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Protecting Patients, Preserving Integrity, Advancing Health:
Accelerating the Implementation of COI policies in Human Subjects Research

Case 2, Part B: Variation of the Facts

A: Description of the Research:

In addition to harvesting the intestinal tissue sample from patients in the course of clinically-indicated surgery, Dr. Rose’s
protocol also requires the surgeon to inject a radioactive compound in the intestine wall for later imaging detection of the
biomarker. This will permit sophisticated imaging of the small intestine.

B. Risk-benefits analysis:

1. Is there a risk to human subject safety?
The IRB could find that this injection presents more risk to human subjects because, although not life-threatening,
injection of the radioactive compound and later imaging might cause short- and medium-term harm to subjects.
However, the risk that Dr. Rose’s conflict would influence the conduct of the protocol with patients is not changed.

2. Is there a risk to data integrity?
The protocol introduces a new endpoint; images of the intestinal wall will be analyzed. However, the image analysis
will be done by an unconflicted, independent radiologist who does not report to Dr. Rose. There is no significant
change in the risk to data integrity.

3. Isthere a risk of an appearance of conflict of interest?
The increased risk to human subjects could heighten the appearance of a conflict of interest.

4. Is the risk of a supervisory conflict of interest magnified?
The supervisory conflict of interest remains unchanged.

C. Should Dr. Rose be allowed to conduct this study, with slightly increased risk to human subjects, in light of the
license of his invention to Diagnocorp?

The protocol involves a contrast agent being injected into human subjects, who will be imaged for presence of the biomarker.
If the research is prohibited by university policy but the policy recognizes the concept of a “rebuttable presumption,” the
COI Committee could evaluate whether some of the key factors in the case could serve to overcome the presumption
against allowing Dr. Rose to serve as principal investigator. Among the key decision factors are whether he has unique skills
or qualifications needed in the protocol; whether University is the only place where the study could be conducted; or
whether another independent, unconflicted investigator could be the principal investigator. The Committee could recommend
a management plan including some or all of following elements.

1. The plan should include some or all of the previously listed components with the addition of disclosure of Dr.
Rose’s financial situation to the radiologist.

2. The plan might allow Dr. Rose to serve as co-investigator, but would also appoint an unconflicted, independent
principal investigator from outside the division and direct the new PI to review and oversee data collection and
analysis.
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Case 3: Start-up Company

A. Description of the research:

Dr. Sellers, Assistant Professor of Medicine in the Hematology/Oncology Division at University, is a clinical investigator of
ovarian cancer. She discovers a protein in ovarian cancer cells and shows that a monoclonal antibody (MAB) to it can
reduce the progression of cancer in a mouse xenograft model. No biotech company has so far licensed the MAB from
University, and the NIH did not fund a proposal for Phase I studies in humans for a possible proof of principle. However,
Dr. Sellers is a very effective “champion” for this technology and has raised local venture capital money to start a small
biotech company to further develop the project. According to University policy, Dr. Sellers receives approval to start up the
company, and University licenses the MAB technology to Dr. Sellers’s start-up company. The company proposes to sponsor
a Phase I clinical trial in which Dr. Sellers will inject the MAB into human subjects with ovarian cancer to study the effect
of the antibody on the progression of the cancer.

B. Description of external interests:

Appropriately, Dr. Sellers was only minimally involved in the license negotiations between the company and University.
Review of the company structure indicates that Dr. Sellers has obtained 100,000 shares of founders stock. She is not an officer,
or a member of the Board of Directors or the Chair of the Scientific Advisory Board of the company. However, she is a
member of its Advisory Board and she receives a payment of $30,000 a year for her service on it.

C. Does a specific financial conflict of interest exist?

Yes. As founder of the company that uses technology generated in her laboratory under a license from the University, Dr.
Sellers has a significant financial and intellectual interest in the outcome of this study that could influence her judgment in
the conduct of the trial and in the subsequent evaluation of the resulting data. Guidance from national associations of
higher education and many institutional policies on conflict of interest would prohibit her participation as PI, unless the
“rebuttable presumption” test could be overcome.

D. Risk-benefit analysis:
Where institutional policies might allow this research to be conducted under certain circumstances, what are the risks of
this arrangement?

1. Is there an increased risk to human subject safety? Is there an increased risk of failure to adhere to the inclusion/exclusion
criteria of the protocol? Is there a danger of over-stating the potential benefits of the MAB while soliciting consent?
Because of Dr. Sellers’ proposed direct involvement in the selection, recruitment, and consent processes of the
study and her leading role in administering the MAB, there is risk that her financial interests could influence her
judgment in the selection, recruitment, and consent process. She could, for example, select and recruit patients and
assign them to experimental groups in ways that might enhance her financial interests but that would not be in the
best interests of the patients. She might inform patients about the risks of the study and obtain their consent to
participate in it without full disclosure of the scientific facts or of her personal financial interests.

2. Is there a risk to data integrity?
Yes, Dr. Sellers would be in a position to influence the outcome of the trial in ways that are favorable to her financial
interests and those of her company by selecting patients who do not satisfy enrollment eligibility standards and by
interpreting the data in favor of the effectiveness of the MAB.
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3. Isthere a risk of an appearance of a conflict of interest and reputational damage?
Ovarian cancer patients are seriously ill and expect the judgment of their physicians to be based on scientific evidence
and clinical experience. Even the appearance that Dr. Sellers could be influenced by her conflict to manipulate her
patients and the clinical trial for personal gain could be harmful to her reputation and that of University. The risk
of adverse events and unsatisfactory results is increased by the fact that the safety, effectiveness, and side effects of
the MAB are unknown. Dr. Sellers’ conflict of interest as PI is both a real and an apparent conflict of interest. By
conducting this trial, she could place herself and the institution at risk for reputational damage, especially if an
adverse event were to occur. Such damage would be difficult to repair after the fact even if no fault were found with
her or with the institution’s actions.

4. Could the outcome of the study benefit the public?
Though speculative at this point, the MAB could prove effective in treating ovarian cancer. The hope of successfully
treating very seriously ill patients places the potential benefits in a positive light. Nevertheless, at this stage, the
project still lacks important peer endorsement. Preliminary results have not provided sufficiently strong evidence
for the NIH to involve itself by supporting further research.

E. Should Dr. Sellers be allowed to conduct this study in light of her conflict of interest?

Based on University policy and national guidelines, the Committee will most likely restrict or outright prohibit Dr. Sellers’
ability to conduct this trial. In that case, she could choose to eliminate the COI by reducing or giving up her financial interests.
Alternately, University could choose to determine whether Dr. Sellers can conduct the trial under an exception to the
“rebuttable presumption”. That test recognizes that it often takes a ‘champion’ to move a concept to proof of principle, but
being a ‘champion’ is not by itself a compelling justification to overcome the “rebuttable presumption” standard. It does not
appear that unique skills are required to conduct this trial, and thus a key indicator of the “rebuttable presumption” test
would not be met. Further, the evaluation and assessment phases of the project do not appear to require unique skills,
though the PI should be experienced in assessing the progress of ovarian cancer in human subjects.

