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HUMAN SUBJECTS PROTECTIONS IN VA
RESEARCH

WEDNESDAY, JUNE 18, 2003

U.S. HOUSE OF REPRESENTATIVES,
SUBCOMMITTEE ON OVERSIGHT AND INVESTIGATIONS,
COMMITTEE ON VETERANS’ AFFAIRS,
Washington, DC

The subcommittee met, pursuant to notice, at 10 a.m., in room
334, Cannon House Office Building, Hon. Steve Buyer (chairman of
the subcommittee) presiding.

Present: Representatives Buyer, Boozman, Hooley, and Evans.

Also present: Representative McNulty.

OPENING STATEMENT OF CHAIRMAN BUYER

Mr. BUYER. Good morning. Welcome to today’s Subcommittee on
Oversight and Investigations for the House Committee on Vet-
erans’ Affairs hearing on human subjects protection in VA medical
research, dated June 18, 2003.

Today’s hearing deals with very crucial issues that, I believe, de-
mands constant and consistent oversight: the issue of human sub-
jects protection in VA medical research.

It’s not a new issue, we have looked at this issue in the past, and
I applaud the VA for taking several positive measures to strength-
en its oversight of medical research. But we also have some lapses.

In fact, the VA announced the establishment of the Office of Re-
search and Compliance and Assurance, an independent oversight
body, to monitor VA research programs, at our 1999 hearing. An-
other positive step taken by the VA in 2002 was initiating the ac-
creditation process of its human research protection programs with
the National Committee on Quality Assurance, NCQA.

Hopefully, we will receive an update on these and other problem
areas which Dr. Roswell outlined in previous testimony. When he
testified at our May 16, 2002 hearing, Dr. Roswell stated that the
most common deficiencies involved in accreditation are in three
main areas: one, lack of local facility policy and procedures related
to IRB structure and operations; number two, a lack of policy and
procedures related to informed consent process and the conduct of
informed consent documents; and number three, the evaluation and
determinations the IRB must make and document during initial re-
view of research programs.

The subcommittee is also interested in the Office of Research De-
velopment’s efforts to provide guidance to VISN directors con-
cerning staffing levels of independent review boards. It is apparent
that the role of IRBs approving and monitoring research protocols
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for all projects at the facility level must have the necessary support
to fulfill its mission, thereby ensuring that all applicable regula-
tions for the protection of human subjects is adhered to and fol-
lowed by all VA researchers.

While the VA has made a good faith effort to address problems
that are documented dating back to 1993, it does appear that there
3re s{:ill some recurring problems that need to be addressed imme-

iately.

The outstanding questions are, is it systemic? Can more be done?
The purpose of this hearing is not to question the good faith effort,
because I think that those who are involved are doing their very
best. But there are also some who are sometimes are captured by
their ambition or aspiration, that they are willing to dance upon
the edge. And there is a human being at stake.

The groundwork for today’s hearing stems from a hearing held
by this subcommittee on April 21, 1999, entitled, “The Suspension
of Medical Research at West Los Angeles, and the Sepulveda VA
Medical Facilities and Informed Consent and Patient Safety in VA
Medical Research.”

At the hearing, former Chairman, Terry Everett stated, “The
subcommittee demands an explanation and accountability. These
outrageous crimes against our veterans must not happen again.”
The outstanding question is, has it happened again?

Since then, several hearings have been held by the subcommittee
to ensure that necessary actions are taken to ensure that our na-
tion’s most vulnerable veterans are protected, and not subjected to
any type of abuse, such as the violations imposed upon them at the
greater Los Angeles medical facilities.

During today’s hearing, we hope to learn what precipitated re-
cent actions taken by the VA in its organizational restructuring
within the office of research development.

I know that we have the same goals that relate to VA medical
research. We do not want veterans to have their rights denied, or
to place them in harmful environments. Likewise, we recognize the
tremendous contributions that have been made by the VA through
its medical research, and the discoveries of important life-saving
drug therapies, medical devices that have benefitted not only vet-
erans, but also all Americans and others around the world.

I also recognize that there is ongoing investigation with regard
to the facility in Albany, NY. And because there is a criminal in-
vestigation, I just caution members to be careful about trying to so-
licit specific facts from the VA, and that we can sort of speak in
tongue, vague, in generalities, and dance along the edge.

And if any of the members want any facts in greater detail, you
can obtain them through me, through our office. But let’s not get
too far into that today.

I would ask unanimous consent that Mr. McNulty be permitted
to join the subcommittee today, and be permitted to ask questions,
in accordance with the committee rules. Any objections?

[No response.]

Mr. BUYER. Hearing no objection, so ordered. What that means,
Mr. McNulty, is that you will be recognized after all the members
of the committee are recognized, and we are pleased that you have
joined us here today.



3

Also, before I yield, Ms. Hooley, I want to express to my col-
leagues on the Energy and Commerce Committee, we are marking
up the Medicare prescription drug bill, and I believe the first
amendment up is my amendment. So as soon as I get the notice,
I am going to have to leave, and then Mr. Boozman, if you could
then take the chair.

Ms. Hooley, you are now recognized for an opening comment.

OPENING STATEMENT OF HON. DARLENE HOOLEY

Ms. HooLEY. Thank you, Mr. Chairman. I welcome our guests
this morning. I also am going to join the Chairman in signing on
to his bill which calls for oversight research compliance and assur-
ance for the Veterans Health Administration.

There is a reason why every federal agency has an Inspector
General. There is a reason why congressional committees have
oversight and investigative subcommittees. It is our business to
oversee and investigate the care and treatment of United States
veterans. And as the VA well knows, this includes continuous scru-
tiny of VA programs and procedures.

Human subject research is no exception to this protocol. Fully
funded robust research enables VA doctors to improve the physical
and mental health of all Americans. Cardiac and cancer surgery,
HIV and Hepatitis medication, post-traumatic stress and sexual
trauma treatment, the final products of VA research are tangible
examples of assisting those who have borne the battle.

As GAO points out in their testimony, VA research has a long
history of success stories: the first liver transplant, the nicotine
patch, and many other devices, techniques, and medicines that not
only benefit this country’s veterans, but also improves the lives of
everyone living in the United States and throughout the world.

However, VA has not been problem-free in managing human sub-
ject research. Past problems closed the program at West Los Ange-
les. The GAO noted problems in a prior review of VA human sub-
ject research programs. There was a death of a human research
subject in Albany, NY. Today, perhaps, we shall glean the culture
that permits this type of problem to continue unchecked.

Writing training plans and promulgating policies is a necessary
first step. But sometimes, when the issue and the stakes are as
high as they are for human subject research, you must go and see
for yourself. It takes robust oversight, supported by adequate fund-
ing. It takes vigilant managers at all levels, willing to look, listen,
and to ask why.

Where veterans are the test subjects of a VA research, we need
a no excuses mentality. I am stunned that the first response of VA,
upon encountering a problem here in the Albany death, was to
compromise the independence of the oversight agency by placing
control directly under the office responsible for conducting
research.

Regardless of the integrity of the principal parties involved—and
I am not passing any judgement—but it seems only a matter of
time until someone might try to attempt to guide or limit some fu-
ture investigation. This cannot be tolerated, and alignment of over-
sight under the office of research and development would eliminate
checks and balances needed for effective and safe management.
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Again, what culture produced—an initial solution where inde-
pendence is compromised. Veterans deserve the best care. Veterans
who participate in research studies deserve to be treated as more
than a means to an end. Veterans have protected this country from
harm on foreign and domestic shores. It is the very least we can
do to ensure their protection from incompetent and research impro-
prieties.

And I yield back the remainder of my time.

Mr. BUYER. Ms. Hooley, thank you for joining on the bill, and I
appreciate your contribution. This is really, truly a bipartisan ef-
fort. Mr. Boozman, do you have any opening comment?

Mr. BoozMAN. [Shaking head.]

Mr. BUYER. Thank you, sir. The chair now recognizes Mr. Evans,
ranking member of the full committee, for any comments he would
like to make.

OPENING STATEMENT OF HON. LANE EVANS, RANKING DEMO-
CRATIC MEMBER, FULL COMMITTEE ON VETERANS’
AFFAIRS

Mr. EvANSs. Mr. Chairman, there is no question that I value the
research at the VA. There is also no question of the high duty the
VA has to protect its human research subjects.

Human research subjects must be informed of risks and consent
to those risks voluntarily. Risks must be reasonable in relation to
anticipated benefits to an individual or to society. The selection of
research subjects must be fair. The common rule was adopted to
create a system of protection for human subjects, based on written
regulations.

The common rule assigns responsibilities to investigators. It es-
tablishes an oversight mechanism for research at the institutional
level. It also takes agencies like the VA to ensure compliance by
these other institutions.

The VA has experienced past problems with management and
oversight of human subject research. Sometimes research at VA fa-
cilities was suspended due to actual harm, or because of the poten-
tial for harm.

VA must adapt rules and procedures that are foolproof, and must
educate human subjects and researchers to construct a reliable in-
cident reporting procedure.

The VA must ensure strong and independent oversight of high
human subject research matters. Policy must translate into real
oversight at the program level. To accomplish this, I cosponsored
H.R. 1585.

I also co-sponsored H.R. 1585 after a recent possible research-re-
lated death, because the initial reaction of the VA was to place the
oversight agency under the control of the very organization that
they were to hold accountable.

This would obviously limit independence, and could appear as a
conflict of interest. While the VA viewpoint has been favorably
changed, the legislation is still needed.

Veterans are the beneficiaries of VA research. We must take all
precautions to prevent them from becoming victims. And I thank
you, Mr. Chairman, for allowing me the time.
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Mr. BUYER. Mr. Evans, you and I signed a letter on April 24,
2003, to Chairman Simmons, the chairman of the Subcommittee on
Health, to mark up H.R. 1585. T have not received a response to
our letter. Ms. Hooley, I thank you for joining us in that. And hope-
fully, today’s hearing can help get a little more momentum.

As soon as I get a response, Mr. Evans, I will let you know.

Mr. McNulty, you are recognized for any comments you would
like to make.

OPENING STATEMENT OF HON. MICHAEL R. MCNULTY, A REP-
RESENTATIVE IN CONGRESS FROM THE STATE OF NEW
YORK

Mr. McNuLty. Thank you, Mr. Chairman. I thank you, and the
ranking member of the subcommittee, the ranking member of the
full committee, Mr. Boozman, and all other members of the sub-
committee, for allowing me to participate today.

As I get older, Mr. Chairman, I work more diligently on trying
to keep my priorities straight. One of those priorities is to remem-
ber that had it not been for all of the men and women who wore
the uniform of the United States military through the years, people
like me wouldn’t have the privilege of going around bragging, as I
often do, about how we live in the freest and most open democracy
on the face of the earth.

Freedom isn’t free. We have paid a tremendous price for it. I try
not to let a day go by without remembering with deepest gratitude
all of those who, like my brother, Bill, made the supreme sacrifice,
and all of those like many people who are in this room, who are
willing to put their lives on the line, put their lives on the line for
all that we hold dear, and then, thankfully, came back home, and
rendered outstanding service in the community, and raised beau-
tiful families to carry on in their fine traditions.

These are the things that I am most grateful for today. And
that’s why, when I get up in the morning, the first two things I
do are to thank God for my life, and veterans for my way of life.

I thank you for holding this hearing, because it’s a very serious
subject. I understand the constraints that we are under, and I will
abide by those.

I just want to say that I have been in public office for 34 years,
and throughout that period of time I have been associated with the
Veterans Administration Hospital in Albany, NY, now named the
Samuel S. Stratton VA Medical Center, after our late colleague,
Sam Stratton. And I can say to you, Mr. Chairman, that through-
out all those years, that facility, in my opinion, has rendered out-
standing service to all of our veterans, and I am deeply grateful to
all of those who have worked at that VA medical center through
the years.

This latest incident which is now under investigation troubles me
greatly. And that is why I am deeply grateful to you for stepping
up to the plate, and recognizing this particular problem and others
across the country, and working to rectify them.

And as you know, I am already a sponsor of your bill, H.R. 1585,
and I just wanted to come here today to thank you for stepping for-
ward, along with the other leaders of this committee and the other
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members of this committee, to make sure that we continue to pro-
vide the best possible health care services to all of our veterans.

Thank you, Mr. Chairman.

Mr. BUYER. Thank you, Mr. McNulty. We are really privileged to
serve on this committee. We sit in this committee room under these
flags, and some of these flags represent a lot of sacrifice. And espe-
cially when you get to see the military’s flags, and you see all of
those streamers, that’s a lot of battles. I appreciate your being
here, and I appreciate your cosponsorship.

We will now turn to our first panel, Ms. Bascetta, from the GAO.
Ms. Cynthia Bascetta, director of the Veterans’ Health and Benefits
Issues at the U.S. General Accounting Office. We also would like
to recognize Dr. Greg Koski, senior scientist at the Institute for
Health Policy, and the first director of the office of Human Re-
search Protections. Ms. Bascetta, you are now recognized.

Ms. BASCETTA. Good morning.

Mr. BUYER. Good morning.

STATEMENTS OF CYNTHIA A. BASCETTA, DIRECTOR, VET-
ERANS’ HEALTH AND BENEFITS ISSUES, U.S. GENERAL AC-
COUNTING OFFICE; AND GREG KOSKI, M.D. SENIOR SCI-
ENTIST, INSTITUTE FOR HEALTH POLICY, MASSACHUSETTS
GENERAL HOSPITAL, HARVARD MEDICAL SCHOOL

STATEMENT OF CYNTHIA A. BASCETTA

Ms. BASCETTA. Mr. Chairman, and members of the sub-
committee, I am very pleased to be here today to discuss the
strengths and weaknesses of VA’s actions to protect the thousands
of veterans who participate in its research programs.

While research offers the possibility of significant benefits to in-
dividual participants and society, we all recognize that it is not
without risk to research subjects. VA and other federally-funded re-
search programs are governed by extensive regulations to minimize
these risks, and to protect the rights and welfare of human sub-
jects.

Since many veterans are unable to afford private health care,
and may fear jeopardizing their access to VA care if they do not
agree to participate in research, VA has a special responsibility to
safeguard their rights and protect their welfare.

Nevertheless, serious failures in human subject protections in
both VA and non-VA research have come to national attention over
the past several years. In September 2000, we testified before this
subcommittee about the uneven but disturbing pattern of non-com-
pliance we found in our review of eight VA medical centers.

We made recommendations to strengthen weaknesses we identi-
fied in guidance, oversight, and funding for human subject protec-
tion activities. Today, I would like to note the progress VA has
made in implementing the recommendations we made nearly 3
years ago, and to comment on VA’s ongoing reorganization of its re-
search offices.

Mr. Chairman, VA has taken some important steps to strengthen
aspects of its human subject protections, most notably, through its
compliance office’s internal oversight activities, and by leading the
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research community in instituting an external accreditation
program.

On balance, however, VA has not taken sufficient action to re-
spond to our recommendations. VA still needs to update its policy
to implement governing federal regulations. We learned yesterday
that they plan to do this within 30 days.

VA has also not ensured that all personnel involved in human
subjects research will receive periodic training. And they need to
ensure that institutional review boards have information that can
help them interpret reports of actual adverse events, and that suffi-
cient funding is allocated to support human subject protection ac-
tivities at all medical centers.

As you know, VA is now in the midst of reorganizing the Office
of Research Oversight, formerly ORCA, and the Office of Research
and Development. The reorganization began early this year with-
out adequate planning and notice to affected staff.

For example, when ORCA was disbanded, the compliance func-
tion and staff were initially assigned to ORD. Compliance field per-
sonnel began reporting their activities to ORD. This reporting ar-
rangement conflicted with generally-accepted government auditing
standards requiring that offices with responsibility for assessing
regulatory compliance be organizationally independent of the of-
fices they review.

Consistent with the legislation that you introduced, we under-
stand that the compliance office is now accountable to the Under
Secretary for Health, not the chief officer of ORD. Although our
concern about independence appears resolved, VA’s reorganization
raises other questions about the extent of the Office of Research
Oversight’s authority.

In the past, ORCA was authorized to perform for-cause investiga-
tions of alleged non-compliance, as well as routine inspections.
Your bill would establish, in statute, the compliance office’s author-
ity to continue to conduct routine inspections.

Existing memoranda establishing the new compliance office,
however, are silent on routine inspections. Experts tell us that the
authority to conduct these inspections is important, because such
inspections are essential in minimizing risk to research partici-
pants, rather than merely addressing instances of non-compliance
after the fact.

The reorganization also raises questions about VA’s plans for
strengthening human subject protections. For example, the reorga-
nization assigns responsibility for education and training to ORD.
Although officials told us yesterday that the Office of Research
Oversight would continue to provide guidance regarding specific in-
stances of non-compliance, they have not formalized this responsi-
bility in writing.

ORD has also been assigned the responsibility for policy develop-
ment. But existing memorandum have not clarified what role the
Office of Research Oversight will play in policy development.

We are concerned that if VA’s compliance and operational re-
search offices do not collaborate on both education and policy, VA
could miss the opportunity to bring to bear the collective expertise
of these two offices.
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In addition, we are concerned that if ORD takes the lead on pol-
icy relating to compliance functions, that could inappropriately
interfere with the Office of Research Oversight’s ability to inde-
pendently oversee compliance.

Mr. Chairman, this concludes my remarks, and I would be happy
to answer your questions, or those of the other subcommittee
members.

[The prepared statement of Ms. Bascetta appears on p. 37.]

Mr. BUYER. Thank you. Mr. Koski.

STATEMENT OF GREG KOSKI

Dr. Koski. Mr. Chairman and distinguished members, thank you
for the opportunity and privilege to appear at today’s hearing. The
longstanding and continuing commitment of this subcommittee to
the well-being of research participants is well-recognized and wide-
ly appreciated.

Indeed, it was here in September of 2000 that I, then as the first
director of OHRP, the new office at the Department of Health and
Human Services for the oversight of human research, first de-
scribed to the Congress and the American people the Department’s
vision for the future of our national system for the protection of
human subjects.

Since that hearing nearly 3 years ago, the Department of Health
and Human Services and the Department of Veterans Affairs, with
OHRP and ORCA, working hand-in-hand with other federal agen-
cies, have begun to implement a new approach for the protection
of human subjects in research, one based on the simple concept
that the first responsibility of everyone involved in the research
process is to protect the rights, interests, and well-being of the indi-
viduals who voluntarily participate as the subjects of studies.
Among these are veterans who have served America not only in our
armed services, but also as research subjects in support of the VA’s
health research programs.

The new approaches pioneered by HHS and VA are more than
just an improvement of the former oversight and corrective action
approach. The represent a new paradigm. They provide a frame-
work for a system that is focused on prevention. Identification, and
correction of deficiencies after someone has been harmed is simply
not good enough. We owe the American people, and particularly
our veterans, more than that.

Our system must minimize the likelihood that research partici-
pants will be harmed. We must have a system that is both
proactive and interactive, and not reactive.

The programs that have been developed and implemented by
OHRP and ORCA are taking us down this new road, where the
goal is responsible conduct of science, not mere procedural compli-
ance with regulatory requirements. At HHS, this focus on preven-
tion, performance, and quality improvement has been incorporated
into the Department’s strategic plan, and I believe that there will
be no turning back.

Over the past few months, the VA’s human research program
has again been subject to intense scrutiny, as new allegations of
non-compliance, abuses of human subjects, and scientific mis-
conduct have come to light. Further, the organizational restruc-
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turing that last January eliminated ORCA and returned, at least
in part, oversight of research activities to the Office of Research
and Development, have been a source of concern.

The need for—and even more importantly, the value of—inde-
pendent oversight of research activities has never been more clear-
ly appreciated. Independent objective oversight and evaluation
builds confidence and trust. We have come to realize all too well
that it’s erosion of this trust that poses the single greatest threat
to the continuing vitality and productivity of our health research
mission.

Shortly after ORCA was created within VA to provide inde-
pendent oversight of research activities at VA facilities, a similar
step was taken at HHS, the creation of OHRP within the Office of
the Secretary. The creation of OHRP was considered by many to
be a sentinel event in an effort to reform the nation’s human re-
search system.

Its creation was recommended in June 1999 by an expert review
panel convened in response to continuing concerns over the organi-
zational placement, resources, and effectiveness of the Office for
Protection from Research Risks, OHRP’s predecessor.

As detailed in that panel’s report, even perceptions of competing
commitments and conflicts of interest inherent in the placement of
an oversight office in a subordinate position within the very agency
that it is supposed to regulate were among the compelling argu-
ments for the establishment of a new organizational structure, an
autonomous office within HHS.

