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August 19, 2010

Jerry Moore, NIH Regulations Officer
Office of Management Assessment
National Institutes of Health

6011 Executive Boulevard

Suite 601, MSC 7669

Rockville, MD 20852-7669

Subject: Responsibility of Applicants for Promoting Objectivity in Research for Which
Public Health Service Funding Is Sought and Responsible Prospective Contractors
[Docket Number: NIH-2010-0001].

On behalf of the American Society of Clinical Oncology (ASCO), | am pleased to submit
these comments in response to the notice of proposed rulemaking issued in the
Federal Register entitled, “Responsibility of Applicants for Promoting Objectivity in
Research for Which Public Health Service Fundingis Sought and Responsible
Prospective Contractors” (Docket Number: NIH-20120-0001), 75 Fed. Reg. 28688 (May
21, 2010).

With more than 28,000 members, ASCOis the leading medical society for specialists
involved in cancer treatment and research. We commend the Department of Health
and Human Services (HHS) forissuing this proposed amendment and appreciate the
thorough process the Department undertook to gather input through the Advance
Notice of Proposed Rulemaking (ANPRM) issued on May 8, 2009. The Department’s
continued transparency andincorporation of public feedback in this process helped to
increase our understanding about the intent of amending this important rule.

Objectivity and integrity are essential elements of the research process —both in terms
of public perception, as well asinstilling the confidence needed for researchers to use
the work of others as the foundation for future inquiry. In the context of clinical
research, the important role of transparency cannot be underestimated. Transparency
is essential to promote public trust and to assure patients and healthy volunteers that
they will be treated equitably and ethically if they choose to participate in research.
Clinical trials, and therefore future treatments, would not be possible without the
participation of these individuals.

ASCO supports the general direction of the regulation but has concerns regarding
several proposed amendments. Our most significant concerns are the proposals to 1)
include “travel reimbursement” as a “payment of service” and 2) adopt a definition of
“manage” that appears toimply that only the reduction or elimination of a financial
conflict of interest (FCOI) is an acceptable management strategy for FCOls.
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Travel Reimbursement — The proposed change would treat travel reimbursement as a “finandial
interest” and therefore would require investigators to report travel reimbursement that exceeds the
reporting threshold. ASCO contends that travel reimbursement should not be considered a payment for
service because itis reimbursement for the investigator’s travel costs. Reimbursement of travel
expenses is revenue-neutral because itis designed to cover costs incurred by the investigator for travel,
not to provide payment.

In the context of non-profit organizations, our work would not be possible without members who are
willing to donate their expertise and time. If they are required to report travel reimbursement as
payment, it may discourage their involvement. HHS should recognize thatvolunteer service (in the case
of organizations like ASCO, this service is usually uncompensated) involving travel leads to time away
from remunerated employment.

Additionally, there are many instances in which the investigator has no control over the cost of the
travel because the arrangements are made directly for him or her. ASCO finds significantvalue in
including investigators who represent a broad range of geographic and cultural perspectivesin its
educational and sdentific programs. This proposed rule has the potential of unfairly disadvantaging
individuals who must travel longer distances to attend a meeting or function, induding those from
remote areas. Reimbursement of travel expenses should be viewed as a reasonable cost of conducting
business, and —therefore —be removed from the definition of finandal interests.

Change to Definition of “Manage” — HHS should make a significant change to its proposed definition of
the word “manage.” The proposed definition (“To take action to address a finandal conflict of interest,
which indudes reducing or eliminating the financial conflict of interest, to ensure that the design,
conduct, or reporting of researchis free from bias or the appearance of bias”) appears to endorse
reduction or elimination as the only management strategies. Additional language should be added to
this definition listing other mechanisms for managing a conflict of interest.