The Committee could suggest that the company sponsor this trial at another institution. If University considers it to be in
its interest to retain a close relationship with the start- up company or the trial, the Committee could recommended that
the trial go forward at University, but only on condition of removing Dr. Sellers as PI. In the latter case, the required
management plan could include the following conditions:

1. Identify an independent, unconflicted faculty investigator who can be appointed as the PI. In this case, independence
would be demonstrated by ensuring that the new PI is not a close friend or relative of Dr. Sellers, has no reporting
line to her and is not subject to her approval authority.

2. Mandate that all members of the laboratory/project team disclose their financial relationships to all human
research participants. Disclosure of respective financial interests would have to be made in all verbal presentations
and written publications on the subject.

3. Restrict Dr. Sellers’ role to that of co-PI or collaborator.
4. Preclude Dr. Sellers’ role in the selection, recruitment, or consent process and interaction with human subjects.

5. Assign responsibility for the clinical assessment of the progress of the human research participants only to the new
PI or designated others. The role of Dr. Sellers or her laboratory staff in this trial would be restricted to the analysis
of blinded data.

6. If University holds equity in the start-up biotech company it should find a way to address the institutional conflict
of interest, perhaps by eliminating its holdings in the company before the clinical trial takes place.
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Case 4, Part A: Stock Option Ownership

A. Description of the research:

Dr. Roberts, Professor of Pediatrics at University proposes to be the principal investigator on a multi-site, Phase II clinical
trial to test the safety and immunogenicity of an inactivated vaccine for respiratory syncytial virus (RSV) in a pediatric
population. Pediatric human subjects would be injected with the vaccine and compared to a control population over time
to determine whether the vaccine protects pediatric subjects from RSV-bronchiolitis.

The proposed sponsor of the research is SuperVax, a publicly-traded small biotech company that makes the vaccine. RSV is
the most common cause of bronchiolitis and pneumonia among infants and children under one year of age and is also
known to cause illness in elderly people and in people who are compromised by other diseases. Dr. Roberts is already the PI
of a large NTH-funded RO1 grant focused on the basic immunologic properties of RSV and he plans to analyze specimens
generated from the SuperVax RSV clinical trial as part of the R0O1 project.

B. Description of the external interests:
Dr. Roberts has stock options in SuperVax. The company’s stock is currently trading below the exercise value of his options.

C. Does a specific financial conflict of interest exist?

Yes. Ownership of equity in the company that manufactures the study drug/device is recognized to be a significant financial
interest. The magnitude of the conflict is increased when the company also sponsors the research, even though at this time
the stock holder’s equity interest cannot be easily valued. If the study proves the vaccine to be safe and effective and if it is
subsequently licensed to a larger company for marketing, the value of Dr. Roberts’ equity could increase considerably. This
possibility could influence his judgment in the conduct of the clinical trial. While the need for additional RSV specimens
could motivate Dr. Roberts to conduct the RSV trial to benefit his NTH sponsored research, the relationship is not a financial
conflict of interest, and a COI committee should ask for more information to determine whether other conflicts are present.

D. Risk-benefit analysis:
Where institutional policies might allow this research to be conducted under certain circumstances, what are the risks of
this arrangement?

1. Is there an increased risk to human subject safety? Is there an increased risk of failure to adhere to the inclusion/exclusion
criteria of the protocol? Is there a danger of over-stating the potential benefits of the drug while soliciting consent?
Dr. Roberts’ ownership of stock and desire for the success of the company could influence his enrollment of
patients into control and experimental groups and it could influence his clinical assessment of patients in both
groups to favor the success of the vaccine. He might realize revenue up front with the commercial licensing of the
vaccine by Super-Vax to a number of larger companies well before the long-term effects of the vaccine are properly
understood.

2. Is there a risk to data integrity?
The risk inherent in loss of data integrity may be greater in this case than the health risk to individual research
participants. Dr. Roberts’ desire for increasing the value of the company stock and his own financial interest could
influence how he records and interprets the data from the experimental and control groups of pediatric subjects to
favor success of the vaccine.

3. Isthere a risk of an appearance of a conflict of interest?
A risk is definitely present, and it is greater because the human subjects are infants and children. Even with
management of the COI, the public might not be convinced that manipulation of data can be prevented and could
question the integrity of the institution and the investigator in conducting such trials involving children where
there is the possibility of financial gain.
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4. Could the outcome of the study benefit the public?
Yes. RSV is an enormous health problem and an effective vaccine would prevent serious illness and economic loss
for many children and adults.

E. Could Dr. Roberts be allowed to pursue this research as PI in view of his conflicts?

If Dr. Roberts does not agree to divest his stock options, the AAMC guidelines and the policies of many institutions of
higher education would prohibit his participation in this clinical trial as PI because of his financial conflict of interest and
the fact that the circumstances would not justify an exception to the “rebuttable presumption” test. Since the trial is a multi-site
study, it is apparent that Dr. Roberts is not uniquely qualified to serve as PI. However, because of the potential for great public
benefit, the institution could consider imposing one or more of the following conditions before allowing the trial to proceed:

1. Require the substitution of an unconflicted, independent principal investigator. Financial disclosures by the new PI
to human subjects or their parents should also be required.

2. If Dr. Roberts were to participate as a co-investigator, a minimum precondition would be his disclosure of his
financial interests in the research sponsor and manufacturer of the vaccine. This information would have to be
included in all publications, presentations, and consent forms relevant to the study and shared with others on the
study team.

3. Require all publications and presentations to be written by the investigators, rather than by a SuperVax ghost
writer.

4. Prohibit Dr. Roberts from having any role in the patient selection, recruitment, or consent process and no interaction
with them at later stages of the trial or during the assessment phase.

5. Require the clinical assessment of the human subjects data to be performed by the new PI or designated others; any
data analysis done by Dr. Roberts or his laboratory would be restricted to blinded data.

Case 4, Part B: Junior Colleague/Investigator

A. Description of the research and external interests:

Dr. Roberts proposes that Dr. Brill, a colleague in his department, serve as the principal investigator on the study. Dr. Brill is
an assistant professor who needs publications to ensure her promotion. The SuperVax grant to the University includes in its
budget 10% support of Dr. Brill’s University salary based on her percent effort devoted to the research. She does not have a
consulting or equity relationship with the company.

B. Does a specific conflict of interest exist?

Dr. Brill does not have a direct financial conflict of interest since her salary is paid by the University, not directly from
SuperVax.

C. Could Dr. Brill be allowed to pursue this research proposal?
There is no risk in her participation in the proposed research as long as she is independent of Dr. Roberts. If she neither
reports to him, nor is supervised by him, she cannot be influenced by him in the conduct of the trial.
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Case 5: Stock and Patent

A. Description of the research:

Drs. Weiss and Gruen, faculty members in the Pulmonary Division of Medicine, and Dr. Jones, Associate Professor of
Pharmacology at University, propose to conduct a Phase II, randomized, double-blinded, placebo-controlled trial funded by
the Cystic Fibrosis Foundation. It is the aim of the study to test the efficacy of an orally-administered drug (NAC or N-acytl
cysteine) in reducing lung inflammation in cystic fibrosis (CF) patients. Drs. Weiss and Gruen plan to be the co-principal
investigators and Dr. Jones plans to be a collaborator. The hypothesis is based on their previous findings that glutathione
levels are decreased in CF patients, that this decreased glutathione level plays a role in lung inflammation, and that NAC
boosts glutathione levels in blood neutrophils.

