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The Oversight of Genetic Tests

DR. MC CABE: Good norning, everyone. Wlconme to
the sixth neeting of the Secretary's Advisory Conmittee on
Cenetic Testing. The public has been notified about this
nmeeting through an announcenent in the Federal Register on
July 12, and a posting on the SACGI's website. W
appreciate the public's interest in our work, and we woul d
wel cone hearing fromnembers of the public in attendance
during the conment period this afternoon

We have three mmin goals for today's neeting.
First, | would like to welconme Dr. Beverly Ml one, Deputy
Assi stant Secretary for Health. Dr. Malone will brief us on
the steps the Department will be taking to revi ew SACGT
recomendati ons on oversi ght of genetic testing in
preparation for transnmtting themto the Secretary.

As you know in our neeting in June, we reached
unani nous agreenent on our final conclusions and
recomendati ons regardi ng the oversi ght of genetic tests.
We submitted our final report, Enhancing the Oversight of
Cenetic Tests, to Dr. Satcher in nmd-July for transmttal to
the Secretary. Dr. Malone will explain the process that has
been put in place to review the report and gather rel evant
agency perspectives on the advisability and feasibility of
i mpl enenting our reconmendations, as well as the tinmetable
for conpletion of this assessnent and the target date for
transmittal of the report to the Secretary.

Al t hough we have submitted our final report, there
is a key elenent of the recomendations that we are stil
wor ki ng on, the devel opnent of a classification nmethodol ogy
to determ ne the degree of scrutiny required for a given
genetic test. The methodol ogy can be a useful tool to help
the Departnment focus attention and resources on these tests
that require the nost scrutiny.

We have put a working group together chaired by
Dr. Wlie Burke to hel p devel op the methodol ogy. The
wor ki ng group nmet yesterday, and Dr. Burke will report on
the outcone of the neeting, and | ead our discussion of the
i ssues and the categorization of genetic tests.

I want to thank the nmenbers of the working group
and Wlie for your |eadership. As everyone wll hear today,
i mportant progress was nade. It was a great neeting, and
t hank you, especially to Wlie.

Qur goal today in the second task is to work
toward an approach that we will recommend to the Secretary.

Qur third and final agenda itemfor today is to
engage in an extended discussion of current and energi ng
i ssues in genetic testing. The goal for this discussion is
to identify future study topics, set priorities and outline
our next steps.

| have just a couple of updates that | would Iike
to tell you about also. In your packet, the green packet,
you will see a letter from Secretary Shal al a thanki ng us for
the letter of April 24 2000, requesting that high priority
be given to support and for enforcement of |egislation
prohi biting genetic discrinination. Secretary Shal al a
stated her strong support for this legislation



Al so, yesterday | was invited to brief Dr. Ruth
Kirschstein, Principal Deputy Director of the NIH and her
Institute and Center Directors on the SACGT. W had an
i nsightful and vigorous discussion, and it certainly hel ped
focus sonme of the issues for ne, and I think it will be very
hel pful to all of us.

For those of you who represent your agencies, this
is sonething that we would like to do with each of the
agency directors. So you might talk with Sarah about
setting these briefings up.

Al so yesterday, as Chair of the SACGI, | was asked
to brief Phil Barnett and Kristin Anberling, staff to Henry
Waxman, the ranking menber of the Committee on CGover nnent
Ref orm and Oversight, who wanted to hear what we had | earned
about patents and |icensure at our |ast neeting.

Before we get started, Sarah will reviewthe
conflict of interest rules with us.

M5. CARR: Thank you, Dr. MCabe. As you al
know, you are considered special governnent enployees when
you are here for SACGT neetings, and thus you are subject to
the rules of conduct that apply to governnent enpl oyees.

The rules and regul ations are witten down in a
docunent called Standards of Ethical Conduct for Enployees
of the Executive Branch, which you were provided at the
begi nni ng of your service.

I"mjust going to rem nd you about two of those
rules today. One rule relates to conflict of interest.

Bef ore each neeting of the Conmittee, you are asked to
provide us with informati on about your personal

professional and financial interests. This information is
used as the basis for assessing real or potential conflicts
of interest or even the appearance of such conflicts that
could conpronise your ability to be objective in giving
advi ce during our neetings.

If you are found to have conflicts, waivers can be
grant ed, because the need for your advice outweighs the
potential for a conflict of interest created by your
i nterests.

Most of you have been granted waivers for general
matters. |If a specific issue cones up during the neeting
that could affect your interests specifically, you will have
to excuse yourself fromthe deliberation or participating in
the di scussion, and | eave the room

The other rule | wanted to nention was
confidentiality of the information. Sonetines you are privy
to confidential information, and this is the case right now
W have conpl eted the oversight report, subnmitted it to Dr.
Satcher, and until it goes to the Secretary it is considered
confidential. So you are in possession right now of
confidential material, and you have to nmmintain the
confidentiality of that.

W are going to be hearing fromDr. Ml one about
the tinetable for the subm ssion of the report to the
Secretary, so we will have a better sense of when we m ght
be able to release it to the public. But please naintain
confidentiality with the information you receive as
confidenti al



Thank you.

DR. MC CABE: Thank you, Sarah. W are very
pl eased that Dr. Malone could join us this norning to tel
us about the steps that the Departnment will be taking to
revi ew SACGI' s recommendati ons on oversi ght of genetic
testing in preparation for subnitting themto the Secretary.

As Deputy Assistant Secretary for Health, Dr.
Mal one is one of Dr. Satcher's key advisors in substantive
program and political matters, policy and program
devel opnent and legislative priorities. She also serves as
an advisor to the Secretary on public health and science
i ssues.

Prior to joining HHS, Dr. Ml one was Dean, Interim
Vi ce Chancell or of Acadenmic Affairs, and professor at North
Carolina A&T State University School of Nursing. 1In the
1980s, Dr. Mal one was the Assistant Administrator for
Nursing at the University of Cincinnati Hospital. Her
clinical experience includes practice, both as a registered
and nedical surgical nurse in private practice and persona
t herapy and professional consultation

Dr. Mal one was president of the Anmerican Nurses
Associ ation from 1996 until this January. She has served in
i mportant advisory roles as a nenber of the U S. del egation
to the Royal Health Assenbly and the Advisory Conmi ssion on
Consuner Protection and Quality in the Health Care Industry,
as a participant in the President's Roundtable D scussion on
the Patient's Bill of Rights, and as a board nember of the
National Patient Safety Partnership. Dr. Ml one holds a
bachelor's degree in nursing fromthe University of
Cincinnati, a master's degree in adult psychiatric nursing
fromRutgers University, and a doctorate degree in clinica
psychol ogy fromthe University of Ci ncinnati.

Thank you very much for being with us today, Dr.
Mal one.
Report on HHS Revi ew of the SACGT's Final Report on
Enhanci ng Oversi ght of Cenetic Tests - Beverly Ml one

DR. MALONE: Thank you. | amdelighted to be
here. | think I have been with you before in Baltinore, at
the School of Nursing, and so this is ny second opportunity
to join you.

| bring you greetings on behalf of Dr. Satcher
who al so sends his strong appreciation to the Committee for
t he | audabl e job you have done in your report. W anxiously
awai ted it, Enhancing the Oversight of Genetic Testing
recomendat i ons of SACGT, and he has received that report.

In receiving the report, he del egated our group to
get together -- when | say our group, | nean our Depart ment
-- in terns of devel oping a response and recomendati ons to
t he proposed recommendati ons that you had nmade, so that we
woul d be in a supportive stance when the report went to the
Secretary. That group that cane together involved the CDC
the FDA and invol ved our coll eagues i n HCFA.

Then we also had Dr. Bill Raub and Lily Engstrom
who is with us today, in terms of ASPE, which is basically
our -- who is the Assistant Secretary for Planning and
Evaluation; that is Dr. Raub's position. So we had a group,
and then we had OPHS. This is a very small group, but we



wanted to nake sure that we were focused on the issues that
we needed to be. W don't have the larger group. There is
a larger group that neets on a regul ar basis about genetic
testing. Dr. Raub is the chair of that group

The group that is nmeeting is the group that has
the majority of the responsibility for the oversight of
genetic testing within HHS. W wanted a coordi nat ed
response, not just individual responses fromeach group. W
t hought the best way to do that was to pull ourselves
t oget her and make that happen

Just to give you the background about the |arger
group, the larger group is the HHS Genetic Testing G oup
chaired by Dr. Raub, as | pointed out, with representatives
from AHRQ which is the Agency for Heal thcare Research and
Quality. It used to be ACHPR From HRSA, our Health
Resources and Services Administration, fromNH from CDC,
from FDA, from HCFA, and from ASPE. So you can tell that we
have narrowed it a little bit.

They will continue to neet and Dr. Raub will serve
as the |iaison between the two groups.

The goal is for our SACGT snall working group to
conplete its work in the next several weeks. W will nake
recomendations to Dr. Satcher. He will then accept,
reject, whatever he would like to do with our
recommendati ons, and forward the report to the Secretary.

At that point it will be a public docunment when it is
received by the Secretary, and it will go into clearance.
It will be cleared within the whole entire agency.

So that is the process that we are using. The
time line is not as specific, I'msure, as you would I|ike
it. The next several weeks is a little bit vague, but that
is the best | can give you at this time. | am open for
guestions and any di scussion that you would like to have
about what we are trying to acconmplish in | believe a very
conpl ementary and supportive way of the work that you have
al ready done.

DR. MC CABE: Thank you very nuch. Do any of the
menbers of the Committee have questions for Dr. Malone? Any
guesti ons about the process now? Could you perhaps explain
the kind of recomendations? W talked a little bit about
this yesterday, and to nme it seened like this was kind of an
i mpl enent ati on report that you would be doing out of Dr.
Satcher's office that would then go to the Secretary, is
that correct?

DR. MALONE: | think that is a very appropriate
way to describe it. It would be what it would take to nake
it happen. We have the right players talking about that.

So | believe that it will be a nore conplete
package when it goes to the Secretary.

DR LEWS: M question is, you were tal king about
t he vari ous agencies that were involved. Many of those
agencies if not all of them have had ex officio nmenbers on

this Conmttee. |'mjust curious in terns of the
coordi nati on between the reviewers that you are using and
the people -- are we able to get the expertise of the people

in terms of the agency coordination?
DR. MALONE: |'m happy to say that the people that



are representative in your work here are the people that are
nmeeting with us around the table. They have got too nuch
i nvested not to be around that small working group table.

MR HILLBACK: | guess | would just ask, are there
any things that you think will get in the way of this noving
al ong over the next four or five weeks, giving tine for Dr.
Satcher to wite a cover letter, et cetera?

DR. MALONE: M understanding is that the
recomendati ons that you made are very representative of
things that we have dealt with along the way. There is not
a lot of surprise in those, although there is nore clarity.

It is alnpbst as if there has been a getting ready
phase -- timing is everything. | think if | were talking
astrologically, the signs are lined up for us to get this
wor k done.

DR. MC CABE: | think also, as | nmentioned to you
in our conversation in the mddle of yesterday afternoon, |
was very optimstic that we would have the addendum to you
according to our schedul e of Septenber 30 fromthe working
group that met yesterday. By the end of the afternoon, they
had in fact achieved a very inportant progress. There was
di scussion that this was sonething that had been attenpted
for five years unsuccessfully until yesterday.

So | think people are com ng together and that we
wi |l have that part of the plan to you and the
recomendation to you as anticipated, after our
del i berati ons today.

DR. TUCKSON: Renind ne, what happens if sonething
that we push strongly in terns of our recomrendation, but it
poses a concern when it is finally reviewed by the
Secretary, is there a nechanismor an opportunity for
further conversation about that before this is over?

I know our neetings are set at some periodicity,
but could there be a scenario where we could reconmend
sonething, let's say the addendum that Ed just tal ked about,
whi ch we worked pretty hard on and will discuss a |ot today,
let's say you all don't like that. |Is that Iike, we don't
like that, throwit out and that's the end of it? How does
that work?

DR. MALONE: | would turn to the staff or to Dr.

McCabe to answer what your options are. | just know that |
work for the Secretary, so maybe they could be clearer on
t hose opti ons.

DR. MC CABE: The other thing that | should
mention is that | have been invited to brief Dr. Satcher on
August 22. So we will have sone time to discuss both the
progress that we make today as well as perhaps the progress
that has been nmade at that tine.

DR. TUCKSON: So it is a face to face that will
occur, a chance for clarity or clarification if there are
areas of concern, and if necessary you could bring that back
to us?

DR. MC CABE: Yes, certainly.

DR. TUCKSON:. Thank you

DR. MC CABE: Is there anything else? |If there
isn'"t, thank you again, Dr. Malone, for taking tine from
your very busy schedule to be with us this norning.



DR. MALONE: | have to tell you, colleagues that
Dr. Satcher is not in the office this week. M/ boss, Dr.
Lurie, is also not in the office, so | amin charge. So |
appreciate the fact that you kept this brief for ne.

DR. MC CABE: Thank you very nuch. One of the key
recommendati ons we nade i n enhanci ng the oversi ght of
genetic tests is that the FDA should be involved in the
review of all new genetic tests and that the agency shoul d
devel op new revi ew processes for this purpose, in
col l aboration with other agencies, private sector
organi zations and public representatives.

W recomended that the FDA should correlate the
I evel of review applied to a test with the level of scrutiny
warranted by the test. W also said that the |evel of
scrutiny required for a particular genetic test would vary,
dependi ng on a nunber of factors, including the unique
characteristics of the test itself, and the targeted disease
or condition.

To assist FDA in deternining which tests warrant
nore thorough scrutiny, we concluded that a classification
net hodol ogy was needed for this purpose. Although we
outlined a nunmber of possible criteria for and approaches to
test classifications in our final report, we realize that
the task of actually devel opi ng the net hodol ogy required the
additional tinme, effort and expertise of an ad hoc working
group.

| asked Dr. Burke who nmade extensive contributions
to the devel opnent of our reconmendations regarding the
criteria that should be used to assess the risks and
benefits of genetic tests, which will be the basis for the
cat egori zation scheme, to chair the Wrking G oup, and many
of you agreed to be on it. W also invited a nunber of
other experts to serve on the group. A roster of the entire
Working Group is in your neeting folder

As Dr. Burke will explain, the goals of
yesterday's Working Group neeting was to work toward the
devel opnent of a proposed test classification nethodol ogy.
As you will recall, we indicated in our final oversight
report that we would conpl ete the nethodol ogy by Septenber
30, 2000, and subnit it to the Secretary as an addendumto
our final oversight report.

Dr. Burke, we are all eager to hear about your
progress yesterday and begin our own di scussion of the
nmet hodol ogy. Again, | want to thank you and all the nenbers
of your Working Group for com ng together yesterday and
putting together what seens to be a very workable draft of
t he net hodol ogy.

Report on the SACGT Working Group on C assification of
CGenetic Tests - Dr. Wlie Burke

DR. BURKE: Thanks, Ed. | think we had a very
active and productive conversation yesterday. | have a few
overheads to go through the basics. | amgoing to end with
alist of issues that we think still require a fair anount
of discussion. | will try as | go through the outline of
what we are proposing to identify those issues that wll
then come up later.

But | want to start with a diagramthat Joann did



for us that really hel ped us to focus where we needed to
focus. This diagram acknow edges that when you think about
test classification, there are two categories of issues.
One is lab issues and the other is in generic ternms nedical
and soci al issues.

Under | ab issues, you mght ask whether or not the
test is conplex, and if the answer to that is yes, there
woul d be issues around ensuring that the test is done
accurately and that procedures are in place for appropriate
qual ity assurance.

Early in our conversation with Joann's help, we
identified that there actually are procedures in place at
the FDA for this kind of determ nation. Above and beyond
that, we have the ongoing work of the Iab forumwhich is
wor ki ng together collaboratively to put particular attention
on issues raised by genetic tests, particularly home brews
that have not traditionally cone through FDA review. So we
felt that this was first of all technical work, and second
of all technical work that was either in place or in
process, and that that was not the troubling or difficult
i ssues that we needed to focus on. Rather, what we needed
to focus on was the issue of how do you take a test and sort
out the medical and social issues and try and deternine
whet her a test falls into what we had been calling going
into the meeting |low scrutiny or high scrutiny.

As you will see in a monent, we are now tal king
about scrutiny |levels one and two.

So | just want to introduce this by saying, this
is where we focused our attention

Then we had another table that helped to clarify
gai ns that Francis has provided for us. That was one which
hel ped us to envision the different stages at which a DNA
test mght occur or a genetic test night occur, recognizing
that our definition of genetic tests is broader than DNA

We call these steps A, Bl, B2 and C Ais a
ci rcunmst ance where testing may be done, but this is done
within a research setting and no data is returned to an
i ndi vidual patient. So this mght be in the very early
stages of genetic test devel opnent, where there may be sone
popul ati on data being accunul ated. There nmay be sone basic
associ ati on questions bei ng addressed, but patients are not
recei ving information back

At this step, IRB review pertains to the research.
Nei t her CLIA nor FDA is involved.

At step Bl, there is a transition, because we now
have testing still being done under the research unbrella,
but testing results are being given back to individuals,
either back to the patient, the person who was tested, to
the person's famly or to the person's physician.

IRB review still pertains, but because results are
bei ng gi ven back to an individual patient, CLIA oversight is
al so a factor.

Then we get to level B2. B2 is the point where

tests are given to patients -- actually, let ne say we then
transition to B2 or C, and let nme clarify that in just a
monent. But the fundanmental transition is that tests are

now bei ng undertaken and results are being given back to



pati ents outside of research settings, and the people who
are being tested are no | onger hunman subjects.

So IRB review is no | onger the oversight
mechanism and it is at this point that we envision the FDA
oversi ght can occur. CLIA oversight is an ongoing issue
obviously in terns of oversight of |aboratories, but when we
have tal ked about FDA having a pre-market review, this is
the point at which you have to have the pre-market review
In other words, this is nmarket as we go to B2 or C, and it
is before B2 or Cthat we need the pre-nmarket review that
FDA is involved in.

Now a word about B2 and C. W had struggled for
quite a while, and | think this table hel ped us get to the
poi nt of recognizing that in a general way there are two
ki nds of genetic tests. There are genetic tests that have
enough clinical validity that at |east under certain
circunmstances it is reasonable to use themin a clinica
setting outside of the research protocol. Yet there stil
are many questions about them and a great concern to have
ongoi ng data col l ection and study.

That would be B2. C represents those genetic
tests where we have a fair amount of certainty about what we

are doing, but we may still have interests in ongoing data
collection, but we feel like the najor questions are
answer ed.

So the point is that a test junps fromthe A-Bl
range to the B2-C range, and that is the point at which FDA
reviewis inmportant, but there nmay be different pathways.
There nay be the occasional test that goes fromA to C
That is going to be rare. There nmay be tests that go from
Bl to C A lot of genetic tests though probably go through
t he B2 phase.

So we found weighing this grid out helped us to
see where the FDA revi ewed occurred, and hel ped us then to
t hi nk about test classification for that pre-narket review
It al so underscores a point that I will get back to, which
is the trenendous inportance of coordinating | RB oversight
and FDA pre-narket review.

The next issue that we worked t hrough was the
concept of different levels of review. In thinking through
the different levels of review, we were thinking about that
B2 and C classification, that is, the concept that sone
tests cone to clinical use for good reasons, because they
have clinical uses, yet have | ots of questions associated
with them |In general, we will see those as requiring
greater scrutiny. Oher tests are relatively
strai ghtforward, major questions appear |argely answered,
and those seemto require |l ess scrutiny.

We thought it was useful to be a little bit
neutral in our terni nology, so we adapted scrutiny |evel one
and scrutiny level two to capture those.

I just want to go through the bullets here. You
will see that many of the bullets are simlar, so | am goi ng
to enphasize as | go through the differences in character
for these two reviews.

Scrutiny level one, first of all, is a streanlined
review. W see the genetic tests that are pretty



straightforward and don't raise a |ot of questions and don't
have a | ot of uncertainties attached to them as deserving
an efficient mechani sm of review

The scrutiny in level one and | evel two would be
revi ewed by standards that are agreed to coll aboratively.
So | think that is a really inportant point. This had cone
up in previous discussions. This was folding in a point
that we had di scussed before, that we woul d see standards
set in consultation wth professional organizations,
consuner representatives and others, potentially a
col I aborative group of agencies.

So you have this streanmlined review, a test
of ferer who knows ahead of time what the standards are.
There are straightforward standards, a test needs to neet
t hose standards, and so there is a packet of infornmation
that is pulled together that includes the test offerer
showi ng how t hose standards are net.

I't includes assurance of pre-test and post-test
infornmati on per a standard tenplate. Let ne spend a little
bit of time on that, because that was another nmjor concept
for us, and | think one that really hel ped us to get through
our work yesterday.

That is, the concept that one of the nopst
i mportant things for any genetic test is that people have
appropriate information before and after the test. Before
the test, that appropriate infornmation includes indications
for testing and test limtations. There should be clear
readi |y accessible information for people who are tested,
for docs who order tests, that explains what the test does
and doesn't do, what the limtations are going into the
test.

Then afterwards, there should be a nechani sm for
reporting test results that also is clear and enabl es the
average clinician to interpret what happened as a result of
the test, what the test means, what the linmtations in the
i nformati on conming fromthe test are

Again, we would see this as a process that wll
i ncl ude col |l aborative work from professional organizations
and other interested parties, and we woul d see the
devel opnent of these kinds of standardized and conpl ete
information materials to be a critical aspect of appropriate
delivery of genetic tests.

After that, we have sone questions, and these wll
cone up in both lists. W think that there may be a need to
t hi nk about nmet hods at |east voluntarily for reporting
adver se consequences, as for exanpl e adverse consequences
are reported for drugs. W would like to capture adverse
soci al consequences and we are not sure howto do that. But
we want to acknow edge that that is an inportant issue that
shoul d be di scussed.

W have for all genetic tests the question of how
do we ensure informed consent, so we capture that question
there. W do anticipate that even at scrutiny |evel one,
there will be sone ongoing data collection. Wen we note
that that is likely to involve existing resources, what we
are saying is that it my well be that for tests that fal
into scrutiny |level one, the concern with ongoi ng data



collection will be perhaps largely in the level of routine
surveill ance or other kinds of data collection nethods that
use existing strategi es and resources.

There are different options. Once a test goes
into scrutiny level one review, different potential
outconmes. The test could be released for use. That is one
result is pre-market review, in that the test will be ready
for market or not released. A third possibility would be
t hat somet hi ng happens during the review in scrutiny |evel
one that triggers a scrutiny |level two.

So let ne talk about scrutiny level two. Sonme of
the sane concepts are still there, so | amjust going to
enphasi ze the differences. First of all, we would
anticipate with scrutiny level two that there is a detailed
review of the pre-test and post-test information that is to
be offered with this test, because there is particular
concern that the information provided for a scrutiny |evel
two test captures adequately the uncertainties and
limtations of the test.

Again, it would be standards set in consultation
wi t h professional organizations, consunmer reps and others,
and the standards will take into account the greater
potential conplexity of the test. Oher issues are as
described for scrutiny one, the sane concern with inforned
consent, the sane concern to tal k about nethods for
reporting adverse consequences. Then we would anticipate in
scrutiny level two that data collection is really critica
and may include new initiatives.

This mght be very specific to different tests,
that as tests cone through the kinds of data collection that
one mght want to ensure night be different, and sone tests
nm ght generate greater concern for outgoing data collection
than others. W would anticipate that this could involve
the need for new resources, dependi ng upon the nature of the
dat a.

The options or outcomes fromscrutiny |evel two
could include that the test is released, that it is not
rel eased, or that it is released with well-defined
condi tions.

So that was the background that got us to our
schenme. Let me show you the scheme and tal k about sone of
the issues that came up. Basically, we envisioned that the
test would go through a procedure of questions that would
enable it to be very readily deternined as needi ng either
| evel one or level two scrutiny.

I will talk about the first test that would cone
up for the first question, and 1'll get back to it later
because it is clearly an issue for discussion. But the idea
was basically using a public health nodel, it makes sense to

start with test vol une.

W are not sure what the nunber is, and we are not
sure how you woul d determ ne that nunber. Those are
i mportant questions. But the concept here is that the tests
that are used relatively infrequently may a priori be the
tests that we should not be focusing our greatest attention
on. So the default for a test used infrequently would be
that it will go to level one scrutiny. | will come back to



sone of the issues that are raised with that concept.

That is the first branch point, tests not used
very much, tests used relatively frequently.

Once we have determ ned that the answer to this is
yes, the volunme is above the level that would automatically
put it into scrutiny level twd, we then ask the question, is
this test being proposed for popul ati on-based screeni ng.
This is not necessarily universal screening, but this is
testing on the basis of a popul ation designation rather than
on the basis of a clinical condition. So this is testing of
al |l persons of Ashkenazi Jewi sh descent, for exanple, for a
given condition, or all pregnant wonen for a given
condition, or any kind of other defined popul ati on-based
screeni ng.

W would say if the tests are proposed for
popul ati on-based screening, it goes into scrutiny |evel two.
If the answer to that is no, then the next questionis, is
the test predictive or diagnostic. That is, is the test
bei ng done on a person who has a nedical condition for the
purpose of identifying and determ ning that nedica
condition. If the answer is no, it is not predictive, it is
not to predict future, but is it being done for diagnostic
reasons, then it goes to scrutiny |evel one.

So here we have two automatics, popul ati on-based
screening, scrutiny level two, predictive, not predictive,
scrutiny level one. |If it is predictive, if it is not
di agnostic, then we ask some additional questions. Those
guestions get at three different criteria that would put a
predictive test into the scrutiny |level two category.

The first is, interventions are unproven or non-
exi stent. The second is |ow predictive value. Wen we are
saying |l ow predictive value, we are taking into account the
whol e testing pathway. That is an inmportant concept. That
is, if you start with a genetic test and the test has in and
of itself |ow predictive value but has additiona
confirmatory tests that can be done -- an exanple would be
an HFE nutation test. |If for some reason a person has an
HFE mut ati on test and we have sone possibility based on the
positive result that that person may have henochromatosi s,
we do have additional serum higher neasures, for exanpl e,
that we could do to determine the person's iron status.

So we | ook at the predictive value of the whole
testing pathway that started with the genetic test. |If
there is | ow predictive value, that would be of concern

Then finally, is there a significant potential for
harm either nedical or social. Medical, what we are
tal king about is, does the test result potentially lead to a
very risky treatnent and particularly a risky treatnent, the
efficacy of which is not certain, or is there a potenti al
for social harm

I will acknow edge here and later that we need to
work on the definition of that, but that would certainly
i nclude tests that night have significant stigmatization
potential. An exanple for exanple would be a test rel ated
to increased risk for nental illness, for exanple. Any of
t hose paraneters would then put the predictive test into the
hi gh scrutiny |evel two.



So in summary, we would see scrutiny level two as
appropriate to popul ation screening tests and predictive
tests that have certain characteristics that raise concern

['1l give you an exanple of a predictive test that
we think would not go into scrutiny level two. That would
be a carrier test for an autosonal recessive disease with
relatively high penetrance that is being done within a
famly. So that would be an exanple of a test that is
predictive. It increases the likelihood that someone m ght
face a question around an affected child, but that is a test
that has good predictive value for identifying the carrier
state for what it is intended to identify, and it is being
done within a clinical setting under defined paraneters, not
a popul ation screen.

By contrast, CF carrier testing done for al
pregnant wonen woul d be a popul ati on-based test and woul d
not fall into scrutiny |evel one.

So | think what | would like to do is tal k about
the issues. O let ne give you the choice. Should we stop
and have any questions about this before we go into nore
detail about the issues?

M5. BARR As you do predictive no or you go down
to yes, you just gave an exanple when it is being used
within famlies. Was there a sensibility that one is used
for famlies and authorized in terms of |ow scrutiny that
you are going to be able to prevent off-label use in a high
scrutiny situation?

DR. BURKE: Yes. Actually, | think you are
raising a very interesting question, and one that we think
probably falls under the potential for harm social, or
potential for harmwhether it is nedical or social, one
coul d argue.

When you are considering the potential for harm of
atest -- or let ne start by saying, when you are
considering a test in this algorithm you are not
considering a genetic test. You are considering a test used
under defined circunstances. So it would be a carrier test
under the circunstances used in fanmly testing, but not in
popul ation testing.

