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1.  REASON FOR ISSUE:  This Veterans Health Administration (VHA) Handbook establishes policy and procedures to enable all Department of Veterans Affairs (VA) medical centers to develop comprehensive programs to prevent financial conflict of interest in research and investigators to comply with applicable VA and other Federal and state regulations regarding conflicts of interest in research.  NOTE:  The provisions of this Handbook apply to all research services within the Office of Research and Development (ORD) (Medical Research Service (MRS), Rehabilitation Research and Development Service (RR&D), Health Services Research and Development Service (HSR&D), and the Cooperative Studies Program (CSP)).
2.  SUMMARY OF MAJOR CHANGES:  N/A.  This document establishes new policy.
3.  RELATED DIRECTIVE:  VHA Directive 1200, issued November 1, 2001.
4.  RESPONSIBLE OFFICE:  The Office of Research and Development (12) is responsible for the contents of this VHA Handbook.
5.  RESCISSION:  N/A
6.  RECERTIFICATION:  This document is scheduled for recertification on or before the last working date of October 2007.
Robert H. Roswell, M.D.
Under Secretary for Health
CONTENTS

CONFLICT OF INTEREST IN RESEARCH HANDBOOK
PARAGRAPH
PAGE
1.  Purpose 
 1
2.  Background
1
3.  Scope 
 1
4.  Responsibilities 
 2

5.  Identifying Significant Financial Conflict of Interest 
 6

6.  Managing Conflict of Interest 
 6

7.  Failure to Comply with Conflict of Interest Policy
7

APPENDIX A

Conflict of Interest Statement
A-1

 




VHA HANDBOOK 1200.13
 
CONFLICT OF INTEREST IN RESEARCH 
 
 
1. PURPOSE
 
a.       This Veterans Health Administration (VHA) Handbook establishes policy and procedures to enable all Department of Veterans Affairs (VA) medical centers to develop comprehensive programs regarding financial conflict of interest in research and to enable investigators to comply with applicable VA and other Federal and state regulations regarding conflicts of interest in research.  NOTE:  The provisions of this Handbook apply to all research services within the Office of Research and Development (ORD) (Medical Research Service (MRS), Rehabilitation Research and Development Service (RR&D), Health Services Research and Development Service (HSR&D), and the Cooperative Studies Program (CSP)).
 
2. BACKGROUND
 
A conflict of interest occurs when any financial arrangement, situation or action affects or is perceived to exert inappropriate influence on the design, review, conduct, results or reporting of research activities or findings.  Concerns related to conflicts of interest have increased as the relationships of investigators with private corporations, pharmaceutical companies, and outside institutions have become more complex.   These concerns are based on the potential effects the conflicts may have on the real or perceived quality of the research and the treatment of research participants.  The impact of the conflict may occur in any phase of the research from the development of the study design, to the consenting of research subjects, and to the management of the study.  The conflict may also bias review of proposals, analysis of data and dissemination of research results through publications and presentations.  The perception that a conflict of interest exists may not affect the actual development, management and evaluation of the study but rather may negatively impact on the perceived validity of the study and the credibility of both the investigator and the institution.

 
3.  SCOPE
 
a.  VA investigators must comply with all laws, regulations and policies of appropriate Federal agencies including VA, and any applicable state regulations pertaining to conflict of interest in research including Title 5 Code of Federal Regulations (CFR) Part 2635 “Standards of Ethical Conduct for Employees of the Executive Branch, Basic Obligations of Public Service” and Conflict of Interest Statutes Title 18 United States Code (U.S.C.) 202-209 as amended.

 

b.      All research proposals submitted to VA for review must contain a Conflict of Interest Statement (VA Form 1313-xx) identifying conflicts of interest (refer to Appendix A).  This requirement applies to all research activities conducted completely or partially in VA facilities, conducted in approved off-site locations and/or facilities, and/or conducted by VA investigators while on official VA duty time, whether funded by VA or by other sources, or unfunded.  Further, it applies both to all proposals submitted to a VA medical center for local initial or continuing review, and to proposals submitted to VHA Central Office for scientific merit review and funding consideration.

 

4.  RESPONSIBILITIES

 
a.       VHA Central Office
 

(1)   The research services (MRS, RR&D, HSR&D, and CSP) will administratively review all research proposals submitted for funding consideration to ensure the inclusion of a Conflict of Interest Statement (VA form 1313-xx).  Proposals submitted without the required statements appended will be returned to the originating medical center without review.

 

(2)   Scientific peer review committees convened by the ORD and/or research services will review Conflict of Interest Statements during consideration of research proposals and address any concerns raised during the review process.

