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Good Morni ng everyone.

I nt erest beyond the general scope of
the deliberations on this matter and |
am not aware of any financial interest
that | would have in this particular
matter. Dr. Kendall.

Thank you Dr. Uell. M nanme is Ron
Kendall, | direct the Institute of

Envi ronmental and Human Heal th at Texas
Tech University and Texas Tech
University Health Sciences Center. And
also | ama professor in the program

W have a rel atively broad base of
fundi ng that includes many federal
agencies and industrial grants as well
as state grants. At the present tine
the work that we do enbraces the effects
of chem cals on the environnent and
human health and we do get into sone
human surveill ance studi es which proceed
t hrough institutional review board upon
review. And this has particularly been
related to initiatives with the
Departnent of Defense. Qher than that,
the University of which I’ m enpl oyed,
enbraces standard procedures regardi ng
eval uati on of human exposure through
their institutional review boards. At
this time, | submt all financial
informati on and confidential information
as consistent with ny chairmanshi p of
the SAP. |, at this tine, have no

know edge of any financial interest that
may be inproved as a result of the
outcone of this neeting. Oher than
that, we |look forward to noving forward
to have a successful day. Dr. Portier
woul d you like to continue?

Yes, hello. I'mChris Portier fromthe
National Institute of Environnental

Heal th Sciences in Research Triangle
Park, North Carolina. |’m Chief of the
| aboratory of Conputational Biology and
Ri sk Anal ysis and Associate D rector of
t he Environnental Toxicol ogy Program
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|’ ve done no research on any of the
matters before the board. Certainly, ny
institute does do clinical research and
| have been involved in clinical
research and desi gning studies and
maki ng sure they’ re executed properly.

| ve made no previous public
announcenents on this issue nor any
testinony, etc. Certainly ny enployer
is interested in the matter as nenber of
the National Institute of Health. But
other than that, | don’t have a specific
role as an individual in that interest.
And to ny know edge | have no financi al
interest that would be increased or
decreased follow ng this discussion.

And no research grants associated with
this matter. Thanks.

|’ m Bernie Weiss. |'’ma professor of
Envi ronnment al Medi ci ne and Pedi atrics at
the University of Rochester School of
Medi ci ne and Dentistry. M research is
in the general area of neuro-behavioral
toxi cology. Right now, | have two NI H
grants on neuro-toxicol ogy one of TCDD
di oxi n and one on nercury vapor, both of
whi ch expl ore the devel opnent al
neurotoxicity of those kinds of

exposures. |'’malso involved at the
human | evel with a project we’ ve

mai ntai ned in the Safe Shell Islands on
t he devel opnental neurotoxicity of netal
mercury. |’ve witten sone on

pestici des pointing out the questions

ri sing from neurotoxicology, but |I’m not
now i nvol ved on any research on
pesticides and | have no fiduciary
interests of pesticides at this tine.

H, I’m Gene McConnell, I’ m president of
ToxsPat h, I ncorporated, Raleigh, North
Carolina. I'mtrained as a veterinarian
and did a residency in conparative

pat hol ogy. | al so have boards in

t oxi col ogy. M background with regard
to human testing is that I was a subject
of human testing when in college for a
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rabi es vacci ne and subsequently, in half
of ny career inthe mlitary, | was

subj ect to several human tests of
various sorts. Sonme of which I don’'t
know if they are still classified or

not, but none of themin the area of
pesticides that | am aware of.
Subsequently, in ny role with the
National Institute of Health, we worked
on various chem cals, as anybody knows
about the National Toxicol ogy Program
The only one | can think of that I

wor ked on of a pesticide nature was

nmel at hi ghon and nel aoxon in which
reviewed the slides on that study as
part of nmy work and subsequently
publ i shed a paper in environnental
research on the results of that. | have
no financial considerations wth any
conpany that nekes, distributes, or uses
pesticides that | amaware of. 1|’ve
done no work either for pay or expenses
for pesticide conmpanies, nor have | done
any work for public interest groups that
have, in the sanme way, that have
interest in pesticides, nor have |I done
any work for any advocacy group that has
a stated position on this subject. |
have no stocks in any of these
conpanies. The only thing | would add
to this, that | can think of is that |
have been asked to participate in an

i ssue session at the Society of

Toxi cology this comng March, that’s
going to address this sanme issue. O her
than that, | have nothing el se.

Good norning, I'mEric Meslin. | amthe
Executive Director of the Nationa

Bi oet hics Advisory Conmm ssion. At the
previ ous neeting of this group,

advi sed the group that | amhere in ny
capacity as a Bioethicsist, not in ny
role as the Executive Director of NBAC
However, | think it’s worth noting for
the record, that the National Bioethics
Advi sory Comm ssion not only is
interested in, but has had a | ong
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standing interest in the Federal System
for protecting human subjects. It was
part of NBAC s original charge signed by
President Cinton in 1995, but the

comm ssi on eval uated the adequacy of
federal human subjects protections, and
nost recently the conm ssion was asked
by the President’s science advisor to
return to this charge and to devel op a
conprehensi ve report on this subject.
Very recently, Chairman Schapiro, the
chair of NBAC wote to all of the senior
executives, departnent secretaries, and
agency heads, including the head of the
EPA, requesting information in regards
to this particular report that NBAC is
working on. So | wanted the group to be
aware that although I’ m not here
representing the Conm ssion, but rather
in ny private capacity as a

Bi oethicsist, | did not want there to be
any perception of conflict in that
regard. | have no financial conflicts
that | amaware of. | ama phil osopher
by training. | have no research grants
in this area nor have | had research
grants in the area of pesticide use. W
own academ c training, however, in

bi oet hi cs has invol ved extensive
research on the ethics of hunman subjects
experinmentati on.

Joseph DeCGeorge fromthe Center for Drug
Eval uati on and Research, Food and Drug
Adm ni stration. The Associate Director
for Pharnmacol ogy and Toxicol ogy in the
O fice of Review Managenent, which is
responsi bl e for overseeing clinical
trials and safety of those clinical
trials. I’ve been with the FDA for about
10 years and within the FDA served as a
revi ewer for pharmacol ogy/toxi col ogy
data and as a team |l eader and in
establishing policy that is involved in
the setting of safety of standards for
clinical trials. | have no particul ar
interest, financial otherwise in

pestici des or other environnental
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chem cals, other than the fact that |’ m
a consunmer and a gardener and basically
a normal person who is expose to
pesticides and those? chem cals. Thank
you. Dr. Ellis.

My nane is Gary Ellis. | amthe
Director of the Ofice for Protection
from Research Risk at the Nationa
Institutes of Health. | amalso the
chai rman of the Human Subj ects Research
Subconmm ttee of the Coommittee on Science
of the National Science and Technol ogy
Counci|l out of the Wite House office of
Sci ence and Technol ogy Policy. [In that
role, | chair a group of federa
representatives which includes the

Envi ronmental Protection Agency. Having
said that, | have no authority over the
Envi ronmental Protection Agency ot her

t han convening authority. | have no
assets or financial interest related in
any way to the subject matter. | amon
record several tinmes as stating that |
believe, with regard to protecting human
subj ects and research, that any tine one
interacts with or intervenes with a
person or uses that person’s private
identifiable information that, that
person is owed two things; first

i nformed consent and second pri or

ethical review of the activity by a

| ocal institutional review board.