One of the potentials that needs to be considered
in a test under those defined circunmstances is its potenti al
for off-label use. So we thought it was likely that when
you consi dered the potentials for harmin a test, one of
t hem woul d be what kinds of off-label use m ght be possible
and what harm m ght cone fromthat off-Ilabel use. Sone off-
| abel uses we may not generate greater harnms than indicated
use, but others might generate quite significant harns. So
that woul d be an appropriate question to cone up under
potential for harm

DR. MC CABE: To press that further, perhaps this
is directed to David, if it is felt that there are
significant harms in certain uses that would be off-I|abe
uses, are there ways of prohibiting that off-1Iabel use?

DR FEIGAL: This is actually one of the nore
contentious issues when the Food and Drug Mboderni zati on Act
was passed, because industry had conpl ai ned that we
frequently did ask themto provide information relevant to



of f-1abel uses. Actually, there is |l anguage in the |aw that
-- and the lawis still relatively new, but there is
| anguage in the law that actually tells us if the
manuf acturer is not making clains for an off-1abel use, we
don't have any jurisdiction over that and can't require
t hat .

That said, the trunmp card of this is safety. |If
it was an issue of a | ower devel opi ng about a use for a test
that was an off-label use that didn't present a safety
i ssue, we woul d probably have difficulty calling for that
information and pulling that in under FDMA. But when it is
a safety issue, usually the safety trunps many of the other
concerns.

DR. MC CABE: If | can follow up, part of the
reason for pressing that was, | think that one of the issues
that will be very inportant is the data collection. The
data collection may drive sone of these safety
consi derations, or |ack of evidence regarding safety. That
woul d then nove into a liability situation for the conpanies
that were using certain off-1label uses, where safety was
suspect or not denonstrated.

I wonder if there is experience that you can
i nformus about in that way. |'msure that has cone up in
other areas as well.

DR. FEI GAL: The issue of whether there is an
interest for the manufacturer or the |laboratory not to | ook
for certain kinds of data, because they may find things that

then could create liability. | think nmpbst manufacturers
don't explicitly start out that way. | think nbost of them
want to provide a high quality product. | think with

testing, the inmediate risk is having inaccurate information
and deci sions based on the inaccurate information. The
feedback on that | think is relatively good for high risk
ki nds of events.

There are tines | think where econom c concerns
about how difficult it would be to, for exanple, prove that
a cancer marker really predicted sonething useful, that
t hose studi es are so vague and so huge that part of the
approach for many manufacturers is, if we nmake a high
quality accurate narker test, it is sonebody else's
responsibility to figure out if that information is useful
in the neantine if you want that information, here it is.

That is one of the nore difficult situations for
us. If we are working with a genetic disease that is
al ready well characterized, it is not a problemto get high
quality information. But the predictive tests | think are
much nore difficult.

| think that there have been tests that have been
proposed. One of the nore controversial areas has been an
area of whether or not there is such a thing as silicone
allergies. So there have been a series of tests that have
been proposed to detect silicone antibodies that have not
been clinically correl ated.

There we are taking the stance that there is no
reason to nmarket those tests unless you know what they
predict, what the results are. Until someone can show us
that those tests can predict sonething, we have not approved



t hem

There probably would be a genetic marker
equi val ence to that, where long-termfollowp would be
needed to know whet her or not the marker could really
deliver something clinically useful, even if there was sone
basi ¢ science. There is usually sone plausible reason why
someone says, this should be of interest.

So it is one of those areas that we frequently get
into the |l ongest discussions about, what is the claimthat
you want to nmake that this test is going to do, and what
ki nd of evidence would be reasonable. Sonetinmes there is a
solid scientific basis, and other tinmes it is very
expl oratory. \What exactly should be the infornmation
provided to the clinician and the public, that is | think
one of the nmore difficult judgnent calls. | think it is
what we all have been grappling wth.

DR. MC CABE: One last followp question if |
could. | am pushing this because | amparticularly
sensitive to this as a pediatrician. Until very recently,
there were dis-incentives to test drugs in children
Therefore, nost of the medicines that we use in kids are
of f-label. This was very clear, that there was dis-
incentive to do the test until the Mdernization Act.

So it took legislation to give an advantage to the
conpani es to overcone this dis-incentive. W nmay find that
there are simlar situations, and as we or whoever is

monitoring this process, | think it is sonething we need to
be sensitive to.
DR. KHOURY: |'d like to comment further on this.

I think the progress that was nade yesterday is trenendous,
but the success of any classification scheme, as you can see
here, depends on the data that is collected to get sone
feedback and input on this classification.

I think off-label use is a potential one that can
mess it up basically, because you cone up with a whole
schenme and use it in famly situations, but then it creeps
up into the general popul ation

Al so, the idea about the X nunber, that first box,
what determ nes rare versus conmmon. W have tal ked about a
coupl e of these nechanisns for collection of data. Bob
Martin is here fromthe CDC. There are ongoi ng surveys that
CDC conducts with | abs that provide testing in general, and
this has nothing to do with genetics. These could be
adapted or enhanced to provide the surveillance data that
will allow us to provide head counts of how nmany types of
tests are provided per year, so this initial box can be
filled.

Al so, the circunstances under which each test is
bei ng given, and therefore eval uating the appropriateness of
that test. oviously, the devel opment of such an existing
resource will have to be coordinated very closely with the
FDA.

But this is one of those nechanisns that the CDC
has to keep tabs on lab surveillance. This is what | have
called earlier under surveillance of genetic testing as a
process. As we move into the level two scrutiny, which is
t he enhanced data collection, and try to get a handle on the



paranmeters of genetics, i.e., the clinical utility and
validity, that is where we kick up in a higher gear and work
closely even with all the agencies, even including NIH and
HRSA and AHRQ to actually derive the paraneters of the
tests in terns of clinical validity and utility.

So there are these two nechanisns of data
collection that are popul ati on-based. One is a nechani sm of
collecting data on genetic testing as a process through the
| abs, which would be a | ab-based system as well as
devel opi ng the nore higher scrutiny nodel to consortia and
wor ki ng groups that could be disease or test specific.

So this is the ideas we have in mnd. | don't
know i f Bob wants to say anything nore about this.

DR. BOUGHMAN: Let ne add a couple of things from
the perspective of this end of the table. | was nuch cl oser
to the slides yesterday; you gain perspective by noving back
sorme.

In aline that Wlie put up on the previous chart
that was | abel ed FDA Review, in fact has a broader neaning,
if youwill. This is the collection point or the review
process -- that mddle line is the review process that we
have as a Committee vaguely referred to over tinme, and is
FDA coordi nated, but in [aying out the |evel one and | evel
two processes addresses the issue that this Committee has
had about a coordinated effort, or creating a whole new
revi ew process.

In what we have put forward, we are asking and
expecting sone real change out there in the world. W are
asking the regulatory agencies to inplenment the scrutiny
I evel one in a streamined but slightly redefined process
that is data intensive in certain kinds of ways in
conjunction wi th professional organizations and consuner
i nput and so on, one of the issues that this Conmittee has
had.

Level two asks that this coordinated reviewin
fact expand to include appropriate expert discussion on
these very conplex issues that don't come up routinely in
some of the other processes that the regul atory agencies
have had. That is why we are here.

We are asking for change in the regulatory
nmechani sms. On the other hand, we are expecting change in
the scientific, professional, and even consumer comunities.
We have not been in the nbde where as professionals or as
consuners we have the concept of FDA or sone sort of stanp
of approval on the tests that we are having done under the
situation that we are having it done.

When you tal k about off-label use in this
situation, we | don't think can ever stop certain kinds of
of f-1abel use without creating a new profession called the
genetic police or sonething, to check out the |labs. But the
prof essional s who are ordering these tests can now have a
different level of clarity about what the test is about,
because of the way that it has been described either in the
| abel i ng process or in these data that are coning out.

So the people ordering the tests, the people
havi ng the tests done on themwi Il have an understandi ng of
what it neans that they are trying this relatively new test.



I think that that al so addresses sonme of the issues in ways
that we have been concerned in consuner protection, when the
IRB is no |longer involved and now t hese tests are rel eased
to an unscrutini zed beyond the |aboratory nechani sns of

CLI A

DR. COLLINS: | think | would want to echo that.
Again, | think it is always the case that Pat Barr manages
to put her finger on the precisely npst inportant issue. It

is wonderful that you are here today to do that, as you
al ways have.

I think our choices here though are limted to
basically decide that a test could not be nmade avail able for
patient care unless all possible uses of that test were
considered to be justifiable. W put an amazingly tight
bottl eneck on tests which probably are never going to be
appropriate for population testing, but sonebody mght do it
and therefore you would end up hangi ng up the works.

So we are essentially forced into this nodel of
considering tests not as what they are, but al so what the
use is going to be, and then counting on sone mechani sm for
trying to at least mnimze the off-1abel uses that m ght be
i nappropri ate.

| think the labeling will help with that. But as
Joann was sayi ng, we have several other nechanisns. One is
this whol e notion, which we tal ked about quite a bit
yest erday, about having pre- and post-test information in a
standardi zed format made avail able to people who are
undergoi ng this procedure, which should make it very clear
what this test is for and what it is not for

The other two are the professional practice
gui del i nes, which | think can be very useful, and to sone
degree, although Elliott doesn't like it very nuch, the
| aboratories serving sone function to assess whether the
sanple they got for a particular test was in fact taken in
an appropriate setting, a check box or sonething of that
sort, to avoid the nost glaring problens.

I think we will need to nonitor this very
carefully. There are sonme exanpl es al ready where things
have not gone as badly as sone night have imagined. | think

yesterday we nmentioned APO E4, where there was deep concern
about using that in a popul ation screeni ng nethod, which
nuner ous consensus conferences agreed woul d be a bad i dea.

But there is a role for APO-E4 in a diagnostic
setting, and | gather it is being used in that circunstance.
I woul d not argue that we have achi eved perfect outcone
there, but | think there has been a reasonable |evel of
understanding. That is even wthout these additiona
oversi ghts that we are proposing to put in here.

So while | tend to be a little optim stic and have
to be careful about that, | think there are enough steps
here that this nodel of depending on defining the approved
use in a certain clinical setting and not expecting that
that then suddenly expands to all possible uses, ought to be
a viable way to go, as long as we watch cl osely.

M5. BARR: | would just raise another issue in
this context. | don't know whether you discussed it or we
will have to discuss it later. But that is speed of process



and the effort of getting groups together in consortium and
creating standards could be far |longer than is necessary or
needed. It may be necessary, but it may prove not very
useful .

So thinking about the tradeoffs of time and
quality, it would seemto ne in this whole thing, is
somet hing we are going to have to do as well

DR. BURKE: And | would note that we believe there
needs to be a standards setting process and how that woul d
have to be raised to be discussed. So that point mght be
an inportant point in considering the process.

MR HILLBACK: 1'd like to do two things, to
answer Francis for a second. | hate to do it again,
Francis, and ruin your day. | agree with you, though

| do think that the crucial parts are as you said,
one, we are going tell people what we know and what we don't
know, which is one of the things that |abs would always |ike
to do and try to do, because it does create a clear picture
of what is going on. | do believe |lab directors, because
they are signing out cases, do have a responsibility to | ook
at and put in context why is this testing done. There are
times where we turn back cases now.

| think that if that gets to be an onerous task,
we have not done a good job in designing the overall system
but | think it is part of it.

Just to give you the flavor of yesterday, | think
there was a I ot of concern and a | ot of discussion all day
yest erday about naking sure that |level one was really a fast
and cost-effective approach. Francis rem nded us yesterday
that we had recomended in our report that once the details
of this are fleshed out, then a nodeling exercise and sone
sort of parameters of what are the expectations of how | ong
t hi ngs woul d take and how much they would cost -- both how
much they woul d cost the governnent, and how nuch they woul d
cost the testing |aboratory, whether that is an NIH lab or a
university lab or a coormercial lab, in order to go through
this process.

Those are things that have to be | ooked at, and we
have to re-test whether we have designed a systemthat isn't
usabl e.

So there was a | ot of discussion yesterday about
that, a lot of good discussion that had a good outcone.

DR. KHOURY: To respond to Pat briefly, this
consortia, they would probably cone together after the test
is released to collect further data. So hopefully they will
not contribute to the bottleneck. But as sone tests are
kicked into |l evel two, then these working groups and experts
and professional organizations will cone together to pul
the data in the long run and design coll aborative studies.
So hopefully they won't delay the system but they will
contribute to further building of the know edge base.

DR. CHARACHE: Also, | want to reassure Pat that |
don't think that drawing up the criteria that are required
prior to inplenentation of the test will be an onerous task
| think it will have to be done very thoughtfully, but I
think it will be generic.

W actually | ooked into some of these criteria



t hrough the CLI A Genetic Wrking Goup earlier. | think you
can define what they ought to be, concepts of how many

ki ndreds you have to test for a high preval ence disease
versus a | ow preval ence di sease, what type of proficiency
testing and that type of thing; there is that whole
spectrum

But | think it can be drawn up generically. |
think it will take a nulti-discipline group to draw it up
But | don't think it will be on a case by case or di sease by
di sease basis.

My concern however is that for each of the
di seases that we define, there may be thousands of tests.
The question is how to ensure that the FDA can be so
structured or designed, or the test review can be so
structured and defined that we retain the reasons why we
want the FDA to do it, because they are good at anal yzi ng
tests, without getting this bottleneck that we are al
concer ned about .

DR. MC CABE: | just wanted to encourage the
peopl e who weren't here yesterday to speak up. Pat has. It
has been very stimulating to have that. But | also would
like to have the others who were not here, because you nmay
bring a different perspective to this.

DR. BURKE: This is my last transparency. |'m
going to go ahead and sumari ze the issues, and sonme of them
are going to cone up in the comments.

As we went through, we tried to keep track of and
discuss a little bit the issues that we think will require
further work. | have already nentioned that the issue of
| RB oversight is obviously an inportant one. Wat we are
now | ooking at is what we would like to see as a seanl ess
transition fromthe levels A and Bl, where I RB oversight is
t he oversight nechanismto the FDA review, and stages B2 and
C

VWhat will be required there is attention to
coordinating IRB efforts with FDA review. W think for
exanple that it may be very inportant for I RBs that have
oversi ght over genetic testing protocols to be aware of the
FDA criteria, so that they may want to take those into
account as they think about appropriate informed consent
procedures or other kinds of human subjects protections.
That woul d | ead to gui dance as our procedures are devel oped
and we see that pre-narket review process is devel oped, that
is information that should go back to |IRBs.

Test low volunme initial criterion obviously needs
further work to determine. | think there are two pieces to
that. One is, what is the nunber and how do we get that
nunber. As Miin has commented upon, there nmay be nethods to
do that. But another has to do with how nany tests fal
into that |ow volune category and what kind of tests they
are. Therefore, there is going to need to be an ongoi ng
revi ew about whether that really is the right criterion to
devel op a smoot h process.

Clearly, another inplication of that |ow vol une
criterion is that we are defining two categories or two
different types of scrutiny level one. That is, there is
scrutiny level one that occurs when a test gets there, just



because it is low volunme, and there is scrutiny |level one
that gets there because a test neets the criteria for an
expedi ted revi ew

If a test gets to scrutiny | evel one solely on the
basis of |ow volume, there are additional issues that
probably need to be incorporated in that review One of
t hem obviously is some sort of checklist or review process
that makes sure that the test does not have significant
harms attached to it, so at |east a review that says, yes,
it is reasonable at the risk-benefit |level to think about
using this test.

But what we think we nay al so be getting at is
orphan tests. So | think that is a conplex issue. On the
one hand, as a |l owvolume test gets to a | evel one scrutiny,
there nay be sone additional concerns to nmake sure there are
no harns attached to that test that m ght bunp into | eve
two. But there also mght be special attention to the fact
that this is a |l ow volunme test because it is an orphan test.
So the kinds of expectations you woul d have, for exanple,
about how nuch data shoul d be available before a test
becones used need to be consi dered.

That segue ways to some extent into an issue in
and of itself that we want to mark for further discussion
that is, how do you define an orphan test, is volune the
right way to define it, are there other ways to define an
orphan test, and how do you weigh the delicate bal ance
bet ween maki ng a test available that is concerned for
access, with concerns for test safety, including appropriate
qual ity assurance, including that enough data has been
accunul ated, perhaps in a rare disease situation where it is
hard to accunul ate data to nmake sure that you've got an
adequate test.

This as in nmany other places is a place where
col l aboration is trenendously inportant, and there really
should be a role for advocacy organi zati ons, because they
are the target audiences for those tests. But that is an
i mportant issue.

Then when we tal k about process and review, there
clearly are a nunber of issues that are going to require
further discussion and further work. W have enphasized the
i mportance of test information, that is, having appropriate
i nformati on ahead of tine about indications and linitations,
appropriate reporting of results.

| don't think there is any way we could
underestimate the inportance of that as we went through our
di scussion yesterday. That is a crucial piece to ensuring
test safety, and how do you nmeke that happen, who is
participating in that process, who is review ng that test
i nformati on for adequacy. How do you define social issues
in order to identify potential social harns is another issue
t hat needs further discussion

How do you set the standards for counseling in
i nforned consent. Are there going to be tests where we have
an explicit recommendation as part of the pre-test
i nformati on for counseling? Are there tests where
docunent ed i nformed consent procedure needs to be avail able
before the test is run, and if so, who nobnitors that. These



are questions that need to be resol ved.

Then we had a di scussi on about panel testing,
where we made | think sone useful progress, but didn't
resolve all of the issues. Panel testing, also sonetines
the word nultiplex is used. W thought panel testing was a
neutral termthat we would better want to use, but we
acknow edge that there were different kinds of panel tests.

One panel test is a test that mght test for
multiple different alleles, even for multiple different
genes, all around the same phenotype. So an exanple m ght
be a panel test that tests for nutations related to HNPPC.
W felt that a test of that kind, where you are basically
testing multiple entities but all to answer the sane
qguestion, did not pose risks above and beyond a single test
of that sort. CObviously, there would be different test
characteristics in terns of the sensitivity, specificity and
in sone cases inprovenments. But that could be viewed in the
sane way.

On the other hand, when you have a panel test that
tests for multiple different phenotypes, that is, different
di sease conditions at issue, then you do have additiona
concer ns.

Sonme of those tests may al so be quite reasonabl e
and efficient approaches. For exanple, a panel test that
tested for several different carrier states as part of a
prenatal testing circunstance, where all of the tests in
essence have the same purpose, and are occurring in the sane
clinical context, mght be able to be delivered quite
reasonably and not raise significant concerns above and
beyond those rai sed by each individual test.

But we felt there were a nunber of the issues that
cane up around panel tests for multiple different
phenotypes, that is, for alleles associated with nultiple
di fferent phenotypes, that probably could only be resol ved
by current research.

An exanple would be a test for 30 different
entities. A standard that we would propose is that the
counseling provided a for multi-test panel ought to
i ncorporate the sane | evel of information for each test as
you woul d expect if the individual test were provided. It
nm ght be that at a certain level, a certain nunber of tests,
that no longer is possible to do.

Pat, do you want to make a conment?

M5. BARR. Yes. | don't quite understand, if
soneone has gone through the process of review for each test
and when the test is out on the market, you pull them back
i n when soneone offers themin a panel, even though we may
not think that panel is appropriate for a particul ar
popul ati on.

That seens to ne not -- | don't knowif part of it
is off-label, but that seens difficult. Did you think about
how you woul d pull that back in?

DR. BURKE: What you're saying is, is there even
an opportunity for review | will say, we discussed that
briefly but not sufficiently to fully answer that question
There woul d sonetinmes be an opportunity for review, because
the nature -- the technical nature of the test would nake it



a kit that would conme back for review. | think probably
there are circumstances where it wouldn't.

| obviously would be happy if there were nore
commrent on this point, but I want to say that our
conversation was not directed at how do you get a panel in
for review. It was rather directed at what woul d be the
revi ew i ssues, and the question of, are the review issues
di fferent because it is a panel test as opposed to what they
woul d be for each individual test. So that was the
di scussi on.

DR. MC CABE: One nechanismjust to throw on the
table. W have tal ked about scrutiny |evel one for existing
tests or orphan tests. One might think that -- we are
thinking historically, but there may be existing tests in
the future. So you might have a very streanlined
evaluation. |If you're bundling, all you are really doing is
bundl i ng, would there be sonme very streamined scrutiny to
see is the bundling appropriate.

The reason why you nmight want to do that, we got
into sone of this yesterday, or you got into sone of it, |
was just listening, but there might be sone social
consequences to that bundling. |If that bundling was around
a group of diseases of a particular ethno-cultural group
there m ght be significant issues about the bundling that
didn't have to do with technical consequences, but had to do
wi th social consequences.

So we mght think that there isn't going to be a
bright line when now there are no existing tests. There may
be in the future ways that you would need to deal with
existing tests, but with how they are going to be applied in
new ways.

DR. BURKE: | think probably the nost inportant
poi nt of our discussion was that there are enpiric questions
that could be studied that nmight help to i nform how nmuch of
a concern it is to consider the panel nature of the test in
review. Those would include what kind of panel tests were
feasible, which will change over tine, but they also include
what ki nd of counseling in infornmed consent is possible
relative to the nunber of tests, and al so perhaps
considering the kind of test infornmation.

For exanple, as | nentioned, panel tests that test
for multiple different carrier states as part of prenatal
counseling is different than a quote genetic test report
card that has nultiple different predictive tests perhaps of
different predictive value and inplications at different
stages of life.

So | think our main concern was that this should
be recogni zed as an area where enpiric research should be
done to help to informus about what the oversight issues
m ght be.

Any other comments fromthe group on that
di scussi on?

DR. KHOURY: Maybe you said it, but | thought we
tal ked about in the panel, that when you have 10 or 15
conditions, the level of scrutiny at |east should be
determned by the one -- if there is one of these tests that
has a level two, then the whole panel is pushed to |evel



two. But in addition to that, if all of themare |evel one,
t he bundling m ght sonehow because of social or other issues
push it into level two. But at the very least, it is
determ ned by the | evel of conplexity of at |east one of
t hem

DR FEIGAL: | think part of what is being blended
in the discussion is what is a new test, and how nuch does
an existing test have to change before it is considered a
new test. As you can inmagine, there is quite a bit of FDA
and CLI A precedent on these kinds of issues.

The real challenge gets to be -- | think one of
t he things you pointed out before, at |east on the Wb there
are 78 places that offer Fragile X testing. There is about
30 that offer Tay-Sachs carrier state testing. |If they are
all trying to neasure the sanme thing, you may have sone
sense about what that information will convey and how to do

all the counseling about that. But that still -- the nore
fundamental question is, how do you know each of those tests
is performng well, consistently. The real challenge is to

get the appropriate levels of specinens to be able to run
controls and establish that the test can do what it says.
That will be the real test for the panel for us, is how do
you get enough reference sanples independently evaluated to
get an array that may claimthat it is testing
simul taneously for a thousand different kinds of things.

But | think it also gets back to the di scussion
about | everaging and the partnerships with outside groups.
| think that there is going to be a very inportant role for
t he professional groups and patient advocates to help
under stand what the informati on neans, how to do informed
consent, what the counseling is. | think it probably falls
nore to CLIA and the FDA to figure out which of the tests
that purport to convey that information are doing the job.

M5. BARR: | guess | amunderstanding a little bit
better. In the enornous expansion of proposed testing that
we i magine, there will be people who cone with a whol e new
panel. It is not necessarily tests that have al ready been

approved that they want to put together as a panel, but
rat her, | ook what we have done, this is a great panel, and
that situation went to review. So that clarifies that.

The ot her issue for me though is, when you are
tal ki ng about process of review, counseling and inforned
consent, and you tal k about |IRB coordi nati on and gui dance, |
think a huge service to the industry, to the researchers,
and to the consuners and advocates, is to try and nove in
this area to sonmething that is a tenplate, and to convince
IRBs that this tenplate avoids legal liability, which is
what their |awyers are going to cone in and tell themthey
have to add 16 other pages, and that it will be recognized
as sufficient for a period of time, and there will be people
who will upgrade it.

That does fly in the face of notions of |ocal
control over inforned consent. So there will be a dilemm
there. But | don't know if you are going to talk about it
in the process of review, how you cannot talk about it for
the 1RBs as well.

DR. BURKE: | think that is very consistent with



our conversation yesterday.

DR MC CABE: | think that is a point that is very
wel | taken. | would Iike to suggest as a concrete
recommendati on that we have staff bring together the
literature that has been done on this. There are tenplates,
there are reconmendati ons regarding i nfornmed consent that
woul d hel p us becone a resource for IRBs. Your first bullet
t here, coordination and guidance, and | would like to with
the Conmittee's approval, we could have staff begin to put
this together and bring it back to us at a future neeting,
so that we could look at it and just see what has already
been done in the research arena and in the inplenmentation
ar ena.

Is there any objection to us noving ahead with
t hat ?

DR. KOENIG | don't have any objections. | just
think it nmight be useful to coordinate with what is going on
with NBAC at the nmonment, in terns of --

DR. MC CABE: This is specifically for genetics,
specifically for the genetic issues.

DR. KOENIG Right, but there has been a | ot of
wor k on vul nerabl e popul ati ons which night be rel evant.

DR. MC CABE: There already is comunication wth
the Conmittee, so we could ask the staff to carry out that
conmuni cati on.

DR. BURKE: Did you have a conment on that?

DR. CHARACHE: | just wondered, while we were
t aki ng advantage of the literature that already exists for
the IRB, if we could also be thinking about what our
expectations are of the IRB, what additional things should
we call to their attention that they may not now be
attending to for genetic tests.

DR. MC CABE: What | was going to suggest was that
we bring this back and then determ ne whether we need a
working group to actually nove it beyond what already

exists. But we will nake that determ nation after we see
the literature.
DR FEIGAL: | think actually a working group on

| RBs woul d be very useful, because there are IRBs at both
ends. There are IRBs at the end of the institution that
offers the test and there are IRBs for the physician that
actually has to deliver the inforned consent and have that.

There have been sone interesting nodels of
national IRBs that | think could provide quite a service,
and woul d actually give a way of bringing in sone of the
| everagi ng that has been discussed. The |local |IRB can
al ways ignore the national IRB and insist on reviewing it
itself, and large universities tend to do that. But for the
practitioner in an office-based practice without access to a
regular IRB, it may be the only one they have, and there nay
be many hospitals, including conmunity and university
hospitals, that would actually wel cone a national IRB in
this kind of an area.

M5. BARR: | just think that even as we do the
literature review, soneone should be in touch with PRI M&R,
because | know they are first of all thinking about a
regul atory branch and second of all, their board has devoted



a fair amount of time to the issue

DR. MC CABE: Do | gather David was reconmendi ng
that we devel op a working group at this point in tinme rather
than waiting until a future neeting? Wat does the

Conmittee -- | saw a | ot of body | anguage suggesting that
peopl e agreed with that. | think it would probably be the
next step, but | would be happy -- we would begin to devel op

a working group on this issue, if people felt it was
appropri ate.

DR COLLINS: | would strongly endorse that. The
ot her connection that we ought to be sure we nake very
quickly is with Dr. Koski, the new director of OHSR, because
obviously this is going to be a hot itemon his plate.
What ever we do, we ought to be sure we try to set it up so
that it is of maximumutility and well coordi nated.

DR. MC CABE: |If people would like to vol unteer
for this, | think there are going to be a nunmber of working
groups that fall out of this report that has come back from
t he worki ng group. The people who would |ike to vol unteer
to work on the I RB working group, you can |let Sarah know at
t he break, but be cautious, because you don't want to be on
too many of these working groups.

DR. BURKE: | just have a couple of additiona
remar ks about issues, but one of themis the nost inportant
i ssue for discussion, although I'mnot sure any one is the
nost inportant. Data collectionis clearly a very inportant
i ssue.

What we have said is that the data collection
t hroughout this process and for both | evel one scrutiny and
| evel two scrutiny tests is inportant. W need to figure
out how to make use of its existing resources to get
surveillance data or other data that would be useful to
under stand how tests were used and what the outcones of
testing are. W need to put attention and ultimately
probably resources into additional methods of data
collection or additional efforts in data collection that are
appropriate to make sure that the questions about scrutiny
level two tests get answered. That too needs to be
coordi nated. There clearly needs to be a |ot of discussion
about how to nemke that happen

M5. BARR One way is in a tenplate for IRB
revi ew, which tal ks about within the protocol that is being
revi ewed, whether there are nechanisns for data collection
So there will be sonme overlap on these issues for sure.