ASCO strongly believes that disclosing a conflict is a valid option for management of some FCOls.
Disclosure can occur to the institution, to the potential trial participants, and/or to the research
community in the context of presentation or publication, depending on the circumstances. Indeed, this
is one of several processes that ASCO uses to manage conflicts in the context of CME activities and
publication in ourjournals.l Peer review is another vital element of the management process. Peer
review helps protect the integrity of the data presented in situations where FCOls are present —
regardless of whether the FCOIs are reduced or eliminated. It is unrealistic to request Investigators to
reduce or eliminate all COls. Disclosure and peer review are widely accepted management techniques
promoted by organizations such as the Accreditation Coundl for Continuing Medical Education (ACCME)
and the Intemational Committee of Medical Joumnal Editors (ICMIJE).

A conflict of interest is not evidence of wrongdoing. Rather, according to a report published by the
Institutes of Medicine, “A conflict of interest is a set of circumstances that creates a risk that
professional judgment or actions regarding a primary interest will be unduly influenced by a secondary
interest.” 2 Knowledge of COls therefore is important to the interpretation of research results. There
may be certain types of FCOIs that should not be permitted and this principle should be articulated in a
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guidance document. As examples, the ASCO Conflict of Interest Policy refers to the following three
scenarios that should be restricted':

1) Payment of finders’ fees for referral or accrual to a trial;

2) Bonuses for achieving certain levels of accrual to a trial; or

3) Payments contingent on particular research outcomes.
The ambiguity of the currently proposed language is likely to lead to undesirable variability in
interpretation across institutions.

Consistency with Other Federal COI Standards — ASCO strongly urges HHS to ensure that there is full
harmonization among all federal reporting requirements, induding those issued by the National
Institutes of Health (NIH), Office for Human Research Protections (OHRP), Food and Drug Administration
(FDA), and the Physician Payment Sunshine (PPS) provisions that will be implemented by HHS in March
2013. It is notable that the PPS will require reporting —not by investigators — but by manufacturers
(drug, device, etc.) of the payments or transfers to physicians. Because investigators will be reporting
these same items in connection with PHS-funded research, itis important that we promote consistency
and transparency across reporting requirements. Harmonized federal requirements can also serve as a
template for disclosure by medical journals and institutions which currently have widely variable
standards and spedcifications.

ASCO notes that HHS has proposed greater consistency with Food and Drug Administration (FDA)
conflict of interest disclosure reporting requirements by lowering the monetary reporting threshold to
$5,000. Harmonized reporting requirements like this will improve the consistency and reliability of
disdosure and reduce the reporting burden of investigators and institutions.

Exception for Diversified Funds — ASCO encourages HHS to exclude reporting of finandal interest in
diversified funds not controlled by the individual, such as a mutual fund. ASCO makes this exclusion in its
own conflict of interest policy because these investments are outside the control of the investigator.1
We believe that diversified mutual funds encompass the types of firewalls that guard against FCOls.

Elimination of Exclusion of Income from Non-Profit Organizations (NPOs) from Definition of
“Significant Financial Interest” — We agree that increased complexity in the structure and funding of
some non-profitentities has the potential to create a conflict of interest forinvestigators. On the other
hand, we note that many NPOs provide invaluable services in regard to continuing education, funding
peer-reviewed grants, and partnerships with public agencies.

Considering these two perspectives, if income from NPOs (other than institutions of highereducation) is
no longer exduded from the definition of Significant Financial Interest, we encourage HHS to exclude
the following payments from NPOs from the disclosure requirements:
¢ Reimbursements assocdiated with the reasonable costs of travel, which can vary greatly
depending on the residence of the volunteer.
¢ Reimbursement that is provided for presentations that offer continuing medical education
(CME) credit to participants and are therefore subject to the rigorous conflict of interest
disclosure and management requirements of the ACCME.
e Research grants received from non-profit entities that make funding decisions using an
independent peer-review process similar to that of the NIH.
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Timing of Reporting —We strongly agree with the new definition of “timing” in which investigators will
report based on the “12 months preceding the disdosure,” as opposed to previous language that
required disclosure of interests expected “over the next 12 months.” This change will lead to more
accurate reporting and is in accordance with disclosure policies already established at many institutions
and organizations, including ASCO. ASCO commends HHS for clarifying this language to promote more
accurate reporting and assure consistency across Institutions.

