but
I think it is very important, and will be a major step forward if
that should occur.

I agree with Mr. Curtin, that a kind of cookie cutter approach
to informed consent is just what we don’t need, because anything
that routinizes informed consent, tends to rob it of its important
meaning.

What I would like with respect to informed consent is to see the
Department of HHS spending some money to do research on how
to communicate risks and benefits associated with research more
effectively.
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We have a whole new generation of young people coming along
who operate much more out of visual cues than out of written cues.
To hand people a written, fairly complex document may not actu-
ally inform them of very much, whereas a videotape showing the
same information might be much more effective.

In order to develop that kind of technology, somebody needs to
sponsor some imaginative research into how to better inform sub-
jects so that they will know and understand the consequences of
their decisions to participate or not to participate in research.

Again, I don’t know if you need a legislative mandate to carry
that out or whether you simply need additional budget resources
to carry that out, but I certainly think that ought to be a major
function of the new office that is being created in HHS.

Even if a new approach to informed consent can be done without
new legislation, it certainly cannot be done without additional
money, so I would encourage that the Congress bite the bullet and
provide the money so that imaginative new ways of communicating
with research subjects can be developed and employed, and so that
IRBs have a range of ways of communicating the risks and benefits
of research to their subjects in meaningful ways. I believe we can
respect the dignity of subjects more than we do at the present time
with rather complex, long, written consent documents that may not
do what they are intended to do.

Mr. MICA. Mr. Curtin obviously had a negative experience with
the OPRR process. I think he recommended some solutions for cor-
rections.

Maybe you could give us those again, Mr. Curtin.
Mr. CURTIN. Yes, sir. No, I did not have a negative experience

with OPRR. The only thing that even could be remotely called neg-
ative about it was that it took them almost a year to get around
to doing anything with my complaint. But once they did it——

Mr. MICA. That I would interpret as a problem.
Mr. CURTIN. That is, yes. But once they got on it, they were

great. They kept me informed.
Mr. MICA. They did?
Mr. CURTIN. They did. They took some very, very severe action.

They closed down 1,100 research projects at Virginia Common-
wealth University.

Mr. MICA. Your difficult experience was getting attention at the
beginning.

Mr. CURTIN. Right. They explained that to me right off the bat.
They said, it is going to be a year before we get around to doing
this. A year later I heard from them. I would have liked it to have
been sooner, but I understand those kinds of things.

Mr. MICA. With the IRB process, you also were critical of the re-
sponse you got there.

Mr. CURTIN. From the chairman, yes. Yes.
Mr. MICA. You——
Mr. MCCARTHY. Mr. Chairman, just to fill in that story, because

maybe even Mr. Curtin does not know this, but after OPRR took
its action, Virginia Commonwealth University hired me, and I have
been working about 40 or 50 hours a week since January to edu-
cate investigators about their obligations on informed consent and
to instruct potential new members of the IRBs.
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So they are taking the criticism very seriously, and I expect that
within a year they will have a system that will be as good as any
in the country.

Mr. MICA. But it did take a year to get action. What did they say,
they could not get to it?

Mr. CURTIN. They were overworked, backlogged.
Mr. MICA. OK. All right.
Mr. MCCARTHY. As a former Director of OPRR, I can say that is

a perennial problem. I think the office has always been under-
staffed and underfunded.

Mr. MICA. I am also trying to find out what their recommenda-
tions were to us. They have to come to Congress to ask for addi-
tional funding through the appropriations process. If we have a def-
icit there and we have a larger scope of responsibility, we need to
see that that is met. Maybe these 1,100 operations should have
been closed down after the complaint was made, not a year later.

Again, we are just trying to look at where the problems are and
what is going wrong and how we correct them. It is a pretty simple
process, except I have to get 534 other people to agree on how to
fix it.

Mr. CURTIN. If I might add, sir, the IRB there, they just did not
take me seriously. It was as simple as that. They thought they
would write me a letter and I would go away.

Mr. MICA. All right.
It sounds like we have at least Mr. McCarthy and Dr. Amdur’s

wealth of experience and recommendations. You have a personal
experience.

I wanted to ask about some recommendations. I didn’t make good
notes on who said what, but you said consolidate sets of regula-
tions. You cited HHS, FDA, education, and some standards. My
staff just gave me the Department of Veterans Affairs standard for
protecting human research participants.