The panel’s report is directly relevant to your consideration of
the optimal placement of human research oversight responsibilities
within VA, and I would respectfully request, Mr. Chairman, that
this report be entered into the record of this hearing, along with
my written statement.

(A copy of the report can be found at this website: http://
www.nih.gov/about/director/0603996.htm)

Dr. Koski. The programs initiated by HHS and VA address vir-
tually all of the major recommendations of the HHS Office of the
Inspector General and the General Accounting Office focusing on
strengthening oversight, but they are still at a very early stage.
This is a work in progress, and much remains to be done, and the
resources to accomplish these goals must be forthcoming.

Upon review of the progress that is being made, it’s clear that
the important contributions of ORCA have helped us along this
road. And that calls into question the rationale, motivation, and
justification for its dissolution.

Independent oversight is critical to accountability. Unfortunately,
recent events at some VA medical centers have demonstrated that
some programs and investigators have yet to embrace their respon-
sibilities. Of course, even the most effective system of oversight
cannot eliminate the possibility of mishap or misconduct. But the
research community and the Federal Government cannot tolerate
those who are unwilling to fulfill their responsibilities.

Based upon the activities of the VA and HHS, the need for a
more independent and consistent, integrated approach to human
research oversight at the federal level has been discussed for sev-
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eral years. At the executive branch, the Human Subjects Research
Subcommittee of the NSTC’s! Committee on Science has made a
valiant effort to proceed with integration under its new charter.

But I do not believe that it has yet reached its full promise,
largely because of administrative barriers and conflicting priorities,
or opportunities within the various federal departments. It may be
simply impossible to achieve the goals of integration and consist-
ency under the existing federal statutory framework.

As we have seen in the case of homeland security, the only way
to achieve these goals may be for the Congress to take action to-
ward creating a comprehensive system for oversight of human re-
search, one that includes a single federal commission that can oper-
ate with authority and autonomy that’s unencumbered by com-
peting interests of individual federal agencies trying simulta-
neously to fund and conduct the research, while also bearing re-
sponsibility for oversight of those activities.

This commission must also be sensitive to the changing environ-
ment of science and be responsive to both the public and the re-
search community it serves.

This was the challenge that fostered the creation of both OHRP
and the ORCA at VA. Mr. Chairman, the bill that you have intro-
duced with bipartisan support provides a statutory resolution to
the problem within the VA, but it may not go far enough.

The American people can reap the benefits of biomedical research
and technology only through human studies, and they deserve the
best efforts of Congress and the administration to increase our na-
tional investment in research and development.

But without an effective system for protection of human subjects,
we risk losing the trust of individuals upon whom our research
mission is absolutely dependent. As with the creation of OHRP and
HHS, the creation of an autonomous oversight office within VA was
and remains today an important step toward ensuring the integrity
of its human research programs and enhancing the system for pro-
tection of human subjects.

The same must be said for oversight at the federal level, more
broadly, and I believe that the time for action is not only now, but
in fact, it’s overdue.

In closing, I would like to acknowledge and thank the many
friends and colleagues who have contributed, both inside govern-
ment and outside, in the private sector, to these efforts over the
years, and to the ideas that I have expressed and shared with you
today.

I am happy to entertain any questions, Mr. Chairman.

[The prepared statement of Mr. Koski appears on p. 55.]

1NSTC: National Science and Technology Council of the White House. (EOP)
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Mr. BUYER. Ms. Bascetta, thank you for your contribution, along
with Dr. Koski. Dr. Koski, your testimony was excellent.

You got my attention, Dr. Koski. I take it from your testimony,
that you would concur that an independent oversight body should
be codified into law.

Dr. Koski. Yes, Mr. Chairman, I do.

Mr. BUYER. Now, please specify your recommendations to me
when you said that, “I like what you are doing, but you don’t go
far enough.” Please express your opinions and recommendations.

Dr. Koski. Mr. Chairman, I believe that the action that your bill
would take with respect to VA would address the problem within
that agency. But the problem that I see is larger than simply at
one federal agency.

I think the need is to create a uniform system for oversight of
human research, all human research, regardless of the source of
funding, under a common federal regulatory structure, and to have
an independent, autonomous agency within the government that
would be subject to the oversight of a board of overseers that would
include representatives from both the public, as well as the govern-
ment, in order to ensure that the activities of that commission are
fulfilling its goals, and also to include an independent advisory
committee that would be able to provide balanced and authoritative
advice on the ethical, scientific, and policy issues that are going to
continue to face us in human research as we go forward.

Mr. BUYER. All right, help me out here. You were at NIH, and
then you pulled this out of NIH at HHS, and you are saying, “Wait
a minute, Steve, don’t do this just for the VA, think bigger.”

So, obviously, I serve on the health subcommittee in Commerce.
So what you are saying is that this bill is too narrow and we
should go back to the drawing board?

You know, I feel like I am now going beyond the jurisdiction of
this committee—but are you also saying that there are concerns
with regard to how we fund research within NIH and—you name
it, FDA, DOD? I mean, the list goes on. We fund many types of re-
search out here, and you tell me we are just too narrow and we
should think in broader terms?

Dr. Koski. Mr. Chairman, I am not the first to voice these con-
cerns about the largely fragmented approach to human research
oversight across the Federal Government. The National Bioethics
Commission and several other expert commissions that have been
convened over the years have recognized the need for greater inte-
gration, and the calls for a uniform approach to oversight and inde-
pendence of the oversight office are not new.

So, I am simply restating them. And I believe that the experi-
ences that we have seen over the last 3 years, as efforts have been
made to strengthen these programs, validate the pre-existing con-
cerns, and also the recommendations that have been made.

Again, not to attack this problem on an agency-by-agency basis,
but rather, to take a comprehensive and wide-ranging approach
that would basically provide independent oversight of human re-
search activities across the entire Federal Government in a coordi-
nated and effective manner.

Mr. BUYER. Well, I didn’t come to Congress to grow government,
but you have gotten my attention because we fund research in so
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many different areas. I never thought about creating a separate
federal agency. We have the FBI doing one thing, and now what,
create another agency that has overlapping jurisdictions?

Not that I am against it, I am just telling you you are taking
thoughts where I was not prepared to go. I am going to be a good
listener, though.

Let me ask this. Of all research—since we place a lot of trust on
the honesty and integrity of the researcher and their data, could
ORCA or the Office of Human Research Protection, or any other
oversight body, actually detect research misconduct in the form of
data fabrication? Can you actually detect that?

You are asking us to be proactive. But when you actually go in,
could you actually catch that ahead of time?

Dr. Koski. Misconduct, in terms of fabrication of data, is some-
thing that is, obviously, very difficult to catch, because the very in-
telligent individual who wants to try to do so is clearly positioned
in a way to do that.

However, there are, of course, times in which there are hints
that some impropriety has occurred, and there needs to be a proc-
ess that can investigate those when they do occur. And they are
often painful investigations.

But to ensure that when there is an allegation or a concern that
arises—and they usually come from whistle-blowers or publications
that raise questions about the voracity of the data—the investiga-
tory process has to proceed in a way that the science is—the sci-
entific community is basically removed from the investigation to
the extent necessary to ensure the autonomy and integrity of the
investigational process.

Mr. BUYER. All right. My time has expired. Ms. Hooley?

Ms. HooLEY. Thank you. Ms. Bascetta, the Office of Research
and Compliance and Assurance, ORCA, has been disbanded. And
the Office of Research Oversight is set up as a replacement for VA
research oversight. The often referenced catalyst for this change is
a recent death of a human research subject.

Your testimony points out that many of the completed rec-
ommendations from your 2000 report were fulfilled by the Office of
Research, Compliance, and Assurance. I want to know that—did
ORCA need to be revamped, were policies adequate, was training
adequate, was oversight adequate, were upchanneled communica-
tions effective, and will the new management realignment improve
human subject protection for veterans?

Ms. BASCETTA. That is a very important question, and we have
thought about that a lot in the last few weeks, as we have been
looking at the reorganization.

We really can’t find a compelling reason for the reorganization.
We would certainly agree that VA had not done enough to imple-
ment our recommendations, but we wouldn’t have foreseen that a
reorganization would be necessary. We thought that the organiza-
tion that they had with ORCA and ORD was appropriate, and that
within that construct, those two offices could have taken the nec-
essary actions to move more quickly to implement our rec-
ommendations in all of the areas that you listed.

Mr. BUYER. Doctor, you have got my head spinning, trying to fig-
ure this out.
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Mr. BoozMAN. The question I would have is that there are many
institutions, you know, that do human testing. Is there a good
model out there to—I mean, you know, rather than reinvent the
wheel, is there a good model out there of somebody that does an
excellent job of doing this?

Ms. BASCETTA. I think that the federal regulations that govern
human subject protections are the model. The problem is that not
enough research is conducted in a manner that complies with those
regulations, both within VA and outside VA.

And we have noted within our own work that some of the med-
ical centers that we have reviewed have done a much better job in
implementing those regulations, and in funding the institutional
review boards to, in many ways, carry out the most important ac-
tivities to protect patients’ rights and welfare.

On the other hand, other organizations that were in the scope of
our review did a much poorer job.

Mr. BOOZMAN. Are there strong penalties for those that do fal-
sify, both corporately and individually, that falsify data?

I mean, you know, we have had instances where people did fal-
sify data. Are there strong penalties for those that do that? Is that
legislated somewhere?

Dr. Koski. There are penalties, sir, but generally they are an ex-
clusion from participation in various activities within the scientific
community. They will also carry with them the preclusion of re-
search funding, federal funding for research to an investigator for
a period of time. But perhaps the greatest penalty that any investi-
gator can, you know, bear is the penalty that comes along with the
destruction of a reputation and a career as a scientist that almost
inevitably results after scientific misconduct that includes fabrica-
tion of data.

Mr. BOOZMAN. So, if a person is found guilty of fabrication, they
can’t any longer work in a federally-funded situation?

Dr. Koski. At least for a period of time, yes. Generally, an inves-
tigator who is found to have engaged in misconduct will enter into
an agreement of some sort with the funding agencies that define
the conditions under which they will conduct their activities for a
period of time.

Mr. BoozMmaN. Is the ORO, is that basically ORCA without the
training and the things you mentioned, without the training, with-
out the policy component and the spot checks?

Ms. BASCETTA. Our understanding at this point is that ORO, the
Office of Research and Oversight, is responsible for the previous
compliance functions that ORCA had.

Mr. BoozMAN. Without those three things?

Ms. BAscETTA. Correct.

Mr. BoozZMAN. But everything else is basically the same?

Ms. BASCETTA. It seems to be.

Mr. BoozMAN. Okay, thank you.

Mr. BUYER. Mr. Evans?

Mr. Evans. Thanks again, Mr. Chairman. Ms. Bascetta, VA
worked with academic institutions to develop an optional web-
based training program for researchers requiring a score of 75 per-
cent correct before certification—was an optimal program coupled
with the 75 percent passing score adequate?
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Ms. BASCETTA. It is hard for me to comment on whether the 75
percent score is a good measure or not. I would really like to exam-
ine the test, as well as have a better appreciation for the effective-
ness of the testing itself.

But on its face, it would seem that a higher score certainly would
not be an inappropriate measure.

Mr. EvANs. I yield back, Mr. Chairman.

Mr. BUYER. Mr. McNulty, if you will indulge me for one moment.

Ms. Bascetta, I want to tap dance around this for a second, about
the incident in Albany, NY, in thinking about what occurred in Los
Angeles. Reflecting on my days as a prosecutor at the U.S. Attor-
ney’s office, you know, there is a lot of information that can be
gathered during a grand jury process, much of which is relevant,
and then that which is material for the specific charge which may
be handed down in a specific indictment.

But there will be a lot of information which is not within the
public domain. I don’t mind having this public conversation with
you, because I want to figure out a way in which the subcommittee
works with you in doing a bottoms-up review.

Because my instincts are going to tell me that there were per-
haps individuals who may have had knowledge, or should have
known, and perhaps under the criminal aspects of the law. Perhaps
the prosecutor will exercise a judgement that he could not prove a
particular charge beyond a reasonable doubt.

So there is a huge gap between the indictment standards of prob-
able cause, and then actually obtaining beyond a reasonable doubt.
So the prosecutor will exercise his discretion on whether to ask the
grand jury to return an indictment on particular incidents.

That does not mean that this committee is going to let it go. So,
in regard to the civil side and administratively, I want to work
with you and with the Department of Justice, for us to gain that
access to that information, for us to be able to review through it,
and for us to come to our own judgements about who was respon-
sible within the chain of command.

I make no allegations. One thing that I know about facts is that
they are very cold and that they are very stubborn. And you can
finesse them, you can try to hide them, but they keep coming. They
don’t go away.

And when we have an incident like this that erodes the trust and
confidence of even the human subjects, and by the population at
large, this subcommittee must act, and GAO, and the VA, and
those who want to make corrections. And I think it’s the best way
for us to do it, Ms. Bascetta.

Do you have any comments, relative to mine?

Ms. BASCETTA. Only that as Dr. Koski said earlier, it is very dif-
ficult to prevent someone who has malicious intent from perpe-
trating harm. But we do have to wonder whether or not, if the
human subject protection systems in place are more robust, wheth-
er we could detect those kinds of problems more quickly.

And of course, the quicker we can detect them, the quicker we
can take patients out of harm’s way. So, I would definitely support
your action to look on the—I think you called it the administrative
side, or the civil side, to work this problem from all directions, and
see how we can improve what is a very grave situation.
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Mr. BUYER. You know what I also love about the facts —this is
my last comment, Mr. McNulty—what I also love about the facts
is that if individuals have been wrongly accused, those facts are
able to exonerate them.

And it is hard for them to refute any attacks or defamations
upon their character by allegations that others may have made, but
when we go through this process, it is a way for them to exonerate
themselves from allegations that have been made against them.

At the same time, we get to the bottom in finding out who spe-
cifically—those who were responsible and accountable. We will let
the Department of Justice handle one side, but we have a responsi-
bility to clean up the other. Those are just my thoughts.

Dr. Koski, do you have anything?

Dr. Koski. Well, I would just add that perhaps the best protec-
tion, security that there won’t be problems, is when an institution
or an organization has clearly established a norm of conduct and
a culture within its own walls, it simply will not tolerate the indi-
viduals that may engage in that kind of misconduct.

And I think, in all honesty, sir, that we are seeing this move-
ment begin at institutions across the country, as they recognize
their responsibilities and take steps to fulfill them. But it is not
something that happens over night, so it will take time to do it.
But I think progress is being made there, and we need to encour-
age that.

With respect to the broader issue that set your mind reeling be-
fore, I might just mention, in closing, that Representatives DeGette
and Greenwood last year introduced a bill that, in fact, would move
very much down the road that I had mentioned of creating an inde-
pendent oversight office, in a coordinated fashion, under a con-
sistent and uniform regulatory structure.

Mr. BUYER. That would be very challenging. Mr. McNulty?

Mr. McNuLty. Thank you, Mr. Chairman, and I thank both of
the witnesses for their excellent testimony, and for their care and
concern for our veterans.

And let me ask a practical question, which either or both of you
can respond to. As I said in my opening comments, it has been my
experience that the vast majority of folks who work, at least at the
Veterans’ Affairs Medical Center in Albany, are capable, hard-
working, caring, giving individuals who do a tremendous job for our
veterans who need quality health care.

And what really frustrates me is that when an incident occurs—
and as the chairman pointed out, they are actually few and far be-
tween, but sometimes they are very serious—that it has an impact
on the whole system, and all the employees, and their morale, and
so on. And that troubles me greatly.

Also in keeping with the chairman’s admonition and not getting
specific, I know I can say in general terms that there have been
allegations in particular instances at facilities across the country
that certain individuals were hired for positions who would not
have been hired for those positions had their full background been
known.

And my question is, just as a practical matter, before we get to
any new legislation, or any new commissions, or anything like that,
what can and should be done internally within the Department to
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make sure that there is a better job done with regard to research-
ing the background of individuals who are hired for sensitive posi-
tions within the VA system?

Ms. BASCETTA. I wish I had a good answer for you right now. I
can tell you that we have a current request from the chairman to
review, top to bottom, their credentialing system, and we will be
starting that work very soon.

Dr. Koski. There are already in progress efforts to establish
mechanisms for training and certification of clinical investigators
that are arising in several organizations across the country.

And it seems to me that the expertise that is required to be a
competent clinical investigator who is going to have the well-being
of subjects in their hands is something that warrants this degree
of training and certification, and I support those programs.

Indeed, some would argue that for certain types of a very risky
human research, it may be very appropriate to not allow individ-
uals who have not achieved a demonstrated degree of competency
through certification to participate in those activities.

So, again, we see this developing as the bar is raised for every-
one. And again, it will take time. But to me, the most satisfying
part is that these efforts are arising within the research commu-
nity itself. These are physicians organizations and others who are
working to raise the bar and establish these programs.

I find it ironic that there have been such certification programs
for clinical research coordinators, research nurses, IRB managers,
and so on, so that those parts of the system have already re-
sponded. And perhaps the latest people to arrive at the party are,
indeed, the scientists and investigators themselves. But it is good
to see them doing it.

Mr. McNuULTY. But it seems to me that there is a problem of me-
chanics here, because before you even get into the quality of the
investigators and the investigative techniques and so on, that there
are instances out there—again, not mentioning any in particular—
where if the investigation had just gone back to the person’s pre-
vious job or two jobs, that person never would have been hired.

So it is not a really complicated thing, as far as the level of in-
vestigation, or their certification, or qualifications, or anything like
that. It seems to me that just making sure that somebody picks up
the damn phone and calls the previous employer or two employers
to ask a couple of simple questions could reveal information which
would prevent the hiring of an individual who could cause harm or
even death to a veteran.

Dr. Koski. That concern has been expressed more broadly within
the medical profession, with respect to medical practice, as well as
conduct of human research.

Mr. McNuLty. Thank you, Mr. Chairman.

Mr. BUYER. Mr. McNulty, I had passed an article to you that out-
lines some of the investigations we are going to do into these hiring
practices.

Mr. McNuLty. And I thank you for it, Mr. Chairman. I thank
you for all your work.

Mr. BUYER. Thank you. Ms. Bascetta, in the GAQ’s opinion, if
the VA had implemented all of your recommendations from your
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2000 report on human subject protections, would the VA have been
better able to respond to the Albany incident?

Ms. BASCETTA. It is hard for me to know that without knowing
the specifics of Albany, but I can say that it does make us wonder
whether or not, if the recommendations had been implemented,
whether the detection of a problem would have occurred sooner.

Mr. BUYER. Using the same evaluation criteria GAO used in
2000, would you find similar, less than, or greater than level of
patterns of non-compliance with human subjects protections?

Ms. BASCETTA. Well, unfortunately, I think I have to respond
that if we were to do a review now, because of the weaknesses that
still exist, I believe that the pattern of compliance would continue
to be uneven. So I think it would be similar to 3 years ago.

Dr. Koski. If I may add, please, Mr. Chairman?

Mr. BUYER. Yes.

Dr. Koski. Over the last 3 years, the Office for Human Research
Protections engaged in some 300 for-cause compliance oversight in-
vestigations. Some of those involved actual site visits, many were
resolved through correspondence, but they all involved a com-
prehensive review of the programs where the alleged problems had
occurred.

And if one looks at the pattern that has emerged from an anal-
ysis of those, there is clear evidence that the research community—
at least at institutions that are under the oversight of OHRP—are
taking steps to correct deficiencies in their programs, because we
found that since many of these were investigations of complaints
that were already 2 years old, they had already taken steps nec-
essary in order to correct those.

But in the final analysis, I think this—the necessity of direct
interaction, the need to have people going in one mechanism or an-
other, either through compliance oversight, through quality im-
provement, or other processes that involve direct interaction and
evaluation with feedback and all, are absolutely essential. If we
simply sit in Washington and wait for something bad to happen,
and then go investigate, we will never get to the point that we will
have well-functioning systems that achieve their goals.

Mr. BUYER. Ms. Bascetta, your testimony states that the VA does
not have a mechanism for handling adverse event reports to ensure
that the IRBs have the information they need to safeguard the
rights and welfare of human research participants. Are these
events reported to the VA’s patient safety center?

If you do not know, I will ask Dr. Koski.

Ms. BASCETTA. I do not know for sure, but I would imagine that
there is duplication of at least serious adverse events, that there
should be a parallel reporting of those events to both the patient
safety center in Ann Arbor, as well as to the researchers.

