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European Medicines Agency

T.ondon, 8 June 2006
EMEA/H/31653/03/Rev2

Policy on the handling of conflicts of interests of Manageinent Board and
-scientific committee members and EMEA experts

Introduction

Community legislation' clearly states that the members® of the Management Board, scientific

- committees (CHMP, CVMP, COMP, HMPC)® and EMEA experts shall not have financial or
other interests in' the pharmaceutical industry that could affect their impartiality. They shall
make an annual declaration of their financial interests. In addition, all indirect interests which
could relate to the pharmaceutical industry shall be entered in a register held by the EMEA,
which the public may consult. : :

The EMEA Code of Conduet, and in particular Annex 1, provides guidance on several aspects
related to conflicts of interests. Information is made available about what should be declared by
whom and at what moment in time; in addition, clarification about some operational aspects is
given by stating the tasks of the EMEA Secretariat, the obligations of the individuals concerned
and the meeting proceedings. '

Experience with the handling of conflicts of interests for the scientific committee members and
experts has been gained since the establishment of the Agency in 1995. With a view to
continuously improving its processes in the context of the EMEA’s Integrated Quality
Management System, the Agency decided to review the procedures and arrangements and fo
further strengthen the handling of conflicts of interests.

As a result of this review, a policy on the handling of conflicts of interests for the EMEA,
scientific committee members and the EMEA experts was established with the objective to lead
to a more robust and transparent system, capable of more adequately handling conflicts of
‘interests.

The Management Board originally adopted the policy during its 11 March 2004 meeting. It was
subsequently reviewed and updated in the light of experience gained over the first year of use.
The Board adopted the revised policy on 15 December 2005.

Further to discussions at the December 2005 and March 2006 meetings, the Board revised the
policy to extend it to members of the Management Board. In adopting the revised policy the
Board aims to reassure the public that all the Agency’s bodies, including the Management
Board, are impartial and independent, and that its decisions are solely guided by public and
animal health considerations,

Article 63(2), Regulation (BC) No 726/2004.

‘The reference to members also applies to alternates.

CHMP: Committee for Medicinal Products for Human Use
CVMP: Committee for Medicinal Products for Veterinary Use
COMP: Committee for Orphan Medicinal Products

HMPC: Committee for Herbal Medicinal Prodiicts

7 Westferry Circus, Canary Wharf, London, E14 4HB, UK
Tel. (44-20) 74 18 84 00 Fax {44-20) 74 18 84 20
E-mail: mail@emea.europa.cu  hiloffeasw.emes.curops.ou
©EMEA 2008 Reproduction and/or distribution of this document is authorised for non-commercial purposes only provided the EMEA is acknowledged
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Nomination processes

IL1  Nomination process for Management Board members

Members of the Management Board are nominated by Member States, the European
Commission, the European Parliament and the Council® for a term of three years, which
may be renewed. Members are appointed on the basis of their relevant management
experience and experience in human or veterinary medicines. Members are also
appointed in order to guaranice the highest level of specialist qualifications, broad
spectrum of relevant expertise and broadest geographical spread within the EU.

I12 Nomination process for scientific committee members

Scientific committee mémbersz’3 (and, where relevant, alternates) are nominated by
Member States for a term of three years, which may be renewed. Thé Management Board
is consulted on nominations before the appointment of CHMP and CVMP members.
Such members shall be chosen by reason of their role and experience in the evaluation of
medicinal products for human and veterinary use, as appropriate, and shall represent their
competent authorities.

IL3 Nomination process for EMEA experts

Member States shall transmit to the EMEA a list of experts, with proven experience in
the evaluation of medicinal products in order to serve on Working Parties or Scientific
Advisory Groups (SAGs), or to act as additional experts to scientific committees,
working parties or SAGs. Nominations should be accompanied by a description of the
experts’ qualifications and their specific areas of expertise.

1In addition, situations can arise where the need for additional expertise, not covered by
nominations by Member States, is identified at'the level of the scientific committees. In
such circumstances, the nomination of the identified expertise is undertaken by the
EMEA.

Inclusion in the EMEA experts database

All scientific committee members and experts must be included in the EMEA experts database,
prior to the first appointment resulting in involvement in EMEA activities (meeting altendance,
scientific evaluation, inspections, guidarice development, etc), Such inclusion is only possible
once the following documents have been submitted to the EMEA:

* Nomination form, .
* Public declaration of interests and confidentiality undertaking form, and
*  Curriculum vitae.

The nomination authority has to ensure, in close collaboration with the nominated
member/expert, that all relevant material necessary for the assessment process has been made
available prior to the member’sfexpert’s involvement in any EMEA activity.

The list of experts is published on the Agency’s website®. In addition, it should be noted that the
declarations of interests submitted by members and experts are publicly available. Whereas the
declarations of interests of experts can be consulted, upon request and in person, at the EMEA
offices in London, the Agency has decided, in order to further increase its transparency, to make

4

The Council appoints in consultation with the European Parliament on the basis of a list drawir up by the
Commission two members representing patients’ organisations and two members representing doctors” and
veterinarians® organisations. '

It should be noted that the European Commissiot nominates some COMP members.

It should be noted that at the level of the CHMP, CVMP and HMPC the Committee car decide to appoint co-
opted members,

htip:/fvoene emea.eninthtms/aboitus/experts. htm
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the declarations of interests of the chairpersons, members and alternates (where such alternates
are nominated) of the scientific committees available on the EMEA website. Other specific
conflicts of interests may-in future be made public according to the Agency’s transparency
policy, following review by the Management Board.

Members of the Management Board are not included in the experts database unless they are also
members of a scientific committes or a nominated EMEA expert. All members are nevertheless

required to make annual declarations of interests, which are also published on the Agency’s . .

website and available for public inspection at the EMEA offices.

Handling of conflicts of interests of committee members and EMEA experts

IV.1 General principles

Based on the information provided by the member/expert, the EMEA will evaluate
whether a declared interest constitutes 2 conflict. In the case of an identificd conflict of
interest, the Agency will subsequently assess the potential for bias in the
member’s/expert’s opinion. As a result of such assessment, the member/expert will only
be allowed to participate in the EMEA activities to an extent defined by the assigned risk
fevel. -

Since it has to be recognised that members/experts are not unlikely to have a high level of
contact with pharmaceutical industry, it is important to emphasise that. conflicts of
interest relate to a specific product or situation, and not merely to the member’s/expert’s
exposure to the pharmaceutical industry in general. ‘

IV.2 Key aspects of the EMEA policy
The key aspects of the EMEA policy are:

= the availability of clear criteria for risk identification;
* the establishment of a formal procedure for the assignment of risk levels, and

= the establishment of & dedicated organisational structure at EMEA level in order to
assess the acceptability for participation of the members and experts in EMEA
activities, : '

Criteria for risk identification

~ The level of risk associated with a given conflict of interest will be determined based on
the information available to the EMEA. Clear criteria will be nsed in order to establish
the ultimate risk level. Such criteria are:

®= the proféssional background of the member/expert;

* the nature of the interest declared;

= the conflicts of interesfs level for each individual;

* the availability of alternative experts in the field;

* the nature of the input needed from the member/expert, and

* the role of the member/expert or the phase during which the involvement is required.

Procedure for the assignment of risk levels

The assignment of the risk level will be performed in a stepwise approach, using a formal
procedure, and will ultimately lead to the final risk level, The criteria as outlined above
will be applied in such stepwise approach. '

EMEA/H/31653/03/Rev2 ' page 3/5
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Procedure for the determination of participation level in EMEA activities

An EMEA. Declaration of Interests Assessment Group (DIAG) has beeri established in
order to assess, taking into account the assigned risk level, the acceptability for
involvement of the EMEA scientific committees members and EMEA experts in EMEA
activities, The DIAG will provide, where appropriate, waivers in respect to such
involvement,

IV.3 Proceédure

In order to permit the EMEA to implement the policy, elear guidance is necessary for the
cvaluation of the risk level, the decision process to be undertaken and the level of
transparency that will apply. This guidance is given in the “Procedure on the handling of
conflicts of interests for EMEA scientific committees members and EMEA experts”
(Doc. reference: EMBA/H/5474/04/Rev1 Final). '

i

Handling of conflicts of interest for Management Board members

The provisions concerning conflicts of interests apply equally to members of the Management
Board, committees and experts. However, the Member States, Commission, Parliament and
Council should be seen as the custodians of the provisions in Regulation (EC) No 726/2004 and
have taken into account the experience and interests of individuals that they nominate. In this
regard the procedure outlined in Section IV above is not appropriaté for the Management Board,
particularly given the different roles and responsibilities of the Board and committees.

V.1 Members ‘qf the Management Board

Members of the Board shall not have financial or other-interests in the pharmaceutical
industry which could affect their impartiality. They should neither be employed by or hired
as’ a consultant by, nor participate in any capacity in the decision-making process of, a

. company in the pharmaceutical or related industry.

Members working for or belonging to organisations funded by the pharmaceutical industry
shall declare these indirect financial interests in a transparent way in the annual declaration
of interests and shall attach more detailed information in respect of such funding. This shall
not include the receipt by national comipetent authorities of fees paid by applicants for and
holders of marketing authorisations,

The chairman and the vice-chairman will review the declarations of interests’ of
Management Board members to identify if there are any interests that could present a
conflict with régard to the work of the Management Board, .

In accordance with the Regulation (Article 63(2)), the Agency’s code of conduct and the
Rules-of Procedure of the Management Board (Article 10(3)), the chairman will ask
members to declare any interests at the beginning of each Management Board meeting and
any declared interests will be recorded in the minutes. These declarations will be made
available to the public. Members must declare all interests that could be prejudicial to their
independence, whether of a financial or other nature. ' '

Where interests have been declared, Members should refrain from decision-making,
Participation in felevant discussions should take place only after invitation by the chairman.

V.2 Chairman and vice-chairman of the Management Board

As a general principle, any conflict of interest shall be incompétible with the obligations
deriving from the function of the chairman and vice-chairman.

The members of the Management Board shall complete the annual declaration of inferests form attached to
‘the EMEA Procedure on the Handling of Conflicts of Interests for CXMP Members and Experts
(EMEA/M/5475/04/Rev]).

EMEA/H/316853/03/Rev2 . page 4/5
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" Chairman and vice-chairman shall make their best efforts to refrain from involving
themselves in any activity that would result in a conflict of interest. The chairman shall
inform the Board of any changes in either his or the vice-chairman’s interests.

VI  Review of the policy
The Management Board shall review this policy within 3 years of its adoption.

K
3
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European Medicines Agency

London, Fuly 2006
EMEA/H/5475/04/Rev] Final

'EMEA PROCEDURE ON THE HANDLING OF CONFLICTS OF INTERESTS FOR
EMEA ScIENTIFIC COMMITTEES M EMBERS AND EMEA EXPERTS

I INTRODUCTION

This document should be read in parallel with the document “EMEA Policy on the Handling of
Conflicts of Interests for EMEA Scientific Committees Members and EMEA Experts (Doc.
Ref: EMEA/H/31653/03/Rev] Final)”. ‘

The do_cﬁument will address the following issues:

¢ . the preparaiory steps to be undertaken prior to any appointment of EMEA Scientific
-~ Committees' members® and EMEA experts resulting in involvement in EMEA activities;

. the identification of the risks on the basis of the declared interests;
e the assignment of the risk level, and

* the assessment of the acceptability for participation of EMEA Scientific Committees
mémbers and experts in EMEA activities. .

Finally, some specific arrangements which will apply for meeting proceedings, are described,

The EMEA’s Mdnagement Board during its 15 December 2005 meeting noted the EMEA
Procedure, which has been updated in the light of experience gained following one year of use.
- This procedure will be monitored on a yearly basis. A first report on the experience obtained
with the updated procedure will be provided to thé Management Board at its first meeting in
2007. Amendments to the procedure will be introduced as necessary, '

I~ PREPARATORY STEPS

IL1 Nomination Process for EMEA Seientific Committees Members and EMEA Experfs

EMEA Scientific Committees Members {and, where relevant, alternates) are nominated
by Member States®, * for a term of three years, which shall be renewable.

In addition, Member States should transmit to the EMEA a list of experts, with proven
experience in the assessment of medicinal products in order to serve on Working Parties
or Scientific Advisory Groups (SAGs), or to act as additional experts to- Scientific
Committees, Working Parties or SAGs. Nominations should be accompanied by a
description of the experts’ qualifications and their specific areas of expertise.

Refers to CHMP, CVMP, COMP and HMPC.

The reference to members also applies to alternates.

-It should be noted that some COMP members are nominated by the European Commission,

It-should be noted that at the level of the CHMP, CVMP and HIMPC the Commitice can decide to appoint co-

opted members.
Public ’
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The EMEA will request National Competent Authorities to update their list of experts on
a yearly basis, or as the heed may arise (e.g. for participation in Ad Hoc Expert Groups).
In order to allow for an adequate flow of information between the EMEA, National
Competent Authorities and experts, contact persons for each Competent Authority should
be in place.

In addition, situations can arise where the need for additional expertise, not covered by
nominations by Member States, is identified at the level of the EMEA Scientific
Committee. In such circumstances, the nomination of the identified expertise should be
undertaken by the EMEA. ‘

112 Inclusion in the EMEA Experts Database

All members and experts need to be included in the EMEA experts database, prior to the
first appointment resulting in involvement in EMEA activities (meeting attendance,
scientific evaluation, guidance development, inspections, etc). Such inclusion is only
possible once the following documents have been submitted to the EMEA

*» Nomination form

- The completed Nomination (NOM) form (attached as Annex 1} should either be
submitted by the National Competent Authority who nominates an expert, or by the
EMEA, if the expert is nominated by the Agency. '

= Public Declaration of Interests and Confidentiality Undertaking form

The Public Declaration of Inferests and Confidentiality Undertaking (DI-CU) form
(attached as Annex 2) consists of 2 parts, i.é. the Declaration of Interests and the
Confidentiality Undertaking. Both parts should be duly completed, dated and signed
by the nominee’. Such form should be completed on an annual basis, or whenever
there is a change in the member’sfexpert's interests. In case of any changes, the
member/expert should immediately notify the EMEA and complete a new form
detailing the changes. '

* Curriculum Vitae
A Curriculum Vitae should be provided in addition to the above documents.

The nominating Authority has to ensure, in close collaboration with the nominated _
member/expert, that all relevant material necessary for the assessment process has been
made available prior to the member’s/expert’s involvement in any EMEA activity,
National Competent Authorities will be requested by the EMEA to update their list of
experts on a yearly basis, or as the need may arise. In parallel, the DI-CU form should be
completed on an annual basis, or whenever there is a change in the member’s/expert’s
interests. :

III  RIsK IDENTIFICATION

IIL1 General Principles

Based on the information provided in the DI-CU form by the member/expert, the EMEA
will evaluate whether a declared interest constitutes a conflict,

- In the case of an identified conflict of interest, the Agency will subsequently assess the
potential for bias in the member’s/expert’s opinion. As a result of such assessment, the
member/expert will only be allowed to participate in the EMEA activities to an exient

* It needs to be noted that any contract signed between the nominee and a pharmaceutical company (e.g. in

relation to the nominee’s involvement on Advisory Boards of pharmaceutical comparnies) cannot derogate in
any way from the need for the nominee to complete fully the DI-CU form.
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defined by the assigned risk level®. Since it has to be recognised that members/experts are -
not unlikely to have a high level of contact with pharmaceutical industry, it is important
to emphasise that conflicts of interests relate to a specific product or situation, and not
merely to the member’s/expert’s exposure to the pharmaceutical industry in general.

