

UNITED STATES OF AMERICAPRIVATE 

FOOD & DRUG ADMINISTRATION

+   +   +   +   +

OFFICE OF SPECIAL HEALTH ISSUES

+   +   +   +   +

WEBINAR ON EXPANDED ACCESS

+   +   +   +   +

FRIDAY,

MARCH 19, 2010

+   +   +   +   +

PRESENTERS:

JILL HARTZLER WARNER, J.D., Associate Commissioner for Special Medical Programs (Acting), Food and Drug Administration

MICHAEL ORTWERTH, Ph.D., Director, Advisory Committee Oversight and Management Staff, Office of Special Medical Programs, Food and Drug Administration


P-R-O-C-E-E-D-I-N-G-S


2:57 p.m.



MS. FURIA:  Today we have two presenters, Jill Hartzler Warner and Michael Ortwerth.



I will read -- I will introduce both Jill and Michael now in the interest of time, and they will -- I think Jill will go first and then Michael will take over. 



Jill Hartzler Warner, J.D., is Acting Associate Commissioner for Special Medical Programs at FDA.  



She oversees FDA(s Office of Pediatric Therapeutics, Office of Orphan Product Development, Office of Good Clinical Practice, Office of Combination Products, and the Advisory Committee Oversight and Management Staff.  



In this position, Ms. Warner provides leadership and direction in the coordination of internal and external review of pediatric science, safety, ethics, and international issues.



She oversees the implementation of the orphan products provision of the Federal Food, Drug, and Cosmetic Act to encourage the development of drugs of limited commercial value for use in rare diseases and conditions to advance public health.



She promotes and directs Good Clinical Practice and Human Subject Protection Regulation Policy Harmonization and Outreach Activities.



Ms. Warner provides leadership and direction on issues involving the regulation of combination products, the classification of human medical products, and jurisdiction over human medical products.



Further, she oversees management of FDA advisory committees to provide consistent application of laws and policies applicable to such committees and directs development of policy, procedures, and processes to maintain and improve the agency(s advisory committee program.



Prior to her current position, Ms. Warner served FDA(s Office of Commissioner and the Center for Biologics Evaluation and Research in a variety of roles including Acting Commissioner -- Acting Assistant 

Commissioner for Accountability and Integrity, Senior Policy Advisor and Counselor, and Associate Chief Counsel for Biologics.



Ms. Warner received her B.A. in environmental sciences with distinction from the University of Virginia, and her J.D. from the University of Virginia School of Law.



Michael Ortwerth is the Director of the Advisory Committee Oversight and Management Staff for the FDA.  



Dr. Ortwerth came to the FDA Office of the Commissioner in 2002 as a Senior Science Policy Analyst in the Advisory Committee Oversight and Management Staff.



There he has participated closely in the formulation and implementation of improvements to ensure the scientific integrity of the FDA Advisory Committee Process, including initiatives to seek new members with the appropriate expertise and minimal conflicts of interest in efforts to enhance business processes through the incorporation of modern-day information technology.



Previously, Michael worked in the office as the Center Director in the FDA Center for Drug Evaluation and Research.  As Lead Facilitator for the Center(s Good Review Practices Initiative, he also served as a feeder (phonetic)***3:00:56 faculty member teaching a course on presenting scientific information at FDA Advisory Committee Meetings.



Michael joined FDA in 1998 as a reviewer of chemistry, manufacturing, and control data for investigational and new drug applications after a stint as an Assistant Professor of Chemistry at Truman State University.



Michael has a PhD in chemistry from Washington University in St. Louis, Missouri, and a B.A. in Chemistry from Lindenwood University.



Thank you both Ms. Warner and Dr. Ortwerth.  



And I will turn it over to you.



MS. WARNER:  Thanks very much, and thank you all for being here this afternoon as we talk a little bit about FDA advisory committees and specifically conflicts of interest and how we handle those.



So I(m going to just go over today the role of FDA advisory committees and membership, talk about the complex statutory framework under which we operate these committees, really, our central challenge, which is to protect credibility and expertise in FDA advisory committee meetings.  



Then I(ll talk a little bit about some recent improvements that we(ve made and some things that we(ve got pending.  