Deadline for Disclosing New Interests — Although we agree with disclosure both annually and when new
interests are obtained, we have concerns with making a 30-day disdosure period for new interests a
part of the regulatory requirements. We are concered that the 30-day period is too short and that by
establishing a specific timeframe in regulations, HHS is posing a regulatory requirement that will have to
be monitored and enforced. We do not believe this will be a wise use of HHS or institutional resources.
ASCO encourages HHS to exclude specific re porting timeframes from the regulation and to instead
include this language in guidance about the regulation. Institutions are already motivated to implement
their own policies and therefore a specific and enforceable time requirement is unnecessary.

Definition of Financial Interest — We encourage further clarification of the new definition of “financial
interest.” Currently the proposed definitionindicates that a financial interestis anything of “monetary
or potential monetary value.” The regulations should limit reporting on interests with “potential
monetary value” to reporting on:

e Equityinterests of non-publicly traded entities (e.g., stock, stock option, or other

ownership interest);

¢ Intellectual property rights (e.g., patents, copyrights);

e Royalties associated with property rights; and

e Agreements to share in royalties.
In the current wording of the proposed regulation, it is unclear whether HHS anticipates other types of
interests with “potential monetary value.” If the HHS has other types of interests in mind, it would be
helpful to clarify and seek public comment specifically on those.

HHS Development of Data Collection and Posting Instrument — As an overarching comment, ASCO
strongly encourages HHS to develop a computerized mechanism for collecting and reviewing finandial
disdosures. Such software will promote consistency across institutions and reduce some of the
institutional burden (resources and staff time) associated with these regulations. Many institutions are
already moving to computerized processes for collecting and reviewing disdosures. Development of
software by each institution will result in aninefficient use of resources and will work against efforts
toward harmonization.

HHS Disclosure of Interests —HHS-developed software should also include a template for meeting the
new requirement of disdosing conflicts on a public website. ASCO supports public disclosure of conflicts
of interest, but believes that public reporting should be posted via an HHS website, not individual
institution’s websites. The public should have access to this information in a single, easily accessible
place. In addition, the amount of the interest is relevant to its potential to influence. Therefore,
disdosures should be listed in dollar ranges predetermined by HHS. Disclosure of financial value by
ranges will help the publicinterpret the significance of a reported conflict.
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Training — Lastly, ASCO values the importance of traininginvestigators regarding regulatory
requirements and the institution’s COIl policy. Itis important to note, however, that such training may
become cumbersome and inefficient due to the number and frequency of trainings investigators must
undergo to remainin compliance with various regulations. We recommend that after completion of the
initial COl education program, HHS permitinstitutions to offer abbreviated refresher training as an
option for meeting compliance. In the context of NIH clinical research grantees, HHS should advise
institutions that the initial COI training should be incorporated in the human subjects training thatis
already required by NIH. We have received positive reports from investigators that refresher courses
can be effectively and efficiently provided through grand rounds or in other group settings.

%k k

A uniform, easy to use systemis the key to meaningful disclosure that adds value to the research system
and is not burdensome to investigators, institutions or regulators. We encourage HHS to convene
experts and work with its agencies to engage in a national discussion that will help develop consensus
on effective approaches for collecting and evaluating disdosures. It isimportant that the regulationis as
clear as possible to promote accurate reporting and avoid unintentional noncompliance. Because
disdosure is imperative for promoting research objectivity and protecting clinical research participants,
this emerging field merits the devotion of resources. ASCO commends HHS for its focus on disclosure
reporting and supports continued progress in this field.

Sincerely,

George W. Sledge, Jr., MD
ASCO President
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