Clear criteria for risk identification will be used in order to assign the ultimate risk level.
Three levels of risk are possible, whereby “3” represents the highest and “1” the lowest
risk level. The level of risk associated with a given conflict of interest will be determined
based on the information available to the EMEA.

ITL2 Criteria for Risk Identification
The following criteria for risk identification will be used sequentiatly in order to establish
the ultimate risk level:
® General screening criteria.
x Re-classification criteria.
*  Fine-tuning criteria.

II.2.1  General screening criteria
General screening criteria are

(1) the professional background of the member/expert, and
(2) the nature of the interest declared.

The aim of such criteria is to perform a general screening of the declared
interests, using the high-level information provided in the DI-CU form. The use
of these criteria will lead to either a definitive assignment of the risk levels
“1”and “3”, or a preliminary assignment of the risk level “2”, (It should be
| . noted that, where the professional background or the nature of the interest
declared could lead to the assignment of two different risk levels (e.g.
involvement in both Academia and Regulatory Authority), the highest risk level

will apply?).
Professional background of the expert

In terms of involvement in EMEA activities, the EMEA may require the input
of experts from Regulatory ‘Authorities, international organisations, academia,
NGOs’ and, exceptionally, the pharmaceutical industry. The various
professional backgrounds of the members/experts are represented in the table
below: .

EMEA and/or other EU - Hospitals/Universities/ Pharmaceutical

Bodies and Institutions Veterinary and/or companies and
University hospitals CROs

National Competent Learned societies, medical/ | Pharmaceutical

Authorities, Ministries and | veterinary organisations, consultancy

other national, federal or animal and human health-

&

7

In some cases (which should be the exception rather than the rule), a member/expert may indicate that,
despite being assigned a risk level allowing participation in EMEA activities, he/she will not participate in a
particular activity, due to personal reasons, In these exceptional cases, the non-participatiom of the
membet/expert in that activity will be recorded in the relevant documents.

NGOs: Non-Governmental Organisatiots,

Public EMEA/H/S475/04/Rev] Final - July 2006 - page 3/12
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2.2

local governmental bodies | care professionals
{e.g. OMCLs®) organisations

Non-EU Regulatory Research institutes
Bodies (national/international)

International organisations | Patients organisations,
e.g. WHO®, EDOM'® interest groups and charities

Nature of the interest declared

Three situations can be identified:

(1} no interests ax;e declared;

(2) an institutional interest is declared, and
(3) apersonal interest is declared.

Institutional interests relate to institutional contracts or supervisory research
interests. Personal interests relate to salaries, shares, share options or fees
earned by acting as a consultant'',

Re-classification criteria

Such re-classification criteria refer to the conflicts of interests level for each
individual (relating to a specific product or situation).

Only in the case of a preliminary assigned risk level “2” will such re-
classification criteria be used in order to further clarify the situation (Industry
experts assigned risk level “3” following general screening, should be submitted
to the EMEA Declaration of Interests Assessment Group (DIAG) for evaluation
- see also Section V.2). Taking inio account the detailed information provided
in the DI-CU form, the use of these criteria should allow for a re-classification
of a preliminary assigried risk level “2” into risk level “17, “2” or “3”.

Conflicts of interests levels range from “C” to “A”. The.conflicts of interests
level “C” leads to risk level “3”, the conflicts of interests level “B” fo risk level
“2” and the conflicts of interests level “A” to risk level “1”, The different levels
of conflicts of interests are given below:

B
g

11

OMCLs: Official Medicines Control Laboratories.
WHO: World Health Organisation. ]
1% EDQM: European Directorate for the Quality of Medicines,

A congultant is defined as an expert who charges a fee (personal, institutional or

or services in a particular field.
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Financial interest is declared in either the company or a competitor
company of more than 50,000 Euro. It should be noted that investment funds
and pension schemes are excluded, as ‘rhe individual has no control over their
management.

The individual currently acts, or has acted in the past year, as a consultant on
the development of the product or a competitor product. The individual is or
) has been employed in the past year with primary responsibility for the
- product or a competitor product.

The individual is, or was in the previous year, the principal investigator for
the development of either the product or a competitor product.

The individual is, or was in the previous year, 2 member of a steering
committee, an advisory board or an equivalent body for a company
producing either the product or a competitor product. -

The individual (or his/her institution'®) owis a patent' on either the product
or a competitor product.

Financial “interest is declared in either the company or a competitor
company of 50,000 Euro or less. It should be noted that investment funds and
pension schemes are excluded, as the individual has no control over their
management,

The individual acted more than a year ago, but less than 5 years ago, as a
consultant on the development of the product or a competitor product. The
individual is or has been employed more than a year ago, but less than 5
years ago, with primary responsibility for the product or a competitor
product

The individual was more than a year ago, but less than 5 years ago, the
principal investigator for the development of either the product or a
competitor product.

The individual was more than a year ago, but less than S years ago, a
member of a steering committee, an advisory board or an equivalent
body for a company producing elther the product or a competitor product.

The individual is currently, or was in the past year, an investigator (not
principal) in the development of either the product or a competitor product.

2 This is based on the knowledge of the individual concemed in relation to the instifution’s activities.
" This includes all forms of intellectval property.
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The individual has acted more than 5. years ago as a consultant on the
development of the product or a comipetitor product The individual is or has
been employed more than 5 years ago with primary responsibility for the
product or a competitor product. ‘

The individual was more than 5 years ago the principal investigator for the
development of the product or a competitor product,

The individual was more than 5 years ago a member of a steering
commitfee, an advisory board or an equivalent body for a company
producing either the product or a competitor product.

The individual was more than a year ago™ an investigator (not prineipal) in
the development of either the product or a competitor product.

It should be noted that, in the context of this procedute, the following definition

of a “competitor product” applies: a medicinal product'® that targets the same

indication whatever the severity or stage of the disease/condition. This

definition includes products under clinical development, products submitted for

marketing authorisation or for orphan drug designation, as well as authorise

medicinal products. '
II23  Fine-tuning criteria

Fine-tuning criteria are

(1) the availability of alternative experts in the field;

(2) the nature of the input needed from the member/expert, and

(3) the role of the member/expert or the phase during which the involvement is

required.
Availability of alternative experts in the field

This criterion will be used for assigned risk levels “2” (where the outcome of
the DIAG evaluation is negative) and “3”' (in advance of any request to DIAG
for evaluation). :

The availability of alternative experts in the field in the EU must be checked, on
the basis of information available to the EMEA (with the help of the EMEA
Experts Database). Such checking should be performed within 48 hours.

Nature of the input required
The areas where the input is required are
(1) either specific product-related matters and/or therapeutic class matters!’, or

(2) general matters' such as guidelines.

12

Information relating to interests ofder than 5 years need not be provided.

Including herbal medicinal products registered under the simplified registration procedure in accordance with
Directive 2001/83/EC as amendéd.

Note: With regard to pharmaceutical industry experts, whose involvement in a particular activity is
considered essential, no alternative experts need to be sought. The Scientific Administrator should consult
the DIAG for a waiver for such experts.

Therapeutic class matters relate to a specific disease, product or class of products (e.g. antihypertensives,
rabies vaccines, etc.).

General matters means any guidance (in the form of guidelines, concept papers, reflection papers, etc.} not
related to either a product or a disease (e.g. TSE, genotoxicity, methodology guidance).
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Role of the member/expert or the phase of involvement

. This refers either to the role in the scientific evaluation process (e.g. {Co)
Rapporteur, Co-ordinator) or the role in the development of guidélines (topic
leader) and/or general matters. With regard to the phase, one should distinguish
between the evaluation and decision-making phases of the scientific assessment
processes and the drafting and adoption phases of guidance development.

IV ASSIGNMENT OF THE RISK LEVEL

IV.1 General Principles _ '

As already indicated, the assignment of the risk level will be performed in a phased
approach:

* the first phase is a general screening using the general screening criteria (i.e.
professional background of the expert and nature of the interest declared);

= the second phase, which applies to a preliminary assigned risk level “2”, is a re-
classification phase, using the conflicts of interests levels, and '

* the third phase consists of a fine-tuning, applying the above described fine-tuning
- criteria,

This will ultimately lead to the assignmcnt of the final risk level. The level of risk posed
by a declared interest will be determined using the Evaluation of Conflicts of Interests
(ECI) form (attached as Annex 3).

The outcome must be recorded in the relevant product master file, product related
meeting minutes or Working Party minutes (the latter in case of guidelines).

IV.2 Procedure for the Assignment of the Risk Level

V2.1  First phase: general scre:ening

As indicated earlier, the screening criteria to be considered in the first phase are
the professional background of the expert and the nature of the interest
declared. Using such criteria and the three categories of risk (whereby “3”
represents the highest and “1” the lowest risk level), the following result is
obtained:

Personal interest .2 2
Institut_ional interest 3 2 1
No interest declared 1 1

It should be noted that i'n.dustry experts are always consideréd as being at risk
level “3%, : '

The outcome of the first phase is either the definitive assig_nment of a risk level
(for risk fevels “1” and “3), or the preliminary assignment of a risk level (for
risk fevel “27). '
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IV.2.2  Second phase: re-classification

This second phase is only necessary if, as a result of the first phase, a risk Jevel
“2” is assigned.

Each person initially graded at risk level “2” needs to undergo an in-depth
analysis using the re-classification criteria. This will lead to a re-classification
of a preliminary assigned risk level “2” into a risk level “17, “2” gr “3”.

Where none of the re-classification criteria are relevant for the member/expert
in relation to the activity for which his/her involvement is sought, the
membet/expert will be re-classified at risk level 1.

IV.23  Third phase: fine-tuning

In the third phase the fine-tuning criteria {i.e. availability of alternative experts;
in the field, nature of the input needed, role of the individual or phase of
involvement) will be applied.

Availability of alternative experts in the field

For persons that have been assigned the risk level “3” following re-
classification, the availability of alternative experts in the field has to be
considered prior to any submission to the DIAG® for evaluation. The DIAG
should only be consulted in relation to such experts when -a search for
alternative experts has already been carried out ‘and the outcome of that search
is negative.

For persons that have been assigned the risk level “2” following re-
classification, the availability of alternative experts needs only to be considered
further to a negative evaluation by the DIAG. :

Where a search is performed for alternative experts, it will be considered that no
alternative expert is available, if the outcome of the scarch is negative,

*  afler asking at least 2 members of the EMEA Scientific Committee for
alternative cxperts; '

* if there is a negativé outcome of such enquiry, after a search of the
EMEA’s Experts Database, and

* - if there is still a negative outcome after the EMEA’s Experts Database
search, after asking the EMEA Scientific Committee (either during a
meeting of such Commiftee, or by e-mail, depending on the procedural
timelines). oo

In the case of inspectors, the outcome of the search will be considered negative
if the Competent Authority responsible for the inspection is unable to nominate
a replacement and no suitable replacement can be found after following the
established procedures for the delegation of inspections to another Competent
Authority. A negative outcome s, therefore, highly unlikely.

If experts with an equivalent level of expertise are found, the expert posing the
lowest risk level for the specific topic should be appointed.

Nature of the input required and role of the member/expert or the phase of
involvement

¥ For pharmaceutical industry experts who have beer assigned the risk level “3» following general screening
and whose involvement in a particular activity is considered essential, no alternative experts need to be
sought. The Scientific Administrator should consult the DIAG for a waiver for such experts.
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The nature of the input needed from the member/expert (general matters such as
guidelines versus specific product-related matters/therapentic class matters) will
influence the level of participation in EMEA activities. This input should take
into account the role of the member/expert or the phase during which the
person’s involvement is required. The following maximum permitted
involvement level should be applied to define the level of participation in
EMEA activities:

*| Rapporteurship (or
equivalent leading/co- 1 : 1
ordinating rote)

Evaluation/drafting
phase®

Decision
phase/adoption

DETERMINATION OF PARTICIPATION LEVEL IN EMEA ACTIVITIES

V.1 General Principles

Y.2

The DIAG* has been established in order to assess the acceptability for involvement of
members/experts in EMEA activities: It should be noted that the DIAG is a virtual group,
providing the outcome of its assessment in writing and within a very short timeframe (24
hours). The group will only meet when no unanimous decision can be reached. If no
consensus can be obtained at DIAG level, the Executive Director, or responsible Head of
Unit (by delegation), will be required to take a final decision. In view of their direct
impact on third parties all decisions taken by the DIAG need to be signed off by EMEA,
(senior) management. All decisions made will be recorded in the relevant product master

file and/or meeting minutes for the audit trail.

. Procedure for the Determination of Participation Level
" Such procedure can be described as follows:

I. When the outcome of the assignment of the risk level is risk level “2” or “3”, the
Scientific Administrator should consult the DIAG in order to decide on the
acceptability for involvement of the person concerned in EMEA activities.

The DIAG will decide:
* in case of the assigned risk Jevel “2”, either to grant a waiver leading to level 1

. permitted involvement in the specific EMEA activity(ies), for which involvement
is requested, or to maintain level 2 permitted involvement, and

% Ad Hoc Expert Groups are considered to be part of the evaluation/drafting phase.
#' Level 2 refers to the outcome of the DIAG evaluation, ie. either the maintenance of Jevel 2 permitted

involvement or a waiver (from an assigned risk level “3” to level “2* for the specific activity).

? The rules of procedure are provided as Annex 4.
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* in case of the assigned risk level “3”, either to grant a waiver leading to level 2
permitted involvement in the specific EMEA activity(ies), for which involvement
is requested, or to exclude such individual from involvement in those activities.

The consultation performed by the DIAG should fead to a unanimous decision. If no
consensus can be reached, the EMEA Executive Director, or responsible Head of Unit
(by delegation), must take the final decision.

In view of their direct effect on third parties all decisions taken by the DIAG need to
be signed off by EMEA (senior) management.

The outcome (acceptance or exchusion) of the DIAG’s consultation must be recorded
in the product master file, and/or the minutes of the EMEA Scientific Committee,
EMEA Scientific Committee Working Party, SAG, Ad Hoe Expert Group, drafting
group, efc,

2. The consequences of the assignment of the panicipation level, where appropriate,
through involvement of the DIAG, are as follows in terms of the individual’s
involvement in EMEA activities:

2.1 EMEA Scientific Committees chairpersons and Working Party™ chairpersons

As a general rule, any conflict of interest is incompatible with the duty of such
chairperson, Although a total absence of any ¢onflict of interest is preferable for
chairpersons, the maximum permitted risk level is “17,

Once elected, and for the duration of the mandate, the chairperson should

. endeavour not to engage in activities that may result in a change in his/her risk
level, and in any case shall immediately declare to the EMEA any changes that
may affect this risk level. If the risk level increases, a new chairperson should
be appointed.

2.2 Members and experts

Risk Level 3

The expert is excluded from participating in EMEA activities. Another expert in
the field should be found.

Only “in cases where no suitable alternative expert can be found, e.g., in
extremely specialised areas of expertise, the Scientific Administrator should
consult the DIAG for a waiver.

1t should be noted that, with regard to pharmaceutical industry experts, whose
involvement .in a particular activity is considered essential, no alternative
experts need to be sought. The Scientific Admlmstrator should consult the
DIAG for a waiver for such experts.

If a waiver is granted by the DIAG, the expert will be considered to be at level
“2” as regards the involvement in the BEMEA activity(ies) for which
involvement is sought.

Risk Level 2
The Scientific Administrator should always consuit the DIAG.

The level of involvement of the memb,erfexpert will depend on (1) the nature of
the input required and (2) the role of the individual or the phase during which
the person’s involvement is required.