Dr. Kahn.

|’ mJeff Kahn. | amthe Director of the
Center for Bioethics, at the University
of M nnesot a. |"malso a Professor in

the Departnent of Medicine and in the
School of Public Health and Division of
Heal t h Services, Research, and Policy.
Al'l of ny research funding is Federal
Government, nothing fromthe EPA,
however. Nor do any of the faculty in
nmy center have any EPA funding. | have
no financial interest in anything that
woul d bear on the considerations here
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today. | noticed, however, that there
was a statenent signed by the Anmerican
Public Heal th Associ ation-sone of the
materials that were submtted i n advance
of this neeting. | should say, | amon
t he governing council of the APHA,

al though I was not consulted related to
the signature on that particular letter.
| think that’s about all that relates to
t he proceedi ngs here.

|’ m Nancy Fiedler. | aman Associated
Prof essor in the Departnent of

Envi ronmental and Community Medici ne at
Robert Whod Johnson Medi cal School,
which is a part of the University

Medi cine and Dentistry of New Jersey.
And | am al so a nenber of the

Envi ronnment al Cccupational Health
Science Institute in New Jersey. W
career over the past 15 years has been
i nvol ved in occupational health and in
doi ng surveillance studies which have
i ncluded a study, which I published on
the chronic exposure to pesticides and

pesticide use. | have current funding
fromthe National Institute of
Cccupational Safety and Health. 1’ve

been funded by both the Federal
Government and by private industry. As
| mentioned, |’ve done exposure studies,
t hret a- epi dem ol ogi ¢ studies, |’ve also
been involved in control exposure
studies with other collaborators at our
institute. | do not personally have
any funding fromthe Environnental
Protecti on Agency, however, other
menbers of our institute do have
funding. | do not have any, that | can
think of, financial interest in any
conpany or research grant, currently
that pertain to the topic at hand today.
| do have financial interest in mutua
funds, but | have no idea what conpanies
they invest in. So, at any rate, |
don’t believe |I have any financi al
conflicts of interest.
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Sam

| m Sam Gorovitz, a professional

phi | osophy with pubic adm nistration at
Syracuse University an ol d bi oet hical
war-horse. It occurs to nme that 15
years ago, | spent a summer as a full-
time consultant to OPRR, but apart from
that 1’ve had no specific involvenent in
these issues and there is no conflict of
interest, real, apparent or potential
that | am aware of.

|’ m Herbert Needl eman. |’ m Professor of
Psychiatry and Pedi atrics at the
University of Pittsburgh. M work is
engaged in the studies of led at |ow
dose on cognition and behavi or of

chil dren and now of adults. | ”mon the
advi sory board for the children’s health
envi ronnent al net wor k. | " mon the board

of directors for the Western

Pennsyl vani a Conservancy. And |’ m co-
chai rman of the University Tenure and
Academ ¢ Freedom comm ttee none of which
pay nme a sue.

Routt Reigart just wal ked in and
wel conme, sir.

My nanme is Routt Reigart and |’'m

prof essor of pediatrics at the Mdi cal
University of South Carolina. | guess
the only thing of relevance is |I’'m

chai rman of the board of advisors of the
children’ s environnental health network.

Thank you for your thoughtful comments.

| think that this part of the process is
an inportant step in terns of providing
background on all of the panelist. At
this point, we need to work our way

t hrough any adm ni strative procedures
and perhaps we’ll start by asking Larry
Dorsey to work us through that process.

Before we do that, Dr. Uell, we were
talking earlier, the staff’s done a | ot
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of work, a lot of work, getting us here
and coordi nating everything. Dr. Uell,
| think that every nenber of this panel
t hanks the staff, and both the Science
Advi sory Staff and the Science Advisory
Board, and we’'re sorry that Dr. Rondberg
can't be with us, the designated federal
official fromthe Science Advisory
Board, but we welconme Ms. Conway. And
M. Dorsey, and Dr. Irene thank you for
all your effort, and Ms. Shirley
Percival. But, before you take all that
to heart, there’s a |lot nore work to go.
So that was just ny way of introduction.

Good norning everybody, 1'd like to

wel cone you to the Joint Science

Advi sory Board and Scientific Advisory
Panel neeting on Data for Testing on
Human Subj ects. This is the second
meeting on this topic. W have
reconvened here with this panel fromthe
Decenber 1998 neeting and unfortunately,
Dr. Kaplan and the original panel could
not be here today. He had a conflict in
schedule. And Dr. Payton unfortunately
had an energency had to | eave. O her
than that, we have the original panel

menbers here. | am a co-designated
federal official, and |I'm | ooking
forward to today’'s neeting. |'msure

there will be very lively discussions.
As a designated federal official, ny
role is to serve as a liaison between

t he panel and the agency. To be
responsi bl e for ensuring provisions of

t he Federal Advisory Conmttee Act and
to ensure that those provision are net.
To conduct an open neeting under FACTA,
whi ch neans that all materials are
available to the public, all discussions
are open, and everyone is allowed to
participate. And finally, to ensure
that participants on the panel are aware
of the Federal conflict of interest

| aws, and each participant has filed a
st andard governnent ethics form and
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that form has been reviewed and is on
file to ensure conpliance with the

et hics regul ati on.

All materials are in the public docket,
any questions posed by the panel and by
t he Agency and ot her docunents rel ated
to this neeting, are available in the
docket. Overheads will be available in a
few days, and background docunents are
al so avail able on the EPA website. Now
t he docket phone nunber is area code
703-305-5805. The address is 1921
Jefferson Davis H ghway, Crystal Station
2, Room 119, Alexandria, VA The
websites are on the agenda, and | w |
actually read themin a nonent. Al
materials for this neeting, are
currently in the docket, and nost are on
the website as well as the material from
the first SAP/ SAB neeting on this topic.
The two websites are on the top of the
agenda, that you should all have. And
finally, when the report is finalized it
w Il also be available and posted on the
website. Thank you.

Larry or Cathleen, any additional
coment s?

| don’t have any, Larry?

Just one point of fact. W wll have a
transcription of the neeting. Since |
don’t know when it will be available, I
won’'t venture a guess, but there will be
in fact a transcript of the proceedi ngs
of today’ s panel discussion.

| think at this point, we probably
shoul d nove ahead with the

background materials, presentations

to be nade, by the Agency. Dr.

Steve Gal son who is the director of

the O fice of Science Coordination

and Policy is here to provide us

with sonme introductory and

background materials. | m ght
enphasi ze that Dr. Gal son has

really played a very inportant role
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in trying to help us nove the
process forward. Both Dr. Kendal
and |, truly appreciate his

i nvol venent to this point.

DR GALSON: Excuse, Dr. MConnell a point of

clarification.