And then Michael will talk a little bit about some specific examples of conflict of interest situations that we(ve encountered.  



And then we(ll both be happy to take questions after that.



FDA advisory committees are either established by the statute or they may be approved by the Department of Health and Human Services.  



One important point is that advisory committees provide expert advice to FDA, but FDA does make the final decision.



We convene advisory committees because we really need that expert independent scientific advice on important policy matters, regulations, drug approvals, etcetera.



Most members are special government employees, and therefore they do receive a consultancy and reimbursement for travel and per diem.  



As I(m sure you(re aware, we have diverse meeting participants.  The members include academicians, clinicians, and practitioners -- these are our scientific and technical experts -- consumer, patient, and industry representatives.  



We have FDA officials that participate at the meetings, sponsors present.  And the public participates by the open public hearing portion of each meeting.



The representative roles include an industry representative who acts on behalf of regulated industry, does not act as an individual, and is non-voting.



The consumer representative represents the consumer perspective, again, not as an individual.  This individual serves as a liaison between the committee and the consumers and organizations.  



They must be able to analyze scientific data, and they may be voting or non-voting, depending on the committee.  Our medical device panels in particular, by statute and regulation, consumer representatives are non-voting.



And then I think the role that you all are most familiar with, the patient representative role.  This individual provides personal experience and/or knowledge about the specific disease or condition.  



They have the ability to articulate the perspective of patients.  They generally have experience and affiliation with a patient advocacy organization.  



And again, they may be voting or non-voting, along the lines that I spoke of before with the consumer representative.  We have some different rules with some of the medical device panels.



This role is extremely important to the FDA committees at which we have a patient representative, that that patient role provides a unique and necessary perspective for the discussion.



So, we operate under a number of statutes.  FDA(s advisory committee program is similar to other agency programs in a number of ways.  There are some -- several federal statutes that all advisory committees operate under.



These include the Federal Advisory Committee Act, which essentially defines what constitutes an advisory committee, and has some requirements such as balance, geographical, ethnic, etcetera, balance, and diverse points of view.



The criminal financial conflict of interest provisions apply to all agency advisory committees.  These are found at 18 USC 208, and I will talk about those in more detail.



The Privacy Act, Trade Paper (phonetic)***3:05:50 Act, and FOIA, Freedom of Information Act, essentially talk about what kinds of information can be made public and those types of information that must be -- that cannot be made public.



This is important because federal advisory committees are -- the meetings are public unless there is a particular reason to close them because of, for example, confidential commercial information or privacy information that we cannot reveal to the public.



In that case, we may close a portion of the committee meeting.  



Then, in addition, there are several FDA-specific statutes that we must comply with.  Section 712 of the Food, Drug, and Cosmetic Act was added by the FDA Amendments Act of October 2007. 



And this also addresses conflicts of interest and provides additional requirements that we must comply with.



We also have Section 301(j) of the Food, Drug, and Cosmetic Act that addresses trade-secret confidential commercial information.  



So I(ll be talking more about the conflicts of interest provisions, but I just wanted to give you an idea of all the various provisions that we also comply with.



So, the main conflict of interest statute is 18 USC 208.  It is a criminal provision, so, of course, we(re very conscious about making sure that we comply with it and the members comply with it.



The prohibition states that a federal employee -- and this includes a special government employee, such as advisory committee member -- may not participate personally and substantially in a particular matter in which, to his knowledge, he, his spouse, minor child, general partner, organization in which he(s serving as officer, director, trustee, general partner, or employee, or any person or organization with whom he(s negotiating or has an arrangement concerning prospective employment has a financial interest.



So essentially, it looks at the particular matter, which may be the subject of the advisory committee meeting, and asks whether there(s a financial interest that could be affected by that particular matter.  And I(ll talk about that a little bit more in detail.  



The prohibition may be waived in certain circumstances.  The standard for a waiver is that the need for the individual(s services outweighs the potential for a conflict of interest, and this is in the case of a special government employee.



Sometimes we have regular government employee members at the advisory committee meetings, such as an individual from NIH.  



In that case, the standard is that the interest is not so substantial so it could be deemed likely to affect the integrity of the employee.