# Refers to all permanent Working Parties of the EMEA Scientific Committees.
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Rapporteurship | Not permitted. Not permitted.
{or equivalent
leading/co-
ordinating role)
Evaluation The individual addresses | The individnal may
phase/drafting | orally or in writing specific | contribute to the drafting of
phase " | questions raised during the | general guidance
evaluation of products, but | documents.
cannot draft assessment | 0 individual can
reports or parts of them. participate in workshops, or
report on his/her
_ professional experience.
Decision The individual cannot | The individual can
phasé/adoption | actively participate in the | participate in the discussion
final discussion. and, were relevant, can
However, he/she is present vote.
to answer questions
addressed specifically to
him/her. _
The individval is required
fo leave the room when a
final decision or a vote
takes place.
Risk Level 1

Involvement in all EMEA activities is permitted.

SPECIFIC ARRANGEMENTS FOR MEETINGS

The following specific arrangements will apply for meeting proceedings:

In order to allow the EMEA Secretariat to perform the checking of conflicts of interests for all
attendees, the Agency needs to be informed of the names of all persons attending the meeting

prior to the start of such meeting,

At the opening of every EMEA Scientific Committee/EMEA Scientific Committee Working
Party/SAG/Ad Hoc Expert Group, drafting group meeting, the chairperson shall request that all
attendees declare any conflicts of interest 6n the matters for discussion®. Such declarations wil

be minuted.

Where the evaluation of an expert has lead to the conclusion that participation is permitted for a
specific agenda item of a meeting, the expert should participate only in the discussion of that
item.and should not be present in the meeting room for any other discussions,

* In particular, attendees have to specify changes, omissions and emors appearing in their DI-CU form.
Members/experts will then have to provide the EMEA within the shortest possible timeframe with an

amended DI-CU form.
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In unexpected and exceptional circumstances, an unforeseen conflict may arise. For example,
during a discussion advice might be requested on a different matter for which an expert feels
he/she has a conflict. The expert should notify the conflict to the chairperson, In this case, the
Scientific Administrator providing the Secretariat for the meeting takes on board the task of
evaliating the extent of the risk-and the acceptability of the expert on the basis of the principles
outtined in this document. If the expert is invited to express his/her opinion, the conflict has to
be clearly stated in the minutes.
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Interest with FDA Advisory Committee
Members, C@nsuftantﬁx and Experts

‘EINTRODUCﬁQN

- 'Thts portion of the:docuinent prevides.backgrsurid ;nformatiah on Federal conflict of
-+ interest statutes dndregilations; provides. pritioiples and odleiia for dafeimining whether

dwhether a walver maly te appropriate, and provides:a

-IIBACKGROUND

A FDA*s Usa of Quitside E)Epérts

 The Féod and: Dirug Admmisiraﬁan {FDA)- i§4 ssr@nca-b‘“ ed regu{atafy agéncy.
~ with réspoiisibility for approximately 25 percent of the gross national prodict, FDA

oversees foods, drugs, blologies, and medical-dévices that the:Ametican public
uses every.day: Tocarry olif'its mission, FDA'sdetisiong naed fo be based on the
high&st solentific standalds, As science begoiies moré speclalized, it becomes
more difficultfor general scientists to keep up with the sc:ent:f‘c; alvances ih the
frahy afeas that FDA re '
{he major researoch institutions in the prvate sector

To provide this crtigat sélende base FDA. hiasiover 900 oufside experts who
provide FDA with essential expariise in highly-specialized areas, Many of these.
EXperts Sarvé ds mémbats of FUA advisory comm:tfees Others ¢onsultwith EDA
off Indmdua! tasksf '

B. Tha Potentia: for Gnnﬂict of Intarest

Wh;ia FBA has agreat need for 6iitside seiantific, adwc@ itis dritical that !he -Htivice
bé.freé ffcm confiict of iftersst and potentlal bigs. If the advide FOA rateives ts

biased or is szen &5 bidsed, itls of littie value to thie Agency:

THE qutsidesexparts, Whe sér\fe FDA dre often pre-eminént solentists i in their fleld.
Thay are fyplcally active researchers on thereutling edge ofselerice; As-such; they
and their organizations are ofter sought out by regulafedindustiy 4o assistin

product devejopment; Inde d, studies have shown that academic biomdical

research fithe Unitsd '

FEA's oltside expeits and lhe research centers where they work raijueatly have

Fesearch grants from, and contracts with, regiilated industiy. This situafion can give

fise 1o pcient:ai corniflicts of interast or appearanices of 4 lack of impartiality.

G.- Mimmizmg Coticern About Confiict of Interest

* Federal staliites enacted by Congress create coriflict of interast rules applicablete
all Federal eniployees, including spscial Government employees {SGES) serving on
advisory sormmitiees. Regufations issued by-the Office of Government Ethics
(OGE)-and the Dépantment of Heallh and Human Services (HHS) sreate additional
standaids of ethiéal coridust and provida Intemprelive guidance concerning the
Federal conflict of interast siamtesk The Deslgnated Agenoy Etfiics Official (DAEOC)
of HHS has been designated by the Secretary of HHS fo coordiniate and manage -
the Depariment's ethics program. The DAEO, and the DABO's &taff i the Offics of
the Generai Counsel/Ethics Division, provide legal guldance concaiiing the Federal

s, To @ large exlent, the crith eai sc ience base exists at.

igly is stipporied by Industry, For ttiat reason,




_gonlict of fntereststamesand regutattons and provids gui@iamcaL gsiedded;
regardiniy the-application.oftfiose Tegal authiorities I spacific cases. The DAEO has

_ deiegated t& ﬁ:te FDA Deptity Ettiits Gotinselor and the EDA Ethles Sfaf?authcnty

o perform many of thé funstions of admin istarinia the FDA ethics progedn. Within

- -FDA, the Comimigsioner of Foad and Drugs has the final authority, subjéct fo legal
review by the DAEG for HHS; to make determinations i matters; sueh 46 the
Jsstiinig of conflict of Interastwalvers, where Federal law acaords e dgency
-autgority {o exercise discretion fegarding and emplojed's pan cipaﬁ o in offiglal
ma ets

FDA has authiority to:aliew an advisory coramittes member or out s;de exper to
paricipate In the Tevis of & new therapy nolwithstanding an otherw;sé -
“digqualifying financial fiferest provided that FDA complies with & jegs
- standards: FDA may provide for this. paﬁ;olpatfon by graritinga
walverfor the expert, T degision fo grant & waiver s stibjest 10 scrufiny and
teview by diffarent paries:’ 13 tha FDA Divisioh of Office respé‘?é_ﬁifs é'{or éie_ciiiibg
atid ‘efiicaty of the tharapy, (2) the Center component | atoveisees
mittiites, 4nd (3) FDA' Ethios Staff, ‘
squiest feaches the dediding offioidt in EDA. f'sonie
GE Eihics Division of the Depariment dfHealth
id the Office of Govemment Etfilcs is sonrght pnoﬁo a

e { ‘
and Hunian Sew“ie el
decisiof:

Becaszons on: sthical lsstigs assosidled with the use ofeutside xperts ére mate in
acca dan w:th ap‘ rcpna{e Jedtal advice and vetted by at feast four (and as many
; s, These e, iitiependent and sometimes redundant révisws,

. taken together =it ie:medical commumity, IndGsty, ¢onsumet and
paﬁsnt groups and -the Ariericah public that advisory cofmmitted Técommeridations
are based on the:best possiblestisnce and afe free from bias, Firther, advisoty
commilftes members provide stisntific advice ih & public fotur where their advige iy
open fo public scrutiy and i§-balanced by advice from othier knowledgeable
expeds

{it. HISTORICAL @YERVIEW

For. years the Federal Government has attempted to balance tharneed for ouiside
experiise in advisory sommitteds with grofecting agalnist: potential conflicts of interest.
Federal criminal Taw prohibits aFederal eriployes from participatmg personially-and
substantively In an official capacity In any particular matter in whichi hé has & direct or
iraputed finanglal interest if the particular matter wiii have-a directand predfotabte affect
of thatinterest (18:U,5.C. 208(8)). The impact ofithis prohibilion on advisory
?c%mgiaﬁe;es Pecame an issuethat the Federal government sought: to tesolve’in the
ate1u80's, '

A, ‘The President's Cgimmission oh Foderal Ethics Law Reform

in 1089, the Presidents Gommission on Federal Ethles Law Reforni. (e
Comirilssion) atidiessed the conilicl of interast Issiias agsosiatéd with advisery -
commities members and published & dstafled repdrt ofits firdings and
recommendations. THe Comfission found that most arirvinal confliet of interest
laws make special-difowances for advisory commiiide members, However, section
208(z) (18 U.S,C, 208(a)) {described above) prohibits taking acflon affecting &
parsonal financlal interest and did not include any exemption for spésial
Govemment employées {including advnsery committeé émbers); The-Commilssion
recognized the need for ethical restraints on adVisory commitlee members but
bélleved “the govermmerit is needlessly hahdicapped in obtéining advics arid

informatlion from indxwdueﬂs with éxpaitise located i the private secior'?

The Cominission conglided that the usual remisdies for potential confliot of interest
fell shoit of meeting the go\fammeni's needs. The Commission found that expers
iy g glveri area iyp;eaﬁy may have sg;nif‘eant employment and other fingncial
interests refated to that very same.area. Fow experts would clioose to divest
tHemsslves-of assets or johs 16 assumé temptrary, often unpaid positions on an
advisory committee, Futher, recusal would generally be an unwérkable remedy

»
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- beganise itwould deprive thercommiied of the conficied person's expertise. The

- Gommission also found that-existing requirements for disqualification or wajver did:
not salye the problem because they had "the effeet of liminating a class of talented
and skilled individiats from providing 4dvics 1 the goverment.™

Advisory Cotmmitiee Act{(FACA) warranta different approach than the standard

conflfet ofinterest treatment in 16 U.S.C. 208/ According fo {he Commission; FACA

itself ingl : uards:- that hielp protect the public's intérestin the:
tedrty ofadvisory cormittes delibiefatioris. First, FACA includes & fequirement

: ‘ emgé:sﬁgs of advisory comihittess be-falrly balanced with respest fo ths.

issas under consideration. Furtherraore, FAGA fequires advisery commitiess fo.

hiold pubilic mestings; except in Uhusual clreumstances. As sich; dellberations.of a

Aadvisory committee are open tothe most exadling public scruliny. Finally, the

fid f & not; in themselves, binding;

sserted putifily to another -

fonlly the-degrés to which.

The Gormnilssion stated ihat advisory.committess sonvenad under he Federal

des alternative safeguards:

s Compnission recommendedealslation thatweiuld aufhorize the offclal -
nls the members-of.an advisory commities to daferming, afiéra review of
- financial disclosure forms filéd by thie prospedtive member, hat the need Tor the

- menibars expertise olitwaighs e confiiet of itersst 4

B Thi Ethics Reform Act of 1689

somission's final regort, Congréss enacted the Bihios Refori Act of

s 101-04), The Ethics Rafor Act refléctéd the frecommeridations of

the Cammission by-including & hisw confliet of Interest provision in 18'U.S.C. 208,
Under rieiw sEatioh 208(b)(3), & special Govamment smployse may participate n
an advisory-conimittee under FAGA despite'a potential conflict of Interest if the
official responisible for e employee's appointment, after reviewing the employes's
finapsiak disclosure statements; determines Hiaf the need for the employéa’s
services outwsighs the poltential confliet of interest ereated by the'employst's

financial Intérest.

Thus, linder he Etice Reform Act, Agericies tust balance the fieed for sientifc
Expértiss with the rieed 1o proféct against the possibillty that the mernber will ba in a
Jposition 1o afféct s financialinferésts,

IV: CURRENT FEDERAL REGULATIONS IMPLEMENTING 18 U.8.C. 208

IniDecgiibor 1996, the.Office of Goveminient Ethics (OGE) fsswied final reguiafions. (5
GER pait2640) that Inferprét-and Implement 18-U;5:C. 208 (67 FR 66829, Dacembet
18; 1996} The regufations: (1) ;’?I@*iigé guiddrice to agencies on the factors to conslder
W ndiing eonflicts of interestand granting walvars for 4ll Federal employess
including outside experts), (2) provide interpretive guiidance coneerning:fie Carflict of
interbst laws, and (3).Althorize Sattaln exemplions 1o the confiict of ititerest vrohibition,

A General Conflict of Intérest Prafilbltioh

As explained in the OGE reguiations, unless granted a waiver, a Federal.employee
figy-not persanally qnﬁ’-supfstantialt{ participate in an official capacity inany
particular matter which, {0 his knowledge, he or any ofher pefson {whosé Interests
alg imputed 10 the employee uhder 18 U.S:C. 208} ha a financial interest ifthe

. particularmatier will Have a dlrect and predictable sffect of fhat interest (5.CFR

2640.103(2)).

The reguldtion's explain several concepts thaf assist Agencies in implementing the

" Fequirements. These include:
o Definitlon of Financial fritsrast

Financial intorest, aterm of art under seotion 208 and & CFR part 2640, Is
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deflned in the regulafions as the potential for gain of 9ss as a resultof
goverimental.action on the partfsuiar métter. The fegulation makes claar
thatthe phrase also Includes 3 sa‘{ary, job.offsr, indebledness, and. mmﬂér
interests; (6'CFR 2640.108(b))

o Pamoufar'fr!atiens

Thera'are twe {ypes of particuiar matiers‘ pariicuiar matters. involving spe ecific
R tyalcally liwsive a specific procaading affecting the légal rights
{&.0.,.8 Sponsor presenting 2 pending application toan .
torimiltes) (5 CFR :102()); and particular matters of geneisl
applicab v {e.0., FDA seking advisory coimittee inpiit o & guidance
c{ccuraent} {5 GFR 2640,402(mY)s -

o ther Per,sons Who May Preseat Gm}ﬂfct of Inlsrest issues

: iai;nteaests of other persang anci S
i smployée and may disqualify an erployee -
ame extent as the empioye W inferests: Sudh other pérsons-and
Ry | ineiude the em] ,_é,.mmon::hlld o}‘general :
_ R ation.or-& the erfiployes serves as officer,
direnicr, twstee, gerieral parta, ployae; and a person with whom the
mployee is negotiating fof, or has ah aﬁs‘angémeni canceming, p:ospeetwe
empioyment

o -.aifacf and Predictabla Effest

- Undei 48 U;5.C. 208, & confliot of inierest arisés when the employes
parficipates in an c»fﬂc al mailter and there is a difect and predictable ik
. betweefithe matters In which the Federal employee pattisipates-and the
efnployes's firanolal interasts: The link cannot b contifigent and-dependent
oft.oifier events,

B, Waivsrs for Conflict of IntersstUn de'rifiﬁzlihpie’ﬁ*uéﬁttﬁg Regulations-

18 il 8.0. 208{!3) permils the govemment for wame ihe dlsquahr calion requiremient.
of 88ctlon 208(a) and authdiize an employee, undsr ceriali circymstances, o
Particl ate 17 particllar mattars nofwilhsiandmg an dthérvise disqualifying finantial
interest. The siature provides for three types of such autharizations: (b)(1) walvers
(wailvers Under 18°U.5.C., 208(b) 1))f {b)(2) exempti ohs {sxefpplions under 18

13,8 C 203(&:}{ )) and (b)(%} wailvers (Walvers under 18 U S.G. 208(bJ(3))

1. ) Waivers

Bnder 18 usge, 208 (b)(1), EDA may.grant 4 (b)(?}waiver 16 any employee
DA when [t determines that the disqualitying #nancial interesf
is intial thatit s tikely to aﬁ'esf the ﬁvfegnty ofaw empioyee s
sorvice _;to the goverament.