DR. MCCONNELL: Yes, a point of clarification. Back to

DR UTELL:

this other thing, I'"msorry, Steve. |
have a question regardi ng procedures.
This is a joint neeting between the SAB

and SAP who have different procedures in

the sense that with the SAP, everything
has to be said at the table or it cannot
get in the report. SAB is not that way.
SAB, you can do things for background
and so forth to get into the report.

Two questions: One, which are we
operating under today? And nunber 2, al
t hose comments and so forth that were
made at the previous neeting, we don’'t
have to go back over those again do we?

Dr. McConnell, | think raises a very
i nportant issue and actually | plan to
touch on it a bit later, but we do have
a joint neeting of the SAB and the SAP,
and there are sone differences in
procedures, and in fact, sonme of those
cultural differences, | think, lead to
why we needed to get together for a
second time. In general, we're going to
try to neld the activities of the two
commttees. | believe we’'ve nmade an
agreenent, as | said this neeting wll
have a transcript so that will be the
procedural operation.

The process of putting the materials as

we’ re going through the devel opnent of

t he docunent up on a website so everyone

can share in everyone else’s comments,

we’'ve made a conmtnent to do that as

well. Wiichis alittle different than

the SAB standard operating procedure,

but much nore in keeping with SAP. W

woul d |i ke the docunent to reflect the

del i berations of the commttee coments

BaskervilleTranscription, Vienna, VA

Telephone: (703) 821-2814
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1 at the neeting. W should not have nuch

2 in that docunent that was not discussed

3 at the open neeting. To say if there was

4 a brilliant insight that cane al ong

5 | ater and was added as a footnote, it’'s

6 possi bl e, but our goal, Gene, is really

7 to try and capture in the report, the

8 di scussion and the opinions of commttee

9 menbers, as sighted today in the

10 di scussion. Now, obviously, sone of the

11 wite-ups take place follow ng the

12 nmeeting, and we need to count on

13 commttee nenbers to try and incorporate

14 what was said here, and that often can
h 15 be sensitive in ternms of what was said
z 16 and what gets witten, but we need to

17 try and keep to the material that was
m 18 di scussed and presented today. Sorry to

19 be so I ong-wi nded, but it’s not always
E 20 straight forward, because sone of these

21 things do get witten up after the panel
:’ 22 nmeets.
O

24 DR. MCCONNELL: | know what | was worried about is, for
o 25 instance, the Common Rule, the Helsinki,
a 26 of course, which we went through sone

27 detail at |ast neet, we don’t have to go
W 28 t hrough those again

29
> 30 DR. UTELL: No. No. The materials that have been

31 presented at the previous neeting are
-l 32 clearly part of the record and Dr. Ellis
: 33 wal ked us through that. W’ ve not asked

34 himto repeat that he’'s here for
U 35 i nformational purposes, but clearly not
u 36 for presentation.

37
q 38 DR. MCCONNELL: Thank you very much.

39
ﬁ 40 DR KENDALL: | like to turn it over to M. Dorsey to

41 add any comments to your questions, Dr.
n- 42 McConnell. We were going to address
m 43 t hese questions subsequent to the EPA

44 presentation. Just for the audi ence and
m 45 for the coomttee’ s update, as we have

46 di scussed in previous phone conferences
: 47 and ot her communi cations, we would ask

438 EPA to revisit and refocus and

BaskervilleTranscription, Vienna, VA
Telephone: (703) 821-2814
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conpletely crystallize the charge today,
so that we can refresh oursel ves.
Secondly, we would then review, which
Dr. Utell has al ready done a good job
of, the essence of our operating
paraneters and then we will nove
forward. So, M. Dorsey any comments to
add to this or Dr. MConnell’s

guesti ons.

Thank you. And | think Gene has a
really inportant point. | think what we
have done in one of the operating nenos
we put together, probably better define
t he process of working together with the
SAB. One point | think is very
inportant, if there are significant
coments concerning the issues to be

di scussed today, and you feel very

i nportant that these coments shoul d be
included in the report, at |east raise
the issues to the other panel nenbers.
We can, you know, attach an appendix to
the report, we can add a statenent after
the fact. But really, if you have an

i nportant comment, we asked that that
surface at this neeting, and all ow ot her
panel nmenbers to discuss it. | think
we’ve all agreed, and Samand |, really
encourage you all to do that, because |
think it wll give us a better report.
And we'd like to nove this report al ong.
Qur purpose today is to refine sone of
the coments and all ow you the chance to
di scuss sone issues that we could not
resolve in drafting the report. But
really, our goal today is to try to
resol ve sone of those issues, agree
where we can agree, and agree to

di sagree, and to get the report drafted
and cl ose out the operation of this
commttee. But Gene, thank you for that
conment .

| think we’'re going to give Dr. Gal son
one nore chance. And we’'ll proceed.

12
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Thanks a lot. On behalf of the
managenent of the Environnent al
Protection Agency, | want to thank al

of you for being here, this is really a
fabul ous panel and we’'re very

appreci ative of your tine, of your
commtnment to public service, and your
expertise. A nunber of people have
asked me where this is an unprecedented
occasion to reconvene a panel after they
were unable to agree on a report. And |
want to assure you that the Agency has
convened many federal advisory

comm ttees over the years, on tough
contentious issues, and it frequently
takes many neetings for these groups to
conme to decisions or concl usions.

Per haps, the only thing that m ght be
unusual about this group is that we
didn't anticipate before hand, the
difficulty that the panel would have. In
any case, we thank you for your

comm tment again and particularly to
this issue that crosses the usual

di sci plinary boundaries of the
Scientific Advisory Panel and the SAB.
The advice that you give us will be very
inportant to the future of human testing
of pesticides, and influential in the
evol ution of EPA's human testing
policies in general. It will have

enor nous i npact on the pesticides that
are regul ated and approved for use by

t he EPA.

| want to take just a mnutes to

acknow edge the really hard work of

the EPA staff, in particular, M.
Carley, Dr. Irene, M. Dorsey, M.
Percival, M. MHugh, and Dr.

Lew s, sitting at the back table.

This has been a particularly tough
group to get together to reschedul e

and it’s really inportant that

everybody recogni ze the hard work

that has gone into it. | also want

to especially acknow edge, Dr.

Uell and Dr. Kendall, for your
commtment to bringing this group

13
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together. If it wasn't for that,
we wouldn’t be able to do this, we
woul d have been stuck in |inbo
there. So, with that, | want to
turn things over to Marsha Mil key,
the Director of the Pesticide
Progranms Ofice, who will focus a
little bit on sone of the

subst antive background that’s
bringi ng us here today. Thanks.