DR. BURKE: And certainly we could inmagine an
out come of scrutiny level two nmight be that there is an
identification of the need for certain kinds of data to be
collected as this test is made available. But | think we
have had plenty of discussion before, saying it is not as
sinple as just telling the lab to do it. |In fact, the data
that we are npst interested in probably isn't even going to
be accessible to the lab

It is also realistic to say that those kinds of
data collection aren't likely to occur w thout a nechani sm
and resources. So this becones a very inportant issue for
di scussi on.

I think one could even say that if you don't



figure out that piece of the puzzle, a lot of where we want
to be over time won't happen. Tests will come into being
t hat have questions and the questions won't get answered.
So that is inportant.

The two final bullets on nmy list. Cearly, what
we are proposing now seens to nake sense and seens to nove
us forward, but might not be the right thing. W did have
some discussion at the end about not letting the perfect
prevent us from achieving the good. The point there really
is that whatever we put in place needs to be | ooked at and
reviewed as we go on, and there needs to be an ongoi ng
oversi ght of the oversight procedures we put in place, to
tinker with them and adjust themto be what we want themto
be.

Then just the final enphasis, which | think has
been there throughout, that we see this as being able to be
acconplished only if we use a collaborative nodel. | think
we have identified all along the way the particul ar players
in the collaboration

So ot her conment ?

DR. MC CABE: Thank you very nuch, Wlie. W

still have a few m nutes to pursue discussion on this, if
people wish to. Mchelle?
DR LLOYD PURYEAR: | have a question. Can you go

over again how the work that was done yesterday is going to
be coordinated with the lab forum which CDC is doing, and
then the separate PHS [ ab group that Dr. Mal one spoke about
this nmorning, how we are going to be coordinating all these
different efforts?

DR. BURKE: | think what | can say vis-a-vis the
lab forumis, to some extent that needs to be discussed, how
t hi ngs woul d be coordinated. But if |I am understandi ng that
correctly, and Pat and others nay want to comrent, the |lab
forumis working on a nunber of issues that are sonewhat
separate, although obviously coordinated with where we put
our main energies yesterday. The whole systemhas to
obvi ously coordi nate.

| guess | find it easy to think about the |ab
forumwork as fitting into what Ed just referred to in terns
of working groups. It seens to nme the lab forumis working
on a lot of technical issues that ought to come back to this
Conmittee, so that the Conmittee would be able to understand
how they fit.

Do you want to conment on that?

DR LLOYD PURYEAR: Except that it was never
officially set up as a working group, and | want to see that
ki nd of coordination

DR. MC CABE: Bob, would you like to coment on
that? |f you can cone to the m ke, you can be Francis
Col I'i ns.

DR. MARTI N Pat Charache may want to conment on
this as well, but basically we do see the |aboratory forum
as working very closely with this group. The |aboratory
forum has actually been set up under the auspices of the
CLIAC, the dinical Laboratory Advisory Committee. Again,
we have worked very closely with this group and we will
continue to do that.



Clearly there are areas that are technical in
nature that the | aboratory forum can best address, but also
fromthe description of the work that went on yesterday,

there are clearly areas that are overlapping as well. That
is why it is inportant to be working very closely with the
group.

DR LLOYD PURYEAR: But is the laboratory forum
di fferent than what was spoken about this norning at the
Secretary's level ?

PARTI Cl PANT:  Yes.

DR. LLOYD- PURYEAR: So what is the coordination
bet ween the | aboratory -- because it seens like it is the
same people neeting and tal ki ng about the same things.

DR. MC CABE: | think perhaps Sarah can give us
sonme clarification on that.

M5. CARR. M understanding is that what Dr.
Mal one was descri bing was the group that has been put
together to review the reconmendations in the SACGI. The
out cone of today's discussion in terns of the classification
nmet hodol ogy that Wlie went through will be submtted to the
Secretary through Dr. Satcher as an addendumto the fina
report that went forward before. Hopefully we will be able
to do that in tine for that group that she said has been put
together to bring that along and to submit it together
per haps when the oversight report goes to the Secretary.

In terns of what the | aboratory forumat CDC does,
t hey take the nethodol ogy that we put forward, and if the
recomendations of this Conmittee are adopted by the
Department in sone form then perhaps that forummay help in
terns of inplenentation of that in collaboration with FDA
and the other agencies to which their recomendati ons apply.

DR. MC CABE: One of the things that we had stated
in our recommendations, our report, that we could reiterate
specifically in this context in the addendum woul d be that
there be such coordination, that it was inportant that there
be such coordination of these different activities, which
think is happening. But we could specify that nore
explicitly.

DR. CHARACHE: One of the nice aspects of the work
that had been done in the first two neetings of the
| aboratory forumwas the overlap with this Cormittee and the
group that was here as part of the Wrking G oup yesterday.
There were six nenbers that had direct overlap, both from
the FDA and the CDC, as well as representatives fromthe
Anerican Col | ege of Medical CGenetics, the representative
fromthe Coll ege of American Pathol ogy, but the I aboratory
oriented aspects which are participating in the forum

So this is intended to be a coll aborative group
The work that was done yesterday, as pointed out with the
original diagramthat was drawn, the enphasis was on the
nmedi cal and soci al aspects of genetic testing. There is the
whol e ot her side of that, which has to do with the |evel of
scrutiny required, which is based not on the nature of the
di sease that we are tal king about or the frequency wth
whi ch testing occurs, but is based on the conplexity of the
test itself, and oversight which is associated with assuring
test accuracy, and ensuring that there is programvalidity



and clinical validity.

That is an area in which the conposition of the
| aboratory forum group can be very contributory and woul d
then be tied in with a sinmlar type of interaction that
occurred with the other arm yesterday.

So | see it as an opportunity to take advantage of
the expertise with the slightly broader |aboratory group
focused on the | aboratory issues that then get tied into the
other issues that are being addressed here. That is how
see it as a nenber of the group

DR. MARTIN. Actually, Pat just covered that very
well, and I don't have anything else to contribute.

DR. MC CABE: Thank you.

DR KOENNG M comment is off the |ab issues.

DR. MC CABE: Maybe we'll just hold that. Victor
did you have a coment on the |ab issues?

DR. LANIER: No, nothing on that issue.

DR. MC CABE: Then Bar bara?

DR KOENIG | just want to go back to Wlie's
presentation and to the tenplate, and to the i ssue of how
detai |l ed our suggestions -- | think our intent yesterday was
to create a flow di agramthat would be flexible and woul d
al l ow the agencies who had to actually devel op regul ati ons
with a lot of latitude to do that.

But |I'mjust wondering, when we consider the issue
of tests that might be released with special conditions, if
there mi ght be a couple of issues that we want to highlight.
One of themthat we did talk about was the possibility of
docurent ati on of inforned consent.

But the other two things that we may tal k about
later this afternoon that | have some concerns about is --
one is the issue of the direct-to-consunmer nmarketing piece
of this, and whether that mnight be something that we woul d
want to flag in that |ist of possible special conditions
under sone circunstances.

The second one is the issue of access and
availability in terms of whether a particular test should be
offered only with the order of sone sort of health
prof essional, as opposed to a direct purchase situation over
the Internet or whatever.

DR. PENCHASZADEH: | just wanted to react in
general to the outline that Wlie presented. | amvery
pl eased to see that things are conming into place. | amvery

satisfied with the flow diagram

| think that there are sone issues that were
al ready pointed out that are probably sone of the nost
i mportant issues in terns of dilemmas. One is the off-1abe
use. | amstill not clear as to whether the mechanisms for
enforcing proper use, once the test is approved for one use,
and who will be in charge of nonitoring that, that it not be
used for purposes for which it has not been approved for

| also wanted to comment on the panel testing. |
do think that the conplexity of a panel test is probably
nmuch nmore than the sum of each of the tests, because of al
of the issues and the nedical and social consequences. So
think that | would be very surprised if a panel test doesn't
require a high scrutiny, even if nost or even all of the



i ndi vidual testings are of low scrutiny. At the m ninmm
because of the nedical or social consequences and the
conplexity of the decision making and the need for
counsel ing, which leads to a third issue, which I think is
al ready addressed to, which is the inforned consent and
counsel ing issues. Again, ny concern is how are these
t hi ngs going to be enforced and taken by the nedical and the
genetic profession in general in order to ensure safety in
addition to access.

DR. MC CABE: David, do you want to respond to the
of f -1 abel ?

DR FEIGAL: One thing to remenber is that off-

| abel use by practitioners is explicitly legal. No one is
asked to enforce that. The only real practical enforcenment
in the marketplace is what third parties will reinburse that

has some control s.

But | think it makes sense that off-1abel things
be legal, and that it not be regulated. So |I think there
are sonme things that you are going to get fromregul ati ons,
but off-label isn't one of them O f-label refers to what
the manufacturer is allowed to promote. There is a higher
standard for advertising in the practice of medicine, which
is hard to believe, but that is the logic of the |aw.

DR. BURKE: My renmarks are very nuch in keeping.

In our discussion, we acknow edge that it is not possible
nor appropriate for this regulatory process to regul ate
nmedi cal practice. But we thought that in what could be
acconplished in the procedures we were tal king about, the
greatest benefit would cone fromthe attention paid to

i nformation about the indications for tests, |limtations of
tests, and reporting of test results. |In this kind of
oversi ght of genetic tests, that is the best way that you
can help practitioners to nmake appropriate use of the
genetic tests.

DR. PENCHASZADEH:. Just to foll ow up, people also
put an -- on professional organizations and policy makers in
general to determine what are the appropriate uses for a
particul ar test.

DR BURKE: Yes. | think it is inmportant not to
confuse what could be acconplished in this kind of oversight
mechani smwi th clinical practice guidelines. That is where
we get bogged down in the way that Pat indicated.

I think the information that is provided, the pre-
and post-test information includes what the test is being
offered for. So what the manufacturer has gone through and
proposed the test be used, how it has been revi ewed, but
al so what we know and what we don't know.

M5. BARR | think that nuch of the answer shoul d
be in education rather than trying to convert regul ation
It will overlap this direct marketing i ssue to sonme extent.
You do want the public to know what is out there and what it
is good for, and what it is not good for. That may be done
by creating sets of questions that becone very popular in
the public; when you are getting a test, please ask your
doctor, is this the off-label use or another use. |If it is
of f-1abel, why is it off-Iabel

So it is trying to educate the public about the



ki nds of questions they should ask of their doctors, which
can have when it gets picked up a profound inpact on the
practice of nedicine.

I think the other question | have, which is
directed at Barbara, is that social concerns are contextua
and cultural all the tine. So who is on the conmttee or
why they are on the committee or who the experts are that

you listen to, sets that contextual tone. | wondered if you
had addressed any of that at the working group |evel.
DR. MC CABE: | think the answer is no, though

Barbara was referred to as the social conscience.

DR. BURKE: Cearly, | think it is fair to say
that we understood that it is a significant task that
requi res further discussion.

DR MC CABE: |'mgoing to nove on to just wap
this up and cone to sone agreenent about how we will proceed
with the report of the Wirking G oup.

MR. H LLBACK: | think both Wlie and Pat said
some of what | wanted to say. | think the key here is back
to the ol d bugaboo phrase we have used for a long tineg,
which is what do we know, what don't we know, making sure
that there is a clear tenplate of how data can be presented,
what data needs to be presented, making sure it is presented
clearly so that the practitioners and eventually the
pati ents can understand it.

| guess ny next point would be, since the rest of
our day is going to be spent tal king about what we work on
next, to put in my advertorial for going back to one of our
key topics we tal ked about a year ago, and that is how do we
get the user to be able to read what we have now said we are
goi ng to nake avail abl e.

So | want to segue way through the next section
i nto ny bugaboo, that | don't think we have done enough, |
don't think the systemhas figured out how to do enough. |
know Kat hy Hudson and the NIH is doing a lot, but | think
this is a major problem W may create a great docunent and
i f nobody can read it, we haven't solved the problem So
that is ny advertorial. Thank you.

DR. MC CABE: Thank you very nuch, and thanks
again to Wlie and the Wrki ng G oup.

Havi ng heard the di scussion both yesterday from
the working group and then today with the full Committee, to
me | amvery inpressed with how far things noved yesterday.
I think that we have a very good outline for an addendum
with the materials that were presented and the overheads by
Wlie and the di scussion that was had yesterday as well as
t oday.

I woul d seek approval fromthe Committee then that
we go ahead and flesh this out into a docunent that we can

submit to the Secretary by way of Dr. Satcher. |Is that
accept abl e?
DR. PENCHASZADEH: Yes. | understand you fl eshed

out sonme exanples. Probably the docunent shoul d expand on
showing with particular exanples how this will go.
PARTI Cl PANT: So noved.
DR. MC CABE: There is a notion on the floor.
PARTI Cl PANT: Second.



DR. MC CABE: Second. Any further discussion of
this motion? In terns of practicality, Sarah, can we then
e-mail around for comnment? Do we have to bring it back
since we have really discussed it all in the public, as long
as we don't go beyond what we have discussed in public?
Then we can nove it forward after e-nmmiling it around. Once
we have it, we will put it on our website so that it is
fully available to the public.

Furt her di scussion on the notion?

MR. H LLBACK: | would just like to make sure that
we capture sone of the richness of yesterday's di scussion
I think there was a great consensus that Francis |ed about
how do we nake sure that as the details get evolved, that we
revi ew what those nean and what the inplications m ght be.
So sone of that that got captured which is on tape from
yesterday needs to nake sure that it is in the report,
because | think what Wlie put together is fabulous, in
terns of a tenplate. But it needs a bit of a flower bed to
grow in, | think.

DR. MC CABE: If there are other points that
people would Iike to see that would be enriched in the
docunent, we should bring them here and di scuss them around
this table, since this is the public forum Yesterday no
one was excluded, but it wasn't a full neeting of the
Conmittee, so it wasn't quite as visible as today is.

So ot her points that people feel should be
enphasi zed?

DR BURKE: I'Il just say that | don't think there
was any najor topic of discussion that hasn't been raised as
a point here. The detail that Elliott is referring to is
just detailed discussion, as for exanple when Pat raised her
guesti on about panel tests. W obviously had spent a | ot of
time about that. W had spent a fair amount of di scussion
on of f-Iabel use.

| think every topic that we discussed hasn't been
mentioned here, but if | amforgetting one, please, other
menbers of the working group bring them up.

DR. CHARACHE: There was one that nay be covered
by the listing of the ongoing review. W raised the
guesti on of what happens when a test is first introduced as
| ow vol ume and then beconmes hi gh volume - does it then get a
re-review. Then the whole question of tests that are

already on the narket. | think that was a point that was on
our list of things to think about in the future.
DR BURKE: Yes. | can elaborate on that a little

bit. W had a comment from Steve Gutman that there are
procedures in place that can accombdate m nor technica
revisions and tests, and we definitely would not want to
create a situation where sonething had to cone back to
revi ew because there was a mnor technical change, even a
change that night change the sensitivity or other test
properties.

On the other hand, we could envision that a test
that now is used for universal screening and wasn't
previously, something that would change its | evel of
scrutiny, that that might well be an indication for it to
cone back for review So how to acconplish that woul d



certainly need di scussion

DR LEWS: | just have a process question. |If
this becones part of the report which is now a confidenti al
docunent, when we devel op our addendum does that al so
become a confidential docunent? Wen you said putting it on
the website, | was just concerned in terns of whether that
became a public docunent or whether it was part of our
report.

DR. MC CABE: Point well taken. It will be public
when it can be public. Hopefully fromthe tinetable that we
heard this norning, by the time we put this together, the
ot her document night no | onger be confidential, and

therefore -- I'mlearning this process as well, but yes, we
will certainly put it on when it is available to be put on.
DR. KOENIG | have a question referring back to

the initial point in the flow di agram about the vol une.
This is just a point of clarity. Are we going to continue
that discussion today or is that going to be sonething that
we basically are delegating for |later consideration to the
agenci es invol ved?

DR. MC CABE: This is a point that we needed to
take up. Wiy don't we take Reed's question, then we'll cone
back to this point, because it is a nore general one, about
whi ch issues are issues that we should advise the agencies
on and which issues are within their purview in terns of
i mpl enentation, and there is a series of these.

DR. TUCKSON: Actually, | may be in danger al so of
muddyi ng the water. Elliott's coment about how we dea
with subtlety and nuance of communicating for the addendum
For exanple, you take the issue of volune that Pat just
tal ked about. There was very el egant | anguage yesterday
that described the need not to bottleneck and to be able to
nmove forward. Yet there was conversation to al so respect
that the | anguage of scrutiny for |ow volunme people is not
lower, and we are not just trying to run roughshod over
peopl e who, to them it is very inportant. There may be
ei ght of them but to those eight that is pretty dam
i nportant, so there are issues there.

So that subtlety of nuance that communicates well,
both in why we canme out and also the notion of a specificity
of intervention that suggests putting patient advocacy
groups on the panel of discussion, therefore you get that
advocacy for orphan and | ow vol unme tests and popul ati ons.
Those are three very inportant points.

For each of the nmjor issues that we di scussed,
that sort of subtlety and nuance is going to be key. So
that is going to require a ot of sending stuff around, |
guess, and probably a |ot of collaboration

But what | worry about with Barbara's point is,
sonme of these we still want to talk nore about. What |'m
still not sure about is where we got closure to sonething
for the addendum and where we are going to have ongoi ng
conversation that we don't have closure on. |'mnot sure
whi ch ones are | ocked and which ones are going to have
further exploration.

DR. BOUGHMAN: Point of order. Could | rephrase
or make a friendly anendment to the notion to clarify this



situation? As we take the norning break, | believe the
noti on we nay wi sh to approve to bring at | east sone sense
of closure is that the Conmittee has accepted the report at
least in spirit and at the end of the day, we will then know
nore clearly the content of what actually can go into the
report regarding sone of these points of discussion, rather
than some of them have been di scussed, and then ergo --
could already be in the addendum

We might bring up some of these issues this
afternoon again in the public forum so that they could be
addressed nore clearly in what we are actually putting in
t he addendum

DR. MC CABE: W can recommend where we woul d |ike
to have nore input and nore discussion. W can also -- if
we find that this is nore contentious than | guess | had
anticipated that it would be, we can hold it as a draft and
bring it back to the discussion.

DR. BOUGHMAN: |'m not suggesting that the issues
t hensel ves are any nore or |ess contentious than they were
yesterday. | think the issue is what can actually be a part

of that report because it has been discussed around this
table and the full Comittee versus what was actually
di scussed in a full day of discussion yesterday.

M5. BARR. | have two procedural questions. One
is, although it was closed, can we as a group request that
the transcript of that neeting be public?

The second is, my understanding was as the day
proceeded, we were going to be identifying the issues that
we wanted to pursue. So ny judgnent was that since we
raised all the issues, the nuance will come out of the
Wor ki ng Group' s ongoi ng di scussi on

DR. MC CABE: W can put that transcript and nake
that public.

M5. BARR | would nove that we do.

DR. MC CABE: We already have notion on the floor
so we need to get this one clarified.

DR KHOURY: | just wanted to echo what was said
earlier, which was let's not throw in something good by --
what ever words you want to use. | think there was a sense
of acconplishnment, trenendous acconplishnent yesterday,
whi ch al nost took five years to get to that point. In
keeping with all the issues that Wlie nentioned at the end
frominforned consent to data collection to volunme tests,
this rem nds ne what Elliott said about the devil is in the
details.

Actual ly, you are going to be handing these broad
recomendations to HHS. There will be a | ot of discussions
wi thin HHS and across the agenci es and the begi nning of sone
i mpl enentati on of sone of these. | think those individua
i ssues, | would urge the Cormittee not to drop in the next
year or two, but as you discuss further what issues you want
to take up in the future, at |east be aware of the progress
of inplenentation of your initial recomendations, and nmaybe
take up one or nore of these issues in nmore depth if you
want to as a group.

MR. HI LLBACK: | guess | viewed what we were
trying to provide out of yesterday and today's meeting as



the beginning, not the end. | think that's what Miin is
sayi ng what we need to do, which took us a long tinme to get
to, is to get this framework pinned down, knowi ng full wel
that not every detail will be right. Knowing full well that
when we hand it to the agencies involved, that they wll
interpret what we gave thema little differently than what
we interpreted it.

I think we tal ked yesterday about not all ow ng
ourselves to be taken out of the process going forward.
Therefore, with the agencies as they take our franmework and
do what they do best, which is turn it into a detailed
action plan, a detailed law if that has to be done, that we
have anot her chance to take another | ook

To try and do that now and anticipate all those
i ssues is inpossible, and goes back to Wlie's el oquent
poi nt about throw ng out the grade to get it perfect. |
don't think we want to do that.

So | would propose that we nove forward to get
this done, get a recomendati on and understandi ng, maybe
with the caveat that it is a set of guidelines that we are
proposing that we want to full well be involved in further
down the line again, and get it noving.

DR. MC CABE: Judy, and then we're going to vote.

DR LEWS: | think my comments echo what has j ust
been said. Basically what | thought we did and what | think
we' re doing is devel oping a policy docunent that has broad
policy inplications, and that what we are | ooking for is
t hose people who need to inplenent it to cone up with
i mpl enentation guidelines that we will have a chance to
review, and if they don't neet the intent of what our policy
is, then we'll have another go at them But | think for us
to micro manage and do the job of the agencies is beyond the
scope of our work, and | also think that it is a needl ess
duplication of what there is a good infrastructure in place
to do. What we have basically done is conme up with sone
gui delines. For us to develop every last detail is not
necessarily the work that we should be doing.

PARTI Cl PANT: Point of order. There is a friendly
anendnent, so doesn't Reed have to accept it or reject it?
And as the seconder, may | encourage you to reject it?

DR. TUCKSON: | can't handl e that kind of
pressure. Oh, reject it? | reject it.

DR. MC CABE: Any further discussion on this? So
all in favor of this notion say Aye.

(Chorus of Ayes.)

DR. MC CABE: Any opposed? (none opposed) Any
abstai n? (none abstain) So it carries. There was anot her
noti on.

DR. BURKE: My nmotion was just to put our
di scussi on of yesterday, the transcript of the discussion,
in the public record

PARTI Cl PANT:  Second.

DR. MC CABE: Al in favor?

(Chorus of Ayes.)

DR. MC CABE: Any opposed? (none opposed) Any
abst ai ned? (none abstained) So we will do that as well.

Let's take a 15-nminute break. We will conme back



at 10: 25.

(Brief recess.)
Setting the SACGT Agenda: Topics of Future Study
Di scussi on of |ssues

DR MC CABE: We will now turn to a discussion of
current and energing i ssues. W have allotted several hours
for an unstructured di scussion, which |I know nany of you
have been | ooking forward to havi ng.

Qur goal for this session is to do a great deal of
brai nstorming. Then by the end of the day to have made
deci si ons about what issues we think warrant the Conmittee's

attention and will benefit from our involvenent.

W will also need to decide on a concrete outline
of our future study priorities and plans. Although we will
have a free-rangi ng di scussion today, | want to point out

that there are materials in Tab 3 of our briefing books that
rem nd us of sone of the issues we were considering at our

| ast neeting, as well as high priority issues we identified
in June 1999 at our first Commttee neeting.

Tab 3 al so contains a copy of the transcript of
the June 26 Wiite House cerenony cel ebrating the conpletion
of the working draft assenbly to the human genone.

| was honored to be invited to attend that
hi storic event on behalf of the SACGI. In addition to
celebrating this nmagnificent scientific achievenent and the
benefits and prom ses, President Cinton also took care to
poi nt out that some of the concerns that acconpanied the
advancenent of genom ¢ know edge are very real concerns.

The potential for genetic discrinination was a particular
concern

In fact, President Clinton and Prine Mnister
Bl ai r discussed the need for a nulti-national, nulti-
cul tural consideration of the ethical, |egal and soci al
i ssues surrounding the use of genetic information.

Because of the significance of the event and the
i mportance of being responsive to the concerns that were
rai sed, | asked Dr. Collins, who has had such a leading role
in the progress of the Genone Project and was one of the key
speakers at the Wiite House cerenmony, if he would be willing
to give us his inpressions of the issues that were raised
that day and the weight given to themby the participants.

Francis, you may al so want to give us a sense of
where Congress is on the issue of genetic discrimnation
As all of you know, Francis testified to the Departnent at
| ast nonth's hearing on genetic discrimnation in the
wor kpl ace held by the Senate Health Committee.

Francis, if you would | ead off, please.

DR. COLLINS: Thanks, Ed. | appreciate the
opportunity to do so. | will not speak in a |l engthy way,
but | do think the events of June 26 were a useful way of
sanmpling public opinion and getting a sense of what the
concerns are as people reading about this mnmilestone begin to
respond to it in various ways, in terns of what their
concerns were, particular regarding the kinds of issues that
this Committee has been westling with.

It was a very significant day, perhaps nore so
than those of us involved in it realized, until it happened.



This was after all a bit of an arbitrary nilestone, in the
sense that covering 90 percent of the sequence -- it could
have been 81 percent or 95 percent -- and it is still not a
finished work. W have a couple nore years of effort before
either the public or the private version of the human genone
sequence could be said to be actually finished, because
there are many gaps and anmbiguities still to be worked on

But it was an occasion to stop and say, you can
now expect that if you ask a question of the human genone
sequence, you are likely to get an answer, you are extrenely
likely to get an answer. You may not understand the answer.
O course, we don't understand the script except in a very
rudi mentary way; we will be working on that for decades.

But | think the world did stop and pause for a noment to
consi der the consequences of essentially crossing a
threshold froma tine where we had only glinpsed bits and
pi eces of this script to a nonment where we now had
essentially the vast mgjority of it in front of us, and the
enormty of the task of figuring out how to understand this
and apply this to the benefit of nedicine now |l oons quite
large, but it is also quite exhilarating and exciting that
we can tackle that.

Certainly the fact that this mlestone did attract
the attention of the |eaders of both the United States and
the United Kingdom and a nunber of other countries that were
part of the international sequencing consortium including
France, Germany, Japan and China, nade this the npst visible
monent for genom cs, since the genonme project had started 10
years ago

| think there is nmuch about that that is a very
good thing. Ed has already referred to the fact that the
transcript of the presentations at the White House is
avail able to you under Tab 3, and nmentioned the fact that in
our spontaneous interchange between Clinton and Blair, the
i dea of some sort of international focus on some of the
ethical, legal and social issues was suggested to President
dinton

Wlie nentioned that if that was to go forward, it
woul d be Tony Blair's job to do it, because he wouldn't be
there, since his termis near its close. But | think that
was an indication of just how significant these issues are
now | oom ng in nmany peoples' mind, and that is a good thing.

I think it is a particularly good thing because we
have prepared in many ways for this nonent by having an ELSI
program by having schol arship that has been carried out by
a host of experts over the course of the |ast decade, and a
wonder ful set of reconmendations and policy options that can
now be put into place.

I think if there has been a challenge for the ELSI
program it is howto translate that scholarship into actua
policy decisions, recognizing that the policy apparatus is
not something which is so easily understood, much | ess
controll ed.

So the good news | would say about this particular
announcerent and what foll owed has been the significant
rai sing of public potential and thoughtful comentary on
what it neans to have our instruction book largely read out.



There were nmany comentaries that | read in the press and
Sarah sent many of these around to you all on the Conmmittee
to have a chance to | ook at them that were targeted on the
i ssues that people were nost concerned about in a fairly
t houghtful way. That clearly signals a chance in public
i nterest about this, which has been up and down, to
sonmet hing that | perceive will now be much nore sust ai ned.

The issues that were raised, both in the Wite
House events and subsequently, are for this sophisticated
group famliar ones. Top of the list, genetic
discrimnation - are we going to solve this problem This
Conmittee | think very effectively put thensel ves on paper
and sent the letter to the Secretary about this issue, and
think the time is nowto see that attended to.

"1l come back in a mnute to what has been
happening in the Congress since June 26. Also, other issues
that were raised in the coomentaries, privacy - does your
genetic information fall into other peoples' hands and how
are we going to take care of that.