Animal studies suggest that NAC will reduce lung inflammation in cystic fibrosis (CF) patients. The literature indicates further
that neutrophils are thought to play a key role in the lung disease of CF patients. Drs. Weiss and Gruen will administer the
drug to CF patients, extract blood samples and expedite them to Dr. Jones’ laboratory to assess the patients’ clinical response
to the drug. Dr. Jones will analyze the intracellular glutathione levels in neutrophils derived from the blood samples, using
multiparameter flow cytometry (FACS) methods that were developed in his lab for measuring glutathione in neutrophils.

Time is critical as samples must be analyzed within an hour after collection because neutrophils change their functional
properties once they are removed from the body. Dr. Jones’ laboratory has also developed new protocols that prevent
artifactual activation of neutrophils. Thus samples must be collected from the site where Dr. Jones works. The excessive
transport time to another site and the agitation of the samples would lead to activation of the neutrophils, thereby potentially
skewing results.

B. Description of the external interests:

Dr. Jones has stock in the privately-held start-up company that will supply the NAC compound, and University has filed a
patent for the use of NAC in CF with Drs. Weiss, Gruen, and Jones as inventors. The company is the only reputable company
that currently makes NAC, but it has no proprietary interest in its use for this purpose. In return for providing the compound
for the study, the company requires a materials transfer agreement that licenses University’s NAC patent to the company. If
the trial is successful and if the company markets NAC for treating CF patients, the University and the inventors will share a
royalty stream.

C. Does a specific conflict of interest exist?

All three investigators have research related financial conflicts of interest. Dr. Jones owns stock in the company that makes
the compound and he could also benefit financially from royalties received from licensing if the treatment is successful. The
other two investigators stand to benefit only from potential royalty revenues.

Since the company is privately held, Dr. Jones’ stock holdings cannot be easily valued. However, equity in a start-up company
could represent a significant financial interest, especially if the results of the research were favorable and if the company
continues to sell NAC for this use. AAMC guidelines recommend that investigators who hold equity in a start-up company
that is closely involved in clinical research should be prohibited from engaging in the research unless the “rebuttable
presumption” test can be overcome by a justification for an exception.

One might question whether the three investigators also have procurement related conflicts of interest. Most institutions of
higher education have a vendor policy that requires any university employee who has a financial interest in a commercial
vendor to disclose that interest. This disclosure leads to a review of the conditions of the purchase, to determine whether
the employee is in a position to influence the purchasing decision and thereby enhance his or her financial interest. The
Committee could find that in this case there is no procurement related conflict since the company is described as the only
reputable vendor of the NAC.
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D. Risk-benefit analysis:
Where institutional policies might allow this research to be conducted under certain circumstances, what are the risks of
this arrangement?

1. Is there an increased risk to human subject safety? Is there an increased risk of failure to adhere to the inclusion/exclusion
criteria of the protocol? Is there a danger of over-stating the potential benefits of the drug while soliciting consent?
Yes, there is increased risk to the safety of research participants. The judgment of Drs. Weiss and Gruen in the
selection, recruitment, and consent process and in the clinical assessment of the human participants could be
influenced by their expectation of potential royalties if the outcome favors this use of NAC.

2. Is there a risk to data integrity?
Yes. Dr. Jones in particular could be influenced in his analysis of the data by his financial interests. Drs. Weiss and
Gruen could be influenced in how they record their clinical assessments. The risks are much reduced, though, by
the fact that the study is double-blinded and placebo-controlled.

3. Isthere a risk of an appearance of a conflict of interest?
Yes. Both the public and the CF patients expect their physicians and the scientists who analyze the data to be free
from the potential for compromising the integrity of the data and the safety of the human subjects. The risk here is
magnified by the fact that all three investigators have financial interests in the outcome of the trial.

4. Could the outcome of the study benefit the public?
Yes. Lung inflammation is a serious consequence of CF that complicates the disease. Alleviation of this complication
for CF patients would measurably improve their health and quality of life.

E. Could Drs. Weiss, Gruen, and Jones be allowed to pursue this research proposal in light of their COIs?

All three individuals should first be asked to reduce or eliminate their financial interests. The AAMC guidelines recommend
that conflicted investigators who do not divest should not conduct clinical research unless they can justify an exception to
the “rebuttable presumption” test. What speaks against Drs. Weiss and Gruen is that they do not appear to be uniquely
qualified to conduct the trial, even though it does require clinical specialization and expertise in the treatment of CF
patients. However, since University is likely to have only one or two CF specialists with the requisite patient population for
this trial, the Committee could find compelling reasons to allow them to participate, especially in view of their collaboration
with Dr. Jones. The Committee could find that Dr. Jones is uniquely qualified because his laboratory has the special method
for analyzing the glutathione levels in neutrophils. The combination of these various circumstances could present compelling
circumstances for allowing the trial to be conducted at University. There is also a compelling reason to use NAC from this
company, because it is not otherwise available for the study.

If the arrangement is not prohibited by University’s policy, the Committee could consider whether a management plan
would allow the research to proceed. In that case the institution could consider imposing one or more of the following
management conditions:

1. Ata minimum, require all three investigators to fully disclose all their financial interests in all relevant publications,
presentations, and consent forms and to provide this information also to individuals on the study team.

2. If only Drs. Weiss and Gruen are considered uniquely qualified to select and recruit human subjects, require an
unconflicted person, who does not report to them, to obtain the consents from research participants.

3. Require the formation of an oversight committee to address the integrity the recruitment, selection and consent
process, to evaluate the raw data, and to review manuscripts. The Committee could ask the division director to
share some responsibility for ensuring the responsible and ethical conduct of this research.
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4. Require the hospital pharmacy to “blind” the drug/placebo for administration to the patients and to maintain the
code until the study is complete.

5. Require all flow cytometry and other research trial data from Dr. Jones’ laboratory to be stored immediately after
collection in a secured form that would protect against any attempted editing unless or until the code is released.

6. After the treatment phase of the trial is complete, require preliminary data analysis to be carried out with the
investigators remaining “blind” to patient treatment assignment groups.

7. After preliminary analysis have been completed, require a statistician independent of Drs. Jones, Weiss, and Gruen
to “break” the code and analyze the trial. The statistician’s analysis will have to be based on predetermined endpoints
and outcome measures and will determine whether the trial arms differ significantly for the trial endpoints.

Case 6: Licensed Intellectual Property, and Ownership of Equity in a Start-up Company

A. Description of the research:

Dr. Lief, Professor of Human Genetics and Medicine at University, is an expert in cancer research. From his animal studies,
he has developed an infectivity-enhanced adenovirus to be a new vector for gene therapy for various types of cancers (the
IP). This breakthrough has been recognized as valuable intellectual property and University’s Research Foundation has
licensed it to Dr. Lief’s start-up company. Dr. Martin, another faculty member in the same department who is independent
of Dr. Lief, proposes to be the principal investigator on a University based Phase I safety trial in women with recurrent
ovarian carcinoma using Dr. Lief’s vector to deliver the gene therapy.