Then, in addition to that, we have section 712 of the Food, Drug, and Cosmetic Act, which established four important new conflicts of interest requirements as of October 2007. 



The first of these is that before we actually appoint an individual to an advisory committee, we must review the individual(s expertise and their financial information so as to reduce the likelihood that appointed individual will later need a waiver.



So this is something that we(ve done informally for quite a while, but now it(s a more formal process.  



And since you don(t know all the topics that the advisory committee is going to address, and those change over time, certainly over the four-year period that a member typically serves, this is sort of a judgement call.  



But it(s not sort of the precise conflict of interest screening that takes place before each meeting.



Second, when we look at a particular meeting, this second criterion kicks in, and that says that an individual with certain personal or family financial interests may not participate in the meeting unless he or she is granted a waiver.



Third, there is a statutory cap on the number of conflict of interest waivers that FDA may grant.  This is expressed as a percentage of the participants in all the meetings that we hold over the year.  And it declines over time to the year 2012.



And last, all waivers and relevant financial information associated with that waiver must be publicly disclosed.  So we post that information.  When there is a waiver granted, we post the waiver and the financial information on FDA(s website, and it(s also made available at the meeting.



So, just in comparison, section 712 of the Food, Drug, and Cosmetic Act has a similar prohibition to 18 USC 208.  The FDA advisory committee member may not participate if they have a financial interest that could be affected.  



One slight difference is that it(s a little more limited, that it looks at just the individual or the immediate family members, and not some of the imputed interests that I(ll shed a little light on in a minute.



Again, a waiver may be granted, but here the standard is arguably a little more rigorous.  We only grant waivers provided it(s necessary to afford the committee essential expertise.  



So, looking at the scope of what we look at for conflict of interest, it(s a pretty broad net, because that criminal statute is quite broad.



We are focused on financial interests with these statutory provisions.  So we(re looking at things like stocks and investments, primary employment, because your employment is a financial interest, if you do consulting or advising, any kinds of grants, contracts, cooperative research and development agreements. 



We also look at patents, royalties, trademarks, if you(ve served as an expert witness teaching, speaking, writing.



So those are sort of your typical sort of personal interests.



We also look at imputed interests as well as personal interests.  And those are when, you know, any time you have an employment relationship or you(ve served as the officer or director of an organization, that organization(s financial interests are imputed to you.



So a very typical example that we often encounter is when a member of an academic institution, a professor, for example, receives grants.  



So it(s actually the institution that receives the grant, and the individual may not be directly involved in the grant, but that interest is imputed to the individual.



So the bottom-line question that we ask, so, what we do is we send out a form and we ask the member to fill it out and to tell us all the interests that they may possibly have that may be related to the topic of the meeting. 



We look at those interests and analyze them.  And the bottom-line question that we want to ask is, will the financial interest be directly and predictably affected by the discussion or outcomes of the meeting?



And this is sometimes a difficult question to answer.  We typically look at relationships with a sponsor, competitor to the product that might be coming before the committee, perhaps a relationship with the product or the firm in that situation.



One thing I wanted to point out is though although this focus is financial, there are sometimes situations where the individual isn(t directly receiving money yet it is considered a financial relationship.  



For example, the money is donated to charity, or there is really no money changing hands, it(s just a contractual relationship.  



Because there is a contract, it is covered by the statutes because there(s considered to be consideration there.  And it is a contract, so we do view that as a financial situation even if there(s no actual money that(s being gained.



So, then, in addition to the conflicts of interest that we look at from a financial point of view, we also look at consideration of appearances.  And the details about this analysis are found In 5 CFR 2635.502.  That(s in our code of federal regulations.



Here the relationships may not be directly financial, but they(re -- they may raise the appearance of impropriety.  So this particular regulation applies when the employee knows that a particular matter involving specific parties is likely to have a direct and predictable effect on the financial interests of a member of its household, or that the individual knows that a person with whom he has a covered relationship is or represents a party to such matter, and where the employee determines that the circumstances would cause a reasonable person with knowledge of the relevant facts to question his impartiality in the matter.



So here, typically, we look at these relationships when there is a specific party matter that the committee is looking at.     