Certainly there were a nunber of pieces that
focused specifically on our nandate of genetic testing and
its oversight, and how is that whol e expl osion of
information that is anticipated to come out of the genone
project going to be managed in a way that benefits people
and doesn't put themat risk.

There were comments about the need for better
public education and health professional education. |f
genetics is going to be mainstreaned in nedicine, are we
ready for that. Again, that is a topic that this group has
di scussed in the past and a nunber of other efforts are
under way to try to deal with that.

Per haps the nore |ong di stance concerns are ones
which there is less concrete to say, because npbst of them
are at the monent scientifically rather uncertain. And of
course, many of those fall into the category of enhancenent
and what are we going to do about setting any boundaries
bet ween the use of genetics for the treatnent or prevention
of disease and the enhancenment of human characteristics,
which are really traits and not di seases.

Those di scussions | think to be honest are stil
at a fairly rudinmentary stage in nost of the formats that |
have seen themin, although there are people working hard on
t hese issues, nany of them supported by the ELSI research
program that have begun to refine this | think in a very
useful way. But those kinds of conversations have perhaps
not spilled out in a public forumin quite as broad a way as
t he ones have say with discrimnation

So all of this, | would say, is a very good thing.
As a concrete exanple of that, the actions in the Congress
since June 26 have been notable. After several years of
i nterest but not necessarily definitive action on the topic
of discrimnation in both health insurance and the workpl ace
-- although it should be noted that there has been sone very
i mportant action in the case of health insurance with regard
to the Kennedy-Kassebaum bill, or H PAA

Certainly the Congress was energized by this
announcenent in late June to take a closer |ook at the



remai ni ng | oophol es that need to be addressed. | should
certainly point out that the Adm nistration has been pushing
at this, and the President has been personally very
interested in those issues, and that was nanifested of
course by the Executive Order back in February, which
out | aned genetic discrimnation in the federal workplace,
seeking to |l ead by exanple with the hope that this would be
echoed in the private workpl ace as well.

Fol  owi ng the Wite House announcenent, only two
days | ater Senator Daschle, the Mnority Leader in the
Senate, who is the major sponsor in the Senate of a broad
bill on genetic discrimnation in both health insurance and
t he workpl ace, introduced his bill as an amendnent to one of
the appropriations bills, and I ed what | thought was a very
interesting and rather inspiring debate on the Senate fl oor
about the merits of this particular piece of legislation. A
nunber of other Senators rose to express their views on
this, some of themin fact quite passionately. | have not
seen that |evel of discussion, nmuch of it quite well
i nforned, Senator Daschle's remarks were extrenmely well
i nforned by the nuances of what is trying to be acconplished
her e.

Utimately when that cane to a vote, it went down
on a nostly party line vote. The nmajority party argued that
this part related to workplace discrimnation, had not been
subj ected to appropriate Congressional hearings, and m ght
be covered by the Americans with Disabilities Act, and
therefore this piece of legislation which is sponsored by
Daschle in the Senate and Sl aughter in the House, was not
viewed by themto have been sufficiently vetted for their
support. At least, that is my understandi ng of the
argunents that were put forward.

But imedi ately after that, Senator Jeffords, who
is the Chair of the Health Committee in the Senate,

i ntroduced basically the heart of the GOP Patients Bill of
Ri ghts, which relates to genetic discrimnation, extricated
that and introduced it as an anmendnent to the sane
appropriations bill, and that passed.

Now, that sounds great. The problemis, this
appropriations bill still has to be conferenced with the
House and is apparently headed for a veto at the noment
anyway because it is dealing with educational spending. It
pl aces sonme difference between what the Senate and the House
have been proposi ng and what the Administration wants. But
it was as a statement of principle a fairly exciting noment
to have this other piece of |egislation about genetic
i nformati on and heal th insurance attached on to the
appropriations bill.

| hope |I'm not confusing you, because this is a
bit confusing. The Jeffords amendment, which is taken from
the GOP Patients Bill of Rights, relates only to health

i nsurance. It does not cover the workplace. It has in sone
peopl es' view sonme things that are not as strong as the
Daschle bill in terms of enforcenent and disclosure. But

nonet hel ess, as a statenent of principle, it is welcone
i ndeed to see this sort of thing happening.
Now, maki ng good on the suggestion that the



wor kpl ace i ssues do need nore attention, Senator Jeffords
did call a hearing of his committee, and Ed has j ust
mentioned that. Various folks cane as wi tnesses, including
Daschl e himself to talk about his bill, including Paul
MIller of the EEOCC, who | think presented fairly conpelling
argunents on why the ADA, even though one would |ike to have
it be effective in this circunmstance of workpl ace
di scrimnation based on predicted genetic information, that
hasn't been tested in the courts, and there are strong
reasons that if that protection is needed, it would be best
to do so with new and effective |egislation.

| also had a chance to be a witness on this
particul ar hearing, as did a nunber of other folks froma
pati ent organi zation and froma couple of organizations

representing business views. | guess it would be fair to
say there was not unanimty of opinion about the Daschle
bill in particular or the principles in general. But

certainly at the end of the hearing, Senator Jeffords did
say to Senator Daschle that this was an inportant topic and
he would like to work with Senator Daschle to try to get
sonet hi ng done about this if possible this year

So that kind of forward momentum i s now happeni ng.
The followup to that has been continuing interest in the
Senate and also now interest on the part of the House
Commerce Comittee that are al so deeply engaged in | ooking
at sone of the details of various |egislative options, and
particularly the whol e busi ness of definitions, which always
ends up being really critical in terms of whether this is a
pi ece of legislation that is going to provide the kinds of
protections that are necessary.

So | do think there is sone reason to feel a bit
nore optimstic that action is going to be taken, but we
still have many steps in between where we are now and where
we would like to be, which would be the signing of effective
federal l|egislation that outlaws the use of predictive
genetic information in both the health insurance and the
wor kpl ace with appropriate | anguage and appropriate
provisions for enforcenent. That is an outcone we can hope
for.

The other interesting thing was that this whole
i ssue appeared, as several of us noted this week, in the GOP
party platformthat was issued as part of the convention
and specifically highlights the area of genetic
di scrimnation as needing attention. That is welcone news
i ndeed.

So | would | guess argue that out of this, the
mai n consequence has been an elevation in attention to the
i ssues, not necessarily brand-new i ssues com ng forward, but
that elevation is an opportunity to take advantage of. As
we tal k about anmpngst this Conmittee what our future tasks
m ght be, | would hope that we can | ook very carefully at
what our mandate is, where we are best positioned to get
i nvol ved in areas of public concerns, where there are ot her
groups that nay be better positioned in sonme instances to
take on that mantle, and try to be realistic about sticking
as much of our effort as we can towards our core
responsibility of nmaking sure that oversight of genetic



testing is responsibly carried out to the benefit of the
public.

DR. MC CABE: Thank you very nuch, Francis, and
t hank you for your |eadership in all of these efforts.

| would also like to point out that the Conmittee
encouraged me to wite the letter to the Secretary, that
that was then used during the debate, so that SACGT did take
a public position on this topic, and it was used publicly
during the Daschl e- Sl aught er debate.

DR COLLINS: It was, indeed. It was quoted on
the Senate floor with a poster that had been generated by
Senat or Daschl e and was pointed to as a strong argunent for
why sonet hi ng needs to be done, and Senator Daschle referred
to it again in his testinony in the hearing.

DR. PENCHASZADEH. | have a comment to Francis.
When people in the Congress tal k about genetic
di scrimnation, are they actually tal king about predictive
genetic information in healthy individuals or people who
have genetic conditions?

DR COLLINS: It is primarily the predictive kind
of genetic information that is the cause for concern. |If
you are tal king about a synptomatic individual in the
wor kpl ace, then the Anericans with Disabilities Act kicks in
as a kind of protection. So the concern in the workplace is
the predictive information.

In health insurance, the argunent has been that if
you include information about synptomatic individuals and
take that off the table in the individual health insurance
market, you will essentially destroy the individual health
i nsurance narket, because it depends on underwiting for its
viability.

The Kennedy- Kassebaum bill takes care of group
plans in terms of both issues. So the focus on the
i ndi vidual nmarket is also on predictive genetic information.
You can i nagi ne how conplicated it is to nake a definition

of predictive genetic information. It certainly needs to
include fanmily history. W have argued strongly all al ong
that that needs to be the case. | think that point is

reasonably well received, although not universal
DR. LEWS: M question and comment woul d be
around using the Americans with Disabilities Act to | ook at

sonmething that -- if you | ook at genetic information as
variability rather than as disability, because we all have a
certain anpunt of variability in our genonmes, | worry about

the fact that saying that any kind of genetic variability
then becones a disability.

DR. COLLINS: You're not alone in that. Chief
Justice Rehnquist in his opinion in a Supreme Court case
call ed Bragdon v. Abbott raised this as a side comrent to
the decision. |In that case, it was related to a synptomatic
i ndi vi dual who was HIV positive, but that certainly did
reverberate with a lot of people, the idea that any genetic
variant that predicts future illness would create a | abel of
disability on that person. Essentially we would all then be
di sabl ed. The neaning of that would tend to be dini ni shed,
and there are consequences of that that we nmight all regret.

DR LEWS: And in ternms of what that argunent was



i ntended to do, which is to provide a conbination as opposed
to --

DR. COLLINS: The argument which the EEOCC put
forward when they issued a gui dance about ways in which ADA
m ght apply to predictive genetic infornmation was a
sophisticated one. It basically went to the so-called third
prong of the | anguage of the ADA, which is the "regarded as"
cl ause. That says, if your enployer regards you as disabl ed
because of information they have obtai ned and uses that to
deny you enploynent or a pronotion or fires you on that
basis, that is a violation of the ADA

So you could see, if an enployer finding out that
you carry a risk of colon cancer decided you're not a good
risk anynmore, that is a specific exanple the EEOC used, then
you in fact have been injured and the ADA ought to cover you
under that regarded as cl ause, even though you are not
actual Iy di sabl ed.

DR. MC CABE: W have certainly heard stories and
public comentary where people have nade clains that this
has happened to them Sone of them were very touching.

One of the things that | |earned about the ADA in
di scussions with Paul MIller is that the tine frame with
which to seek any kind of redress under the ADA is actually

very short. | forget what -- it is |like 60 days or 90 days.
Do you know the nunber, Francis?
DR COLLINS: | don't.

DR MC CABE: It is a relatively short period of
time that one has to do this. So in fact, those who are
i nvol ved with advocacy groups and other groups, it is very
i mportant to educate individuals about what their rights are
here, because it takes too long to becone educated
frequently; it is too late and the statute of linitations
has passed.

M5. DAVIDSON: Two things. | just wanted to nake
sure everyone knows about the pilot study that the alliance
together with the Coalition for Genetic Fairness is doing.
This was our effort back in Decenber when we to some extent
foresaw this was going to happen. W couldn't believe it
was going to happen in an election year, but here it is.

We realized just fromour contact with the public
through the help Iine that there weren't the solid cases
that we would need for testifying as well as for the news
media. So we disseninated probably about 3,000
guestionnaires. This is not a scientifically based study.
We are not looking to establish incidence. W are trying to
identify and profile cases so that we can put sonme nore
concrete personal profile on this issue, and also so that it
can't be disnissed as though it doesn't really happen

But now we see after about six weeks about 250
conpl et ed questionnaires, 60 percent of which want to have a
followup interview by a genetic counselor. So we are
proceeding with the interviews. This is actually a nuch
bi gger turnout that we had expected, given the dissenination
was fairly passive at that point. This is com ng out of
pocket somewhere.

So I'Il be bringing that information back to
people as it becones rel evant.



The other is, | just wanted to be sure that
everyone is famliar with and follows the Coalition for
Genetic Fairness. This is the coalition that has been
nmeeting together for about a year's period of tinme, hosted
by the National Partnership for Children and Famlies. The
Al'liance has been one of the founding nenbers along with the
ACLU, Hadassah, March of Di mes, Al pha One Foundation, and
many ot hers whose nanes escape ne right now It really is a
coalition that could not have cone together at a better
time. The National Society of Genetic Counselors is also on
the steering committee, and probably a couple of other
heal th professional groups. But |I think it would be good
for this Conmittee to neet someone who is on that committee.

DR COLLINS: 1'mglad you nentioned that, because
I think that has conme along at a wonderful time. They have
been quite effective in spreading the word about this. In
fact, one of the witnesses was at the recent hearing.

M5. BARR: | have a question for Francis. M

understanding is that the funding for this group nowis
com ng out of the Secretary's budget rather than ELSI funds.
Is that correct? The Task Force was an ELSI based
organi zati on.

" mjust wondering what are the other ELSI events
or groups now doing and tackling that is the sanme or
over | appi ng or how you structure that now.

DR. COLLINS: W have a couple of groups | ooking
at the structure of the ELSI advisory process about three or
four years ago, and they recomended that we needed a
variety of different oversight groups at various |evels
wi thin the scheme of things.

I think we now have quite an interesting
collection of such groups. That is going to be inportant as
we tal k about possible topics today, to figure out sone what
t heir agendas are.

O course, there is the National Bioethics
Advi sory Conmission at a very high level in the schene of
thi ngs, and they have certainly paid a lot of attention to
genetic issues with inforned consent, with stored tissue and
SO on.

We have this group at the Cabinet level, with its
mai n focus being genetic testing, but we had the charter
passed out -- | guess we can rem nd ourselves of what it
says about the range of topics that this group nmight take
on.

There is at NIH a trans-N H bi oet hics group which
is coordinating ELSI activities which is bringing up in many
institutes, not just the Genonme Institute, to try to make
sure that those are well coordinated and not duplicative,
and to inspire a higher level of discussion anmongst N H
staff about initiatives that mght be particularly tinely.

The Genone Institute's ELSI advice has conme in the
past couple of years froma group called ERPEG the ELS
Research and Program Eval uati on Group, whose charge was in
part to prepare the new five-year plan for the ELSI program
That was prepared and published in Science in 1998, and nore
i nformati on about that is up on our website, but also, to
gi ve the ELSI program advice about the current status of the



research portfolio and identify any gaps.

They recently submtted to our advisory council an
overall review of the ELSI program and then by prior
agreenment basically went out of business. At that point, we
have now endeavored to set up a new ELSI review group. W
have | ots of acronyns in the governnment, so this one is just
ERG which will be in an ongoing way giving the NHGRI advice
about the ELSI program in particular trying to identify
areas of inportant opportunities to try to stinulate
research. But this is very nuch focused on the ELS
research program

Then of course we have within the Genonme Institute
inthe Director's office a vigorous policy operation, which
Kat hy Hudson oversees, which has been interfacing with the
| egislative and adninistrative interest in things genetic,
and drawi ng upon nmany of you to help us in that regard. |
think that has been an extrenely inportant part of this
translation of research findings and the policy options and
hopefully | egislative or administrative branch action.

And we have partnered as you know, Pat, because
you are going to be a part of this, with various consuner
organi zations, particularly in trying to distil
recomendat i ons and then publish themin visible places.

So there is a whole array of expert groups |ooking
at the issues that range fromvery basic research questions
to policy inplenentation, trying to take advantage of the
strengths of each in the appropriate way.

DR. MC CABE: Thank you very nuch, Francis. |
know you have a conference call. |Is Kathy going to join us
t hen?

DR. COLLINS: Yes. | might say, if there was any
bad news about June 26, it certainly was that the public
under st andi ng about what is being done about ELSI issues
woul d seemto be quite linmted. W probably have not
di ssem nated i nformati on about what is going on here.

That m ght be sonethi ng SACGT needs to think about
- so these things are being | ooked at, does anybody know
they are being | ooked at. Op-eds were witten to rather
prom nent newspapers, suggesting, hey, what is going on
here, nobody is paying attention to the ELSI issues. W
need a commi ssion, wthout realizing there already are al
these groups that are far along in debating some of these
i ssues. So we do have a public information canpaign of sone
sort here to get the word out, but this is not entirely
sonet hing that we have paid attention to.

DR. MC CABE: Thank you. That is where we are
going to go next. If you look at the charter that was
passed out, just to remind us, if you go to the end of the
second paragraph under purpose, it says, to assist in
addressing these cross-cutting policy issues, the
Secretary's Advisory Comrmittee on Genetic Testing identifies
policy issues raised by genetic testing and nakes policy and
procedural recomendations to the Secretary on how such
i ssues shoul d be addressed.

Then if one goes to the top of the second page
regardi ng scope, the scope of the Conmittee's charge
i ncl udes reconmendi ng policies and procedures for the safe



and effective incorporation of genetic technologies in
health care, assessing the effectiveness of existing and
future nmeasures for oversight of genetic tests, and
identifying research needs related to the Conmittee's

purvi ew.
So havi ng | ooked back at what our charge is, |
woul d also Iike to have you turn to Tab 3. If you | ook at

the first part of Tab 3, possible issues for us to consider
and these are topics that have been raised before, certainly
i ssues related to oversight report followp. That is what
we did this norning, that is what we will do in devel oping a

wor ki ng group on IRBs, and there will be other working
groups that fall out of that.
So that will be ongoing. W need to continue to

hel p the agencies and help the Secretary devel op the
appropriate nechani sns for oversight, since that was one of
our primary charges.

| ssues energing from progress in sequencing the
human genone. That is open-ended, but Francis raised the
i ssue of education. |If one |ooks at both the neeting of
June 5-7, 2000 and June 30 1999, the first point on both of
t hose was educati on, enhancing genetic education in health
professionals, or we actually said it nmore broadly at our
first neeting, education including counseling and
conpr ehensi ve education of professionals and the public.
Franci s poi nted out the inportance of education of the
public as well as the professionals.

W have tal ked about informed consent in genetic
testing involving famly information, and we discussed that
at the last neeting, and had sonme input there.

Human gene patenting and |icensing practices and
access to genetic tests. W were encouraged by the
Institute and Center Directors for NIH yesterday that,
shoul d we proceed with this, we should be very, very focused
on it, because it could be a major distraction for us, given
the conplexities of this and the inplications of it. W
spent quite a bit of time gathering information.

Access to testing was raised this norning again,
diversity issues, particularly special concerns raised by
the use of genetic tests in ethnic and minority popul ations.
Stigmati zation including concerns about insurance
di scrimnation, privacy and confidentiality, we addressed
that in our letter that was used very prominently.

Rare disorders cane up agai n yesterday and today
as sonething that we need to consider. | will renind
everyone of sone data that we heard earlier. |f one |ooks
at the nunber of diseases being tested for, half or nore of
those di seases are rare diseases. |If you |look at the
CGeneTests website that was printed out for our briefing
book, there are an awful |ot of those gene test entries
where there are one or two | aboratories testing for them
So those are clearly rare disorders, one would presune,
because otherwi se there would be nore marketability for
those tests.

The introduction of tests into clinical practice
and how that proceeds, use of evidentiary-based nodels and
out comes assessnent, economic issues in genetic testing and



oversi ght, and the inpact of direct marketing of tests.
VWhat | would like to do by the end of today is to
have focused on two or at the very nost three of these to

nove forward on. W are still going to be involved fairly
deeply in issues related to the oversight report. | think
we will need to be very, very selective if we are to be

effective at all. So I would suggest that we I[imt to two

or at the very nost three issues, and that even anobng those
we prioritize them

DR. BURKE: | think the quick easy conment is that
we are already committed to one itemon the June 30, 1999
list that you have just alluded to, the rare disorders. In
other words, | think we already know that we need sonme sort
of working group | ooking at definition and how t hat
interacts with the volune criteria we have proposed in our
nodel .

MR HILLBACK: | think | would just like to extend
that, Wlie, and suggest that the concept of access is one
that has a number of pieces which -- orphan di seases, orphan
nmut ati ons was anot her phrase that we used a couple of tinmes
inthe last neeting. | think there is a |lot of topics
there. But that could be extended to sone of the other
topics. W could take on a reasonably broad but not
i npossible to get arns around i ssue about various probl enms
or potential problens with access.

So to ne, that is an actual extension from what we
have done in the |ast few days, but expandi ng the scope of
it alittle.

DR. BURKE: | would just say that |I think it nakes
nost sense -- it makes a lot of sense to include access as
one of the pieces in an orphan/rare/low volune test kind of
situation. | think it would probably be pretty good to

recogni ze that we are focusing on certain access issues and
not ot hers.

M5. BARR: | am struck by the education issue, but
it seems to nme that there are a nunber of professiona
groups trying to deal with the education of professionals
and that the need has been clearly identified. But there
are no groups who have taken the broader issue of the
appropriate strategi es for educating the public.

| think that if we are going to take that on
while we need a presentation of the overview of what other
groups are doing with regard to education professionals,
then we can certainly wite another letter in support,
identifying the incredible need there. Qur tinme mght be
spent better doi ng what nobody else is doing, which is
| ooki ng at how to informthe public.

DR LEWS: | just wanted to coment on making
sure that our unbrellas are broad enough and specific
enough. To ne, the issue of access is sufficiently
important that it is access around rei mbursenent and ot her
issues. If we try to do rare diseases under the unbrella of
access, we mght be trying to take on too nuch and the issue
m ght end up becom ng too broad

| see access as a piece of rare disease, but |
al so see other pieces of access that go beyond the rare
di seases. So | would -- even though | hear what you are



doing in terns of trying to get us to deal with as nany
i ssues as possible under the unbrella, | want to nake sure
that we do not end up taking inportant issues and not giving
them t heir due.

So | would see access as a separate issue,
although I certainly would see access as an inmportant piece

to the rare diseases. | think that is what you were saying.
DR. KHOURY: Just to add to the laundry list here,
obviously all of these issues are worthy of attention. 1[I'd

like to point to you a couple of itens in that last |ist,
the introduction of tests into clinical practice and then
use of evidentiary-based nmodel s and outcones assessment.
Let me just nmake a small case here for us to | ook at.

W have spent quite a bit of time as a group
dealing with the issues of oversight and classification
i ssues, and | think we have conme to closure on sone things
and noving fromA to Bl, B2 and C. But when you cone down
and think about this as a process of oversight separate from
a process of how we begin to think when and if genetic
information is useful to prevent disease and inprove health
outconmes -- in other words, when is there any val ue added
for using additional genetic information to the nore
traditional medical or public health things we use.

| think that whole area of evidence-based nedici ne
and public health is worthy of attention. | don't know
whet her you want to bundle it under a followp to the
oversi ght, because that has a regul atory overtone, but nore
of a stand-alone issue that would be a mixture of science
and policy that would draw upon the work of different groups
like the U S. Preventive Services Task Force and the other
t hi ngs.

To ne, that is a very crucial element for how do
we actually nove beyond gene sequences and gene di scovery to
actually begin to use that information. So to ne, that is a
natural next step after the regulatory or oversight
paradigm is how do we begin to establish the guidelines of
when we nove between B2 and C and Bl and B2, and these Kkinds
of things that are a mixture of science policy and politics.

M5. BOLDT: | have two points. Wile we have
| ooked in our last neeting in terns of the different issues
that are going on with education in terns of nedical
professionals, |I don't think we really knowif it is
conpr ehensi ve enough. So | think we do still need to | ook a
little bit nore if it is reaching everyone that we needed to
reach.

The other thing too is, |I really think we need to,
as a mandate fromour Committee, say we need a work force
needs assessnent of all the genetic specialists, and al so
any other health professionals that are specifically working
in genetics. W don't know what that nunmber is, and we can
project and see if we are going to need nore trained
specific genetic professionals as well. So it is two-
tiered.

MR. HI LLBACK: A couple of things. Judy, | agree
that we have got to be careful when we get into this idea of
access that we try to do so nuch that we don't do anyt hing.
But it seenms to ne that we can accept that that is an



overall issue that we want to deal with, create a |aundry
list of things in that, and then prioritize those so that we
make sure that we cover the right things, rather than just
take it on as a big amorphous bl ob and maybe m ss them

| think there are several things. Ophan drug is
in there, reinbursenent is in there. | think even the
awar eness of the practicing physicians groups, how do we get
them aware that certain tests exist is another issue of
access, and not that there is a great differential between
practices in one part of the country versus another, for
exanpl e, in one conmunity and anot her

So | think there are a Il ot of potential issues
around access. | don't mind having a big word like that, as
long as we subdivide it and nake sure we don't miss any of
t he ot her pieces.

| still conme back -- if | had to pick two, access
woul d be one. | still think the education issue is not
being dealt with adequately by the various other pieces,
whet her it is public or user education. So I think we are
tal ki ng about practical user education in their practice
versus sone of the other things that are going on. So those
are still the two that make the nobst sense to ne.

DR LLOYD-PURYEAR | would like to weigh in on
education again. The presentation of one of the points in
the presentation at the |ast Secretary's neeting was that
things are going on that are very snall efforts conpared to
what shoul d be going on.

You're right, probably very little is going on in
the area except for what little we have done wi thin HRSA,
and also NFTH with the ELSI program Probably the ELSI
programis the nost significant effort in public education
and there needs to be nore. But just because there is stuff
going on with health professions education again with ELSI
and HRSA and AHRQ | think a lot nore needs to be going on,
a lot nore targeted, actually.

I think the duty of the Secretary's Advisory
Conmittee on Genetic Testing, if it is put forth as a
specific need, then you do start to see things filter out
that are concrete. | also would weigh in for a broad | ook
at issues around access, especially if they are
rei mbursement issues. | think that is very, very inportant
and sonmething the Conmittee could | ook at.

DR LEWS: 1'd like to weigh in on the education
issue too. | think there are three prongs to the education
comittee. W have tal ked about two, but to me the
pr of essi onal education piece has two parts toit. One is
havi ng a sense of what is in the current curricula for the
peopl e who are currently in educational progranms, and al
the medi cal specialties, nursing and genetic counseling,
| ooking at current curriculum but then the other pieces
| ooking at clinicians who are in practice who have been out
there | ong enough that their genetic informtion nmight not
be current.

So it is basic education, it is continuing
education for health care professionals, and it is also
public education. Wen | talk about consent, | look at it
nore than signing a piece of paper. | think it is an



ongoi ng process, and | think a lot of what | see as part of
consent issues are also educational issues, in terms of what
will a test do, what will a test not do, what are your
rights, what are your responsibilities. | see that as a
part of public education as well as professional education
So | would like to see us | ook at education in
three areas: basic education, continuing education for
heal th care professionals who are in practice, and al so
public education. | think that is a really inportant area.
| don't think we can do enough in that area.
| also agree with Mchele in terns of another
i ssue as being the access issue. Even though some things
are avail able doesn't necessarily nmean it is available to

ever ybody.
DR HUDSON: | think nobst of the issues we have
been tal king about are inportant priorities. | ama little

concerned about using as a criteria those i ssues where we
can nake the nost effective contribution

I think the education, while very inportant, is
al so very, very hard and very, very broad. | think there
are a nunber of targeted education issues specifically that
wer e brought up yesterday with respect to IRBs, and | think
that is a big issue that we should have very high on the
list. I'mnot sure if that is included in these follow on
i ssues, but | think that is probably anmong the areas where
we can make the nobst inportant contribution

| also think that a criteria should be whether or
not there is another group that is effectively taking on or
can take on the issues. | wonder whether or not health
prof essi onal education, if we don't already have enough
groups out there tackling those issues, that maybe we could
reinforce rather than reinvent.

On public education, | absolutely agree, there is
not enough being done currently. But again, this is very
costly and very hard work. | wonder whether or not we could

narrow the focus there to specifically educating the public
about what this Committee has done and deci ded, and wi dely
di ssem nating in an accessible format what we have | earned
as a part of this process.

DR. BURKE: | think those coments are very usefu
in helping to focus on education. | think there is a very
interesting relationship between sone of the enphasis we
found oursel ves taking yesterday on the need for appropriate
i nformation about tests, both before tests are taken and
after tests results are known, and where we night have a
rol e of professional and public education

So for exanmple, there is a lot of work being done
about what works in CME and devel opi ng net hods and
interactive strategies and so on. | don't think we should
take that on. | think that kind of addressing of
pr of essi onal education in genetics should occur el sewhere.

But there may be a very inportant role for this
Conmittee to define what kind of infornmation ought to be
i ncluded and then disseminated in effective education
strategi es about genetic tests, and what kind of information
is inmportant for physicians, what kind of information is
i mportant for patients.



| actually think if we put sone careful attention
to that, we might be able to create in essence the tenpl ates
we need to do for our oversight, but also sone gui dance and
even sone concrete elenents that then could get incorporated
into a wide variety of educational strategies. Those

tenpl ates would | inagine include ones that are appropriate
for professional audi ences, ones that are appropriate for

| ay audiences. | think they could pick up on some maj or

i ssues of use of evidentiary nodel s and out conmes assessment,
i ntroduction of tests into clinical practice. In other

words, | think there is a piece there that is highly
rel evant to those.