Did you mean in the context again of protection, some standards
that are protections for human research participants, no matter
what the Federal agency?

Dr. AMDUR. Yes, exactly. What I meant was not an abstract
thing, but an administrative one, meaning that if you look in the
Code of Federal Regulations at 45 CFR 46, you will see HHS regu-
lations.

Mr. MICA. Right.
Dr. AMDUR. If you look at 21 CFR 50 and 52, I guess it is, 56,

you will see FDA. Most of it, 90 percent of it, are the exact same
words. They are just copies.

But then in the remaining 10 percent of this situation, the regu-
lations are different or they are silent on certain situations. There
are many examples of that. The Department of Defense has certain
requirements, and you know if they sign on to the Common Rule,
then they do.

The point is that, for example, this adverse event reporting
which you have heard so much about, this is the No. 1 workload
problem for IRBs. It is the most ridiculous thing. There are boxes
and boxes coming into the University of Florida’s IRB every week
of irrelevant reports that the IRB cannot possibly make any mean-
ingful determination of. It may be a horrible adverse event that is
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critically important, but because of the things Dr. McCarthy said,
the nature of what you need, you need data in safety and monitor-
ing, but the IRB should not be looking at those. Does the IRB need
to do that? The regulations say they need to.

HHS regulations say certain things that can be interpreted cer-
tain ways. FDA regulations say very different things that likewise
are interpreted very differently. So what I do on the IRB is sit
around every week as chair of an IRB before coming to the Univer-
sity of Florida and try and say, how do we interpret this? Every
year we have major discussion sessions at the national meetings:
Well, how do we interpret this? And we are scared to turn away
these things if there is any question that we need to be stamping
them because we are scared of the regulatory consequences.

So the point is, what should be done is to say we are only going
to have one set of regulations, and it would be very simple. There
are people that sit around, and this is all we have thought about
and discussed and written papers about, who can suggest and ham-
mer out revised regulations where necessary that make them con-
gruent, just like any revised regulatory process goes. But the thing
we need is to say we are only going to have one set of regulations,
and it does not matter what agency sponsors the research.

I would say we need to extend it. It does not matter if it is pri-
vately funded, and I think we need a law for that, not a Federal
regulation. But the point is that we only need to have one set of
regulations. That is what I mean when I say ‘‘standards,’’ regula-
tions that describe the standards: Say you need to go through an
IRB. You need to have informed consent under these situations.
Here is the form of the informed consent, that situation. We need
just one of those.

The Common Rule does need a little polishing here and there,
but it is basically what we would all come up with if we spent a
long time thinking of standards in a regulatory system. It is a good
system, and——

Mr. MICA. Are you aware of any formalized document or any-
thing that has been prepared that proposes that and has language
that would be acceptable to the vast majority of those who partici-
pate?

Dr. AMDUR. I think that when you say ‘‘vast majority’’ the people
who are objecting to consolidation of the regulations——

Mr. MICA. We are not going to get everyone to agree.
Dr. AMDUR. Right, but the people who are objecting are the peo-

ple in the agencies that want to keep their own regulations. Cer-
tainly industry sponsors, they just want to figure out: What do I
need to do? They don’t care what it is. It is so much better if they
can just figure out what it is.

The International Council on Harmonization would be the closest
thing to the answer to your question in that there is now. In order
to make it so that companies, pharmaceutical companies, can do
business in all different countries, there is a body that has done ex-
actly what you have said, which is establish that we are going to
have one uniform requirement. If you want to do business within
this group, we are just going to say everybody has to comply with
these regulations. We are not interested in your HHS or whatever.
If HHS is the exact same, fine. All we know is, here is one set.
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You know, I think that comes very close to what you are saying,
but it would not be very difficult to come up with the one set. I
think what is needed is some mandate at a higher level to say,
come up with one set.

Mr. MICA. Mr. McCarthy, you wanted to respond?
Mr. MCCARTHY. I had some years’ experience in OPRR, and of

course we tried to do exactly what Dr. Amdur is suggesting; to
come as close as humanly possible to a single set of regulations
that would apply to all research, whether FDA-regulated or feder-
ally funded. We had no authority to reach out to that research
which was neither FDA-regulated nor federally funded, so that
problem I think is one that requires some congressional action to
extend the authority of these offices.