 

b.      Medical Center Director
 

(1)   The medical center Director or Chief Executive Officer (CEO) is the institutional official responsible for the Research and Development (R&D) program within the medical center and as such, represents the facility in issues related to conflict of interest in research and administers the medical center’s program related to financial conflict of interest in research.

 
(2)   The medical center Director may appoint another staff member to administer the day-to-day activities related to the conflict of interest in research program.  This Conflict of Interest Administrator may be a staff member experienced in oversight of conflict of interest or a staff member associated with the research program such as the Associate Chief of Staff for Research and Development (ACOS for R&D), the Administrative Officer for Research and Development (AO for R&D), or the Research Compliance Officer.  The Conflict of Interest Administrator must be a VA employee.  

 

(3)   In large facilities the medical center Director may appoint a Conflict of Interest Committee; the chair of this committee may then serve in the role of Conflict of Interest Administrator.  The committee should have representation from the R&D Committee and/or the IRB.   

(4)   For research that is carried out by a contractor or collaborator, the medical center Director is responsible for ensuring that the investigators comply with the provisions of this VHA handbook or with another equally stringent regulation.  Failure to comply with VA policy regarding financial conflict of interest in research may result in termination of the contract or collaboration.

(5)  The medical center Director or designee will regularly assess compliance with all VA and facility policies related to conflict of interest through audits or other mechanisms.

(6)  The medical center Director or designee will develop procedures to disseminate conflict of interest policies and educational programs to ensure all investigators are familiar with this policy. 

(7)  The medical center Director will regularly review findings of the COI Administrator/Committee and the IRB and/or R&D Committee regarding conflicts of interest identified.  The medical center Director may add to the stipulations or requirements identified by the COI Administrator/Committee and/or recommended by the committees, but may not lessen them.  In situations in which a conflict of interest cannot be resolved, it is the medical center Director who makes the final binding decision regarding the conflict of interest and its management.

c.  Conflict of Interest Administrator/Committee 

(1)  The Conflict of Interest Administrator or Committee is responsible for reviewing financial disclosure statements from each investigator who is planning to participate in the facility’s research program.  These financial disclosure statements should be reviewed prior to review of the relevant protocol by the R&D Committee and/or IRB.

(2)  The Conflict of Interest Administrator/Committee will:

(a)  determine whether there is an actual or potential conflict of interest that could impact on an investigator’s proposed or current research.  The conflict of interest may affect the design, conduct or reporting of the research. 

 
(b)  determine what conditions or restrictions, if any, should be imposed to manage, reduce or eliminate the conflict.  (Refer to paragraph 6 for examples of appropriate actions to manage, decrease or eliminate conflicts of interest.)

 
(c)  report findings and identify steps to manage the conflict of interest to the appropriate institutional official, the IRB, the R&D Committee and the investigator.

(d)  establish a process to allow the investigator to appeal a decision restricting the conduct of research and requiring specific steps to manage, reduce or eliminate the conflict of interest.

 
(e)  establish criteria for evaluating an investigator’s appeal.  Criteria may include the nature of the research, the unique experience or qualifications required to conduct the research, the number of other investigators that may possess these qualifications, the nature and magnitude of the conflict of interest, as well as any substantial effect of the research on the conflict of interest such as increasing financial gains for the investigator.  In addition, the magnitude of the risk to the human research subject posed by the conflict of interest must be considered.  
 
(3)  The Conflict of Interest Administrator will maintain records of all financial disclosures and all actions taken by the medical center with respect to each conflicting interest for the period that the protocol records are maintained.
d.  c.       IRB and R&D Committee 
 
(1)   The IRB is responsible for identifying, reviewing, and requiring appropriate changes in protocols affected by conflict of interest for research involving human subjects.  The IRB may also determine that the research protocol should not be conducted at the institution.  In making their determination, the IRB may consider the actions and recommendations of the Conflict of Interest Administrator/Committee and the investigator’s Conflict of Interest Statement.

 
(a)    In reviewing protocols, the IRB should be aware of the source of funding and funding arrangements for each protocol.  The IRB must determine if the protocol addresses any conflict of interest and the management of the conflict of interest.  The IRB may determine that the investigator must disclose to the research subject financial arrangements with the research sponsor including any incentives to recruit subjects.  This disclosure may take the form of a discussion in the consent regarding the source of funding, the payment arrangements for investigators, the nature of the conflict of interest, how the conflict is being managed, and the additional protections that have been put in place.  These additional protections may include special measures to modify the consent process, having a non-biased third party obtain the consent, and recruit subjects, or having the investigator recuse him or herself from decision making that may influence the outcome or reporting of the research results.   