The informati on shoul d be provided in an
evidentiary-based format, for exanple. | think | would say
that focus on public education, that is, nmaking sure that
what ever we do in this area includes how to package
i nformati on for the public and what information it needs is
not only public education, it is also an inportant el enent
of access.

DR. PENCHASZADEH:. | think we are runni ng around
the two main issues, which are access and education. |
woul d certainly support to take access as a major topic, and
trying to determine within access sonme of the specifics that
we shoul d concentrate on.

I think one of them should be access for the rare
or phan di seases, the questions of reinbursenent, which
woul d broaden to how genetic testing is taken up over and
over by the health care providers and insurance and so on

Along that line, I would like to ask your followp
on what you nentioned about the issue of patenting and
licensing and the coments that you were referring to from
yesterday. | recognize that the issue of patenting is a
very conpl ex issue, and may be out of our expertise or
realm But the use of the licensing of patents and its

effect on access, | think one of those issues within access
shoul d be | ooking at how their licensing is affecting
access. | would like totalk alittle bit npbre about what

advi ce you got from what you just nmentioned in that neeting.
DR MC CABE: It was Rick Kl ausner, who is the
director of the NCI, who basically was questioning why we
had taken on the issue of patent and licensure. | pointed
out that it was because issues were raised during the public
coment that related to concerns about this.
Qur di scussions focused on their inpact on genetic
health, and that so far, we had been very focused on this.
It is an area that seens to be something that is
catching fire on the Hill a bit. There are already two
Judiciary - Governnment Reform and Science was the one that |
spoke to yesterday, but there are two other conmittees.
PARTI Cl PANT:  Judiciary Conmittee.

DR. MC CABE: | thought there was one other in
addition to Judiciary - the Science Conmittee. So there are
two conmittees that have already had hearings on this. It

sounds |i ke government reformis beginning to do honework to
det ermi ne whether they want to take this issue on.

W have al ready been a resource to the CGovernnent
Ref orm Commi tt ee expressing the broad range of opinion that



was brought to us. That was ny role yesterday, was to
educate themw th respect to the broad range that had been
described to us by the various constituencies.

I think Rick then followed up with a concern, and
I think we saw a bit of this when we had the di scussions.
Once you bring that topic out, there are a | ot of
i ndi vidual s who are inpacted by that. | think that was his
concern, that there are so many other things that we could
be working on, that it could distract us.

| think if we take that on, if we take patent and
licensure on, that we would have to do it in a very, very
focused way and be quite cautious.

M5. BARR: | actually have a question | think you
could answer. W are a Cabinet |level group, and our job is
to make reconmendations to the Secretary of a particular
group of agencies. Therefore, should we not be only | ooking
at issues where we can make recomendati ons that you could
act on?

Therefore, in looking at professional education
to what extent can she (Secretary of Health and Human
Services) take action that would inpact professiona
education? If there are ways that that can be done, then we
shoul d 1 ook at that. But | assune that that is central to
our mandat e.

DR. MC CABE: Sure, yes, that is. W are
advisory, so | think that is a very inportant point, that we
are advisory to the Secretary, and we should do things where
we can advi se her, and there is sone description of how that
advice could be utilized by her in our charge.

DR CHARACHE: | think Wlie has sunmarized a | ot
of what | was thinking of, but I would enphasize that |
think the education is a cornerstone for the success of the
work that was outlined yesterday. | don't think it will
work unl ess the users and the public are informed. They
will find ways of jumping over the fence if we try to put
fences there unl ess they understand them

I am wondering al so whet her we m ght be of
greatest value in establishing what the content of what we
want to inpart, in defining essentially the curriculumthat
we woul d |ike conmunicated to the health care professional
different | evels of professionals, the |aboratory directors
as well as the clinical users and the public. But if we
define what the content should be of what is needed to be
i nparted, then we night also be able to play a role in
determ ni ng whether this content is already being
consi dered, or helping to coordinate other groups who are in
that area and nake recomendati ons of how this could be
achi eved.

| also think that in addition to access, the issue
of orphan di seases and tests should be included, but that
may be included in our other list, which is the leftovers
fromyesterday's work.

DR TUCKSON: | find nyself very much starting at
the place that Pat Barr was. | find nyself re-reading the
charter again just a second ago.

I think the issue is that we need to focus on
those things that the Secretary can do sonething about.



That is the key focus for us.

Qut of that, | think things start to lunp
together. | think that |I would advocate for two areas, the
first being access. | think the way that Elliott tried to
describe a focus for access, we are saying access i s severa
things. It is the rare and orphan di sease issue. It is the
rei mbursement issue. It is the disadvantaged comunities
i ssues, those who are left out, dealing with that
constituency is there. And very nuch, it is the practice
i ssues, the introduction of tests into clinical practice.

| think it takes the stuff we did yesterday and
says, let's figure out how to help giving that body of
information into the professional societies so that they can
do what they need to do to cause that stuff to get
i ntroduced into clinical practice and evi dence-based
nmedi ci ne.

Finally what access is, it is clearly counseling
and inforned consent. Wthout the counseling and infornmed
consent, you go nowhere. It is the rate-limting step. |
woul d pull out of access the counseling and informed consent
and | would put that as my second group, which is | think
public education, which | think is clearly the second area.

The major target | think for public education is
to prepare the public to participate in the patient-health
prof essi onal rel ationship, dialogue and conversation around
giving consent for a test, giving consent for a clinica
study, and then being able to be involved in the counseling
and understandi ng the neani ng of that counseling pre- and
post-test. So to ne, that is the second area. That is the
second area related very nuch to the access issue.

M5. DAVIDSON: In ny own nmind, | want to go back
to the charter and what | saw ny purpose as being sitting on
the Conmittee. And certainly it is in terns of ensuring
that the public has high-quality test experience. That
t akes havi ng good tests, which we have made a substanti al
step forward on. That we ensure that they are know edgeabl e
users, which is the public, the health professionals, and
then a whol e subset of I RBs, |aboratories, et cetera.

And then access. | have gone back and forth, and
Reed, before you spoke | thought it was public education
that was nore inportant, and then as you were tal king, | was
still going back and forth. | will say that on the one
hand, no one else is really |ooking at public education, and
it is a huge topic and critically inmportant. | have the

sane sense, that it would be easy to get lost init.

But it is so inmportant, because there are a |ot of
i ndi vidual efforts that are going on out there. | think for
all of this to have neaning and get translated into the
access, we need to have a centralized view on what is
happeni ng.

At the same time, | like the way, Reed, you tied
in all the access issues, because it becones a nuch nore
di screte package. So what | would say is that the access
certainly is a logical step, nmoving fromwhat we
acconpl i shed yesterday, but public education needs to be
kept on the agenda, because without know edgeabl e users we
are not going to really be able to ensure a quality test



experi ence.

DR. BURKE: | just wanted to say that | really
liked, Reed, the way you fornulated things, but | think it
follows fromthat very nice |laying out of how the major
i ssues get grouped and prioritized that if we get counseling
and i nforned consent |eading us to public education, | think
they lead us equally to provider education

| actually like the focus on public education. |
thi nk we should keep that. | think we should say, what we
want is the public to be inforned and get the counseling and
have the opportunity for informed consent that we want. |
think that m ght be a way that this Committee then
formul ates some crucial material that gets incorporated into
provi der educati on.

DR. TUCKSON: Let nme just say, | amnot advocating
for an agenda. | just want for clarity while | didn't
express it well. | think what | see as inportant for
prof essi onal education is the part that deals with the
integration of tests and all the work yesterday, the
evi dence- based nedicine stuff, getting that funnel ed
through. Then that is the education that needs to occur

What the Secretary can do is to facilitate through
AHRQ and ot her mechani sms, providing a body of evidence,
providing the stuff that gets translated into guidelines and
so forth and so on for professional education

So | think I amwith you. | just wanted to
clarify what | was thinking.

DR. MC CABE: Since informed consent and human
subject protection falls within her office directly, this is
sonet hing that certainly in terns of educating the |IRBs,
that is a facet of professional education, but a very
i nportant facet. Consents also should be educational to the
i ndividuals participating in them so that is another way
that we can help the Secretary.

DR. KHOURY: Reed and Wlie, you essentially
summari zed what | wanted to say. | just want to say it
again, maybe in a slightly different format.

This group's major inmpact will be on what the
Department can offer in terns of all the agencies
represented around this table. So | think the two issues
you have identified touch upon action items that can
actually involve all of us and for which there are gaps out
there.

Wth respect to the public education piece, |
would Iike to echo sone of that because we have struggl ed
with it at CDC, and |I'm sure NIH has the same way. I|f you
had a 30-second slot on a Superbow ad that you wanted to
say to the public, what would you say to soneone right now
about genetics? Everybody thinks about GATTACA, about
geneti c engi neering, about gene therapy, about the perfect
babi es, but what do you actually tell people today about
genetics? There is a |lot of confusion.

This issue is not easy to deal with. Wuld you
tell them know your famly history? Wat would you tel
peopl e on the street, and how do you prepare themfor this
i ntegration of genetic information into health care and
nmedi ci ne and public health? | think if we approach it from



that as the next |ogical step fromwhat we have done over
the | ast few nmonths, we have prepared the way for this
oversi ght of integrating genetics into nmedicine, and the
mechani sms for that, so we reach a point where tests will be
offered. Data will not be conplete, and we have to be very
careful in thinking about ways to transnit information.

So the focus on public education is sonething
like very nuch, and it will touch upon all the other areas.

The issue of access is related but sonewhat
different. |If you have a chance to nake a big difference on
what you tell the public. But then the next step will be
how to ensure that all segnents of the public get that
i nformati on. That becones the underserved popul ati ons, the
or phan di sease issues and sone of that. So these two things
are rel ated but sonmewhat separate, because access cones
after the nmessage that you develop first, and then everyone
shoul d have access to that nessage or the service or the
i nformati on.

So whet her you want to bundle them up or have two
groups to deal with that, that would be up to you. But |
like very nuch because enphasis. That would al so take care
of my evidence-based plea that | nade earlier, because it is
bundl ed up in that.

DR LEWS: | just don't want us to forget some of
the other things that we tal ked about yesterday that we said
needed to be ongoi ng discussions. | think they can fit

under the unbrella of access and education

One of themis sone of the social issues that we
tal ked about in terns of |ooking at sone of that broader
scope. The other is the issue that Francis raised as one of
the ones that is high on the radar, which is genetic
discrimnation piece. | think those can both fit under
access and education, but I would want to nmake sure that we
at |least pay sone attention to both of them

DR. MC CABE: Barbara, | remenber you nmde a
comment at the last neeting. W were feeling quite rushed
and we didn't have a chance to pursue it, but you discussed
the fact that frequently, people talk about education, but
ef fective education is nuch nore difficult, as | recall,
sonething to that effect.

DR KOENNG | think at the end of the | ast
nmeeting | was left after hearing all the presentations with
the fairly strong conclusion, which | think supports what
sone ot her people have said here, that there is a | ot

al ready being done in the professional education arena. It
may not be yet enough or conplete, but | viewit as al npst
like a boulder that is starting to roll down a hill; it is

picking up steam it is getting bigger and bigger, and it is
not clear to nme that we would get a lot of |everage from our
work fromgetting behind that boulder that is al ready going
down the hill. There may be sonme other areas that we could
have nore effect.

| think the point | was trying to nake nore was a
little nore -- not so much contentious, but | am sonetines
concerned that education is seen as sonething that will
solve all these problens where it really won't. So that was
what | was trying to get on the table at that point,



particularly the kind of education

| have had sone concerns nyself with how | see for
exanpl e portions of the ELSI budget devoted to public
education, or to high school aged education about basic
genetics, which | think should not be our charge. | think
maki ng sure everybody knows what DNA is al so not necessarily
-- we need to be nuch nore focused on some of the particular
probl ematic i ssues and what the public needs to know.

| like the focus. | like what | am hearing.
think if we do engage in public education, then it should be
very focused around these issues, and how to prepare people
for the kinds of discussions that they will be having with
heal th professionals, and to give themthe |anguage, the
right questions to ask, as Pat Barr said earlier, those
ki nds of things.

So | think it shouldn't just be -- | want rea
educati on, not cheerl eadi ng.

MR. HI LLBACK: | agree substantially. | think
however if we were to just focus on public education, |
think we would still feel like we only ate half of our
[ unch.

If our real objective is to make sure that when we
present these much better documented tests that the users
are ready to use, | think we would like to know that. |
don't in any way want to coment on what is going on and
what Kathy is doing or what other people are doing isn't
going to do a lot of it, but | think we ought to | ook at
that again in alittle nore detail and decide where in the
prof essi onal education we mght be able to nmake a
di fference, we night be able to change a tone, we m ght be
abl e to add sonet hi ng.

It may be that we decide that 70 percent of our
efforts should be public education and 30 percent the other
But 1'd rather not nake the decision ahead of tinme to
narrow. |'d rather get intoit alittle ways and then
deci de that where we can nake the difference is public
education, and we can't do much but do sone cheerl eadi ng or
knocki ng down a door or wall or sonething for some of the
ot her groups.

So | still like that, and | |ike the way Reed
tidied up the access question
DR. MC CABE: | |ooked at what the original list
was, and the one thing that was still left on the origina

list that hadn't been brought into the topic was work force.
But that also fits under access.

But the fact that we subsuned everything under two
topics nmeans that we will still have to prioritize. That is
what we will do after the public comments, after lunch. W
really do need to get that done before everybody starts
| eaving for their respective nodes of transportation

M5. BARR | think I'"mgoing to say sonething very
radi cal, but nedical professionals are part of the public
and delivery of nedicine is a partnership. No one part of
that partnership is nore inportant than the other

So if we began to frame the | anguage of
partnership in nedicine and then tal ked about the questions
that need to be asked to create a quality genetic test



experience or quality test experience, | think we have a
framework, not an answer of what we are supposed to do, but
a framework about perhaps how we should do it.

DR. LANIER: This follows on what you said, Pat.

It ties in with Barbara's comment. | think education
particularly for professionals is certainly necessary, but
it is not going to be sufficient. What | would love to see
as one focus is to |l ook at systems of care that would all ow
education to be integrated into practice, so it gets into
sone of the other elenments we have had here.

We were tal king about conputerized decisi on naking
systems. | think that is where the rubber hits the road, in
terns of not what the information is, because that is going
to change al nost on a daily basis, but also how you use that
information in order to help clinicians and patients nake
deci sions on a daily basis.

There are people who aren't having years of
training in this. This is the way you get themup to snuff
in terns of making the correct decisions and being sure that
they are accurately done.

To get to Kathy's point of how this could cone
about, it seems to me we need a lot of research to be done
in the area. So that would be one thing the Secretary could
per haps support for the research and how you do this. It is
going to take sonme partnerships with the systens of care
t hensel ves, that is, the health nai ntenance organi zati ons,
the other systems of care, who will have to invest in this
in a big way in order to have these systens avail abl e.

But | would love to see us figure out how we can
do that and nake sonme recommendations to the Secretary.

DR KOENNG | just want to respond to what David
sai d and perhaps draw on sone of my experience in other
bi oet hi cs kinds of arenas in ternms of the bal ance that one
needs to stri ke between system changes and education of
i ndi vidual s, so that they ask the right questions.

It really is the case that it is bad practice to
have a systemin which people have to remenber to nmake sure
that they have informed consent. You have to at the sane
time set up a systemso it is inmpossible for people to go
t hrough that systemwi thout it happening. Then it becones -
- it is not so much an onus on individual s.

So we need to be thinking -- for exanple, if you
t hi nk about end of |ife care, you should have a system where
at the right decision points those kinds of discussions
beconme i nportant and are brought up, even if no one
renenmbers it at that point in tinme.

So |l think if we could find sone way of including
in that educational piece the systemchange issues and those
ki nds of partnerships, | really think that is absolutely
cruci al

DR. MC CABE: So let ne recap what we have
di scussed and see if my notes nake sense to the group

First of all, | think the concept of the
overriding principle is ensuring a quality genetic test
experience. | think it is very inportant that we capture

that, because then the others fall under that and it wll
help us with the prioritization



Reed then gave us two broad designations, one
bei ng access. Under that, we included the rare diseases,
rei mbursement, di sadvantaged conmunities. Then we tal ked
al so about small ethno-cultural comunities as potentially
di sadvantaged by size and availability of information.
Introduction of tests into clinical practice, and | added to
your list the work force issues.

| think that the other thing that is out there is
the discrimnation. |In fact, | think we have already
advi sed the Secretary. W have advised the Secretary that
we felt that this should be a high priority for the
Adm nistration, in ternms of |egislation, and she responded
to us that it was.

So in terns of what we can do, asking what we can
do, we need to see if we can do anynore than what we have
al ready done. But | think we could put discrimnation under
that as a place to renmenber where it bel ongs.

Under public education -- well, under education
let's make it education and not public education, but under
education you had counseling, inforned consent, and you
nmentioned that those overl apped with access, which is fine,
but we need to have places to discuss them

Are there other topics under the education, and
the ot her discussion should have led to their inclusion and
| mssed then?

DR. TUCKSON: Just the sense that the work of the
integration of tests into clinical practice, the test
interpretation and the data collection stuff from
yesterday's discussion, all that |eads to the professional
education side of the house.

DR. BURKE: |If | can elaborate on that, | think we
are saying that there is a test information piece that we
identified as being very inportant, that really is part of
the content that gets captured when you address the
counsel i ng issues.

DR LLOYD PURYEAR It is like there are two
di fferent kinds of education that we are tal ki ng about here.
There is the education for what you need to know to have the
quality genetic test experience, and that gets involved with
i nforned consent and counseling. But there is the special
kind of information that a health professional needs to
know, and that includes frompublic health to genetic
counsel or to physician and nurse.

That is what Miin is tal king about, the whole
evi denti ary-based nodeling and the quality assurance that
needs to go on. That is a huge body of know edge. To n®e,
it is abigtopic that fromwhat | understand came out of
yesterday's talk. That is different than broad-based public
education or broad-based provider education, | think. It is
a very specialized kind of know edge.

DR KHOURY: | was wondering how to bundle this up
somehow under the two topics of access and education. Even
t hough at one point | suggested to be separate, | think this
woul d be the bridge that we need before you can start
educating, before you can start to have access. So when
peopl e say access, | say access to what?

The quality genetic testing experience includes



the fact that we should really weigh the pros and cons of
actually using genetic information. That to ne is the
ultimate evi dence-based requirenent. |In this day and age,
gi ven the negatives about genetics that are out there, we
need to be very careful about that integration

I think this group is in a unique situation to
make broad sweeping policies and recomendations to the
Department about that fact of integration. So we have
recomended oversight, we have recomended data to be
coll ected, but then the next step that begs the question,
what do you do with all of this, and when do you actually
use it for access purposes and education. So what do we
educate people to do or not to do or systenms to do or not to
do?

So | think it could be viewed as a third entity,

but if there are too many subgroups to deal with here, | am
willing to bundle it up under one of the other two. But it
is a very inmportant aspect of what needs to happen next.

DR. CHARACHE: | think we do need a targeted

approach to education of the IRBs. W need a |ist of what
we want themto know, and then a strategy for ensuring that
t hey have it.

Secondl y, when we tal k about access, |'mnot sure
we can without considering patents which linmt access and
limt the quality of the testing experience. So | don't
think we can get into the whole issue of patents, but I
don't think we should totally ignore it.

DR. MC CABE: That is an inportant discussion
point, | think, so we should make sure that we don't |ose
that, and decide do we want to include patents and |icensure
under the access.

DR. TUCKSON: G ven that you are trying to get us
to sumarize, | think I |ike your |anguage of a bridge. |
just want to keep focusing back, what can the Secretary do
sonet hi ng about. The Secretary cannot through all the power
and resources -- does not cause medi cal education or health
prof essi onal education to occur. Wat she with her fabul ous
resources can do is to nake available in efficient and
strean i ned ways the evidence, the new know edge about test
interpretation, all the data. She can provide these things
in a way that others in the private sector do the education
have it available to them can use it.

So | think the sense is that this bridge concept
is exceedingly inportant as a way to viewit, so what
happens in the access and, all the other things we tal ked
about earlier, bridge into the education of the professiona
sort of role.

Let nme just lastly say, and | hate to conplicate
this, one of the things that | would urge us to put in this
i s under public education. Even though we keep focusing on
what can the Secretary do, one thing the Secretary does have
available to her is outside of her control, and that is, she
connects with the Departnment of Education and she connects
with some of those tools.

So when we get to the public education side, we
nm ght want to keep in the differential the opportunity for
the Secretary to use her collaborative influence, which



allows us to talk a little bit about the | arger issues.

| amparticularly trying to lay a tenplate for
| ater discussion around the question of illiteracy in this
country. Fifty percent of the American people cannot read
at the level to participate effectively in the nedical care
systemtoday. You add the nol ecul ar biol ogical revolution
on top of that, you' ve got a hell of a problem The point
bei ng, the Secretary by herself ain't going to solve this,
but the Secretary being encouraged to have a conversation
with the Secretary of Department of Education for a
col | aborative effort allows us to have some new tools at our

di sposal
It is much too early for us to talk any nore about
that at 10 m nutes before lunch. | just wanted to put on

the table that while we are focusing on what the Secretary
can do, one of the things she can do is to work with other
nmenbers of the Cabinet.

DR. MC CABE: Thank you, that is very inportant.

DR. BOUGHMAN: | was going to point out what |
think is a cart and a horse issue. | believe one of the
nost inmportant things that we can do for the Secretary of
Heal th and Human Services as her Advisory Comrittee in this
area is to help her define this as a problem and all ow her
and try to re-enphasize the inportance that in her daily
kinds of interactions, whether it is with the Secretary of
Educati on or whether it is in her speeches to the public or
what ever it might be, how genetics now is pervasive.

&oi ng back originally to what Francis said, we
have been doing a lot of things, but people out there don't
realize what this Conmmttee or anybody else is doing. So |
amreally tal king about, rather than education or even
i nformed consent or information, | amtalking about, it is
time for genetic readi ness out there, fromevery individua
to the practicing physician to the | aboratories that are
doi ng these tests.

W outlined yesterday a new process that wll
demand t hat of certain kinds of |laboratories. Wat we need
to do is remind the Secretary that this is the time that her
health care providers need to be addressing this, and in
fact in order for the systemto work, she, we and al
appropriate groups need to be focusing on the other |evels
of educati on.

But | think if a work group is defined, their
first job is going to have to be to crystallize that, so we
can even give the Secretary, even if it is a three-mnute

overview. If we can't do it here, then we need to focus
t hat down.
M5. BARR. | just want to remind us a little bit
about politics. In choosing what we are going to do or how

we are going to do it, we mght think about an election in
Novenber and a reconstituting of governnent, regardl ess of
whi ch party wins in January.

So to the extent that we can | ook at sone of these
i ssues and nmke policy recommendati ons about resources and
the kind of statement Joann has nade, it would be wi se of us
to do. The kind of thing that we could do, like the
discrimnation letter, because that had inpact, it is being



used by the public now, and that is what | think we should
work to get out within the next two to five nonths.

DR. MC CABE: Thank you. In the last couple of
m nutes -- Susanne just checked and lunch is here, so just
to give you notivation for this discussion, should we
i nclude patents and |icensure under access? |s there anyone
who feels that it shouldn't be on the list?

DR. BURKE: | will weigh in with at |east sone
caution. | think there is probably -- as we work through
the access issues, we nay want to continue to be informed by
experts froma variety of ranges of opinion about how
patents and particularly licensing affect access.

My sense is that we need to recognize this as an
i ssue related to what we are doing, but that this group is
not constituted with the appropriate expertise to address
t hat issue.

DR KOENIG | just want to second that
especi ally about the issue of expertise. Just the anount of
time -- this is such an enornously conplicated issue,

think it would be a black hole in terns of the tinme to try
and get us up to speed to nake a substantive contribution
There are other groups that are dealing with this.

DR. LLOYD-PURYEAR | weigh in with saying the
sanme thing, that the expertise isn't there, and it is a huge
undertaking. | think it is being | ooked at by groups that

have far nore expertise than we do.

DR. CHARACHE: Two aspects of this. First, | do
think that we should -- whether or not we elect to pursue
the issue of patents and nmake recomendati ons on what shoul d
be done about them | think we should note that this is a
key aspect of access, and urge that other groups attend to
it.

My second thought which | want to get on the table
is that the patent issue is not just access, it is very
specifically and directly the quality of the |aboratory

tests which are under patent. | think both those points
shoul d be very clearly stated.
M5. BARR | would Iike to suggest that patenting

is a very inportant issue, but that we nake a recommendati on
that ELSI put sone time and effort into it as an acadenic
st udy.

One of the issues here is, is this kind of
infornmation an effort in terns of genetics different, are
the notivations and the process of why we have patenting and
why it has been so successful in the past, any different for
this body of know edge and for making this work within the
ki nd of marketplace that this country has. It is not clear
to ne that anybody else is doing that kind of acadenic work.

DR. HUDSON: Can | respond to that?

DR. MC CABE: Sure.

DR. HUDSON: We do actually fund consi derable
academni c research on the issue of intellectual property.
Becky Ei senberg is a prine exanple of that kind of effort.
I'd be happy to provide you with a breakdown. W night to
able to expand that, but I'd be glad to provide with what we
are doi ng.

DR. MC CABE: That night be good to informus



because that was different than what we heard at the |ast --

we didn't access that. It wasn't that we were misled or

anything; we didn't ask to hear it at the last neeting.
M5. DAVIDSON: | just want to weigh in with

others. | think this is a very inportant issue, and

i mportant for the patient advocacy comrmunity constituency.
| see this Conmittee bringing its strengths in another way.
DR. PENCHASZADEH: | think that | would | ook at
the issue but strictly fromthe point of view of access. |
think at | east there should be sone principled | ook at
eventual recommendations in terns of the interest of the
public for the access. | would second that al so about the
quality of testing, fromthat point of view That doesn't
require that we get into all the political and econonic
intricacies of patenting issues.

DR MC CABE: I'mgoing to give Elliott the |ast
word before |unch.
MR HI LLBACK: | guess | would like to suggest

that we can make the issue that we want to nmake sure that
access is not significantly inmpacted by licensing practices
and patenting. | don't know that we can do anythi ng about
licensing practices, even if we wanted to, and |I'm not sure
we can do anything about patenting if we wanted to.

I think we want to nake people aware that there is
a concern, but | think to go farther with that is a dilution
of our effort, and | think we had nuch better spend it in

other places. | do think it is okay to express the concern
but | don't think we should go further than that.

DR. MC CABE: Thank you. | think we have had a
very productive norning. W will now take about a 10-m nute
break, and you will bring your l[unch back here. It is going
to be a working lunch. W will then have our public comrent
at 1 o'clock. But we will be doing sone business between

now and 1 o' clock over |unch
(The neeting recessed for lunch at 12:02 p.m, to
reconvene at 12:35 p.m)

AFTERNOON SESSI ON (12:35 p.m)

DR. MC CABE: Wiile you're finishing eating, let's
just begin to talk about some of the points that were
raised. | hope that we have captured everybody's thoughts
in here. They are not in any order of priority.

That's what we are going to do between now and one
o' cl ock, and between the public comments and our
adj ournnent, which | estinmate will be between three and
four, aimng for 3:30 p.m right now, but we'll see. If we



don't get done, then it will be five, or whatever. But
we'll see if we can get done. | was pleased with the
headway that we made this norning, so that's why | think we
can try and get people out a little bit early.

So we had sort of consolidated in two nmain groups.

One was access, and the other was education. Under access
we have: rare diseases; reinbursenent; disadvantaged/snall
conmuni ti es, but di sadvantaged or small -- you don't have to
be bot h di sadvantaged and small to be on this list --

i ntroduction of tests into clinical practice; work force

i ssues; discrimnation

And as we were putting the list together, we
weren't sure whether we had deci ded that patents and
licensure would not be on this list, or would be on the
list, but we were sure that if it was on the list, it was
toward the very bottom So it's on here, and we can decide
if that's appropriate.

