[S—
SOOI N KW~

11
12
13
14
15
16
17
18
19
20
21
22
23
24
25
26
27
28
29
30
31
32
33
34
35
36
37
38
39
40
41
42
43
44
45
46
47

Policy Appendix III: Financial Disclosure Policies for the DRCR Network
Version Date: December 22, 2009

(Adapted from the Conflict of Interest Policies of the Johns Hopkins University School of
Medicine; initially approved by the DRCR.net Executive Committee on January 3, 2006)

The policy will be reviewed for potential revisions at least annually by the Executive Committee.

PRIMARY COMMITMENT OF INVESTIGATORS SUPPORTED BY NIH FUNDS
Despite the increasing frequency and complexity of the relationships of investigators with industry,
government, and other entities, these relationships are governed by one basic principle:

Investigators of the Diabetic Retinopathy Clinical Research Network (DRCR.net) recognize their
primary responsibility, specifically, that they are conducting research sponsored by the National
Institutes of Health (NIH) of the U.S. Department of Health and Human Services.

Acceptance of Network responsibilities and NIH funds entails a commitment to give one's best
efforts to this end. At the same time, it is recognized that paid participation of investigators and
staff in activities of their community-based practice or university based positions, government,
professional associations, industry, and other private institutions may serve the best interest of the
Network. The experience that such participation brings to the investigator is shared indirectly by
the Network, and these outside activities often contribute to the richness and diversity of the
Network. Moreover, as a result of such activities, society may benefit from the dissemination of
knowledge and technology developed within the Network.

A commitment to serve an institution, agency, or industrial organization other than the Network that
competes with the Network should be made only after giving serious consideration to the amount of
time and effort that can be given to another entity while satisfying the investigator’s commitment to
the Network. In addition, investigators and staff are expected to be discriminating in the selection of
outside commitments in order to avoid impairment of the Network’s reputation as a leading research
entity within the ophthalmic community. Investigators should avoid commitments that could
compromise the basic scholarly independence and freedom of action that are central to the Network.
Where there is the possibility or appearance of a conflict of commitment or financial conflict of
interest between an investigator’s or staff’s obligations to another organization and those to the
Network, the investigator or staff member must discuss and then report in writing his or her plans
with the Network Chair and Director of the Coordinating Center before making a commitment.

Financial conflicts of interest usually can be managed through disclosure. To maintain the
academic integrity of the Network within the potential benefits of participation in interests
outside of the Network, investigators and appropriate staff will provide financial disclosures
(as defined in Question 14 below) at least on a biannual basis and within 30 days when there is
a new financial disclosure due to a new Network protocol, change in a Network protocol, or a
change in the Network investigator or staff’s finances. For non-research relationships (defined as
consulting, scientific advisory boards, and the like), the disclosure should reflect whichever is higher
within 4 categories (none, <$10,000, between $10,000 and <$25,000, or >=$25,000), including
annual totals for the previous year and through the time of the annual report (usually completed by
January and again by July), and written agreements which existed for the previous year, even if no
payment has been received at the time of the disclosure. Research relationships (defined as
participation in laboratory research or clinical trials) are not reported within categories. A substantial
change is defined as any non-research relationships for consulting/honoraria/speakers bureau which
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go from below $25,000 to $25,000 or above, or when a new non-research relationship in the realm of
employment, stock, stock options, or other occurs, or when a new research relationship develops.
Investigators and appropriate staff should inform the Coordinating Center in writing within 30 days
of a substantial change so that the Coordinating Center can amend the existing information and so
that this new information can be reviewed and managed by the Network.

WHEN IS A WRITTEN REPORT OF FINANCIAL DISCLOSURES NECESSARY AND
WHO MUST COMPLETE A WRITTEN REPORT?

Each January and July, all Network investigators and certified staff as determined by the Executive
Committee will complete the on-line DRCR.net Financial Disclosure form. (Note: Throughout the
remainder of this document, wherever the term “investigator” is used, it also should be considered
as indicative of committee members and certified key personnel in the Network required to report
this information as determined by the Executive Committee.) However, disclosure is a continuing
obligation, and it also must be made if a new relationship becomes evident when an investigator’s
ongoing relationship with an outside party changes, and promptly at any other time of the year
when the situation within the annual report has changed.