 
(b)   In initial or continuing review of protocols, the IRB will consider the impact of the conflict of interest on the subject, the risk to the subject, and the subject’s willingness to participate in the research after disclosure of the conflict.  The IRB will also consider the impact on the research and the research results.  

 
(c)    The IRB will determine if actions in addition to those required by the Conflict of Interest Administrator/Committee should be taken to manage, reduce or eliminate the conflict of interest.

 
(2)   The R&D Committee is responsible for reviewing actions taken by the IRB.  The R&D Committee may approve the IRB’s actions, may add other stipulations or changes to the proposal but may not disallow any of the IRB's stipulations or required changes regarding the conflict of interest.   

 
(3)   The R&D Committee is also responsible for issues involving conflict of interest for studies not involving human subjects.  For these studies the committee shall determine what actions in addition to those required by the Conflict of Interest Administrator/Committee should be taken by the institution or the investigator to manage, reduce or eliminate the conflict of interest.  

(4)   Members of the IRB and/or R&D Committee who have a conflict of interest must recuse themselves from review of proposals for which the conflict exists.
 
(5)   The IRB's findings regarding the conflict of interest are reported to the R&D Committee and both committees’ findings are reported to the Conflict of Interest Administrator/Committee and the medical center Director.  The medical center Director may add to the stipulations or requirements identified by the COI Administrator/Committee and the committees but may not lessen them.  In situations in which a conflict of interest cannot be resolved, it is the medical center Director who makes the final binding decision regarding the conflict of interest.

 
e.       The Investigator
 
The investigator is the individual who is directly involved in some or all aspects of the research study, including the study design, conduct, analysis and interpretation of data, and resulting manuscripts.  In the context of this VHA Handbook, the term “investigator” includes the Principal Investigator)(PI), co-investigators and all other protocol investigators.  A PI is an individual who actually conducts an investigation, i.e., under whose immediate direction research is conducted or, in the event of an investigation conducted by a team of individuals, the responsible leader of that team.  An investigator may be employed by the VA full-time or part-time, have a without compensation (WOC) appointment, or be assigned through an Intergovernmental Personnel Act (IPA).(1)   
(2)   The investigator is responsible for disclosing any conflict of interest to the Conflict of Interest Administrator/Committee prior to submission of a protocol to the IRB or the R&D Committee.  This disclosure must be documented through the use of the Conflict of Interest Statement, VA Form 1313-xx.  If a conflict of interest is identified after approval of the protocol, the conflict must be immediately reported.  Conflicts of interest involving the investigator's spouse and dependent children that would reasonably appear to affect the research must also be reported.

 
(3)   Conflicts of Interest statements must be updated as new conflicts of interest are identified or current ones cease to exist.

 
(4)   VA Form 1313-xx "Conflict of Interest Statement" must be attached to each protocol prior to submission to the IRB and the R&D Committee.  In addition to the review committees, this form will also be reviewed by the Conflict of Interest Administrator/Committee.  Findings of conflict of interest, and recommended steps for managing the conflict will be reported to the investigator.

(5)  When submitting a protocol for continuing review for which there has been no change in the “Conflict of Interest Statement”, the investigator may append the most recent VA Form 1313-xx for that protocol along with a statement certifying that the information contained on the form remains current and correct.
 
(6)  An investigator may appeal the recommendations of the Conflict of Interest Administrator/Committee, IRB and/or R&D Committee in accordance VA and medical center policies and procedures. 

 
(7)  The investigator must comply with the final decision of the medical center Director in managing the conflict of interest.

5.  IDENTIFYING SIGNIFICANT FINANCIAL CONFLICT OF INTEREST
 
a.  A conflict of interest exists when the financial interest has the potential to significantly affect the design, review, conduct or reporting of the research results.  The Public Health Service regulations (42 CFR Part 50 Subpart F), and FDA guidance (21 CFR Parts 54, 312, 314, 320, 330, 601, 807, 812, 814, and 860) define a significant financial conflict of interest as anything of monetary value, including but not limited to:

 
(1)   Salary or other payments for services (e.g., consulting fees or honoraria); 
 
(2)  Compensation to the investigator if the amount of the compensation could be  affected by study outcome;
 
(3)  Equity interests (e.g., stocks, stock options or other ownership interests); and

 
(4)  Intellectual property rights (e.g., patents, copyrights and royalties from such rights).  

 
b.  Significant financial conflict of interest does NOT include: 