The aims of the trial are to test (a) the maximum tolerated dose, spectrum of toxicities, and potential anti-tumor clinical
activity encountered with IP delivery; (b) the biologic effects encountered with IP delivery; and (c) the immunologic
response generated against the IP. Dr. Lief’s company plans to sponsor the research by issuing a grant to Dr. Martin. Dr.
Martin in turn proposes to subcontract the assay analysis to Dr. Lief’s laboratory at University, and Dr. Lief proposes to
serve as principal investigator for this subcontract. He will devote 5% effort on this project; however, he is not going to
charge his salary to the grant because that would consume a significant portion of the available funding; instead, the
University department in which both faculty members are employed would have to cost-share his effort on the project. Dr.
Lief’s postdoctoral fellow will be reimbursed for 85% effort and his research specialist for 50% effort on the grant.

B. Description of external interests and university roles:

When the patent for the invention was filed by the University Research Foundation, Dr. Lief, his spouse and several
colleagues in his department were listed as inventors. Dr. Martin is not listed as one of the inventors nor does he have any
affiliation with the start-up company to which the invention was licensed.

The company which Dr. Lief formed is in its early start-up phase. When it was established, a CEO from the outside was
hired. However, Dr. Lief is the Vice President for Scientific Affairs and his spouse is the Treasurer of the company. They do
not have any laboratory space, but Dr. Lief and his spouse have a home office in their basement. Dr. Lief, his spouse, a number
of colleagues, and the University Research Foundation hold equity in the start-up. Dr. Lief, his spouse, colleagues, his
department and the University Research Foundation will also receive fees and royalties through the distribution schedule
included in the license agreement. Dr. Lief holds a senior faculty position with the university but his spouse has no association
with it. Colleagues holding equity in the start-up company have faculty positions in the same department as Dr. Lief but are
not involved with the research or the human subjects. The department chair has no association with the company, but the
department would benefit from the distribution of royalties under University’s policy.
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C. Does a specific conflict of interest exist?

Yes, there are conflicts at several levels. AAMC guidelines and the policies of many institutions of higher education define
equity in a start-up company and the potential receipt of royalties from licensed intellectual property as significant financial
interests that could influence an investigator’s judgment in carrying out research. Dr. Lief has a conflict of interest, since he
has founder’s equity in the start-up company that now proposes to sponsor clinical research to be conducted by Dr. Martin
and subcontracted to Dr. Lief.

The University/University Research Foundation’s equity and the chairman’s share in the potential future royalties constitute
institutional conflicts of interest that could be a reason not to conduct the research at University. Both Dr. Lief and University
would benefit from the royalty share if the research outcomes favor Dr. Lief’s gene therapy vector. Dr. Lief’s conflict is
aggravated by his conflicting fiduciary duties to both University and his company, in which he and his spouse are officers.
The conflict would not be eliminated even if he stepped down from his position as an officer of the company, since conflict
of interest regulations include spouses in their definition of key personnel. Dr. Martin does not have a personal conflict of
interest.

D. Risk-benefit analysis:
Where institutional policies might allow this research to be conducted under certain circumstances, what are the risks of
this arrangement?

1. Is there an increased risk to human subject safety? Is there an increased risk of failure to adhere to the inclusion/exclusion
criteria of the protocol? Is there a danger of over-stating the potential benefits of the drug while soliciting consent?
No. Dr. Martin has no financial interest that would influence her judgment in conducting her part of the trial.

2. Is there a risk to data integrity?
Yes, since all the assays would be done under a subcontract by Dr. Lief, whose equity in the sponsoring company
and expectation of future royalties from sales could influence his conduct of the assays and his collection and
interpretation of the data.

3. Isthere a risk of an appearance of a conflict of interest?
Yes, and the risk is high. The institutional COI probably cannot be managed in this case, in view of the negative
publicity likely to surround gene therapy trials when the institution and/or the investigator are conflicted.

4. Could the outcome of the study benefit the public?
Yes. Thousands of women are newly diagnosed with ovarian cancer and thousands more die annually. Because
screening strategies are ineffective and symptoms are vague, the ovarian cancer is already advanced in a large
percentage of affected women at the time of initial diagnosis. The human subjects in this proposed study all have
recurrent cancer that is unresponsive to the treatments available at this time. The new treatment may result in
significant tumor shrinkage or stabilization and prolongation of life without undue risk of serious toxicity. The
study could also lead to improved virotherapy approaches to this disease and could significantly influence the
development of gene therapy strategies for a variety of other diseases.

E. Could the investigators be allowed to pursue this research proposal in light of their and University’s conflicts of interest?
AAMC guidelines and most institutional policies would prohibit Dr. Leif from participating in the trial. His financial interests
cannot effectively be managed, and the facts do not support an exception to the “rebuttable presumption” test.

University could eliminate the institutional conflict by divesting its equity in the sponsoring start-up company. If another
laboratory, independent of Dr. Lief could be identified to conduct the assays, Dr. Martin would be able to conduct the trial
at University without any conflict of interest. She should, however, be careful not to consult with him regarding any aspects
of the trial and should not discuss the results of the trial with Dr. Lief prior to publication.
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Provided that Dr. Lief’s participation in the trial as a subcontrator is not allowed, related conflict issues will be moot.
Otherwise, one issue would have involved the inappropriate involvement of his staff and students; another one might focus
on his plan to have the department cost-share his salary. Asking University to pay for his effort to be expended on behalf of
the company would have constituted a serious breach of fiduciary duty to his employer.

Case 7: Part A: Administrative Conflict, Equity in Start-Up Company, and Intellectual Property

A. Description of the research:

Dr. Wilson, Chair of the Department of Neurology at University has developed a new drug that promises to slow the
development of Alzheimer’s substantially in patients diagnosed in the early stages of the disease. This drug was developed in
her laboratory in collaboration with Dr. Weiss, a non-tenured assistant professor in the department. Animal studies in her
laboratory have been extremely promising, and in compliance with University policy, Dr. Wilson seeks approval to form a
start-up company that will sponsor Phase 0, I, and randomized Phase II clinical trials in which she will be the principal
investigator and Dr. Weiss will be co-PI.

Dr. Wilson proposes that University will license the new drug to the start-up company in which she will be President and
CEO with Dr. Weiss as Vice President for Research. She plans to negotiate the license on behalf of the company, because she
states that there are no others who could do so and because the company has no funds to hire an attorney or CEO. She will
seek venture capital for the company, realizing that when that is accomplished, her own equity ownership will be reduced
and a new CEO will be hired. At that time she plans to assume the function of Chair of the Board of Directors and Chair of
the Scientific Advisory Board.

B. Description of the external interests:

Dr. Wilson proposes that she will own 80% of the equity in the start-up company initially and that the University and Dr.
Weiss each will own 10% equity. Dr. Wilson will also be paid $40,000 annually for her duties as Chair of the Board and
Chair of the Scientific Advisory Committee. The terms of the license include royalty payments once the drug is successfully
marketed. According to University policy, this revenue will be distributed to Drs. Wilson and Weiss privately, to their university
research accounts, to their department, to the medical school, and to the University. At the time of the proposal, venture
capital has not yet been secured and the start-up company’s value is not easily assessed.

C. Does a specific conflict of interest exist?
Yes. There are administrative and financial factors that could significantly influence the conduct of the proposed research,
presenting risks to the participating human subjects, to the investigators and to the University.

