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CONFLICTS OF INTEREST (AAHRPP III.1.A)
DEFINITION

A conflict of interest is defined as any situation in which financial or personal obligations may compromise or present the appearance of compromising an individual’s or group’s professional judgment in conducting, reviewing or reporting research.  A conflicting interest might adversely affect the credibility of the VA NJ Health Care System human research protection program if publicly disclosed, regardless of whether the conflicting interest might affect the protection of participants.  The appearance of a conflict of interest from the point of view of a disinterested party may compromise the credibility of VA NJ Health Care System research and the human research protection program.
A financial conflict of interest exists in research when an individual, group, or institution may benefit financially from either the performance of, or the outcome of, or reporting of a research project.  (AAHRPP II.1.C)
A personal conflict of interest exists when personal obligations compromise an individual’s or group’s professional judgment in conducting, reviewing, or reporting research.  This may occur when the investigator serves dual roles, such as investigator and health care provider.  Other interests such as family relationships, publications, promotion or tenure can also become conflicts of interest that may affect an investigator’s judgment. (AAHRPP II.1.C)
AREAS OF CONCERN

The VA NJ Health Care System is committed to preventing or managing conflicting interests (and the appearance of conflicts of interest) that may adversely affect the protection of subjects, the credibility of the research or the credibility of the human research protection program. 

Research personnel, IRB members, IRB Chairpersons, managers in the VA Medical Center (VAMC) Research and Development Office, the Institutional Official, and research sponsors may all have certain conflicts of interest.  Conflicts of interest may arise because of such issues as: 1) intellectual property involved in many research discoveries or industry-academic partnerships; 2) financial incentives offered by pharmaceutical or biotech companies for conducting trials or enrolling subjects; or 3) particular role relationships within the governance structure of particular institutions.

Investigators and Research Personnel.  For investigators, financial or other incentives may cause a breach of ethical principles and may negatively affect: 1) the collection, analysis and interpretation of data; 2) the scientific objectivity and integrity and 3) ultimately the public trust in the research enterprise.  In addition, if the treating physician is also the investigator, that individual may unwittingly exert coercion or undue influence on patients to participate in research.

All VA investigators must comply with VHA policies and procedures regarding conflict of interest.  This standard operating procedure (SOP) applies to the principal investigator, co-investigators, and all personnel responsible for the design, conduct, or reporting of the study.  This SOP pertains to financial and other interests related to the research, where these interests could be affected by the design, conduct, or reporting of the sponsored project.  The IRB receives disclosure information and then determines whether any conflicts of interests might adversely affect subject welfare, and if so takes steps to reduce or eliminate the conflict.

The principal investigator and co-investigators (personnel responsible for the design, conduct, or reporting of the study) will disclose to the IRB whether they, their spouse, or dependent children have any of the financial interests or arrangements listed on the VANJHCS Financial Disclosure Form with respect to the sponsor or the product or service being studied.  Note: Subgrantees, contractors and collaborators who have responsibilities for the design, conduct or reporting of the study must also submit the Financial Disclosure Form to the IRB through the principal investigator.  If financial interests and arrangements change from the information provided on the Financial Disclosure Form during the course of the study or up to one year following completion of the protocol, the IRB is to be notified promptly (within 60 days).

When the principal investigator has knowledge that the VA NJ Health Care System holds a financial interest that is or could reasonably appear to present a conflict of interest with respect to the sponsor or the product or service being studied (Institutional Conflict of Interest), this must be disclosed to the IRB, to research subjects and in all publications.  (AAHRPP I.3.H)
Failure of Investigators to Report Financial Interests 

Failure of investigators to report financial interests (as described in the VA NJ Health Care System Financial Disclosure Form) may be construed as misconduct or research impropriety.  An investigator who fails to report financial interest may be subject to sanctions or disciplinary action as described in the VHA Research Misconduct Handbook 1058.2 and or the VA NJ Health Care System Research and Development Committee Policy RI-12-0704 (015).