Mr. BUYER. Since we are going to have Dr. Roswell up here next,
let me have your opinion, please. I have your statement, we have
gone over this in the past before, but in an open conversation here
with me, with Dr. Roswell, and the audience, what should the VA’s
top priorities be? Give us your one, two, three. What is, quick, the
one, two, three, the top priorities of the VA for rectifying these defi-
ciencies? What are they?
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Ms. BASCETTA. First of all, issue the revised policy, as they told
us yesterday, within 30 days, so that the current guidance is clear
and available to everyone.

Second of all, require training in policy, periodic and recurrent
training, so that the personnel who are involved in human subject
research are required to stay current with ways to assure that they
are complying with all applicable regulations.

And thirdly, to continue, in a vigilant way, oversight through
both for cause and prospective inspections.

Mr. BUYER. Thank you. Dr. Koski, what would be your one, two,
three recommendations to the VA?

Dr. Koski. I would say requirements for education, training cer-
tification of all who are engaged in the human research process,
continuing with interactive, proactive quality improvement activi-
ties in order to help programs improve, and to use compliance over-
sight tools, both for cause and not for cause investigative tech-
niques or evaluations as necessary, to supplement and actually pro-
mote the full adoption of those practices.

Mr. BUYER. Thank you. I yield to any members who would have
follow-up questions, a second round. Ms. Hooley?

Ms. HOOLEY. Yes, thank you, Mr. Chair. Mr. Koski, or Dr. Koski,
I appreciate your comment in your statement that we must do
more than just go through the motions regarding compliance. What
are the tell-tale signs of an organization that is merely going
through the motions? How do we know?

Dr. Koski. When a program that has a large research endeavor
underway has very limited resources dedicated to the management
of that process at their institution, I believe that is as strong a sign
as any that, in fact, there is a deficiency in the commitment of that
institution to the necessary process.

Of course, it could be just a limitation of resources. Those often
go hand-in-hand in this world of competing interests, financially.
But nevertheless, I think that, as we have seen time and time
again, a hallmark.

The failure of the leaders of institutions to make very clear to
every member of the organization exactly what the expected norm
is, to truly lead by example, and convey the message, is another
tell-tale sign. And increasingly, we are seeing the people at the top
being the ones to convey the message and set the tone for the insti-
tution. I think that’s where it has to come from.

You know, when there is also a lack of respect for those who are
actually participating on the front lines for the process, where they
truly minimize what they need to do in order to meet their obliga-
tions and responsibilities, where, in fact, they are simply going
through the motions, that’s another indicator that, in fact, there is
not a robust process in place, there is not an appropriate culture
at that institution.

Just because you discover those things doesn’t mean that they
can’t change. But I think that they are tell-tale signs that there
will be a problem at that institution.

Ms. HOOLEY. Let me ask you another question. You were at the
Office for Human Research Protection, HHS. How many research
improprieties did your office investigate? And do you feel that any
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of these could have been prevented by the new approaches imple-
mented by VA?

Dr. Koski. Within HHS, the organizational structure is some-
what different, in that allegations of research impropriety and mis-
conduct are actually carried out by another office, the Office for Re-
search Integrity. So they are separated there, so I can’t comment
on that.

I will say, however, that the Office of Research Integrity operates
under the existing regulations with the actual research sites them-
selves, with the institutions that make an assurance to the govern-
ment that they will have an effective process in place for the adju-
dication of allegations of misconduct in research.

So that, again, it is a hand-in-hand thing. The institutions bear
major responsibility in all of these areas, including the oversight of
animals, human research, and scientific conduct.

Ms. HooLEY. Thank you, Dr. Koski.

Mr. BUYER. I want to thank you both for your contributions here
today. This is really an important subject.

I just think it has all been very well said today. And there was
a word that was used earlier, and it was in your testimony, de-
scribing the patients as a “vulnerable” population. It is so true.

And whether—Dr. Koski, whether they were patients within
NIH, I have said this before and I have to say it again, you can
have—because of our compassion and our love, family members
will do desperate acts, through love, to hold on to life, in that they
are willing to participate in research, even cutting edge, even hav-
ing been informed of the risks, for life. So, that makes them vulner-
able.

But when I also then say that that individual is a veteran, to me,
they are even more vulnerable, because that veteran comes with a
different dimension. “I am going to do it not only for myself but
also for my country,” which makes them an extraordinarily vulner-
able individual. And for that reason, we are going to be tough.

And Ms. Bascetta, I look forward to working with you. And we
are not going to let this one go. Thank you for your testimony.

Ms. BASCETTA. Thank you.

Dr. Koski. Thank you.

Mr. BUYER. We now have concluded the first panel. If the second
panel would come forward, we recognize Dr. Robert Roswell, the
Under Secretary of Health, Department of Veterans Affairs.

Also with him will be Dr. Wray, chief of research and develop-
ment for the VA, and I would ask Dr. Roswell to introduce others
who will be with him here today.

Dr. ROSWELL. Good morning, Mr. Chairman. With me today are
my Deputy Under Secretary for Health, Dr. John Perlin. On my
left, your right, Dr. John Mather, the previous director of the Office
of Research, Compliance, and Assurance. On my right, Dr. Nelda
Wray, the chief officer for—chief research and development officer,
head of ORD. And to her right, Dr. David Weber, acting director
of the Office of Research Oversight.

Mr. BUYER. Very good. Dr. Roswell, you may begin your testi-
mony.
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STATEMENT OF ROBERT H. ROSWELL, M.D., UNDER SEC-
RETARY FOR HEALTH, DEPARTMENT OF VETERANS AF-
FAIRS; ACCOMPANIED BY NELDA P. WRAY, M.D., CHIEF RE-
SEARCH AND DEVELOPMENT OFFICER, DEPARTMENT OF
VETERANS AFFAIRS; JOHN H. MATHER, M.D., SPECIAL AS-
SISTANT TO THE UNDER SECRETARY FOR HEALTH, DEPART-
MENT OF VETERANS AFFAIRS; DAVID A. WEBER, ACTING
CHIEF OFFICER, OFFICE OF RESEARCH OVERSIGHT; AND
JOHN PERLIN, DEPUTY UNDER SECRETARY FOR HEALTH,
DEPARTMENT OF VETERANS AFFAIRS

Dr. RoswELL. Thank you, Mr. Chairman. It is a pleasure to be
here today, and I want to acknowledge your leadership on an issue
that is very near and dear to my heart, as well.

Sadly, despite aggressive efforts that date back to 1999 and even
before, including the creation of an independent office of research,
compliance, and assurance, VA has continued to experience prob-
lems with the conduct of human research that have placed vet-
erans in harm’s way.

This is simply not acceptable. Accordingly, we are in the process
of changing our policies and operations to ensure that unethical re-
search behaviors will not be tolerated in this Department.

We will ensure that patients are optimally informed when they
consent to participate in research, and that research activities are
safe and ethical. Thus, we have developed and are implementing
new programs and training to support successful research conduct,
management, and oversight at every level of the organization.

Today, I would like to give you a brief progress report. Just since
VA announced a research stand-down on March 6th of this year,
we have made significant changes in the requirements for the con-
duct of research, many of which have been alluded to by the mem-
bers of the previous panel and members of the committee.

First, we have required that leadership at each VA facility that
conducts human research certify that local institutional review
boards, or IRBs, and research and development committees are in
place, are working appropriately, and are effectively overseeing the
conduct of all human studies.

Second, we have required training of over 15,000 individuals in-
volved in human study research in good clinical research practices.
Human studies research personnel are now also required to take
refresher courses on an annual basis.

Third, we have required credentials verification, not just on the
physicians involved in research, where we have always completed
a credentialing and privileging process and background check, but
on all research personnel with any degree of patient contact or pro-
grammatic responsibility.

The Office of Research and Development is also creating an elec-
tronic means of tracking all employees involved in human subject
research to facilitate checking these individuals against exclu-
sionary lists.

Following review of our experience with the external accredita-
tion program for human research programs, revised standards were
published in April 2003, and the accreditation process that is con-
ducted by the National Committee on Quality Assurance, or NCQA,
will begin again this summer, and all VA facilities will have
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human research programs complete the accreditation process by
the summer of 2005, an external accreditation process, I might
point out.

We have also revised the organizational structure for research
oversight to align policy and training with the Office of Research
and Development, and to focus the Office of Research Oversight on
compliance with regulatory and policy aspects of human subjects
protections, animal welfare, research safety, and research
misconduct.

Since its inception in 1999, ORO’s predecessor, the Office of Re-
search, Compliance, and Assurance, or ORCA, under the leadership
of Dr. John Mather, contributed in many ways to the improvement
of VA’s protection of human subjects participating in research.

ORCA provided prospective compliance consultations, retrospec-
tive compliance reviews, a compliance program, and a training,
education, and development function.

However, our experiences have compelled us to establish mecha-
nisms for more rapid, broad, and effective development and dis-
semination of policy and education. These actions are directed to go
beyond insurance of compliance, and assure adequacy and integrity
of research programs.

The VA has established the program for research, integrity, de-
velopment, and education, or PRIDE, within the Office of Research
and Development. PRIDE is a ground-breaking program that is re-
sponsible for all education, training, and policy development re-
lated to human research protection in the VA.

PRIDE is already serving as a resource for providing guidance
and policy development for responsible research conduct. These ac-
tivities coordinate with and require collaboration with the policies
and work of other agencies and organizations involved in the pro-
tection of human subjects, both inside and outside the VA.

Such entities include NCQA, the Food and Drug Administration,
the National Institute of Health, the Office of Human Research
Protection, and other components within VA, as well as quality as-
surance and patient safety organizations.

While a new infrastructure has been developed in the Office of
Research to support effective, rapid improvement in research con-
duct, VA believes strongly in independent oversight. As described,
policy and programmatic educational activities now reside in the
Office of Research and Development.

Oversight of compliance and—with policy regulation law and eth-
ics is the responsibility of the Office of Research Oversight. All
human resources of the predecessor office, ORCA, are contained in
the new Office of Research Oversight, and are now devoted to these
three oversight activities.

The activities of the research office and the oversight office are
increasingly complementary with problems identified through over-
sight being met with aggressive solutions by the research office.
The skill set embodied by the oversight office staff, in its five re-
gional offices around the nation, and guided by the central office
component, is well capable of informed consultative intervention.

Because of its own oversight mission, the Office of Research
Oversight will continue to serve as VA’s governing body for Federal
Wide Assurance for VA facilities, in partnership with the Office of



22

Human Research Protection in the Department of Health and
Human Services.

In our revised program protections, the oversight office will enjoy
greater role clarity in discharging the oversight functions of its
predecessor organization. This increased focus on oversight activi-
ties will assure that problems are investigated and, with the Office
of Research as a committed peer office, provided effective and time-
ly policy and training and are corrected.

Research programs that fail to appropriately safeguard patients
and the values of ethical research conduct will have funding termi-
nated. We commit to this so that the Department of Veterans Af-
fairs maintains the highest quality research programs in the coun-
try, and most responsibly serves the needs of our nation’s veterans.

Mr. Chairman, my colleagues and I are prepared to answer ques-
tions you may have.

[The prepared statement of Dr. Roswell appears on p. 72.]

Mr. BUYER. Before I respond to your statement, Dr. Roswell,
with questions, Dr. Roswell, I have some concerns and haven’t been
able to discuss this with everyone on the subcommittee, but I bring
it to everyone’s attention now.

There is a company called Guidant Corporation that has pled
guilty to criminal activity, with regard to hiding information and
data that should have been reported to the FDA. And 12 people
have died because of their stents. And well over 1,000 patients
were affected.

And I have made a request of the VA. I would like to know who
are veterans, and whether or not the VA had purchased this med-
ical device from Guidant Corporation. And Dr. Roswell, if you have
any comments with regard to our request?

Dr. ROSswWELL. We are aware of your request. We are aware of the
circumstances of the product, and it does appear that a number of
VA patients—a small number—of VA patients, on the order of 15,
to possibly as many as 30, have received that particular
endovascular prosthesis.

We are currently involved in a series of aggressive efforts to
identify patients who may have received the prosthesis, or the
endograft, and take appropriate actions. I will ask Dr. Perlin to de-
tail the various databases that are currently being queried to ascer-
tain which VA patients may have received such a product, and if,
in fact, there have been any adverse outcomes in VA patients.

Mr. BUYER. At this point, we don’t know whether or not any of
the 12 deaths, whether any of those were veterans, or received this
at a VA——

Dr. RosweLL. We have no indication of a death of any VA patient
as a result of a defect or malfunction of this product.

Mr. BUYER. But you are checking the adverse outcomes, Dr.
Perlin?

Dr. PERLIN. Mr. Chairman, thank you. As Dr. Roswell men-
tioned, we have identified that we have purchased 15 of these de-
vices. We also can tell you that we believe we have three inpa-
tients, through a cooperative studies program.

I can tell you that we are actually working through six discrete
databases to try to identify any particular patients who may have
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been affected by any of the endovascular stints, or the specific
product, in particular.

In fact, in our RCA database of over 60,000 adverse events in the
last couple of years, we have identified no patients who have had
a death attributable to this particular device.

I have to offer a caveat. The caveat is this device goes into people
with significant vascular disease, and if they died of a vascular
cause, it may not flag even the clinician it may be something that’s
related. So we're not satisfied that that’s the absolute answer.

Of the 15 acquisitions we pulled up through our acquisitions and
prosthetics database—and we’re going in further detail, not only to
ascertain those before the 2001, before that particular model of the
device was terminated, but also devices up to the present.

In addition to the RCA database, the acquisitions and prosthetics
database, we are working with our national surgical quality
improvement program, our clinical patient records—computerized
patient record system, including the surgical package, as well as
the CPT, or procedure codes, as well as the cooperative studies
program.

We are aware of a particular cooperative study trial that ran-
domized patients between a traditional open procedure and the
stint, and we believe that there were approximately 32 patients
who got one of the stints, and 3 of those stints are the particular
model.

We hope to have all of the information back to you within the
next 10 days to 2 weeks. And of course, for any patient who might
have received this device, we will contact them and will relay not
only the manufacturer’s information, but FDA recommendations re-
garding not just the particular device in question, but the category
of devices.

Mr. BUYER. With regard to VA’s business practices, hypo-
thetically, Dr. Roswell, you and I are in business together in my
home town, and we are dealing with a business, and we have now
learned that this business which we were dealing with has pled
guilty to criminal charges.

And we purchase their product, and maybe one of our clients
which we were interlocutor here has been harmed. I don’t think
you and I are going to be doing business with this individual until
certain things perhaps have to happen.

So, with regard to your business practices and your reviews, I am
curious about what actions are being taken with regard to your re-
lationship with Guidant Corporation for the fact that a corporation
now has pled guilty to such criminal misconduct. Is a review taking
place, or what is happening? Could you please tell me?

Dr. RosweLL. Well, I would agree, and there is actually prece-
dent where VA has suspended business dealings with——

Mr. BuYER. The VA has suspended business dealings with
Guidant Corporation? Until what?

Dr. ROSWELL. In this particular case, the Food and Drug Admin-
istration is the responsible government agency with oversight that
basically licenses, certifies the safety of the product.

We, obviously, will defer in all cases, to guidance from the Food
and Drug Administration concerning product safety, particularly in
plantable devices.
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Clearly, though, in this case, where there is criminal activity in-
volved, and patients may have been harmed, we are not only fol-
lowing—as Dr. Perlin said—FDA guidance, but we are also identi-
fying patients and contacting them, and are not doing business,
currently, with Guidant.

Mr. BUYER. Okay. Thank you very much. Ms. Hooley, you are
now recognized.

Mr. HOOLEY. Thank you. Dr. Roswell, VA has not formally com-
mented on H.R. 1585. But after some growing pains, VA seemingly
has adopted a process that would conform to H.R. 1585. Why did
it take so long for you to endorse the wisdom of H.R. 1585, and if
that is not in place, if it doesn’t pass, what would prevent the VA
from returning to a less rigorous oversight scheme?

Dr. RosweLL. Ms. Hooley, I think we do embrace the principles
embodied in H.R. 1585. I think we have shared that with the com-
mittee staff director, Mr. Wu, on numerous occasions since the
issues came up.

We have taken what we believe is bold and aggressive action to
not only refocus and safeguard the safety of veterans, but send a
loud and clear message to everyone within the Department of Vet-
erans Affairs that this is a very serious issue, and that it requires
not only responsibility, but accountability at all levels in the orga-
nization.

H.R. 1585 reflects the commitment and the structural changes
that have already taken place within the Department of Veterans
Affairs. And so, as I said, we support the concept of the bill.

Ms. HOOLEY. But—say we don’t pass H.R. 1585; will you go
back? What is to prevent you from going back to where you were?

Dr. ROswELL. Well, it certainly won’t be on my watch.

Ms. HOOLEY. Okay. Are there any new improprieties that we
don’t know about?

Dr. ROSwWELL. The short answer is I don’t know about what I
don’t know about. And I don’t mean to be flip. The problem with
human research is that it actually affords a better level of care
when we make it available to our veterans.

Veterans are very special to me, and I know they are to you, as
well.

Ms. HOOLEY. They are.

Dr. ROSWELL. Participation in human research yields access to
cutting edge technologies before the Food and Drug Administration
may have approved them. And as the chairman pointed out, it
often offers life-saving medications, techniques, and procedures
where, otherwise, the prognosis is very grim.

So, to me, it is very important in looking out for veterans, that
we do everything we can to make research participation an option
for them. But by the same token, participation in that research
cannot place them in harm’s way.

Because of the complexity of research, because of the nuances, it
is likely that there will be problems associated with human re-
search. But let me point out that human research will have ad-
verse events that may not be the result of misconduct, that may
not be the result of lack of compliance or oversight, that may not
be the result of deficient policy, education, or training, because the
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very nature of disease is that it leads to untoward events, despite
the best interventions of man.

So our goal is to safeguard the process, to identify problems
where they exist, but more importantly, to seek to prevent those
problems with the emphasis we placed on leadership throughout
}he entire research community and the Department of Veterans Af-
airs.

Ms. HooLEY. Well, I understand about research, and that’s why
your protocols in oversight and investigation are so important. My
question is, though, why has it always been reactive instead of
proactive?

Dr. RosweLL. Well, again, I am going to ask Dr. Nelda Wray to
address that. But I think that it must be proactive, and I think we
have made some fundamental changes that shift our research over-
sight towards a proactive approach.

As T said, the challenge is not only identification, but ultimately,
it is prevention. And the Office of Research, Compliance, and As-
surance was very effective at identification. But research policy, re-
search education, research leadership commitment to safeguard the
welfare of our patients is the effort that must be focused at preven-
tion, and I have charged Dr. Wray with that responsibility.

Ms. HooLEY. Thank you. Go ahead.

Dr. WRAY. May I answer?

Ms. HOOLEY. Yes, please.

Dr. WRAY. Thank you, Ms. Hooley, and thank you, Dr. Roswell.
First, I want to commend ORCA, the previous institution, because
they were not just reactive, they did several not-for-cause, but sim-
ply on a scheduled basis, site visits to oversee those sites.

I think the separation, however, of the policing function and the
education function is very, very important. I want to point out that
the federal regulations simply categorize what the IRB should be,
what the membership should be, what the IRB protocols should
llo()Ok at, as far as risk/benefit ratios, what informed consent should
e.

It stipulates that we, on a regular basis, re-review the protocol,
and it also stipulates that we look at adverse events. It does not
stipulate that we do credentialing, it does not stipulate that we do
quality assurance, it does not stipulate the type of proactive quality
assurance program that was talked about in the last panel.

Clearly, that is what we need. We need to start with education
and training. We have, as Dr. Roswell said, trained 15,000 individ-
uals in the last 6 weeks. We created a software package for good
clinical practices. We put it—within 2 weeks, we put it up, and now
we have trained over 15,000.

I agree with GAO, that we don’t have a policy out yet that re-
quires, but we have guidance out that says they will repeat it every
year. And before it is time to do it again, I will have that policy
out.

Regarding moving towards this compliance program, I took the
job 5 months and 12 days ago. Since that time, we have put seven
individuals in the PRIDE office in ORD in Washington, DC. Four
of those are new hires and three are transfers. I have hired five
individuals at Little Rock, one of which is considered the leading
IRB expert within the VA, to create our team for education.
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I have moved eight individuals from our cooperative trial pro-
gram, an additional two-and-a-half individuals from an educational
program, and several large consulting grants into an educational
effort. If you take that, that’s a salary commitment of approxi-
mately $2.2 million I have already committed, and we are still
interviewing to increase ORD’s commitment to education.

We have developed an e-mail list of our compliance officers. That
compliance officer group has 100 names on it. Those are individ-
uals in the field doing compliance. Ninety of our sites already have
an electronic IRB to be able to quickly manage their IRB.