 
(1)   Salary, royalties or other remuneration from the applicant’s home institution; 
 
(2)   Income from seminars, lectures, or teaching engagements sponsored by public or nonprofit entities; 

 
(3)   Income from service on advisory committees or review panels for public or nonprofit entities; 

 
(4)   An equity interest that, when aggregated for the Investigator and the Investigator's spouse and dependent children, meets both of the following tests: 1) does not exceed $10,000 in value as determined through reference to public prices or other reasonable measures of fair market value, and 2) does not represent more than a 5% ownership interest in any single entity; or

 
(5)   Salary, royalties or other payments that when aggregated for the Investigator and the Investigator's spouse and dependent children over the next twelve months, are not expected to exceed  $10,000.

 
6.  MANAGING CONFLICT OF INTEREST
 
a.       The following actions may be taken by the medical center to manage, reduce or eliminate conflict of interest.  Other actions may be identified by the institution.

 
(1)   Public disclosure of significant financial interests;
 
(2)   Monitoring of research by independent reviewers;
 
(3)   Modification of the research plan and/or the informed consent documents;
 
(4)   Disqualification from participation in all or a portion of the research;
 
(5)   Divestiture of significant financial interests; or 
 
(6)   Severance of relationships that create actual or potential conflicts.

 
b.      If conflicts of interest are identified after a research protocol has been approved or initiated, the Conflict of Interest Administrator/committee in consultation with the IRB and the R&D Committee will identify the impact of the conflict on the protocol and the research subjects, and corrective actions to be taken to decrease the impact. Corrective actions may include:

 
(1)   Modifying the protocol and the consent;
 
(2)   Reconsenting subjects or removing the investigator from a role in subject selection;

 
(3)   Supervision of the protocol by independent reviewers; and/or
 
(4)   Requiring that the conflicts of interest must be disclosed in all publications or presentation resulting from the research.

 
c. When a significant financial conflict of interest exists and is not eliminated by the process described above, the consent form must contain a discussion of the financial arrangement and how the conflict of interest is being managed and the additional protections that have been put in place.  The inability to resolve significant conflicts of interest will be reported to the medical center Director, through the appropriate committees.

 
7.  FAILURE TO COMPLY WITH CONFLICT OF INTEREST POLICY
 
a.  If an investigator fails to comply with the conflict of interest policy or with corrective actions determined by the COI Administrator/Committee, IRB and/or the R&D Committee, the Conflict of Interest Administrator/Committee will report the failure to comply to the medical center Director.  Any failure to comply with conflict of interest policy and/or corrective actions pertaining to a specific conflict of interest may result in other conditions or restrictions which would be consistent with applicable policies, regulations, and laws.  These conditions or restrictions may include:

 
(1)   Termination of the research protocol; 
 
(2)   Removal of the investigator from the research protocol team; or 
 
(3)   Revocation of the privilege to conduct research.  This sanction may include a prohibition on submitting proposals to the IRB and the R&D Committee, and suspension of the investigator’s privilege to conduct research within VA.

 
b.  The investigator may also be sanctioned by the Public Health Service, the Food and Drug Administration, or other applicable entities depending on the seriousness of the non-compliance and the determination of the research sponsor.
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APPENDIX A

 
 
CONFLICT OF INTEREST STATEMENT

 
To be used as form 10-1313-xx and included in all Merit Review Proposals

________________________________________________________________________
 
This document must be completed, signed and submitted by each principal investigator, co-principal investigator, investigator and collaborator who plans to devote 5 percent or more effort to the proposed project.  The information will be used only to review the proposed research project to which it applies.  This completed and signed document must accompany the proposal to which it applies or the proposal will not be considered for further review.
 
NOTE:  If any questions below are answered in the affirmative, the conflict must be managed with the assistance of the VA Regional Counsel.  See the document “Interpretation, Exemptions and Waiver Guidance Concerning 18 U.S.C. 208” in 5 CFR part 2640.
 
