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American Society of Clinical Oncology Policy Statement:
Oversight of Clinical Research

Adopted on November 7, 2002, by the American Society of Clinical Oncology

Executive Summary: Well-publicized lapses in the re-
view or implementation of clinical research studies have
raised public questions about the integrity of the clinical
research process. Public trust in the integrity of research is
critical not only for funding and participation in clinical trials
but also for confidence in the treatments that result from the
trials. The questions raised by these unfortunate cases pose
an important opportunity to reassess the clinical trials over-
sight system to ensure the integrity of clinical research and
the safety of those who enroll in clinical trials.

Since its inception, the American Society of Clinical Oncol-
ogy (ASCO) has worked for the advancement of cancer
treatments through clinical research and to help patients
gain prompt access to scientifically excellent and ethically
unimpeachable clinical trials. As an extension of its mis-
sion, ASCO is affirming with this policy statement the
critical importance of a robust review and oversight sys-
tem to ensure that clinical trials participants give fully
informed consent and that their safety is a top priority.
Ensuring the integrity of research cannot be stressed
enough because of its seminal connection to the advance-
ment of clinical cancer treatment.

The overall goal of this policy is to enhance public trust
in the cancer clinical trials process. To achieve this, the
following elements are essential:

1. Ensure safety precautions for clinical trial partici-

pants and their fully informed consent.

2. Ensure the validity and integrity of scientific re-
search.

Enhance the educational training of clinical scientists
and research staff to ensure the highest standards of
research conduct.

4. Promote accountability and responsibility among all
those involved in clinical research (not just those
serving on institutional review boards [IRBs], but
also institutional officials, researchers, sponsors,
and participants) and ensure support for an effective
oversight process.

Enhance the professional and public understanding
of clinical research oversight.

Enhance the efficiency and cost-effectiveness of the
clinical research oversight system.

This policy statement makes recommendations in several
areas that serve as principles to support an improved system
of oversight for clinical research. ASCO will work with all
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financial and time efficiencies that central review pro-
vides. Centralized review boards (CRBs) would also con-
tribute consistency and efficiency to the process. Once
successfully completed, the review would represent an
approval to open the protocol at all of the institutions that
have subscribed to the centralized review system. Local
IRBs would be able to devote time usually spent on initial
review fo ongoing monitoring of the trial taking place at
their institution.

Considering the enormous size and complexity of the
clinical research enterprise, ASCO envisions multiple CRBs,
which could be distributed as regional review boards.
Central review will use a single protocol and consent form,
and monitor and evaluate adverse events (AEs) on a
global basis, eliminating many of the time-consuming
steps for the local IRB. Global monitoring and assessment
of AEs has real potential to enhance trial participants’
safety by giving local institutions more information on the
overall trial and enabling them to devote more time to
ongoing review of the trial onsite. Use of a CRB also has
real potential to reduce the costs of clinical trial oversight
by allowing local IRBs to eliminate the costs of initial
review. These efficiencies will likely lead to institutions
redirecting funds toward monitoring ongoing trials. Al-
though a CRB has potential to improve the efficiency of the
process, a CRB could also have tremendous ability to delay
valuable trials. Checks and balances must be included in
the newly devised system to ensure timely review and
appeals of CRB actions.

ASCO proposes the advent of a new pilot program for
centralizing review of clinical trials. It requires clear en-
gagement of all stakeholders in planning the experiment,
clear articulation of the goals, and assurance of federal
regulatory protection for institutions choosing to partici-
pate. If successful, this CRB pilot project could be expanded
to include multi-institutional industry-sponsored research.

« Education and Training: Education and training are critical
to the ultimate success of an improved oversight system.
All members of the research team should receive compre-
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parties involved in the clinical research system to develop the
steps necessary to implement these recommendations.

« Centralized Trial Review: A large percentage of oncology
clinical trials are coordinated through the National Cancer
Institute’s (NCI) system of cooperative groups, which al-
ready incorporates centralized scientific review. As such,
there is a tremendous opportunity to employ a centralized
mechanism to provide ethical review by highly trained IRB
members, allowing local IRBs to take advantage of the
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hensive education on conducting scientifically and ethi- (FDA). The Department of Health and Human Services
cally valid clinical research. The curriculum should also (HHS) Office for Human Research Protections (OHRP) and
include information on the prevailing local and federal the FDA should provide clear regulatory support and guid-
regulations that pertain to the clinical trials process. IRB ance for local institutions that choose to employ a CRB. In
members should also receive ongoing education and the case of the pilot CRB discussed in this policy statement,
training in the review of clinical research protocols. IRB it should serve as the preferred option for the cancer
training should pay particular attention to nonscientific cooperative group clinical trials. Ideally, the federal gov-
members to give them the tools necessary to speak on ernment should unify and streamline its regulations for
behalf of research participants. ASCO should develop a the oversight of clinical research.
curriculum that focuses on the proper conduct of human » Resources Supporting Clinical Research Infrastructure: An
research and emphasize ethically sound clinical research effective oversight process demands the highest quality
in the context of its Annual Meeting. scientific and ethical review and onsite monitoring of the
« Informed Consent: Investigators and review boards have safety of trial participants. This can only be accomplished
specific roles to play in ensuring the education of trial by the involvement of an experienced IRB that receives
participants through the informed consent process, both funding, resources, and institutional support enabling it to
when they are considering trial enrollment and as they fulfill its mandate.
participate in the trial. Review boards and investigators « Conflict of Inferest: Critical to the integrity of research is
should focus primarily on the informed consent process, the absence of bias in the process. ASCO strongly
rather than the informed consent documents. recommends the adoption of standards for the identifica-
* Federal Oversight: The federal government has an impor- tion, management, and, where appropriate, elimination
tant role to play in the oversight of clinical research. This of conflicts of interests, whether they are actual, potential,
role should be expanded to cover all research, not just that or apparent.
which is funded by the federal government or conducted J Clin Oncol 21. © 2003 by American Society of Clinical
with the oversight of the Food and Drug Administration Oncology.
BACKGROUND the public’s attention. That clinical trials have grown in number