Well thank you and let me add ny
greetings to all. And ny thanks to the
panel for your service. W renmain very
pl eased and very grateful that you have
taken on the effort of helping us with
this thorny and chal |l enging i ssue, which
his vitally inportant to us as an Agency
and of particularly vital inportance to
the O fice of Pesticide Program And it
i s because of that sense of urgency that
we have worked so hard to try to make it
possi ble for you work fully and freely,
and in a way that can be hel pful to us.
Thi s second neeting does not have a new
purpose. In fact, our whole point in
convening you is to allow you the
opportunity to conplete your discussions
of the issues which arose as a result of
the original charge which we nmade to you
| ast Decenber. W expect and understand
that you wll pay particular attention
to i ssues which nmay have appeared to

di vide you or at |east on which you have
had sonme difficulty comng to a common
way of thinking about and speaki ng about
them But we trust that you will keep
your focus on the original set of
guestions we posed, and on the practical
i nplications of those questions, for the
particul ar issues of the pesticide
program as we go forward, with our own
t horny and chal | engi ng path of

i npl ementing the Food Quality Protection
Act of 1996.

By way of background, we think it useful
totell you that in many ways relatively
little has changed. Since we convened
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you and told you about the context in
whi ch we were asking you to | ook at

t hese questions. W continue to
receive, in the Ofice of the Pesticide
Program a nunber of unsolicited reports
of human test subject research submtted
in the context of our Pesticide

Regul atory and Licensing Program These
studies in particular, having to do with
system c toxicity studies for the

pur pose of hel ping to establish a NOAEL
and therefore, on our part, a reference
dose as a departure point for

regul ation. W al so have conti nued
since at least July, 1998 to adhere to
the posture that we wll not take any
final regulatory action based upon our
reliance on this kind of human test

subj ect study, unless and until we have
in place a policy which allows us to
assure ourselves that these studi es neet
appropriate high ethical, and scientific
standards. It is also a part of the
context in which we all operate and
inportant for us to all renmenber, that
EPA, |ike many ot her governnent

agenci es, does conduct itself, sone
research involving human test subjects;
subject to the Commpn Rule and in
conpliance with it. And also that there
are many tests on pesticides as on other
substances i nvol ved i n Federal

Regul ati on whi ch do invol ve human

subj ects other than this context of
systemc toxicity for NOAEL studies. So
that we receive and even require,
studies involving human test subjects
on such things as skin sensitization or
phar meki neti cs and ot her ki nds of
studies. And that, whatever policy we
devel op needs to be conprehensi ve enough
to allow us to have a consi stent
responsi bl e ethics and sci ence based
approach to this whol e range of human
testing beyond this narrow and

particul arly chall enging universe on

whi ch you are focusing.

15
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There have been sone devel opnent s--we’ ve
been busy. W have not been brought to
a halt by this or any other issue. W
have continued to nmake a | arge nunber of
all sorts of regulatory decisions in the
pestici des programincluding the

i censing of new conpounds and the
reassessnent of existing tol erances and
the re-registration decision making
regardi ng ol der chemcals. For at |east
sone of these chem cals, we do-have had
in our files other kinds of human
testing materials relating to NCEL type
testing and during that period none of
our final regulatory actions have relied
on any of those studies. However, it
has been a pretty rare situation where
we had such studies in our files and we
have been active in making final

regul atory decisions. But there have
been a few such instances. At the tinme
that we introduced our problens in this
area to you we gave you a little context
relating to the Food Quality Protection
Act. | think it’s inportant for us to
clarify that there is no provision of
the Food Quality Protection Act, itself,
t hat speaks directly to the question of
how pesticides are to be tested for
their toxicity or how the Agency or any
regi strant or |icensee should handle the
testing of pesticides in human test
subjects. It is not directly addressed
by the Food Quality Protection Act.

What the Food Quality Protection Act did
do, was change sone of the regulatory

| andscape relating to pesticides as it
related to the relative safety standard,
reasonabl e certainty of no harm that is
to say, without necessarily reference
to, for exanple, a balancing benefits,

it was a health-based standard, as well
as certain specific provisions relating
to, anong ot her things, additional
safety margins to protect against the
possi bl e extra sensitivity or unusual
exposure of children. And so that, in
addition to whatever safety margins the
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regul atory agencies mght or narrowy

i nclude, we were asked to include a ten-
fold safety margin to protect infants
and children unless we could, based on
reliable data, determne that it was not
necessary. So that, in at |east sone

i nstances, the retention of the ful
additional 10-fold safety nmet margin to
protect children is necessary under the
new statute or at |east sone additional
safety margin beyond the standard safety
margin. This of course, the conbination
of the new heal t h-based standard, and
the additional safety margin for
children, could and does create a
dynam c in which sone conpounds nust be
regul ated nore rigorously than they

m ght have been done prior to the Food
Quality Protection Act. And there is
sone evidence that that context has
created an environnent in which
pestici de conpani es and ot hers may seek
out ways to reduce the uncertainty
and/or therefore the safety margins

t hrough ot her means, such as the testing
of pesticides in human subjects. So
that’s the relationship. [It’s an
indirect definitely unintentional, and |
suppose debat abl e connecti on between the
Food Quality Protection Act and the
testing of pesticides in human subjects.
But it is the case that if we have
available to us scientifically sound and
sufficiently rigorous data in human test
subj ects that we can accept, on ethica
grounds as well, there is the potenti al
for reducing the otherw se applicable
safety margin that is the safety margin,
that we woul d otherw se apply to assure
that the extrapolation from ani mal data
to human effects, is sufficiently
protective. And that, therefore, can
lead to a dynamic in which as a result
of the availability of test data on
humans, it is possible froma regulatory
framework to all ow what may be as much
as 10 tines as nmuch exposure under the
sane safety standards. | say may be as
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much as 10 times because the | owest dose
rate in the animal study is not al ways
the sane as that in the human studi es.
That is, the |owest safe dose rate. So,
it’s not an automatic 10-fold, it
depends of course on the results in the
two types of studies.

In the context of this we have sone
speci al concerns and special needs. W
need good science, we need a way of
determ ning what is sound science in
this arena. W need good ethics and we
need consistent ethics. W need the
ethics that we can apply to ourselves
and to the rel evant renai nder of the
folks with whomwe interact. So we need
measures like that in the conmmon role
which we are consistently applying to
oursel ves; available to apply in these
| arger contexts. W need to be open,
transparent, through a participatory
process, have a policy that everybody
under st ands, can predict, and can order
t heir behavior around. So we need a
process for policy devel opment which is
i nfornmed by, anong other things, the

ki nd of issues that you are hel ping us,
and we | ook forward to your advice
regarding. W al so need an approach
whi ch has enough dynam smto reflect the
realities that have to do with the
changes in both science and et hi cal
standards over tinme. W expect to work
very hard in sound policy devel opnent.
We are hopeful to have the benefit of
your advice, and we | ook forward to it
at the earliest possible tinme, but we
have a very clear need to proceed with
policy devel opnment. W expect your
advice to be a matter of public record.
We expect our policy devel opnent to be
an open and participatory process which
includes all the other federal agencies
wi th special reference and deference to
t he Departnent of Health and Human
Servi ces, which has the | eadership

wi thin the Federal governnment for this
subject matter, as well as all the
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rel evant players within our own agency
and we expect an open and public
partici patory process before we reach
the end of the day on policy

devel opnent .