But I think the problem is more complex than you have heard.
Each agency has its own authorizing legislation, and it is that au-
thorizing legislation that allows it to issue regulations. That legis-
lation differs dramatically from FDA to Department of Defense to
HHS to Department of Education.

Different congressional committees handle that legislation and
draft it, so when you try to write a common set of rules that comply
with a vast variety of laws, it is not a simple matter to write a sin-
gle rule that complies with all of the authorizing legislation of all
of the Federal agencies.

We did the best we could, and I would disagree, I think between
HHS and FDA, the congruency is about 97 percent. What I would
point out, however, is that FDA has authority for implementing its
rules, and that means different people are doing it, and sometimes
they interpret the rules a little differently.

That is why I would like to see this new HHS office become at
least an HHS-wide office, and I would like the new office to have
enough authority so it can be the lead agency to bring the other
departments and agencies—that do less research but still a lot of
research—into congruence so far as possible, given the plethora of
laws that govern them.

I think much more can be done, so I am agreeing with Dr.
Amdur’s point, but I think it is not a simple issue. This is a situa-
tion where the Congress itself, by placing certain kinds of goals for
the new HHS office and providing it with resources to accomplish
those goals, could go a long way toward accomplishing what he
wants. I doubt if it can ever be perfect, but we can do lots better.

Mr. MICA. Dr. Amdur wanted to respond.
Dr. AMDUR. You know, Dr. McCarthy has worked in the govern-

ment too long, because now he is making excuses for it. You know,
our role here is simply to say what needs to be done and for you
to figure out how to do that.

We need a common set of rules, and we do have plenty of models
for that in the research world. For example, in 1996 Congress
passed the Health Insurance Portability Act. As part of that, it re-
quired legislation to be passed that set standards for the protection
of privacy of access to the medical record.

Federal law said this has to be done. It did not say ‘‘unless FDA
objects to it,’’ or the FDA—‘‘unless it conflicts with FDA’s view of
it.’’ It said, that is it. America, that is the way it is going to be
done. A Federal law passed.
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We are about to see a law go into effect that supersedes all of
our other research baloney of interpretation, of how do we interpret
HHS, how do we do that. It is going to be a problem, of course, to
implement it because there are problems with the way that law is
written. But the point is that mechanism is there to say that, well,
research, this is the way it is going to be done, regardless of one
Federal agency’s policy or another.

I think that we can solve this problem.
Mr. MICA. I am probably somewhere in between the two of you.
Mr. MCCARTHY. We are not very far apart. We have exactly the

same goal.
Mr. MICA. Mr. McCarthy has described a political situation of

congressional authorization, and there is not just the agency turf
jealousy. We also have the committee authorizing jealousy, and to
get them to all agree on anything is very difficult.

I see your point, though. We have, as you pointed out, in other
legislation required some standards. I think everybody agrees that
there should be informed consent. I think everybody is agreeing
now there should be some registration of at least the IRBs, right?
And then we get into some other areas.

We have not really talked about accreditation or certification for
IRBs or DSMBs. Dr. McCarthy, what do you think about some ac-
creditation or certification standard?

Mr. MCCARTHY. I strongly endorse this effort. As a matter of
fact, I have been selected to serve on the board of the new organi-
zation that Dr. Amdur cited, and I am dedicated to trying to bring
this about as best we can.

Mr. MICA. Should that be voluntary or mandatory?
Mr. MCCARTHY. I think that it ought to be voluntary and supple-

mental to the kind of oversight exercised by the government. I
think we have an excellent model in the Association for Accredita-
tion of Laboratory Animal Care, Int. I think it has worked very
well for many years as a supplement to government efforts.

Mr. MICA. How long has that been in place?
Mr. MCCARTHY. At least since 1970, and if memory serves, about

1965, but a very long time. It has worked exceedingly well, and one
of the people serving on the new AAHRPP board is the director of
AAALAC, so that we are able to profit from his experience and his
guidance.

I think the one thing holding up accreditation is funding, and we
are now seeking some funding sources in order to get this corpora-
tion off the ground. We think it will be self-sustaining because it
will be in the best interests of the institutions to be accredited, to
get a Good Housekeeping Seal of Approval on their programs, be-
fore OPRR or FDA or some other agency comes in and shuts down
their research. This way we can make a supplemental contribution
to what the government is doing.