So, as of yesterday, we have a formal policy in the field that will
create an establishment of a facility level human protection pro-
gram. What I want to make clear—we are moving beyond the fed-
eral regulation. We are going to put in place a quality assurance
program at each site which will establish that culture that the last
panel talked about that will do ongoing oversight.

There are two things I think you can do regarding fabrication of
data. Number one, you can have in place on-site individuals who
are doing continuous quality assurance, so people are worried
about falsifying that data. If they don’t think they are going to get
caught, they may not worry about it.

And then you provide them the quality assurance itself. You look
directly at the charts. We found—excuse me—the problem in Al-
bany was found. It was sad that it was so long before those charts
were reviewed.

We are going to put in place a procedure which will have quality
assurance, regularly spot-check for human studies consent, regu-
larly check for the quality of the data, the maintenance of appro-
priate records on all the studies that are conducted at sites on an
ongoing basis.

I don’t want to leave anyone with the impression that we are
going to look at every patient put into every study, but we are
going to make sure we do enough of a probability sample by quality
compliance at each site that we know what is going on.

If I could just make one other point, and then I will shut up, this
memorandum, 40 percent of all the human studies that we do in
the Department of Veterans Affairs are funded by the manufac-
turing drug industry, yet we have not had a systematic policy to
ask those to help to fund our compliance problem.

We do at least $60 million worth of pharmaceutical studies. It is
not only 40 percent of all human studies, but if you take out the
chart reviews, it is fully 90 or 95 percent of all the studies that
have the potential to really put patients at risk.

What we are doing is starting to charge a compliance fee to the
pharmaceutical studies which are done in the VA to help fund, at
the site, in addition to the resources we are going to be putting in,
help fund at the site the compliance program I have talked about.
On a yearly basis, every site will have to report to our office the
monies that they have been able to obtain for this function, and
their compliance program. So I wanted to make that point.

Ms. HoOLEY. Thank you.

Dr. WRAY. Oh, and I can submit this for the record.

Ms. HOOLEY. Thank you.

[The information follows:]
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Department of Veterans Affairs VHA DIRECTIVE 2003-031
Veterans Health Administration
Washington, DC 20420 June 13, 2003

ESTABLISHMENT OF A FACILITY HUMAN PROTECTIONS PROGRAM

1. PURPOSE: This Veterans Health Administration (VHA) Directive establishes a new policy
for the establishment of a Facility Human Protections Program (FHPP) to help Department of
Veterans Affairs (VA) medical centers fully cover costs associated with human subjects
protection. This policy applies to all newly funded and VA approved industry-funded studies
conducted at VA facilities. NOTE: This policy is not refroactive and thus does not apply to
previously negotiated agreements.

2. BACKGROUND

a. Clinical research involving human subjects requires intensive oversight in order to ensure
the protection of study participants; as a result, human subjects research incurs substantial costs.
Top professional staff must perform necessary, labor-intensive activities associated with research
involving human subjects, including education and training of clinician investigators and
research staff, ensuring compliance with applicable regulations, credentialing of research staff,
and operation of Institutional Review Board (IRB) committees. In addition, VA medical center
staff must perform heavy regulatory administrative duties.

b. Forty percent of all VA research involving human subjects is funded by industry, with
funds (hereafter referred to collectively as “grants”) accepted by VA in accordance with the gift
acceptance authority in Title 38 United States Code (U.S.C.) § 8301. When simple chart reviews
are excluded, 80 percent of all human subjects research conducted at VA facilities is industry-
funded. Compliance costs associated with these trials have been estimated to be approximately
10 percent of the funds spent in direct support of these studies, excluding IRB-related costs.

¢. University affiliates and VA non-profit corporations (NPCs) administer industry-funded
grants that are conducted at VA medical centers. The university affiliates typically charge an
indirect rate of approximately 26 percent for industry-funded trials, while NPCs charge variable
indirect rates ranging from 5 to 25 percent.

d. A review has revealed the existence of systemic weaknesses in the human research
protections program, especially in studies funded by industry. There is a clear need for ongoing
quality assurance at every VA research site. To address these weaknesses the Office of Research
and Development (ORD) has identified four broad compliance-related activities that need to be
carried out at every research site:

(1) Training and education of lead investigators and research staff,

(2) Credentialing of research staff,

(3) Ensuring compliance with applicable human research protection standards, and

THIS VHA DIRECTIVE EXPIRES JUNE 30, 2008
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(4) Accrediting of the facility Human Subjects Protection Program by the National
Committee for Quality Assurance (NCQA)

e. Existing methods used by the entity administering study funds for the collection of fees to
cover IRB-related costs need to continue. NOTE: IRB-related costs, including initial and
continued review, are not to be included with the compliance-related activity costs identified in
the preceding.

3. POLICY: Asof July 1, 2003, it is VHA policy that VA medical centers can not accept
industry grants (including grants funded through NPCs) that are not sufficiently funded to
support the Facility Human Protections Program (FHPP).

4. ACTION

a. Facility Associate Chief of Staff for Research (ACOS/R). The facility ACOS/R is

responsible for:

(1) Notifying, in writing, the entity administering the study funds about the implementation
of the new FHPP policy.

(2) Ensuring that any grant accepted by VA includes an amount equal to 10 percent of the
direct cost of the study, or a flat fee of $1200, whichever is greater, to be applied towards FHPP-
related costs incurred by the VA medical center.

(3) Obtaining from the entity administering the study funds an annual accounting of the total
amount of direct costs of industry-funded studies conducted at VA medical center(s) as well as
the amount of funds that were made available for support of FHPP costs. This accounting will be
compared to records maintained by the local R&D Office.

b. Facility R&D Office. The facility R&D Office annually reports to the Director of
Finance, ORD:

(1) The information received from the entity administering the study funds, and

(2) An accounting of all expenditures in support of the compliance-related activities.

NOTE: ORD annually verifies that sites have complied with this directive and assesses the
appropriateness of FHHP rate.

5. REFERENCES: None.

6. FOLLOW-UP RESPONSIBILITY: The Office of Research and Development (12) is
responsible for the contents of this Directive. Questions may be addressed to (202) 254-0201.
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7. RECISSIONS: None. This VHA Directive expires June 30, 2008.

S 1l

Robert H. Roswell, M.D.
Under Secretary for Health

DISTRIBUTION: CO:  E-mailed 6/13/2003
FLD: VISN, MA, DO, OC, OCRO, and 200 — E-mailed 6/13/2003
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Mr. McNuLTY. Mr. Chairman, I thank the members of the panel.
I would just with regard to something Dr. Wray just said—and
again, I want to comply with the request of the chairman about
being too specific—but you said you caught the problem in Albany.

Well, the fact of the matter is that if the allegations eventually
proxlre to be true—and I'm not prejudging anything—you caught it
too late.

Now, beyond that, what I want to say to Dr. Roswell is that I
am very pleased with both the content and the tenor of your testi-
mony here today. Because with regard to the seriousness of the al-
legations that have been made in these very limited number of cir-
cumstances, and the need to do something about it now, you get
it. And I am grateful for that.

And you were in the room during the previous testimony, and I
expressed my concern about doing things now. I mean, we want to
do the chairman’s bill, we want to create commissions, and do
these other things, all of which may have impacts way down the
line. But I want to see things done now to protect veterans at VA
medical facilities. And I think you understand that.

And I am particularly pleased that you have verified what was
told to me by VA officials in Albany about these background
checks. Because when I talked to them, I was saying, “How can
this happen, and what are we doing about it in the future, and so
on?”

And they told me that the background checks on the medical re-
searchers will be strengthened and be more stringent in the future,
and you have verified in your testimony today that you have or-
dered that to take place, and that is taking place now.

And the only question I would have in that context, Dr. Roswell,
would be I know that you’re saying the background checks on the
medical researchers, and so on, are more stringent now. Are they
as stringent as the background check on doctors? Is that something
that can be compared?

Dr. RosweLL. They are as stringent as we can make them. The
databases that record and track physician training, such as the na-
tional practitioner data bank, which is a statutory requirement
that was implemented and applies to all physicians, there is no
equivalent counterpart for that for people involved in research who
are non-physician investigators.

But by querying a number of existing data banks, looking at ex-
clusionary lists, doing a formal background check, we are making
the process as rigorous as we can, under the circumstances.

Mr. McNuLTY. I just want you to know that I am very grateful
for that, and very grateful for you to take that proactive step, ab-
sent any new legislation, or anything like that, because that is
something that can accrue to the benefit of veterans all across this
country. I thank you for doing that.

That is all I have, Mr. Chairman.

Mr. BUYER. I would like to clarify something. Number one, in re-
sponse to Ms. Hooley’s question, Dr. Wray, you said within the last
6 weeks you have trained 15,000 people. In regard to Dr. Roswell’s
testimony, Dr. Roswell says, “We have required training of over
15,000 individuals,” which is it?

Dr. WRAY. Which is true?
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Mr. BUYER. Which should I follow?

Dr. WRAY. Yes. I could get you the absolutely exact number. We
created what is called a——

Mr. BUYER. No, I just needed to know have you trained them, or
have you required——

Dr. WRAY. Just less than 15,000 are certified for having been
trained.

Mr. BUYER. So Dr. Roswell’s testimony is not accurate?

Dr. WRAY. I am sorry?

Mr. BUYER. Sorry, Doctor, but whoever wrote this—this was not
accurate, then. That’s what I'm correcting, because on page two of
Dr. Roswell’s testimony, it says, “Second, we have required training
of over 15,000 individuals.” So what it should say is, “We have
completed training of 15,000.”

Dr. WRAY. That is correct.

Mr. BUYER. Okay? I just want to make sure. Okay.

Dr. ROSWELL. Mr. Chairman, I apologize.

Mr. BUYER. No, that is all right.

Dr. RoSWELL. We required training of 15,000, we have now a 98
percent completion rate for that.

Mr. BUYER. And is this per—I have the memo here that was sent
from the Secretary of the VA to you, specifically, outlining this
training program. This is what it is in reference to? And are you
saying—it is not?

Dr. WRAY. No. The stand-down requirement, which I believe you
should have——

Mr. BUYER. Yes.

Dr. WRAY (continuing). And if not, we will get you a copy of it—
required that everybody involved in research receive ethical IRB
training as one issue, and good clinical practice training.

The 15,000 researchers we are talking about have received that.
The letter you have from Secretary Principi required the training
of VISN directors, the head clinical person of the VISN——

Mr. BUYER. All right. Has this taken place?

Dr. WRAY. We have given one session of that to all hospital direc-
tors, which was 136 individuals who participated at the Ann Arbor
patient safety meeting on May the 28th and 29th. The last day of
July and the first day of August, we will train everyone else at our
senior management conference in Chicago.

Mr. BUYER. All right. Dr. Roswell or Dr. Wray, when the GAO
submitted its report in September of 2000, “While Protection for
Human Subjects Need to be Strengthened,” the VA agreed to
promptly fill five recommendations.

The VA agreed to issue a current, comprehensive, and clear guid-
ance, including the new handbook on human subject protections.
Has that been published?

Dr. ROSWELL. No, it has not. The—obviously, this is a broad and
comprehensive document that requires a lot of concurrence. And I
acknowledge that we have not been as responsive as we should
have been, under the circumstances, with the hiatus created by the
organizational change, and refocusing the departmental commit-
ment on research.

I have asked that we do everything we can to expedite the publi-
cation of that research handbook, the policy guidance that——
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Mr. BUYER. What is your time line?

Dr. RoSwWELL. Thirty days.

Mr. BUYER. Thank you. An additional agreement with GAO is to
determine the funding levels needed to support human subject pro-
tection and insure appropriate allocations of funds. Has the assess-
ment been made?

Dr. ROSWELL. It has.

Mr. BUYER. And is this with regard to this new policy about
charging the pharmaceutical manufacturers a particular fee?

Dr. WRAY. That is simply the first part of it. We also are cur-
rently conducting a survey of all of our sites to determine the vol-
ume at each of the sites, and make a plan, which we are doing with
a process engineer, on exactly how many people need to be at each
site.

We will fund this and have it in place by this coming—with the
distribution of the next fiscal year 2004 budget.

Mr. BUYER. Dr. Mather, on page six of Dr. Roswell’s testimony,
he stated that ORO, and its predecessor office, negotiated over 100
Federal Wide Assurance and related agreements with VA facilities
to ensure their commitment to carry out the common rule protec-
tions afforded to human subject research.

Can you tell us how many of these agreements were negotiated
by ORCA?

Dr. MATHER. The former ORCA negotiated all of those agree-
ments. There are 114 Federal Wide Assurances that we worked
through. We also have human research protections at HHS to put
into place. At the same time, the institutional review boards, or the
IRBs, were simultaneously appropriately registered under those
Federal Wide Assurances.

There are two VA medical centers pending that have joint ar-
rangements with their affiliate medical schools. And when those
are completed some time this summer, all of the 115 or so medical
centers will hold Federal Wide Assurances which will authorize
them to conduct human subjects research.

Mr. BUYER. On page four of the GAO testimony, Dr. Mather, it
states that the VA awarded a contract to the National Committee
on Quality Assurance to provide external accreditation of its med-
ical centers, and human research programs in August of 2000.

How is this process going, and while you were the director?

Dr. MATHER. Mr. Chairman, I would ask to defer the answer to
that question to Dr. Wray or Dr. Roswell, since the Office of Re-
search, Compliance and Assurance had no lead responsibility for
that accreditation program.

Mr. BUYER. All right. In 20 seconds?

Dr. WRAY. I am very—Dr. Mather’s report, I agree with much of
what is in it. I believe that the prior NCQA process was both un-
fair and irrational. We have met with NCQA extensively since I
started up here. The process is now both fair and rational. The
pause has been lifted. The training will start this week. The review
process starts this summer, and all will be reviewed by 2005.

Mr. BUYER. All right. Dr. Roswell, in 15 seconds, do you agree
or disagree with the recommendations by the previous panel re-
garding their one, two, three?

Dr. RoswELL. Yes, we do.
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Mr. BUYER. The hearing is concluded.
[Whereupon, at 11:48 a.m., the subcommittee was adjourned.]






APPENDIX

PREPARED STATEMENT OF CHAIRMAN BUYER
Hearing on Human Subjects Protection in VA Medical Research
June 18, 2003

Good morning. Today’s hearing deals with a very crucial issue that demands con-
stant oversight. The issue of human subject protection in VA medical research. This
is not a new issue. We have looked at this issue in the past and applaud the VA
for taking several positive measures to strengthen its oversight of medical research.
In fact, the VA announced the establishment of the Office of Research Compliance
and Assurance, an independent oversight body to monitor VA research programs,
at our 1999 hearing.

Another positive step taken by The VA in 2002 was initiating the accreditation
process of its human research protection programs through the National Committee
on Quality Assurance (NCQA). Hopefully, we will receive an update on these and
other problem areas which Dr. Roswell outlined in previous testimony. When he tes-
tified at our May 16, 2002 hearing, Dr. Roswell stated that the most common defi-
ciencies involved in accreditation are in three main areas:

e Lack of local facility policy and procedures related to IRB structure and oper-
ations,

e The lack of policy and procedures related to the Informed Consent process and
the conduct of the informed consent document, and

e The evaluation and determinations the IRB must make and document during
the initial review of research programs.

The Subcommittee is also interested in the Office of Research Development’s ef-
forts to provide guidance to VISN Directors concerning staffing levels of Institu-
tional Review Boards. It is apparent that the role of IRBs—approving and moni-
toring research protocols for all projects at the facility level, must have the nec-
essary support to fulfill its mission thereby insuring that all applicable regulations
for the protection of human subjects is adhered to and followed by all VA research-
ers.

While the VA has made a good faith effort to address problems that are docu-
mented dating back to 1993, it does appear there are still some recurring problems
that need to be addressed immediately.

The groundwork for today’s hearing stems from a hearing held by this Sub-
committee on April 21, 1999, entitled, the Suspension of Medical Research at West
Los Angeles and Sepulveda VA Medical Facilities and Informed Consent and Pa-
tient Safety in VA Medical Research. At that hearing, former Chairman, Terry
Everett, stated: “The subcommittee demands an explanation, and accountability.
These outrageous crimes against our veterans must not happen again.”

Since then, several hearings have been held by the Subcommittee to insure that
necessary actions are taken to ensure that our nation’s most vulnerable veterans are
protected and not subjected to any type of abuse such as the violations imposed
upon them at the Greater Los Angeles medical facilities.

During today’s hearing, we hope to learn what precipitated recent actions taken
by the VA in its organizational restructuring within the Office of Research Develop-
ment.

I know that we all have the same goal as it relates to VA medical research. We
do not want veterans to have their rights denied, or to place them in a harmful
environment.

Likewise, we do recognize the tremendous contributions that have been made by
VA through its medical research and the discoveries of important life saving drug
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therapies and developing medical devices that benefited not only veterans but all
Americans.
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» training occurs periodically for all personnel involved in human subject

protections;

« those charged with reviewing risks have information that ¢an help them
interpret reports of adverse events; and

» sufficient funding is allocated to support human subject protection
activities.

VA has taken some important steps to strengthen aspects of its human

sub,;ect protections by providing some and offering
18 1O 1 h 1, Moreover, it strengthened its mtemal
oversight and instituted an external accredi with of

all its medical centers’ human subject protection programs scheduled
through summer 2005.

VA is now in the midst of a reorganization of its headquarters research
offices that was begun without adequate planning and notice. VA did not
initially ensure the independence of compliance activities although more
recent actions appear to have restored the integrity of the compliance
function. VA has not clarified responsibilities for education, training, and
policy development. Until it does so, it is unclear how the reorganization
will affect VA’s efforts to further strengthen its human subject protections.
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Mr. Chairman and Members of the Subcommittee:

T am pleased to be here to discuss the protection of human subjects who
participate in research conducted through the Department of Veterans
Affairs (VA). Every year thousands of veterans volunteer to participate in
research projects under the auspices of VA. Research offers the possibility
of benefits to individual participants and to society, but it is not without
risk to research subjects. VA studies, like other federally funded research
programs, are governed by regulations designed to minimize risks and
protect the rights and welfare of research participants. VA must ensure
that veterans who agree to become subjects in VA research are given
accurate and understandable information about procedures, risks, and
benefits so that they can make informed decisions about volunteering.
Concerns about VA's protection of its human research subjects came to
national attention in March 1999. At that time, all human research was
suspended at the West Los Angeles VA Medical Center after officials there
failed to correct long-standing problems with its system for protecting
human subjects.’ Recently, serious concerns were raised about the safety
of research programs at several VA medical centers, including the Albany
VA medical center, where the possibility of patient deaths related to
research is under investigation.

In September 2000, we testified before this subcommittee on weaknesses
we found in VA’s systems for protecting human subjects.? VA concurred
with our recommendations to take immediate steps to ensure that human
subjects would be protected in accordance with all applicable regulations.
We made specific recommendations for actions in five domains—
guidance, training, monitoring and oversight, handling of adverse event
reports, and funding of human subject protection activities. You asked us
to assess whether VA has made sufficient progress in implementing our
recommendations and {o examine the recent changes in VA’s
organizational structure for monitoring and overseeing human subject
protections.

The West Los Angeles VA Medical Center is now part of the VA Greater Los Angeles
Heaithcare System,

*See U.S. General A ing Office, VA h: System for Pre ing Human Subyj

Needs Improvements, GAO/T-HEHS-00-203 (Washington, D.C.: Sept. 28, 2000) and VA
Pre tons for Human Subjects Need to Be S hened, GAO/HEHS-00-155

{Washington, D.C.: Sept. 28, 2000).
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My testimony is based on an update of VA's progress in implementing our
September 2000 recc dations and a review of VA's recent and
ongoing reorganization of its research offices. To do our work, we
reviewed documents, including VA memorandums, policies, and guidance
and interviewed key officials in VA headguarters. We conducted our work
from May through June 2003 in accordance with generally accepted
government auditing standards.

In summary, VA has not taken sufficient action to strengthen protections
for human subjects, although it has made some progress. VA needs to
address continuing weaknesses we identified nearly 3 years ago.
Specifically, VA has not revised its policy for implementing federal
regulations for the protection of human subjects. VA also has not
established training requirements, in policy, to ensure that all research
personne] will be informed of, and stay current with, ways to comply with
all applicable regulations for the protection of human subjects. VA actions
regarding two other recommendations are incomplete. VA has not ensured
that those charged with reviewing risks related to ongoing research
activities have information that can help them interpret reports of actual
adverse events that research subjects experience while participating in
studies, VA has also not ensured that sufficient funding is allocated to
support human subject protection activities. On the other hand, VA has
strengthened aspects of its human subject protections by providing some
necessary guidance and offering training to research personnel. Moreover,
it strengthened its internal oversight and instituted an external
accreditation program, with reviews of all its medical centers’ human
subject protection programs scheduled through summer 2005.