Public and policymaker attention to the oversight of clinicafnd complexity since the institutionalization of IRBs by the
research and the safety of research participants increased s@ﬁf#erm clinical research regulation, the so-called Common
icantly after the September 1999 death of an asymptomaﬁéﬂe serves to heighten the magnitude of the problem. Modern
teenager enrolled in a University of Pennsylvania gene transi§BS are facing increased demands and expectations as the
trial. Subsequent deaths of research participants at major ingfrden of federal regulatory requirements and the number of
tutions—including the Fred Hutchinson Cancer Research Cenfdipical trials are increasing. An added complexity is the diver-
and Johns Hopkins University—and questions about the aglly of sites at which clinical research is performed. As is often
quacy of federal and institutional oversight have led to increast¢ case, the emergence of a challenge provides a genuine
scrutiny of research activities in institutions throughout th@PPortunity to re-examine the oversight system and identify
country. These cases also have raised significant questions a¥@)s that it can be improved.
the financial mte_rests of researchers and institutions and the IMPORTANCE OF CLINICAL RESEARCH TO
adequacy of the informed consent process.

: - . CANCER TREATMENT

Before these highly publicized cases, major reports from the
HHS Office of the Inspector Generathe General Accounting  Clinical trials have helped to improve cancer care and define
Office (GAO)? and the National Institutes of Health (NI#) the standards for optimal cancer treatment. Although not without
raised questions about the adequacy and effectiveness of ititensic risks, clinical research is absolutely necessary to treat-
federal human research protection system. The Clinton Administraent advances. Many trial participants also depend on high-
tion responded to these reports and to the research deathsgbglity clinical trials when there are no known treatments for
elevating the federal agency with oversight over HHS-fundedleir disease or when the investigative treatment is potentially
human research from the NIH to the Office of the HHS Secretamore effective and less toxic than standard treatments. Clinical

With the increased visibility, the OHRP has been morgials take into account and try to improve on the best available
proactive in its compliance and education activities. Institutiorteerapies and provide structure and rigor in a treatment plan.
have taken more notice of the importance of research oversig@cause of the role clinical trials play, oncologists have been and
as a result of OHRP-imposed restrictions. In some instancebpuld continue to be at the forefront of ensuring the highest
institutions with identified lapses were required to rereview arethical standards for the conduct of clinical research.
audit all of their human trials. In some high-profile cases ASCO has always placed clinical trials at the center of its
involving major research centers, OHRP has suspended federatigsion. Given the questions and concerns raised about the
funded human trials and directed the institution to make changeafety of clinical trials, ASCO’s Public Issues Committee formed
to its oversight system. the Task Force on Oversight of Clinical Research in May 2000.

The growing recognition of lapses in the oversight andihe Task Force included academic and community oncologists,
conduct of clinical research, increasing federal regulatory actigancer survivors, institutional review board chairs and members,
ities, and published reports and studies on a number of aspectarmdi pharmaceutical industry research representatives. The
the oversight system have brought this issue to the forefrontafarge was to develop a policy statement on the oversight of
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clinical research that reflects realities of the clinical researcmly way to make important clinical advances. This type of
environment and economic imperatives. The Task Force hasearch must be supported by the medical community, and most
focused its efforts on issues related to the structure, function, @antportantly, by present and future trial participants and their
workload of IRBs; initial and ongoing review of trials; andfamilies. To do so, a number of goals must be achieved. These
conflicts of interest of those involved in the design and operati@me to:

of clinical trials. 1.
The operational assumptions of the Task Force are that
effective review and oversight is much more than an adminis- 2.
trative requirement of research. Along with an investigator who 3.
adheres to the highest standards of clinical research, research

oversight is a critical element to ensuring the scientific and
ethical integrity of clinical research and to maintaining the public 4,
trust in this crucial enterprise. Public trust is necessary not only
for continued public funding, but also for confidence in the
treatments that research supports and for enrollment in clinical
trials. IRBs play a central role in research oversight, but should
not be the only overseers. Researchers, institutions, and trialsg,
participants all must play an active role in ensuring the ethical
and scientific integrity of clinical research. It is critical to note, g,
however, that these roles are not equal, especially when it comes
to trial participants who depend on the expertise and care of the
investigator. The role of investigators and all research staff to
ensure the ethical and scientific integrity of research cannot be

Ensure safety precautions for clinical trial participants and
their fully informed consent.

Ensure the validity and integrity of scientific research.
Enhance the educational training of clinical scientists and
research staff to ensure the highest standards of research
conduct.

Promote accountability and responsibility among all those
involved in clinical research (not just those serving on
IRBs, but also institutional officials, researchers, spon-
sors, and participants) and ensure support for an effective
oversight process.

Enhance the professional and public understanding of
clinical research oversight.

Enhance the efficiency and cost-effectiveness of the
clinical research oversight system.