For example, the typical particular matter involving specific parties with FDA advisory committees is when there(s a product, say, a new drug application, that the committee(s going to look at whether it(s safe and effective and appropriate for approval.



If the employee has a member of his household that could be affected yet is not sort of caught in the web of relationships that we look at for financial conflicts of interest, maybe it(s, you know, somebody who is living in their house but is not a family member, or they know that the person has a covered relationship with -- or they have a covered relationship with somebody who is the party or represents the party.  



Those are the circumstances that we need to look at and ask whether a reasonable person would question the impartiality.  



So I(m going to talk about what is a covered relationship.  That term is a bit of a term of art.



A covered relationship is a person or entity with whom you have a business relationship with or other financial relationship or you(re seeking that relationship.  Maybe you(re interviewing for employment, for example.



It includes household members and close relatives, you know, maybe uncles, aunts, that sort of thing, spouse, parent, dependent child, also, well, as I mentioned, present and prospective employers and clients you have a covered relationship with.  An organization other than a political party in which you(re an active participant is -- it(s considered a covered relationship.  



And then anyone for whom you would -- in the past 12 months were employed by or you served as an officer, director, trustee, general partner, agent, attorney, consultant, or contractor for.




So if you do have that kind of situation, the regulation requires that you may not participate in the meeting unless the agency, FDA, authorizes the participation based on a finding that the interests of the government in the employee(s participation outweighs the concern that a reasonable person may question the integrity of the agency(s programs and operations.



And here, you know, again, these are sort of fuzzy standards to look at.  We(ve implemented them, you know, in a way that what we(re really looking for is to find that individual who doesn(t have conflict of interest, who doesn(t have appearance issues.



So what we require is that the centers(phonetic)***3:18:22 that are putting together and staffing these advisory committees, that they look for an alternative individual.



If one of these issues comes up, we want them to look for an alternative individual to sit on the committee in lieu of that individual that has a potential conflict or an appearance issue.



If they(ve conducted that search and cannot find anybody and that individual(s participation is essential, then we will authorize participation.



So, our policy challenge here is really, how do we balance that need for this essential expert advice and maintain the public confidence in our processes, in the advice that FDA receives?



One thing I(d like to call your attention to is the conflict of interest waivers that we(ve been granting over the years.  And back in FY (07, the actual rate was 15.3 percent of the members that participated.  



When the Food and Drug Amendments Act kicked in, we were essentially held to that rate and the new amount that we could grant in fiscal year 2008 was 95 percent of that amount, and that would come to 14.57 percent.



We actually granted only 6 percent of participants in FY (08 waivers.  In FY (09, even lower.  While the cap was 13.8 percent, we only granted 1.8 percent.  So far in FY 2010, the cap, 13.04 percent, we(ve only granted 1.7 percent.  



So, you can see that these numbers are really going down.  We(ve made a concerted effort to try to find individuals who don(t have conflicts of interest.



And this is just -- this next slide is just a graphical image to show you a decline in the number of conflict of interest waivers that have been granted in the last couple of years.  



Finally, I wanted to talk briefly about some recent improvements that we(ve made in the process.  One of the more recent activities that we(ve conducted is we(ve strengthened the process for selecting consumer representative members.  



There was a federal register notice March 30th 2010.  We had a public meeting in April of 2010.  And the intent here is really to broaden the participation so that we have more robust participation, that we have additional members nominated, and can start filling some of those vacancies in a little higher rate.



Another fairly recent activity that we(ve -- policy development that we(ve announced is providing for more consistent and transparent disclosure of waivering for conflict of interest.  



We issued a new draft guidance in April of 2010 on public availability of financial information and waivers.  This document made a change to our existing document, and I(ll tell you a little bit more about the details of that in a second.



We also at the same time issued a letter from Dr. Hamburg to FDA staff outlining some of the considerations that go into this -- considerations of granting a waiver, and announcing the draft guidance to increase transparency.



In August of 2010, we did issue guidance on public availability of financial information waivers and that(s actually the guidance that(s now been slightly modified as of April 2010.



The April 2010 guidance is in draft right now, and I believe the comment period is open until the end of this month, and then we will be finalizing that.