These reports will be reviewed by the Network Chair and Director of the Network’s Coordinating
Center. Determination of whether a financial conflict of interest exists in a particular instance will
always be a matter of judgment involving all the facts of the situation. While informal discussion
with the Network Chair, Coordinating Center Director, or others, is always encouraged, such
discussions do not replace the investigator’s requirement to provide a full written report as the best
preventive measure to avoid any real or apparent conflict between the obligations of investigators
to the Network and to their personal interests and other competing commitments.

WHY IS A WRITTEN REPORT NECESSARY?

Trust, good faith, and open discussion of controversial issues among colleagues are central to the
life of the Network. The activities of investigators must be governed by thoughtful and shared
consideration of individual circumstances, rather than rigid rules. The requirement for reporting in
the situations outlined below is meant to ensure that conflicts of interest will be considered openly
and fairly and that appropriate action will be taken to resolve those conflicts. Reporting thus serves
to protect individuals in the Network, the Network as an entity, the NIH, and academic freedom in
general.

WHAT IF THE NETWORK IS CONSIDERING WORK WITH AN OUTSIDE ENTITY
WITH WHICH THE INVESTIGATOR HAS A RELATIONSHIP?

Whenever an investigator’s relationship to an outside party might appear to influence either the
conduct of the Network’s business with the outside party or the conduct of research within the
Network, a report must be made of that relationship. Any person serving as Network Chair or other
members of the Executive Committee (or other committees as applicable) who have financial
disclosures relevant to a company involved in discussions to collaborate with the Network will
forego voting privileges regarding decisions on the collaboration. This policy will prevent putting
any DRCR.net investigator in an inappropriate position and will ensure that financial biases are
reduced or eliminated when voting takes place.
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FREQUENTLY ASKED QUESTIONS

1. Who is covered by the policy and required to complete a written conflict of interest report
at least every 6 months?

All investigators, committee members, and certified key personnel (as judged by the Executive
Committee) in the Network are covered by this policy and must submit a report at least every six
months.

2. Do I need to include relatives or a spouse in my report?

You must indicate on the appropriate forms whether you or any of your dependents or spouse has a
financial interest that could be affected by the Network’s research or could appear to be affected by
the Network’s research.

3. Do government entities require this reporting, or is this just a policy of the Network?

Under U.S. Public Health Service regulations, investigators receiving NIH funds must identify and
manage, reduce, or eliminate financial interests related to research supported by this federal agency.
By accurately reporting your relevant financial interests to the Network, you enable the Network to
comply with these regulations. If you are an investigator in a clinical study whose results are being
submitted to FDA for marketing approval, the sponsor would need you to complete a disclosure
form so it can comply with FDA regulations.

4. Are there penalties for failing to report these conflicts with respect to government entities?
In some cases, failure to disclose, eliminate, or manage conflicts of interest with research has led to
investigative and legal action by plaintiffs, the Securities and Exchange Commission, and the
Office for Human Research Protections (OHRP).

Relevant PHS regulations are available at:
http://grants2.nih.gov/grants/compliance/42_CFR_50_Subpart_F.htm
Relevant FDA rules are available at:
http://www.fda.gov/oc/guidance/financialdis.html

5. If I receive cash compensation for consulting for an entity involved with or competing with
an area of research within the Network, is there a limit for participating in human subjects
research and concurrently receiving consulting income and other payments?

Setting a threshold above which financial interests constitute an unacceptable conflict of interest with
human subject research is extremely difficult. Judging the relative risks presented by various levels
and types of financial interests is necessarily subjective. This is evidenced by the fact that there is a
range of thresholds set by academic medical centers and under various government regulations. In
addition, these thresholds mean different things; some trigger reporting, while others trigger
prohibition. While some argue that a conflict exists at any level of financial interest, to disallow all
such income while conducting related human subjects research risks limiting investigators' access to
cutting-edge treatments and clinical trials. After weighing a variety of factors, in general, a limit of
$25,000 for non-research relationships appears acceptable to the Executive Committee at this time.
Exceptions might include equity (including stock options) valued over $25,000 with an entity whose
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142 product is not being tested by the Network but is in direct competition by a product being tested in the
143 Network. In this case, participation in human subjects research within a Network protocol evaluating a
144 product which competes with a product in which the investigator holds equity could be permitted if
145  there were limits on the number and percent of total subjects enrolled (depending on the protocol), if
146  performance were monitored with this disclosure in mind, if it was not privately held equity (including
147  privately held stock options) whose value cannot be determined on the open market, or privately held
148  stock options, and if the investigator did not hold a leadership position for the protocol or on a writing
149  committee for the protocol involving its product. It should be noted that financial interests of $25,000
150  or below still must be reported and reviewed by the Network Chair and Director of the Coordinating
151  Center, and public disclosure in all relevant DRCR.net publications is required of investigators with
152 any financial interest related to their research. All research relationships are managed by disclosure
153  without a specific limit, although in the interest of transparency, the value of these relationships might
154  be requested in specific circumstances, for example, research relationships held by leadership positions
155  within the Network.