RECOMMENDATIONS

emphasized enough. Centralized Review

DISTINGUISHING FACTORS OF ONCOLOGY CLINICAL 1. Current System: Emphasis on Local Review of Clinical

RESEARCH

Clinical cancer research has numerous components. Each
raises different challenges for proper oversight, and each is
crucial for successful advances in cancer prevention and care.
Features emphasized in clinical cancer research that must be
considered in a policy addressing research oversight are indi-
cated below:

1. Because virtually all trial participants have cancer, often
with life-threatening dimensions, or are at high risk of
recurrence, considerations of risk are different than those
for healthy participants or participants with other diseases.

2. Clinical trials are integrated into the treatment process
for cancer patients and placebo-controlled trials are
relatively infrequent.

3. The complexity of cancer trials has stimulated many
institutions to require a formalized scientific review pro-
cess before submission for IRB review. In addition,
designation as an NCI cancer research center requires
scientific review of all protocols before presentation
before the IRB.

4. Clinical cancer research is accomplished through a complex
array of trials that range from phase | through phase IV.
They are often implemented as national trials at multiple
institutions, and range from investigator-initiated trials to
those sponsored by the NCI-funded National Cancer Coop-
erative Group system and trials supported by industry.

PRINCIPLES/GOALS OF THE STATEMENT

In generating this policy statement, ASCO is reinforcing the
importance of clinical research with human participants as the

Trials.

The existing system for reviewing clinical trials em-
phasizes the importance of local review. Local IRBs play
the pivotal role in oversight of the majority of clinical
research in the United States. Since the creation of the
federal Common Rule, clinical research has expanded
considerably, especially commercially sponsored re-
search, as novel agents requiring more complex devel-
opment are brought to the clinic for evaluation. In
addition, there has also been a shift from single-center
studies to multicenter studies. These factors and many
more (including the additional work necessitated by the
federal Privacy Ruf® have caused most IRBs to be
overwhelmed by their responsibilities and left with
insufficient institutional resources to carry them out.

The spectrum of institutions that host clinical cancer
research is very broad. It ranges from physician practices
to small community hospitals, regional medical centers,
academic medical centers, and federally designated com-
prehensive cancer centers. In addition, clinical trials are
increasingly being conducted in sites outside the United
States and Western Europe, where the elements of
institutional review vary and additional issues, such as
trial participants’ access to treatments after the trial,
must be considered. This wide array of research settings
makes it clear that some institutions will be well
equipped with personnel able to perform these tasks, and
others may not have the expertise.

Nonetheless, the basic charge to review boards is the
same. Their responsibilities include:
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. Ensuring that risks to research participants are min-
imized and that risks are reasonable in relation to
anticipated benefits.

b. Ensuring that the research plan makes adequate
provision for monitoring the data collected to ensure
the safety of research participants, and that there are
adequate provisions to protect the privacy of research
participants and to maintain the confidentiality of data.

c. Ensuring that the consent document contains standard
elements and that patients give fully informed consent.

d. Ensuring that research participant selection is equi-
table and that appropriate protections are in place for
vulnerable research participants.

e. Conducting ongoing assessment of risks, potential
benefits, and the adequacy of the consent document,
by periodic rereview of the research and assessment
of adverse events.

f. Assessing the competency of investigators to conduct

research and the institution’s resources for conduct-

ing the trial in a safe manner.

2. Current System: Widely Perceived Problems

a. Duplication of Initial Review:As mentioned above,
cancer clinical trials are often implemented as na-
tional trials conducted at multiple institutions. The
current system of local review means that initial
review of a single trial is duplicated at hundreds of
institutions throughout the country. ASCO envisions
a centralized system that will avoid duplicative re-
views of the same protocol. A single central review
would take place, allowing local institutions to accept
that initial review. In the ideal situation, the central
review would require use of the same CRB applica-
tion, protocol, and consent form, thereby creating
administrative simplification.

b. Lack of Review Board Members With Expertise:
Some institutions may lack review board members with
the expertise to conduct a thorough review. This is a
concern particularly with regard to finding nonscien-
tific, community members who can serve as effective
advocates for patients. Using CRBs would ensure the
involvement of board members with nationally recog-
nized expertise in scientific and ethical review.

c. Analysis of AEsThe current system involves frac-
tured analysis of AEs across trials sites. Local IRBs
wade through reams of AE reports from other trial
sites and are often provided with no guidance or
evaluation, particularly as it relates to identifying
what qualifies as an AE and the relevance of a single
AE in the context of the entire trial population. The
central review system would monitor the AEs at all
the sites and provide an evaluation of AEs for each of
the local IRBs. This CRB report will give the local
IRBs much-needed information about the number of
AEs compared with the overall number of trial

AMERICAN SOCIETY OF CLINICAL ONCOLOGY

participants, and the significance and relevance of the
AEs to the investigational intervention.

. Centralization of IRB Review: A Proposal

ASCO recognizes the considerable workload and
insufficient resources currently plaguing local IRBs. The
efficiencies of central review have the real potential to
reduce time and expense for the local IRB. Central review
would free up resources and time currently devoted to
initial review, and would allow the local IRB to devote
more time to ongoing onsite review and ensuring compli-
ance with the institution’s goals and mission.

Collectively, the tasks outlined in item Al are
challenging for a system that is heavily used, requires
greater and greater specialized expertise, and is under
serious financial pressure.

To address this problem, ASCO proposes centralizing
the review of cancer clinical trials in a step-wise fashion.
An important first step is to focus on the review of NCI
cancer cooperative group trials by CRBs. The NCI cancer
cooperative groups are a good starting point for this
initiative because their mission is to conduct a single trial at
many trial sites. These trials go through a rigorous process
of scientific review before submission to any IRB. An
ethical review of these trials could also be done at a
centralized level. This would ensure consistency in quality
of review, avoid duplication, and create cost and time
efficiencies in the system.