Now we have submitted to you a sunmary
of these kinds of systemic toxicity
studi es that we have received since the
passage of the Food Quality Protection
Act and you will note that we have
received six of these studies in the
peri od between your neeting in Decenber
and the present. And we expect to
continue to receive sonething |ike that
ki nd of pace of these unsolicited, but
submtted studies, and the l[ast six on
your list are the six that we received
in that period.

| would |ike to conclude with just
pointing out a little bit about the
scope of what we are seeing just in this
relatively short period, |ess than one
full year, not nmuch less, but alittle
| ess than one full year. Not all these
studies are oral admnistration, there
are dermal and interrelation studies

i ncluded. So, the universe is sort of
broader than a single root of exposure
testing. Not all of this group of six
i nvol ve cholinesterase inhibitors so
obviously we’re not limting ourselves
to a single kind of nmeasure although the
majority, the overwhelmng majority of
t hese kinds of tests that we have

recei ved are cholinesterase inhibitors.
Not all of these studies are

neur ot oxi cants, although | think all but
one are. So that’s not necessarily a
[imtation that allows us to know what
we're going to be dealing with. And
they’'re also not all insecticides,

al t hough again | think all but one are.
So the universe on which we may conti nue
to receive these kinds of studies in
this current environnment is pretty
broad, and we hope that your advice can
help us deal with that reality, along
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with the others we’ve tried to help you
under st and.

| don’t plan any further remarks, but |
want to add ny thanks to John Carl ey who
has done really yeoman’s work within the
O fice of Pesticides Programto assure
that we are able to provide for you, al
the informati on we have that nay be

hel pful to your deliberations to offer
on behalf of our office and for that
matter, the rest of the Agency, to try
to find you informati on that may be
worthwhil e or useful to you in your
deliberations. It was our effort to
provi de that through this subm ssion and
t hese remarks, and unl ess you have
guestions, | ameagerly awaiting an
opportunity to hear what you fol ks have
on your m nd.

Any questions fromthe panel for the
comments from Ms. Mil key or any further
clarification conments regardi ng the EPA
char ge?

Yes, | do.
Dr. Needl eman.

Ms. Mul key, when the EPA receives one of
t hese newer hunman studi es, do you have
formal criteria to evaluate their
scientific status?

We have not never published any
gui del i nes about how to conduct these
studies. W do not have systematic
publ i shed or open criteria. W have in
t he past, evaluated these studies on an
i ndi vi dual case-by-case basis. Looking
at all the information provided in
connection wth the study, together with
all the remaining information we may
have about the conmpound, including al
the other studies. So part of the
difficulty and challenge for us in this
area, is that, unlike nost of the other
i nformati on we receive, not everything,
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but npst of the other information we
receive, we have not set forth the

gui delines, the rules of the game, if
you will, regarding this kind of study.

Dr. MConnel |

Yes, Ms. Mil key, regarding field

studi es, where you take worker

exposures, can you tell this panel, |
think it would useful for nmany of the
peopl e on this panel, what’s involved in
t hose ki nds of studies, and what kind of
i nformati on you get out of them and
what you do with that infornmation?

Let nme see if we have sonebody here who
can do a nore thorough job then I m ght.

My nanme is TimLeighton, and | work for
OPP's Health Effects Division. | review
exposure studies and generally when we
see biononitoring studies, we wll see
passi ve dysemmtry also and we w || use
both of the data sets. But basically to
do these studies, the registrant wll go
out, do a study based on the | abel
criteria, and fromthere we’'ll collect
basically urine sanples and we’ll get an
absor bed dose and that data is conpared
agai nst, basically, what we do is aninal
studies or in the past using the human
tox studies and we’' Il use that for a
conparison to get a ratio and do our
mar gi n of exposure cal cul ati ons.

So they're for exposure primarily,
they’ re not toxicology studies?

Definitely.

Thank you. Chris

If | could have a quick follow up
question. If | understand this
correctly, the exposure studies you ve

just described would only differ froma
clinical study in the sense that you
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woul d know t he exposure exactly, the
external exposure in the clinical study
as conpared to the observational study
where you woul d have to infer what that
exact exposure was?

For the exposures that are done on these
gui del i ne studies that we have they are
based on what is allowable with the

| abel and they’ re usually done
certainly, not done nore than the
maxi mum rates so we know what the

i ndividuals are exposed to. | don’t
know i f that answers your question or
not .

But you' re not |ooking for netabolites
or phthal ates or absorption percentages,
di stribution.

No, what we’'re actually looking for is
t he absorbed dose of the parent
chemcals, is what we’'re trying to get
back to.

But, you don’t know what percent each of
t hat woul d be, because you don’'t know
what the dose was, is that correct or
not? | nean, you don’t know what exactly
how nmuch the person was exposed to, but
you know how rmuch was absorbed in the
body?

The way we have the potential exposure,
the actual residues . . . (end of side
A)

Did you have any foll ow up questions?

Yes, a follow up question for M.

Mul key. The review of the reports
submtted since the | ast neeting gives
us sone information about the studies,
their intended purpose and their subject
matter, but no information about sanple
size. Can you tell us anything about

t hat ?
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John can provide sone of that.
|’d like to have sone idea of the range.

These studies, concentrating on the six
that have conme in since |ast year, which
were not included in the information we
gave you | ast year about size. And
those are the six beginning with

met honyl at the bottom of the first page
of the table. These are, with the
exception of the |last one, the dernal
study, these studies all follow a pretty
consi stent protocol. There are going to
be five or six dose |evels designed in
front and at each dose level there are
going to be fromsay 6 to 10 subjects,
sone given the conpound, sone given

pl acebo, and it’s a rising dose protocol
designed to be term nated when they
produce a statistically significant
decrease in cholinesterase.

Thank you.

Dr. Kahn.

KAHN: In relation to the sane.

| just wanted to informthe conmttee,
we are noving, | want you to go on and
take that question, but we are noving to
a presentation by doctors Fiedler and
Gorovitz that will nore deeply resol ve,

| think, the questions related to EPA
charge, ok. But go ahead, Dr. Kahn

A quick question of fact. O the chart
that we are referring to, where were

t hese studies perfornmed? Do you know

t hat ?

The corpyrapotts? study was perfornmed in
Nebraska by MDS Harris, the second one
on the back page. Al of the remaining
studies were perforned in the UK In
all five cases the clinical stage was at
| nverest Cinical Research in Ettenboro.
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The | ast one, the analytical phase was
done at ICl Central Labs also in the
U. K

O k., thank you for the questions.
Let’s nove forward with the agenda, |
will note for everyone, that as we
stated at the top of the agenda, tine
all ocations may be revised. In other
words, as we nove through this process,
Dr. Uell and I will be nanagi ng the
agenda that will help us achi eve our
goal of bringing this to a concl usion
today. In the neantine, in the process
of our subcommttee and committee
operations, we’ ve had several conference
cal | s anong ot her conmmuni cati ons and
we’'ve identified a subconm ttee nmade up
of Doctors Fiedler and Gorovitz to

di scuss or evaluate the EPA needs and

t he context of our subcommttee’s
report. W' ve allocated tinme on the
agenda to update the commttee as to
their progress. Dr. Fielder and Dr.
Gorovitz the floor is yours.