In no way would I weaken the government’s authority or the ex-
tent of its oversight, but I think human subjects are so important
that we can supplement what government can do and head off
many problems before they occur.

Mr. MICA. Dr. Amdur, what about certification or accreditation?
Dr. AMDUR. I think that it needs——
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Mr. MICA. Give me your ideas on how that should be accom-
plished.

Dr. AMDUR. A program that will work very well for this purpose
is not in the planning stages, it is in the very end stages of the
planning and about to be implemented by PRIM&R. This is the
AAHRPP program. In three pages in the written testimony we ex-
plain the mechanics of it.

Very briefly, what you do first is—this is about to be completed—
you organize a group of experts that then write down basic best
practice guidelines for the fundamental aspects of a system of pro-
tecting human subjects: The institution, the IRB, education of in-
vestigators, management of adverse incidents, etc. You start there,
and that has been done.

Then you have a written phase where the institution responds to
their current status related to those. Then you have an onsite in-
vestigation where usually two or three experts go to the institution
and have to interact with all the key components of the system and
see how it is really working according to objective and there are
some subjective aspects of it, and issue a grade, if you will, of the
institution related to a whole checklist of things.

If the institution meets certain standards, which are outlined in
the program, then they get the accreditation for 3 years is the pro-
posal. So PRIM&R has been working very hard to indeed hammer
out the details. It is not perfect yet. It has not been tried in the
field yet. Like any system, it will obviously iterate and evolve and
change and be polished as it is used. The more support it gets, the
quicker it can get online, but it is ready to go.

I would strongly support a model that is that far along already
to get out into the field and get going.

We have to accredit everything we do. You go and get the gas
tank filled for your gas grill and the people that fill the gas have
to have a certification. We need an accreditation process for the
protection of human subjects, and that is something that is really
long overdue.

Institutions will not balk at this, they will embrace it. They want
to know, what do I need to do to be doing things correctly. They
will embrace it if it is a credible system that is tagged to meaning-
ful evaluations. If it is just an audit system of a bunch of account-
ants going and checking and looking for pieces of paper that say
certain things and the date matches this date, you know, they will
do it if they have to because the experts on protecting human sub-
jects are the investigators, in most cases. They know if the IRB is
asking the meaningful questions. They know if the institution is
providing the right environment to support them and be able to re-
sist conflicts of interest.

As long as it is a meaningful, credible process done by people
who know what they are doing, the institutions will embrace it.
But it needs to be supported as widely as possible.

Mr. MICA. Do you endorse the mandatory versus voluntary?
Dr. AMDUR. I am scared to say yes, mandatory, because we

should always have as little required regulation as possible. I just
need to see the exact format of how that requirement would be, be-
cause when we actually write it down and see how it is imple-
mented, I am concerned.
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I think it will be enormously effective even if it is voluntary and
if the regulations required—I personally right now, don’t think it
has to be a mandatory, required system. I think HHS regulations
and authority already have the authority to put the pressure, as
they are trying to do, on institutions to do things correctly. The in-
stitution will seek out ways to find out what is correct and improve
their system on their own if they are indeed under a regulatory
system that evaluates the end point.

So I think they will seek the accreditation process on their own
and there will be other forces that end up requiring it. For in-
stance, industry will require it. Once there is any meaningful sys-
tem in place, industry sponsors will require it. They will say, we
are not dealing with you unless you are an AAHRPP-accredited in-
stitution. So I don’t think it has to be mandated at the Federal
level.

Mr. MICA. I have additional questions we may submit some to
you and some of our other witnesses today, but I think we have
just passed the 6 o’clock hour.

I do want to thank each of you for participating, for being with
us this afternoon, for your contribution in helping us improve this
entire process, and also the Federal agencies that are responsible
for implementing law and Federal policy.

There being no further business to come before the subcommit-
tee—and again, I want to thank you for your participation and will-
ingness to provide us with your personal experiences and your ex-
pertise on this important issue—this hearing is adjourned.

[Whereupon, at 6:02 p.m., the subcommittee was adjourned.]
[Additional information submitted for the hearing record follows:]
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