So what | would like to do, before we go on to
education, let's talk about prioritization. So that's the
real goal of this exercise, because we still have to really
focus on just a couple of things, two or three things. W
can't say, okay, we narrowed it down to two, so we'll take
on everything, because we grouped it under two.

Yes, Miin?

DR KHOURY: | would Iike to nake a case to nove a
couple of these to education -- the introduction of tests
into clinical practice and work force issues. | think they
can fit in either one of these two groups, but the specific
one about introductions of tests into clinical practice, and
t he evi dence-based nedicine and public health in my mnd, is
nore there than an access issue. | don't know how it ended
up in the first tier. That way you m ght ease up the |oad
on the first group.

DR MC CABE: So the introduction of test into
clinical practice and work force?

DR. KHOURY: Yes, nove themto the second group

DR. MC CABE: Move themto education. Anybody
di sagree with that? Yes, Pat?

DR CHARACHE: | think | would | eave the work
force issues under access. And | think the other could go
in either location.

DR. BURKE: | actually wanted to nmake a conment
about a different issue.

DR LEWS: | think that there are work force with
both, but | certainly think that part of what we need to do
- access and work force - | think go hand-in-hand.

DR. MC CABE: Anyone who woul d object to noving
i ntroduction of tests into clinical practice under
education? A lot of these could go either place, but does
anybody object to that?

DR. BOUGHMAN: Let nme just try something out
that's a little bit different, because this is not really a
list where all the elenents are equal and/or parallel, |
don't think. It seens to ne that we might consider -- and
just listen for a second -- we night think of access in |like
three different dinmensions, not different topics, but
di fferent di nensions.



One is the introduction of tests into clinical
practice, the access issues around that, beyond the
oversi ght or regul atory process, are reinbursenent and work
force issues in order to get this into the mainstream and
ot her pieces of that, now necessarily solving those
probl ens, but clarifying them

Anot her kind of topic, if you will, is the nunbers
issue. One has to do with rare di seases. The other one has
to do with special problens of disadvantaged or small
communities as it relates to being a mnority, and the
definitions thereof.

The third category is sinply issues that we need
to keep alive and/or at one tinme or another make formal
statements about. To clarify and put the issue on the
table. And that includes the discrinination and patents and
licensing issue. It may include sonmething else. But those,
| think, have different work inplications for us.

DR. MC CABE: And you were agreeing with the nove
of introduction of tests into clinical practice to
education?

DR. BOUGHMAN: | really see that under the headi ng
for the rei nbursenent and work force issues. | don't think
it's a separate issue. | think that's the question, how do

we appropriately get all of these tests into general

mai nstream clinical practice in this age of genetics? And
the issues around that beyond naking sure that we are
suggesting that nore high quality tests or tests that neet
certain standards are who's going to do it and who is going
to pay for it.

DR BURKE: Actually, | now have two commrents.
The first is that | think this discussion my be telling us
that our efforts to lunp is perhaps -- we shouldn't push it
too far, because it may be hard to | unp.

The other point is really just a question. It

seens to ne we are in the process of prioritizing or
generating a list for the purpose of prioritizing. But we
al so know that there is other work we have to do, that |
t hi nk have committed to do, and some of it is overlapping.
So it feels right to ne to start by looking at this Iist and
saying, what is on the Iist that we have already conmmitted
to do? And take that into account as we prioritize the
remaining itenms as a list.

It seens to ne that there is a rare diseases piece
that includes access, but is nore than access. And there is
al so a counseling and inforned piece that may be covering a
| ot of what we want to cover in education. | see those as
things we are already going to work on.

Also, we conmitted to | RB education, which isn't
listed currently under education

DR. MC CABE: | think it was under informed
consent. So we are really already cormitted to all of these
pi eces.

Let's remenber that we also still have the

continuation of the oversight. And so that the IRB issue
really came out of the continuation of the oversight. So
it's really nore of the IRB that we were already comitted
to, right? Not the counseling and the informed consent.



DR BURKE: | don't think we have articul ated what
we night be conmitted in counseling and i nformed consent,
but we did identify that as a question. That is that
assurance of adequate informed consent is sonething that
will need to occur as part of the review process, and how to

do that is an uncertainty. | think we are commtted to
discuss it, at least at that |evel
MR H LLBACK: | think there are three things I

would like to conment on. One is | think we ought to change
the way this is witten so that counseling and inforned
consent don't look like the only two parts of public
education. So | would rather say including counseling and

i nforned consent, so that it doesn't look like that's the

list of the itens that are there. | think it's really a
nmuch broader topic.
The second point, | think to go back up to sone

t hi ngs that have been around the access side, to nme, both
the discrimnation issue and the patents and |icensing
i ssue, and maybe this is exactly what Joann is saying,
think we want to keep a watching brief, but | don't think we
shoul d prioritize today.

I think we have said our first piece on

discrimnation. |It's probably not our last. W have nade
sone noi se on patent and |icensing. W have |earned
sonet hing. But when | look at this priority list, | don't

put that as a high priority conpared to sone of the other
t hi ngs here.

But then when | cone back to what would | do in
access if it was up to ne, | think rare diseases -- | agree
with Wlie, we are conmtted. | think disadvantaged and
small comunities, we are the only voice or one of the only
voi ces that is going to take that on. By design we have two
representatives of the public on this group. W spent a | ot
of time on this topic in the snowstorm And so | don't

thi nk we should back away fromthat. | think it needs to be
there in the access.
And | think reinbursenent -- the first three

guess is what I"'mreally saying. So | would push us to take
on the first three and access, and all the pieces that we
have outlined so far on education, and continue our effort
on what we got started on the report we have al ready sent
her .

DR KHOURY: | would like to take us back into the
unfi ni shed busi ness of oversight. The inplenentation of the
reconmendati ons canme out fromall the work over the last few
nmont hs, plus this classification issue. It seens to ne
access, education, and then introduction of tests into
clinical practice are three najor headings that tie into the
wor k that we have been doi ng over the last three nonths.

So the piece of followup, if there is such a
pi ece of followup to work and overseeing the kind of issues
t hat have been generated fromthe report, and will be
di scussed over the next few nonths, i.e., data collection
i.e., test classification issues, and then using different
criteria to nove on.

So I'm making sort of a three-way find of access,
education, and introduction of tests into clinical practice,



which follow naturally fromthe work we have done. You can
pi ck and choose which one you want to focus on. So | don't
see much alternative in not really going after or keeping an
eye on the inplenmentation of the oversight recomrendati ons,
al t hough we are giving it to the governnent and to all the
groups, but there is a lot of unfinished work that needs to
be done over the next few nonths. That way introduction of
tests into clinical practice could be subsuned under that.

DR LEWS: |In the area of |I'mnot sure who el se
is doing the work, just having the sense of adequacy of the
work force, and sone projections for what we will need in
the work force may well be sonmething that | don't know if we
want to take it on, or if we want to suggest that sone
st udi es be comi ssi oned.

| have sone concerns that we are going to end up
with both in terns of |evel of education and in terns of
nunbers, that that's going to be nore of bottl eneck naybe
than the FDA stuff.

DR. MC CABE: |s NHGRI doing any of that, Al an?

DR GUTTMACHER: NHGRI, along with CDC, actually
several federal agencies are beginning to |l ook at work force
i ssues, certainly. They've been talking about it for somne
time, but they are gathering data, and |looking at themin a
nore systenatic fashion that sone of themare just now sort
of starting.

DR. MC CABE: So you are beginning to do that? So
that if you are beginning to do that, it probably woul dn't
make sense for us to conmi ssion that.

DR. BOUGHMAN. We may want to nmake sure it's being
done.

DR. MC CABE: Is there any encouragenent that is
needed for that now?

DR. GUTTMACHER: Encour agenent never hurts, but |
don't know that it's necessary.

DR. BOUGHMAN: We may want to wait until Mchele
gets back. | think she may have nore to add. She will be
back in a mnute. She got called out for the phone.

DR. MC CABE: W were just discussing the work
force issues, and the agencies working together to devel op
sone work force assessnents in genetics. And we were told
that the NIH, CDC, and you are part of this. Did | miss an
agency, Al an?

DR. LLOYD- PURYEAR. AHRQ But it's a work in
progress. But | think it's the only effort that is out
t here.

DR. MC CABE: Well, | think it would be on our
list. So do you have an idea of when you might be able to
respond to us, and give us an idea of how things are going?
Si x nonths, a year?

DR LLOYD- PURYEAR: Well, within six nonths.

DR. MC CABE: So maybe, Sarah, you could stay in
touch with the agency representatives to see whether the
next neeting or the neeting thereafter would be the
appropriate place for a presentation

Sarah and | tal ked over lunch. | don't remenber
if we tal ked about this publicly, but Kathy had vol unteered
to come back to us with a report, and we'll probably ask her



to do that the next tine.

Yes, Wlie?

DR. BURKE: | have to think about this
conversation we have just had about work force issues, and
sonme prior comments about patents and |icensing are very
germane to what we need to acconplish today. And that is it
seens to ne if you just look for monent at this list as a
list of things that we know, we have an interest and concern
in, I think we need to be thinking very strategically about
where to put our energies, what we can do best, and what is
bei ng done el sewhere obvi ously.

And it seens to ne that it lays out into three
different actions that we can take in areas of concern to
us. In sone areas of concern the appropriate action is
sinply to wite a letter indicating our strong support or
concern on a given issue. So what we have done on
discrimnation is a nodel for that. There probably isn't
anything el se we can do, and that is an appropriate thing
for us to do. And I think we have been told that that may
be true vis-a-vis patenting and |icensing as well.

And to sone extent once we figured out that that's
the action, it becones a lot easier to resolve what we
shoul d do, because we know we've got to have a ful
Conmittee discussion in order to be sure what the points are
to be nade. So it's an agenda itemfor a Committee neeting,
and it's an appropriate letter.

And other issues, and | think the work force issue
nm ght be an exanple, that may involve sonmetines a | engthier
process than we just went through of discovery, which has to
do with who is working on it. Once we know who is working
onit, then the action itemis for us to hear a report on
that. Only after that report is it clear whether we should
be witing a letter or doing sonething else.

Then | think there is a third category of
activities -- I"'msorry, let me just say what | said for
work force. It nmay well be that there are other issues that
fall under that same category like the ELSI portfolio on
research and patenting and |icensure issues as an exanple.

Then | think there are sonme issues that really
require us to do nore substantive work. And | think the
or phan di sease issues that we have identified are an
exanple. That is, there are issues where we have got to do
the work of figuring out what is in that box, and figuring
out what the regulatory inplications of that box are. And
that has to do with hearing fromexperts. It may have to do
with some literature review, and it certainly has to do with
work around the table. So | think it would be hel pful if we
start sorting out our list in terns of those different kinds
of actions.

DR. MC CABE: Oher thoughts, conmments? Yes?

DR. KOENIG One other issue on the initial list
whi ch hasn't come up yet in the discussion, and that was the
possi bl e foll owup based on the presentation of the fam|y-
based nature of genetic informati on and consent, and consent
during research. But al so perhaps during the testing phase.
We shoul d deci de whether we do want to include that on our
agenda, perhaps as the lower priority.



But it seems to ne that if we do decide on sone
sort of an effort to educate IRBs, and to work on inforned
consent, that that would be a | ogical place to put that in.
I think it is very inmportant throughout the genetic process,
both in the research phase, and then later in the nore
clinically-applied phase. I'mnot sure if anyone el se
really is working on that, but perhaps NIHis, |I'mnot sure.
But | would like to know what has happened with that, since
we had such a long discussion of it in June.

DR. MC CABE: One of the things again, Sarah and
had tal ked about, since this had come up again, even in the
context of professional education, including | RBs and
education of the public through informed consent was that it
woul d be very inmportant for Dr. Koski(?) to know about what
our interests are in this area. And | was planning to try
and get together with himon one of ny trips to Washi ngton
When is he officially in place?

M5. CARR Oficially, after Labor Day.

DR. MC CABE: kay, so that will work out probably
well. So | will do that, and that will at least let him
know what our interests are, and make sure that we aren't
doing things in parallel, but nore in conflux, and so forth.

It is alnpst one o' clock, and we do have time for
public coment now. So | think what we will do, we have
gone through sone sorting of this. WIIl everybody sit with
it, and we'll conme back to it after the public coment.

Then we'll really start saying how are we going to configure
t hese specially, and what are we going to take on first.
Any just brief questions before we break?

Agenda Item Public Coments

DR. MC CABE: Qur first public comment is from
Wendy Unl mann.  Wendy is current president of NSGC. She has
been here for every neeting that we had while she was
president of that organization. This will be her |ast
nmeeting as president, and whether or not it will be her |ast
meeting will be the decision of the future | eadership. But
we thank you for your input consistently in these neetings.

M5. UHLMANN: Thank you. |It's been certainly a
hi ghli ght of ny presidential year, has been comng to these
neeti ngs.

The National Society of Genetic Counsel ors
conmends the SACGT for thoughtful, conprehensive
del i berations it has had on devel opi ng oversi ght for genetic
testing. W strongly concur with the overarching principles
t he SACGT has established regarding genetic testing
oversi ght and recomrend that the SACGT now | ook at what
steps need to be taken for their enactnent.

We conpletely agree with your overarching
principle that genetic education and counseling are critica
to the appropriate use, interpretation, and understandi ng of
genetic test results. Lack of understandi ng about genetic
testing can have adverse consequences for patient care. The
1997 Johns Hopkins University study on genetic testing for
fam | ial adenonmatosis pol yposis found that al nbst one-third
of the physicians msinterpreted the test results, and cl ose
to 20 percent of the patients did not have valid indication



for testing.

This represents the experience with just one test,
and a test that is relatively straightforward in termnms of
eligibility criteria and results interpretation. The
potential negative inpact on patient care due a physician's
m sinterpretation or msuse of a genetic test will only
increase as a multitude of conplex genetic tests becone
avai | abl e.

W recomrend that the SACGT take a nulti-pronged
approach whi ch woul d i ncl ude exam ning options for
i ncreasing the nunber of genetic professionals, in addition
to educating primary care physicians, health care providers,
and the public about genetic issues and testing. It is
i mportant to keep in mnd that evaluation of a patient's
fam |y history, and performng a risk assessnent can provide
as much if not nore infornmation than ordering a genetic
test.

Practitioners working at the front |ines of
patient care need to have a sufficient know edge base to
recogni ze when genetic services are indicated, and when
referral to a genetic specialist is needed. To ensure
quality patient care and inforned consent, it is critica
that steps be taken now to both increase the genetics work
force, and educate providers about genetic issues.

This should include a concerted effort to
integrate genetics into curriculum training, and continuing
education. Increasing patient access to genetic services
requires that these services be affordable and covered by
i nsurance. W applaud the SACGT for including in their
overarching principles that organizations that pay for such
tests, should also pay for the necessary education and
counsel i ng servi ces.

All too often, patients have not had access to
genetic services because it is not a covered benefit. W
encourage the SACGT to communi cate the need for coverage of
pre-test counseling, post-test counseling, and the actual
genetic test to the appropriate organi zati ons.

W recogni ze that the devel opment of criteria to
determ ne | evel of oversight for genetic tests is just one
part of a very conplex process. Just as the SACGI has been
wor ki ng on oversight criteria, efforts need to be extended
to centralize the long-termcollection of data on genetic
tests, with the privacy of individual data protected in
order to evaluate and regularly review the | evel of genetic
testing oversight.

In addition, computer resources need to be
devel oped whereby a physician, while seeing a patient, can
rapi dly obtain needed informati on about the |evel of
oversight for a specific genetic test. Sinmilar to GenBank
this database woul d be continuously updated. This genetic
testing oversight database could be linked to existing
genetic resources so that the physician and health care
provi der could access conprehensive informtion and
supportive resources.

Optimally, a long-termlink should be established
bet ween primary care physicians and | ocal genetic centers,
and tel emedi ci ne |inks established for physicians who work



in locations w thout genetic services to nmake sure that
patients are appropriately triaged, and receive needed
geneti c services.

W encourage the SACGT to continue its efforts to
ensure that your overarching principles beconme a reality.
The National Society of Genetic Counselors is very wlling
to work with the SACGT on these critical genetic testing
oversi ght issues.

Thank you.

DR. MC CABE: Any questions for Wendy? Any
conment s?

DR. BOUGHMAN: | would just like to thank Wendy
and the NSGC for their continued participation, and active
participation response when we asked questions of that
community. Even though it is not formally represented as an
organi zation or whatever, that kind of partnership is
extremely inportant.

DR. TUCKSON: | would like also just for the
transcript and for the record also say that | agree with
that. | think that the society ought to be very proud that

t hey had you working here. That should be noted, and be
gi ven feedback.

DR. BURKE: And I'll add that | think the NSCG s
effort to develop an algorithmfor evaluating genetic tests
was an inportant piece of the substrate of material we had
to work with yesterday. That was extrenely hel pful to us.
And | woul d hope that this organi zation continues to be one
of the professional organizations hel ping us to work out
sone of the nuts and bolts.

DR MC CABE: So | think one of the nessages to
take back is that your input has been very valuable to us,
and we woul d urge your successors to continue to assure that
there was input from NSCG to the SACGT.

Pat, did you have a conment?

DR CHARACHE: | was just also going to thank
Wendy for her input in all the discussion yesterday, which
was extremnely hel pful.

DR. MC CABE: kay, thank you very much, Wendy.

Qur next individual for public conment is Mary Ann
W son, who is consunmer staff representative fromthe
Genetic Alliance.

DR WLSON: | want to thank you for giving us the
opportunity to give sone coment today.

Genone science is noving incredibly fast, and with
the conpletion of the draft of the sequencing of the human
genone last nonth, we are rapidly entering into an entirely
new st age of genom c research and technol ogy devel opnent.
Tests are currently avail able for approximately 700 genes,
nost of which are associated with relatively rare
conditions. That nunber will soon grow to thousands with
the identification of genetic links to nmore comon heal th
probl ems, and soon we will have the technol ogy to process
nmul tiple genetic tests on one assay chip al one.

Wth this explosion in the ability to di agnose,
predict, and identify predisposition and susceptibility for
a broad range of health problens, from conmon, conplex to
the rare, the Genetic Alliance wel conmes the efforts of the



Secretary's Advisory Conmittee on Genetic Testing in
devel opi ng appropriate | evels of testing oversight for
di fferent categories of tests.

As an international coalition of 300 patient
advocacy and heal th professional organizations, the Genetic
Al'liance is dedicated to supporting people who live with
genetic conditions, educating the public and health
prof essi onal s, and advocating for beneficial and consuner
i nformed public policies.

The Genetic Alliance suggests the follow ng core
principles to guide deliberations as SACGT nakes necessary
and difficulty recomendati ons about oversight and test
group need categories, and here are five of these. The
first one is the issue of affordable access to quality
services nust remain central to policy decision-naking.

The public deserves genetic tests and technol ogi es
of the highest quality possible, however, we must keep our
eyes open to the fact that there is a delicate and dramati c,
dynam ¢ bal ance between quality inprovenent with increased
oversi ght, and affordable access. W do acknow edge t hat
there will be increased added costs, and perhaps industry
di si ncenti ves.

The second: meani ngful progress in research
policy, and health care requires the invol venent of
consunmers. And that's individuals and famlies who are
af fected by genetic conditions. Wth respect to oversight
and classification of rare disease tests, disease advocacy
organi zati ons can serve as the essential partners in
del i berating options, naking reconmendati ons, nonitoring
i npact on affordabl e access, and suggesting adjustments to
the initial reconmrendations.

Third, to sharpen understand to the clinica
validity and utility of each test, central data collection
is an absolute inperative. The Alliance supports the
establ i shnent of central data repositories, and will work to
rai se public awareness of the benefits of these next
research steps. As affected individuals and fam |y nenbers,
we recogni ze that inproved health outcones require our 100
percent participation in this information gathering process.

Nurmber four, to ensure the pronise of genonics to
i mprove individual and public health protections against the
nm suse of personal genetic information nust be approved.

And the CGenetic Alliance stands solidly behind the SACGI' s
recomendations for increased quality assurances and central
data col |l ecti on.

However, until genetic nondiscrimn nation
protections in health insurance and in enploynment are
securely in place, our ability to participate in and
contribute fully to the inplenentation of the
recomendat i ons can be conproni sed

Because of the significance of this issue to the
core mission of the Alliance, we are currently identifying
and docunenting cases of health insurance and enpl oynent
discrimnation. In prelinminary findings, survey respondents
i ndi cate that they have experienced discrimnation in
relation to enpl oynent, health insurance, [ong-term
disability insurance, life insurance, and admi ssion to the



mlitary.

We al so report that fear of discrimnation has
af fected a whol e range of |ife decisions. Some choose to
have the genetic testing which is essential for mnedical
treatment, and sone report paying for genetic testing out
their pocket to ensure that the information would not go
into their medical records. Ohers, fearing discrimnation
have deci ded not to participate in the very research that
could benefit their own health.

This pilot study will result in a better
under st andi ng about the inpact of discrimnation. It wll
enrich public dial ogue about m suse of the public's genetic
i nformati on, and bring accurate and relevant data to public
policy decision-making. As our study progresses, results
will be nade available to this Committee to keep the public
di scussions inforned and on target.

Nurmber five, the Alliance also calls for swft
action to safeguard personal genetic information through
federal nondiscrimnation protections. Federal protections
wi || ensure our hopes for inproving public health through
new genetics know edge and technol ogi es. Federal
protections will facilitate the collaborati on of consuner
organi zations and the general public in the |arge scale data
gat hering essential to assuring quality genetic research and
genetic tests.

We know the Committee has publicly gone on record
to reinforce proposed protections, and the Genetic Alliance
strongly encourages you to hold fast to your support of
these protections. Wth these assurances that persona
i nformation cannot be used in health and enroll ment
deci si on- maki ng, we can nove swiftly to participate in the
farsighted and thoughtful recomrendati ons of the Secretary's
Advi sory Conmittee on Genetic Testing. And we thank you
very much for considering our perspectives.

DR. MC CABE: Any questions or coments?

DR COLLINS: | would like to conplement you and
Mary Ann here, and other folks at the Alliance for
initiating this survey, because | think it could be quite
useful to collect this kind of information. And | think al
of us on this Cormittee will be very interested in |earning
nore about what this teaches us about what is happening out
there to real people, faced with real problenms, that are not
hypot heti cal .

DR. MC CABE: | know that you have received an
overwhel mi ng response, as we were told this norning, and are
having to identify the resources to pursue this. 1Is there
any idea when you will begin to have sufficient data that
you mght report it to this group?

DR. WLSON. The data is comng in all the tine.

We have over 250 conpl eted surveys. Sixty percent of them
have gone through a witten informed consent process, and
have requested a followup interview with a genetic
counselor. At every step there is an ability to stay in the
process all the way to being identified to talk with news
nmedia, to testify, to go on record.

The interviews are really taking a considerable
amount of tine, because we have a protocol and we really



want to ensure that they are only done by genetic
counselors. So we are identifying resources, because this
was not part of the budget. So if anybody has any thoughts
about this, | would certainly |ove them

DR. MC CABE: Well, could you keep Sarah inforned,
and | et us know when you feel it would be appropriate to
make a report?

DR. WLSON: Yes. W have information ongoing, so
at any point, | may report at the next neeting, or if
sonet hi ng cones up, we can at that point really draw on the
data that we have at the tine.

DR. MC CABE: Okay. Well, 1'Il leave that up to
you when you feel it's appropriate for us to hear it. You
can then discuss that with Sarah in ternms of the agenda.

O her comments, questions? Thank you very nuch.

Agenda Item Discussion of |Issues (Continued)

DR MC CABE:

Are there any other comrents from nembers of the
public? Okay, if not, then why don't we nove on. Joann has
an organi zational structure that she has devel oped. Do you
want to present this to us? W'Il get an overhead to
facilitate the conmunication. And | think basically what we
were tal king about was |looking at it quickly, it appears to
be sort of a reorganization of what we have with sone of the
categori zations that we have di scussed.

DR. BOUGHVAN. Right. | called it the sumary
according to Wlie.
DR MC CABE: | think what | want all of you to do

t hough, again, |ooking at Joann's organi zation quickly, it
does reorgani ze what we were tal king about over |unch, but
it's going to be very inportant, there is still too nuch to
do. We're going to have to identify within these, which are
nore inmportant. And it's one of those problens that all of
t hese issues are inportant.

But as we begin to address and prioritize, | would
urge us to go back to some of the discussion, and that is
what is it that we can do that will have an inpact? It's
very inportant that we focus our efforts where there will be
an inpact.

DR. BOUGHVAN: As usual | can't drawit. | can't
figure it out. So | was trying to listen to what | thought
were some of those issues, and one of the ways that we all
organi ze our lives, whether we recognize it or not is on the
two axes of inmportance and urgency. And it's inportant to
understand the difference between those, and there are sone
things that are urgently addressed, and we when we get them
out of the way, we have the energy to spend on the things
that we can in fact sustain our energy. And in fact that's
really the order that | put themin. Let's sone of them on
and of f the table, and nove on.

The way | did it was categorize the things into
i ssues where what we need is sone sort of statement or
conment or position, letter. And it went into three
different action categories, one that we've got the essence
of the discussion. The second one is we've actually got it
down in the form of an approved statenment or notion for the
Conmittee, and then any follow up



And using the genetic discrinmnation letter as an
exanpl e, we had our discussion. W approved the points that
needed to be made. CQur chairman wote the letter. And then
the chairman and staff will reissue that content, maybe with
slightly different introductory statements or whatever, but
we have the essence of it.

And if we go back to the transcript | think of
what Pat and Victor really kind of crystallized there,
don't know how much nore di scussion we need, but we have not
approved a formal statement yet per se. So we haven't
gotten to that. | think we have deci ded we need to nmke
that as sonme sort of position or statement, and the further
steps can go on.

W also figured out that before we can take sone
action on sone itens, we need other people who are doing
work to in fact present that to us so we can crystallize it.
The ones | heard are the work force issues that are being
addressed, and | called it an agency coalition. | wasn't as
good at witing down all the acronyns that Ed was earlier

And these are not necessarily in the order in
which they will cone, but we focused on them The ELSI
activities and the intellectual properties, that was pretty
specific. And then the big one if you will, our continued
followup on the devel opnent of the oversight process. W
are expecting the FDA and their fell ow agenci es who are
i nvolved in that process to start filling in sone of the
detail on the steps of the process, and we wanted to have
that as continui ng oversi ght.

The Lab work group is being neeting in Septenber,
and sonme of the work that they will do is going to inform
that process in a very direct way. And also, we have the
rare di seases issue that was focused on slightly
differently. That one may also fall down into the next
cat egory.

| heard three different areas where we are
defini ng enough of a problemand an issue that we need to
have full discussion, but night be better done by a subset
of us, and then brought back to the Conmittee as a whole.
One of those was the access issue, and trying to get our
hands around that to decide if there are specific statenents
or actions that need to be taken, and we kind of wandered on
t hat one.

Education is a huge one. W are having difficulty
defining that one. It may be that what we need to find out,
and | think a few people really need to focus on this,
obvi ously my opinions enter into this organizationa
process, but to actually design a request of those agencies,
groups, NCHPEG and the others that are out there, so that we
can get a better list, or idea of what really is going on

When we say people are doing things, that nay not
be enough for this Committee to know right now, who is doing
what in an overview kind of process. And | think that from
that we could distill for the Conmittee as a whole, a little
bit nmore, what could this Commttee do, and propose that,
and then gui de our discussion.

And then we have the consent. | brought that to
consent, because we have the IRB focus as a first, but every



time we get to consent we pull in a few nore issues. But
once again, | think we need to figure out exactly what the
guestions are.

That means for full Conmittee agenda itens that
haven't been assigned out yet, the reports on the things
fromabove it, and their distillation, the update on the
oversight, and the full Committee response or filling in on
our own, including what our group on consent might say. And
then | still see introduction of genetic tests then to
practice, and | see reinbursenent falling here.

Still, not yet fully fleshed out, but while | was
working on this, little did | know Mchele was in fact
trying to put together how she saw the issues around the
i ntroduction of tests into clinical practice. | just so
happened that it fit as if it were page of what | had
witten. That's kind of an outline of the way the Committee
as a whole mght attack that kind of next step in the whole
oversi ght process or the change of clinical practice, the
| aboratory oversight issue, and now the next steps out into
the nore general practice areas. So it doesn't do all that
you requested. It does at |east kind of subdivide the work.