"f‘he granting oificial may conglder séverasf clors iu mar«rg ihrs
defennmaﬂon, Enciudmg fie type of interést creatiﬁg thetiasquaiif idation; the
identity of the person whase financial intarest Is. 4t isstie; thé dslfarvawe of
thedis 'a‘i;fy?ng finandlatinferest including its valt@ in retahoash?p toths
individual's overall assets: the nattwé and Impbitance of the smployee’s role
in the matter, including the extent to which' the employee is called ypon to
exerelse scréfion, fhia sensitivity of the matter; and the-need for the
employee's sérvices in the parlicular matter (5: CFR 2840, SDT(b))

The OGE. reguiatlons {5 CFR 2646:301(a)) describe the pracedures for
grantiig a {b)(1ywaiver, inoluding; :

w The dlsqua!lfying Intérest and the-gireumstances of the particular
misitér or matters must be fully disclosed to the government official
tespansible for appolnting the employes to his position (or éther
official when authority to Jssue waivers has beéh delegated).
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M The el yammeni offt cial (or olber authioizéd ff mai) rasponsible for
1h a_'ppointmént must issue awrilten Waiver hefores the employes:
takes any acﬂan inihe matter(*s}

ployes’s Séi?f(:es' ?d fﬁe’

deseriba the disqualifying .
irficulz matters ta which: ‘tapph&s
sole In the matter ot atiers, and any limitations o
s abjlity 1 aétin sieh matters, The waiver may appfy to
‘t‘and future i nanma! {nterests, provided the Interesfs -are

I 18*0.80-298(&3)(2), OGEs reg‘afaﬁons {5 GFR part 2640,
vide iptions {o the general prohibition deseribed in 13

& exémptions aliow padicipation without the need for

ot o Tnferest walvers inthesituations, desoribed | balow

] Exemptaaas far Spezﬁal Geverriment Employees Sew ng en Advisory
Cornmst&éeg -

5 mng ‘oh an advisary; aammtgfeewﬂth ‘a disqualitying
ricial interest bagat is Hon-Federal employment or
pigg employment may participatiin.any parfisular mtter of
general: pplicahﬂ by affecting that intérast if the matisr will nothave a
’ of distincteffect oi the emploves or his simployer, other than
partof ablass (5 CFR 2640203{9}} This exemption doss not
appiy to participation In partioufar matters involving specific parties
{such = drug applications) and it dogs not-apply to-any stock
ownership the empfoyee may ha\fein his emiployer of prospective
emp]oyer

Under 5 CFR: 2649 203(), an’ aéwsory camrzﬁttee member may

parficipate In committee matl Hearnlig:-madical products If the

disquam‘ying financial interest 2 y empieymemwi&h &

hospltai or tfier simillar madical Whose ohly interestin the

niedical pradueis is:purchase of it for tise By, o sale to, its pafients; 6r
: (b} thi'use or prescripfion of meadical produots for patrenis ‘

8GEEs '_rwngas nonvoting cons(imer. oi ndustfy répresetativés on
FDA advisory gommittees requirsd by § 6 have representative
membérs may participate Inany partl atter affecting a finanglal
in{)eres‘?t -of thie-¢lass {hat the emptoye | gits (5CFR 2640.203
0 ' , o

x Exempﬁons for- a!! Government Empioyeesa

An employée foay participate In afy paﬁ;a" at miatter affecting one or
e of the holditigs of a divei I mutualfund ora diversified unit
tHHst if the employee's disgualifying findne srast arises becatise
of Gwinership I the fund or trist (5 CFR 2640:201(a)).

if an érmployed's disqualifying financial interest atisés from ownership
i publicly ¢ traded securiffes thaf could be affected pythe matter at
issue, He. may paitiéipate i a particufar iratter invelving speczﬁc
parties ifthe sggfegate narket value of his Holdings aiid those of his
spause and minor children do not exceed $5,000, and may participate
In & pattieulat; matter of general applicabiiity i the aggregate tmarket .
valagof His holdings and {hese of his spouse’ ‘and minor ghilldraa do
hot exgegd $25,000 I any one entity or $50,000 In alf dffected
entifies (5 CFR 2840.202).




An amp%oyee may parﬁc {aafe ivahy partigular matier affectmg feisi=2
gampus of a State Institution of hlgher edueation I the éripl Gyees
disqualifying interest is employment I a postion with no-fmull-
campus responsmihhes di-g separdte camsbus of the samefnstitition’
& CFR 2640.203(¢)).

3 (b)(é‘) WaWers

As discussed in sectaon fiLg; 18 U.8¢ 2{38{!:)(3) was enacted as gartof the

Eihics ReformAgt, Under: ihfs provision,-a speciat Gavernmeht employes.
sew?n 1 advisory commijtiee under PAGA may participats In matiers
At committee from which'he Wolld sthenvise be disqualified if the
off tfesponsmle for ihe appointmsnt-delermines that ths nead forthe
employee’s Seivices outwelghs the potential conf[:ct of- intorest croated by
the emp?oyaes finaholal fnferes{ ‘

‘ UnderB-OFR 264& BOZ(a), FBA:may grant a (b}{3} waiver to aspeczai
_ nanadviseny commities dndtoan -

ppolitient to-ah advisory-comumittes: }'he

afty factors in determining whether to-¢

finte’ a5t ihai ¢ieates the dfsqua!iﬁca it
feif 'te{esta are an issue; the uniquénsss,

difficuly of focating a s iilady qualified

Adivie intergst to serve of the cemmiﬁee, A

doll : of anglalintetest including Its vallie dn

" felationship. fo the individual's overall assets, and the extent fo which the -

interest will be affacted By ttii actionis of the advisory comittes (5

CFR2640,302(b)). o

The GGE regutations (5 CFR 9640 802{&1)} also describe procedural
reQUIremenks for-grainting a (b)( -%) Waiver, including:

a The advisary commnttée must be convéned undar FACA;

& The governmént cﬁﬁc?a} responslble far appe{ntang the emiployes io
his-position {or other auihqrized offictal) must isstie a wiiften waiver
before the employee 1akes: any action in the mattef(s)

inch 'de & cortification that the neecffor the
oteritial for a aonfiict of interest:
iherttie facts upon which the wWalver
is granted Encludls}g t&anaf & of the fihancial interest: and fie
particular maiter(sf {o whigh the waver applies, and any limitations on
the Individual's-abliity 1o a6t In themalter(s). The walver may apply to
both presént and falurs fi 'ﬁcEaHnterests, provided the inferests afe
deseribed with suffitlent specifici

\'A mmcr GF THE soen AND ﬁRUG Ammmismmon MQDERNIZAT[GN

A‘C’i‘ SF w%? .

Seclion 12_() ofthe F—eod and Driig- Modeinizatish Actof 1997 (Pub, L. 105- 115) inciudes '

additional quireménts that apply fo FDA advisory cotmittees, Oria stch vequirement
is that a committes mémber may rict Vote of any matter regarding the glinieal
investigation or approval for mazkeimg of &.drug or blologic If the membér of the
rmember's immadiate family could gain financially from the committée's
recommeridations. Section 120 of the Modarnization Aot statés that FDA may waive this
cbnﬂfct of interest’ requ:remeniif the membér's pérticipation 1§ necessary 16 afford the

' i gssential expertisa. However FDA may grant no walver if the member’s own
work’ és irwoiszed

Phen implemenfed together; tHred regiirements in section 120 of the Modernization Act
present coriflist of Intargst chat!enges for-advisory commifiess that review clinical
investigations or approval for iarketing of drugs and biologics.




s FDA may not granta walver aftowmg an adv;sary eommittes merniber icx raview his
“own work:

. There miligt e’ atieast two members on the advisory commities whc are
kriowledgeable abou the disezsg that the product ts intended o treat.

* Aciwsoxy cormittes membets milst be irained before paiticipating In & committee
meetmg

: G}f noie the. poo! of Bxpers | ihat sewe EDA'S Advisory Commi&ees -Hré spemat

Gowemment empioyees (SGE’S}

VI, PRGCEDURE FOR CGNFLEOT GF INTEREST CLEARAN.CE

o Thaprocess for- detefmining ﬂle e%igiblhfy of Qutside experisfo aﬁissgate m adv;sery
- commiftee maetings 1s'a lab

ive'lask that involves multipla leyals of fevlew, ‘fhe

pracess fay involve as many’ 11 sleps Theée stéps are descﬂbéd betcw. S

A, Reyiew of Asaignmenﬁ to ASSBBB the Pofenffai for conﬁi’ating Financ:ai
interasts ‘

_ Firsx the agenda ofd ‘s?isbgy cgmmiltea mieatihg erindmduat assignment is.
assessed I fight: eftheiype f tatters-to be addressed, This:as s’sment is
-ritical becaiise the eligibllity and waiver rules: (21 CFR part 2640) vary deps

' & of meeting or signment in ganeraf therg.are ihreatyp

‘g @ fie pe
matler of genera] gpplicabllity and {3) othiar maﬁers st.mh as’ carnmiﬁee member
- {raifing oral rewewnf Intramaral résedich.

1fihe meetfﬂg ar asétgnrf;em mveives a paﬁlcuiar matter involving specit"c pames,
all enfities with 2 financial inferestn the méeting or assignment are idéritified fo the
exteptieasible, Fora meefing or assignment related 16 & product approval, the
enfities with 3 finaricial intorest miay Indfude the sponsar ahd fitms wWho will
manufacture armarket (1) the produstbelng réviswed; (2) prodycts thatwould be
used fn canflinction With thix'dne-being rewewed and (3} prodcts that would
cc;mpefe with:the one being reviewed.

B Preparationof Génﬁdentiat Financ?at G{sciosnre Statement {Eprm FOA3410 a}

| it ig cnficaf fhat ftis FDA' financial disclosure form (EDA ‘form 3410y bé clear and
ag i prepaation for sath advisery commiltee meeting, FDA's Canter

specific Advisory Cenimittes Stalf ssfid 8ach special government eriployee
instrucﬁoas and & stimmary of his or Har: previously repoed finanocial interasts Inan
effori te assist the SGE in upa‘atmg his ar her refevan{ information, The FQA staff i$

2 i$no. general requiremani thatth&y s¢ ,kbut additiona}

© Khiowledos; There is:an éxception-to this provision In'the pase of Departmient -
hea‘d Pepaitment heads are expacted to be knowiedgéa’uie -about all résaarch
within thieir department and to obtali additional details-onthe fesearch if rieeded.

D. Rewew.of Qaesﬁonnaire and initial Detarmiiation

' The FDA staff reviews the member's responsés to the questionnalré and focuses
on whetber d conﬂact oT mteresi emsts Based setefy on the reported Infarma;xgg itis
of interést. 1hat 5 mintmat and awaiver can easiiy be justff ed or g3) there is a
coriflict of iriterest that s so grea, recusal 1§ the dnly course of action,

When clarificafion is needéd, FDA staff may ask the ou%side expert to respond o
additional questions, ‘

tinterests of thelr emiploying institutions beyond their ewn personal




ifa conﬂlct of Interast exists, the deiaifs of the confiict are dceumezﬁed FDA staff
considersitlie factors descaribed In the sectionon FDA's Modernizafldn At and uses .
e triteria 1ables In section thise of this docurment in defermining whethér to.

‘ reeOmmemi -1 waiver\

E. ﬁonsultaﬁan withr Rev:estvisicm

. Adygsmy cnmmiﬁea frieetings. arescheduiéd o provide ad\f ica o the FDA'afﬁclat
‘maki ision: Typically, the FDA.official is an Office or Division Direcler, The
& of any sighiificant conflicts of Interest thaf afe réported 6 enable a
Ination of the .exleni te whleh th '-rqembes‘s expemse is important e'

nt £
g , prapriate. ifthe mém‘nef’s se
the eetmg beoatise Ho one sléewith the expertise canb
of the mesting; & waiver may bé appiopriate, In making this determination the
review office-and division mist fake into accounﬂhe requiremeﬁis of the FDA
. Eﬁfedéi'fﬁié‘ﬁ ] Aat of 1887, -

: not feasible to-obtain other. experﬁse th_e review t}iuﬂsEon and ati“ .
gomittea’staff will work togethat to provide the nécagsary justiieatio faﬂy
wéiver, Where the fidancialinterest is fefatzVeEy largeitis essenfiar thatite

;ustifiaatfan be partidulady stionig. :

F’ :Preparaﬁon of WaEVér and Justiﬂcaﬁén

G. Review by FDA’s Ethics Staft

The FDA" Ethtss Staff condugls dn. independent rewew of all conflict of inte:‘esi
walvers and makes a resommpndation. to the appioving official congeming thé
‘walver. If-questions arlse about the fastification for the walvar, the GthicsStaffasks.
the-regommeniding office for additional Informalion. The Ethics Staff iiayalso
consultwith the'Olfice of General: GdunSe h ihe Depaﬂment or the G‘ﬁ'ce of

- Goveinment Ethics.

H. Finaiﬁpproval%y s\ppointing Gfﬂeiai :

ﬁpfoposedw:awe; ahd just;ﬁcaﬁorx for the Walverrecaives multiple 1eVeis ol review

. before reaching the appointing official fot final approval, The sifigial should have
corfidencs In the vetting. prccessand shou!d feel confident In the recammended
action, P

The appropriaté raview division staff (inc!uamg G?ﬁce'and Diviglon {)ireciors}g
approp"' ate conflich of interest staff, recommendin fiofal for ihewaiver, and
- appiopriate Etfics Staff roeniberare avaifa‘bte toprovide additional informiation and
- ,guidanceto the abpointing officlal, ,

 § 'ppoin!ing official doas not agjpfnve #pio eseci waiver, the officiai hotiﬁes all-
d parfies-and aitictlatés the feascn(s) for disapproval. The requesiing-official
oose {0 appéal the declsion, may modify iieagenda for the meeting, Graday
. takéansther appropriate aclion. Evary. effortis made fo resolve ihe issue

: expedlﬁeusty

' 1This glz ciance decum eni represents tie-Agenoy's curfentdhi hking oft policles:andg

procedures for handling conflicls of inferest with FDA advisory commitiee’ ‘members,

-eonstiltants, and expsis. it does vot create or tanfer. any rights for or oy any parson and
. does nigt Operdte-to bind FDA or the public: An alternafive approach may be:ysed Ifsueh

approach satisfies {he réquiraients of the applicable statute, regulations, or both,

270, SeWe awith H’onor Repon‘ of fbe President's Cormmission én.Fedearal Ethics Le Law
Re mn {Comniission Repofﬁl March 1889, p. 29.




. *conimission Report; p. 50,

* #Commisslon Report, . 80,

| '_‘:is:é‘dfgv’m"“séid Report, pp. 30-31.

= fsPlease note- that most full- inme FDA empleyees dre: subject io a prohabiteci hoidmgs
© regulalion which prevents fHe owhérship of financial nterast in sigrﬁffcaﬂt(y reguIafed
B ti{: S, s‘feﬁmthslahcimg tha fegulatory exempﬁcns C

ﬁ&gssé{ycgmmlﬁeﬁﬂamgﬁa‘ . .
L ex}t:s;nffqgmiﬁ:_ﬂ,as‘ﬂéc;ﬁﬁ;m

{@Agﬂ*ef_age is&r&iﬁ,&ﬂf‘w: £
' | Egmebsu mm

.
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8, Food znd Drug Admintstrsifon

Conflict of Intarsst (GOD Cnteria Guidance. Tabie Workmg Deﬁnmons

Ltnked to thé eiemanis of the FDES. Form: 3410 the GGl cntena gmc!ance table mierges the waavar: :
ariteria dgcument and the intérim section 502 guidansé. :

-Wcrkmg Deﬁni‘aens under anoIVeMerrt Level:

NGTE'F"F'convenTence, the guxdance table uses the sategt "“:es oﬂow meditim and tigh
involvement to reflectthe rionetary levels invalved, However, s the table demonsivates, the
ovara!i Ievel ofa éc:nﬂ:ef afﬁmterest is deteririthed by moré than one: faetor

Gener‘ai Maftet's

' Partmuhr matter of gfmera! appiiéabiii’ty fméans 4 partfcu!ar meﬂ:fe.“' that is focised on the .
intérests of a disorete 4ad identifiable class of persons, but doss nvolve specific parties. For
exampls; 4 guidange dosument that affects an entire-class. of prcducts and all similarly sjtuated
‘manufacturers:{s a matter of gefieral applicability. In addition, the use of & potenttai prodict:
- _*soleiy &5 a modsl o exampie For geheral discussion, the results of which-will apply to a class of
products may be 4 matter of generaf applicability,

iEa‘ v Mattors

Partscuiar miatter irivelv ing,speaiﬁs partnes focuses off 4 specific prodact applmatmn or other
matter affecting a Spegific manufacturer and it -competing products/manufacturérs (e, NDA,
PMA,; PLA/BLA, efficacy supp[ement for riew indication]. It foeuses uniquely and distiniatly ona’
given product/manufacturer, .