So I just listed some of the other recent improvements, just for your information.  I(m not going to spend a lot of time on those in the interest of time.  But we(ve made a number of improvements over the last few years to enhance the transparency, consistency, and clarity of the process.



As I mentioned, the enhanced process of selecting consumer representative members, the goal really is to make the process more inclusive and to get at some of those consumer representative vacancies that we have.  



We hope to have an expanded consumer nominating group that will include all the organizations that have requested to be put on a distribution list.  



And this larger group, then, all will be able to submit nominations for consumer representatives, and all will be able to vote on candidates as well.



The draft guidance that I mentioned that came out in April is further revisions to this August 2008 guidance.  The goals again are to further increase the transparency and consistency and clarity of our waiver process.



What this guidance would do, once finalized, FDA now announced this,(phonetic)***3:23:47, when we post a waiver to our website, when we grant a waiver, we also post the type, nature, and magnitude of the conflict of interest so that people can judge for themselves, essentially, the nature of the conflict. 



What we(re going to start doing is post the name of the company or institution associated with the financial interest, along with the type and magnitude of the conflict, since there(s a clear idea of what exactly the conflict is.  



And the information that we have suggested, this is very consistent with what pharmaceutical companies, journals, other institutions are doing now.  So we(ll be looking at the comments to that and finalizing that document.



And I did include the website here, if you(d like to take a look at that or submit comments.  I believe they(re due by the 26th of this month.



And as I mentioned, the letter from Dr. Hamburg to FDA staff was issued at the same time as the new draft guidance.  It did announce this draft guidance.  



And Dr. Hamburg also acknowledged the challenge that we have of assembling the top experts while maintaining the integrity of our decision-making processes.



Dr. Hamburg acknowledges that waivers are needed at times to ensure the best advice to the agency.  And she described three steps that are consistent wtih our existing policy that we consider when recommending a waiver.



First, we look at the nature of the conflict.  Some conflicts are more problematic than others.  



For example, an academic whose financial institution receives a grant but the individual is not an investigator on the study, that may be a little less significant than if the individual has, you know, a consulting arrangement on the product that(s going to come in front of the advisory committee.  That(s obviously a very direct conflict.



The type of advice sought is another factor that we look at.   There are some meetings that are more general in matter in their focus.  Those might include a meeting that we have to get information and discussion about a proposed guidance that FDA has.



Other meetings are more specific as to particular products, such as the drug-approval type meeting that I mentioned earlier.



So, those are factors to weigh.  It doesn(t mean we don(t grant waivers for the drug approval type meetings, but it is a factor to weigh in terms of whether a waiver is appropriate.



And then, thirdly, we require that each waiver that the center puts forward be justified.  And what the justification includes is that search for equally expert advisors without conflicts.



The waiver should also explain why the individual(s participation is needed to provide essential expertise.



So we(ve made efforts here to look very broadly at potential experts who don(t have conflicts of interest and to make sure that we only grant a waiver when necessary.



And then last of all, all waivers are to be reviewed by the center director.  In some cases, forget(phonetic)***3:27:09 the science board, it will be the Deputy Commissioner who will review the waiver.



So there -- and all waivers are signed off by me, so that they are looked at at the very highest levels of the agency.



And then I(ll just mention some pending improvements that we have on the way.    

We are developing final guidance on the open public portion -- open public hearing portion of the advisory committee meeting.  And there was a draft issued a number of years ago, and we are finalizing that to make sure that open public hearing participants are treated with respect and accommodated in terms fo their free speech rights, and that the process is well understood and accommodated.



We(re creating a new web page dedicated to consumer representatives.



And then thirdly, we have a new FDA track initiative that some of you all may be familiar with.  This is agency-wide, and the goal is to increase the transparency into FDA(s processes.



What we do is actually put some projects that we(re working on and some performance goals on the web, and we(ll be tracking these on a regular basis.  And you can follow along with these goals and the progress that we(re making in achieving these goals.



So, the first link there is to the FDA track process in general so you can read a little more about it.  And the second link is about the Office of Special Medical Programs and Advisory Committee Oversight and Management Staff measures.  



And I invite you to take a look at that when you(ve got a chance, because it(s a very important initiative and we think it will really enhance transparency to our processes and hopefully enhance confidence in the progress that we(re making. 