In 2003, VA began a reorganization of its research offices without adequate
planning and notice. We found that VA did not initially ensure the
independence of compliance activities although more recent actions
appear to have restored the integrity of the compliance function. In
addition, VA has not clarified responsibilities for education, training, and
policy development. Until these responsibilities are clarified, it is unclear
how the reorganization will affect VA’s progress in further responding to
our recommendations to strengthen its human subject protections.

Page 2 GAO-03-517TT
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Background

.

Conducting research is one of VA's core missions.! VA researchers have
been involved in a variety of important advances in medical research,
including development of the cardiac pac ker, kidney transpl
technology, prosthetic devices, and drug treatments for high blood
pressure and schizophrenia. In fiscal year 2002, VA supported studies by
more than 3,000 scientists at 115 VA facilities. VA researchers receive
additional grants and contracts from other federal agencies, such as the
National Institutes of Health, research foundations, and private industry
sponsors, including pharmaceutical companies.

To protect the rights and welfare of human research subjects, 17 federal
departments and agencies, including VA, have adopted regulations
designed to safeguard the rights of subjects and promote ethical research.
These regulations, known as the Common Rule, establish minimum
standards for the conduct and review of research to ensure that studies
are conducted in accordance with certain basic ethical principles. These
principles require that subjects voluntarily give their informed consent to
participate in research, that the risks of research are reasonable in relation
to the expected benefits to the individual or to society, and that
procedures for selecting subjects are fair.

The Common Rule creates a system in which the responsibility for
protecting human subjects is assigned to three groups:

Investigators are responsible for conducting research in accordance with
regulations.

Institutions are responsible for establishing oversight mechani for
research, including committees known as institutional review boards
(IRB), which are to review both research proposals and ongoing research
to ensure that the rights and welfare of human subjects are protected. VA
medical centers engaged in research involving human subjects may
establish their own IRBs or secure the services of an IRB at an affiliated
university or other VA medical center.

Agencies, including VA, are responsible for ensuring that their IRBs
comply with applicable federal regulations and have sufficient space and
staff to accomplish their obligations.

*VA’s four core health care missions are patient care, education, research, and backup to
the Department of Defense health system in war or other emergencies.

‘38 C.F.R.pt. 16. VA ions provide additional ions to those icipating in
human subjects research. See 38 CF.R. §17.85.

Page 8 GAO-03-917T
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VA is responsible for ensuring that all human research it conducts or
supports meets the requirements of VA regulations, regardless of whether
that research is funded by VA, the research subjects are veterans, or the
studies are conducted on VA grounds. In addition, two components of the
Department of Health and Human Services (HHS) have oversight
responsibilities for some VA research. The Food and Drug Administration
(FDA) is responsible for protecting the rights of human subjects enrolled
in research with products it regulates—drugs, medical devices, biologics,
foods, and cosmetics, HHS-funded research is subject to oversight by its
Office for Human Research Protections (OHRP). Both FDA and OHRP
have the authority to monitor those studies conducted under their
Jurisdiction, and each can take action against investigators, IRBs, or
institutions that fail to comply with applicable regulations. To facilitate
assurance of compliance with federal regulations for the protection of
human subjects, VA awarded a contract to the National Committee for
Quality Assurance (NCQA) to provide external accreditation of its medical
centers’ human research protection programs in August 2000,

Two VA headquarters offices have responsibilities that are directly related
to human subject protections. Responsibility for the administration of VA’s
research program rests with its Office of Research and Development
(ORD), which allocates appropriated research funds to VA researchers. To
help ensure that VA research is conducted ethically, legally, and safely, VA
created an independent office to conduct compliance and oversight
activities—the Office of Research Compliance and Assurance (ORCA)—in
1999, This office was given responsibilities for promoting and enhancing
the ethical conduct of research and investigating allegations of research
noncompliance; it reported directly to the Under Secretary for Health. In
early 2003, VA reorganized its research offices and replaced ORCA with a
new office, the Office of Research Oversight (OR0). ORCA’s
responsibilities for education, training, and policy guidance were
transferred to ORD. ORCA'’s responsibilities for compliance activities were
assigned to ORO.

In March 2003, ORD issued a memorandum announcing a 90-day national
“stand down” for VA hurman subject research to be effective from March 10
through June 6, 2003, although research was permitted to continue during
this period. The stand down was intended to focus efforts on identifying
and correcting problems with VA’s systems for protecting human subjects
and to notify investigators that disciplinary actions may result from
noncompliance with federal regulations governing the conduct of their
research. ORD also asked medical center managers to attest that their
IRBs are constituted as required by VA regulations and that they meet
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regularly enough to review research protocols and adverse events; that
their research staff has obtained training in human subject protections;
and that they have checked the credentials of all personnel involved in
research, including investigators, research team members, IRB members
and staff, and research and development committee members.

Earlier Evaluation Showed
VA Needed to Strengthen
Human Subject
Protections

In 2000, we concluded that medical centers we visited did not comply with
all regulations to protect the rights and welfare of research participants.
Based on our review of eight medical centers, we documented an uneven,
but disturbing, pattern of roncompliance with human subject protection
regulations. The cumulative weight of the evidence indicated failures to
consistently safeguard the rights and welfare of research subjects. Among
the problems we observed were failures to provide adequate information
to subjects before they participated in research, inadequate reviews of
proposed and ongoing research, insufficient staff and space for IRBs, and
incomplete documentation of IRB activities. We found relatively few
problems at some sites that had stronger systems to protect human
subjects, but we observed multiple problems at other sites. Although the
results of our visits to medical centers could not be projected to VAas a
whole, the extent of the problems we found strongly indicated that human
subject protections at VA needed to be strengthened.

Although primary responsibility for implementation of human subject
protections lies with medical centers, their IRBs, and investigators, we
identified three specific systemwide weaknesses that compromised VA's
ability to protect human subjects. First, VA headquarters had not provided
medical center research staff with adequate guidance about human subject
protections and thus had not ensured that research staff had all the
information they needed to protect the rights and welfare of human
subjects. Second, insufficient monitoring and oversight of local human
subject protections by headquarters permitted noncompliance with
regulations to go undetected and uncorrected. Third, VA had not ensured
that funds needed for human subject protections were allocated for that
purpose at medical centers, with officials at some medical centers
reporting that they did not have sufficient resources for the staff, space,
training, and equipment necessary to accomplish their mandated
responsibilities.

To strengthen VA's protections of the rights and welfare of human
subjects, we recommended that VA take immediate steps to ensure that
VA medical centers, their IRBs, and VA investigators comply with all
applicable regulations for the protection of human subjects. The specific

Page 5 GAC-08-917T
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actions we recommended involved guidance, training, monitoring and
oversight, handling of information about adverse events, and funding of
human subject protection activities. VA concurred with our
recommendations.

Insufficient Action
Taken to Strengthen
Protections for
Human Subjects,
Although VA Has
Made Some Progress

VA has not taken sufficient action to strengthen protections for human
subjects since we made our recommendations nearly 3 years ago although
it has taken some important steps. ORD has not revised its policy on
human subject protections, and it has not established training
requirements, in policy, to ensure that research personnel obtain periodic
training. Moreover, VA has not established a mechanism for handling
adverse event reports to ensure that IRBs have the information they need
to safeguard the rights and welfare of human research participants and it
has not ensured that sufficient resources are allocated to support human
subject protection activities. On the other hand, VA has strengthened
aspects of its human subject protection systems. ORCA developed a
training program and conducted oversight activities by investigating
claims of research improprieties or noncompliance and restricting or
suspending four medical centers' research activities when it found
evidence of serious problems. VA also instituted an external accreditation
program that has the potential to further strengthen VA’s oversight of
human subject protections.

Policy for Human Subject
Protections Has Not Been
Revised, but Other
Important Guidance Was
Issued

In 2000, we reported that we had found problems with VA's policy for
implementing federal regulations for the protection of human subjects.
These problems included requirements for obtaining and documenting
informed consent. For example, the policy requires use of a particular
form to document a subject's consent to participate in research. This form
calls for the signature of a witness, but does not indicate who may serve as
a witness, to what the witness is attesting, or the circumstances under
which a witness is needed.

In its comments to that report, VA indicated that ORD was in the process
of updating its policy on human subject protections and that it expected to
submnit that policy for internal review by the end of August 2000. When we
followed up in September 2001, VA reported that comments were being
incorporated into the draft policy. In September 2002, VA reported that it
was awaiting final review but has not issued its revised policy as of June
2003. As a result, investigators, IRB members and staff, and other research
personnel do not yet have a clear, up-to-date policy to follow when
implementing human subject protections. Consequently, VA cannot ensure

Page 6 GAO-03-917TT
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that research staff know what they need to do to protect the rights and
welfare of human research subjects.

In addition to the problems we noted with VA’s policy, we reported in 2000
that VA headquarters had not provided medical center staff with adequate
guidance to help them ensure the protection of human research subjects.
VA has made some progress in this area. For example, ORCA had begun
distributing some information to medical centers in early 2000. By Januvary
2003, it had posted about 60 information letters and 14 alerts on its web
page and through electronic mail to research facilities. These letters and
alerts provide information about new HHS guidance and policies regarding
human subject protections, reports on research ethics, and problems that
ORCA staff observed during site visits to VA medical centers. In addition,
ORCA developed guidance about human subject protections. For example,
ORCA published a best practices guide for IRB procedures in September
2001 and a tool for medical centers to use to assess their human subject
protection programs in October 2001,

Training Requirement Not
Established in Policy,
Although Training
Opportunities Offered

In 2000, we found that VA did not have a systemwide educational program
focused on human subject protection issues. Although VA’s huraan subject
protection regulations do not include any specific educational
requirements, we concluded that periodic training for investigators, IRB
members, and IRB staff is necessary to ensure that they can meet their
obligations to protect the rights and welfare of human research subjects.

VA has not established training requirements in policy, although on two
occasions it has issued memorandums that required training. In August
2000, ORD issued a memorandum to medical center associate chiefs of
staff for research stating that all VA investigators had to meet specific
education requirernents before submitting research proposals during 2001.
ORD's memorandum regarding the March 2003 stand down stated that all
research personnel must provide documentation that they have completed
both a course on the protection of human research subjects and a course
on good clinical practices within the past year; otherwise all research
personnel must complete this training by June 6, 2003. These additional
personnel include research coordinators and research assistants involved
in human research; all members of VA research offices, research and
development committees, and IRBs; and IRB staff (except secretarial
staff). According to VA’s policy for distributing information, however,
memorandums are not used to establish permanent requirements or
policy, and education and training requirements for investigators were not
published in a directive or handbook, which are the documents VA uses to

Page 7 GAO-03-937T
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e icate policy requir As aresult, headquarters cannot
systematically ensure that all VA personnel involved in human subject
research will be informed of, and stay current with, ways to comply with
all applicable regulations for the protection of human subjects.

Despite the lack of policies requiring human subject protections training,
both ORD and ORCA have provided information since we made our
recorumendation about available educational programs to investigators
and other research personnel. ORCA worked with academic institutions to
develop an optional training program for use by VA investigators, IRB
members, IRB staff, research administrative staff, and medical center
officials. This web-based training program includes quizzes after each
module; certification of successful completion requires achieving a score
of at least 75 percent correct. ORCA also presented a seminar on research
compliance and assurance to senior managers of each of VA’s networks,*
and ORD recently began providing training to senior managers about their
responsibilities regarding human subject protections.

Internal and External
Oversight Strengthened

In 2000, we reported that VA had not identified widespread weaknesses in
its human subject protection systems because of its low level of
monitoring. VA has made progress in strengthening its oversight. ORCA,
which was created in 1999, was charged with advising the Under Secretary
for Health on all matters related to human subject protections, promoting
the ethical conduct of research, and conducting prospective reviews and
“for cause” investigations, Since becoming operational, ORCA has
investigated claims of improper conduct of research and noncompliance.
In about a dozen cases, it sent teams to medical centers to conduct
intensive for cause reviews. ORCA also conducted six on-site reviews to
follow up on findings from external accreditation reviews. As a result of its
investigations, ORCA restricted or suspended research at four VA medical
centers until identified problems were corrected. For example, in March
2001, ORCA restricted one medical center’s human research activities by
suspending enrollment of new subjects in research after its investigation
revealed noncompliance with several regulations pertaining to IRBs.”

VA has 21 Veterans Integrated Service Networks that coordinate the activities of, and
allocate funds to, VA medical centers, nursing homes, and other facilities in each region.

“The IRB of this medical center served as the IRB-of-record for a second VA medical center.
Therefore, human research at two medical centers was affected.

Page 8 GAO-03-917T
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ORCA lifted this restriction in February 2002 after the medical center
corrected the identified problems.

In addition to its internal oversight mechanisms, VA became the first
research organization to arrange for external accreditation of human
subject protection systems. External accreditation has the potential to
significantly strengthen oversight of human subject protections. In August
2000, VA awarded a $5.8 million, 5-year contract to NCQA to operate an
accreditation program to assess medical centers’ compliance with federal
regulations for the protection of human subjects. VA’s contract with NCQA
requires it to develop accreditation standards, to conduct a site visit every
3 years to each VA medical center conducting human research, and to
decide on the accreditation status of each facility. According to a 2001
report by the Institute of Medicine, the accreditation standards developed
by NCQA provide a promising basis for accreditation because they are
explicitly linked to federal regulations and pay attention to quality
improverent.” The Institute of Medicine recommended that the NCQA
standards be strengthened, for example, by specifying how research
subjects will be involved in human subject protection systems.

NCQA began accrediting VA medical centers and has revised its
accreditation process. NCQA conducted accreditation visits to 23 VA
facilities from September 2001 through May 2002. Ar ORD official told us
that, of those 23 facilities, 20 were accredited with conditions, 2 were not
accredited, and 1 withdrew from the process. A facility accredited with
conditions met most of the accreditation standards. On the basis of its
experience and feedback on its standards, NCQA proposed—and ORD
approved—-revising the standards. NCQA discontinued accreditation
reviews while it revised its standards for evaluating human subject
protection programs. Revisions involved clarification of standards,
reduction of redundancies, and changes to the scoring system. Some
revisions were designed to respond to comments from the Institute of
Medicine. For example, NCQA adopted standards to encourage a facility
to obtain input from research subjects to improve its human subject
protection system. ORD approved a new set of standards in Aprit 2003,
Site visits are expected to resume in October 2003, with accreditation
reviews of all VA facilities involved in human subject research planned for
completion by summer 2005.

"Institute of Medicine, Preserving Public Trust: Accreditation and Human Research
FParticipant ion Programs ( i D.C.: National Academy Press, 2001).
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Actions Regarding Adverse
Event Reports and
Funding for Human
Subject Protection
Activities Are Incomplete

In 2000, we reported that IRBs have difficulty handling adverse event
reports and often lack key information necessary for their interpretation.
Since then, VA has not developed a mechanism for handling adverse event
reports to ensure that IRBs have information that can help them interpret
reports of actual adverse events that research subjects experience while
participating in studies. Federal regulations require investigators to report
to the IRB unanticipated problems involving risks to subjects. In tumn,
IRBs are to review these adverse event reports as part of their continuing
assessment of the adequacy of a study’s protections for human subjects.
ORD issued guidance stating that analyses of adverse events should be
provided to IRBs for those clinical trials that VA funds at multiple medical
centers. ORCA staff participated in interagency discussions about how to
help IRBs handle adverse event reports and developed guidance regarding
what adverse events IRBs are to report to ORCA. As of June 2003, this
guidance has not been issued and VA still lacks comprehensive guidance
to help IRBs interpret reports of adverse events,

In 2000, we reported that VA did not know what level of funding was
necessary to support human subject protection activities and research
officials at five of eight medical centers we visited told us that they had
insufficient funds to ensure adequate operation of their human subject
protection systems. In May 2000, ORD provided networks with suggestions
for the level of administrative staffing of IRBs. ORD also commissioned a
study of the costs of operating IRBs within VA, which was completed in
June 2002. On June 13, 2003, VA issued a policy regarding funding for
human subject protection programs that medical centers are to obtain
from external sponsors of VA research. Specifically, the sponsor of each
industry-funded study is to be charged 10 percent of the direct costs of the
study or a flat fee of $1,200, whichever is greater, by the medical center to
help cover the costs of the human subject protection program. We have
not had the opportunity to study the potential for this mechanism to help
ensure sufficient funding. VA has not specified a procedure for ensuring
that its medical centers—which conduct VA-funded research and research
funded by federal agencies and research foundations as well as
industries—will be allocated the funds necessary for their human subject
protection programs.

Page 16 GAO-03-917T
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Recent
Reorganization
Appears to Maintain
Independent
Compliance Function,
but Other Roles and
Responsibilities
Unclear

In 2003, VA began a reorganization of its research offices without adequate
planning and notice. We found that VA did not initially ensure the
independence of compliance activities, although more recent actions
appear to have restored the integrity of the corapliance function. In
addition, VA has not clarified responsibilities for education, training, and
policy development.

VA'’s initial action to reorganize its research offices failed to ensure the
independence of compliance activities. In January 2003, officials
announced that the existing compliance office, ORCA, would be disbanded
and the compliance function and staff reassigned to ORD. As a result,
compliance field personnel began reporting their activities to ORD,
potentially compromising the independence of their compliance
investigations. In a series of memorandums issued from March through
May of 2003, VA anniounced that a new office, ORO, would repiace ORCA.
VA memorandurns indicated that ORO, like ORCA, would be independent
of ORD, and that ORO would be organizationally responsible to the Under
Secretary for Health.

According to generally accepted government auditing standards, offices
with responsibility for assessing regulatory compliance should be
organizationally independent of the offices they review and should report
to, and be accountable to, the head or deputy head of the government
entity.’ Because VA considered making ORD responsible for compliance
activities—where its independence would be compromised—legislation
was proposed in the House of Representatives to establish an independent
office within VA to oversee research compliance with federal regulations.®

According to VA memorandums and discussions with agency officials,
ORO will have responsibility for investigating allegations of research
noncompliance, misconduct, and improprieties. However, it is not clear
whether ORO will have authority to review a medical center’s human
subject protection program in the absence of a prior allegation of a
problem; that is, whether it can conduct prospective investigations. While

*HRS dits li office from its inf ive office after we voiced similar
concemns about independence. As a result, instead of reporting to the National Institutes of
Health, which conducts and funds research, OHRP has been reporting to HHS's Assistant
Secretary for Health since June 2000, See U.S. General Accounting Office, Scientific

Re A Conti) igils Critical to Pre ing Human Suby GAO/HEHS-96-72
{Washington, D.C.: Mar. 8, 1996).

%LR. 1585, 108th Cong. (2003).
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VA memorandums indicate that ORO will have the same compliance
responsibilities that ORCA had and specify that for cause inspections will
be conducted; they are silent on routine inspections. Experts in human
subject protections have said that these routine inspections, sometimes
referred to as prospective inspections, are an essential way to help prevent
noncompliance. As of June 2008, a directive to formalize the authorities
and responsibilities of ORO has not been issued. Consequently, ORO's
compliance responsibilities remain unclear.

Other roles and responsibilities are also unclear, For example, ORCA
previously had responsibilities for education and training, VA's
reorganization now assigns these responsibilities solely to ORD. The
implications of this transfer of responsibilities for strengthening human
subject protections are unclear. For example, when ORCA conducted
compliance reviews or followed up on results of accreditation reviews, it
provided instruction about what steps would be necessary to correct
identified problems. It is not clear whether or to what extent such
instruction, including technical assistance regarding a specific area of
noncorapliance, would be considered to be education and training and
therefore not within ORO’s responsibilities.

ORCA also had responsibility to participate in the development of policies
involving human subject protections. Under the reorganization, ORD
would have responsibility for policy development. Existing memorandums
are silent on whether ORO will have any role in, or can contribute its
expertise to, policy development. ORCA had been created with the
understanding that it would collaborate with ORD on dissemination of
information, communication, and policy development. I is not clear to
what extent VA’s efforts to strengthen its human subject protections will
bring to bear the collective expertise of the staff in its compliance and
operational research offices. However, having ORD take the lead on
policies regarding compliance functions or activities could be
inappropriate to the extent that it interferes with ORO’s independence in
executing its compliance functions.

Mr. Chairman, this concludes my prepared remarks. 1 will be pleased to
answer any questions you or other members of the subcornmittee may
have.