As department chair, Dr. Wilson is an officer of the University with authority to make decisions about the future of Dr.
Weiss. She has the authority to recommend Dr. Weiss’ annual salary, to allocate departmental space and resources for his
research needs, and to assign his teaching duties. She can even influence his promotion and tenure. As department chair,
Dr. Wilson is also in a position to allocate space and resources to her own research projects. Without further analysis of the
potential risks to human safety and integrity of research data, most institutions would conclude that an administrative
institutional COI exists.

In view of her administrative role in the University, Dr. Wilson’s proposed role in the company could greatly distort her primary
commitments to the institution and to her colleagues. University officers have a fiduciary duty to act in the best interests of
the institution but under state and in some circumstances federal law, officers of companies also have a fiduciary duty to act
in the best interests of the company.

Many institutions would not allow their faculty to serve as officers and board members in companies that sponsor their
research, particularly when the faculty member is an officer of the University. Even if she were not department chair, her
institution might conclude that her fiduciary duty to the institution precludes her from serving as an officer or board member
in the company sponsoring her research. Many universities have policies to this effect.
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In addition, PHS regulations and AAMC and AAU guidelines identify certain relationships with an external research sponsor
that have the potential to influence the research outcome in favor of the financial interests. These include compensated
services, such as paid membership on the Scientific Advisory Board, a management position in the company such as an
officer or board member, equity, and royalties.

Institutional and administrative conflicts aside, both Dr. Wilson and Dr. Weiss would have individual conflicts of interest,
since both propose to have financial interests in the company that might influence their judgment in designing the research
protocols, selecting and recruiting the human subjects, collecting and analyzing the data, and publishing the results.

D. Risk-benefit analysis:
Where institutional policies might allow this research to be conducted under certain circumstances, what are the risks of
this arrangement?

1. Is there an increased risk to human subject safety? Is there an increased risk of failure to adhere to the inclusion/exclusion
criteria of the protocol? Is there a danger of over-stating the potential benefits of the drug while soliciting consent?
Yes, both Dr. Wilson and Dr. Weiss stand to benefit from equity in the company and from potential royalties if they
select human subjects, administer the experimental drug, or explain the risks to the human subjects in ways that
favorably influence the outcome of the research. There might also be an institutional conflict of interest. Arguably
the University’s equity ownership could influence its oversight of the research, although this risk may be more
apparent than actual, because individuals who handle decisions about the University’s investments are usually not
in close contact with research administration, the IRB, and the investigators. Universities should take note that
institutional conflicts become more difficult to manage if those who oversee research administration in the
University also oversee technology transfer and make decisions about companies in which the University invests.

2. Isthere a risk that the financial interests of Drs. Wilson and Weiss could cause them to compromise the integrity of the data?
Yes. Their conflicts could influence not only how they design and conduct the protocol, but also how they collect
the data, analyze and report them.

3. Isthere a risk of the appearance of a conflict of interest?
Yes. If both the University and the investigators have substantial financial interests, the appearance of a COI may
persist even if the conflict is managed, and this could affect the reputations of both the individual investigators and
the University. For example, the Committee might consider assigning oversight of Dr. Weiss’ faculty development
and decisions about his salary, promotion, and resources to another department chair. However, this strategy
would be unlikely to erase from the minds of other departmental faculty members and the public the perception
that, very possibly, Dr. Wilson could still influence Dr. Weiss’ academic career and the research outcomes in positive
or negative ways.

4. Could the outcome of the study benefit the public?
The drug has the potential to give extended quality of life to Alzheimer’s patients. This would be an immense benefit
to these patients and their families, and could constitute economic and intellectual savings for the public. However,
without divestiture or conflict management, the research on the validity of the drug as a treatment will be in question.

E. Should Drs. Wilson and Weiss be allowed to conduct clinical trials sponsored by the company?

The University should seek an external valuation of the technology and an expert opinion on whether the license should be
pursued with the start-up or another company. Using the results of these assessments as a basis for the negotiation, and in
consideration of national standards and institutional policies regarding equity, the University will be able to negotiate for itself
and allow Dr. Wilson to participate in the negotiation. The preferred route, however, is for the company to have a separate
CEO or attorney with whom the University would agree on the license terms rather than Dr. Wilson signing on behalf of
her company. In any case, when universities take equity in companies that propose to sponsor research at the institution,
they create a conflict of interest that will be difficult to manage in the future.
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Most universities would not allow Dr. Wilson to serve as an officer or board member in the company if the company plans
to sponsor research conducted by Dr. Wilson. She would have to take steps to distance herself from the management of the
company. Further, most Universities would not allow the start-up company to be formed or the research to go forward as
long as Dr. Wilson is department chair and thereby in control of her collaborator Dr. Weiss.

Although Dr. Weiss has no administrative conflicts, his equity in the start-up and potential royalties could seriously bias his
judgment in the conduct and interpretation of the research.

These conflicts are so unmanageable that neither the formation of the start-up company nor the University’s and investiga-
tors’ participation in the proposed clinical trials should be allowed. Theoretically Drs. Wilson and Weiss could divest them-
selves of their financial interests in the start-up company, but this is not a realistic solution, since neither would be likely to
engage in the effort without compensation.

The research could be sponsored at another institution, in which case the University could hold equity in the company.
Alternately, the research could be conducted at the University by different investigators. The management plan might then
include the following provisions:

1. Require that the new investigators be independent of Drs. Wilson and Weiss.

2. Stipulate that Drs. Wilson and Weiss may not hold management positions in the company as officers, board members,
or chair of the scientific advisory committee, but that they could serve as consultants on the trial or members of
the scientific advisory board. The commitment of effort of each must remain within allowable limits.

3. Allow Dr. Wilson to negotiate the license terms with the University, since no one else with comparable scientific
qualifications is available. Care should be taken to ensure that in the negotiation of the business terms the
University is not perceived as taking an unfair advantage in its position as employer of the two faculty members.
However, the preferred strategy is to avoid such potential conflicts by dealing with an attorney acting on behalf of
the company.

4. Permit Drs. Wilson and Weiss to request limited participation in the clinical trials. If their request is granted, it
should not include contact with human subjects, or collection of data.

5. Determine that the analysis of data remains subject to review by unbiased experts. If it were necessary or advisable
to involve Drs Wilson and Weiss as consultants, they should be required to make full disclosure of their peripheral
involvement, of the role of their company, and of their potential royalties. This disclosure must be shared with the
participating human subjects, and full disclosure must also be provided in all forms of publication involving the
clinical trial.

6. Make Drs. Wilson and Weiss aware that their company ownership and positions as consultants will affect how they
conduct future research related to this drug at the University. They will have a conflict of interest for example, if
they apply for an NIH grant to further develop the technology, perhaps to develop a drug to prevent or cure
Alzheimer’s or to prolong the delay in the onset of symptoms. This conflict will require careful and stringent
scrutiny, and the University may be exposed to charges of “pipelining” if new research projects are directed to the
Wilson-Weiss company.