So in conclusion, I just wanted to stress that we(re continually looking for that right balance between the expert advice that we need and the potentially conflicting financial interest.  



And it is a difficult task to find that right balance.  And we(re always continually looking at and revisiting whether we(ve struck the right balance. 



So I think you can be assured that we(ll continue to keep looking at that and make sure that we make adjustments where necessary.



Second, transparency is critical when we do grant conflict of interest waivers to provide essential expertise.



In that manner, the public and the FDA can judge for themselves and weigh the advice based on that full transparent information.



And then thirdly, we have strong and improving management in this area.  And I think you(ll continue to see improvements in that, in the advisory committee oversight and management area.



So thank you.  And I(m going to turn it over to Michael now to talk about some specific conflict of interest examples.



DR. ORTWERTH:  Thank you, Jill.  And good afternoon, everyone, again.



What I(m going to do now is take a moment to go through some specific examples that I hope will help you to understand a little bit more about each of the different types of financial interest that one might have.



Jill talked about the different types of financial interest, such as stocks and investments, primary employment, consulting or advising, contracts and grants, patents, royalties, and trademarks, serving as an expert witness, and teaching, speaking, and writing.



So those are a number of things that we most commonly see where there are conflicts of interest.  And what I(m going to do is go through some scenarios to actually look at some of those specific examples.  



So, my first example here is a stockholding example.  And my first two scenarios will actually cover stockholding.     

And they(re unique in the sense that there(s a very strict, defined line under which we can look at the conflict and decide whether or not the individual should be able to be granted a waiver or whether or not they can participate.



So let(s take for instance in this case, where an individual, a special government employee -- and I(ll use the term SGE throughout the remainder of the time.  A special government employee is an individual who(s a temporary appointed employee to the FDA and not a full-time employee like all of you are.



And so in those cases, a special government employee or his spouse or minor child has stockholdings in a firm.  And the firm has a product coming before an advisory committee for review.



The outcome in this case will be that if the aggregate value of the SGE(s stockholdings does not exceed $15,000, the SGE may participate in the meeting.



If the value, however, exceeds $15,000, the individual can only participate if granted a waiver.



So once again, the individual may be able to participate if greater than $15,000, but only if granted a waiver.  



I(ve shown the citation for this regulatory discretionary exemption under 5 CFR 2640.202(a)(2).



Okay, so, like I said, there are two cases here where it(s a nice, defined line for stock.  This one(s a little bit different though, because this would be a case where an individual has a mixture of stocks and not just one particular stock.



So this SGE or his spouse or minor child -- and the reason again that I(m mentioning spouse or minor child is because of those covered relationships that Jill spoke about, because the interests of your spouse or minor child are imputed to you and are your interests too.



So again, a special government employee or spouse or minor child has stockholdings in three firms.



One of the firms has a product coming before an advisory committee for review.  The other two firms, however, make competing products for the product under review.  So, I mean, we(ve got three different stocks here.



The outcome in this case is that if the aggregate value of the SGE(s stockholdings for all affected entities does not exceed $25,000 -- so we have to sum all of it -- the SGE may participate in the meeting.



If the value exceeds $25,000, the individual can only participate if granted a waiver.  Again, the citation is provided at the bottom of the slide.



Now one thing I(ll stop to mention here is the fact that our guidance that was published back in 2008, the guidance titled procedures for determining conflict of interest and eligibility for participation of FDA advisory committee meetings, that guidance does put a cap on personal interest of $50,000.  



So even though there are strictly defined lines here for stock holding, if an individual does have personal interest that exceeds $50,000, they would not be able to participate at the meeting with a waiver at all, unless there(s a provision in the guidance that if the Commissioner of the FDA is willing to sign off and grant a waiver, that individual may be able to participate, but that would be in a very unusual case where it was deemed extremely essential that that individual participate at the meeting.



In the next scenario, what I(m going to talk about is primary employment.  This is a little bit involved, so I(ll go a little bit slower here.  



And I want to talk a little bit about this for a moment in looking at a couple other kind of scenarios underneath this.



Let(s say an individual is employed with an organization that plays a role in determining the distribution of grant money to academic researchers.