When failure to report financial interest leads to a misconduct investigation, the VA medical center Research Integrity Officer (RIO) must notify all non-VA agencies or entities that have joint jurisdiction over the research project.  This notice needs to be directed to the office(s) that provide oversight of research misconduct; e.g., the Office of Research Integrity (ORI), Office of Research Oversight (ORO).  Examples may include, but are not limited to the VA medical center’s academic affiliate, the Public Health Service (PHS) of the Department of Health and Human Services (HHS), the Food and Drug Administration (FDA) and other sponsors and regulators.  

In any case that the IRB and or the Research Integrity Officer determines that there has been a failure of an investigator to disclose and manage a financial interest, (and if permission is granted to conclude the research) the investigator will be required to disclose the conflicting interest in each public presentation of the results of the research.

Non-Compliance with Management Plans

Non-compliance with conflict of interest management plans required by 

the IRB may result in suspension or termination of the study or of research 
privileges.

IRB Chairpersons and Members.  A conflict of interest for IRB Chairpersons and members may represent direct participation in the research (e.g., protocol development, principal or co-investigator) or indirect participation in the research (close professional, personal, or financial relationship between an IRB member and an investigator).  IRB chairpersons and IRB members, and consultants are automatically considered to have a conflict of interest when: (AAHRPP II.1.C)
1. When an investigator whose protocol is under IRB review must report to or is under the supervision of an IRB chairperson or member.

2. When the IRB Chairperson or member competes for research grants or contracts in the same or similar field as an investigator whose research is scheduled for review.

3. When they or their spouse or dependent children is involved in the design, conduct, or reporting of the research.
4. When the IRB Chairperson, member or their spouse, or dependent children have a significant financial interest in the research.

5. Any other situation where the IRB Chairperson, member, or consultant believes it may interfere with their objectivity in their review of research.

The IRB Chairperson and IRB members must complete an IRB Member Potential Conflict of Interest Assessment form annually, or at any time within the year in which there is a significant change in the member’s relationship to or financial interest in a sponsoring entity.  Each member must also disclose any patents that have been awarded during the year, which may affect their conflict of interest in a particular company, their product(s), or method(s).  The R&D Chairperson will review the IRB Member Potential Conflict of Interest Assessment forms at least annually, and report the review to the ACOS/R&D and R&D Committee.  The IRB office will retain the IRB Member Potential Conflict of Interest Assessment forms on file.

When the IRB calls upon the expertise of ad hoc reviewers, IRB coordinator or IRB Chair will ask the ad hoc reviewers to complete a VA NJ Health Care System Conflict of Interest Disclosure Form For Ad Hoc Reviewers to confirm that there are no conflicts of interest with the study being evaluated.  It is possible for an ad hoc reviewer to provide a review of a study in which they have a conflict of interest as long as the IRB is informed of the conflict and takes the conflict into consideration when considering the information from the ad hoc reviewer.  Ad hoc reviewers do not participate in the final deliberations and have no vote.  (AAHRPP II.1.C)
Institutional Officials. To avoid possible conflict of interest among institutional officials, the VA Medical Center Director, Chief of Staff, and ACOS/R&D should not serve as voting members of the IRB unless there are compelling reasons.  

Institutional Conflict of Interest (AAHRPP I.3.H.)
An institutional financial conflict of interest exists when the VA NJ Health Care System holds a financial interest that is or could reasonably appear to present a conflict of interest with respect to the sponsor or the product or service being studied.  Institutional Conflict of Interest might also occur when research involves patents or royalties as the VA retains a portion of the earned income from patents and royalties.  This VA Facility, through the ACOS/R&D, must insure that such applications are reviewed and approved by ORD’s Technology Transfer Office before they are initiated.  After ORD notifies the ACOS/R&D of approval of patents and royalties, the ACOS/R&D will notify the IRB and R&D Committee through the IRB Coordinator and Administrative Officer for R&D of a VA protocol with a potential institutional financial interest.  Referral to the Office of Regional Council or the legal representative serving as an ex-officio member

of the IRB will also occur, who will evaluate whether an institutional financial conflict of interest exists and consult with the appropriate committee or subcommittee for management strategies.  The IRB has the final authority to grant IRB-approval of the research associated with the patent and royalties through its review of initial, continuing or modifications to the related research.
Other examples of institutional conflicts may include:

Pressure or desire to protect the institution at the expense of protecting subjects