Thank you As Dr. Kendal|l nentioned, we
had a couple of conference calls and I
know t hat everyone here on the commttee
was invited to attend those calls and
not everyone was able to, but out of
those calls arose sone of the issues
that 1’ mgoing to highlight now fromthe
background paper that was kindly

provi ded by EPA. Just to say, by way of
my own background that one of the
concerns that canme up in the conference
calls, was that our commttee did not
have enough background information from
EPA regarding the context for this
commttee, and short of just the Food
Quality Protection Act that canme up but
al so other issues that EPA was concerned
with. So we requested a nore thorough
and conpl ete background paper which has
been provided to all of you. |’m not
going to go through the specific history
that is in this paper because | think it
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was certainly very hel pful to me and
probably all the commttee nenbers,
other to say and to reiterate that the
paper indicates that EPA has never
defined guidelines or protesting
pesticide effects or establishing an
NCAEL in human subjects, and that is
part of our charge to begin to devel op
both scientific and ethical guidelines.
VWhat | want to highlight, and | nust
admt that | think that sonme of what |
amgoing to highlight is ny own persona
take on this, not nmy opinion. But nore
my concerns as the report has devel oped
and as | read this background paper of
what | think we need to focus on, and
certainly what in our conference call we

felt that still needed to be dealt with
t oday.
First of all, I think that EPA is asking

for guidance fromus in a nore
operational sense and nore specific
ternms than probably what we will cone to
or what we cane to in our |last report.
And, as | read the background paper
there are two areas: One area of
research that has gone on and conti nues
to be published are the incidence

foll owup and epi dem ol ogi ¢ studies, and
both scientific and ethical guidance for
t hose ki nds of studies and what are
consi dered acceptabl e or not acceptable.
The second, and probably much nore
contentious are those that are

consi dered controll ed human exposure
studies that go fromoral to dernal
dosi ng studi es and phar macodynam cabl e
met abolismstudies. That is the area
that is probably going to take nost of
our time, | would think. But that we
need to consider, first of all, the
scientific guidelines and what we think
are areas that where we may be able to
outline what is conpletely unacceptabl e
and then what are acceptabl e kinds of
procedures in these studies, if at all.
And, that we need to nake the

di stinction between what woul d be
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acceptabl e for an epi dem ol ogi cal study
or an incident followup and what would
acceptable for a controlled human
exposure study. | will just go through
sonme of the things that | think EPA is
asking and they need to devel op a policy
on from first of all the purpose, and

t hese were outlined in our phone
conversations. Wat is the purpose or
intent of the study? That was sonething
t hat was di scussed at | ength because it
was the commttee's concern |ast tine
that if the purpose was entirely for
financial reasons, then that nay not be
acceptable, but I think then that the
commttee needs to address what woul d be
acceptabl e as a purpose for a controlled
human exposure study, as conpared to an
epi dem ol ogi ¢ study. The second area
then, would be to operationalize the
dose not that we can give a specific
dose, but how does one arrive at the
procedure for deciding whether a dose
adm ni stered i s acceptabl e and et hi cal,
and what are the scientific standards
for that. |Is it the |l owest possible
dose, is it the dose that’'s based on

ani mal studi es, and how many ani nal

studi es, and what kind of animal studies
need to precede the human exposure
study. How many subjects is sonething
that we did address, but maybe not quite
specifically enough with regard to, is
there adequate power in the study? One
of the concerns that has brought up in
the past, is that many of the studies
that we see, involve less than 10
subjects. Al healthy male vol unteers.
The comm ttee expressed a | ot of concern
about using sensitive popul ations or
subgroups and that that would be
problem and yet, we al so have to

bal ance that agai nst the generalized
ability of studies. |If they are only
done with healthy male volunteers, then
that may not be of any use
scientifically and therefore not be an
ethical study. And to the extent
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possible, | think it’s inmportant for us
to | ook at the science and then al so

| ook at the ethics, they are

intertw ned, but we need to address both
issues. And then, also to outline the
range of effects and how those effects
are neasured to consider, is sinply

bl ood chol i nesterase an adequat e neasure
of an adverse effect or do we want to
consider, it has been suggested and

di scussed many tinmes before by EPA and
sone of the background docunents we
received, or do we need to consider nore
speci fi c nmeasures of neuro-behavioral,
neur ol ogi cal effects, are synptons
adequate, what are the nost sensitive,
measures from |l east to nost sensitive
and what woul d be adequate from a
scientific standpoint and then from an
et hical standpoint? And so these, |
think, are the nore specific issues that
need to be addressed. Do we have an
adequat e understanding of the risks in
any protocol and what m ght be
acceptabl e risk and what is unacceptable
risk? And to begin to address these
issues in this commttee and cone up
with, if not an answer, which |’ m sure
we can’t, but a range fromtotally
unaccept abl e to nore acceptabl e, and
probably or possibly, using sone of the
t hi ngs that have been suggested by Dr.
Wei ss, for exanple, in terns of case
representation may help us conme to sone
of these decisions. But ny reading of

t he background paper suggest that these
are the things we need to operationalize
nmore specifically and to put into the
current draft of the report that exist
now. And | want to turn it over to Dr.
Gorovitz.

This comm ttee has been described, |

thi nk, falsely as hopel essly deadl ocked.
That seens to ne not at all the case.
This commttee hasn’'t quite reached
closure, and what | want to do is take a
nmonment and enphasi ze what | think are
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t he substantial areas of agreenent,
because they informthe approach that we
take to the issues that are as yet

unr esol ved.

The |l ast draft of our report, which is,

when | say last, | nmean nost recent, not
final, is still a work in progress, mde
it clear, | think, that the commttee is

of or very nearly of, a single mnd with
respect to a broader array of inportant
issues. | just want to nention what |
take sonme of those to be, and others may
in the course of our discussion, offer
sone corrections if necessary. But |
think we’re all agreed that:

We want to advocate the highest
standards of respect for human subjects
in any research with human subjects.

And we have a pretty clear idea of what
t hose hi gh standards require.

We believe that to justify the

i ntentional exposure of human subjects
to substances via any neans, that
potentially could harmthemat all,
requires a high threshol d of
justification. That bad science is
unethical. There' s no question about
whet her scientific protocol could be
ethical if it is scientifically
unwor t hy.

Further, | think we're agreed that bad
sci ence occurs, not necessarily mal -

i ntended but certainly science such that
not hi ng useful could be justifiably
concluded fromthe research and
therefore the doing of the research was
unethical. Unethical in part because it
exposes subjects to risks in part,
because it constitutes the waste of
resour ces.

We're agreed also that the justification
of human subjects research cannot be to
facilitate the purposes of industry or
agriculture to say that is not to say
that those purposes are not legitimte
pur poses. Not purposes which thensel ves
are worthy of sonme regard and sone
respect, but that is not the concern of
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this Agency, that is not the concern of
this coomttee. Fromour point of view,
human subj ect research in the domain of
t oxi ¢ substances can be justified only
in pursuit of the public health. And
that for us is a kind of touch-stone of
acceptability.