One responsibility of the employee is to participate in determining how grant money is awarded.  



In addition, the individual has been asked to serve at an advisory committee meeting being held where the product being discussed is a product for which the individual(s organization has sponsored a grant.



So once again, an individual is employed by an organization, has a position in the organization, say, a high position on a board, and which, when they review grant proposals, they actually are making a determination of which grant proposals are going to be awarded and given funding. 



And it turns out that one of the grants that was submitted to this organization was for a product that this individual(s been asked to go participate at for an upcoming advisory committee meeting.



So the outcome here is that if the SGE is an employee of an organization and has responsibilities determining the funding of a research grant that is related to the topic of the advisory committee meeting, it is possible that the individual may not be able to participate in the meeting and would need a waiver in order to be able to participate.



Now, let me stop on this for a moment again to say, if you notice the outcome here, it talks a little bit about here about it(s related, so the funding of a research grant that(s related to the topic.  



It(s important that we understand and look at the relatedness of the specific meeting topic to the specific interest that the individuals have.



And it also says it(s possible the individual may not be able to participate, because it is possible we could look at that interest very carefully and see that the outcome of the meeting would likely not affect the financial interest of the individual.



So I(m sorry I don(t have this on a slide, but I wanted to give you an example. Let(s say for instance the grant that has been submitted to this organization is from an academic researcher who(s doing studies on a drug-eluting stent, okay? 



And let(s say that this individual researcher is studying that stent to determine the chemical makeup of the metal that(s being used in the stent, and whether or not longer and longer stents would be efficacious in usage or if they would collapse because of the type of being used or whatnot.



But again, it(s a drug-eluting stent.



And let(s say instead that the meeting is on a drug-eluting stent, but they(re speaking more at the drug that(s on the stent.  



They(re not looking at the stent itself because they(re looking at already approved, shorter stents that are not really at issue from a safety perspective or efficacy perspective, but they want to look at the drug.



Okay, so here(s a case where a researcher(s working on a grant where the real specific topic of the grant is the chemical makeup of that stent.  



The likelihood that the outcome of the meeting, which seems to be more based on the drug product and not the stent, the likelihood that the outcome of that meeting is going to effect that researcher(s grant that(s working on a stent and looking very carefully at very minute details is not as high as if the researcher were to be working specifically on the drug-eluting stent and looking at the elution of that drug product off of the stent. 

That would be much more specific to the topic of the committee, and one, might have more concern about that type of an interest.



So remembering again, we(re looking at the relatedness of the interest to the topic of the meeting.  So, the individual studying the length of the stent and the chemical makeup, we might decide that a waiver would be acceptable for that individual if the need for that individual(s participation was essential.



The individual working on the stent with the drug in it, it(s less likely that a waiver would be granted in such a case.



So let(s go ahead and move on then to another case.  And this is a consulting case, consulting or advising.  And this is scenario number one for consulting.



In this case, an SGE is serving on the board of a hospital that discusses the use of a particular drug product which includes discussions of safety and efficacy of these drugs. 



The SGE has been asked to participate in an upcoming FDA advisory committee meeting where one of the drugs the board has discussed is coming before the advisory committee for review for the same indication.



In this case, the outcome would be that due to the fact that work on the board is specifically related to the topic before the committee, both the drug and the indication, it is likely that this individual would not be able to participate at the advisory committee meeting.



So here again, you can see where the relatedness of the topic of the meeting is very, very close to the topic under which the individual is participating in their consulting.



Here(s another case for consulting and advising, and this is with a contract.  An SGE has a contract with a firm that has the only competing product to a product coming before the committee.



If the new product were to be approved, there(s a strong likelihood that the company making the competing product could lose a significant market share or the viability of that competing company could be at risk.



So here we have a case where the outcome would be the following: due to the fact that the contractors were the only drug product competitor and that the financial stability of the competing company could be put at risk, there(s the potential that the contract the individual has with the company could also be put at risk.



Thus, the SGE has a strong potential for a financial conflict of interest, and it is likely that the individual would not be able to participate at the advisory committee meeting.



Here(s a case of a research contract or grant, such as a university grant.  Here(s the case where an SGE is the primary investigator for a research study at their institution funded by company Y.



