Charl es Peirce| the 19th century Anerican phil osopher, wote in 1868: "The rea
[truth] is that which, sooner or later, information and reasoning would finally
result in, and which is therefore independent of the vagaries of ne and you.
Thus, the conception of reality essentially involves the notion of a COVUNI TY,
wi thout definite limts, and capable of an indefinite increase of know edge."

Anyone who is engaged in scientific inquiry recognizes their dependency on the
prior work of others, the nethods that others have validated, and the results
fromothers that formthe background section of any successful grant. Research
m sconduct and conflict of interest strikes at the heart of scientific
objectivity, raising doubts about the integrity of the scientific enterprise and
the extent to which we can trust in the work of others. It is for this reason
that assuring the integrity of the scientific quest is an obligation each one of
us assunes the noment we claimto be a scientist; that is, a menber of the
conmmunity that pledges itself to furthering our know edge of "the real."

This third nodul e exam nes the concept of scientific nmisconduct, reviews the
policy and procedures regarding m sconduct in research at CHOP, discusses the

i mportance of elimnating conflicts of interest within the research enterprise,
and briefly reviews the conflict of interest policies at CHOP. CHOP staff who
have a University of Pennsylvania appoi ntnent are al so subject to the conflict
of interest policies of the University of Pennsylvania. Qur collective goa
shoul d be to assure the objectivity of our research and to maintain the public
trust by noving beyond a sinple conpliance with institutional policies to create
and sustain a culture of integrity and responsibility.

Every institution that receives funds from any organi zati onal unit |ocated
within the Public Health Service of the Departnment of Health and Human Services
(for example, NIH) is required "to establish uniformpolicies and procedures for
i nvestigating and reporting instances of alleged or apparent m sconduct

i nvol ving research or research training, applications for support of research or
research training, or related research activities" (B2 CFR 50.101). The federa
definition of research m sconduct is currently being revised, although the new
definition has not yet been officially accepted ([Status Report). The current
definition for Msconduct or M sconduct in Science is "fabrication
falsification, plagiarism or other practices that seriously deviate fromthose
that are commonly accepted within the scientific conmunity for proposing,
conducting, or reporting research" (@§2 CFR 50.102). The proposed definition is
simlar but adds nore specification about the nature of fabrication
falsification and pl agiarism

According to the proposed new definition|"research nisconduct is defined as
fabrication, falsification, or plagiarismin proposing, performng, or review ng
research, or in reporting research results." The phrase "revi ewi ng research”
has been added to deal with a nunber of high-profile cases involving plagiarism
that occurred during the pre-publication peer review process. Fabrication is
defined as "nmaking up results and recording or reporting them" Falsification
is defined as "nmani pul ating research materials, equipnment, or processes, or
changing or omtting data or results such that the research is not accurately
represented in the research record.” Note here that the sinple failure to
report all results could be considered falsification. Plagiarismis defined as
"the appropriation of another person's ideas, processes, results, or words
wi t hout getting appropriate credit, including those obtained through
confidential review of others’ research proposals and manuscripts" (

. Both the current and the proposed new definition recognize that
there nay be "honest error or honest differences" that should not be considered
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research msconduct; however, the current definition refers to "interpretations
or judgnents of data,"” while the new definition talks of sinply "opinion."

The CHOP Policy and Procedures regarding M sconduct in Research is based on the
current, not proposed, policy (F5 CFR 50, Subpart A). The process of

i nvestigating an accusati on of research msconduct Is simlar between the
current and proposed federal policy. The initial step taken by CHOP is to
appoi nt an i ndependent conmittee to make an "inquiry" to deternine whether the
al l egation warrants an investigation. During this phase, the identity of the
conpl ai nant remains confidential. |If a formal investigation is warranted, a new
i ndependent committee is forned. It is during this phase that the respondent

| earns the source of the conplaint. The proposed federal policy adds a third
phase call ed "adjudi cation" during which actions are taken which "are
appropriate to the seriousness of the offense.”

The proposed federal policy also adds three conditions that are required for a
finding of research mi sconduct. These three conditions are: "there be a
significant departure from accepted practices of the scientific conmunity for

mai ntaining the integrity of the research record; the m sconduct be commtted
intentionally, or knowingly, or in reckless disregard of accepted practices; and
the allegation be proven by a preponderance of evidence." (p4 FR55723). The
proposed policy also provides further specification for evaluating the
"seriousness of the nmisconduct." Factors to consider include "whether the

m sconduct was intentional or reckless; was an isolated event or part of a
pattern; had significant inpact on the research record; and had significant

i mpact on other researchers or institutions" (p4 FR 55724).

There are two additional sections of the [CHOP Policy and Procedures regardi ng

M sconduct in Research|that should be highlighted. First, the paragraph that
defines research m sconduct includes the statenent: "Sone forms of m sconduct,
such as failure to adhere to requirements for the protection of human subjects
or to ensure the welfare of | aboratory animals, are governed by specific federa
regul ati ons and are subject to the oversight of established Hospital committees.
However, violations involving failure to neet these requirenents also may be
covered through the procedures di scussed here governing m sconduct in research."
In effect, failure to adhere to the requirenments for human subject protection
may be considered research msconduct. Second, the range of actions that could
be taken in response to a finding of research m sconduct "include, but are not
limted to, term nation, suspension, |oss of Hospital privileges, renoval froma
particular project, a letter of reprimand, special monitoring of future work,
probation, or bel ow average salary increases, including a zero salary increases,
for one or nore years." Although our stated ideal is that researchers should
"establish and maintain the highest standards of ethical practices in their
research," failure to abide by these practices is a "serious breach" of our
research comunity.