Name:  _________________________________________________________________

Title of Research Proposal:  ________________________________________________
Role (check one):
[  ] Principal Investigator
[  ] Co-Principal Investigator




[  ] Investigator

[  ] Collaborator
 
Percent effort on research protocol:  _______

Do you or your spouse, minor child, general partner, or an organization in which you are an officer, director, trustee or general partner receive salary or other compensation (to include consulting fees, honoraria, gifts, and/or in kind compensation) from a business or other source related to the research proposal that in aggregate has in the prior year exceeded $10,000 and/or is expected to exceed $10,000 in the next 12 months?
[  ] Yes

[  ] No
If Yes, explain source, value, and reason for compensation:
 

Do you or your spouse, minor child, general partner, or an organization in which you are an officer, director, trustee or general partner own any patents that are related to the research project proposal?
[  ] Yes

[  ] No
If Yes, please provide additional information below.
Patent number:  _______________
Date of Patent:  _______________
Title of Patent:  __________________________________________
Have any active or pending license agreements been issued?   [  ]  Yes    [  ]  No  
(If yes, attach a copy of each license.)
If yes, describe the period covered by each license and the projected royalty by year.
Do you or your spouse, minor child, general partner, or an organization in which you are an officer, director, trustee or general partner own any provisional patents that are related to the research project proposal?
[  ] Yes

[  ] No
If Yes, please provide additional information below.
Patent application number:  _______________
Date Filed:  _______________
Title of Provisional Patent:  __________________________________________
Have any active or pending license agreements been issued?   [  ]  Yes    [  ]  No  
(If yes, attach a copy of each license.)
If yes, describe the period covered by each license and the projected royalty by year.
 
Do you or your spouse, minor child, general partner, or an organization in which you are an officer, director, trustee or general partner own or have any equity interests by way of stock ownership or stock options in a non-publicly-traded company that may or may not own a patent that is related to the research project proposal?
[  ] Yes

[  ] No
If Yes, what is the value of the stock/stock options?
Does this value represent more than a 5% ownership of the company?

[  ] Yes

[  ] No
Do you or your spouse, minor child, general partner, or an organization in which you are an officer, director, trustee or general partner own or have any equity interests by way of stock ownership or stock options in a publicly-traded company that may or may not own a patent that is related to the research project proposal and is valued at more than $10,000 (or value is projected to exceed $10,000 in the next 12 months)?

[  ] Yes

[  ] No
If Yes, what is the value of the stock/stock options?
Does this value represent more than a 5% ownership of the company?

[  ] Yes

[  ] No
 
Please describe any of your VA duties that involve management of research project or contracts other than those on which you are a principal investigator, co-principal investigator or investigator.  This includes oversight, approval, advising, recommending, or initiating actions on research related projects.
 
I certify that, to the best of my knowledge and belief, all of the information on this disclosure is true, correct, complete and made in good faith.  I understand that false or fraudulent information on this disclosure may be grounds for not accepting the research proposal and may be punishable by fine or imprisonment (U.S. Code, Title 18, section 1001).
 
 
(Signature of Investigator)





(Date Signed)
 
 
(Signature of Investigator’s Supervisor)



(Date Signed)
 
________________________________________________________________________ 
(Signature of Associate Chief of Staff for Research)


(Date Signed)

 
 
 
 
 
 
 

Certification of Review by Conflict of Interest Administrator or Committee





This Conflict of Interest Statement and applicable protocol have been reviewed for compliance with applicable policies and regulations, and for a determination of the existence of a financial conflict of interest.    





A financial conflict of interest:  [  ] has   [  ]  has not    been identified for this investigator on this research protocol.  If a conflict of interest has been identified, the following actions are recommended:














____________________________________________________________________


(Signature of Conflict of Interest Administrator or Committee Chair)	(Date)


 





Certification of Review by Research and Development Committee





This Conflict of Interest Statement and applicable protocol have been reviewed for compliance with applicable policies and regulations, and for a determination of the existence of a financial conflict of interest.    


A financial conflict of interest:  [  ] has   [  ]  has not    been identified for this investigator on this research protocol.  





Recommendations:





Concur with recommendations of COI Administrator/Committee:  [  ] Yes  [  ] No





Concur with recommendations of IRB:                                             [  ] Yes  [  ] No





Any additional recommendations are addressed by letter from the R&D Committee Chair to the investigator.








____________________________________________________________________


(Signature of R&D Committee Chair)				(Date)


 





Certification of Review by Institutional Review Board (if applicable)





[  ]  (check if appropriate) Review by IRB is not applicable to this protocol.





______________________________________________________________


(Signature of IRB Administrator)					(Date)





This Conflict of Interest Statement and applicable protocol have been reviewed for compliance with applicable policies and regulations, and for a determination of the existence of a financial conflict of interest.    





A financial conflict of interest:  [  ] has   [  ]  has not    been identified for this investigator on this research protocol.  





Concur with recommendations of COI Administrator/Committee:  [  ] yes [  ] no


Any additional recommendations are addressed by letter from the IRB Chair to the investigator.








____________________________________________________________________


(Signature of IRB Administrator or Chair)				(Date)


 