We all have a special concern with

vul nerabl e popul ations, that is, with
children, with the elderly, with those
in fragile health, and we understand
that protocols which tell us about the
reactions of a small nunber of healthy
adult males, are not justifiable as a
bases for extrapol ation, but the
susceptibility of people in these

vul nerabl e constituencies. Now, they
may yield sonme other information that
could potentially be of use indirectly,
but that special concern for the highly
vul nerable is a very high priority for
us.

W’'re all agreed, | think, that the
evidential potential of unintended
exposures i s inadequately expl ored.

That incidence followup is an
opportunity that should be seized when
it occurs, and the maxi mum anount of
information extracted fromthose

ci rcunst ances provides a way of
advancing the public health w thout

i ntentional exposure to anybody.

And | believe we’'re al so concerned about
a particular risk benefit issue and that
is, that it’'s not enough to know t hat
there are low risk and high potenti al
benefits. It matters al so who bears the
risk and who potentially will yield the
benefits. There has to be not just the
appropriate nunerical relationship or
guantitative relationship between risks
and benefits, but a just and fair and
appropriate distributional relationshinp.
Now, that said, | believe we agree that
wher e human subj ect research can advance
the interest of public health, and can
sati sfy high standards of ethical
propriety, it should be allowed. Were
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we are unresolved at this point, has to
do with the operational clarity with

whi ch that threshold has been descri bed.
And so, our focus has to be on the
guestion, can there be human subject
research that can advance the public
health and stay within the constraints
of the highest ethical standards, and if
so, what’'s the threshold that the
argunent ed favor of such research nust
reach in order to be justifiable. That
is, as | see it, our challenge and it’s
one that | think we can neet.

Excel lent. Just excellent. Any
guestions fromthe Commttee on that,

Dr. Fiedler and Dr. Gorovitz were just
really a pleasure to work with in the
context of our communication, at |east
via conference call, which I thought was
very effective. But we put themon a

m ssion, and | think they did a lot to
crystallize. W agreed on considerable
anount actually, and the commttee is
not deadl ocked a bit. W just need a
little nore tinme to, work together, |
think to bring to closure sone of these
issues. And | think you hit the nail on
the head. Commttee, further
clarification? Because the issues a
process, sonme of the questions that have
evol ved, the issues of process, we have
to enlarge, to be dealt with. W'’re
going to have a transcript of the
meeting. We are sharing the information
openly as needed. W are going to be
followng up with additional discussion,
if necessary via, particularly draft
iterations of the report. Larry

The | ssues of Process as we’'ve nel ded
the SAP/ SAB issues, Dr. Uell and that
was mai nly conmuni cation just working
together having a little time to do
that. But these points, that Dr.
Fiedler and Dr. Gorovitz have naede, are
really what set the stage, the inportant
stage for this neeting today. | want us

30




-
<
L
=
-
O
o
(@
L
>
—
- -
o
o
<
<
o
L
2
=

OCO~NOOUITA,WNE

Joint SAB and SAP Open Meeting November 30, 1999
Data from Testing on Human Subjects Subcommittee

DR MESLI N:
DR. DORSEY:
DR MESLI N:
DR, KENDALL:
DR GOROVI TZ:

BaskervilleTranscription, Vienna, VA
Telephone: (703) 821-2814

to either agree or disagree on that so
we can nove on. Any di sagreenent?
Dr. Meslin

When you started your choice of
agreenent or disagreenent, | didn't get
my hand up qui ck enough. It was for
agreenent, not disagreenent.

|’mtrying to make sure we’ve got this
cl ear.

| regret | wasn’t on the call, and I
appl aud and congratul ate ny col | eagues
for putting together such a hel pful
summary. | wondered whether in your

di scussi ons you added to your Ilist of
concerns about risk benefit, questions
about the persistence of the benefit
over-tinme or in contrast. The
reversibility of the potential harm As
you quite rightly pointed out Sam it’s
not sinply a low risk versus high
benefit, but what’s the Iikelihood that
the risks get manifest as a harm would
| ast for a period tinme and coul d be
reversed relatively quickly? D d that
cone up in your conversation? | suspect
that there m ght be another area of
agreenent, that the irreversible risks
and the persistent benefits are the

ki nds of things that we should focus on
as well?

Dr. Gorovitz.

Sure, that is, one doesn’'t understand
what the risks are unl ess one

under stands both their severity and
their tenporal characteristics and their
reversibility. W’ ve also been
concerned about |atent risks. That is,
harnms that may energe quite sonetine in
the future, and that, therefore by

hypot hesis, will be invisible in the
short-term
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And that’'s part of the agenda for the
next part.

Any further? Dr. Ellis, | was hoping you
woul d step in at this point and tell us
if we're ethically sound here.

That’s too profound a judgenent. First,
let me add ny thanks to Dr. Fiedler and

Dr. Gorovitz for distilling their
t houghts. And | have a question for Dr.
Gorovitz. | heard Dr. Fiedler

di stingui sh between two cl asses of
studi es invol ving humans. On the one
hand, data may be derived from

i nci dence, follow up epidem ol ogic
studi es, on the other hand, there's a
cl ass of studies--controlled human
exposure, controlled dosing. Does that
di chotony play into your schenme Sanf?
The way | heard your schene, it
transcends that those two cl asses.

Vell, | think the answer is yes and no.
That is, | think that’s a distinction

t hat has sonme significance. The genera
val ues, which | described as affirmng
apply to both categories but in non-
identical ways. That is, if one
undertakes to cause exposure

del i berately, then that nust itself be
justified and that piece of the story is
mssing in the followup to an
uni nt ended exposure. So, sure, | see

t hese as di stingui shabl e and
substantively different categories, but
even when one is follow ng up an
uni nt ended exposure, that can be done in
ways that are ethical or unethical. And
even there then, we need to maintain
hi gh ethical standards in the way in

whi ch the subjects are treated by the
effort.

Any further points of clarification? |If
not we'll nove to the public. Dr. Kahn.
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If I may. |’min the sane position as
the last tine.

| want to affirmthat you re welcone to
make a good coment here.

Even if you said no, | don’'t think it
woul d matter. Let me just ask how an
issue fits into what we just heard from
doctors Fiedler and Gorovitz. And that
is a question, | think that came up from
our EPA staff about the FQPA sort of
bei ng used as sword upon itself. And
that is, potentially creating an
incentive for testing to subvert the 10-
fold safety factor. And whether that’s
an issue that’'s on the table, one, an
issue for us to consider. |Is that a
policy judgenent that we're here to try
to address? And secondly, if so, where
does it fit wthin the schene of it

you’ ve just played out for us? That’s
two-part question 1. And the second
guestion is sort of an attention to the
risks that, | didn’'t hear anybody talk
about, and that is whether there is a
risk to the environnent that we have to
al so be attentive to? By allow ng

hi gher | evels of pesticide into the

envi ronnent, whether that’s a risk that
ought to be put into our risk benefit
calculations, as well. Is that clear?

Yes, Dr. Gorovitz/Dr. Fiedler would you
like to respond? Then the conmttee.