Page 12 GAO-03-917T
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For further information regarding this testimony, please contact Cynthia
Contact and A. Bascetta at (202) 512-7101. Kristen Joan Anderson, Jacquelyn Clinton,
Acknowledgments Pamela Dooley, Lesia Mandzia, Marcia Mann, and Daniel Montinez also
contributed to this statement.
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Mr. Chairman and Distinguished Members of the Subcommittee:

Thank you for this opportunity to appear before the Subcommiittee as it assesses the Department
of Veterans Affairs’ management of human subject protections maintained in its nationwide
research program. The long-standing and continuing commitment of this Subcommittee to the
well being of research participants is well recognized and appreciated. Indeed, it was in
testimony delivered before this Subcommittee in September 2000 that ], as the first Director of
the newly established Office for Human Research Protections (OHRP) at the Department of
Health and Human Services, first described to the Congress and the American people the
Department’s vision for the future of our nation’s system for the protection of human subjects in
research. Others who testified at that hearing included representatives from the General
Accounting Office and the Department of Veterans’ Affairs, both from the Office for Research
Development (ORD) and from the VA’s own newly created Office for Research Compliance and
Assurances (ORCA).

Since that hearing nearly three years ago, the Department of Health and Human Services (HHS)
and the Department of Veterans Affairs (VA), with OHRP and ORCA working hand-in hand
under the Common Rule (45 CFR 46), implemented a new approach to the protection of human
subjects in research, one based on the simple concept that the first responsibility of everyone
involved in the human research process is to protect the rights, interests and well-being of the
brave and unselfish individuals who voluntarily participate as subjects of study in our research
activities. Among them are our veterans who have served America not only in our armed
services, but also as research subjects in support of the VA health research program.

While all of the federal agencies are faced with continuing issues in human research, my
comments today will focus on HHS and the VA. The new approaches pioneered by HHS and the
VA are more than just an improvement of the existing oversight and corrective action approach.
It is a different paradigm. It is a system focused on prevention. Compliance with regulations,
while necessary and important, is not alone sufficient to ensure protections for human research
participants. Identification and correction of deficiencies affer someone has been harmed is
simply not good enough.

We owe the American people, and particularly our veterans, more. We must have a system that
minimizes the likelihood that subjects will be harmed, a system that is proactive and interactive,
not reactive. The programs that were developed and implemented by OHRP and ORCA are
taking us down this new road. On this road, the real goal is responsible conduct of science, not
mere procedural compliance with regulatory requirements. We must do more than go through
the motions.

Today, important steps are being taken both in and outside of the government to ensure that every
party to research is properly trained and educated so that each can accept and fulfill his or her
responsibilities for protecting research subjects as a necessary condition for the privilege of being
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an investigator. Today, as a complement to federal regulatory requirements, nationaily
recognized performance standards have been developed to provide the basis for private voluntary
accreditation of human research protection programs that review, approve, and conduct
continuing oversight of human research. In fact, the VA’s leadership was instrumental in efforts
to launch these accreditation programs.

Some initial steps have already been taken to clarify, simplify and streamline regulatory
oversight, to reduce administrative burdens and eliminate or modify procedural requirements that
may impede the effectiveness and efficiency of our system without providing increased effective
protections. The development of a dramatically simplified and more flexible Federalwide
Assurance (FWA) process aliowed OHRP, ORCA and other agencies to devote a greater and
much needed portion of their limited resources to new education and quality improvement
initiatives instead of non-productively processing paperwork. The flexibility of the FWA
encourages collaboration and elimination of wasteful redundancy in the review through
utilization of alternative review models, including central and regional review boards.
Nevertheless, much remains to be done, and with cooperation among the Federal agencies, much
could be accomplished.

With this increased flexibility, there must be greater accountability and openness. Over the past
few months, the VA’s human research program and its oversight has again been the subject of
intense scrutiny as new allegations of non-compliance, abuses of human subjects and scientific
misconduct have come to light. Further, the organizational restructuring at the VA that
eliminated ORCA and returned, at least in part, oversight of research activities to the ORD, has
caused great concern.

The need for, and even more importantly, the value of independent oversight of research
activities have never been more clearly appreciated. Shortly after ORCA was created to provide
independent oversight of human research in VA facilities, a similar step was taken at HHS, the
creation of OHRP within the Office of the Secretary. The creation of OHRP, of which I was
honored to serve as the first director, was considered by many to be a sentinel event in an effort
to reform the nations’ human research system after twenty years of largely neglected calls for
such reform emanating from several distinguished groups, including the President’s Advisory
Committee on Ethical Problems in Human Research, the Advisory Committee on Human
Radiation Experiments, and the National Bioethics Advisory Commission among others. The
creation of OHRP was recommended in June 1999 by an expert review panel convened by Dr.
Harold Varmus, then director of the National Institutes of Health (NIH), in response to concerns
expressed over the organizational placement, resources and effectiveness of the Office for
Protection from Research Risks (full report available at
http://www.nih.gov/about/director/060399b.htmn, accessed June 9, 2003; see Appendix 1). The
competing commitments and conflicts of interest inherent in the placement of an oversight office
in a subordinate position within an agency that it is supposed to regulate were compelling
arguments for the establishment of a new organizational structure and an autonomous office
within HHS. Acting upon the panel’s recommendations, then Secretary of HHS Donna Shalala
announced the creation of OHRP in June 2000 and charged it with leading the Department’s
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human subjects reform initiatives. While HHS and VA are different in many ways, the panel’s
report is directly relevant to the ongoing consideration of the optimal placement of human
research oversight responsibilities within the VA,

Although I stepped down as the director of OHRP at the end of November 2002, today’s hearing
affords an opportunity to review some of the important issues requiring our continuing attention,
and the status and progress of initiatives that have been undertaken to date. The programs
initiated by HHS and VA over the first three years of this remodeling of our human research
oversight system specifically address all of the major recommendations of the HHS Office of
Inspector General, as detailed in its 1998 Report entitled “IRBs: A Time for Reform”, and many
of those included in the report of the General Accounting Office to this Subcommittee focused
on strengthening the VA’s oversight processes. Upon review of the remarkable progress that has
been made in a very short period of time, the important contributions of ORCA are readily
evident, calling into question the rationale, motivation and justification for its dissolution.

Among these recommendations in the above referenced reports are the following:

Recommendation 1: Grant institutions and institutional review boards (IRBs) greater
flexibility, but hold them more accountable for results.

OHRP, working with FDA, implemented in December 2000, a unified Federal registration
system for all human research review boards, that allows registration regardless of the source of
funding of the research they oversee. Prior to my departure from OHRP, FDA planned to
propose a rule to require registration of all IRBs subject to its regulatory authority. 1presume
that the agency still intends to do so. Already, OHRP has made this database accessible to all
Federal agencies relying upon FWA’s. This system provides an important database for improved
communications with IRBs across the country and around the world, and is an important first
step toward establishing greater uniformity and connectivity in the IRB process.

As mentioned earlier, the federal assurance process for human subjects protection has been
dramatically simplified. Since the implementation of federal regulations for protection of human
subjects in research, grantee institutions have negotiated assurances, a process through which
they commit to the Federal government that they will comply with human subject protection
regulations as a condition of receiving federal support. In December 2000, OHRP initiated a
simplified assurance process that avoids time-consuming negotiations that distract attention and
resources from more effective and desirable approaches to achieving true protection of human
research subjects. Presently, the registration and assurance processes have been converted to an
electronic web-based process, almost totally eliminating the mountains of paperwork formerly
generated. The VA, as a signatory to the Common Rule, utilizes this assurance process for its
own research facilities and all have benefited from its simplicity. With the resources freed by
streamlining the former unnecessarily complex assurance process, OHRP, and ORCA,
implemented new programs of education and support as part of a broad continuous quality
improvement (CQI) initiative. These programs are administered through a combination of
proactive site-visits, videoconferences and directed self-evaluations that are then reviewed by the
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staff of the oversight offices. Feedback from these consultations helps programs identify their
strengths and weaknesses, a necessary condition for improvement. The QI assessment tools and
procedures underwent pilot testing and refinement in voluntary cooperation with institutions
across the country. The CQI Tool Kit developed by ORCA provided a remarkable resource to
the research community.

Formal implementation of these QI programs was a significant milestone in the reform process.
According to plans, and with sufficient resources, once this program is fully implemented, OHRP
would interact with every program under its jurisdiction at least once every 5 years. To
maximize the effectiveness of this program, as a first priority, OHRP should work with the 174
institutions that receive 90% of HHS research support, the same group toward which NIH has
recently directed $28.5 million in new infrastructure support for human subjects protection. But
smaller programs cannot be neglected. The more limited scope of the VA system makes even
more intensive interaction possible, and these efforts were well underway. The continuing
deployment and impact of these programs on the performance of human research protection
programs warrants close attention as data collected as a by-product of the evaluations becomes
available.

Oversight and communication are critical to accountability. Both HHS and VA have taken this
responsibility very seriously. Everyone engaged in the research endeavor is expected to act
responsibly—every review board, every institution, every investigator, and every sponsor. A
single irresponsible investigator or institution harms not only individual subjects, but also science
itself. The research community cannot, and the federal government’s oversight offices must not,
tolerate those who are unwilling to take seriously their responsibilities for protection of human
subjects.

Since OHRP was created in June 2000, it has engaged in more than 300 for-cause compliance
oversight investigations.  Although most compliance cases can be appropriately resolved without
the need for physical site visits, OHRP conducted at least seven such visits over the past three
years, five of these in relation to specific complaints. ORCA conducted at least as many.
Importantly, in addressing the majority of these cases, OHRP and ORCA conducted not only a
review of the specific complaint, but also a comprehensive review of each institution’s human
research protection process and worked with the institutions to develop effective plans for
corrective action and offered helpful guidance on best practices.

OHRP and ORCA also introduced not-for-cause compliance surveillance programs that will
enhance the effectiveness of their voluntary QI programs. FDA has contributed as well to the
oversight of clinical research through its Bioresearch Monitoring Program, conducting over 1000
on-site inspections each year of clinical investigators, study sponsors, monitors, contract research
organizations, and Institutional Review Boards that ensure the integrity of clinical research
submitted in support of product applications to FDA. With the recent creation of a new Program
for Good Clinical Practice within the Office of the Commissioner, FDA is working more closely
across its Centers and together with OHRP and the Department to increase the coordination,
quality, and effectiveness of its inspection programs.
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During my tenure at OHRP, plans were made to host a special task force that would bring
together representatives of the federal agencies, offices and departments involved in human
research with representatives from every facet of the human research community to discuss
current regulations, policies and procedures as part of an effort to identify and eliminate
inconsistencies and inefficiencies that do not contribute effectively to the protection of human
subjects. This task force would focus upon four specific goals: simplicity, uniformity, efficiency
and effectiveness (SUEE) of our nation’s system for protection of human research subjects. The
individual participants would be asked to identify real steps that the government could take to
achieve these goals without reducing the effectiveness of the system of protections for research
subjects as effort continue to build a new system focused on performance. Iremain hopeful that
this initiative will go forward under new leadership at OHRP, and that all of the Federal agencies
will actively participate.

Recommendation 2: Re-engineer the federal oversight process.

The entire research community has recognized the need for greater uniformity and public
accountability of human research protection programs. Toward fulfillment of this goal, HHS
commissioned the Institute of Medicine (IOM) of the National Academy of Sciences to
recommend uniform performance and resource-based standards for private, voluntary
accreditation of human research protection programs (HRPPs).
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Although many questioned the aggressive time frame HHS proposed for this work, in April
2001, the IOM issued iis report on accreditation of human research protection programs. Since
then, two entities, the Association for the Accreditation of Human Research Protection Programs
(AAHRPP) and the National Council for Quality Assurance have implemented their accreditation
processes, the latter specifically targeting VA programs. Recently, NCQA has formed a new
partnership with the Joint Commission for the Accreditation of Hospital Organizations (JCAHO)
to enhance the scope and effectiveness of its accreditation process. Pilot testing was performed at
selected medical centers in the Department of Veterans Affairs and other institutions, including
NIH. The standards are flexible enough to be applied in all research settings regardless of the
source of funding or the nature of the research. The accreditation process is the cornerstone of
the new system, one based on a true public-private partnership in which private accreditation
complements the regulatory and oversight responsibilities of government. This approach will
allow the research community to achieve new standards of excellence in performance without the
burden of new regulations. Accreditation will do much to build confidence within the research
community and foster trust among the public at large.

Having completed the first phase of its project on human research oversight under its contract
with HHS, the TOM engaged in a second phase of its work, a study of the evolving human
research system to determine the extent to which the issues and concerns raised by the HHS
Office of Inspector General, the General Accounting Office, the National Bioethics Advisory
Commission, and other national groups are being addressed within the current program of
reform. The IOM working group was also charged with developing objective measures for the
effectiveness of the system for protection of human subjects in research. Such criteria could then
be used on an ongoing basis for continuing assessment of the system’s effectiveness, updating of
the accreditation standards, and reporting to the Congress and the public on the performance of
the system. The working group report, issued last October, underscores the need for a system
approach to human subjects protection, a position strongly expressed by both the OIG and the
GAO and central to the remodeling initiatives of both HHS/OHRP and VA/ORCA.

Last year, HHS also established an interagency working group to review recommendations
contained in NBAC’s final report on human research oversight to ensure that all appropriate
actions are being taken to develop an optimal system for responsible conduct and oversight of
human research. That working group has not yet issued its formal report; it should provide
useful insight into continuing efforts by the Department to improve the human research process.

Recommendation 3: Strengthen continuing protections for research subjects in ongoing
approved studies.

The FDA, NIH and other federal agencies have launched an effort to carefully examine the
continuing review process and to develop guidance for institutions and review boards regarding
appropriate mechanisms for ongoing monitoring of approved research, particularly recognizing
the need for more effective monitoring and management of adverse events. As of last winter, the
Office of Biotechnology Affairs and the FDA had made very significant progress toward
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deployment of a prototype research safety system, a protected but searchable clinical research
data warehouse served by a uniform, web-based reporting system. The system could be an
enormously valuable resource to the research community and make possible for ‘real-time’,
continuous monitoring of safety in ongoing clinical trials. This is an effort that should be
supported by HHS and the Congress with sufficient resources to adapt it for all clinical research
over the next five years, using the already perfected lexicon and infrastructure. In this effort,
teams led by Drs. Amy Patterson at NI and Phil Noguchi of the FDA demonstrated unparalleled
cooperation between their agencies, setting a standard for everyone in government.

Last year, OHRP and ORCA took steps to clarify, through guidance and compliance oversight
activities, the elements of a more effective continuing review process, widely considered to be
one of the greatest weaknesses of the current process. Together, ORCA and OHRP produced a
video program on continuing review that was made available as an educational tool to the IRBs
across the country. Already, institutions have taken steps to strengthen continuing oversight of
approved studies, and an increasing number are developing their own internal auditing and
quality assurance programs. This emphasis on quality assurance and quality improvement is a
promising trend, one that will be reinforced by the accreditation process.

Recommendation 4: Enhance education for research investigators, administrators and IRB
members.
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In an effective system for human research, every participant--whether a subject or a member of
the research team, whether an IRB member, manager, or chair, or a vice-president for research or
medical school dean must know what his or her responsibilities are and must be appropriately
trained and prepared to fulfill them. We have seen too clearly the results of allowing
inadequately prepared individuals to perform and oversee human research activities. Many
observers have recognized that education is a key to our success, and it is accordingly a major
focus of our efforts to improve the system for protection of human research subjects.

Each agency has conducted major outreach programs to their respective stakeholders. In
collaboration with other federal agencies, OHRP, NIH, FDA and the Department of Veterans
Affairs’ ORCA conducted numerous conferences, workshops and town meetings across the
country. Since June 2000 OHRP staff members have given over 130 presentations to
institutions, IRBs, investigators, and professional societies. Since October 2000, OHRP has co-
sponsored with FDA and the VA at least six national workshops on human protections issues
including in places like Washington, D.C., Honolulu, HI, and Newark, NJ; four town meetings
and two video town meetings. Also, as part of this campaign of reform, as the Director of
OHRP, I made “ambassadorial visits" to dozens of research institutions across the nation and
several VA regional meetings.

In February 2001, OHRP and the HHS Office of Research Integrity (ORI) hosted the first Human
Research Education Summit, an HHS-sponsored meeting attended by representatives from both
the academic and corporate sectors, as well as representatives from almost every federal agency
subscribing to the Common Rule. This meeting was an initial step toward developing a system
of shared resources and best practices. Such a system could serve as an approach toward
education for both human research and for the responsible conduct of research. A second
meeting took place in August 2001, resulting in the creation of a new national council for
education in responsible conduct of research. This non-governmental group, the Responsible
Conduct of Research Education Consortium (RCREC) is now a reality. It will work to establish
standards for education in human research and shared educational resources for the research
community. A formal announcement of this new organization will be forthcoming soon.

Among its many education and support initiatives, OHRP developed and implemented web-
based educational modules for institutional officials, IRB managers and IRB chairs to ensure that
these individuals are fully cognizant of their responsibilities under their assurances. Video-
conferencing is being used to enhance educational outreach activities in a cost-effective manner.
As mentioned earlier, ORCA also produced and distributed a wealth of education materials,
including its Continuous Quality Improvement Toolkit, which has become a valuable resource
for programs both in and outside of the VA system.

To support institutions in their efforts to educate their investigators and research teams, Public
Responsibility in Medicine and Research (PRIM&R) allowed OHRP to make available to all
federal assurance holders a site-license for the PRIM&R training CD, “Investigator 101”.
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For the past two years, OHRP, FDA, the VA, and Department of Energy have been working on a
new federal handbook for human research. This “Millennium Edition”, intended to replace the
now outdated Guidebook issued in 1993 by the former Office for Protection from Research Risks
(OPRR), will serve as a reference source for IRBs, investigators and institutions. Ideally, such a
guidebook should be referenced to the Common Rule and be applicable to all of the signatory
agencies, noting where appropriate those issues that may be unique to individual agencies and
research programs. IRBs need more uniform guidance, with less ambiguity if they are to
function more effectively. When and if completed, this handbook should be available in paper,
electronic and CD format to optimize its usefulness and accessibility and minimize its cost. The
government, working with the private sector, should continue to search for additional effective
ways to enhance education at all levels, including efforts to foster and support programs for
private training and certification of every individual engaged in the research process, including
investigators.

Several dedicated private organizations, such as the Association of American Medical Colleges
(AAMC), the Association of Clinical Research Professionals (ACRP), Public Responsibility in
Medicine and Research (PRIM&R), the Society of Clinical Research Associates (SOCRA), the
National Council of University Administrators (NCURA), and the Society of Research
Administrators (SRA) have actively engaged in the education process, and some have instituted
programs for certification of those individuals who complete their training programs
successfully, whether they are IRB managers, clinical research associates, clinical research
coordinators or investigators. Currently, a number of private organizations including the ACRP,
the American Academy of Pharmaceutical Physicians (AAPP), the Drug Information Association
(DIA) and the American Society of Clinical Oncologists (ASCO) have developed programs
specifically for investigator training and certification at a national and international level in
support of harmonized Good Clinical Practice (GCP) guidelines. Ultimately, recognition of
clinical investigation as a formal subspecialty of medical practice is a sensible and laudable goal.

Recommendation 5: Moderate the workload of institutional review boards and to ensure
adequate resources for their activities.

IRBs and institutions are still trying to shoulder what scems to be an ever-increasing burden of
administrative activities. The NIH, through its Administrative Burden Reduction working group,
has taken some steps to reduce this burden, such as the “just in time” policy for IRB review, but
much more needs to be done. An initiative like the “SUEE Task Force (Simplicity, Uniformity,
Efficiency and Effectiveness)” mentioned earlier could also identify and recommend additional
opportunities for reducing unproductive administrative burdens, but this will not be enough to
bring the system into balance.

For too long, government and the scientific community have viewed programs for protection of

research subjects as simply an administrative process. It is time to change this thinking. The
system for protection of human subjects is not optional--it is the very foundation of responsibly
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conducted, ethical human research. To fully recognize the proper and essential role of these
programs in research, institutions must provide appropriate resources. At the same time, the
government must work to reduce unproductive administrative burdens and costs, while
maintaining an effective system of protections.

In recognition of this need for resources, HHS introduced a new $28.5 million NIH-funded
program of awards to institutions for building and strengthening infrastructure for human
research protections. While well intended, this alone is not sufficient, but only a first step. It is
the responsibility of the federal agencies and the Congress to continue to explore mechanisms to
provide appropriate resources for these critical parts of the research process. Funding programs
for prevention of harm to research participants as part of the scientific mission, rather than as an
administrative process, would be a worthwhile investment in the national infrastructure for
responsible human research.