Central review would also provide greater consistency
across trial sites to improve the data gathered through trials
and implement more quickly and consistently protocol and
informed consent amendments. The CRB would have
dedicated and experienced IRB staff. It could also use the
top experts in the field to provide improved analysis of
scientific and ethical issues. In addition, central review has
the real potential to avoid the significant costs in the current
oncology cooperative group system incurred by reviewing
each trial at hundreds of institutions.

If deemed to be successful, the CRB could next expand
its scope to include multi-institution, industry-sponsored
trials.

. Current CRB Efforts

Several efforts are underway to centralize trial review,
some of which are proprietary and another of which is
based at the NCI. The NCI project is to be lauded for its
goals, but its implementation has not been an unalloyed
success. The CRB initiative that ASCO proposes is not
in addition to the NCI pilot CRB, but would be an
expansion and improvement of that system. ASCO is
proposing a far-reaching pilot project that will include
all phases of trials sponsored by the NCI-funded coop-
erative groups. The ASCO approach to developing the
CRB would begin with a detailed evaluation of the NCI
pilot project to determine what lessons can be learned.
The considerable challenges raised by this type of
radical change must first be understood and addressed.
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The considerations in item 5 should help avoid some of
the pitfalls of other pilot projects.

. Enacting the Pilot Program for Centralized Review
a. Local IRB chairs and other stakeholders must be in-

volved in the creation of the CRB mechanism to ensure
that they will have a sufficient level of trust in the 7.
system to effectively use the central review mechanism.

. The nation should be divided into regions, each of
which would be served by a regional review board. A
single regional review board would be designated to
review a trial.

. Several alternatives are envisioned in establishing
such entities. One possibility would be for the federal
government to publish a request for applications
(RFA) to solicit proposals from organizations that
wish to compete for this role.

. Of paramount importance is that the OHRP, the NCI,
and the FDA sanction the creation and functioning of
the CRBs to provide assurance to participating local
institutions that the CRB will meet the requirements
of the federal regulations. One of the significant
factors diminishing local institutions’ willingness to
participate in a CRB is concern about potential
liability that could result from perceived noncompli-
ance with federal regulations. OHRP, NCI, and FDA
can provide the assurance that institutions may need
to agree to participate.

. The CRB should work toward the advent of standard
forms for application to the review board, informed
consent, and AE reporting. This modification would
build efficiency and cost-effectiveness into the system.

. Local IRB members from the medical/scientific staff
should be educated in the requirements for trial
oversight during the implementation phase to oversee
whatever mechanism has been elected to monitor
trials performance.

. An appropriate appeals process must be incorporated
into a centralized review system to diminish the
likelihood of arbitrary or capricious decisions regard-
ing a potentially important clinical experiment. The
advent of regional review boards would facilitate the
development of an appeals process and thereby en- 8.
sure the fairness of this initiative.

. The precise division of responsibility between CRBs
and local IRBs is a broad topic that requires consen-
sus of the parties involved. As a starting point for this
discussion, ASCO offers the suggestions in items 6
and 7.

. Responsibilities of CRB

The CRB would be responsible for:

a. Conducting initial review of the protocol and consent
form.

b. Evaluating AEs (with the assistance of a data safety
monitoring board or data safety monitoring commit-

5

tee) and promptly distributing AE reports to the
participating local IRBs.

c. Reviewing and recommending changes to the con-
sent form on the basis of evolving information as the
trial is conducted.

Responsibilities of Local IRB
In the context of the CRB pilot, participating local

IRBs would be responsible for:

a. Ensuring ample resources were available at the insti-
tution for conducting the clinical trial.

b. Assessing the competency of the local investigator.

c. Ensuring proper reporting of adverse events (AEs) to
the data safety monitoring board, CRB, trial sponsor,
and government authorities.

d. Ensuring that there is a mechanism for auditing of the
onsite trial to ensure investigator and institutional
compliance with the highest standards of conduct for
clinical research. Essential elements of the audit
process include:

i. Trial participant eligibility;
ii. Informed consent: use of the proper form and
process;
iii. AE reporting;
iv. Protocol compliance;
v. Toxicity; and
vi. Response confirmation.

The IRB could conduct certain elements of the
audit specific to the trial being conducted onsite,
but would likely need to use a data safety
monitoring board or departmental committee to
perform other elements of the audit.

ASCO envisions the proposed pilot system of central-
ized review as voluntary, allowing an institution to
choose whether to use the CRB review or continue its
current mode of operations. If an institution chooses to
complete its own local review, however, they would still
be required to submit any AEs occurring at their trial site
to the CRB for review. The centralized analysis of AEs
will be most successful if it incorporates review of AEs
from all trial sites.

Trial Monitoring

The use of centralized data safety monitoring boards
(DSMBs) or other types of data safety monitoring
committees should be mandated for all phases of the
cooperative group, multi-institution trials to provide
analysis of AEs and determine whether a trial should be
discontinued. AEs should be reported to the CRB, the
DSMB, and the trial sponsor. The CRB or DSMB would
then be responsible for reporting back to the local IRBs,
the trial sponsor, and investigators promptly (within 24
hours of notice); providing analysis of the AE; and recom-
mending any changes to the consent form. The local IRB
would remain responsible for tracking AEs that occur at
their institution.
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10.