- Working Definitiong ufider Expacted Action:
' C&ve‘r.me’mc‘x

i The SGE's reported mtérests :nciudmg those that do rist requ;re & walver; a wﬁ&en 502 of ah

exciuslon, are explama& 6 ihe Ethics Staff i a memsrandum.
, é_clSIOn '{W)

This notatmn appaars when lt s most likely that a watvet w’ifi be granted, However, in all cases,
Bach proposed walver will be e\faiﬂated anid judged oni its ‘own merits in light of all televant
'fac’cors dunng the review process, and it is undérstood that an approval is never auto;natio

Th:s notation 4ppears whéh the extent of the interest muist be examined and balancad against
the rieed for the SGE's -expertise. The desision to waive s riot autosiatic and requirés careful
review. Befare seekmg a Wawer in this Involvenient category, the Cbntsr may wish’ to consult
withi the Ethtcs Staff When reviewing a waiver in this risk ¢ategory; the Ethilcs Staff fay consult.
with Genter: Officials, HHS Genéral Gounsel Ethics Division and the Office of the Senioy
Assogiate Commisstoner to regomniend the best course of action.




" Decision QAQ}

Thxs natat;on appears for matters that may: fall under the criteria for writteh: 5625 I these
vages, the Centar wz!i consalt with the. Ethics Staff to disciss the nafufé of the interest and
de—tarmine whether 1t is neaessary t prepare a wnﬁ:en 56}2 {&: e paS't finanelal interest is

Thas notation appears when the SGE’s mtei’est will watrant a written. 5‘62 author:zatmn oF

~ exclusion. The degislon may teduire manag‘_‘ ial prerogative, The Ethles Staff may consult with
Cénter officials, HHS General Counssl, Et 6s-Divisiori and the Office of Seniar Associate
'Commissfoner to recommend the best sowse of actioh,

Exciuswg

'i'fns no’taiton dphears when th@ SGE's repcrted f ﬂanctai interast and the conﬁ“ ot putweigh the ‘
rised for the individual's services, However, the decﬁsmn to exciude is always reviewed in context
with the Issuas bafore the somrittes. o

'Deﬁniﬁan of liistitution Addressed in Secﬁéni’?"l”’ of the Table

Instatutmn means a nonprofit ressarch center affiliated with academtag Resaarch is defiried as
basic and applied research, The instifution may also ¢oordinate sttidles (cfmicai trials) at other
résgarch facilities. instttut[onai funding may be derived frofi goverfinient sourges, private
dona’cmns. mdustry donat:ons, cohtracts and grants.

' Ne;i: %ﬁ@;

Not warth is defiried as the value of an indiidual's total assets minus the valus, of the mdivsdual s
‘dubsts (Fhanoial liabilities),

ﬁeigééd Issuse

Re!ated issue i defined as'a matter surréunding a product(s) that competes oF may potentlally
compete.in‘the marke‘tp!ace With the praposed product of mtef‘est

Investigator

"1nvestjgator meéans an - ndeuai who actually condtots a slipioal mva‘stsga’gzun (i €, under whose
immpediate direction the. drog is administered of dispensed to & Subject) In theevent ah
mvastsga’uon is coridusted by a tears, of individuals, the investigator is the responStble ¥eader of

the team: “Sub=invesfigater” mciudes any ofher individual metbar of that team: T

Expected Action -

Expected action is definéd as the outcome that is anticipated in the majérity of cases. It follows
‘the cdourse of action that welghs the Agency's need for expett advace against ahy appearance or
acttal conflict of interest.

Note.on 502 Delesation of Authority

Whér an appearance or impartiality concern is préserit, the SGE should not paiticipate in the:

- httpy/ fwww.fdagov/ oo/ advisoty/ conflictofi nt_e‘r—est/" def.html
a0 - -




maﬁ:er anless he has informed the agerioy dasignee of the appéaranocs problem arid reoe ved
authorization from the agency des’igﬂee. Thie GOI Griteria Guidarics Table identifies appearance.
and impartiality concerns related to yarious:-topios; e.g, contracts ahd Brants pa‘o\nded by a
‘sp&ﬁsor that are unrelated fo the produet at jssye, and provides r‘eseiutmr's direction.

des:gnee ES requsred for the SGE to particlpate For tssues that fa]i beiow the thréshold for &
wiittery authorization, Robork J, Byrd; Deputy Ethics Counselor, delegated authority (memio dated
Apﬁi -8, 1996) tb tha Ethios Staff losated in the Division of Managemant Programs, Office of
-Hufﬂan Résourses ard Management Services :

IF e reViewlng officidls:in tha Ethics Staff“ sonolr with the Center's’ feques’c for the SGEto
_garf{mbate an aithiorization 1§ foted on the cover memorandum. If the reviewing: official
quastions.the participation or belisves based oir the facts of the. tase thata written
detarmination signed by the agency destgnee is.warranted, the Ceriter will be ccntacted and a
dlaiogue w:i! také plage seekingappropriate resolution.

Tt GFR Seotion 312:3(6)

‘ (:):f-f;ce ot the Commiissionér
. Food and: Drug Adminlstration
: (Hypartaxt sreated by 1g 2000-FEB-25)




FLA Haitie Pag | ;;a_aiﬁaa h§ :'e [ EDA-AZ Index | Gontaed:

“col CR!TERIA GU!DANCE

A STGCKS A&B INVESTIﬁ ENTS

th-flEms: e?pecfed o he: affeeteé‘ by the matiers befé &the Commiitee: mciudes §GE'S
finpule interest® (spouss, minof child dridgeper pa_ :er._. organ}zahon or enmy wfﬁch

e se;ves a$ off cer difeelor. trils

prosp
. N T - - Exgactad
. Ii | .lnv;:ivgmenirLaya! _ | ‘ Actien
| Lowinvotvoment - o S [
Cenerainfetiors: - |
. Stoek valiie fs less than or equal to $25,000: per enfity/
$560,000 in.aggregate {5 GPR 2640:202(b) de minimis :
_ exemption} - Cover mémo
Party‘ Maﬂers
It s Stock Valuie Is fess han or equal 1o $5,000 in ‘Covier memd
‘ aggregate ﬁ CPR 2640 292{3} afe mmfm{s exemptfsn) o J

R Madium thvolversnt

: 'E‘eiierai- Ma&é}&:

& Slock vaiua I greater than $25; 000 but iess thap or
I edual for $100,000 perenfity .
+ Stockis 15-25% of SGE's net worth

_ | oeersion
+ Stock value fs greater thain $5,000, but less than of ggg}s on
gyual to 100,000 per entity ($50, 009 for Homewark)

s Sfock isless thian 15% of SGE's net worth (Jess than we)
5% ot harmework)

Party Matters:: - t

“ High lnvoivement

s Slock value i§ greater than $700,000 per entity
» Stock value is greater thaii 25% of SGE's net worth

| “ General Mafters:

|
[av]
]




Pady Matfem

d “Stack value Isgreater fha_n $100, 000 for orie entity or | gg‘gfioﬂ '
greater than 15% of 8GEs net worth x

coel fFer homewatk greater than $50:000 for oneenttty | Exciusfonz
ﬂ QR gfeatertha‘ 5% of neiworth) Al '

¢ Ccm;&any'inlfotvement [sm'iiﬂmé%

1 Lgf__m__is!

B; PR!MARY EMPLGYME?'{T

NI SGEs {oxcopt nomvaﬂng Industey. tepragentatives). insltding oihibr Federa! |
employees and famuy mambars* Forconsulting acthﬁfles $ea Sacﬂon G o

Involveindnt Level

Low Involvement

Genéral Matlers: ' . n

SGE or emp!oyer, the, il or: may affect
SSE/artiployer only as-apar ‘
matiufactirers (5. CER 2640.203(g) exemplion-for non- o
Fedaral smployment inlorests of SGEs on adyfsory Cover
Lommittees) oL mems

* SGEI a federal etriployee, and hig:¢ 'ency I eonducnng
.tesagrahi for one o mare fir han nferest i the
geneial maﬁer befote the Commiﬁee _

Cover
| memp
Pan‘y Matfets‘

. The SGE's spouse is empfoyed: (szocidsteck options or
. pension plan).in 2 MEOIUM 9. LARGE spalisoting or Degision
cormpeting firm; but hisfer tole in the fim s not {(WC}
dennected w;fh the product Bligske and the empioyee is
nstih ihe management hterarehy iFstack is Jess than
~§5,000 - Cover itiemo, greater than: $5,000 - Waiver Dadision
» An'individual with whom the SGE has acovered . {AG)
- reiaitonshfp Is employed i 2 MEDIUM-16 LARGE, i
' sponsoﬁng or competing firm, bt histher role in-the firm
“is not donnected with the product at issue and the
employee is not i the managemen{ hierarchy

|

.03




Negltiam Tnvolvsment

Geﬁ'eréf.ﬁfafféhé'

. Mat(ers Wi i have a speclal or disfinct eﬂ’ect on the SGE of
ernpioye; ]

“ ‘Péiiy Ma'fta'fs“

s SOEf.4fedefal empioyee and his: agency‘ hot hié
. organizational component Is conducting res earoh on the
u ' eview-- fundzng frsm the sponsor islesy

12.1 fiths, the SGEngs amplpyed by the
péﬁﬁg fiems, but hacmethmg to {fo with the

_ i / lu AF .
3¢ "g_r;_m_ \d hisfher fold isfwas
 connecte praductat I8 ,e,but is natgartefthe
Jomar ,_gementh , arshy of the firm ANBhasfnénelat
tnierést R

i.

 Cever

(AE)

Dectsion

we) -

memeo-

Dec:ision
AE)

Decﬁsxen

High znizéivgmfft |

 Party Matfers:

« SGE§ & federal employee and his agenuy isworking on
. ‘aldrge collakorative agreement or GRADA. in which the
~ spoisor or competitor is providing & Earge ambuit
{(5500,000) of monstary support,
N -« SGE Has a toverad (appearanée} re!anonshlp with
- individual, 8ig., adultchild, sionificant other, whols a
_parly or repressnts a parly to the matte efora{he
Gommittae
& The:SGE's spouse is eriployed in & E.D M LARGE
| sponsoring or competing firt-and Hisiher rolgisiwas
Sonnetted to the productaf Issie, butls riot patt of the
'+ panagemight-hierarchy of tha fitm AND has ﬁnancza?
¢ Intérest .
« Thie-8GF's spause 15 employéd by SMALL spensbrfng oF
: ;c&mpeﬁng firfn, histher rolé is irrelevant . - ,
. TheS E'S spcusa Ban cfﬁcerin thie spic nsormg or
ompeting fir, of |5 the regulatory affairs officer ot has
sighificant adminisfratwe duliss AND/OR tias significant
‘ f‘aanciaﬂ lnterests (S re of ihe f‘rm s xrretevant)

Degisioir
(AE)

‘ Dec:s?on

{AE}

1 pecision

(We)
Exclisioni

Exslusion

—3

- * GDERICBER ses 505(;3)(4}- Walvar

\ B, PRIMARY EMPLOYMENT contlnued
CIRCUMSTANCES FAVORING USE OF SGE:

SGE Is not personally involved in GCRADA
CRADA is unfelated to product at Jesug
CRADA is not In the same ofganizational componént

. * s e

o4

becision would nat have a special or distinct efféct on the employer




o Matfer i notsensﬁive or highly comrovers lal (DI vision input Is required)
w A spouse or person with whon: the SGE las 4 covered. refationship has a posttion
. with alarge-firm not direstly connscted with {he product atissue .

. PROVIDED BELOW IS THE DEFINITION OF GOVERED RELATIONSHIP & oFR
- PART 2635.602

' perscm other than a pmspectlve employer, ?ﬂth whom the SGE has or seeks &
B 55 conti'acwa? of other finanigial relationship; -
. & @peison who is & mBfmber of the SGE's housshold, or who is a refativé with whoit
o theé SGE Has.a.clbss patsonal relatsonst':rpL
. e apeison for whom fhe SGE's spolise; parent, or depenident- child is; fo thie SGE's

- kiowledge, sening or seeking 1o setve a5 an off tor, trustes; gensral
ner, agent; -atforiey, cofisultdnt, contrastor, oremployes;.
o whom the SGE has seived within the last yedr as offieét, diréctor,
g_enéi‘aipaﬂhér, agemi aﬁomey, consuitant éenfsacter, éremployes; or

G, CGNSBL’!’ANTIABVESQR

| With finns 5% ected i6 bo:affoctad by thé-matter before the. Ccmmsttee* The table
refers to By Vnt aétivitios uniaﬁs speciﬁed as “past”,

: negettat{ar}

Involvément Lavel E;ﬁ‘;f;:d, ’
Low Involvemsnt
S6E racelves less iﬁé‘n*si 0;000 por solirce per yoat
Genaral-Matisfs:
. Cagsuiﬁng oh reiated or unrelated issue complated Cov
within the past12 months (&l inonies paid} m‘;‘ﬁ;
.. Consnitmg oni-uhfaldted igsue Is Gurrent of urider Begision
negot&ation ) . )
| » ‘Conisulting'on rafatéd issug fs current or under Dacision
negotiation {WC)
 Party Mattors:.
. Consultmg On unreiateci issus in‘the past of completed Q?Vél_' A
. Wwithiis the past 12 fonths-(all monies paid) ge"‘;% _
» Conisulting on unrelated issue is currnt'or under (\fg sien
fegotiation _ . _ Dacision
~« Consltiig on related ssue in the past (&C)
+ Consuliing on related Issue is sument orunder Exclusion

_Méam‘r‘zi_lﬁifofveﬁ:éﬂt-

SGE recelves between $10,000 and $50,000 per sourge
peryedar




A

‘ *General Malters:

1w Conﬁsu!tlng on resateé or tnrelated lssue completed

© . --within the past 12 months.(all monles paid)

nisulting on: uhrslated fssue is purrent o under

. hégotiation

» Cemsuiﬁng on related fssug s eurreﬂt or tnder.
flegotiat oa

e Consutimg on ume!ate
. Within thé past 12-vont !
|t & Consalfing on related Issug ia thapast br completed
- - withint the past 12 months {all rontes paid) ,
s Consulfihg is géneral in natireand doss niet involve: -
product deveiopment Or fegéarch