Pressure or desire to protect investigators or employees at the expense of protecting subjects

Non-disclosure of serious non-compliance to avoid potential liability

Institutional or community values, which undermine subject protections

Pressure for speedy reviews

Financial pressures

Pressures from research sponsors

Mechanisms to identify potential institutional conflicts include:

Annual independent financial audit of Veterans Biomedical Research Institute New Jersey (VBRI)

HRPP reporting and complaint procedures

Observations from HRPP institutional officials

Reports from research subjects

Reports of oversight agencies and accreditation surveys

VA Regulations and the Common Rule.  The VA human subject regulations at (38 CFR 16.107(e)), the Common Rule, and FDA prohibit IRB members, chairs, or staff who have a conflicting interest from participating in the IRB’s initial or continuing review of research. (AAHRPP II.1.C)
Such conflicts must be disclosed verbally prior to review of the involved research, and the IRB member, chairperson, or staff member will not be present during discussion or voting of such research, except to answer questions from the convened IRB or IRB Chairperson if requested.  In unusual cases, the convened IRB will discuss the conflict of interest without the member or Chairperson present to determine if a conflict of interest exists.  Initial determination of an IRB Chairperson or IRB member’s conflict of interest will reside within the convened IRB’s deliberations.  The individual IRB Chair or member whose conflict of interest is being discussed must recuse (leave the room and not take part in deliberations or vote) themselves from the discussion and vote.  The individual may provide information and answer questions before leaving the room.  The convened IRB may refer a conflict of interest matter involving the IRB Chair or member to the ACOS/R&D for a determination of whether there is a conflicting interest.

The IRB Chairperson and IRB members who are also Board Members of the Veterans Biomedical Research Institute, New Jersey (VBRI) will recuse themselves (leave the room and not take part in deliberations or vote) from decisions involving VBRI administered studies.
IRB’s may consider any matter that raises the possibility of coercion or undue influence in the consent process.  The existence of an investigator conflict of interest would fall within this category.

MANAGING THE CONFLICTS OF INTEREST

1. The facility Director, Chief of Staff and ACOS/R&D will not serve as voting members of this facility’s designated IRB.

2. The IRB Chairperson, IRB member, or IRB staff member(s) with a conflict of interest will verbally disclose the conflict of interest to the convened IRB at the time of initial review, continuing review, review of amendments, or any review to be conducted by the IRB.  Individuals with conflict of interest will not be present during discussion or voting of the involved research, but may answer questions pertinent to the research, if requested by the convened IRB or IRB Chairperson.  For reviews that are expedited, the IRB Chairperson will indicate to IRB staff if the review cannot be completed because of a conflict of interest.  When the IRB Chair assigns the expedited review to another IRB member, the member will disclose any conflicts of interest to the IRB Chair or IRB staff person.  This facility requires disclosure of any conflicts of interest to appropriate officials or committees.  Adherence to this disclosure requirement is a routine condition for IRB approval of research.  Minutes of IRB meetings must contain sufficient detail to show when an IRB member has a conflict of interest relative to the proposal under consideration, that the IRB member was not present during the deliberations or voting on the proposal (and that the quorum was maintained).  Recused members (not present during discussion or voting due to conflict of interest) do not count toward quorum for the review of the involved research.  Absence of an IRB member because of a conflict of interest is indicated in the minutes as the IRB member being recused. (AAHRPP II.1.C)  
3. The IRB Chairperson and IRB members and alternates must complete the IRB Member Human Research Conflict of Interest Assessment. The R&D Chairperson will review the forms and report the review to the ACOS/R&D and R&D Committee.  The IRB office will retain the IRB Member Human Research Conflict of Interest Assessment forms on file.  The IRB office will utilize the assessment of potential conflicts of interest as assessed by the R&D Chairperson to assist in assuring that IRB meeting quorum is met and to prevent conflicts in primary reviewer assignments.
4. Mechanisms to manage institutional conflicts include:  (AAHRPP I.3.H)
a. Institutional financial conflicts of interest must be disclosed to the IRB, to research subjects (in the consent form) and in all publications
b. Regulations call for the IRB to be independent from institutional influence.  If the IRB decides to disapprove a study, the institution may not reverse the decision.