Evaluation
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societies, and patient advocacy groups to help those in the

The criteria for evaluating the success of the pilotesearch process meet and exceed the requirements.
program should be specified through consensus by theAs ASCO has done in many other clinical education areas, the
convening parties involved in its creation. Widesprea8ociety should develop programs and materials on the necessary
implementation after the pilot phase would depend on itdements of clinical trials oversight and the conduct of clinical
thorough evaluation. If deemed to be successful, thiesearch, taking into account the nationally recognized programs
CRB could expand its scope to include multi-institutionalready in existence. These programs and materials should:

industry-sponsored trials. 1.
Conclusion

Success of centralized review depends on its broad
implementation. The widest range and largest number of
institutions should affirm and adopt centralized review.
Achieving the goal of broad implementation requires the 2.
collective “buy-in” that will only come with input from
local IRB officials, NCI, the cooperative groups, and
professional societies, such as ASCO. HHS and its relevant 3.
agencies should provide relief from institutional liabilities
related to the transition from local to centralized trial
review. This is an absolute prerequisite for gaining broad-
based acceptance of this concept. Toward these ends,

Address the following major areas: ethical and scientific
standards for the conduct of research, protection of human
participants, communicating with patients during the
informed consent process, and conflicts of interest.
Courses can be conducted online, but attendance at lectures
and other in-person settings should be encouraged.
Encourage education for all people who participate in the
clinical trials system, including investigators, research
staff, data managers, and IRB members.

Encourage further development of patient education ma-
terials about participation in clinical trials. The materials
should help potential trial participants formulate questions
to ask during the informed consent process and provide
information on the payments that researchers receive to

conduct clinical trials. Education of potential trial partic-

ipants and information sharing with trial participants

during the process is a key element to transforming
research “subjects” into research “participants.”

ASCO recommends convening a meeting with participa-

tion of these stakeholders to develop a process that ad-
dresses the concerns of the many constituencies involved in
the clinical trials review process. Consensus development

would recognize the need for thoughtful review of optional 4. Recognize excellence in the conduct of research through
models and of the design of processes to imp|ement 6] awards to the most successful inVGStigatOfS and institutions.

radical a modification of the oversight process. ASCO should work with other organizations engaged in the
In summary, centralized review would provide forcreation of education programs on clinical research to create

greater consistency across the trial sites to enable revig#iding principles and core elements for a curriculum on the
boards and investigators to implement more quickly arfgPhduct of clinical research, with particular focus on a research
Consistent|y protocol and informed consent amendOCeSs that is both SCientifica"y and ethlca"y sound. ASCO should
ments. The CRB would have dedicated and experiencé@ntinue to expand sessions at its Annual Meeting to provide
IRB staff. It could also use the top experts in the field t@PPortunities for continuing medical education in this area.

provide improved analysis of scientific and ethical is;

. . . Informed Consent
sues. In addition, central review has the real potential to

avoid the significant costs in the current oncology ASCO believes that the nature of the informed consent
cooperative group system incurred by reviewing eadf0cess needs to be changed to refocus on the primary goal—
trial at hundreds of institutions. educating potential participants about trial participation and fully
informing them of the risks and benefits of the trial to allow them
to make an informed decision about enrolling onto a trial. The
informed consent process has real potential to overwhelm
A well-trained clinical investigator must understand all aspatients. This is especially true because the evolving environ-
pects of research oversight. The integrity of the proposed systement of clinical research seems to place emphasis on the
of overseeing clinical trials depends on this. informed consent document as a regulatory or legal protection
Toward this end all participants in the clinical researcfor the institution and investigator. As a result, the language used
process should receive comprehensive education and trainingrtonformed consent documents is increasingly legal and scien-
ensure that they are aware of the elements and steps necessaifid¢dn nature. Experts agree that the documents are difficult for
ensure the safety of research participants and the scientgimtential trial participants to comprehend because of this com-
integrity of research. Investigators should be evaluated apkkx, legalistic language. In addition, the information disclosure
continued approval to conduct research should be dependentequired by the authorization process contained in the federal
demonstrating competency in research oversight. The need Ruivacy Rule will serve to create more complexity for the patient.
education and training must be stressed at the highest levels of#ith these factors in mind, ASCO believes that the following
institution to ensure that all parties are aware of its importanasonsiderations should govern the informed consent process:
The federal government has established educational require-1. Clinical investigators should be responsible for providing
ments for federal grantees. It is up to institutions, professional clear and appropriate information to fully educate poten-

Education and Training
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tial trial participants and their family members, as appro-
priate, about the risks and benefits of enrolling in clinical
research without overwhelming them during the informed
consent process.

. Review boards should place primary review and oversight
on the informed consent process, not chiefly on the 10.
informed consent document. Review boards can accom-
plish this by stressing to all research staff the key
elements of the informed consent process and then fol-
lowing up with researchers concerning their implementa-
tion of these key elements. This information and fol-
low-up would help create an interactive dialogue between
review boards and researchers on the importance of
informed consent.

7

signature on the informed consent document. Investiga-
tors and research staff should continue to inform trial
participants of AEs or other developments that signifi-
cantly alter the risk-benefit equation presented in the
original informed consent documents and process.

The informed consent process should use a variety of
communications tools to help inform potential trial par-
ticipants. Alternative means of conveying information as
part of the consent process should be explored; for
example, video, DVD, CD-ROM, internet-based material,
and other electronic media. Public and private research
organizations should provide funding to develop new
types of communication methods and examine which
types of communication work best.