DR. MC CABE: Well, thank you. Even though it
didn't do all of our work for us, it's very hel pful

DR. LLOYD- PURYEAR: The | ast one was sort of a
hodge- podge. | was trying to figure out what you -- because
it is sort of the financing of tests, and it was health
i nsurance issues. And | thought that was a way of actually
bringing in patenting and |icensing, but anyway.

DR. MC CABE: | appreciate what both of you did.
It was very hel pful in focusing our discussion
M5. BARR: | just thought that there m ght be sone

way to nmove one of them quickly. \Were you had on the first
chart, patents and licensing. Then you have an ELSI
activities, an intellectual property. It seens to ne that
if we got that at the next neeting, a presentation, then we
woul d be able to do our letter statenent on that one, and
move it. It may be incorporated, just as our discrinnation
issue is incorporated into another report. So we could at

| east nove that one right out.

DR. BOUGHMAN: | might suggest a little bit nore
than that. G ven the discussion today, | think the staff
nm ght be able to pull out or highlight for us so that we
could have even a proposed first rough draft of a statement.
Here's the report and then refine that, rather than starting
with a bl ank piece of paper.

M5. BARR: Do we know enough from work force
al ready? Aren't there lots of nunbers out there? O we
don't know enough about work force?

DR. BOUGHVAN: As | understand it, and correct ne,
everybody if |I'moff base here, there has been a study done
on genetic counseling as a profession, as an accredited
group, or as a certified group. And there have been sone
attenpts at |east definitions of certified geneticists and
so on, but there really has not been a broader | ook at
pedi atricians, and the inmpact of OB GYNs who do or do not
have fell owship training in genetics, and hematol ogi sts, and
who is going to do what kind of thing.



DR. BURKE: | feel |like you have given us a
framework, that with just a little bit nore discussion, is
going to give us a blueprint for where we go next. It's
really helpful. | had just a couple of comrents on how you
had organi zed t hi ngs.

The first was just as a question for us to
consi der whet her rei nbursenment is already sonething that we
could put up as the third thing after patents and |icensing.
And what |'manticipating is that reinbursement is an issue
of access. That we kind of already know that's an issue of
access, and there isn't a lot nore for us to do other than
acknow edge that, and perhaps wite a letter

I think that we want to be sure that we have the
appropriate discussion in full Conmittee, but | think it
woul d be reasonable to put it on the Iist for that kind of
action.

DR. MC CABE: Can | just stop, before we go on to
t he next one? HCFA has offered to give us a presentation on
rei mbursement at our next neeting.

DR. BURKE: So it |looks |ike we could put
rei mbursement on that list, knowing that we'll have a
presentation and discussion at the next nmeeting. The other
which | think is a nore substantive issue is that | think
what we said com ng out of our discussion yesterday and this
norning is that there were sonme substantive issues that
weren't a matter of just sort of handing over the tenplate
to FDA and others and hearing back, but rather there were
some issues that we felt we should continue to discuss.

And | would say that | think the rare di seases
headi ng, which represents a conpl ex of discussions, cones
under that and ought to be under another work group
Anot her one which you already have is IRB. And there are
two others which are question marks that possibly should be
on that list. One of themis data collection, that is
just raised, should there be sinilarly a work group that is
tal ki ng about what kind of data, what are the options, and
begi nning to get ideas together and organi ze them

And the other is we have tal ked a | ot about the
i nportance of pre- and post-test information, and the need
for the devel opnent of a tenplate. | envision that there
m ght be a work group that has nmjor representation from
pr of essi onal organi zations, that does sonme of the spade work
there, and reports back.

So | really like the framework. | think if we get
the content right, we're going to be very happy with it.

DR. MC CABE: Pat Charache?

DR. CHARACHE: Once again, Wlie has put the
rei mbursement where | was going to suggest it be put, and so
on. But | wondered about fleshing out a few of these. [I'd
like to be sure that when we tal k about patents and
licensing, it's not just access, but it's quality. And that
is really going to be very inportant to enphasize.

And under reinbursement, | wonder if we could
broaden that and tal k about funding, because it is not just
rei mbursing for the test. That's one elenent. But nmaybe it

shoul d be a separate entity. But it's also expanding the
resources of HCFA and the FDA so they can neet the charges



which we are putting on their shoulders. |It's a broader
thing than just paying for the test itself. So I'm
wondering if that should be rei nbursenent/fundi ng?

And there are several others here that | think we
can flesh out a little bit, but I think the placenment
concept is really great. Because | think things like this
fundi ng, patenting and licensing should be handl ed just I|ike
the discrimnation letter. | think it's powerful

DR. MC CABE: Thank you. Francis has had his hand
up. Wen he cones back, hopefully he'll remenber what he
wanted to say. | saw a hand up over here

DR. KHOURY: Wlie, can | ask you for a point of
clarification of the data collection piece, in that | know
we will need a lot of help along those lines. Al the
agencies will need a |lot of help, because that piece
determnes to a large extent, the success of the oversight
nodel that we proposed between yesterday and today.

So | am wondering, do you see a work group doi ng
this, or periodic or maybe regul ar updates fromthe
agenci es, or sone conbination thereof? What do you have in
m nd?

DR. BURKE: My sense fromthe di scussions we have
had yesterday and today is that the first thing that needs
to happen is the devel opnent of sonme sort of catal ogue of
options. Sone sort of here are the different ways that data
collection could go forward that are relevant to the
concerns that will be raised after tests undergo premarket
revi ew.

So | think what we said is tests undergo prenarket
review, and sone tests go on the nmarket as a result. But we
know t hat we want sone ongoing data collection. | think at
that point our conversation gets very vague and needs to be
specific. So | think there needs to be a discussion on the
part of an appropriate group that fleshes that out. That
basically says if we are going to use existing resources,
here are the kinds of things we could do, |ike the exanple
you gave us about the existing survey that Bob Martin had
nment i oned.

But that Iist needs to start with what we could do
with existing resources, on up to what kinds of new ventures
i nvol ving new resources mnight we envision that woul d neet
needs. Now | amnot sure frankly -- | know there has been a
ot of work going on -- whether there is already an existing
group conparable to Lab Forum that already could bring
forward those kinds of ideas to this group, or whether there
needs to be a working group anal ogous to Lab Forum per haps,
that basically does the initial brainstorming | think, and
then brings those ideas back to the group for
prioritization.

DR. KHOURY: W have had lots of brainstorning
but not as part of SACGI. W have had an interagency HHS
wor ki ng group | ast year. And then a consortia around two
specific diseases. So | would really wel cone a subgroup of
this Conmttee that | can be actively involved with, that
can maybe nmeet or talk for a couple of tines, and bring to
the full Conmittee, sone of that option discussion for next
tinme.



| don't know whether it needs to be as formal as
the Lab Forum but naybe an interimwork group that can give
you a report next time. Wlie, | suspect you will be on
that team if that's something you want.

MS. BEARDSLEY: | would like us not to |ose the
noti on of |ooking at di sadvantaged and small communities
here. I'mnot sure how it fits into this schene. [|'m not
sure it's a work group, but it seems to ne that we have
heard a I ot about this, and I know that |'m having trouble
integrating it into some sort of coherent set of issues.

And | would like to see us sonehow conmi ssion sone
wor k where sonebody woul d take what's out there, and take a
very disciplined ook at it, and see what the issues really
are here. Because the reason | think it's inmportant is that
if this groups doesn't deal with this issue, | don't know
who is going to.

DR. MC CABE: |Is that under the access, Joann?

Wul d that be where that would fit? It would seemthat.
guess there is sone clarification. Wuld you see it under
access?

M5. BEARDSLEY: Yes, | think it's something that
could be dealt with under access. |'mnot concerned about
where it is.

DR. MC CABE: kay, you just want to be sure it is
capt ur ed.

DR. TUCKSON: One way of trying to get at that
more sinply is Judy's chairing of that group of people of
col or was a good group. And one of the things we want to do
is not disrespect themin any way, by just consulting with
them one, and then, okay, we've used you and throw them
away.

But they are there, waiting. So one way we m ght
be able to do this is for Judy to sort of convene them again
by phoni ng and conference calls, and let themsort of
percol ate what they see as sone of the issues. That would
at least give thema tenplate for later discussion. It
woul d start the work concurrently.

DR. MC CABE: The other thing that was said nicely
with that is as Sarah points out stignatization, which has
been on sone of our lists. So it's not solely access, but
other issues related to ethnic/cultural/mnority
conmuni ti es.

DR LLOYD-PURYEAR: It's also access to the test
devel opnent process. |It's just not access to the test
itself. It's to make sure that test is appropriate for al
popul ati ons.

DR. MC CABE: Well, access to a quality genetic
test experience. That was our overarching principle this
norning. So it's access to services, and certainly
stigmatization could be a block to access to services, as
well as size, rarity of the disorder, whatever.

DR LEWS: Can | just follow up on what Reed was
saying? | think that's a very valuable point in terns of
maki ng sure that we stay connected with the people -- not
just the people who are on the working group, but also the
peopl e who participated in the neeting in Baltinore. And
just so that people know, one of the things that we are



going to be doing is tal king about the process of that work
at the American Public Health Association

Sarah contacted nme, so that we are going to be
sharing what we learned in ternms of the outreach piece in
Novenmber at APHA.

DR. KOENIG As a possible add-on to this, the
other couple of pieces | still as missing, and they may just
be low priorities, but we can so often against the barrier
of howdifficult it is to define social issues, especially
how they relate to oversight. And perhaps if again, working
with this group that we have already convened mi ght be a way
of moving that forward a little bit.

But that still may be one of the things that we
need on our list, when Wlie was tal ki ng about which are the
things that we need to continue to nake a contribute to in
t he ongoi ng oversight, like the rare diseases. | think the
i ssue of how to incorporate social and ethical concerns into
techni cal oversight like this, since it hasn't been done
that much in these foruns, is sonething where maybe we woul d
be maki ng a unique contribution, if people are interested in
t hat .

DR. MC CABE: Thank you. So if we can step aside
alittle bit, there are five work groups represented on this
list. That's really nore than | think we can take on in the

i mediate future. | had chosen arbitrarily two, or at the
very nost three this norning, and | don't know how peopl e
feel about that. |If you don't feel we can on five, which

feel we can't, but if anybody w shes to argue, first of all,
how many do people feel is realistic that we should take on
at this time?

DR KOENNG Didn't we vote on one this norning.

DR MC CABE: | don't think we voted yet.

DR. BURKE: On the IRB.

DR. MC CABE: Well, we first said that we could
put together -- yes, we did. W have a vote.

MR HI LLBACK: And we certainly have an ongoi ng
conmitment on what have been working on for the |ast year
That's still not going to go away.

DR. MC CABE: kay, we have the consent/IRB, and
you can put an asterisk next to that. W have the ongoi ng
conmitment to oversight, and continued issues related to the
report that we had al ready devel oped.

DR. BOUGHMAN: Now we are going to put that back
to the full Committee?

DR. MC CABE: W had a work group that net
yest erday, which was specifically in followup to the
oversi ght report. The question is do you want to have a
work group that continues to try and | ook at what needs to
be done with respect to that report?

MS. BARR Well, if we were to do that, | think
actual ly then what you woul d have as a subheadi ng, and they
have to deci de how rmuch tine on each, | think it actually

fits with that. Rare disease fits within that. The
definition of social issues fits within that. And data
collection fits within that. And you are left with the
other issue, which is education, which | don't think does.
Now that is a reshuffle that nay nmake it inpossible to do



t he worKk.

DR. MC CABE: Yes, | think that that would be --
those are really individual topics. It would be hard to
work, and it would probably be better for the entire
Conmittee to prioritize.

MR. HI LLBACK: | would to suggest that for now,
the only work group we keep going in any solid, formal way
is the sort of regulatory/structure work group, i.e., the

interface point with FDA, CLIA CDC, et cetera. And not a
broader work group that says we are trying to cover
everything in our set of recomendati ons on oversight.

Basically, the work group that net yesterday, but
focus on the regulatory franework that we have asked to have
sonmeone work on, and want to | ook at again, instead of the
whol e Committee, which | think needs to follow on our whole
Conmittee report. So if we are going to keep a work group
going, | would keep it with a fairly narrow charter.

DR. MC CABE: So we might want to reconstitute
that, however, because ny understandi ng of the work of the
work group fromyesterday is that by the end of the day
today, their work is done. And that we will then generate a
report as an addendum

DR. BURKE: | would agree with that. | would say
that although what I'mgoing to say is entirely in the
spirit | think of what Elliott just said, and that is we
actual ly had nore people around the tabl e yesterday than we
do today. It was a large group. And then |I think within
that group, and folding in the additional people that are
here today, it would be easy to divide up into snmaller and
much nore efficient teans to address sone of the specific
i ssues that we said we want to address.

And what we call them | don't know, but | think
they woul d be very targeted on specific, short-term
endpoints. In other words, | |ike the concept of
brainstorming. | think there is a need for snmall group
brai nstorm ng on several issues, to fornulate them
particularly in the context of your call for us to think
about what the Conmittee is able to do. And sort of bring
t hat back for discussion

DR TUCKSON: |'mnot sure where this fits. In ny
mnd, | think we can do three things, focus on three
priorities, and a little half. The little half, which
think is an inmportant half is the discrinnation issues
group, because | think that really is nore of our convening
and |istening, as opposed to sweat equity on the front end.

| have always | earned again with comunities that
are outside of the mainstream it is always better to listen
first and then plan, as opposed to plan and then listen. So
| think it doesn't do violence to anything by saying we're
not going to put a lot of work into it yet. W're going to
listen, and then we'll come back and visit what they teach
us. That's why | say it's a half, and doesn't require too
much work. W said of course we have to do sonething
That's a fact. W don't nind recomendi ng that.

The three groups that | heard are clearly, IRB
Second, | think the data group is a predicate for physician
education. |It's the predicate for feedback for the field



about all the stuff that we have done before, because it
makes it a feedback loop. And the data stuff that is so
i mportant for quality determinati ons down the road | think
is just key. And | would just hope that that doesn't get
| ost.

The third group | think absolutely has to be a
focus group on patient education. That just has to dea
with that question and focus on it.

DR LEWS: | would like to point out that what |
hear us doing is keeping the sane nunber of issues, just
trying to figure out a way to sort theminto the right
nunber of groups. And we have had like four or five
different attenpts at taking the sane number of issues and
putting theminto groups. | haven't heard any issues |eave
the table.

| have heard ways of nmnaging the issues in
efficient ways, but | haven't heard us take any issues off

the table. | have heard us recategorize theminto the right
nunber of headings. And maybe |I'm m ssing sonething, but
haven't heard anything go away. | just want to point that

out to us, that it seens to ne that what we are saying is
that all of these issues are critical, that they are al
high priority, and that we're just trying to find a way to
deal with them Wth all due respect, M. Chairman, we are
trying to take issues and fit theminto your number.

M5. BARR: Well, | just want to try again in terns
of what | think Wlie and | were both getting at. W, as a
Conmittee, have done a tremendous anount of work, and we
have heard a lot. Wthin this Conmttee and ot her resources
we identified, there is a |ot of expertise. So that rather
than call these full working groups, with the kind of effort
that went into the working groups the first tinme around
where we had two, if we try to get sone outlining
conmittees, instead of working groups.

So if we put three or four of us together as an
outlining conmittee on sone of this stuff, to | ook at
options, what can be done quickly, what would take a | ong
time, we nmight be able to tackle all the issues, and then be
able to prioritize themafter that prelimnary work was
done.

DR. BURKE: Just to follow that up, | think part
of the problemhere is that we don't even quite know how to

get at sonething |ike physician education. | think we need
a small group to sort of look at the universe of options,
and what makes sense for SACGT to do. | think the sane

thing applies for data collection. W need to |look at the
uni verse of data collection options, prioritize them and
bring that back to the Committee before we do a |lot nore
work on it. | think there are some short turnaround issues
that need to be worked out.

DR MC CABE: So if we were to take then the
topi cs that Joann has on the overhead, there are really five

topics there. |If you just take the top three and nmake them
the topics for teans, that we would be tal king about five of
these teans. |If we are tal king about five, we can barely

use two to three of ourselves on them or we can be on nore
t han one team



So the choice is we either decrease the nunber
that we focus on, or we decrease the nunber of people
working on the teans. And we can certainly supplenent wth
peopl e who are not part of the Conmittee.

Sar ah?

M5. CARR. | just want to ask a question about the
tenpl ate of pre- and post-information. That seens to be an
i mportant piece of the followup to the oversight. Wilie
brought it up before, unless it is subsumed under sonething
el se there.

DR. BURKE: Move it if you think that is feasible.

It woul d make sense to address those together.

MR, HI LLBACK: W tal ked yesterday, and Wlie
outlined today that one of the things we were going to do
was get the professional societies to help design these
tenpl ates, to hel p design sone of these other things. But
we weren't going to try and do all of that. Now | hear us
start tal king about we're going to try to design the
tenplates. We're going to try and go into the |evel of
detail. | don't know if that's what our charter is.

So I'ma little confused, but | think we have set
some principles that this needs to be there. And we've got
to go and keep working on that, and we can say soneone el se
go work on it. W're going to work on sone areas where we
need a new initiative |like the education of |RBs, because
the systemisn't coping with that.

DR LLOYD PURYEAR: Well, | don't think the role
of an Advisory Conmittee is necessary to do all the work
itself. | mean when you are tal king about public education

the role of the Secretary's Advisory Comittee would not be
to launch | don't think, a huge public education canpaign.
It's to drive those efforts, to frame them to point out the
i nportant elenments of that public education canpaign.

And to bring those people together, those groups
and organi zati ons together that are necessary for that
canpaign. And it would be the sane for the data el enments,
because | don't think the expertise is here at the table
either. You bring those groups and those individuals
together to do the work, but you drive it. You drive it as
a Conmittee.

MR HI LLBACK: Wy?

DR. LLOYD PURYEAR: Because no one el se is doing
t hat .

MR. HI LLBACK: W haven't given anyone el se a
chance to do it yet. W put together and are going to send
by the end of Septenber, a proposal for a regulatory
framework that was very nuch just a framework. And we are
asking the regulatory authorities that are part of HHS to
put sonething together, and use the outside world to help
them And before they even start, we are going to do sone

of that for them and give it to them | think that's what
it sounds like to ne.
DR BURKE: Well, | actually think you are posing

a question that we need to answer, and it's a very inportant
one. M take on it is alittle bit different than yours,
although I think I agree with the general way in which you
are outlining this. That is, | think at a certain point we



have done enough in advising, and then it's tine to turn it
over to other inplenmenters, who will let us know what they
di d.

I'mnot sure we're at that point in any of these
arenas yet. Certainly, we have identified some as naybe
nore critical for our nore intense input than others. The
definition of rare diseases, orphan di seases would be an
exanple. But in the setting of data tenplates, | think we

have sinply said that's what we need to have. | don't think
this Committee should do the detail ed work.
| do think that there is still a phase that I'm

calling the brainstormnm ng phase that takes that concept,
which is a one-line concept at this point, and fleshes it
out as to what do we really think and agree is in that
concept? | would like to see a brainstorm ng group, a short
turnaround group that included three or three nenbers of
this Conmttee, and representation from appropriate agencies
and professional organizations. Do that brainstormng
bring it back to the Commttee.

And at that point we say, yes, that's it. Now go
work on the details. W' Il be happy to hear back from you
| just think we're not quite at the stage -- you seemto
feel we are.

MR. HI LLBACK: Well, ny suggestion is we shoul dn't
send the addendum forward if we are not confortable we know
what it neans enough to have confidence in it. That's what
| think, so you can moan or not. | surprise nyself
constantly by saying | think you ought to hand it over to
the regulatory authorities and let themtake their shot.

But we had here yesterday a nunber of people from
the coll ege, and from CAP and ot her groups, who all will
tell you that through CLIA, through the college, and through
all the other things there is a whole set of rules and
regul ati ons about what needs to be in this information pool
and we haven't even given thema chance to work on it yet.

If we want to define it nore, that's fine.
conpl ai ned two neetings ago that we were at 30,000 feet, and
| guess now |'m conpl ai ning that we want to be 1 foot. But
if we do, then we've got to really commit to that, and
that's a different ball ganme, and can't be just sort of
done.

DR. BURKE: | just want to register that | think
the difference of opinion is not conceptual. | think we
conpl etely agree about the conceptual framework, and the
sort of limts of what the Conmittee should take on itself,
and whether it's really the dividing line between when we
have done enough, and when it's time to turn it over.

DR KHOURY: | hate to disagree with you, but |
think this is one tinme where it's a question of a
gquantitative rather than a qualitative disagreenent. |
think the successful of this oversight paradigmthat this
Conmittee is handing to HHS for inplementation, really its
maj or success is the creation of sonething new, sonething
that hasn't been done before in the governnent that involves
the col |l aboration of several agencies.

And the data piece is so essential and central to
it, because the success of the oversight depends on whet her



we can collect the data. You know that |'ve been thinking

about this issue for the last two years. | think this

Conmittee or subgroups of it can still provide enough

advi ce, enough gui dance before we go inplenment anything.
So | don't see it at the 1 foot level, nor at the

30,000 foot |evel; maybe at the 15,000 foot level. So at

one point you guys have to let go of it, but | agree with

Wlie, we're not at that point yet. | think the next few
nmont hs are going to be crucial
DR. BOUGHMAN: | might suggest that what we are

really asking for is rather than us doing the work, or us
just saying our work is done, whoever want to do whatever,
go do it, it is a matter of this group crystallizing the
charge to groups, or invite those groups specifically. In
ot her words, give them sone sense of sanction and receipt of
that information as we did by including representatives on
the very large group yesterday. That nmade a world of
di fference.

DR LEWS: One of the things is | think that
after a little nore than a year of working together, that
we're a really good Conmittee. You can alnobst in a sense
tell what people are going to say, because you have a sense
of where they are coning from So while | don't think we
need huge nunbers of us on any particular work group,
think that we know what our resources are within the
Committee, and within the external world to draw on them

So | think in terns of as | hear whether or not we
can have two conmittees with six people or six conmittees
with two people, that in terms of the Conmittee, we could go
either way. M concern is the amunt of staff time and
energy that is going to be involved in nmoving all these
projects forward. Sarah and her staff's time is not
infinite. There were many tinmes when we were playing the
conference in Baltinmore, and Sarah and | were tal king, and
it was eight o' clock at night, and she was still at the
of fice.

So | want to make sure that what we do is
sonmet hing that is doable, and that we don't even up, even
t hough we can spread ourselves so thin that we don't take
the staff we've got supporting the work that we do, and
spread them so thin, that we can't acconplish what we're
wanting to do.

DR CHARACHE: | think these are a little uneven
in terns of the ambunt of work required. And | wonder if we
can't chop away at sone that are fairly sinple. | see for

exanple, the first one, the consent is largely going to be
what types of di seases and which diseases require it. And
sone exanpl es of what the rules are to say that sonething
requires it.

And then idea of how to comunicate it. Now naybe
other people see this in a different light. That's fine.
But perhaps that could be handl ed by a small group who could
define it according to whatever is neant by that word.
Certainly the IRB fits that. | think just two or three of
us could probably wite down what it is we want the IRB to
| earn, and how we want to know if they have learned it, and
bring it back for another neeting.



For education, probably a core segnent of that is
going to be a list of what we want the public to know, what
we want the practitioners to know. It's the informationa
skel eton. That then you could decide if you have deci ded
what you want themto know, what is the role of this group
in making sure that they learn it, or finding out who can
teach it, and this type of thing. So sone of these are
really rather defined bites that could be done by groups of
three or four for the group then to use as a point for
editing and el aborati ng.

DR. TUCKSON: | think Elliott has done us a
service here. He forces us to think about how we define the
pur poses of these groups. At the very end of his comments |
think he helped ne. | don't see us as trying in way to
reinvent the work that is very specific, that we have given
over to the regulatory bodies to do, for exanple, in data.
W don't want to reproduce that.

What Miuin is saying, and | think that makes sense
tone, is that we are trying to find new bridges and new
rel ati onshi ps about what this stuff neans, specifically for
exanpl e, professional education. W could sit here all day
and wite pages of how inmportant it is to get physicians to
be better educated about this stuff. Geat, everybody woul d
love it.

In any meani ngful term nedical education
conti nued professional devel opnent neans ultimtely the
devel opnent of guidelines. But it also neans the
devel opnent of information about performance, about what is
really going on, and feeding that back into actual practice,
so it ranps up based on feedback

Elliott has taught us a great deal in the last few
days, |ast meetings about how burdensone he is concerned
collecting data will be for the labs. | amterrified about
collecting data, what it will nean by nanaged care conpani es
and physicians in terns of the adm nistrative burdens. Al
of those are mmjor kinds of issues and chall enges that al
sort of conme together across specific silos.

So | think what Miin has got nme convinced of is
that the charge to these sorts of groups is that you | ook at
it as nore of a whole in terns of what it ultimtely neans
for policy issues, not for the level of specific specificity
or redundancy that we have turned over to the regulatory
bodi es for the | evel one, level two scrutiny.

M5. BARR: | would agree. Wile | agree with Pat
that I RB and consent actually can be dealt with rather
efficiently, given all the work that has been done in those
areas by other groups, | would just bring which issues we
had to | ook at and how we did it different. And | also
think rare di seases can probably be dealt with rather
efficiently, given the amount of expertise and how nany
peopl e have been working on that issue for a long tine.

But that the data is huge. And | think what we
can recommend to the Secretary about education | think is
rather large and will take nore tine.

MR HILLBACK: | guess | would just say that while
| agree with some to the extent we could divide up into a
ot of groups, | do get a little nervous about creating



groups of a couple of people. W have so nmany di vergent
points of view. That helps us, but it also neans that the
groups need to be formed that way.

But also the little groups that create something
have to cone back through here, the eye of the needle. But
the other problemis we becone the eye of the needle. And
we end up with we're going to have six groups report in two
days. That neans we get two hours per group. And we don't
do our issues justice.

I think one advantage we had yesterday in having
an entire day on one topic, wthout other issues, wthout
other things conmng up, with a | eader who really let us
al one by staying tight on that, and Wlie didn't let us
stray off track, not that Ed does either, but we just had
one topic, and we got there.

I would hate to have six or eight of these things
bubbl i ng al ong and then feel that we are forced to deal with
them we create expectations. W spend an hour and a half
on sone, and we all leave totally frustrated that we really
didn't get into the issue deeply enough to know t he
pitfalls, and to know which way to turn.

I think it's the danger of biting off too nuch at
one time. | would rather be nmean right now and say we're
only going to do a few things, and then phase the next ones
in, so that we are starting on the other ones as these are
endi ng, or whatever. |I'mvery nervous that we'll w nd up
just getting an inch deep into sone things, and being
enbarrassed by our output.

DR. BURKE: | certainly share your point about
prioritization and being careful to give things the right
attention that they need is well taken. | think we should

think carefully about that.

I"'ma little nore optimistic than you are that |
think there are a few things where | think sone of us have
said there is a need for a little bit nore work. Now having
listened to this discussion, | would define it as | think
there is sone coll aborative work refining the charge, to
make sure that what ultimately gets done is a good part of
t he cohesive hol e.

And | think particularly the consent | RB data
el ements, data collection, and rare di seases pieces are al
those. | think we have done a lot of the work already, and
| think there is sone nore detailed work that needs to be
done. W already know the hole that it fits into. You are
absolutely right, it has to cone back here, but | think
there is sone work in refining the charge that could be done
and be brought back here, and be done justice to within a
portion of the neeting.

Sonme of the other stuff | have a sense is sort of
openi ng up new ground. And we either have to give it nore
ti me when the report conmes back, or we have to see it as a
| onger term process. That is, naybe next tine we'll hear
back and really resolve sone of these issues that are
followup and refining charge issues, and then others we're
just going to open it up. And only after that open up
process occurs, can we figure out how rmuch time it's going
to take to be satisfied that we're done with it.



MR H LLBACK: | don't disagree with you. | guess
I would respond by saying if those first three itens on the
board there are followon itenms to clarify issues we have
been tal king about, then that's all we ought to take on
right now, between now and our next neeting. And we ought
to focus on those three things. W are going to ask Kathy
Hudson to conme back and give us a priner on education at the
next neeting, so we can take sone tine at that to start to
t hi nk about educati on.