Recommendation 6: Establish an independent advisory committee for human research.

In June 2000, HHS promised to create a National Human Research Protections Advisory
Committee (NHRPAC). That promise was fulfilled, at least for a time. To many, NHRPAC
was a national resource, providing a forum for balanced public discourse on the challenging
issues being faced in the human research arena, and providing expert advice as government and
the research worked to develop a more effective system for human research oversight, The
balance and depth of its membership served NHRPAC well as it has offered advice on such
complex issues as financial relationships and conflicts of interest in human research, children as
research subjects, appropriate protections for subjects of social and behavioral research, and third
parties in research. Regrettably, NHRPAC was inexplicably dissolved last summer and replaced
with a new Secretarial Advisory Committee on Human Research Protections (SACHRP) amidst
accusations that the advisory process was being manipulated to promote specific ideological
viewpoints. The new committee has yet to have its first meeting, but there is little doubt that
there is much at stake as we face the challenges of global research, genomics, the process of
informed decision-making, special protections for decisionally impaired individuals,
compensation for research-related injuries and other important issues. Many will be watching
closely as this important committee begins its important deliberations and one can only hope that
it will be up to the challenges it faces, able to approach them with reason, wisdom and balance.

Recommendation 7: Foster greater integration of federal oversight of human research.

Over the past three years, new working relationships developed inside and outside the
Department; relationships based on collaboration. The close collaboration between OHRP and
FDA'’s new Office for Good Clinical Practice was one such example. With those collaborations
came opportunities for better communication, coordination, efficiency, and effectiveness,
benefiting not only HHS, but also more broadly benefiting all those who interact with
government in the process of protecting research subjects.

11
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At the Executive Branch level, with the leadership of HHS, the National Science Foundation and
the Office of Science and Technology Policy, the Human Subjects Research Subcommittee
(HSRS) of the National Science and Technology Council’s Committee on Science was
revitalized under a new charter. The HSRS, which brings together representatives from all of the
federal offices and agencies involved in human research, strives to better coordinate the policies
and practices of the federal government’s oversight of human research. Whether it can do so
under the fragmented system of federal oversight that has been assembled under the Common
Rule remains doubtful to many, including the National Bioethics Advisory Commission.
Increasingly, the need for a uniform regulatory framework and a single, independent oversight
office seems evident.

For several years, the HSRS has been working to integrate the activities of a score of federal
offices, agencies and departments that share responsibilities in this oversight process. Through
its efforts, the common Federal Policy for Protection of Human Subjects in Research, generally
known as the Common Rule, was established. Under its revised charter approved in January
2001, the HSRS had an opportunity to become a powerful engine of progress. Its working
groups took on a host of issues including conflicts of interests in clinical research and appropriate
application of the federal policy for protection of human subjects in non-biomedical, social and
behavioral sciences research. The HSRS had an opportunity to become the “central nervous
system” of the federal system for human research oversight, but its effectiveness has not as yet
lived up to its promise. Administrative hurdles and differences in perspectives and priorities of
individual agencies limit its effectiveness, and these may be insurmountable, as noted by others.

As we have seen in the case of homeland security initiatives, the only means to achieve the
necessary and desirable coordination and effectiveness of federal oversight of human research
may be to establish an independent federal commission for this purpose, a commission not unlike
the Securities Exchange Commission or the Federal Reserve Board that can function with
authority and autonomy unencumbered by competing interests of individual federal agencies that
have been asked to simultaneously fund and conduct research while concurrently bearing
responsible for oversight of those research activities. This was the challenge that fostered the
creation of OHRP, removing OPRR from its subordinate position within the organizational
structure of NIH. This is also the problem that was solved within the VA by creating ORCA and
placing it outside ORD. The recent action at VA that abolished ORCA and would have returned
the oversight process to ORD was unfortunate, ill conceived and ill timed. The legislation
recently introduced by Mr. Buyer with bipartisan support (H.R.1585) provides a permanent
statutory solution to this problem within the VA, but may not go far enough. If we are to promote
the integrity of the research process and preserve public trust in it, it is essential to ensure that the
oversight of human research and responsibilities for protection of human subjects across the
government not be subordinated to those who conduct and support that research, however well
intended they may be.

Recommendation 8: Issue gnidance regarding financial relationships and conflicts of
interest that may impact the interests and well being of human subjects.

12
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Over the past two years, the conscience of the nation awakened with growing concemn over the
potential negative impact of financial relationships that may undermine our system for protection
of research subjects and compromise the integrity of our science. After a very successful August
2000 HHS-sponsored conference on financial conflict of interest and human subject protection,
an HHS working group developed a draft interim guidance document for IRBs to stimulate
public discussion of the steps that could be taken by IRBs, investigators, and institutions to
strengthen human subject protections through the disclosure, management, and whenever
possible, avoidance of elimination of financial relationships that pose conflicts of interest.

13
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OHRP presented this draft interim guidance document to the first meeting of NHRPAC in
December 2000, and in January 2001, OHRP disseminated the draft widely for public comment.
In response, the Association of American Universities (AAU) and the Association of American
Medical Colleges (AAMC) accelerated their efforts to issue guidelines for their members, which
they did in 2002. Many, including HHS, applauded their responsible initiatives and will be
watching to see how the research community responds to them. A sensible and effective
approach to identification and management of potential conflicts that might otherwise undermine
public confidence in, or even the integrity of, the human research process is essential. Recent
revelations that Harvard Medical School might takes steps to loosen its restrictions on financial
relationships of investigators with companies sponsoring their research are not reassuring,
coming only weeks after HHS issued its final draft guidance document calling for more careful
consideration of such financial relationships and the conflicts of interest they can create. That
monetary considerations can and do affect investigator behavior and may compromise the safety
and interests of human subjects remains a serious concern. The AAMC and the AAU have made
this point very clearly in their published guidelines and it is now up to the research community to
take the lead. Congress should continue to monitor developments in this area closely. Failure of
the research community and industry to act responsibly in this arena may require regulatory
remedies.

Recommendation 9: Promote international harmonization of standards for human
research and capacity development.

The international community of scientists and physicians is intensifying its efforts to address the
complex challenges of international, cross-cultural research. The HHS Inspector General
recently issued a report on oversight of international human research, and identified the many
challenges that exist. Last March, OHRP created a new interdisciplinary Program for
International Activities to lead and coordinate the Department’s human subjects protection
activities in the international domain. HHS, through OHRP and FDA, has taken a leading role as
a partner alongside other international organizations to encourage and support education and the
development of capacity for ethical review and oversight of human research throughout the
world’s research community.

In December 2001, the Department hosted the Third Project Development Team meeting of the
Strategic Initiative for Developing Capacity for Ethical Review (SIDCER), an initiative fostered
by the World Health Organization and the European Forum for Good Clinical Practice. Under
the auspices of SIDCER, regional fora have been established around the world to promote and
support local development of ethics review committees and to establish standard operating
procedures and criteria for surveying their operations to ensure quality. In 2002 HHS, including
OHRP and FDA, sponsored and participated in five regional international workshops as part of
SIDCER’s initiative in Best Health Research Practices. OHRP already extended its quality
improvement initiative to the international domain at the request of the major universities of
South Africa, where a team visited six centers last summmer. FDA has also increased its
international Bioresearch Monitoring Program, reflective of the globalization of clinical research

14
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and submission of multinational studies as part of product applications. As globalization
continues, more intensive oversight efforts must also be pursued. As in the United States,
independent international accreditation of human research protection programs may be an
effective mechanism to enhance their effectiveness and facilitate the acceptance of data to
support the drug approval process globally, even in the absence of a uniform global regulatory
framework, something that is unlikely to develop any time soon.

The globalization of hunan research is clearly accelerating and the US must be a partner in that
process. HHS is continuing to work with the World Medical Association, the European Forum
on Good Clinical Practice, the Council of International Organizations of Medical Societies and
other international organizations to refine the interpretation and application of the revised
Declaration of Helsinki. FDA has played a leadership role in the adoption of Good Clinical
Practice guidelines as a harmonized international framework for responsible conduct of clinical
trials. The NIH, through its Fogarty International Center, and the Centers for Disease Control
and Prevention (CDC) are partners in these efforts. A working group was convened prior to my
departure from HHS to propose guidelines for evaluating the basis of ‘equivalent protections’ for
human research participants as called for in the Common Rule when federally supported research
is conducted outside the US. A report from this group should be finalized soon. As international
efforts to build capacity for responsibly conducting ethical human research around the world
grow and expand, we must be part of them, even if this means clarification of modification of
existing regulatory requirements.

Concluding Remarks

The American people can reap the benefits of biomedical research and technological discovery
only through human studies and they deserve the best efforts of the Congress and the
Administration to increase our national investment in research and development. But without an
effective system for protection of human subjects, we risk losing the trust of those individuals
upon whom our human research is absolutely dependent.

Too often, our attention has focused on deficiencies and tragedies, often to the exclusion of the
positive. Accordingly, OHRP commissioned an independent consultant to develop a national
award program to recognize programs of excellence in protection of human research subjects.
This program, the Awards for Excellence in Human Research Protections (AEHRP) is now in
place and the first award was announced at the Public Responsibility in Medicine and Research
(PRIM&R) annual meeting in December of last year, going to the Baylor College of Medicine for
its development of an information system to support the human research protection program.

Such approaches are consistent with a performance-based system that focuses not on regulatory

compliance per se as an end, but truly on the effectiveness of the process for its real goal,
protection of human research subjects.

15
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While HHS and the other federal agencies, and the research community at large can rightfully
take pride in what has been accomplished or initiated during the initial phases of an ongoing
remodeling effort, much remains to be done. The magnitude of the task is enormous, as is its
complexity. Obviously, changes in leadership can shift priorities, and some of the initiatives that
have been started could fall by the wayside. I hope that they do not...only time will teil.

As this remodeling of our system for protection of human research subjects continues, we must
be cognizant both of the progress being made and of the impediments that continue to stand in
the way. As new programs of quality improvement, education, expanded not-for-cause
compliance oversight and private accreditation are being implemented, there is a critical need to
collect data that will help allow objective evaluation of the effectiveness of these reforms. In the
end, the responsibility will likely fall to Congress to take comprehensive legislative action to
promote and coordinate initiatives directed toward promoting responsible conduct of human
research, including protection of human subjects, and ensuring that the resources provided for
these efforts are commensurate with their importance to the realization of our human research
mission.

Creation of an autonomous oversight office within the VA was, and today remains, an important
step toward ensuring the integrity of its human research programs and enhancing its system for
protection of research participants. The same can be said for oversight of all human research
across the federal government. I believe, as do many others, that time has come, in fact, is
overdue, for definitive and comprehensive action to create a single regulatory framework for all
human research regardless of the source of funding and a single, autonomous office, agency or
commission to implement the process, with oversight of the office by an independent board of
overseers composed of representatives drawn from both the public and private sectors, and a
truly independent and balanced advisory committee based outside of the political influence of
government that possesses the wisdom and insight to tackle the challenging ethical and policy
issues facing human research today and tomorrow.

In closing, I would like to acknowledge and thank my many friends an colleagues both in
government and in the private sector who have contributed to the ideas expressed in this
statement, and in some cases to the actual text through their thoughtful comments and
suggestions. In particular, I would like to thanks Dr. Arthur Lawrence, Deputy Assistant
Secretary for Health, HHS for his strong support and invaluable counsel and advice during my
period of government service.

This statement is not intended to represent an official position of the U.S. Department of Health
and Human Services, National Science and Technology Council, or any other federal offices or

agencies.

Thank you, Mr. Chairman and Subcommittee members for this opportunity to share these views.
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Appendix 1: Report to the Advisory Committee to the Director, National Institutes of Health,
from the Office for Protection from Research Risks Review Panel; Nancy Dubler and Renee
Landers, Co-Chairs, June 3, 1999.

Full text available at http://www.nih.gov/about/director/060399b.htm, accessed June 12, 2003.
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Statement
of
Robert H. Rosweli, M.D.
Under Secretary for Health
Department of Veterans Affairs
on
Human Research Participant Protection Program
before the
Subcommittee on Oversight and Investigations
of the
Committee on Veterans’ Affairs
U.S. House of Representatives

June 18, 2003

Mr. Chairman and Members of the Subcommittee, | appreciate the opportunity to
appear before you today to discuss the Department of Veterans Affairs (VA) human
research participant protection program. We share your concern about research
activities that placed patients at inappropriate risk or resulted in actual harm. The
simple truth is that because of inappropriate research activities, some VA patients were
placed in harm’s way. [t is unconscionable that any man or woman who wore a uniform
in defense of our country be placed in jeopardy once again because they volunteered
for research. We are in the process of changing our policies and operations in a
manner that demonstrates that unethical research behaviors will not be tolerated. We
will ensure that patients are optimally informed when they consent to participate in
research, and that the research activities are safe and ethical. Thus, we have
developed and are implementing new programs and training to support successful
research conduct, management, and oversight at every level of the organization.
Today, | would like to give you a progress report.

Since VA announced a research stand-down on March 6, 2003, we have made
significant changes in the requirements for the conduct of research. First, we have
required verification of appropriate Institutional Review Board (IRB) operation. In this
process, leadership at each VA facility that conducts human research were required to
certify that the local institutional review board (IRB) and research and development
committee oversee human studies effectively. This process assures that research
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protocols were adequately reviewed by an appropriately constituted IRB committee and
that forceful provisions for ethical research conduct, such as good informed consent,
are present.

Second, we have required training of over 15,000 individuals involved in human
studies research in good clinical research practices. The good clinical practices
program addresses the responsible, ethical, and accepted conduct of research. it
provides particular focus on assuring the adequacy of informed consent and the
increased responsibility for the care of patients in research protocols. Human studies
research personnel are now also required to take refresher courses on an annual basis.

Third, to assure appropriate training and no history of illegal or unethical
behavior, we have required credentials verification and background checks of VA
research personnel with any degree patient contact or programmatic responsibility.
Facilities were directed to confirm the credentials of all VA research personnel that
come into contact with patients, not just those of independent health care providers.
Sites are independently verifying education and professional certifications and have
annual checks of all licenses. Facilities now repeatedly review the Department of
Health and Human Services exclusionary lists to assure that they do not include any
research staff. ORD is also creating an electronic means of tracking all employees
involved in human subjects research fo facilitate checking these individuals against
exclusionary lists.

in the past 90 days, VA has achieved 98 percent compliance with the IRB
verification requirements, 93 percent compliance with the training requirements, and 85
percent compliance with the credentialing responsibilities. As outliers have correction
plans in place, we will achieve 100 percent compliance.

While VA demonstrated leadership in establishing an Office of Research
Compliance and Assurance (ORCA) in 1939, our experiences have compelled us to
establish mechanisms for more rapid, broad and effective development and
dissemination of policy and education. These actions are directed to go beyond
assurance of compliance and assure adequacy and integrity of research operations.

Recently, VA established the Program for Research Integrity Development and
Education (PRIDE) within the Office of Research and Development (ORD). PRIDE is a
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groundbreaking program that is responsible for all education, training, and policy
development related to human research protection at the VA. Although it has been in
existence for only a few weeks, PRIDE already has assisted in:

e Staffing the research “stand down”;

» Creating a biue ribbon advisory committee on ethical research conduct;

+ Reinitiating the accreditation process for human research programs at VA
facilities;

+ Creating new programs for education and assistance;

» Establishing links with other organizations involved in the protection of human
research subjects; and,

s During the three-month period of the research stand down, VA instituted
credentialing standards for research personnel that exceed any in place
anywhere in the United States.

VA has already sought, and is receiving, external guidance in setting the agenda
for PRIDE. A nationally prominent panel to advise ORD and PRIDE on important issues
pertaining to the protection of human subjects has been established. One of the
foremost research ethicists (with particular expertise in informed consent), Dr. Baruch
Brody from the Baylor College of Medicine, is heading the Blue Ribbon Panel on
Maximizing Human Protection in VA Research. The pane! includes members
representing bioethics, health law, industry, and academia. The panel is charged with
articulating the necessary structures and process for insuring ethical research. They
are charged to base their work upon review of all relevant U.S. and international
documents governing human subjects research.

PRIDE is already serving as a resource for providing guidance and policy
development for responsible research conduct. These activities coordinate with, and
require collaboration with, the policies and work of other agencies and organizations
involved in protection of human subjects, both inside and outside the VA. Such entities
include NCQA, the Food and Drug Administration, the National Institutes of Health,
other components of VA, and quality assurance and patient safety organizations.

Policy development and education are only useful to the degree that they inform
the actions of managers and researchers. One of PRIDE’s most critical initiatives is the
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Center On Advice and Compliance Help or “COACH.” This new center is directed
toward providing training and educational resources on all aspects of the ethics and the
logistics of human research protection. COACH will communicate with local VA
facilities and investigators in person, by phone, by e-mail, and will provide educational
materials on the Internet and at local, regional and national meetings. COACH wili also
provide training in research conduct that will lead to successful research program
accreditation.

In 2000, VA became the first Federal department or agency to seek independent,
external accreditation of human research programs. Following a competitive selection
process, VA contracted with the National Committee on Quality Assurance (NCQA) to
develop and implement a comprehensive program. Based on a review of first-year
evaluations, VA and NCQA placed this program on “pause” in the spring of 2002 to
refine the logistics and better standardize the review criteria. Revised standards were
published April 2003. The accreditation process will begin again this summer, and all
VA facilities that have human research programs will complete the accreditation process
by the summer of 2005,

While a new infrastructure has been developed in the ORD to support effective,
rapid improvement in research conduct, VA believes strongly in independent oversight.
As described, policy and programmatic educational activities now reside in the Office of
Research and Development. Oversight of compliance with policy, regulation, law, and
ethics is the responsibility of the Office of Research Oversight (ORO). All human
resources of the predecessor office, ORCA, are contained in ORO and devoted to their
charged responsibility for oversight of compliance with regulatory and policy aspects of
human subjects protections, animal welfare, research safety, and research misconduct.
ORO reports to the Office of the Under Secretary for Health.

Since its inception in 1999, ORO's predecessor, ORCA, contributed in many
ways to the improvement of VA’s protection of human subjects participating in research.
ORCA provided prospective compliance consultations, retrospective compliance
reviews, a compliance assurance program, and a training, education and development

function.
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Despite ORCA's remarkable contributions since 1999, continuing and intolerable
breeches of human research conduct compelled us to make changes in office
responsibilites. These changes modify, not abandon, the principies that brought ORCA
forth. Oversight is required, but as Deming taught, quality cannot be inspected into a
process. For improved outcomes, processes must be changed. As the Office of
Research and Development has responsibility for the management of research
processes, clear alignment of policy and training with ORD is critical. The diffusion of
role responsibilities has unacceptably delayed necessary policy on human subjects
protection. Moreover, reluctance of field managers and researchers to rapidly seek
corrective assistance from the authority that imposes sanctions is understandable.

As all personnel in the former ORCA are now exclusively devoted to oversight in
ORO, VA's capacity for research oversight is effectively increased. While we fully
expect and are observing that ORO’s investigations and reviews are educational, the
Office of Research and Development's PRIDE and COACH programs have already
established successful relationships with the responsible facility officials and
researchers. Their early work, including training in good clinical research practices and
policies requiring certification of IRP function and researcher credentialing, is proactively
addressing and resolving potentially — and manifestly — problematic situations. As
described, the progress in the past 90 days alone has been remarkable.

The legacy of ORCA’s accomplishments will be used to facilitate the roles of both
ORO and ORD in improving research. |n addition to providing seminars for researchers
and leadership, ORCA developed compliance information and tools for regulatory
compliance, research program self-assessment, and continuous quality assurance.
ORCA developed invaluable compendia of linked regulations, policy, and accreditation
standards that were published on compact disk, a template for standard operating
procedures in research compliance, and a web-based training program. ORCA alsc
provided outreach to veterans about their rights in research.

Both ORO and ORD wiil benefit from ORCA’s history of active participation at
national meetings regarding ethical research conduct and regulatory initiatives. Both
offices also benefit from established linkages with other Federal regulatory agencies
and professional organizations such as the Office of Human Research Protections and
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the Food and Drug Administration that help ensure consistent approaches to
compliance oversight within VA, appropriate external reporting, and rapid correction of
noncompliance.

ORD and ORO activities are increasingly complementary with oversight
problems identified by ORO being met with aggressive solutions by ORD. It is also
indisputable that ORO's oversight and investigative process is invariably educational.
The skill set embodied by ORO staff in its five Regional Offices around the nation, and
guided by ORQO’s Central Office component, is well capable of informed, consultative
intervention.