. When a patient’s condition and treatment regimen allow, )
the potential trial participant should have a sufficient angederal Oversight
appropriate interval of time between the patient’s intro- The federal government has increased its role in the oversight
duction to the trial and when he or she is asked to giv& clinical research, both by elevating OHRP to the HHS
consent for enrollment. This interval should give th&ecretary’s office and by creating the FDA Good Clinical
patient time to fully review trial documents and confePractice Program. Through these efforts, the federal government
with other people. is playing a greater role in education and proactive compliance.
. Where possible, the consent form should be simplified Tthese activities are helpful and should be increased to enhance
optimize comprehensibility and clarity, reduce intimidatthe ability of human research protection programs to improve
ing language, and place potential benefits and risks intlzeir oversight and self-assessment. Additional guidance in
proper context. ASCO recommends that NCI and thepecific areas would also enable greater efficiency in the system
FDA work with the OHRP to simplify the consent form,and promote greater nationwide consistency in the protection of
particularly in light of the authorization requirements ofesearch participants.
the federal privacy rule. The roles and authorities of these two offices and the rules
5. Consent forms should use the terms “drug,” “agent,” aegarding HHS-supported research and research subject to FDA
“device” to describe the intervention, rather than theversight differ in significant ways. These differences make it
terms “treatment” and “therapy.” These terms should bdifficult for IRBs, researchers, and research participants to
modified by language indicating that the intervention isnderstand proper procedures. Uniformity of the regulatory
investigational. Possible modifiers include “investigationapproaches would create greater efficiency and consistency in
al,” “unapproved,” “study,” or “research.” the human research protection system. Ultimately, these efficien-
6. Consent forms should describe the way in which thaes would allow members of the system to provide greater focus

clinical investigator, his or her staff, and the institution aren the ongoing review of trials.

being compensated by the research sponsor for the time 1.
and efforts of conducting the trial. Consent forms should
also inform the potential trial participant whether the trial

is being sponsored by a publicly or privately funded
organization, and, if privately funded, whether the spon-
sor is planning to market the product under investigation.
Finally, consent forms should include information about
the review of the financial interests of the investigator, his

or her staff, and the institution. 2.
. The informed consent process should reasonably ac-
commodate the cultural and social diversity of potential
trial participants.

. Tothe greatest extent possible, all documents presented to
potential trial participants during the consent process
should be uniform in structure and employ a template
with standard language and common elements. The NCI
has done exceptional work in this area by producing a
model consent document.

. The informed consent process should be a dynamic
process that does not end with the trial participant’s

Facilitate Centralized Reviewlhe Public Health Service
(PHS) and FDA regulations should be modified to alter
emphasis on local IRB review and allow greater use of
CRBs. OHRP should issue guidance helping to immunize
local IRBs from potential liability should they choose to
use a CRB. Consistent with the recommendations of this
policy, HHS, FDA, and NCI should provide specific regu-
latory authority for a CRB for NCI cooperative group trials.
Promote Research on Human Protection in Clinical
Research:The federal government should work in part-
nership with stakeholders in clinical research, including
academic institutions, professional societies, patient ad-
vocacy groups, and trial sponsors, to perform an assess-
ment of the need for outcomes research regarding the
current system to protect human research participants.
Funding should be made available to study the effective-
ness of current PHS and FDA regulations for the over-
sight of clinical research and what changes would im-
prove the system. NIH should be commended for the
$28.5 million it has made available to institutions to



strengthen oversight of clinical research. This type of
activity should be funded on an ongoing basis.

. Coordinate and Streamline RegulationstHS should
streamline and unify PHS and FDA clinical research
regulations, particularly to provide uniform expectations
and procedures for AE reporting. The regulations should
specifically allow for use of a CRB and central DSMB for
analysis of AEs and dissemination of AE reports. If HHS
is unwilling to streamline the regulations, Congress
should pass legislation directing the Department to issue
new regulations.

. Extend the Common Rul€ongress should pass legisla-
tion to extend the Common Rule protections to all clinical
research conducted in the United States and research
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dollars for their department; (c) lack of academic valida-
tion for oversight work; (d) legal exposure for making
research oversight decisions; and (e) political pressure
(from colleagues or administration) to facilitate approval
of research.

Institutions should provide incentives for faculty mem-
bers to encourage their service on central or institutional
review boards, such as providing continuing medical
education (CME) credit or income for service and com-
pensating academic departments for lost time. Promotion
and tenure committees should be strongly encouraged to
view IRB service favorably when making their decisions.
ASCO should explore ways to provide professional ac-
knowledgment for IRB service. ASCO should also en-

conducted by U.S. institutions in other countries, regard-
less of the sponsor of the research.

Although the focus of the above discussion is on the U.S. 3,
system, the problems being addressed are universal. Where appro-
priate outside the United States, similar changes in regulations
pertaining to research oversight should be undertaken to promote
the protection of trial participants and facilitate the advent of CRBs
for multi-institutional, international clinical research.

courage the submission of manuscripts related to aspects
of ethical review of oncology protocols.

Involvement of Community Membeisstitutions should
strongly consider exceeding the federal requirements by
having more than one community member serve on their
IRB and requiring that at least one community member be
present during consideration of protocols and votes. In
addition, review boards should provide adequate training
for community members who serve on their board.

4. Institutional Commitment to Independent Reviéwstitu-

tions should make it clear to their stakeholders (including
faculty, researchers, and administration) that protection of
research participants is a prime concern and that, be they
central or institutionally based, the independence of re-
view boards must be ensured.

Evaluation of Review Board®tSCO encourages institu-
tions to use performance measures to evaluate the operation
of their review boards. These measures should involve tools
for self-assessment to enable the review board to identify
areas of success and opportunities for improvement.