Fi nancial conflicts of interest and their inpact on research has been a nmjor
national issue over the past year. This past August, a fonference was held at |
whi ch specifically focused on the inpact of an investigator's financial
interests on the objectivity and findings of the research. It is likely that
there will be new gui dance or perhaps regul ations fromthe federal government
concerning this issue. The existing [Conflict of Interest policy at CHOP| can be
divided into two nain areas: conflicts of interest between an investigator and
CHOP, and conflicts of interest which undercut the objectivity of the

i nvestigator's research. All investigators should be sure that they are
famliar with the CHOP Conflict of Interest policy as well as JAttachnent A
which deals with Conflicts of Interest in the Research Setting. The details of
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the policy will not be presented as part of this nodule. |Instead, sonme nore
general remarks and observations on the policy will be highlighted.

First, the conflict of interest policy applies to potential, perceived and
actual conflicts of interest. Although a given situation may not create an
actual conflict, one should avoid even a perception of potential conflict.
Second, conflict of interest extends to include the investigator's famly and/or
persons with whomthe investigator "maintains |living arrangenments approximating
a famly relationship." Third, specific guidance is given concerning gifts (do
not accept any gift of nore than nom nal value from anyone who may do busi ness
with the Hospital), inside information, and outside interests and activities
(including equity holdings). The CHOP policy defines as a conflict of interest
any "ownership or managenment interest in any conmpany that does, or seeks to do,
busi ness with the Hospital" to | ess than $10,000 or no nore than five percent

ownership interest. |In sone case, even a | esser ampunt nay create a conflict of
interest. This threshold is also used in Attachment A concerning research
conflict of interest to find a "significant financial interest." Fourth, the

i nvestigator is required to disclose at least annually all potential conflicts
of interest.

The CHOP policy recognizes that there are special conflicts of interest that can
arise in the research setting (Attachment A). Anobng ot her issues, the
institution is interested in protecting "intellectual property rights" as wel
as any inappropriate restriction on publication or other research that an

i nvestigator would be permtted to pursue outside of any contractual agreement.
However, the issue of conflict of interest in the research setting raises the
guestion about the objectivity and integrity of the research. Research that is
funded by either the National Science Foundation|and/or the Public Health
Bervice] (including the National Institutes OF Health) requires the "disclosure
and consideration of the financial interests of individuals involved in the
design, conduct and reporting of such research" (Attachnent A).

This concern about the inpact of financial interests on the objectivity of
scientific research is illustrated by the FDA regul ati ons concerni ng financi al
disclosure by clinical investigators (21 CFR 54 and B3 FR 5233-5254). The
sponsor is required when subnitting a marketing application for a drug, a device
or biological product to subnit a financial conflict of interest statement for
each clinical investigator who participates in studies denmonstrating either
efficacy and/or safety (using Form FDA 3454). The concern on the part of the
FDA is for the "reliability of the data." "FDA may consider clinical studies

i nadequate and the data i nadequate if, anong other things, appropriate steps
have not been taken in the design, conduct, reporting, and analysis of the
studies to mnimze bias. One potential source of bias in clinical studies is a
financial interest of the clinical investigator in the outcone of the study
because of the way paynent is arranged (e.g., a royalty) or because the

i nvestigator has a proprietary interest in the product (e.g., a patent) or
because the investigator has an equity interest in the sponsor of the covered

st udy" (El CFR 54.1). It should be enphasized again that the FDA focus is on
the integrity of the study data, not on the inpact of financial conflict of
interest on recruitnent, disclosure to potential research participants, or other
concerns that focus on the investigator/participant relationship. The FDA will
accept a study design that "may adequately protect against any bias created by a
di scl osable financial interest” such as multi-institutional studies, "blinding,
obj ecti ve endpoints, or nmeasurenent of endpoints by sonmeone other than the

i nvestigator" (R1 CFR 54.5
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Only recently has the question of financial conflict of interest been raised in
the context of the safety of individual research participants. At the recent
NI H conference on conflict of interest, Dr. Jane Henney of the FDA observed: "If
a crisis in confidence develops, if research subjects no | onger feel safe, then
medi cal research will grind to halt" (The Phil adel phia Inquirer, August 16,
2000). Here, the question is not the integrity of the research, but the safety
of the research participant.

The Anerican Soci ety of Gene Therapy| (ASGT) recogni zed that the current policy
of disclosure did not address the question of public confidence in the judgment
of researchers. Accordingly, in April 2000, the ASGT adopted the follow ng
policy: "In gene therapy trials, as in all other clinical trials, the best
interest of the patients must be always primary. International, national and
institutional guidelines on standards of care nust be rigorously foll owed,
approved protocols strictly adhered to, serious adverse events pronptly reported
to all appropriate regulatory and review bodies. Relevant federally and
institutionally established regulations in financial conflicts must also be

abi ded by. In addition, all investigators and team nmenbers directly responsible
for patient selection, the inforned consent process and/or clinical managenent
inatrial nust not have equity, stock options or conparable arrangenents in
conpani es sponsoring the trial. The Anerican Society of Gene Therapy requests
its menbers to abstain fromor to discontinue any arrangenent that is not
consonant with this policy" (Policy of the American Society of Gene Therapy on
Fi nancial Conflict of Interest in Cinical Research, Adopted April 5th, 2000).

CGui dance and policy in the area of the inpact of financial interests on the
trust and protection of research participants is evolving. The policy of the
ASGT may well be a harbinger of the future.
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