156

157 6. How do I determine whether my consulting income, including in-kind support, exceeds $25,000?
158  Calculate the combined value of your consulting fees or speaking honoraria for the company in

159  question (or companies, if the interests of more than one company may appear to be affected by the
160  research project) with the value of non-business related travel arrangements paid for by the

161  company (or companies). Include payments or equipment or supplies provided to your office or

162  University if you have ownership or a fiduciary responsibility to the institution receiving these

163 payments or equipment. Small gifts from companies such as paperweights and T-shirts should not

164  be included.

165

166  Of course, financial interests of any value that could affect or appear to affect one's research

167  activity - whether or not involving human subjects - must be reported.

168

169 7. Are travel expenses for consulting meetings included in the $25,000 threshold for

170  presumptive prohibition of conducting human subjects research?

171  Payment for "travel expenses incurred in the course of performing consulting services" is excluded. If
172 afinancially interested company (i.e., a commercial entity whose financial interests would reasonably
173 appear to be affected by the conduct or outcome of the Network’s research) pays for you to travel to a
174  consultants' meeting, or to present results of one of their research projects, the cost of your business-
175  related travel should not be included in calculating the $25,000. However, additional payments (or
176  'in kind' compensation) not directly related to your performance of the consulting services should be
177  included when calculating the value of your aggregate payments from the company. Examples of such
178  payments include expenses for family members, additional days of accommodation at the consulting
179  site, or travel paid for by the company when no consulting services or research presentations are

180  provided by the individual (for example, travel provided just to attend a meeting). You should follow
181  Internal Revenue Service (IRS) rules on deductible business expenses in determining what is a

182  business-related expense and what is 'in kind' compensation.

183

184 8. What if an investigator has multiple consulting agreements with a company and is

185  evaluating devices from this company in a Phase III clinical trial that has nothing to do with

186  diabetic macular edema. This company also has products that compete with products under

187  evaluation by the DRCR.net for which I am an investigator. Do I have a potential conflict of

188  interest?
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The conflict is generated by receiving money from a company that has a product in the field of
what is under investigation with the Network, even though the investigator’s payment is not for
work with the competing product of that company, regardless of whether that company is working
with the Network. The subject matter of the investigator’s consulting work does not alter the
existence of the conflict. Additionally, if an investigator has multiple consulting agreements from a
company, it is the aggregate magnitude of the conflict which will be assessed (and potentially
limited).

9. What if an investigator is the inventor of a device under evaluation or competing with a
similar device under evaluation by the Network but has no equity or consulting income from
the company licensing the device? Since the investigator is entitled to licensing-related
payments, including royalty payments once the device is sold, but has no equity or consulting
income from the licensee, can the investigator participate in Network studies of the device?
The investigator/inventor may submit a written request to the Network Chair and Director of the
Coordinating Center for exemption from the prohibition on conducting human subjects research
with the Network while having a royalty interest in the study device. This situation would be
presented to the Executive Committee, and if the Executive Committee is convinced it is very
important for the investigator/inventor to participate in the study, depending upon the structure of
the license, the Committee may recommend that these arrangements be permitted. If it does, it also
will recommend that specific conditions be placed on the investigator’s participation. Final
determination concerning the investigator’s role in the study would rest with the IRB for that
investigator. In some cases, post-marketing royalty interest is a potentially manageable conflict of
interest since income is not received until the invention has undergone extensive laboratory and
clinical evaluation and approval by outside agencies.