Resources Supporting Clinical Research Infrastructure

Lack of adequate support for the infrastructure to support
clinical research is a critical problem and has been recognized in
reports issued by the HHS Inspector General, the GAO, the NIH,
and other private organizations. In addition to established re-
quirements of oversight bodies, new regulations often represent
unfunded mandates, which, although well meaning, exceed the 5
capacity of even the most dedicated institution. Lack of adequate
financial and political support endangers the research oversight
process and contributes to crisis situations that damage public
trust in, and support of, clinical research. Ultimately, these crisis
situations likely result in an institution devoting more resources
to repair their human research protection program than they,fiict of Interest
would have devoted initially to maintaining a properly function-
ing system. Institutions should dedicate sufficient support andThere is no greater threat to the integrity of the clinical
resources to their entire research oversight and clinical trig@search enterprise than the appearance or reality of a conflict of

support system to ensure the highest standards of ethical #figrest—be it financial, academic, or scientific. Out of a desire
scientific research conduct. to establish what it believes should be the standard for clinical

1. Funding the Infrastructure:A robust oversight system research, ASCO has adopted a revised conflict of interest policy.
requires the dedication of significant resources. Stroridiis new policy builds on the principles and requirements set in
consideration should be given to the way that the entitge policy ASCO adopted in 1996. Those submitting research for
human research protection system is funded both by tR&CO publication or presentation at ASCO events must comply
federal government and private industry. Whether it bewith this new standard on the policy’s effective date.
centralized review process or an institutional review The revised ASCO policy is built, in part, on the following
board, adequate financial resources must be allocated@gommendations. In the ideal situation, institutions would adopt
order to assure that research oversight is performediform conflict of interest policies that contain the following
effectively and efficiently. essential features:

. Incentives for Faculty Service in the Oversight System: 1.
Faculty members or other members encounter a number
of disincentives for service in an institution’s oversight 2.
system, whether on a review board or conflict of interest
committee. These may include: (a) lack of salary support;

(b) pressure to generate reimbursement and research

Uniform requirements for all clinical research, regardless
of the trial’'s sponsor.

Disclosure of all financial interests of investigators, re-

search staff, and members of the research oversight
system to an appropriate standing committee for review.
Disclosures should be made directly to the committee,
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rather than through a department chair or other institemphasized several features of such a system. These include
tional official. starting with a clinical trials system of unimpeachable integrity; that
3. A summary conflict of interest report from the reviews, that of the NCI-funded cooperative groups. Should the system be
committee should be issued to the central or local reviejwudged a success, it should be expanded to multi-institution trials of
board. A review board should not complete review of all types. In lieu of a focus on initial review, local IRBs can devote
trial until a review has been received from the conflict o& renewed emphasis to overseeing implementation of the trial and
interest review committee. Appropriate disclosure dhe safety of research participants at the local site.
interests should be made to publication editors, to the This modified system has the potential to reduce the massive
organizers and audiences of presentations, and to thgplication of having the same trial reviewed in hundreds of
participants enrolled in the trial. institutions, ensure uniform scientific review by national experts,
4. Consent forms should describe the way in which th&treamline the flow of information from the CRB to local sites
clinical investigator, his or her staff, and the institution areegarding AEs, and make efficient use of financial resources for
being compensated by the research sponsor for the titni@l review. To achieve this degree of change will require the
and efforts of conducting the trial. Consent forms shoulsupport of the federal bodies overseeing the clinical research
also inform the potential trial participant whether the triaénterprise; that is, the FDA, OHRP, and NIH. Ideally, these
is being sponsored by a publicly or privately fundedgencies would coordinate their regulatory approaches to make
organization and, if privately funded, whether the sponstiiem as uniform as practicable and provide an unambiguous
is planning to market the product under investigatiorsignal that, for clinical trials meeting certain criteria, review by
Finally, consent forms should include information abou& central mechanism is preferred.
the review of the financial interests of the investigator, his ASCO and other societies committed to the clinical research
or her staff, and the institution. enterprise must educate their membership about the principles
5. The conflict of interest review committee and the reviewnderlying ethical clinical research and coordinate with advo-
board should determine the information that should beacy groups to ensure that the clinical trials process meets the
disclosed to those considering and those already enrollegeds of the patients whom it is meant to serve.
in the trial. By intention, this policy statement does not attempt to address
6. Clinical investigators should adhere to the standarifaplementation of the proposals outlined above. This is a
espoused in the ASCO policy statement on conflicts gbmplex and challenging task that demands involvement by all
interest in research and should attempt to have thestakeholders in the clinical research process. ASCO anticipates
adopted by their home institutions. working with all those involved in the clinical research system to
It has been acknowledged that institutions are also susceptitdke the necessary implementation steps.
to conflicts of interest, but that issue is beyond the scope of this
policy statement. Analysis of institutional conflicts of interest is ACKNOWLEDGMENT
strongly encouraged and should be assessed by independ

e . L .
. . .. . Réco sincerely appreciates the contributions of the Public Issues Com-
bodies with expertise in this area.