And the grant is on a particular product that(s coming before an advisory committee.  The product is being studied for the same indication as that being considered by the committee, and the study focuses on safety issues.



The drug being discussed by the Committee is also being sponsored by company Y.  



So once again, a research grant in which the study on the grant is on the drug that(s being discussed by the committee for the same indication that(s being considered by the committee, and again it(s being funded by company Y, the grant is, and the same company Y is producing the drug that(s going to be discussed by the committee.



So the outcome here is, due to the fact that the SGE is working on a study on the specific product and the same indication being discussed by the committee, and the funding for the study is from company Y, there(s a high potential that the outcome of the meeting could affect the continuing support for this research study.  Thus, it is likely that the individual would not be able to participate at the meeting.



So once again, as I spoke before about the relatedness, there(s a strong relatedness here between this interest and the topic coming before the committee.



Now, one could look at the regulation and the statute and think about whether or not the topic of this meeting might be such that they(re not talking about safety at the meeting, because this study that was being done was primarily on safety issues.  You could say, well, maybe, there might be a waiver under circumstances such as this.



But that(s not actually the case.  Our guidance that was published again in 2008, as I mentioned before, which discussed the conflict of interest and eligibility for participation in FDA advisory committees, specifically gives examples where waivers would not be granted.  



This is that case.  This is a case where a principal investigator is working on a product coming before the committee for the same indication.  Under those circumstances, this individual would not be able to participate.



Next, let(s take a look at patents, royalties, and trademarks.  In this example, an SGE(s been asked to participate in an advisory committee reviewing a combination product composed of drug A and B.



The SGE receives royalties from the sale of product A.  Due to the fact that the SGE receives royalties from the sales of one of the products in the combination product, there is the likelihood that the SGE could gain from future sales of the combination product if it were to be approved.  Therefore, the SGE would not be able to participate at the meeting.



Another case is that of speaking and we see this commonly.  Here, an SGE is on a speakers bureau for a company and generally speaks on the company(s new medical product. The individual speaks to patients about the proper use of this new product.  



That product is under discussion at an upcoming advisory committee meeting for which the SGE has been asked to participate.



Due to the fact that the SGE has an ongoing relationship with the company on its speakers bureau, and speaks about the product coming before the committee, it(s likely the individual will not be able to participate at the advisory committee meeting.



Now this again is an example of a case where there(s sometimes some grayness to what we(re looking at that the individual might be doing.



Notice that the individual is on the speakers( bureau.  They may not have spoken recently.  The last time they spoke was six months ago.  But still, they have an ongoing relationship with that company.



When you have an ongoing relationship with an organization, you have a continuing financial interest even if the last time you spoke for them was months ago.



In order to consider an interest for speaking to be no longer active, you should not have an ongoing relationship with an organization.  



At that point, if you have spoken once, it(s a one-time occasion, you then do not plan to have any future events with that group, and it(s a one-time event again, and it(s over, then that event is in the past.



It might bring up issues as Jill mentioned of 502 or appearance issues for something that(s occurred in the past 12 months.  But it would no longer be a 208 interest under 18 USC 208 or a financial interest for which you might require a waiver to participate at the meeting.



I(d go ahead and go on with this, because this is, again, as I said, a common thing.  And oftentimes people are confused by the fact that -- but I spoke for them six months ago.



But if you have an ongoing relationship with them, that is considered an ongoing financial interest which must be considered under the criminal statute.



Okay.  So let(s go ahead and go on.  I guess actually there is no more to go on to.



So that(s my last slide.



I did not speak about expert witness testimony, but in that circumstance, it would be similar.  



And that is to say you would be looking at the subject of the testimony and whether or not that subject of the testimony or the subject of the individual suit itself is related to the topic of the meeting.



Once you see the relatedness issue occurring, then you need to really be careful about whether or not there(s potential for a potential conflict of interest.



So what I(m going to do now is finalize my comments and pass the baton back over to Ms. Furia-Helms so that she can move forward with questions that any of you might have. 



Thank you, everyone.



MS. FURIA:  Thank you so much to both of you.



(Whereupon, the above-entitled matter was concluded at 3:47 p.m.) 
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