c. Whenever a member of the IRB feels he/she has been subject to undue influence, the episode should be reported to the Associate Chief of Staff for Research and Development (ACOS R&D).  See IRB Role and Function SOP for details.
d. Wherever there is the appearance of institutional conflict of interest, the IRB may determine that the study should be conducted elsewhere.  Where this is not feasible, observers who are independent of the VA NJ Health Care System, with no connection to the study, or the study sponsor may be engaged to oversee the human subject protection process

e. Training programs for all research personnel, IRB and R&D members, and institutional official

5. The principal investigator and co-investigators (personnel responsible for the design, conduct, or reporting of the study) must complete the VANJHCS Research Financial Disclosure form at the time of Initial Review.  (AAHRPP I.3.G)  Note: See item 12, below for financial disclosure reporting requirements for clinical investigators subject to FDA investigational new drug or investigational device exemption regulations and for investigators who have submitted a marketing application to FDA for approval of a drug, device or biologic product.  During the course of the study and up to one year following completion of the protocol, the IRB is to be notified of changes from the information initially provided as stated on the Financial Disclosure form.  Such changes are to be reported promptly (within 60 days).  The following significant financial interests must be disclosed for the individual completing the form and their spouse and dependent children (AAHRPP I.3.G): 
a. Any relationship between the study outcome and the amount of compensation made to the investigator 

b. The investigator’s intellectual property rights (proprietary interest) related to the sponsor or the product or service being studied, including but not limited to  patents, trademarks, copyrights or licensing agreements and royalties from such rights

c. Any equity interests (e.g., stocks, stock options or other ownership interests) related to the sponsor or the product or service being studied.  [Equity interest whose value cannot be readily determined through reference to public prices (generally, interests in a non-publicly traded corporation) must be disclosed.]
Exceptions: Disclosure not required if the interests meets all of the following four tests:

a. The equity instrument is publicly traded on the NYSE, ASE, or NASDAQ

b. Total value of the equity is less than $10,000 when aggregated for the individual completing the form and the spouse, and dependent children

c. The total value of the equity represents less than 5% ownership interest in any one entity

d. The value of the equity will not be affected by the outcome of the research 

d. Any income related to the sponsor or the product or service being studied excluding the costs of conducting the study or other research protocols (may include: salary, consultation fees, speaking fees, or honoraria).

Exceptions: Disclosure not required if the interests meets all the following two tests:

1. Total value of the income is not expected to exceed $10,000 for any 12 month period during the course of the study at this institution when aggregated for the individual completing the form and the spouse, and dependent children 

2. The value of the income will not be affected by the outcome of the research

e. Any compensated or uncompensated employment, executive, or fiduciary relationships related to the sponsor or the product or service being studied?

6. All financial disclosure statements must be reviewed by the IRB.  (AAHRPP I.3.G)  If any items on an investigator’s financial disclosure form are checked Yes, the IRB primary reviewer will complete an IRB Primary Reviewer Worksheet: Review Of Financial Disclosure Form With Yes Answer To Any Questions In Section I Or II.  Conflicts of interest found by the IRB must have appropriate documentation of how the conflict has been managed.  Full disclosure of conflicts of interest by investigators demonstrates good faith and protects the integrity of the research and the reputation of the institution.  

In conducting its consideration of conflict of interest, the IRB considers:

Risks to participants

Anticipated benefits, if any, to participants

The scientific or scholarly integrity of the research

The selection of participants

The possibility of coercion or undue influence during the consent process

The information provided to the participant

Provisions for monitoring the data collected to provide for the safety of participants

Provisions to protect the privacy interests of participants and to maintain the confidentiality of identifiable data

The credibility of the human research protection program

7. If the IRB determines that the investigator’s financial or other interest could adversely affect subject welfare or the integrity of the research, the IRB will take appropriate action within the scope of its authority to approve, disapprove, or require modification to reduce the conflict.  The determination will appear in the meeting minutes.  