10. For human subjects research performed by the Network, why does it matter if an
investigator has stock in a start-up company whose stock is worthless at the time of the study?
If an investigator proposes to participate in Network research in the field or competing field of a
start-up company in which the investigator has equity, but in which the value of the stock is
worthless at the time of the study, the value of the stock may be heavily influenced by the outcome
of the research. This is because start-up companies generally have only one or a few products in
development and their ability to raise capital depends on the outcome of early stage research on
their products. Their ability to proceed, for example, from Phase I to Phase II studies is likely to be
completely dependent on whether the Phase I study results are positive. Furthermore, increases in
the value of start-up companies' stock can make them takeover targets. Thus, the ownership of
stock in a start-up company with a product in the field or competing field of a Network study, even
when the market value is zero at the time of the Network study, is a significant source of conflict of
interest in research.

11. If an investigator is participating in a large Phase I1I drug trial within the Network
sponsored by a large pharmaceutical company, and the investigator wants to purchase stock
in the company for the investigator’s minor childrens' portfolios, is this considered a conflict
of interest?

It is unlikely that the investigator’s participation in the Network’s Phase III drug trial will influence
the outcome of the study, let alone the value of the sponsor's stock as a large pharmaceutical
company. Nevertheless, the investigator’s ownership of stock in the sponsor creates an appearance
of a conflict of interest. It is advisable to avoid this type of investment until well after there is a
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possible appearance of a conflict of interest. Under the Network’s policy, the investigator must
report his or her ownership or proposed purchase of the sponsor's stock. If the value of the
investment is $25,000 or below, the investigator could be asked to either sell the stock or place it in
escrow and publicly disclose ownership to subjects and in publications. It is unlikely the
investigator would be allowed to hold stock valued in excess of $25,000 and participate in the
study, although the investigator might be allowed to hold stock of a competing study with one or
more protocols in which the investigator is participating if there were limits on the number and
percent of subjects enrolled, depending on the protocol, if performance were monitored with this
disclosure in mind, if it was not privately held stock or privately held stock options, and if the
investigator did not hold a leadership position in the protocol or on a writing committee.

12. Can an investigator serve on the board of directors of a company with a product in the
field or competing with the field of investigation by the DRCR.net and perform human
subjects research within the Network on one of the products of that company? Is this
allowed?

An investigator’s role as a member of the board of directors involves a legal obligation to act in the
best interests of the company (a "fiduciary" obligation). This could place the investigator, as a
board of directors member, in conflict with his or her obligations as an investigator conducting
human subject research and in general, investigators with a board of directors position will be
prohibited from research within the Network on one of the products of that company or in the field
of that company. For example, the company's survival or ability to raise money may be dependent
on recruiting patients and completing a phase I clinical trial that the investigator is directing while,
as an investigator, one may have serious concerns about whether or how the study should proceed.

Likewise, although the investigator personally may not be involved in the human subjects studies,
if the investigator supervises individuals (for example, co-investigators, or staff) who are
conducting such studies, the conflicted investigator’s service on the board of directors could create
a conflict with the investigator’s primary duties to the research team.

Investigators in this situation or potentially in a position to be in this situation should consider
participating on a scientific advisory board that does not have a fiduciary responsibility to the
company (the compensation of which, as explained above, would have to be $25,000 or less per
year).

13. What does an investigator do about existing licensing and consulting agreements, since
these specific policies did not exist prior to January 1, 2006?

The Network’s Executive Committee recognizes that agreements signed before the January 1, 2006
represents obligations on the part of the investigators. Nevertheless, the Network must implement
these policies for human subjects research. Such arrangements of course need to be reported to the
Network Chair and Director of the Coordinating Center and brought into compliance at the earliest
opportunity, while the Network leadership recommends measures to minimize the conflicts with the
Network’s research. IRBs overseeing the investigator retain final authority in allowing concurrent
financial interests and human subjects research.

14. How does an investigator determine whether his or her financial interest ''may reasonably

appear to be materially affected by'' Network research in which the investigator participates,
and therefore should be reported?
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If the publication or presentation of the results of the Network’s research could be viewed by a
scientific audience or non-scientific audience (such as stock analysts, news reporters, or lay
consumers of health information) as having an impact on the value of the company stock or
products sold by the company with which the investigator has a consulting contract or equity or
royalty interest, the arrangements should be reported. The investigator should be conservative in
evaluating the "relatedness" between the investigator’s financial interests and the investigator’s
research activity (i.e., err on the side of reporting). The NIH likely is “risk-adverse” in these
matters. This is particularly important, since even the appearance of a conflict of interest is
significant. In some cases, Network Chair and Director of the Coordinating Center may determine
that the relationship between an investigator's financial interest and his or her research project is so
remote (or unreasonable to expect) that there is no need for action. However, that determination
should be made by disinterested individuals and not by the potentially biased investigator.
Therefore, investigators are required to report financial interests that may appear to a reasonable
person to be potentially affected by their research results, interpretations, publications and
presentations.