Case 7: Part B:

Dr. Wilson developed the technology alone. Initially she proposes that the University will own 20% and she will own 80%
of the equity in the start-up company. Her equity ownership will be reduced to approximately 20-30% with venture capitalist

investment. All other facts are the same.
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A. Does a specific conflict of interest exist?
Yes. The possible distortion of the research due to financial conflicts is increased, since Dr. Wilson’s equity share in the
start-up and her expected royalty revenue from sales will be larger without Dr. Weiss joining the company.

Potential conflicts due to a violation of fiduciary responsibilities are not eliminated. As stated in the alternate version of this
case, many institutions would not allow their faculty to serve as officers and board members in companies that sponsor
their research. As a faculty member Dr. Wilson could easily find herself in an adversarial position to the University or the
company, and most institutions would conclude that this conflict of interest is unmanageable.

B. Could Dr. Wilson be allowed to conduct clinical trials sponsored by the company?

This might be possible provided University decided to take no equity. In that case, the Committee would weigh the benefits
and risks of two faculty members who wish to start up a company, hold equity and potentially receive royalties, and conduct
clinical trials sponsored by the company. Applying the rebuttable presumption guideline reveals however that Drs. Wilson
and Weiss are not uniquely qualified to administer the drug and observe its results in Alzheimer’s patients and the institution
is not uniquely qualified as the only site where the trial could be conducted. Accordingly, the presumption against their
conduct of the clinical trial is not likely to be overcome. The research could be sponsored at another institution in which
case the University could hold equity in it.

Case 8: Controversial Funding Source and Purpose of Research

A. Description of the research:

Dr. Cho, Professor of Radiology in the Medical School at University, is an expert in functional magnetic resonance imaging
(fMRI). He enjoys a national reputation for his work on mapping parts of the brain that “light up” during various day-to-day
activities, whenever people make choices about what to eat, wear, or do. Dr. Cho correlates his findings with the studies of
others regarding certain activities and respective positive or negative emotions with which the parts of the brain are associated.
Over the years he has built a body of evidence showing that under certain circumstances, knowing which parts of the brain
“light up” can allow predictions about the choices an individual will make.

Dr. Cho is approached by a well-known soap company that proposes to sponsor a human subjects research study at the
medical school with Dr. Cho as the PI. In the study he will ask human subjects questions about the soap product and about
different advertising strategies in order to determine what appeals to them. The company will use the results for improving
its marketing campaign and demands exclusive rights to the results of the study. Dr. Cho has already made it clear that neither
he nor the University will allow this restriction on freedom of publication.

Dr. Cho proposes to use the medical school’s MRI equipment and offers to reimburse University with part of the research
funds provided by the soap company. In his proposal, he takes the position that the study will allow him to test new aspects
of choice, and that this research is valid regardless of how the results of the study will be used. In his view the study is not
substantially different from a drug trial, where the sponsoring drug company hopes eventually to market the drug.

B. Description of external interests:
Dr. Cho has no financial relationship with the soap company. No patentable technology is expected to result. The soap
company is not a vendor to the University, and the University and its officers have no investments in the company.

C. Does a specific conflict of interest exist?

There is no financial COI under the AAMC and AAU guidelines or the PHS regulations. A COI Committee could decide
that it has no jurisdiction, and that the University should use other more appropriate venues for considering the questions
that arise in connection with this proposed project.
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At issue is whether the project constitutes valid research in keeping with the missions of the University or whether it is a
marketing service in which the soap company wants to engage the university. Clarification about the extent of a potential
COI might be achieved by asking questions such as: Are basic academic values upheld? Is the research appropriate to the
mission of the institution? Are uses of institutional resources and facilities appropriate? If the project is defined as a marketing
service, the COI Committee could conclude that a conflict of interest with the missions of the investigator and University
does exist and that pursuing it would place the reputations of the University and the investigator at risk. The Committee
should also consider whether denying the project abridges Dr. Cho’s academic freedom; whether the University’s equipment,
purchased for patient care and research, can be used for the marketing service; and further, whether such service is in keeping
with the University’s not-for-profit tax status.

Several different outcomes are possible. The Committee could conclude that Dr. Cho’s proposed study should be categorized
as human subjects research because he proposes to evaluate human behavior by testing choices that have not been tested in
other relevant studies and because he has a considerable record of published results. In that case, the study could go forward.
On the other hand, the Committee could conclude that the sponsor’s reason for the study and its planned use in marketing
define it as a marketing study. The comparison to a drug study may be considered irrelevant, since drug study results are
not directed primarily at marketing but rather at finding treatments for disease, even if the company might eventually sell
the drug based on the results. In that case, the study will be denied. Finally, the Committee could conclude that even though
the study could be defined as appropriate research, the controversial funding source and intent constitute a major conflict
of interest with the University’s missions. In this case, a risk-benefit analysis could be useful to determine whether the study
should be allowed.

D. Risk-benefit analysis:
Where institutional policies might allow this research to be conducted under certain circumstances, what are the risks of
this arrangement?

1. Is there an increased risk to human subject safety? Is there an increased risk of failure to adhere to the inclusion/exclusion
criteria of the protocol? Is there a danger of over-stating the potential benefits of the drug while soliciting consent?
Since the study is not invasive, there are no immediate concerns for the physical safety of human research participants.

2. Is there a risk to data integrity?
The possible conflict with the missions of the University is not likely to influence the judgment of Dr. Cho in
conducting or publishing the study.

3. Isthere a risk of an appearance of a conflict of interest?
There would be no appearance of a financial COI, since neither the University nor Dr. Cho would benefit financially.
However, there is a high risk that the public could construe the activity as a conflict with what the University
should be doing and even if it is arguably research, whether it is research worth engaging in. There is also a risk
that the reputations of Dr. Cho and the University could be challenged, even if there is no financial COI, since
University equipment purchased for patient care and research would be used for the study. The University might
have difficulty defending this equipment use publicly.

4. Could the outcome of the study benefit the public?
Further insight into brain function might be a benefit to medicine and science, though Dr. Cho could possibly
address the scientific questions more effectively in another of his studies funded by a different source.

E. Should the study be allowed to take place at the institution?

Institutions will differ in their conclusions about whether the benefits outweigh the risks and where to draw the line in
defining what differentiates appropriate research at an institution from marketing services for hire. Dr. Cho is not specifically
conflicted in being the PI and there is no particular management concern that might require specific disclosures in resulting

publications.
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Case 9: License, Consulting, and Equity in Start-up Company

A. Description of the research and role of the researchers in the University:

Drs. Jefferson and Suarez, tenured Professors of Neurosurgery, at University, have invented an implantable wafer containing
chemotherapeutic agents believed to be active in treating brain tumors. Based on their animal studies, they hypothesize that
slow release of chemotherapy at the tumor site will extend the life of patients, whose life expectancy is typically six months
from diagnosis. Drs. Jefferson and Suarez propose to be co-PIs of a Phase I safety study of the wafer in a group of ten
patients. NeuroX, a company that has obtained a license from University for use of the wafer, will sponsor the Phase I study.

B. Description of the external interests:

NeuroX is an early-stage biotechnology company, founded by Dr. Jefferson with the University’s approval. The terms of the
license agreement include modest up-front fee payments, 3% royalty on sales, 10% royalty on sales by sub-licensees, and a
10% equity stake in NeuroX to the inventors. Under the University’s intellectual property policy, Drs. Jefferson and Suarez
would personally receive and split 40% of the proceeds from sale of the University’s stock; and their labs would split 30% of
the proceeds. The same distribution schedule also would apply to fees and royalties.