8.  Conflicts of interest arising from a significant financial interest and significant other conflicts of interest must be reviewed and a management strategy fully developed and in place prior to final approval and initiation of the research or expenditure of funds.  Note: When any items are checked yes on the investigator’s financial disclosure form, the assistance of Regional Counsel must be obtained to manage the conflicts. See item 10, below.
9. Examples of conditions or restrictions that might be imposed to manage conflicts of interest include, but are not limited to:

a. Public disclosure of significant financial interests (including disclosure to human subjects involved in the research via the informed consent) Note: When a financial interest may affect the protection of participants, disclosure to potential participants or the public will not be used as the sole method of management.  

1. Disclosure of Conflict of Interest To Subjects
a. When the VA NJ Health Care System holds a financial interest that is or could reasonably appear to present a conflict of interest with respect to the sponsor or the product or service being studied, the IRB will require that this be disclosed to subjects as part of the consent process (disclosed in the consent form when one is used) and in all publications.  The disclosure statement in the consent form is to include: how the institutional financial conflict of interest is being managed, that it was reviewed by the IRB and it was determined not to pose any additional significant risk to the welfare of research subjects or the integrity of the research.
b. Investigator’s significant financial conflicts of interests must be disclosed in the consent form.  The disclosure statement in the consent form is to include: how the financial conflict of interest is being managed, that it was reviewed by the IRB and it was determined not to pose any additional significant risk to the welfare of research subjects or the integrity of the research.
b. Monitoring of research by independent reviewers;

c. Blinding of investigators

d. Assignment of individuals, without a conflict of interest, to conduct the consent process and or other aspects of the research

e. Modification of the research plan;

f. Frequent continuing review

g. Disqualification from participation in all or a portion of the research funded;

h. Divestiture of significant financial interests; and

i. Severance of relationships that create conflicts.

j. Non-compliance with conflict of interest management plans required by the IRB may result in suspension or termination of the study or of research privileges.

10. Regional Counsel Is The Agency Deputy Ethics Official.  
a. Note: If any questions on an investigator’s financial conflict of interest form are answered in the affirmative, the conflicts must be managed with the assistance of the VA Regional Counsel.
1. IRB determinations for managing financial conflict of interest may not be finalized until the assistance of Regional Counsel is obtained.
2. Contact Information for Regional Counsel:
a.  George Burns, Assistant. Regional Counsel, Office of Regional Counsel, 800 Poly Place, Bldg. 14, Brooklyn, NY 11209.  Tel.: (718) 630-2903.  Fax: (718) 630-2917.

3. Regional Counsel may be contacted for assistance via e-mail.

4. The timing and person obtaining Regional Counsel assistance in managing financial interests may vary.  In each case the advice of Regional Counsel must be provided to the IRB.

a. The investigator may identify the fact that Regional Counsel assistance is required and obtain this advice prior to submission to the IRB.

b. The Executive Director of the Veterans Biomedical Research Institute (VBRI) may obtain Regional Counsel assistance for managing a financial interest in processing a research agreement.  This could be completed prior to the investigator’s submission to the IRB or may be in process at the time of IRB review.

c. The IRB (through the IRB Chair, IRB Coordinator, Research Compliance Officer or ACOS R&D) may obtain Regional Counsel assistance.  This assistance may be obtained before, during or after the IRB Primary Review.  In all cases, the IRB must make a determination regarding the plan to manage financial conflicts of interest and may need repeated communications with Regional Counsel to arrive at the approved plan.
b. The IRB and Institutional Officials may refer questions involving an interpretation of the regulations on conflicts of interest to the Regional Counsel.

11. Review of Conflict of Interest by the VA, FDA or Department of Health and Human Services (HHS)

a. Outside agencies including the Department of Veterans Affairs, FDA and the HHS may at any time inquire into the institutional procedures and actions regarding conflicting financial interests, including a requirement for submission of, or review on site, all records pertinent to management of conflicts of interest.  On the basis of these external reviews of records and other information that may be available, it may be decided that a particular conflict of interest will bias the objectivity of the research to such an extent that further corrective action is needed or that the Institution has not managed, reduced, or eliminated the conflict of interest in accordance with this subpart. 