But | would focus on those three itens, the top
three on the list. Figure out how we organize to do three
smal |l teans. Charter each of those. Put our process in
pl ace, and then at the next neeting work on those as our
primary work, and begin our next |evel of our education
process on the education issue.

As much as | |love the education problem and
think it's a very big problem I'mwlling to defer it
another nmeeting if finishing this is the consensus of the
gr oup.

DR. MC CABE: Just to reiterate ny understanding
of what our presentations are next tine, that is research on
intellectual property, the ELSI research grant portfolio on
intellectual property. And then also |Iooking at
rei nbursement issues. So HCFA is reinbursenent. So that's
two or three presentations. Typically, they run 45 mnutes
to an hour.

Then the ones that | would agree with Elliott, the
items on that list that require nost acute attention, and
probably can be dealt with nmost quickly also are the
consent/ I RB. Because that is really evaluation of what's
out there, and devel oping a plan for what we shoul d
recomend.

The data el enments collection, which is follow on
to our report, and the rare diseases issues, which again is
a followon to the report.

The access is sonething that we tal ked about
devel oping with Judy and the other group. So that that is
sonet hing that could take a couple of nmeetings to really get
to, to do properly.

DR LEWS: | was going to say, but the process
needs to be put in place.

DR. MC CABE: But | think it's already been
assigned to you. Thank you for volunteering.

And the education piece again, | think is a huge,
huge task. There is the issue of whether it's even doable
that we tal ked about over the day.

So | woul d suggest that we

MR. HI LLBACK: Could | suggest that nmaybe on the
education piece, if we wanted to do sonething, that we form
a small teamnerely to scope the issue between now and the
next neeting?

DR LEWS: |If we're going to | ook at education,
want to nake sure that we're |ooking at education of all the
appropriate disciplines.

MR. HI LLBACK: But a scoping study and not hi ng
nor e.

DR. BURKE: Right, it just starts conpletely as an



exploratory what's there, what's in that box.

DR MC CABE: So let's begin to put these
conmittees together. Judy, I'mtrying to renmenber who el se
fromthis Comrittee was working with you.

DR. LEWS: Mary, Reed, Pat, Barbara, and Ann

DR. MC CABE: That may be too large of a group at
this time. So | would ask that we have two or three; you
plus one or two others. What |I'mgoing to do nowis we are
going to take a five minute break, and we will let the teamnms
begin to organize thenselves. | think it will be done nore
efficiently by that nmechani sm

DR. PENCHASZADEH: What ever happened to that
phase, one of the first phases you showed on a couple of
topics that only required like a statenent?

DR MC CABE: | think those are still there.

Ckay, a five mnute break.

[Brief recess.]

Setting Priorities and Next Steps

DR MC CABE: Sarah will now read over her
under st andi ng of these work groups. Are we going to cal
t hese work groups or teans?

M5. CARR  \What ever you want.

DR. MC CABE: Sonehow it sounds like it's nore of
an in and out. For sone of these, maybe they ought to be
wor k groups and sone should be teans.

So Sarah will tell us who's on what.

M5. CARR Can | just say I'll do this, and then
if it's not adding too nuch to the work | oad today, if we
could maybe just define the questions for each these groups;
the i medi ate question and the |ong-term scope maybe,
because | know there are differences. |If that's okay with
t he chai rman, nmaybe that would be our next -- that would
help staff a lot | think

We have an educati on scoping teamor a work group
That is going to be chaired by Joann Boughman. Menbers so
far are Elliott, Judy Lewis, Mchele, Mary Davidson, and
Davi d Lani er on education

The 1 RB/ consent work group or teamis going to be
chaired by Barbara Koenig. It is going to have Victor on
it, Pat Charache, Reed Tuckson, Ed, and Kate.

The data el ements/data coll ection work group or
teamis going to be chaired by Wlie. Elliott will be a
nmenber, Reed Tuckson, Victor, Miin, FDA and NIH, Ann -- not
Victor, excuse ne.

The access team or work group, or perhaps access
is scoping out the issue -- no, access is working with the
broader group on issues of small comunities and mnority
conmunities. Judy Lewis is chair. Victor is on that one,
Mchele. This is the smallest one so far.

DR MC CABE: | think we specifically wanted it to
be smal | .

M5. CARR: Because we have the other group to work
with.

DR MC CABE: W want to bring in a |arge group
representing --

M5. CARR And Reed is ex-officio.

Then the last one is on rare diseases. It is



going to be chaired by Mary. Kate is on it, and Pat
Charache so far.

DR. MC CABE: So is there anyone who is not on one
of these groups? So everyone is represented on one of these
groups then?

kay, so then let's start off with the education
scopi ng work group.

DR. BOUGHMAN: Could we give ne a few nore
nm nut es?

DR. MC CABE: We'll go to I RB/consent. Barbara
are you prepared to di scuss what the goals would be there?

DR KOENIG First, let ne address a potenti al
area of overlap with one of the other groups, because that
may help clarify things. Wile | just tal ked about the fact
that the whol e i ssue of defining what we know and what we
don't know, and the ideal nethods of presenting that could
be seen as either an essential elenment of data, and ongoi ng
data coll ection, because it's what you are going to report
back to people, as well as what you are disclosing to them
or it could be under consent.

So | think we agreed that we would first need to
spend sonme time clarifying exactly who should do which piece
of that, and stay in touch.

And the second thing in terns of the consent/IRB
issues is | think of us who just net very briefly identified
that one of the first things that we would want to do is
make sone very significant -- first be in touch with the new
director of the new OPRR (OHRP). And that we would want to
make a set of very specific recommendati ons about genetics
to that group. And that that would be one of the outcones
of what we woul d do.

And even though we tal ked about the issue of doing
education of |IRBs, we probably would want to first think
about what other efforts were going on in genetics education
for IRBs, and then get involved in that.

The other task that we would identify would be the
possibility of thinking of some tenplate kind of infornmed
consent docunents that could be used at different stages of
research and early introduction into clinical use of genetic
tests. W mght want to think about some of the issues of
consent forms for panel testing. There would be a nunber of
t hi ngs that we would do.

Pat Barr actually had a slightly different |ist
when we spoke, which | think I have all of themin nmy head
right now So, Pat, is there anything that you woul d want
to add that you think that you this group should do, since
you had sone ideas about that?

M5. BARR: | actually think you have covered t hem
I think they will emerge under those subcategories anyway.
That there are nore specific.

DR. MC CABE: There were sone other groups that we
had t hought about possibly including on that, PRI M&R, NBAC.

DR. KOENIG Those need coordination. Anyone el se
we should be coordinating with? Are there NIH activities in
this in terns of the continuation of the issue of consent
beyond the individual to the fanily, for exanple? Is that
an ongoing effort at N H?



PARTI Cl PANT: Not that specific issue. There is a
ot of interest in consent for research

DR. KOENIG | thought there was some specific
foll ow up because of the Virgi nia Cormonweal t h?

PARTI Cl PANT:  There has been di scussion of it.

DR. CHARACHE: G ven the heavy responsibility that
we are giving to the IRBs for oversight, in addition to
| ear ni ng what people are doing as far as educating |IRBs, |
think it would be helpful if we could define what
information we want to be sure the IRB has in order to neet
that responsibility.

DR. LEWS: One of ny concerns, as | said
yesterday, is to make sure that we recognize that there are
two processes that go on. One is signing the piece of
paper, and the other is the infornmed consent issue that
should be a part of every encounter. So | just want to make
sure we don't get so focused on the tenplate for the
docunent, that we forget the inportance of the fact that
everyt hing shoul d have i nformed consent, even if you don't
have to sign a piece of paper

DR KOENIG  So docunentation versus consent. And
that's extrenmely inportant in ternms of the idea of sone kind
of tenplate too, because there are of course many |RBs that
m sconstrue the regul ations, and nake the assunption that
consent has to be docunented in witing, which is not the
case.

DR LEWS: O the fact that the docunentation of
consent or applied consent, versus an act of reaching out to
make sure that people know what they are sticking their arns
out for.

M5. BARR | think the one thing you need to think
about is that current regulations really do not allow for
agreeing to prospective research. Current regul ations
really do not allow for a regional or national approval that
woul d be bi nding on any other group.

So | hope that you will look at sort of the very
big i ssues that need to be addressed, and might be able to
be addressed sooner rather than later, that the local |RBs
get tied on. Because if you do that, then the issue of what
a genetics I RB should know becones a much easier thing to
fulfill.

DR. MC CABE: Joann, are you ready?

DR BOUGHVAN:. As | have heard it, there are about
three different areas that the education group should be
focusing on. 1've got this witten out here. The first is
to ascertain or collate the current status or an environment
scan. One of those would be on work force anal yses. That
is, results of any rel evant anal yses that are already out
there. And we know that some work that has been done, for
exanpl e specific for genetic counseling.

But also to ascertain the efforts that are
currently underway, either by the group of agencies. Even
t hough the report mght not be ready, let's figure out what
m ght be out there, and/or any other activities by major
organi zati ons.

And then also parallel to the work force anal ysis,
to try and find out who is currently devel opi ng cont ent



gui delines for a variety of groups. This would include
public education efforts, genetics professionals, and ot her
identified health professional groups that in fact will be
in this genetic services area. For exanple, we need to find
out sonme nore about where NCHPEG is in some of these things.
That's just one exanple. So that the environnent scan both
on work force analysis, and who is doing what on content.

Secondly, to determ ne any specific reports or
results fromthese things that we think that the Cormittee
needs to hear, or we need to find nore information out. And
that if there are any actions -- let ne back up. O to
identify groups that would need to do such reports and/or
actions that SACGT could take to get themthere. |If that in
fact is to advise the Secretary, that there needs to be
sonet hi ng specific, or whether we could request that some of
these things go on the agenda of one of our constituent
agenci es here on the Committee, just to clarify some of
t hose things.

And then also to define nore clearly the specific
i ssues, the questions franed in a better way to guide
specific discussions that we believe SACGI as a group needs
to have, or if there are any specific action itens, like one
of these position statenments that we think SACGT needs to go
on record as naking a statenent about it at this tine.

It seens to ne that if we could get those
definitions down, we could bring it back here, and then we
could figure out as an entire group what our next steps
VEr €.

DR MC CABE: So this is education of both the
public and the health professional s?

DR. BOUGHMAN: That's the way | was thinking of
it. At least as we initiate it, that may be one of the
things that we find out. That we are nissing too many
t hi ngs, and what we need to do is have different subgroups
focused differently.

DR. MC CABE: The other thing is | just would have
you meke it clear, especially if you draw on people from
outside of this Committee, that our charge has to do with
genetic testing. |It's appropriate to ook at genetic
prof essi onal s, because they need to be available to help
i nterpret and counsel around genetic testing, but the focus
on any work force issues really have to be relevant to
genetic testing.

DR. BOUGHMAN:  Well, in fact the inplenentation,
the future of quality genetic testing as it is really going
to happen out there in the real world is the way |I'm | ooking
at it. That's why the fanily practice or the pediatricians,
and all of those. That's why the various professiona
organi zations and their content guidelines that are now

going into fellowship to nedical school. Al of those
things | think becone rel evant, because people are out there
doi ng t hem

DR. MC CABE: Discussion? Yes, David?

DR. LANIER. This probably will cone out anyway,
but I think a research agenda in this area, | think it would
i mportant for us to either start that, or to have sone ot her
peopl e begin to think about areas of research. It is



certainly unexplored, and I don't think we are going to cone
up with answers.

DR. BOUGHMAN:  Well, that would better frane the
second part, to try and figure out what the questions really
are. Sone of those would be at the scholarly research |eve
versus who i s doing what kind of thing.

DR. CHARACHE: | would urge you to also put on
that list public health professionals, the | aboratory
directors, and | eadership. They are going to have to do so
much nore than they have been doing it in the past. They
are not going to do it unless they understand it.

DR. MC CABE: Bar bara?

DR KOENIG | think I'lIl pass.

DR. MC CABE: Any other conmments for this group?

Ckay, next is Wlie, data elenents collection

DR. BURKE: Barbara has already alluded to the
fact that there is likely to be sone overlap between the
work of this subcommittee and the work of the informed
consent subconmittee. | would see us as taking on two
el ements. One is the question of what does the tenplate
| ook Iike, the tenplate that we want to |lay out that
expl ai ns what kind of information should be avail abl e before
a test is used for docunmentation, and what kind of
information is available with the test report.

So | would see nenbers of this subconmittee
wor ki ng on sone draft ideas, but then very rapidly
conmuni cating with informed consent, and figuring out
whet her there are some joint process that should go forward
on that.

The second issue, which I think is the bigger task
is the issue of trying to think through what kind of data
coll ection options exist, and how do they address the kinds
of concerns about genetic tests that are likely to arise
once a test goes on the market. And | think those two
guestions interact with each other. Wat are the concerns,
and what kind of data collection do they suggest?

And clearly in that conversation we have to be
t hi nki ng about all of the different kinds of data collection
there are. That is, start with laying out the universe, and
then apply very rapidly sonme feasibility neasures. Wat is
realistic to do, who would do it? Pretty concrete ideas.

As we do that piece, and perhaps also as we do the
first piece, | think we need to be thinking right fromthe
begi nni ng about what ot her organi zations shoul d have input
into this process. That is, who is out there that ought to
be part of this dialogue, in addition to the people that are
al ready on the subconmittee. So | think that's al nost an
additional task of the conmittee, is figuring out who the
stakehol ders are in these questions.

DR. MC CABE: Judy on access.

DR LEWS: | think Reed's point about |istening
before we set the agenda is probably a critical one in termns
of re-engaging with the nmenbers of the diverse communities
that we engaged within the past, and | ooking at other key
pl ayers who energed during our neeting in Baltinore, and
per haps getting together once the report becones avail abl e.

Starting with our report, and also starting by



review ng the comments that we received that weren't
addressed in our report, and re-engaging with the
conmmuni ties, and seeing where we are at right now, and
nmovi ng forward fromthat perspective.

But | think that rather than us setting an agenda
for themto follow, we need to devel op the agenda in concert
wi th people fromoutside this group, and just able to listen
and hear what they have to say. And then if there are
i ssues that energe that are totally off our radar screen, to
be able to bring those to the group, and | et them know t hat
there are concerns that we haven't even though about,
because of the fact that those perspectives weren't at the
tabl e.

But al so then perhaps if there are people who have
key interests in sone of the other areas, hel ping them know
what the work is that is ongoing, and naki ng sone
connections with the other working groups. But just to be
able to maintain that |iaison and the outreach and the
conmitrment that we made to the people in Baltinore, that

this wasn't the one shot deal. That we were going to be
back and stay connected. That woul d probably be the big
agenda, especially with people in the small, underserved

conmuni ti es.

DR MC CABE: Comments on this?

DR LEWS: Are there things that |'m m ssing?

DR. MC CABE: kay, and Mary on rare di seases.

M5. DAVIDSON: | think this is the rare
di sease/l ow volume group. | see that there are three tasks.
The first one is the best way to cone up with a nunber. |
think we had 4,000 yesterday, with a big question mark. |
woul d i magine that in addition to coming up with a nunber,
we woul d have sone sense of where that conmes from

Secondly, and these are the nore substantial ones
is that we are going to need to consider the special issues
relative to the rare di seases and | ow volume tests. And
think second to that is that we need to hear sone
consi deration for the possibilities of sone alternative
review process. So | was just doing diagrams. W have been
diagrams for the |ast two days.

I would see the process for this as our really
needing to go back to the patients di sease organi zations to
really get sone input fromthem about how they see the |evel
one scrutiny as it is laid out, inpacting their disease
community's access to the test. As well as getting sone
i nput fromprivate and public researchers.

And then thinking about a possible advisory
structure, which again would bring in the interests of the
conditions, specific advocacy groups, |looking at their
particular test when it is reviewed. And seeing if there
are any possible other issues, and taking a | ook at this up
close relative to the level one scrutiny that this group
hasn't come up with yet.

Wth respect to the | ow volunme tests, the non-
orphan diseases, | need a little bit of help here. | know
that, Pat, you and | started tal ki ng about this yesterday,
where there mght be sone non-orphan di seases that would go
into the I ow end group



DR MC CABE: Can | just clarify one thing before
Pat speaks? Wen you were tal king about structures, you
were tal king about structures of bringing in consuners to
assist the FDA, or to provide --

MS. DAVIDSON: This is a conversation that Barbara
and Wlie and | had last evening, in just thinking about how
to wei gh the bal ance between naintai ni ng access at the sane
time as inproving quality oversight. And that those are
incredibly difficult decisions, particularly when it cones
to the orphan diseases. And it nakes sense to consider in
those cases, and that's why |'m suggesting that this be a
process that we consider, having them be involved in that
revi ew process.

DR. CHARACHE: | think this is going to be a very
conplex issue. |It's going to be nultifaceted, especially
this bal ance between ensuring the quality of the test, and
maki ng that assurance not so burdensome that busy
| aboratories that are underfunded will say, the heck with
this.

So we can't just ask them what do you think about
this, because they would say that's the worst thing |I've
ever heard of. W do have to work with sonme of the
provi ders of these tests to show themthat this would not
burdensonme, and | ook for other ways of ensuring quality,
wi t hout conprom sing their major interest.

So | think we will probably have to get an
iterative interaction with some of those who are at -- |
think we are going to have to get sone iterative dial ogue
with some of the people who are at greatest risk in this
process, as well as figuring out again - this ties with the
I RB - how they can ensure that the technology is secure, and
that it really is being done in a safe manner. So | see
that also in playing a role.

DR LEWS: One of the things | was just hearing
while Mary was talking in terns of outreach to consuners was
the fact that we may end up having sone duplication between
our groups. And | think it's going to be real inmportant for
us to stay in contact, so that we have sone coordination of
efforts, rather than duplication of efforts.

If we are doing sone kind of organized outreach
that for exanple if the rare diseases is sonething we want
to seek advice on fromthe access group, that we sort of do
it in a way that is organized, so that we are not putting an
unfair burden on the people we are consulting with outside
this group, and that we are al so nmaxim zing efficiency for
the staff.

So | just want to make sure that naybe one of the
things we need to do after we have our initial planning, is
the chairs of all the groups have a conference call, so we
can lay out our plans in a way that is going to have a
timeline that staff can deal with, and also if there are any
activities that we could get double bang for the buck for
that we coordinate in a way that nmakes sense.

As | heard you talking, | wasn't sure whether or
not some of that was going to be overlapped with what we are
going to be reaching out to people for. So just to make
sure that we have sone coordination, | think is going to be



i mportant, both for us and for the other people and the
staff.

DR. BURKE: | just want to followup also on Pat's
comments and say that | think it nay be extrenely val uabl e
to go out to sone of the rare di sease organi zations that are
in your Alliance, and actually ask themto devel op case
hi stori es exanpl es of what their experience has been |ike.
And a person who mni ght be someone who might be hel pful wth
this process is Bonnie Pagan or someone el se involved that
she mi ght be able to identify involved in GeneTests to help
make sure that you have got a good sample of rare genetic
tests to sort of look at what's the experience been to date.

DR KOENIG As | think of this, Judy has already
identified before that we are now al nost able to predict,
the | onger we are together, everyone else is going to say,
so perhaps you'll all be able to predict this. The one
thing that we don't seemto have in this list of topics is
sonmething that | first brought up at our very first neeting,
and that is the issue of direct-to-consumer education
mar ket i ng, however you want to tal k about it.

And | bring it up again just because it seens to
me that it stands out. It is really sonething that is just
a |l ogical oversight regulation kind of topic. And we said
sonet hing about it in our report, but I'"'mnot sure if we
have really integrated it into. W sort of said nostly that
we woul d keep working on it or think about it.

DR. MC CABE: What we said in our report actually
was that we encouraged the enforcenent of existing
regul ations. |It's very conplex, because | think it was
David who informed us that this involves comerce, as well
as FDA. So that it is very difficult.

One of the issues that was brought up this norning
about networking at the Cabinet level was quite appropriate
here. But really a significant part of this is outside of
our purview, and there is already existing statute in this
area. So | think we have addressed it. W could pursue
addressing it, but it is one of those things we would have
to ask how nuch inpact we could really have.

Elliott, perhaps you know nore about this.

MR HI LLBACK: Well, one, I'mnot worried about it
as some others | guess. But | think it does fall, if you
want to play a stretching game, into the data el ements/data
collection gane in the sense that if we are transparent in
telling people what we know and what we don't know, then we
shoul dn't be too worried about whether we tell it directly
to the consumers or not.

I'"mnot sure Barbara totally agrees with me, but
the point is | think we could at | east to sone degree, put
at least a quick ook at that issue into that data el ement
in ternms of not just what do you collect, but how do you
conmuni cate it. | think that was in the charter of this
data el ement/data collection group is how do you present the
data. And the question is when do you present the data. So
maybe, Madane Chairnman of that group, you could take it on

DR. BURKE: If | could just respond to Elliott. |
actually think that's an interesting idea. | think it's
appropriate for us to have it on our list. But | actually



think at a certain point there will be limted degree to
whi ch we can address it.

What | would say is this. Wat | think is likely
to come out of our conversation is going to be consensus in
our subcommttee, and then bring it to the Committee for
agreenent. But ultinately an agreenent about, as an
exanple, here is a list of the things that a consumer would
like to know that it is reasonable to provide to a consurmer
prior to that consumer having a test.

I think the question then will beconme a regul atory
one outside of this regulatory framework. And that is to
what extent can you require direct-to-consunmer narketing to

include the full list. | think on the one hand there is
honesty in direct-to-consuner marketing, and | think what is
in place already guarantees that. It says legally that nust

be the case.

And the other is conpleteness. And | think it is
very likely that we will cone up with a list of things that
we think the consuner would |like to know before they do a
test, that includes things that a marketer would not |like to
tell a consunmer before they have the test. So | think we
shouldn't put a lot of energy into that before we figure out
where we can get gui dance about how nmuch roomthere is for
putting that kind of restriction on direct-to-consuner
mar ket i ng.

MR. HI LLBACK: | think you're nmaking a big
presunption though about marketing in this arena. You are
not tal king about very nmany commercial |aboratories. You
are tal king about |ots of other people that do tests. |
don't think nbst comercial |abs are interested in naking a
test sound something different than it really is.

DR. BURKE: W are tal king about direct-to-
consumer marketing though, which will apply to a very, very
smal | subset of tests. | would argue they are the tests
nost likely to be the ones that the nmarketer wants to give
only partial information about.

DR. MC CABE: The other thing | would point out is
that this can really fall under a nunmber of these different

categories. | think we will do better by including it under
the other topics, rather than setting it out as a single
i ssue, because of the complexity. | think that if we |ook

at how it inmpacts on a variety of aspects of genetic
testing, then it gives us nore reason to be concerned about
it.

DR TUCKSON: | was going to say it really clearly
to ne falls right down in the mddle of the plate for the
public education one.

DR MC CABE: It's everywhere. So | think that we
woul d encourage each of these conmittees to | ook and exani ne
whet her it bel ongs there.

DR LEWS: Reed made mny point that | thought it
could fall into multiple places, and that it sounded |ike
consuner education around buyer beware type of thing.

M5. BARR: | just wanted to make a process
suggestion to Barbara when she is thinking about consent,
and what should be in consent. Even in witten docunents
there could be that informational piece of questions, you



shoul d consi der asking your doctor about this test, that has
to be given out with every kit, or given out each time the
test is offered that is | anguage appropriate and all that.

DR. MC CABE: | just wanted to ask about
clarification regarding the alternate review process. Mary,
you nmentioned sonethi ng about alternate review process.

M5. DAVIDSON: Well, let me try to refrane that
What | neant by that was, and again, it was just picking up
on some late night conversations with Barbara and Wlie was
t hi nki ng about, on the subject of rare diseases in
particular, how to develop a collaborative process that
woul d bring the di sease-specific organizations and their
test that is being evaluated to | ook at access and access
costs and quality issues.

DR. MC CABE: | would encourage you to couch it in
those terns. Terns like "review' have very specific
regul atory meanings. So | think you need to explain what it
is.

M5. BEARDSLEY: | was just going to go back to the
direct-to-consuner advertising, and the general conpliance
i ssues about whether people are saying the right thing about
tests to consuners and the public. It seems to ne there may
be two things we could do. One is that | think when FDA
takes jurisdiction and requires approvals or clearances of
these tests, it will also bring with it some requirenents
i nvol ving what you have to disclose in advertising. And we
m ght want to ask FDA to tell us what those would be, for
one thing.

And for another thing, we tal ked sone | think
about the FTC, and their role in this, and whether we think
they m ght be nore active in terns of going after violators.
If that is the case, you might want to comunicate with the
FTC and tell them of our concerns. And maybe that's another
letter that could be witten, to try to get themon board
with this.

DR. MC CABE: Could we ask FDA perhaps to nake a
presentation to us, and let us know, try and help to inform
us better about this? Does the Conmittee agree that it
woul d be hel pful to learn nore? But with the goal being to
see is this sonething that we could direct the Secretary to
| ook into anmong ot her agenci es outside of Health and Human
Services. |Is that an appropriate restatenent, Kate?

MS. BEARDSLEY: Yes.

DR. MC CABE: Could you put that together?

DR FEIGAL: Yes, actually there is a separate
unit in the Ofice of Conpliance that deals exclusively with
t hose types of issues. And we could probably invite someone
fromthat unit to present information.

DR. MC CABE: kay, and you can tell them what our
specific concerns are, so that they could focus their
presentation.

DR FEIGAL: It's a very conplicated process under
the existing anal yte specific reagent rule, leading into
hone brew. The agency actually, for better or for worse,
prohi bits the pronmotion of a hone brew assay of any type to
consunmers. One of the challenges to the Ofice of
Conpl i ance has frankly been the Internet, which provides an



amazi ng spectrum of opportunity for interesting pronotion.
DR. LLOYD- PURYEAR: | had a question about the
rare diseases. |Is there a definition of rare diseases?
DR. MC CABE: Yes, a rare disease is defined as
| ess than 100, 000 individuals affected. |s that correct?
DR LLOYD- PURYEAR: Well, then the next one is
what are the specific issues we are trying to get at with
| ooking at rare di seases as a category for the I evel of
scrutiny, and that's the only thing we are trying to do?
MR. HI LLBACK: | thought that the issue was that
there is a concern, no matter what regulatory process we put
in, that we could stop both research devel opnent and
provision of tests that are either for rare diseases or rare
mut ati ons of nore conmon di seases.
DR. MC CABE: Let us also point out rare tests for
a conmmon di sease

DR. LLOYD-PURYEAR | think it's m sl eadi ng about
what it is you are really talking about there by calling it
rare diseases. | think you are leaving a | ot of other

things out. And that it's also howit gets defined. And
it's confusing to the public about what's rare and what's
conmon.

DR. MC CABE: | was going to coment about that on
each one of these. | would encourage the groups to exani ne
the titles that have been given to themrelatively quickly,
because sone of themreally don't nmake a whole | ot of sense
to anybody -- | was going to say to anybody outside of this
room but probably sone of us inside the room So you are
not stuck with these titles.

On the other hand, what | would argue, and in
keeping with sort of the concept of short-term and | onger-
termcommittees, | would suggest that we refer to the top
three as teanms, and the bottomtwo as work groups,

i ndicating that we want the top three to come to concl usions
fairly quickly, to do the work, and let's get it off the
table. \Whereas, we recognize that the bottomtwo are going
to take longer to acconplish their goals, and will be

exi sting through a nunmber of neetings. Does that make sense
to people, the way they are structured?

O her discussion? |s there anything that you
need, Sarah, to help with additional clarification?

M5. CARR | just want to ask about teamtwo is
education scoping, and that may change? The title for that
may change?

DR MC CABE: It's consent, data el enents, and
rare di seases are teams. And access and education are work

groups.

Any other issues that we need to tackle? Well,
I"'mvery inpressed. | was inpressed with the work that was
acconpl i shed yesterday. | was concerned whet her we woul d be
able to get through all of this today. | appreciate

everyone really attending to task, being creative, and
devel opi ng your own organi zational patterns that hel ped us
get through sonme difficult tines.

Thank you and have a safe trip hone.

[ Wher eupon, the neeting was adjourned at 3:00

p.m]