15. Who oversees reporting of conflicts of interest of the Network Chair, the Principal
Investigator and Director of the Coordinating Center, and the Executive Director of the Jaeb
Health Center for Research?

These reports will be reviewed by the Executive Committee regarding any management. The
Network Chair will be recused from discussions applicable to the Network Chair; the Principal
Investigator and Director of the Coordinating Center, and the Executive Director of the Jaeb Health
Center for Research will be recused from discussions applicable to them.

16. Are royalties from the publication of academic textbooks or other publications that report
subject matter in the field or competing field of Network research a conflict to be reported?
What about Continuing Medical Education endeavors?

Publication of professional textbooks is considered a desired endeavor that is traditionally
considered not to generate significant financial conflicts of interest if the textbook is not sponsored
by a company in the field or competing field of Network research. Thus, an investigator's interest in
royalty from such works is not subject to review under the Network's conflict of interest policy.
Similarly, CME activities that are performed under an entity accredited by the Accreditation
Council for Continuing Medical Education (ACCME) are considered a desired endeavor that is
traditionally considered not to generate significant financial conflicts of interest if the CME activity
is not sponsored by a company in the field or competing field of Network research. Note that an
educational grant by a company in the field of Network research to an ACCME entity not in the
field generally is not considered a conflict as the educational grant is not under the control of the
company providing the grant.

17. The financial interests of an investigator’s supervisor or institution (such as a University)
may appear to have a financial conflict with the Network’s research. Is this a conflict of
interest for the investigator?

The interests of an institution or supervisor to whom the investigator reports carry potential
conflicts of interest or the appearance of a conflict of interest with research conducted by the
Network, even though the investigator has no control over that supervisor’s or institution’s
finances. These instances need to be managed individually at this time, trying to maintain
consistency with the existing policy throughout this document.
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18. An investigator or legal entity employed by that investigator receives funding from a
company to participate in research in the field or competing field of Network research. How
should that be reported?

Any funding going directly to an investigator from an entity that participates in research in the field
or competing field of Network research, even if that funding is not for such research, would need to
report that payment as a potential financial conflict of interest.

It usually is impossible for an investigator to be aware of all funding that may come to a legal entity
for whom the investigator works, e.g., an ophthalmologist at a university would not necessarily be
aware of all funding from a company to that university. However, the investigator should report any
funding that comes to that university that supports the investigator’s research if that company is in a
field or competing field of Network research. In general, this amount of funding that goes to a legal
entity that employs the investigator, but not to the investigator, would not be counted towards the
$25,000 limits discussed above (assuming that the investigator does not have equity in the legal
entity).

19. How are stock options or warrants in publicly-traded companies valued for the purpose of
this policy?

For the purpose of determining the magnitude of an investigator's equity interest in a publicly-
traded company, options and warrants are valued at the current market price of the company's

stock. For example, if Dr. Jones holds an option to purchase 10,000 shares of Acme Biotech and
Acme Biotech is trading at $5 per share, Dr. Jones' interest in the company will be considered to be
worth $50,000. If Dr. Jones exercises all his options and immediately sells the resulting Acme
stock, Dr. Jones receives $50,000.

For tax purposes, options and warrants may need to be valued differently. In order to convert
options to stock, the holder must pay a certain price per share ("strike price") and the difference
between the strike price and the market price of the stock may be important for calculating one's tax
liability.

However, to determine the value of the asset for reviewing a conflict of interest, the trading price of
the stock would be used.

This is consistent with valuing stock (not stock options) at its trading price, regardless of what an
individual paid to acquire the stock. For instance, Dr. Smith may own $40,000 worth of ABC
Pharma stock, which was purchased last year for $20,000. While the profit is $20,000, the current
value of his ABC Pharma stock is $40,000. Accordingly, the current market value of that
company's stock is used to determine the value of stock as well as options, warrants, and similar
equity interests.

20. What if an investigator disagrees with the opinion of the Network Chair or Director of the
Coordinating Center regarding the perception and management of conflicts of interest?

The investigator in this situation should present an appeal to the Executive Committee whose
members will make a final decision.
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