12. FDA Financial Disclosure Reporting Requirements for Covered Clinical Studies (AAHRPP I.3.G)
a. Clinical investigators subject to investigational new drug or investigational device exemption regulations must provide the sponsor of the study with sufficient accurate information needed to allow subsequent disclosure or certification for compliance with FDA regulations (Title 21 CFR 54.2 and 54.4) regarding financial disclosure.  The investigator shall promptly update this information if any relevant changes occur in the course of the investigation or for 1 year following completion of the study.  As described in the FDA regulations, this information will include: 
i. Compensation affected by the outcome of clinical studies means compensation that could be higher for a favorable outcome than for an unfavorable outcome, such as compensation that is explicitly greater for a favorable result or compensation to the investigator in the form of an equity interest in the sponsor of a covered study or in the form of compensation tied to sales of the product, such as a royalty interest.

ii. Proprietary interest in the tested product means property or other financial interest in the product including, but not limited to, a patent, trademark, copyright or licensing agreement.

iii. Significant equity interest in the sponsor of a covered study means any ownership interest, stock options, or other financial interest whose value cannot be readily determined through reference to public prices (generally, interests in a nonpublicly traded corporation), or any equity interest in a publicly traded corporation that exceeds $50,000 during the time the clinical investigator is carrying out the study and for 1 year following completion of the study.  

iv. Significant payments of other sorts means payments made by the sponsor of a covered study to the investigator or the institution to support activities of the investigator that have a monetary value of more than $25,000, exclusive of the costs of conducting the clinical study or other clinical studies, (e.g., a grant to fund ongoing research, compensation in the form of equipment or retainers for ongoing consultation or honoraria) during the time the clinical investigator is carrying out the study and for 1 year following the completion of the study. 

b. When a VA investigator is a FDA “Applicant” submitting a marketing application to FDA for approval of a drug, device, or biologic product; the investigator is responsible for submitting the appropriate financial certification and disclosure statements described in FDA regulations (Title 21 CFR 54.2 and 54.4).  Portions of these FDA regulations are copied here.  VA investigators who are FDA applicants should refer to the FDA regulations directly and consult with FDA regarding any questions.

i. The applicant (of an application submitted under sections 505, 506, 510(k), 513, or 515 of the Federal Food, Drug, and Cosmetic Act, or section 351 of the Public Health Service Act) that relies in whole or in part on clinical studies shall submit, for each clinical investigator who participated in a covered clinical study, either a certification described in paragraph (a)(1) [see (1) below] of this section or a disclosure statement described in paragraph (a)(3) [see (3) below] of this section.

(1) Certification: The applicant covered by this section shall submit for all clinical investigators (as defined in 54.2(d)), to whom the certification applies, a completed Form FDA 3454 attesting to the absence of financial interests and arrangements described in paragraph (a)(3) [see (3) below] of this section. The form shall be dated and signed by the chief financial officer or other responsible corporate official or representative.

(2) If the certification covers less than all covered clinical data in the application, the applicant shall include in the certification a list of the studies covered by this certification.

(3) Disclosure Statement: For any clinical investigator defined in 54.2(d) for whom the applicant does not submit the certification described in paragraph (a)(1) [see (1) above] of this section, the applicant shall submit a completed Form FDA 3455 disclosing completely and accurately the following:

(i) Any financial arrangement entered into between the sponsor of the covered study and the clinical investigator involved in the conduct of a covered clinical trial, whereby the value of the compensation to the clinical investigator for conducting the study could be influenced by the outcome of the study;

(ii) Any significant payments of other sorts from the sponsor of the covered study, such as a grant to fund ongoing research, compensation in the form of equipment, retainer for ongoing consultation, or honoraria;

(iii) Any proprietary interest in the tested product held by any clinical investigator involved in a study;

(iv) Any significant equity interest in the sponsor of the covered study held by any clinical investigator involved in any clinical study; and

(v) Any steps taken to minimize the potential for bias resulting from any of the disclosed arrangements, interests, or payments.
13. Compensation to investigators, physicians, health care providers and research staff from sponsors for identifying and or enrolling subjects can create a conflict of interest.  At the VA NJ Health Care System, the practice of receiving payments for identifying and or enrolling subjects is prohibited.  No individual associated with VA NJ Health Care System approved research may receive such payment.  
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