' fSSLIIE!l 1;‘{_’1?\6 pastor compfete&

: 'E T -
Lo Consilling isfor g cmmpeﬂtéz‘s relafediissue, bHE SGE . xc s;en o
.. does not hold a promigent wle ‘ : ’
il » Cohsulfiag Is Sumrént or underhegoiiat on’ for pmduct ot -
T reiated products
i '&gﬁzavamménf
S$GE recéives mord than $50,000 per soircs peryear ||
Genseral Matters; “
ki * Consultlrtg on reiafed orunreIated zssue campleted
within the past 12 indnths. {alimonles paid) COVG!'
+ Consulting of ufireldted i lssue is GuFrent or Under memo
nedotiation Dec;sxoa
I s Gonsulting on‘related issue & curreni or undét
1l . negotiation : it {[{zg)sion
" Parly Matters: _
_ Exclusion
« Consulfing an sponsor's g compeﬁior’s tfarefaiecﬁ u

. product
,»__ Cc,ms;ﬂting on.sponsm‘?s or &dﬁiﬁéﬁt&!sﬁ produet

| II _:Efxctus‘iéﬂ_

*. GBERICBER sée 505(n){4) waiver

C: CGNSULTANTI‘J‘%BV!SOR contmue:i

'CERCUMSTANOES FAVORING USE OF SGE:

SGE was Invelved on!y in earIy stage of prod\uct deyeiepmenf
SGEs Gempensation is at fhe low-end of the cited rangé

LA B L A

SGE has po ongoing. invofvementwﬁh thi sponsericompetitors

SGE will provide experhse !haﬂs stierwise not available to the committee
Pradiiol matter is riot controversial of highly sénsitive {Dlvision input is requifed)
Declsions are not fikely to Have afi effect on the continuing relfationship between SGE

E-:;nay be grantad a lmited walver in éases where the experﬁse is. otherwise
_Anof avaliable ' , ,

n s b 1088 < R 1




and thes firm
. Decisicm on product is not expected t6 affect v;abmty of tHe company
» Piodiictis studied widel Iys therafore it wouid He dtfﬁcuiito find a qualified SGE whé is
notequally involved
- There are moredhan five compsting proc{ucts o the mafket
« Al monles hawie been paid

| ‘[abie ef Gorgfenj s

B CONTRAQTSIGRANTSfGRAQAS (BEPARTMENTCRA;R SEE SEGTIQ&H

) !nvofv:r;g SGEY Umvefsﬁnyospﬁa VErmployer ard 1 rms expected 16 be afféotad by ma
mtter bafare tﬁe {:emmﬁiee*

’fhe table: rafers to current actmties un!ess spec;f‘ed as “past "

'

T ‘Ex;saﬁéa
' !LLow invemment
i Remunerat!qn is jsss ihan $1 U{LQOD per source per
- yoar to iristitltion /$10,000 persotirce peryear as-
saiary supportta the BGE :
| Geneml Mattérs: '}i_
$ Wo{k oh-unrelated fi: e is current or compieted
withisi the past 12 monthg: R .
« ‘Work onTelated fmattr has beén compleied over & Cover figmo-
yearage - Gover memg - |
« ‘Work- pn felated mattsr Decnsion {W)
' Panty Matteis:
'i’}osier Mo
& Werk oruprelated produiot is gurrently active or Degfsion -
 completed withininé past 121 wey
He 15 Gerieral on related productor SGE'will be the | EXQ’”S{OH
s pnncfpai in\fes{igaior {Pl)ofi cempeﬁior*s praduct
" & SGE s or will'be thé piinclpal Envas‘tigator (Pl eri
spoﬂsor’s product T
| m,éd'igmxhvmvemenﬁ -
Ramunaratfon Is betw:aen 3100,9806300 000 por
sourselyear to Tnstitrtion/$10,000-$15,000 per
‘sourcelyear ag salary supportto tha SGE
G’eﬁeréi Matters:
' ""- Work on unrelated matier is current oF compleiad Cavermemo
within past 12 months Dedlsion
s ‘Work on refated matter {WC)

Party Matters:

|




« ‘Work on unrelated product is current orcompleted

Decision

'+ SGEIs Pl 6 sponsor's product

within past 12 months (AE)
& SGEhasa limited mie in wotk on prcduct or .BE‘SSEO’}
cempeting product g’cgﬂ on’
# Work was on competitor's product with SBE as P, but AC) .
compieted more than a yedr ago Exclugion**
» SGEorwillbe'Plon sponsor’s of competitor's
'product -
- = = 1R
High lnvolvement '
' Remanaratloqis mora thati $300 DDD per sonrce!yéar
I tadnstitation7815,000 per: sourcefyear as salary
- support: cthe BGE
General Matte:s*
o Woik on iffirelated produictfs cur{enfar tomplsted . || Debision
within past 12 mofiths 7 g%)ﬁon
. Work o refated matter | ’ )
Paity Maftors: _
o Degision.
» Work on unrelated produect (féis o

: Exclusion** s

*CDERJGBER sé6 505{n}(4) walver

.."'

R RN E

.

** Sod-néxt pags

7 ~ D. CONTRACGTS/GRANTS/CRADAS continuead
cmcummmégs- FAVORING USE OF séE‘

. SGE nof invo!ved Ingrant at att

EXGLB_S!O& CRiTER?A FOR1 NVES‘fiGATORé:

Decissan {§not likely to affect continuing re at:enshlp betweeh SGE ahd
spansers?cempaistors

Decision Is not iikely 1o affect the stability of compan{es ifvolved

- Fundi ing is ffom another govémment agency, rather thah the. fanufasturer
- Al payme;ﬁs héve baen made and &-final report publ shed
‘Sludy hay niultiple sites

SGE is not grant manager .
» Tﬁers ‘are wiohe than five eompetrng prodiicts on the market

« Any individual who has confributed patieht data to the application at issue before the
. Committee
~ # Any individual whio has contributed patient data to a directly competing

» Notable éxceptionis 6 the above:

{breakihrough) product to {he epplicafion at lssue before the Comimiittes

a. Anyindividualwho has contributed patient data t6 an expaiided acess.of

ggmggss{onate s trlal

b. AnyIndividual who has provided laboratory findings to-suppert the diagnostic

definitions and who does riot recelve salary support

¢ Any individusl pr ,gg;ousiy :nvo[ved with-an approved prodact: 4f the Issue before

o8




. Sihes apatént is- an fniellegiual propgity Interést : ‘Add 2 po

the Commiﬂee is @ new indication for the. precfuct

| T Tabie of Cegfenj s|

B PATENTSIRGYALTiESfF RADEMARKS

[ _nurce‘:of fncome; it -
may be considered aﬁnancxai lnterest gvehi if no ilcensmg of 8 patent has occurredm :

Involvement Level

o Ar;tton

Ex;ibcteci

affec:te;i-‘swrce annuaﬂy

: -Ger‘zefai Ma’ttefs':

» SG"" hasa patent that has been in existence fora: long
tlme bt ho ircenslng o poiént:al ‘commercial use is--
d

. S6 ‘has ‘8 pateﬂ( with refevance s genefal matfers ,
aﬁ& receives -or antacipates foyalties

Parfy Mattssrs:

* SGE has a patent on ariunréfated produdt; licerised by
a eampetmg fimy; and Te6aIVES foyalties

v S § apatant that eould be uséd T products that

- wotild competewith the product atissue, but nofirm

_ has icensed ityst.

 Discislon (W)
Decslon (W “

, Gover memc
Declsrcm (W}

Madmm lnycﬁvement

SGE reueives batween $15 0og « ‘E{)(} 000 in raya!tles
per affecteﬁ swrce ammaﬂy

Genarali an,d Parfy Maﬁem;

s SGE has a patéht oni an unrelated product, arid
receives royalties from 4 firm at isstie

"« SGE Ias 4 patent oni the product atissus ora
competfng produci ,

Detision |

Ay
E_xcausi

_i-iigb iﬁlv’c‘twémént

SGE reeefves more that $100;000° in royalties ner
affected souree annually

Genaral Matlors:

"« SGE has a patent ot an unreélated product and
réceives royaities fromva fimh atlssug

~ Declsion

Parly Matters:

o9

' (AB)




“J-  SGE has-a patent of.an tfitelated product and :
| rédéives foyalties (o the spetiser of campating firms || Exelusion
- & SGE has a patept on the predust gt lesue or a - Exclusion

- ompeting prodict ‘

f_cx?icUMSFTANziES FAVORING USE OF SaE

: E Royalﬂes Eeceiveﬁ are in low inve!vement range
- & Decisforrwoild have littie ;rr.apeat:ti githier négative or positsve, on ihe Vajue Qf the
patenf or abiE iy of licensies 0 pay royaiﬁes

» _Th,re & nopast histdry ar. pendir‘: ; a.iél‘ftt-ifti‘géﬁéﬂ' 5&'5&6&%& SGEand ponser -
e Forgxample, sn SGE would not Have 5208 issUe ustially if participating in matter
.. aifédting the spolisor who pays the raylties, unless the matfer aﬁéctsibé partictlar
.7 praduct mayBe.a 502 coverad: re‘lat:ens?\ip) '
. % if the matter could atfett the' company § aﬁillty 1o pay reyaitfes R an unretatect patent;

_i_-?-"uid baa 208 issug , :

| Téble &1 Contenis |

- F. EXPERT wrmsss N
= NGTE'Apart fram tne considetrations. baTow, SGEs are subiactf' 4

e foi[cw: ng

Witn_ ; s’In any proceeding ‘of afedéral gourt oF agency. if they have ipated in
tha same proceeding or partlcular matter that1g the subject of tha procs ding or
particifar matter a8 part of thelr official duties and Ifthe U.S, isa haga
diroctand substanﬂalmterest..i_Addational restrictions; asual!y ng cable o
FDﬁ; adig’sbry comimnittos meinbers, apply fo'cartain SGEs 5GCER sectinn
2635.80

: _L__cw"'in'vdisiem'ant

L. R,

invélveiient Level

Rémuneratioﬁ is fess fhan $5 00 per affectad solirce

per yaar
i Genersf-‘

* SGE makes o statement forer agamsf any product of

Cover

@'sponsor or competitor “

memg
Party Matlers: B
Party Matlets _ Degision

{AC
» SGE makes no staterient for o againstany product of (AC) _
a sponsor of competator

Wfbdmm ifvolvement : ‘ l

Remuneration Is between $5,000 and $10,000 por
affected source per year
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“ General and Party Matlers?

« BBE makes no statement for or. agamst any productof Dﬁ@iﬁioﬂ' i .
a sponsor or competiter | AC)

“ & SGE testified more-than ong yearagc farfagainst thi %?g’sm
s;:onsc:f ot éoinpetitor cn an unreiaiad or rélated (AE} :
preciuot . o , : I I ]‘

ngﬁ Involvfsment B ' ' lf

_.Ramuner@ﬁom is more ihari $1B UGE per affacted ' 1 o u

sQUrce per year _
-§ . 111

' Ge;:éfaf and Parly Matlers: -

. SGEhas fesfifled wtthin {he past 12 montﬁs ‘or.wilt Detision
testity forfagainst $pONsors of compefifor‘s untélated ) @as.

' product . -

i * SGE has festified within thepa' £ a7 3
tesizfy farfagainst sponsor's or: Qompetitc;‘s related

pred S

Exclusion

CIRCUMSTANCES FAVORING USE é's’ sc‘éf

. F*roduet is not woniroversialor h;ghiy serzsnwe {Division Input is rédiired)
o Lifigation involves parent compariy father thaii sponsor or direct competiters
« Compehsation 1§ in the low Involvemahi range

| Table 4 ¢ onteits|

G TEAGHENGI&PEAHRGIWRETIN G

Teachmgﬂ'speakingz‘mting activities actualfy pose two.; separate, alhough’ some
related, questions: (1) whether the SGEmay acceptany compensation for th ctsvuy
pursuant-fo 8C.F.R. section 2635.807! and g?) whethér the SGE may paricipate in an
FDA matter affee‘iing the intefests. ef ihe person-who offered the eompensatien

fimgs

1. Aggapfahce q' Coi pgngggta . Pursuantiq 5EFR. section 9635:807, 4 SGE
: dccept compensation'for teaching/speaking/writing ralatsd fo his or Her
An-aclivity may be refated toan SGE's official diitie al
86e 5 CiF.R; seoflon 2635.807()(2))(A-E), bit th : cominon,
nGOHmereé by FDA'l8 teachmgfspeaistngfwnt;ng where the offer ot
tame frcm a person Whe has Interests that may | be, Ql.bsiar;ha“ iffa
=8 Withift thd péaning of section 2635, 8&?(3){2)0(0} An'S

may not accepl sompansation forteaching/speakingiwriting where the o e
frol-Such 4 persoh after it was known thatdhe §GE wasassigned of saﬁeduied to
pajticipate in the partieular matter. As an exception to this ban on compeénsation, an
B fay-accept ihe offef of compensaﬁon if, and only if, he &r she foclisel from
o the fatter; ‘pursyantto & C.F.R: section 5501, 108:

2. Hegusal or Padlclpation. Thers is ofly. one sitiration in vehich an SGE absolutely
mustrecuse him/herself: as described ini the previous paragraph; an SGE rmust:
recuse if e 6F she decides to accept compensation for teaching/speakingfwriting
wihiere the Sifer o invitation came from & person who has interasts that. may be
substan!iaﬂy affected by the SGE's dutfes. As explained above, this requirement
applies only whers the effar orinvitalioncame after the SGE was alreaciy assigned
of seheduted to pariicipate i the matter that would affectthé pefson's interssts.

in all gthear situahons, FDA has diszretion to authorize the partigipation of a persoir who
has'a durrent, past{le.; within the past 12 mohths), &r Brospective

bl




teach inglspeakingiviting engagement with'e person whose inlerests may be affected

© by the.foatter in'which the SGE right participate. The range of sifuations and sonie of

ége fagtors FDA may consider in making these deternihations aré set outir thé table
=1L fo]io&vs

< G TEACHINGISPEAKINGWRITING continued |
L lnvolvementlevel . J E;gifggd
i Lewinvolvsment |
iSGE i‘éééi‘\fés tess than $5,000 'ﬁé'r'émjrc&péfyeaf .
e Toi pid is untelated to he parﬂcular matter and SGE
b feceivésno compensailon . A i s
;_.. Topicis wirelated and SGE Is compensafed ggt::; ?“ngﬁg

% [Toplols rélated but SOE receives hio compensatlen Cover fnems
 (indludirig tre ' Gover igino

N pm is feiated Bt not specific {o the-matter undér Co
dlscms;on by the commitiee and SGE is

. Msd:ﬁm }nvoivemem

SGE recef\ms beﬁween $5 OGD $‘£G 060- per SOUrcs -

peryear
' Topic Is unrelated to the partivular matier atissus g:g:ifgg (AC)
¢ Toplots felated bul not specific fo matter undar ;(Wg;)
d;scussmn
: ‘ngh inva!vema_ni 7 ‘ll ,
SGE racéivéﬁs‘ mar“é thai $10,000 per source par year -
+ Toplels unreiated fo {he parficular. matter at issue
» Tople congerns a highly sensitive of controvarsial
_ subject and alates fo paiticurar matter atissue gsggggg;‘qa

o Performante or nonperformarnice of official duties will Exciusm?}
stibstan aﬁy affact tHe ¢onfinuing relationship
 bétieon BGE and 18 orgatization Exclusion
. Arrahgement i§ with'an orgamzatzon {Hat wetild be
- subslani aﬂy affecied bya matter currenﬂy asstgned

c_%ﬁsuh{é?#ﬁ{%és FAVORING USE OF SGE:

. commntmeﬁt 16 speak on subject rattér was made’ before knowledge of mésting date
dnd-agenda. .

» Presentation addressed ne spesific manufadturer and dedlt with a whole tlass of
prodﬁcts

| Table of Gonfents |

H. DEEARTMENT HEADS - CONTRACTS/GRANTS! CRADAS
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With firms expected fo be affected by the maﬁer before the

Commilttee

NOTE: Adm:mstraﬁve role means managerial duties unrelated to

the conduct of studies.