However, at the time of the licensing event, Dr. Jefferson bought out all the future financial interests of Dr. Suarez in the
implantable wafer for a large lump sum payment under an agreement fully disclosed to the University. He is the only
University faculty member who now holds financial interests in NeuroX and the implantable wafer. The investors in NeuroX
have offered Dr. Jefferson an additional 10% equity position, and they want him to serve as chair of the company’s scientific
advisory board, with compensation of $50,000 per year.

C. Does a specific conflict of interest exist?

Dr. Suarez has no financial interest in the proposed project. Dr. Jefferson’s financial interests substantially exceed the thresholds
permitted under policies recommended by AAMC, AAU, PHS, and University. Therefore the COI Committee could conclude
that Dr. Jefferson may not participate in the study unless he can rebut the presumption against his participation in the
research. Dr. Jefferson argues that as a highly-skilled brain surgeon and the co-inventor of the wafer, he is uniquely qualified
to conduct the study. He has told the Committee that he does not intend to participate in larger-scale clinical studies; however,
he states that his surgical expertise is needed in the Phase I study to fine-tune the wafer placement procedure. He and Dr.
Suarez optimized the procedure in animal studies, but it must be perfected in humans. He also states he would welcome
oversight of his data collection and analysis procedures.

D. Risk-benefit analysis:
Where institutional policies might allow this research to be conducted under certain circumstances, what are the risks of
this arrangement?

1. Is there an increased risk to human subject safety? Is there an increased risk of failure to adhere to the inclusion/exclusion
criteria of the protocol? Is there a danger of over-stating the potential benefits of the drug while soliciting consent?
Under the study protocol, the wafer will be implanted during the course of clinically indicated brain surgery.
However, in addition to removing the tumor, Dr. Jefferson or Dr. Suarez will implant the wafer. The key study
endpoint is survival. Dr. Jefferson is likely to recruit from his own patients, and his influence over his patients is
substantial. They may believe that his advice is sound and that there is little or minimal risk despite disclosures
about the experimental nature of the implant. Some research has shown that a physician’s financial interest in a
product increases patients’ trust or belief in the efficacy of the product. In light of Dr. Jefferson’s significant financial
interest, there is a risk of bias in recruiting and obtaining subjects consent. However, Dr. Jefferson states that he is
willing to hand off the human subject recruitment and consent process to Dr. Suarez, who has no remaining financial
conflict of interest.
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2. Is there a risk that Dr. Jefferson could compromise the integrity of the data to favor his financial interests?
Data will be collected and analyzed by the Jefferson-Suarez research team. Any bias in the study design or data
analysis probably will be difficult to discern, since there are no built-in safeguards such as those provided by a Data
Safety Monitoring Board (DSMB), a coordinating center that analyzes the data and confirms their validity by
correlation with data from other sites. The risk is high for the potential benefit of over-stating results, towards
enhancement of NeuroX’s value. The company would thus appear to be a more attractive investment for angel
investors or venture capitalists or as a target for acquisition.

3. Is there a risk of an appearance of a conflict of interest?
For Dr. Jefferson there is a significant appearance of a conflict of interest since he co-invented the wafer and has
substantial financial interests in the success of the treatment. Dr. Jefferson and the institution would have
reputational risks if the study were allowed to go forward as proposed. Dr. Suarez has an intellectual investment in
the wafer, but the presumption is that peer review processes will neutralize this type of interest, as effectively as in
other published research in which the investigator has no direct financial interest in the outcome.

4. Could the outcome of the study benefit the public?
If successful, the study could have tremendous medical benefits.

E. Should Drs. Jefferson and Suarez be allowed to conduct clinical trials sponsored by the company?

The Committee must evaluate this case in light of the institution’s COI policy; the risks of a “managed” COI; and the
potential benefits of permitting Dr. Jefferson to participate in the study. The Committee might conclude that the benefits to
the public can be obtained without the risk of having Dr. Jefferson involved as a participant in the study since Dr. Suarez
has equal experience and expertise.

If the COI policy categorically prohibits participation of a conflicted investigator, Dr. Jefferson will either have to forego the
study or reduce his financial interests to an acceptable level before proceeding. If the COI policy prohibits the arrangement,
but allows for limited exceptions, the COI committee must first determine whether an exception is warranted.

This would be a single-center study that is partly under the control of a conflicted investigator. Even with a management
plan that mandates disclosure of interests, restriction of Dr. Jefferson’s ability to consent subjects, and oversight over data
collection and analysis, any bad outcome attributed to the clinical research would lead to questions, criticism, or potential
litigation because of the conflict of interest. In approving a “managed” COI, the institution would be taking a calculated risk.

The COI Committee could find that Dr. Jefferson has not successfully rebutted the presumption barring his participation.
The evidence about his unique qualification to participate as a surgeon in the study may not be convincing, since Dr. Suarez
and he co-invented the implantable wafer and jointly conducted the preliminary animal studies and surgeries. In that case,
only Dr. Suarez would be allowed to conduct the study.

If Dr. Jefferson presented additional convincing evidence that his participation is essential for the trial to occur, the COI
Committee should impose stringent management that might include:

1. Require Dr. Jefferson to disclose his own (and the institution’s) financial interests on consent forms and to
prospective subjects; to other members of the study team and to any collaborators; both in oral presentations and
written publications.

2. Allow only Dr. Suarez or another designated individual who does not report to Dr. Jones to solicit and obtain con-
sent. Dr. Jones may explain the study procedures to subjects, but he should be excluded from the recruitment and
consenting process.
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3. Appoint one or more knowledgeable, disinterested individual(s) to oversee data collection and analysis, because of
the close relationship between Drs. Jefferson and Suarez. At a minimum, require an independent expert to review
the manuscript and have access to the raw data if needed.

4. Allow Dr. Jefferson a co-investigator role, with the majority of the responsibility for the study resting with Dr.
Suarez. Dr. Suarez and possibly an independent reviewer should assure the COI Committee that the design of the
study is valid, since it was designed by Dr. Jefferson.

5. Require Dr. Jefferson to reduce his consulting fee paid by the company to a level below the threshold of the
institutional policy and below $10,000. He should relinquish his position as chair the scientific advisory board but
may continue to serve as one of its members.

Case 10: Equity in Company, Research for a Competing Company

A. Description of the research and role of the researcher in the University:

Dr. Bagli is Associate Professor of Orthopedic Surgery in the Medical School at University. She has invested in equity in
Curvno, an early stage company that has grown and now sells a few highly specialized but heavily used surgical spine
devices. She has carefully avoided involvement in the medical school’s purchasing process. Insertco, a competing company,
contacted Dr. Bagli about serving as the PI in a phase II clinical trial of its newly developed device that will compete on the
market with Curvno’s most profitable device. Dr. Bagli has submitted the proposal for University review.

B. Description of the external interests:
Dr. Bagli’s equity in Curvno is almost 15%, in excess of the threshold under University COI policy.

C. Does a specific conflict of interest exist?
Yes. Dr. Bagli’s financial interests in Curvno could be either favorably or adversely affected depending on the outcome of
the clinical trial and subsequent marketing of the competing spine device.