mittee’s Task Force on Oversight of Clinical Research, which devoted time
and effort to this project. The Task Force included:
CONCLUSION Lowell E. Schn?ppjer, MD, chair (Beth Israel Deaconess Medical Center,
Clinical research is an engine of progress. It is the essenti@ston, MA)
mechanism by which scientific advances are translated into nej/ichael Atkins, MD (Beth Israel Deaconess Medical Center, Boston, MA)
. . . . oy A. Beveridge, MD (Inova Fairfax Hospital, Alexandria, VA)
and effective therapies for all human maladies. The explosion ogean Brenner, MD (University of Michigan Medical Center, Ann
knowledge in cancer biology has created extraordinary opporiahor, mi)
nities for clinical advances. Paul Bunn, MD (University of Colorado Cancer Center, Denver, CO)
To take optimal advantage of these opportunities, a clinicalEllen Coleman (Cancer Care, Inc, New York, NY)

trials process is required that provides ready and open accessh{;t’af’tl’fA”) L. Comis, MD (Eastern Cooperative Oncology Group, Philadel-

all potential trial participants and is organized in a manner thgltLawrence Einhorn, MD (Indiana University Cancer Pavilion, Indianapolis, IN)

ensures the highest ethical and scientific standards in the condugbekiel Emanuel, MD, PhD (National Institutes of Health, Department of

of clinical trials and optimal oversight of human protectionsClinical Bioethics, Bethesda, MD)

This process should be implemented in the most efficient mannepcott Fields, MD (Amgen, Inc, Thousand Oaks, CA)

possible to maximize resources devoted to clinical research an tir'rigfe F'\(A’rDa)St'ere' MD (Johns Hopkins University Oncology Center,

to speed access to safe and effective cancer therapies. Bruce G Gordon, MD (University of Nebraska Medical Center, Omaha, NE)
In this policy statement ASCO has proposed a revision to therrancine Halberg, MD (Marin Cancer Institute, Greenbrae, CA)

clinical trials oversight process that offers more prompt access tdrank Haluska, MD, PhD (Massachusetts General Hospital, Boston, MA)

clinical trials, more effective oversight of the conduct of trials, Gabriel Hortobagyi, MD (M. D. Anderson Cancer Center, Houston, TX)

avoidance and management of conflicts of interest, and potentig}"" Kolker (Ovarian Cancer National Alliance, Washington, DC)

t . The ch ¢ t built d trali hangdon L. Miller, MD (Pharmacia Corporation, Peapack, NJ)
COStL Savings. € Change 1o a System bulit-around centralize arry Norton, MD (Memorial Sloan-Kettering Cancer Center, New York, NY)

review of clinical trials is a departure from the long-held stephen Sallan, MD (Dana-Farber Cancer Institute, Boston, MA)
standard of local institutional review. For this reason, ASCO hasSusan Scherr (National Coalition for Cancer Survivorship, Silver Spring, MD)
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APPENDIX

This policy statement was reviewed and transmitted to the ASCO Board of Directors by ASCO’s Public Issues Committee:
Arlene A. Forastiere, MD, Chair 2001 to 2002 (Johns Hopkins Oncology Center, Baltimore, MD)
John E. Niederhuber, MD, Chair 2002 to 2003 (University of Wisconsin Comprehensive Cancer Center, Madison, WI)
Maria Quintos Baggstrom, MD (University of North Carolina at Chapel Hill, Chapel Hill, NC)
Lodovico Balducci, MD (H. Lee Moffitt Cancer Center, Tampa, FL)

Linda D. Bosserman, MD, FACP (Wilshire Oncology Medical Group, Inc., Pomona, CA)

Jay L. Bosworth, MD (Long Island Radiation Therapy, Manhasset, NY)

Marcia Brose, MD, PhD (Hospital of the University of Pennsylvania, Philadelphia, PA)

Steven E. Come, MD (Beth Israel Deaconess Medical Center, Boston, MA)

Larry D. Cripe, MD (Indiana University Cancer Center, Indianapolis, IN)

Michael Fisch, MD, MPH (MD Anderson Cancer Center, Houston, TX)

Dean Gesme, MD (Oncology Associates of Cedar Rapids, Cedar Rapids, |A)

Michael Goldstein, MD (Brookline, MA)

Bruce G. Gordon, MD (University of Nebraska Medical Center, Omaha, NE)

Bobbie Gostout, MD (Mayo Clinic, Rochester, MN)

Julie Gralow, MD (University of Washington-Seattle Cancer Care, Seattle, WA)

Steven M. Grunberg, MD (University of Vermont Medical Center, Burlington, VT)

Frank G. Haluska, MD, PhD (Massachusetts General Hospital, Boston, MA)

Gabriel N. Hortobagyi, MD (MD Anderson Cancer Center, Houston, TX)

V. Suzanne Klimberg, MD (University of Arkansas for Medical Sciences, Little Rock, AR)
Timothy Kuzel, MD (Northwestern University Medical School, Chicago, IL)

Lawrence S. Lessin, MD, MACP (Washington Cancer Institute, Washington Hospital Center, Washington, DC)
Richard Pazdur, MD (Food and Drug Administration, Rockville, MD)

David G. Pfister, MD (Memorial Sloan-Kettering Cancer Center, New York, NY)

Derek Raghavan, MD, PhD (University of Southern California, Los Angeles, CA)

Carolyn D. Runowicz, MD (St Luke’s-Roosevelt Hospital Center, New York, NY)

Lowell E. Schnipper, MD (Beth Israel Deaconess Medical Center, Boston, MA)

Lynn M. Schuchter, MD (University of Pennsylvania Cancer Center, Philadelphia, PA)

Burton S. Schwartz, MD, FACP (Minnesota Oncology/Hematology, PA, Minnesota, MN)

Ellen V. Sigal, PhD (Friends of Cancer Research, Washington, DC)

Ellen Stovall (National Coalition for Cancer Survivorship, Silver Spring, MD)

John H. Ward, MD (University of Utah School of Medicine, Salt Lake City, UT)

Leonard A. Zwelling, MD, MBA (M. D. Anderson Cancer Center, Houston, TX)
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