ORO operations will continue in the tradition of ORCA which visited nearly all VA
Medical Centers and Health Care Systems that conduct research and provided 10
formal prospective overview visits, 9 systematic post accreditation team visits to sites
found not accredited by the National Committee for Quality Assurance, 19 major for-
cause onsite reviews, 13 more limited visits to focus on issues of serious
noncompliance in human subjects protections, and investigations of hundreds of
comphiance issues identified from sources within and outside of VA amenable to
correction through compliance advice or action plans developed collaboratively with
local facility personnel.

Because of its oversight mission, ORO will continue to serve as VA’s governing
body for Federal Wide Assurance (FWA) for VA facilities. ORQ, in partnership with the
Office of Human Research Protections in the Department of Health and Human
Services, administers this assurance of compliance process, without which no IRB or
hurnan research program can operate.

Notably, ORO and its predecessor office negotiated over 100 Federal Wide
Assurances and related agreements with VA facilities fo assure their commitment to
carrying out the Common Rule protections afforded to human subjects of research, and
set forth in the VA regulations at 38 C.F.R. Part 16

While compliance is critical, ORD’s now explicit responsibilities for policy,
training, program management, and funding are linked in a manner that provides
support for rapidly correcting deficiencies. Research programs that fail to appropriately
safeguard patients and the values of ethical research conduct will have funding
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terminated. In parallel, this transition affords ORO the opportunity to focus on oversight
activities. In the past four years, ORO has laid extensive groundwork for a sound
research oversight program to better assure compliance with policy, law, and ethical
research conduct. Not surprisingly, ORO's increased oversight and assessment
activities have resulted in increased numbers of findings and have revealed that ORO
will need to continue its vigilance in the years and months ahead. As compliance issues
are identified, the ORO compliance staff have worked closely with local facilities,
research personnel, and the Veterans integrated Service Networks to correct both
isolated and systematic problems through prescribing and ensuring remedial actions.

In our revised program of protections, ORO will enjoy greater role clarity in
discharging the oversight functions of its predecessor. The increased focus on
oversight activities will assure that problems are investigated and — with ORD as a
committed peer office, providing effective and timely policy and training — corrected.
We commit to this so that the Department of Veterans Affairs maintains the highest
quality research programs in the country, and most responsibly serves the needs of our
nation's veterans.
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WRITTEN COMMITTEE QUESTIONS AND THEIR RESPONSES
DEPARTMENT OF VETERANS AFFAIRS
UNDER SECRETARY FOR HEALTH

WASHINGTON DC 20420

JUL 282003

The Honorable Steve Buyer

Chairman

Subcommittee on Oversight and Investigations
Committee on Veterans’ Affairs

U.S. House of Representatives

Washington, D.C. 20515

Dear Chairman Buyer:

Enclosed are the Department of Veterans Affairs’ responses to the 18 post-
hearing questions you submitted as a follow up to the Subcommittee on Oversight and
Investigations’ hearing on Human Subject Protections held on June 18, 2003. A
complete set of responses (redacted and unredacted number 4) were provided
electronically to your staff on July 21, 2003.

If you have further questions, or need additional information, please have a
member of your staff contact Doug Dembling, in the Office of Congressional and
Legislative Affairs. He may be reached at 202-273-5615.

Sincerely yours,

YA

Robert H. Roswell, M.D.

Enclosures
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Post-Hearing Questions for
Robert H. Roswell, M.D.
From Chairman Steve Buyer
Regarding the June 18, 2003, Hearing
On Human Subject Protections

1. The GAO's testimony is highly critical of VA’s efforts to implement the
recommendations made in its September 2000 report on human subjects protections. it
does, however, praise ORCA for the actions its staff took during the same period of
time. in light of this, please explain VA's rationale to abolish ORCA?

Response: The Office of Research Compliance and Assurance (ORCA) contributed in
many ways to the improvement of VA’s protection of human subjects participating in
research. However, despite ORCA's contributions, recurrent issues related to human
research conduct compelied VA to make changes to both ORCA and ORD. VA’s
experiences let to the establishment of mechanisms for more rapid, broad and effective
development and dissemination of policy and education. These actions go beyond
assurance of compliance, and are directed to assure the adequacy and integrity of
research programs. The changes modify and strengthen the principles that brought
ORCA forth. All personnel in the former ORCA are now exclusively devoted to
oversight in the new Office of Research Oversight (ORO), expanding VA’s capacity for
research oversight.

2. Dr. Wray recently held a training seminar for senior VHA officials in Ann Arbor, Mi.
Before that training seminar, how many similar seminars were held since 1999?

Response: Veterans Health Administration (VHA) officials from ORCA conducted
eleven one-day regional leadership seminars since 1999. No national research training
seminars were previously held for senior leadership. Additional information is included
in the response to number 12.

3. Does the VA believe it is essential to give the Office of Research Oversight the
authority not only to monitor situations where there may be problems, but also to give it
the authority to initiate random checks?

Response: Yes. ORO will visit some facilities even when there is no evidence to
suggest there are compliance problems. In the past, ORCA visited at the invitation of
leadership in the facilities and the Networks and performed multi-assessment visits to
review compliance at the facilities.

4. For researchers who violate either the Common Rule or VA’s internal policy on
human subject protections, but do not actually commit a crime, does the Department
have a set procedure concerning disciplinary actions? Does VA have a minimum level
of discipline? What disciplinary actions were taken against the researchers at West LA
in 1999?
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Response: 4. For researchers who violate either the Common Rule or VA's internal
policy on human subject protections, but do not actually commit a crime, does the
Department have a set procedure concerning disciplinary actions? Does VA have a
minimum level of discipline? What disciplinary actions were taken against the
researchers at West LA in 19997

Response: The facility director determines disciplinary action on a case-by-case basis.
Sanctions can include termination. ORD can bar individuals from receiving VA funding,
and ORO can suspend the assurance of a facility (but not individual) until the site is in
compliance.

Several individuals received disciplinary action at West LA in 1998, The Chief of Staff
received a reprimand - this action has expired. The

received a reprimand; this action has expired and was purged from the
individual's personnel file. The received a demotion,
but the action was overturned upon review of the Merit Systems Protection Board. One

was suspended. However, the grievance process overturned the

suspension. The resigned in August 2001 and is not currently a VA
employee.

5. Did the VA consult with {the] Office of Human Research Protection (OHRP) when it
moved to create a new organizational structure within the Office of Research and
Development?

Response: No. VHA had access to the policies of OHRP and other organizations
involved in research protections.

6. s the VA familiar with the Report fo the Advisory Committee fo the Director, NIH
from the Office for Protection from Research Risks Review Panel, published in 19997
Was this gold plate standard utilized during VHA's reorganization of ORD and ORCA?

Response: VHA is familiar with the report and has consulted closely with one of its
authors. While some analogies can be drawn between the relationship of the former
Office for Protection from Research Risks (OPRR) to the National Institutes of Health
and that of ORCA to ORD, the scope of oversight of OPRR and its successor, the Office
for Human Research Protections differ greatly from ORCA. Unlike the NiH, VA
conducts an intramural research program. In addition to funding grants, VA employs its
principal investigators and maintains responsibility for ensuring that its patients get the
highest quality care. Therefore, ORD's first moral obligation is to preserve and ensure
the health of our veterans—in short, to ensure the protection of human subjects.

7. Secretary Principi issued a memo on Aprit 15, 2003 expressing great concern about
the lack of training in ten crucial areas. Did the training session conducted by Dr. Wray
address all ten of his concerns? Please provide the Subcommittee with VA's written
plan that responds to this mandate.
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Response: Yes, additional details are presented in the reply to question 12 below.

8. VA’s written testimony discussed the “stand down” which was completed on June 6"
with the submittal by each VAMC of a written report to central office. Since you have
established the new Office of Research Oversight to check on research compliance,
what is ORO's role in evaluating the reports for their adequacy? When will ORO
provide the Under Secretary for Health with an assessment of the adequacy concerning
actions taken by the VAMCs during the “stand down?”

Response: Directors of 107 of 109 facilities have attested “that their active Institutional
Review Boards (IRBs) and Research and Development Committees are functioning
effectively, are appropriately constituted, and meet regularly to provide timely review
and oversight of new and continuing protocols as well as review adverse events and
serious adverse events.” ORO is discussing with ORD activities at the two facilities
where additional work may be needed.

The remainder of the report focuses on areas within the purview of ORD. ORD briefed
the Under Secretary for Health through the Deputy Under Secretary for Health on
June 26. ORD briefed the Secretary on June 26, and the Deputy Secretary on June 27.

9, When GAQ submitted its report in September 2000, entitled “Protection for Human
Subjects Need to Be Strengthened,” the VA agreed to promptly fulfill the five
recommendations. The VA agreed to issue current, comprehensive and clear guidance,
including a new Handbook on Human Subjects Protections. Despite commitments
made by VA at three previous hearings before this committee, the Handbook has not
yet been published. Why has it not been published? When will it be published?

Response: VHA has been preparing a handbook that accurately reflects Federal
human research protection policies. Changing standards and varying interpretations
complicated and lengthened the concurrence process. VHA delayed publication of the
handbook and two others dealing with research protections this winter to incorporate the
provisions of the Health Insurance Portability and Accountability Act. This has been
accomplished and the handbook was published on July 15 (copy enclosed).

10. VA also agreed to determine the funding levels needed to support human subjects
protection and ensure the appropriate allocation of funds. When was this assessment
made? What funds are now allocated to adequately support the resources needed at
VAMCs to support a robust human subject protection program?

Response: Health services researchers from VA, the University of Rochester, and the
University of California at Los Angeles completed the study in June 2002. However,
they restricted their assessment to institutional review boards (IRBs). The study found
that a biomedical institutional review board is an expensive operation. Changes in
regulations and the push to accredit IRBs and to certify IRB administrators have
increased board costs. Over time this will place greater burden on small IRBs,
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particularly those at academic medical centers where administrative reimbursement
from the National Institutes of Health is capped at 26 percent.

IRB costs throughout the VA are estimated to be nearly $20 million per year. In
addition, annual research participant oversight and compliance costs have risen to over
$3 million. VHA provides partial funding for IRBs through VERA. ORD has funded the
oversight and compliance costs ($5 million has been transferred from the FY '03
Medical and Prosthetic Research budget to cover anticipated costs) and invested more
than $3 million per year in other research participant costs such as National Committee
for Quality Assurance (NCQA) accreditation, researcher training and education, and
computer equipment and software. ORD funding will increase with the full
implementation of the Program for Research Integrity Development and Education
(PRIDE). Implementation of VHA Directive 2003-031, Establishment of a Facility
Human Protections Program (FHPP), will increase the funds available for this program.
When accepting this type of grant/gift, VA officials will be required to ensure that the
funds provided through such grants include an amount equal to 10 percent of the direct
cost of study, or a flat fee of $1200, whichever is greater. The purpose of this policy is
to assist VA fagcilities in fully covering the costs associated with protecting human
subjects who participate in such research studies. The policy applies to all newly
funded and VA-approved industry-funded studies conducted at VA facilities

11. VA's testimony briefly discussed the status of the external accreditation program for
the Human Research Protection Programs at VAMCs through a contract with the
National Committee for Quality Assurance (NCQA). At the September Hearing last
year, VA testified that it had directed the former ORCA to complete an evaluation of this
accreditation program. The Subcommittee was provided with a copy of the program
evaluation last December with one overall recommendation and eight general
recommendations. Did VA endorse the recommendations and what has been done to
implement them? How is the NCQA Certification process progressing?

Response: ORD endorsed the recommendations and has been implementing them by
working very closely with NCQA since January 2003, through contract changes, and by
Research and Development Accreditation Consulting Team (ReDACT) training.
ReDACT ftraining for six VA facilities was held June 25, 2003. The revised standards
(Version 2.1) were posted on the NCQA website in April 2003, and the revised policies
and procedures were posted in June 2003. VHA will work with each site individually to
ensure that it is capable of being fully accredited.

NCQA accreditation activities will resume by early September 2003, when two sites
(Memphis and Hines) will submit their required paperwork. On-site surveys will begin in
October, and NCQA will speed up the process so that by spring 2004, approximately
four facilities per month will begin the accreditation process. All VA facilities will have
gone through the accreditation process by August 2005.

12. Secretary Principi issued a memo on April 15, 2003 expressing great concern about
the lack of training for the senior level in management of VA research training in ten
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crucial areas. Has ORD's training addressed all ten of his concerns? Please provide
the Subcommittee with its written plan that responds to the Secretary’s memo.

Response: The training plan (see attached course outline) addresses each of the
Secretary’s concerns. One hundred thirty-six medical center directors received one day
of training on May 29, 2003 in Ann Arbor. They will receive another half day on July 31.
Other senior management will also attend the July 31 session, and the May 29 program
will be repeated for them on August 1.

13. During Dr. Wray's teleconference on March 10, 2003 she stated that “the Office of
Human Research Oversight will be a much, much smaller office and have responsibility
only to do focus reviews for cause when | report to them for cause.” Is this still the
Department’s position about ORO’s role?

Response: No. ORO will have a broader role than implied during early discussions of
the transition for the office. ORO will retain the responsibilities of the former ORCA for
matters related to research compliance and oversight involving protection of human
research subjects, research misconduct, animal welfare, and research safety.

14. When the VA established the former ORCA, now ORO, it was stated to the
Committee during the April 21, 1999, hearing that “ORCA will be an independent,
objective and unbiased entity in its compliance and oversight activities.” In particular,
ORCA would not be a part of the Office of Research and Development (ORD) to ensure
that there wouid be no jeopardy to its impartiality and credibility. In January 2003, VA’s
original plan was to incorporate ORCA as a component of ORD. What precisely were
the reasons for this change of direction?

Response: In January 2003, as issues continued despite the creation of ORCA, VHA
began to carefully explore a range of possible organizational structures to more
effectively achieve compliance at all research sites. In particular, there was concern
that the effectiveness of ORCA was being undermined by the fact that sites were
reluctant to seek consultation from ORCA for fear of triggering an investigation. One
option that was considered was to incorporate ORCA into ORD.

After reviewing different possible structures, and in consultation with VA’s congressional
oversight committees, VHA determined that the compliance and oversight functions
should remain outside of ORD to ensure complete faith in the independence, objectivity
and lack of bias. Further VHA deemed it essential to the effectiveness of the human
protection program that all policy and education functions be removed from the office
responsible for oversight and compliance, and placed in ORD so that there could be
undivided focus on developing policy, guidance, training and prevention of human
protection problems before they occur.

15. During the four hearings this committee has held since 1999, including the two that
the current VA Under Secretary for Health testified at last year, there was unequivocal
support for the former ORCA. Without consulting with Congress, VA decided to
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eliminate ORCA and incorporate it in the Office of Research and Development (ORD).
Now we have a new organization the Office of Research Oversight. What assurances
can you give the Subcommittee that ORO will be able to conduct its work with the
independence needed to ensure that it is a credible entity, beyond reproach and of the
highest integrity. ’

Response: | am committed to keeping the Office of Research Oversight independent
from the Office of Research and Development. ORO has retained all of the authorities
of the former ORCA, with the exception of education and training activities. A Chief
Officer reporting to the Office of the Under Secretary for Health heads the office. The
new directive for ORO wili reflect its independence from ORD.

16. H.R. 1585 would require the entity, and | presume it will be ORO, to provide regular
counsel to the Under Secretary for Health on all matters within its scope of
responsibility. In order to avoid any conflict in this role vis-a-vis ORD, should it state
that ORO is the primary advisor to the USH in these matters?

Response: ORO should be the primary advisor to the USH on research subject
protection issues involving compliance and Federal-Wide Assurances. ORD should be
the primary advisor the USH on research subject protection issues involving education
and policy development.

17. H.R. 1585 would require that ORO conduct periodic inspections and evaluations of
research integrity at VAMCs. Is ORO able to immediately conduct such prospective
investigations and evaluations?

Response: ORO is prepared immediately to conduct prospective investigations and
evaluations of research integrity at VAMCs. The Office has a comprehensive protocol
that provides for the inspection and evaluation of human research protection, animal
welfare, research misconduct, and research safety programs.

18. H.R. 1585 would require the Director of ORO to suspend, restrict, or modify
research as determined to be appropriate. The Subcommittee understands that the
former ORCA did make such determinations in consultation with OHRP/DHHS. How
did that process work and do you think that the Director of ORO can appropriately
discharge this responsibility.

Response: In ORCA, any suspensions or restrictions on the assurances for the
protection of human subjects were discussed in advance with OHRP to assure
consistency with their policies. OHRP is a cosignatory on the Federa! Wide Assurances
that ORCA/ORO negotiate with the VA facilities. The Chief Officer also discussed the
actions with the Under Secretary for Health and/or the Deputy Under Secretary of
Health. This was done by telephone or in person prior to the facility and the Network
offices being notified that these actions would be taken. ORCA/ORO does not require
“modifications” in the research in a broad sense, but may require or recommend that
additional protections for human subjects be included in the research being carried out
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or to be carried out. Depending on the nature of these modifications, ORO staff may
consult with OHRP in advance and keep the office of the Under Secretary informed.
Under the authority of the Assurance required by regulation and signed by both the
ORO Chief Officer and a representative of OHRP, ORO will retain the responsibility for
discharging any suspension or restriction of the Assurance.
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Department of y
Veterans Affairs A mployee Education System

Department of Veterans Affairs Employee Education System
presents
COURSE NO. 03.ST.OT.RES.A

EFFECTIVELY MANAGING RESEARCH:
TODAY’S VA RESEARCH LEADING TOMORROW’S HEALTH CARE

July 31, 2003 - August 1, 2003
in cooperation with
The Office of Research and Development

Place: Hiiton Chicago
720 South Michigan Avenue
Chicago, IL 60605

Phone: 312-922-4400
FAX: 312-922-5240

Purpose: The purpose of this program is to present participants with the importance of
research to the future of clinical care and with critical safety issues related to
human research.

Topics will include research ethics; principles of conducting human research,
informed consent, legal issues, research participant protection; compliance
requirements, research credentialing and privileging, legal issues, managing
Institutional Review Boards (IRBs), managing research funding, non-profit
research corporations, HIPAA, and the Privacy Act. Also discussed will be the
new vision of the Office of Research and Development (ORD). Participants
will have the opportunity to meet with ORD staff to discuss how ORD can
help them achieve the objectives of this program.

Qutcome At the completion of the program, the participant will be able to:
Objectives: 1. discuss the new research vision;
2. identify how VERA dollars for FY2004 will be distributed;
3. identify the roles of foundations;
4. discuss their responsibility for the success of the research mission;
5. discuss the ethical and regulatory guidance related to research;
6. develop skills to identify, assess, and ensure the structural components
of the Medical Center Research Program to ensure the protection of

For more information about the products and services provided by the Employee Education System (EES),
visit our website at http://vaww.ces.irn.va.gov/,
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human subjects, e.g., informed consent, compliance, managing IRBs,
credentialing and privileging, HIPAA, and the Privacy Act; and

7. identify resources for human studies compliance; and develop systems
to identify problems and implement solutions to research-related
problems.

Medical Center Directors, Associate Directors, Chiefs of Staff, VISN Directors
and their Chief Medical Officers and others involved in managing research
activities.

Accreditation Council for Continuing Medical Education (ACCME)
The VA Employee Education System is accredited by the Accreditation

Council for Continuing Medical Education to provide continuing medical
education for physicians.

American Nurses Credentialing Center (ANCC}

VA Employee Education System is accredited as a provider of continuing
nursing education by the American Nurses Credentialing Center's Commission
on Accreditation.

Accreditation Council for Continuing Medical Education (ACCME)
The VA Employee Education System designates this educational activity for a

maximum of 9.5 hours in category 1 credit towards the American Medical
Association Physician's Recognition Award. Each physician should claim
only those hours of credit that he/she actually spent in the educational activity.

American Nurses Credentialing Center (ANCC)

VA Employee Education System designates this educational activity for 11.4
contact hours in continuing nursing education.

A Certificate of Attendance will be awarded for 9.5 hours to all other
participants. The Employee Education System maintains responsibility for the
program. A certificate of attendance for 9.5 hours will be awarded to
participants and accreditation records will be on file at the Employee
Education System. In order to receive a certificate from EES, you must sign in
at the beginning of this activity, complete an evaluation, attend 100% of the
program, and pick up your own certificate at the conclusjon of the program
(certificates will not be mailed). EES cannot issue certificates for less than
100% participation as required by accrediting body regulations.