Invalvarnerit Level Expectod
Lowlnvolvainént |
D landen o le _ H,
Remuneratian is loss than SBGB GGG persource peryear |
: to SGE's départient
' Goneral Maiters:
% Work on unralated: matfer is current of has-been : fn%vnfé :
completed within thepast 12 months o r—;'ﬁd&'fééﬁ
» Woik on refated thatier has been completed within the 1" Hems
_ past 12 monthy; and SGE had’o yiary adm(n&sfrahva Fole’ | L
» SGE's department I8 Suirently working on avelated || Decigion
matter, but SGE hias anly an admims{ratwe rola W
Parly Matters: [
_ Cover
" meme:
o Woik 6n uirelaed matter is curtentor has been  Cover
complated withih the past:12 months mi;m
= Work or related fmatlet Has bean complefed within the S
past 12 morniths and SGE had only anvadiinlstrative role Dacision
s SGE's departmeént s currently working on a related Ay
matter} sut SGE has oniy at admlnzstratwe ro}e .
: Medmm invo?vament

!}

Remuneration is between $300,000 -$600,000 per
SOHFC par year to SGE's daparfmant

Goneral Malers:

comple e Within the past12 manths

[ Work o related mater has been compteted within
oriths and SGE had only an

fole:

] SGE’s depar&nent fs currently workang on & related

matter, but SGE Has only an administrative role

o Wofk on unreiated niatter i§ curreéntor has baen n .
| Cover "

Parly Matters:

¢ Work on an unrelated matter (s current or has-béen
completed within'the past 12 thonths

o Work on related matter has been completed within
the past 12 manthsand &GE had only an -
administrative role’

o BGE's depaftrent is cuffently working on a; related
matter and SGE has ofily an adriinistrative role
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‘Cover
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6 SGE's: depadment i negotiating on atelated - Exclusion
A , matter and SGE will have only an adm:mstraﬂ?e
| foie

H’:igﬁmceva-men:

Remunerattan is mote than $800 UUD per §6urGa per
yaar to the SGE'S departiiiont o |

- 'GenaraIMatférs 5 - , o ]

Y Work ohunrefatad datter Is surent or cempieted within Degls;on
‘the past 12 monthe _ S
- » Work on telated matter has béen. compieted {within fhe . E!eciszon
- past 12 monihis and SGE frad oy an admilnistrative role - EAE)
» SGEs deparimenl is Sutrently Working on-4 rélated matfes |
“end SGE hayan administatVe tole Degislon
1 | wey
- Eaﬁy Maffars‘ A
» WOrK on tinrdlated mattee is current of 'cémf}leted within {?ﬁ%{sm
{he past 12 thoniths | Decision
'» Wik on related: rattet has beer c_;omp!eied wlthin the I (AES

. past 12 monihis atd SGE had ohly an administtative role 7

» SGE's depariment Is cufrently working on 4 related matter || Decision
and SGE has only an‘administrative rofe. (WG)Y

» SGE's departnient Is negotiating on a related mafter and -EXGTUS‘W
SGE wﬂi have cr‘ﬁy an. admini ai:‘ g rote

H. DEPARTME&T HEADS CONTRACTSIGRANTS!CRADAS
’ cantmued

CIRCUMSTANGES FAVGRING USE OF §6E:

Fimmdirig (s from a government dgency

‘Shuidy Has® miditipte sites, prodisot: wldely studied

& Pig tzct at lssue S nota b!eckbuste; for 4 new and important indicdtion (Division input
&5 reqti;reti)

*

]

" head oF othgr o
“departiient); did not enrol] patierits into:study -
SGE's study (e d., post-rigrkating study) {8 not a pivotal trial submiitied by the sponsor

SGE'S intérestising eompetmg product ihai i$ afready approved-and markeied for
the xnéication at ldstie

SGE‘ s toleis £tm:ted ig,.not perseaal'" working on the study (s cep* as departmént
al with. management responsibilities over grahts or contracts of the

to:demonstrate the safsty and efféciivensass of the product
Dagision is not likely o affest continuing reiatronsh ip between SGE and.

'spansor!campetaiors

Decasion js riot iKely o affect the stabifaiy of tha comipanies

| Lﬁjﬁ@fﬁ;ﬂi&ﬂi&!

I, EXCEPTIONS FOR INSTITUTIONAL DIREGTORS -

Eunding in support of Contracts/GrantsiContinulng Medical Education {EME)
Semilnars ig recelved from firms: eXpactsd to bie affsctad by the decislonhs of the
Comnilttes.
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MOTE' SGE daes not.orwill not recelva any personai remuneration or saiarsr
support frem the funids recewed by the-institution: SGE‘& 1618 1% administéative

onty&
If adéressxng a party matter thatis reiated ta the meehng toprc, use
: T&bl‘s o :
o Invoivanient Levél 1 E;‘é;f: i
Low involvement
j o sts repnrtedare from ﬁf‘ms iﬁ’;t poienf aily could | B, i '
y the particular matters of general slsion
e . These interests inay of fiay. notbe rélated: {o (WC’)
the generét matter at hand :
38 Party MatfemL (up to $‘1‘50 000 parsource par year) o
- dover
. The interes{s reporﬁed are unrelated {6° the prodiict at memo
; issue or to the competang products '
Mgai_;zm;mowem:ent o
Party Melters: ($750,00% - §1, 000,000 par source per year) |
e The inteiésts repted are unre!afed Tothe preduct at ﬁectgiéh
: ;ssue ar ’m tha com petmg products (AC}

i High lnvoivament

7

s The interests Teporfed are vinrefated toths product at

3 issteorte xhecbmpeting pr However; based-Upon
the magnitude of dollars involved; this situatcon could
- Ptesentappedrance cohders

: Pariy* Matiem {more than sf ,th 000 per sourca per year} I-‘

Beacision
{AE)

CIRCUNSTANCES FAVORING USE'OF SGE:

* Matier at issie fs fiot considered highly controverssai or sensitive (Divison Zﬂpuf is

requ;fed)

o Prodeict 3t Issus fs rot a breakthroligh arbier:kbusier product {Divistoninput i&-

required)
. “Tiera 416 more thar 4 competing producty

' ilab_tgpf Gontents |

Mkt LA RS

Atlylsory Commitiess Home Page -

Fﬁ_&!:!omg Page | Search FDA Site | EDA A:Zindex | Contact.FDA | Privady | Accessibility
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LEATEMBMZERSE (FACA) KESOCHEINAREIEESIC, 1SUSC.208 C
ED NI BEOFBBROMY S & B o7 T —F R UER L 2R L, B8
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BCRIITRE RV EED RTINS,
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Draft Guidance for the PuB!ic FDA Advisory Commiftee Members, and FDA
Staff on Procedures for Determmmg Conflict of Interest and Ehglblhty for
Participation in FDA Advisory Committees

This draft guidance, when finalized, will represent the Food and Drug Administration’s
(FDA's) current thinking on this topic. if does nof create or confer any rights for or on any
person and does not operate to bind FDA or the public. You can use an alfernative
approach if the approach satisfies the requirements of the applicable statutes and
regulations. If you want to discuss an alternative approach, contact the appropriate FDA
staff. If you cannot identify the appropriate FDA staff, call the appropriate nurnber listed
on the fitle page of this guidance.

l. INTRODUCTION

This guidance document is intended for use by FDA staff ("you") involved with advisory
committee matters. This guidance document describes the factors and analyses that
you should consider in determining whether an advisory committee member has a
potential conflict of interest and whether participation is appropriate. This guidance
describes FDA's policy in applying the statutory and regulatory requirements found in 18
U.8.C 208(b)(1), 18 U.8.C. 208(b}(3), 21 U.S.C. 355(n)(4}, 5 CFR 2840. This guidance
applies to special government employees (SGEs) and regular government employees
invited to participate in FDA advisory committees subject to the Federal Advisory
Committee Act (FACA) (5 U.S.C. App. 2). For purposes of the guidance, we refer to
such SGEs and regular government employees as advisory committee "members."

This guidance document replaces the "FDA Waiver Criteria 2000" guidance document.

Il. WHY IS FDA REVISING ITS GUIDANCE ON CONFLICTS OF INTEREST
AND PARTICIPATION IN FDA ADVISORY COMMITTEE MEETINGS?

FDA's advisory committees play an essential rofe in FDA's activities to protect and
promote public health through the regulation of human and animal drugs, biological
products, medical devices, and foods, FDA's advisory commitiees provide independent
expert advice to the agency on scientific, technical, and policy matters related to the
development and evaluation of FDA-regulated products Adv:sory committees enhance
FDA's ability to protect and promote public health by ensuring it has access to such
advice in a manner as public as permitted by existing laws and regulations. Although
advisory committees provide recommendations to FDA, FDA makes the final decisions.

FDA is committed to strictly adhering to the laws and regulations governing the process
for selecting advisory committee members. FDA for many years has screened, prior to
each meeting, all potential members who are SGEs or regular government employees,
to determine whether the potential for a financlal conflict of interest exists. The agency
may grant a waiver allowing participation in an advisory committee meeting when
statutory criteria are met; for example, the need for the individual's services outweighs
the potential for a conflict of interest created by the financial interest involved (18 U.S.C.
208(b)(3)). However, because FDA's conflict of interest screening process Is complex
and has been poorly understood, the agency has been criticized in its application of the
legal framework. Moreover, while many conflict of interest Jaws and regulations apply to
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advisory committees across the federal government, the public has a particular interest
in and high expectations for FOA's process.

FDA administers several laws and regulations that govern conflict of interest
determinations; these laws are not entirely consistent and set out different standards.
For advisory committees that involve clinical investigation of, or marketing approval for,
human drugs (including biotogical products), FDA is required to exclude from voting any
member who could gain financially from the advice given by the advisory committes, or
whose immediate family could gain financially, unless a waiver is necessary to afford the
panel essential expertise (21 U.S.C. 355(n)). A waiver may not be granted when the
member's own scientific work is involved. FDA must also apply the provisions of 18-
U.S.C. 208(b)(1) or 208(b)(3) to these same committees, as well as to committees not .
covered by 21 U.S.C. 355(n). The test for a regular government employee who seeks to
participate in an advisory committee meeting is whether the financial interest is "not so
substantial as to be deemed iikely to affect the integrity of the services which the
Government may expect" from the employee (18 U.S.C. 208(b)(1)). However, in the
case of an SGE, the test is whether the "need for the individual's services outweighs the
potential for a conflict of interest created by the financial interest involved" (18 U.S.C.
208(b)(3)). The scope of the inquiry regarding financial interests is also broader under
18 U.S.C. 208(b). FDA must determine not only the financial interests of the employee
and his immediate family members, but also those of the employee's business partner,
organizations for which he serves as officer, director, trustee, general partner, or
employee, and any prospective employer of the member, Finally, several regulations
promulgated pursuant to 18 U.S.C. 208(b) further explain and delineate the parameters
that FDA must apply in applying these statutes, as well as detailing certain exemptions
to the conflict of interest prohibitions (see 5 CFR Part 2640).

FDA's Waiver Criteria 2000 guidance attempted to address this complex set of variables
by setting out a series of tables indicating involvement levels and expected action that
FDA advisory committee staff would take. The tables varied depending on the type of
interest (e.g., stocks and investments, primary employment, consulting work, contracts
and grants, patents/royalties/trademarks, expert witness work,
teaching/speaking/writing, contracts/grants for department heads, and institutional
directors), level of involvement (low, medium, or high), type of meeting (involving
specific parties or matters of generat applicability), as well as a number of other factors,
tn applying the tables, FDA staff also considered enumerated circumstances favoring
the use of the member and additional ¢riteria that would exclude a member.

The Waiver Criteria 2000 guidance was an aftempt to address comprehensively the
muitiple variables that can be.applied in reaching a determination about an individual
advisory committee member, However, because of its complexity and discretionary
elements, Centers and offices found it difficult o achieve consistent resuits that the
public could readily understand. '

As part of FDA's recent internal assessment of its advisory committee process, the
agency has targeted its assessment of potential conflicts of interest and granting of
waivers as an area that needs improvement. This guidance greatly simplifies and
streamlines the process by which we determine meeting participation. FDA intends that
this guidance increase the transparency, clarity, and consistency of the advisory
committee process and enhance public trust in this important function.

. WHAT ARE THE GOALS AND PRINCIPLES OF THIS GUIDANCE?

This guidance sets out a simple, streamiined approach for considering who may
participate in an advisory committee meeting. As a policy matter, FDA is choosing to
implement a more stringent policy for considering eligibility for participation than would
be permitted under the current legal framewark. Under this approach, participation of
members with potential conflicts of interest generally would occur under narrow
circumstances where the potential conflict is minimal and the member's expertise is
needed for the committee’s deliberations. The principal tool in considering advisory
committee participation is a flowchart, or algorithm, that sets out the questions and
considerations to address in a step-wise manner. This algorithm is discussed in detail in

. Part IV of this guidance, and is attached as Appendix 1.
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The algorithm consolidates the various standards and tests found in the applicable
statutes into a series of straightforward steps that generaliy apply to all meetings,
regardless of the subject matter or type of meeting and irrespective of the type of
financial interest(s) held by the member. This unified, simpler approach will improve
consistency within the agency in considering advisory committee participation and wilt
provide greater clarity to the public regarding how FDA selects members.

Advisory committee members will be considered under a more stringent policy regarding
the level of financial interests in organizations that potentially could be affected by the
meeting deliberations. First, if an individual has disqualifying financial interests whose -
combined value exceeds $50,000 , she generally would not participate in the meeting,
regardiess of the need for her expertise. Second, if the disqualifying financial interests
are $50,000 or less, the individual would be eligible to participate only if she met the
applicable statutory standard for participation; e.g., the need for her services outweighs
the potential confiict. Third, even where the standard for participation is met, the
individual's participation would be limited to non-voting. Fourth, FDA intends to generally
limit participation in certain cases where there may be a perception of a conflict of
interest, even though full participation would be permitted under the applicable statutes.

This guidance reduces variability among meetings in determining who may participate in
FDA advisory committee meetings. The consolidated, simplified approach will enhance
the public's understanding of and trust in the selection process, and wilt promote
consistency in FDA's advisory commitiee process.

\
IV. HOW DOES THE ALGORITHM OPERATE?
A, En’t:joductilon

This part of the guidance discusses each step in the algorithm. The algorithm consists of
six steps, and we will discuss each step sequentially.

B. Step 1 — [s the Meeting a "Particular Matter?"

The first step is to ask, "Will the meeting itself or governmental actions of which itis a
part involve a "particular matter'?" The term “particular matter” includes only matters that °
involve deliberation, decision, or action that is focused upon the interests of specific
persons, or a discrete and identifiable class of persons. it does not cover consideration
or adoption of broad policy options directed to the interests of a large and diverse group -
of persons such as actions that will affect all companies or the economy in general (5
CFR 2640.103(a)(1)}. While most FDA advisory committee meeting topics wilt involve
"particular matters,” some topics are so wide-ranging in nature and could potentially
affect such a large number of organizations, that they would not be considered a
"particular matter." ‘

If your answer to this question is "no," then you do not have to proceed further to
determine whether there is a conflict of interest. The member may fully particinate 1 in
the meeting, and you should prepare a memorandum for the record fo support your
catégorization of the meeting. You should obtain concurrence from the Director of
Advisory Committee Oversight and Management (DACOM) on your memorandum,

If your answer to the question is "yes," then proceed to step 2.
C. Step 2 - Is There a Direct and Predictable Effect on the Financial Interests?