D. Risk-benefit analysis:

1. Is there an increased risk to human subject safety? Is there an increased risk of failure to adhere to the inclusion/exclusion
criteria of the protocol? Is there a danger of over-stating the potential benefits of the drug while soliciting consent?
There is a risk that Dr. Bagli could recruit patients who might receive less benefit from the surgical device or that
she could overplay the risks with some patients to try to jeopardize the successful outcome of the trial.

2. Is there a risk to data integrity?
Yes, there is a risk that Dr. Bagli could compromise the integrity of the data to achieve an unfavorable outcome in
the test of the competing device and thereby protect her financial interest in Curvno. This could occur at the level
of implantation, collection of data on the outcomes, analysis, and interpretation of the data, and drafting of the
manuscript. Of course, her reputation would be on the line if trials conducted at other sites refuted her biased
report of the outcome.

3. Is there an appearance of a conflict of interest?
Yes, there is both a real and an apparent conflict. Dr. Bagli could also be seen as influencing decisions regarding
stock trading. There is also a risk of reputational damage to Dr. Bagli and to the University.

4. Could the outcome of the study benefit the public?
It is not clear whether the new device would be a substantial improvement over the one currently on the market.
The question before the committee is whether the benefits to medicine, science, and public health will result if the

research is allowed.
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E. Should Dr. Bagli be allowed to be the principal investigator in the study?

Without elimination of the conflict or a management plan, the study should not proceed with Dr. Bagli as the PI. A COI
Committee could conclude that Dr. Bagli has not presented evidence to overcome the rebuttable presumption that she
should not be allowed to participate in the trial. Indeed, there appears to be no compelling reason for Dr. Bagli to be
involved in the trial at all. The Committee could propose that Dr. Bagli could sell her equity in Curvno to eliminate the
conflict of interest, a step that would then make it possible for her to conduct the trial. Alternatively, Dr. Bagli might present
compelling evidence that her involvement in the trial is essential, perhaps because only she has a sufficient patient population
for recruitment of a sufficient number of patients. In that case, a management plan would have to be agreed to with the
following elements:

1.

It should be mandatory for Dr. Bagli to make full disclosure of her financial interests in a competitor company to
other participants on the research team, students and trainees, human research subjects, the academic supervisor,
peers, and the public in all forms of presentation and publication.

The protocol should designate as PI another surgeon, competent in use of the spinal devices, who is independent
of Dr. Bagli. Dr. Bagli would function as co-PI with limited responsibilities in the study.

Dr. Bagli would be excluded from obtaining consent from the patients. Any patients she recruits to the study must
be reviewed by the new PI to ensure that all meet the proper eligibility requirements.

Collection of outcome data should be the sole responsibility of the PI and not of Dr. Bagli, as should be the analysis
and interpretation of the data. If Dr. Bagli is involved in analysis of the data and preparation of the manuscript, an
unbiased expert should review the manuscript and have access to the raw data to confirm the report.

If possible, steps should be included in the protocol to blind the data from both Dr. Bagli and the new PI initially.

Residents and fellows that work with Dr. Bagli should be prohibited from participation in the research protocol,
unless their participation can be overseen by the unconflicted PI.
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APPENDIX C

Definition of Financial Interests in Research

Financial Interests in Research include the following interests of the covered individual (and his or her spouse and
dependent children), or of any foundation or entity controlled or directed by the individual or his or her spouse:

1.

Consulting fees, honoraria (including honoraria from a third party, if the original source is a financially interested
company), gifts or other emoluments, or “in kind” compensation from a financially interested company (or entitlement
to the same), whether for consulting, lecturing, travel, service on an advisory board, or for any other purpose not
directly related to the reasonable costs of conducting the research (as specified in the research agreement);

Equity interests, including stock options, in a non-publicly-traded financially interested company (or entitlement
to the same);

Equity interests (or entitlement to the same) in a publicly-traded financially interested company (see exceptions
below);

Royalty income or the right to receive future royalties under a patent license or copyright, where the research is
directly related to the licensed technology or work;

Any non-royalty payments or entitlements to payments in connection with the research that are not directly related
to the reasonable costs of the research (as specified in the research agreement between the sponsor and the institution).
This includes any bonus or milestone payments to the investigators in excess of reasonable costs incurred, whether

such payments are received from a financially interested company or from the institution;

Service as an officer, director, or in any other fiduciary role for a financially interested company, whether or not
remuneration is received for such service.

Exceptions. Significant financial interests in research do not include the following:

1.

2.

Interests of any amount in publicly traded, diversified mutual funds.

Payments to the institution, or via the institution to the individual, that are directly related to reasonable costs
incurred in the conduct of research as specified in the research agreement(s) between the sponsor and the
institution.

Salary and other payments for services from the institution.
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APPENDIX D

Institutional Policies and Practices on Consulting: Topics and Questions to Consider

[Note: These points to consider were compiled based on an examination of consulting policies of several institutions. The list is
neither exhaustive nor exemplary. It represents an aggregation of topics addressed in one or more of the policies examined. |

1.

Express linkages to conflicts of interest policy; when does consulting present a potential conflict of interest and
how will that trigger be identified?

Establishment of time allowed

a0 e

1/7 days

20%

1/5 days

13 days per quarter
No specification

Specific prohibitions?

a0 Te

Speakers’ bureaus

Outside medical practice

Other academic appointments

Acting as an employee of the university
Other?

Attention to specific types of activities

a.

b.
C.

d.

Speakers’ bureaus or speaking engagements whose primary purpose is product marketing rather than an inde-
pendent presentation of educational material

Service as an officer, director, member of the scientific advisory board of a company

Service as an expert witness

Acting as an employee of the institution/acting as a private agent or employee of an outside entity

Attention to particular terms in consulting agreements

hoe a0 o

Intellectual property and compliance with university intellectual property policies
Duty to publish and prevention of publication restrictions

Non-competition provisions that may affect academic research

Confidentiality

Scope of work

Stated or implied use of institutional resources

Is disclosure required of intent to engage in consulting?

a.

From whom: Full time faculty, part time faculty, volunteer faculty, students, trainees, staff



10.

11.

12.

Protecting Patients, Preserving Integrity, Advancing Health:
Accelerating the Implementation of COI policies in Human Subjects Research

What must be disclosed?

Agreement

Summary of terms of agreement
Scope of work

Compensation in whatever form

SRS A

When must disclosures be made?

Annually

As external commitments are proposed

Only if compensation exceeds a stated threshold
Only if external activity relates to university duties

a0 o

Who review/approves disclosures?

a. Isreview required?
b. Isapproval required?
c.  What institutional official reviews/approves?

What is the process for disclosure/review/approval?

a. Prior completion of tutorial about consulting?
. On line system?
c. Consulting data base that is integrated with other relevant institutional data, including IRB, IACUC, IBC, and
the like?
d. Individualized records of outside activities

Provisions regarding compensation received

a.  Who gets the compensation (individual, department, institution, practice plan)?
b. Limits on amount of compensation that can be received?

Provisions relating to use of institutional personnel and resources in outside activities

Students, trainees, junior faculty
Staff

Space

Equipment

Supplies

Intellectual property

O T
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