Under step 2, the question is, "Will the meeting have a direct and predictable effect on
financial interests of the affected organization or organizations?" Under 5 CFR 2640.103
(a)(3)(i), a particular matter will have a “direct" effect on a financial interest if there is a
close causal link between any decision or action to be taken in the matter and any
expected effect of the malter on the financial interest. An effect may be direct even -
though it does not occur immediately. A particular matter will not have a direct effect on
a financial interest, however, if the chain of causation is attenuated or is contingent upon
the occurrence of events that are speculative or that are independent of, and unrelated
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to, the matter. A particular matter will have a "predictable” effect if there is a real, as
opposed to a speculative, possibility that the matter will affect the financial interest. It is
not necessary, however, that the magnitude of the gain or loss be known, and the dollar
amount of the gain or foss is immaterial (5 CFR 2640.103(a)(3)(ii)).

For example, a meeting that will affect the legal rights or responsibifities of a known
organization or organizations, such as most potential advisory committee
recommendations pertaining to marketing status, labeling, post-marketing requirements, -
and device classification or reclassification, would ordinarily have a "direct and
predictable effect” on financial interests. Financial interests that ordirarily will not be -
affected in a direct and predictable manner include a grant or contract with the
employeé's university to conduct research on a product that is not the subject of the
particutar matter before the advisory committée or a competitor product (see 5 CFR
2640.103(a)(3), example 2).

"Affected organization or organizations" generally means a company or entity that could
be affécted by the outcome of the advisory committee proceedings and any FDA
decision based on the committee's recommendations. For example, the sponsor of a
new drug application that is being presented to an advisory committee and sponsors of
drugs that closely compete with the subject drug would all be "affected organizations" for -
which the financial interest of the SGE or regular government employee in the
organization would need to be considered for potential conflict of interest.

If your answer to this question is "no,” then you do not have to proceed further to
determine whether there is a conflict of interest, and the individual may fully participate
in the meeting. You should prepare a memaorandum for the record supporting your
categorization, and you should obtain concurrence from the DACOM on your
memorandum, ' '

If your answer to this question is "yes," proceed fo step 3.
D. Step 3 —Is There a Disqualifying Financial Interest?

Once you have determined that the meeting will have a direct and predictable effect on
the financial interests of an organization or organizations, you need to determine
whether the SGE or regular government employee or persons or organizations whose

- interests are imputed to him have financial interests that may be affected by the
deliberations at the meeting or the resolution of the governmental action of which.the
meeting.is a part. The term "financial interest” means the potential for gain or loss to the
employee (or persons/organizations whose interests are imputed to him) as a resuit of
governmental action on the particular matter (5 CFR 2640.103(b)). In general, you
should consider the financial interests (if any) of:

The member;

The member's spouse and minor children;
The member's genera! partner(s);
Prospective employers of the member 2; and

L]
* Any organization in which the member serves as an officer, director, trustee,
employee, or general partner. ' -

¢ You alsc need to determine the nature and amount of those financial interests,

If you determine that the member and persons or organizations whose interests are
imputed to him do not have any disqualifying financial interests, then you may
recommend that the individuals may participate in the meating unless the member is
disqualified for reasons unrelated fo 18 U.S.C. 208. In this case you should proceed to
step 4a. Alternatively, if you find that the member or persons or organizations whose
interests are imputed to him has disqualifying financial interests, you should proceed to
step 4b.

. E. Step 4a — Are There any Financial Interests Held Within the Freceding Twelve
Months that Would Be a Disqualifying Financial Interest if They Were Currently
Held?
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If you have reached this step, there are no disqualifying financial interests that would
constitute a conflict of interest under 18 U.S.C. 208. However, we believe that the public
may perceive some financial interests in organizations potentially affected by advisory
committee recommendations as problematic, even though those interests are not
currently held. For example, we may wish to limit the participation of a member who has’
had a previous consulting arrangement within the last few months with an organization
who is a party in the particular matter that is the subject of the advisory committee
meeting. Accordingly, we intend to impiement a policy of generally limiting participation
when a member has a financial interest within the preceding twelve months that would
be a disqualifying financial interest if it were currently held, even. though full participation .
. would be permitted under 18 U.S.C. 208. See 21 U.S.C. 393, 5 U.S.C. App. 2,41 CFR
102-3.130.

If you determine that the member has a financial interest held within the preceding
twelve months that would be a disqualifying financial interest if it were currently held,
you should generally consider whether the member should not participate or whether he
should participate but not vote. If the sum of those financial interests is greater than
$50,000, thé member generally would not participate 3. If the sum of those financial

"~ interests is less than or equal to $50.000, the member generally would participate but

not vote. You should prepare a memorandum for the record supporting your

recommendation and obtain concutrence from the DACOM en your memorandum.

If your answer to the question at Step 4a is "no," then you may récommend that the
individual may fully participate in the meeting. You should prepare a memorandum for
the record supporting your recommendation, and you should obtain concurrence from
the DACOM on your memorandum. However, prior to making such recommendation,
you should also consider the appropriateness of the member's participation under any
other applicable regulatory provisions such as 5 GFR 2635.502,

F. Step 4b — How Large Are the Disqualifying Financial interests, and Do | Apply
Exemptions?

At this step, you have determined that there are disqualifying financial interests, and you
need to determine the aggregate amount and apply applicable exemptions listed below.
If the combined value of the disqualifying financial inferests is greater than $50,000,
after applying the exemptions listed in Step 4 below, you should net, in a large majority
of cases, continue to'seek the participation of the member. In limited cases, FDA may
determine that a conflict of interest waiver is appropriate, provided that the relevant
statutory and regulatory standards are met, even if the combined value of the
disqualifying financial interests exceeds $50,000 (after applying the exemplions
enumerated befow). In such cases, the Commissioner of FOA will review the request
and make a determination on the appropriateness of a waiver.

In calculating the combined value of the disqualifying financial interests, you need to
consider whether exemptions apply. Certain financial interests have been determined by
the Director of the Office of Government Ethics to be too remote or too inconsequential
to affect the integrily of the services of the Government officers or employees (see 18
U.8.C. 208(b)(2)). The regulations issued by the Office of Government Ethics (OGE)
expressly exempt these financial interests from consideration (see 5 CFR 2640, 201-
206). To streamline the conflicts of interest screening process, increase its
transparency, and add stringency, we have decided, as a policy matter, generally to
apply only a simplified subset of these exemptions at this stage of the algorithm.
Although we will consider the applicability of additional exemptions at step 6, we infend,
in most cases, to recommend that participation Is not warranted even where a step 8
exemption may apply, if the combined value of the financial interests (before taking into
consideration the step 6 exemptions) exceeds $50,000. If you detefmine at this siage
that the combined value of the financial interests is $50,000 or less, and you proceed to
step 5, you will later need to evaluate whether additional regulatory exemptions apply in
determining whether a waiver is appropriate to permit non-voting participation. '

In brief, you da not need to include in your calculation of the combined vatue of the
. disqualifying financial interests the foltowing:

1. apension or other employee benefit arising from employment with a specific party
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(see 5 CFR 2640.201(c));

diversified mufual funds and unit investment trusts (see 5 CFR 2640.201(a));

certain sector mutual funds (see 5 CFR 2640.201(b));

securities interests in one or more entities affected by the matter if the agaregate

market value of the securities interests in all affected entities does not exceed

$15,000 {(see 5 CFR 2640.202(a)):

5. certain financial interests that may arise for individuals on a leave of absence from
an institution of higher education (see 5 CFR 2640.203(b)};

6. certain financial ihterests that may arise for individuals employed by one campus of
a multi-campus State institution of higher education (see 5 CFR 2640.203(c}); and .

7. certain financial interests that may arise for individuals whose financial interests
arise from Federal government employment or from Social Security or veterans
benefits (see 5 CFR 2640.203(d)).

Ealb o

If the combined value of the disqualifying financial interests in the preceding 12 months
is less than or equal to $50,000 (after applying the selected exemptions), then you
should proceed to step 5. (Since the $50,000 will become smaller in real terms as prices
rise with inflation, we intend each year to adjust this figure according to reported
increases in the Consumer Price Index above its level for 2006. We plan to revise this
guidance to reflect the first such adjustment in early 2008.)

G. Step 5 — Does the Need for the Individual's Services Qutweigh the Potential for
a Conflict of Interest, or s the Member's Financial Interest Not So Substantial as
to be Deemed Likely to Affect the Integrity of the Services Provided by that
Individual?

The conflict of interest waiver provisions establish similar, but not identical, standards
and criteria for deciding whether to grant a waiver for an individual's participation. Under
18 U.S.C. 208(b)(3), which applies to advisory committee members who are SGEs, the
standard is whether the need for the individual's services outweighs the potential for a
conflict of interest created by the individual's financial interests, Under 18 U.S.C. 208(b)
(1), a provision that applies to advisory comimittee members who are regular
government employees, the standard is whether the member's financial interest is rot
so substantial as to be deemed likely to affect the integrity of the services provided by
that individual. For members serving on drug or biologic advisory committees.that

. provide scientific advice and recommendations regarding a clinical investigation or
marketing approval, the standard for a waiver to permit voting, under section 505(n)(4)
of the Act, is whether a waiver is "necessary” to afford the committee "essential
expertise."

If you have reached this stage in the algorithm, you should determine whether the
member may participate as a non-voting member, or, alternatively, that he may not
participate in the advisory committee meeting. Because 21 U.S.C. 505(n)(4) applies only
to voting waivers, and we have decided, as a policy matter, to consider only non-voting
participation when the individual has financial conflicts of interest, 4 your evaluation of
whether a waiver is appropriate will first focus on whether the apphcable standard for
granting a waiver pursuant to 18 U.S.C. 208 is met.

Accordingly, you first need to identify whether the individual is an SGE or a regular
government employee. If the individual is an SGE, you need to determine whether the
need for the individual's services outweighs the potential for a conflict of inferest.

in determining whether the need for the individual's services outweighs the potential for
a conflict of interest, we may consider a number of factors, including the type of interest
that is creating the disqualification, the relationship of the person whose financial interest
is involved to the member, the uniqueness of the individual's qualifications, the difficulty
of locating a similarly qualified individual without a disqualifying financial interest, the
dollar value of the disgualifying financial interest, and the extent to which the
disqualifying financial interest could be affected by the actions of the advisory committee
(see 5 CFR 2640. 302(b))

If the individual is & regula_r government employee, you should determine whether the
member's financial interest is not so substantial as to be deemad likely fo affect the
integrity of the services provided by that individual. In determining whether the member's
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financial interest is not so substantial as to be deemed likely to affect the integrity of the
services provided by that individual, we may consider a number of factors, including the
type of financial interest that is creating the disqualification, the relationship of the
person whose financial interest is involved to the member or member, the dollar value of
the disqualifying financial interest, the nature and importance of the employee's role in
the matter, and the need for the employee’s services in the particular matter (see 5§ CFR
2640.301(b)).

A common factor to be considered for an SGE advisory committee member and a
regular government employes is the ‘need" for the individual's services. In deciding -
whether there is a need for the member's services, you should consider;

» The uniqueness of the member's qualifications;

o The difficulty locating simitarly qualified individuals without a disqualifying financia!
interest; ’

» The value and utifity of the member's expertise to the matter being addressed by the
committeg; and

« The nature and extent of the disqualifying financial interest.

Furthermore, simple recitation of the member's credentials would not ordinarily be .
sufficient to establish "need." In other words, the issue is not whether John Doe is
qualified to be a member, but rather whether.John Doe — as opposed to another
mermber or another person who could be recruited to become a member — is critical for
that particular meeting. Need will be most persuasively shown when a reasonably
thorough search for a similarly or better qualified candidate with fewer conflicts can be
documented.

If you conclude that, for an SGE, the potential for a conflict of interest is not outweighed
by the need for the member's services, or, for a regular goverriment employee, that the
- member's financial interest is so substantial as to be deemed likely to affect the integrity
of the services provided by that individual, you should not continue to seak his
participation in the advisory committee meeting..

Alternatively, if you conclude that, for an SGE, the need for the member's services
outweighs the potential for a conflict of interest, or, for a regular government employee,
that the member's financial interest is not so substantial as to be deemed likely fo affect
the integrity of the services provided by that individual, you should proceed fo step 6.

H. Step 6 ~ Do Any Additional Regulatory Exemptions Apply, and Are There Any
Financial Interests Held Within the Preceding Twelve Months that Would Be a
Disqualifying Financial Interest if They Were Currently Held?

If you have reached this step in the algorithm, you will evaluate two more questions to
consider whether non-voting participation in a specific advisory committee meeting or
topic may be justified. As a policy matter, we generally intend to limit participation of
members who reach this_step of the algorithm to non-voting participation. Advisory
committee members who are non-voting members may participate in consensus
recommendations.

In order to determine whether a waiver is needed to consider participation by the
member on a non-voting basis, you will need to examine whether any of the regulatory
exemptlions issued pursuant to 18 U.S.C. 208(b)(2) that have not previously been
considered apply. These include exemptions for interests in securities found in 5 CFR
2640.202(b) and (c). If, after applying additional applicable exemptions, the member no
ionger has any conflicts of interests, there is no violation of 18 U.S.C. 208(a), and a
waliver is not hecessary to permit participation. However, because we believe that the
public may perceive some financial'interests involving securities in organizations
potentially affected by advisory committee recommendations as problematic,
notwithstanding the applicability of these regulatory exemptions, we intend to implement
a policy of generally limiting participation to non-voting in such circumstances even
where full participation would be permitted under 18 U.S.C. 208.
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You also need to determine whether the member has a financial interest held within the
preceding twelve months that would be & disqualifying financial interest if it were
currently held. Although financial interests that are not currently heid do not constitute a
conflict of interest under 18 U.S.C. 208, we believe that the public may perceive some
previously held financial interests in organizations potentially affected by advisory
committee recommendations as problematic. Accordingly, we intend to implement a
policy of generalty limiting participation when a member has a financial interest within
the preceding twelve months that would be a disqualifying financial interest if it were
currently held; even though full participation would be permitted under 18 U.S.C. 208.

If you determine that the member has a financial interest held within the preceding
tweive months that would be a disqualifying financial interest if it were currently heid,
you should generally consider whether the member should not participate or whether he
should participate but not vote. If the sum of those financial interests is greater than
$50,000, the member generally would not participate 8. If the sum of those financlal -
interests is less than or equat to $50.000, the member generally would participate but
not vote,

Based on your answers to the questions in step 8, you should recommend that (a) a
non-voting waiver is appropriate, (b) non-voting participation is warranted, or (c) no
participation is warranted.

You should prepare a-memorandum for the record supporting your recommendation and
obtain concurrence from the DACOM on your memorandum.

APPENDIX 1

Algorithin for Considering Advisory Committee Member Participation

Printable version of algorithm (574 8 PDF]
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Footnotes
1. Full participation includes voting.

2. A prospective employer would be anyone with whom the employee has any
arrangement concerning future employment or with whom he/she is seeking or
negotiating for employment.

3. In limited cases, FOA may determine that participation is appropriate even if the
combined value of the non-current financial interests exceeds $50,000: In such cases,
the Gommissioner of FDUA will review the request and make a determination on the
appropriateness of participation.

4. Under 505(n}(4) no waivers may be granted for a member of a panel when the
member's own scientific work is involved. Because we dao not plan to consider voting
participation for individuals with conflicts of interest, we do not specifically ask in the
algorithm whether the member's own work is involved. :

5. in ]imitgg_ cases, FDA méy determine that participation is approptiétg evenifthe
-—-combined value of the non-current financial interests exceeds $50,000. In such cases,
the Commissioner of FDA will review the request and make a determination on the

— e

“appropriateness of participation.

Advisory Committee Home Page
FRA Home Page | Search FDA Site | FDA A-Z Index | Contact FDA | Privacy | Accessibllity

FDA Website Management Staff
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