If there’s a tine that we spend a few

m nutes conversing as the conmttee,
it’s right now So, | think we really
need to get, if necessary, we're going
to public coment, but if we can get the
groundwork laid right now, follow ng up
the very thoughtful presentation of Dr.
Gorovitz and Dr. Fiedler, | think we
W Il accelerate our ability to have a
very positive outconme today. So, |1'd
like to ask if Dr. Gorovitz and Dr.
Fiedler would like to try to address Dr.
Kahn's very thoughtful comrent.
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Human Subjects Subcommittee

k. Soneone nmay disagree with ne, but
in ternms of the FQPA unintentionally
subverting the 10-fold protection
factor, it’s not ny understandi ng that
we are in the position to question that
or to address that other than through
the science and ethics. Because it’'s
possi bl e that in doing a study, you may
actually increase the protection factor.
So, and | don’t want to pick on you, but
| don’t think the word subvert, is
exactly.... | understand why you
said....

To provoke the discussion.

Right. So, | don't think that’'s our
charge as nuch as it is to address the
specifics of the studies that will then
determ ne what the protection factor
shoul d be based on data. Wth regard to
your second part and the environnental
issues, | think that’s a very intriguing
guestion. It’s not ny understandi ng
that this conmttee is convened to dea
with that but rather to deal with risks
to human subjects fromthe two different
types of studies. Cause | think that’s
a whol e other dinension to this that
could then reverse what we’'re discussing
if you' re concerned about the

envi ronnent and what m ght conme out of
this.

| think that’'s a good point, Dr. Fiedler
and | really think Dr. Kahn, in terns of
t he environnmental question, although
there are many of us here at the table
that are deeply concerned, | think our
charge is really to | ook at the human
testing issue and the science and the
ethics surrounding that issue. | think
very well put by Dr. Gorovitz to advance
the public health and stay within the
boundari es of ethics, and based on good
science to get the appropriate

i nformati on.
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It’s a question of how broadly to
construe public health in this context.
You asked sort of for a discussion about
the paraneters, | think, of what we’'re
here to do, and so | think it’s hel pful
for us to have that discussion now and
whet her we want to go that far or where
to draw the line, | guess is the
question. And where risks and benefits
ought to be understood as sort of stop
bei ng part of our concern.

That’s a good point. | think Dr. Meslin
had his hand up first.

Just very quickly to followup Jeff’s
poi nt. In distinguishing between the

i nt ended exposure to individuals which
woul d apparently fall w thin our charge,
| haven't yet heard how one

di stingui shes between the individuals

| ocat ed geographically near a rel ease of
a pesticide in the environnment and those
several states away, who many nonths or
years | ater, as was described in terns
of latent harm would al so be the

uni ntended or incidentally exposed
subjects. | realize that there’'s a

di stinction here between what
constitutes a human subject and what
constitutes an individual who as a part
of the public, wll be the unintended
reci pient of that experinment. And maybe
it’s worth drawing the |ine and agreeing
that it’'s sonething we can’t cross over
for the point, but I haven't yet heard a
response to Jeff’s question about where
t he human subject definition begins and
ends, particularly with respect to the
uni nt ended exposure issue.

Dr. Reigart were you going to address
this point or should we follow it up
with Dr. Gorovitz? Pardon?

G to him

35




-
<
L
=
-
O
o
(@
L
>
—
- -
o
o
<
<
o
L
2
=

OCO~NOOUITA,WNE

Joint SAB and SAP Open Meeting November 30, 1999
Data from Testing on Human Subjects Subcommittee

DR, KENDALL:

DR GOROVI TZ:

DR, KENDALL:

DR GOROVI TZ:

BaskervilleTranscription, Vienna, VA
Telephone: (703) 821-2814

Dr. Gorovitz are you ready to help us
better define that |ine?

|’ mnot sure we need to define the |ine,
characterized that way. That is, Eric
Mesl in has distingui shed between
subjects, that is, those who are
enrolled in a protocol and, the victins
of an uni ntended exposure. And | see no
reason why a followup study has to be
geographically proximate to the rel ease.
That is there could be an incident in
California, and it could make perfectly
good sense to see if there is any

evi dence of an inpact in Kansas. This
is the kind of thing that has happened
follow ng | arge scale events, |ike

Cher nobyl and Bhopal and it’s a little
harder to get a grip on large scale
tenporal distances, but, in ny
conceptualization of follow ng up on
uni nt ended i nci dence, no part of that
was i medi ate proximty. Now, there's
al ways the question, who will undertake
such a study, with what notivation, and
what funding, and what intellectual
resources. But, fromour point of view,
| don’t think that there is a line to be
drawn that says, we stop at the border
of a county, or a state, or a particular
farmer’s field.

The point is, through with terns of the
charge of the conmttee, and considering
these issues, is the direct

adm ni strati on know ngly? | think
that’s where sonme of the concerns have
arisen and | think there is sonmewhat of
a line, between the direct
admnistration to a subject versus the
exposure and the normal working
conditions of the use of the product.

Point of clarification. There's clearly
a line between the subject of an

i ntentional exposure and the victim of
an uni nt ended exposure.
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Exactly, exactly. Well put.

Were there is not a bright lineis

bet ween t he geographically proximte
victimand a nore renote victim either
geographically or tenporally.

Can the commttee live with that? K
Dr. Reigart, thanks for your patience.

| actually would Iike to ask of Ms.

Mul key and M. Carley a factual
guestions, based on the subm ssions and
the context of what Dr. Gorovitz stated
which is, he nade a distinction between
protection of human heal th by
experinmentation versus other goals. And
the question | have is Ms. Mil key sai d,
that if sone of these NOAEL studies in
humans were accepted as evi dence of the
human NOAEL, you could get rid of an

i nterspecies uncertainty factor of 10.

| s that what you sai d?

That nakes it possible.

The question | have is, of the studies
t hat have been submtted, were the
humans approxi mately the sane NOAEL as
your ani mal NOAELs?

| think the right answer to that is
there is a fair anount of variability.
But they're rarely, the humans are
rarely ten tines nore sensitive than the
animals. The direction tends to be,

that if you use human NOAEL and renove,
and do not have an additional safety
factor that you have, you're going into
the direction of having a higher

ref erence dose.

K. So the tendency of the studies
you’ ve received, would be to raise the
reference dose, which would presunmably
| oner the degree of human protection.
ls that...?
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Dr. MConnel |

....That’s msleading. The reason
peopl e are saying no, is that they' re
reacting to the tail end of what you
said. The tendency is to raise the
reference dose. Wether that |owers the
degree of human protection is what
peopl e are reacting to. |[If you have a
standard of reasonable certainty of no
harm and you have net that standard,
peopl e woul d say that the degrees of
human protection greater than the
standard are not appropriately to be
descri bed as reduced degrees. | think
that’s why people in the audience are
sayi ng no.

K 1"l insert a “mght” down in there.
It m ght under sone circunstances.

It generally would lead to a regul atory
choice to tolerate nore exposure.

k. Dr. MConnell. Thank you Ms.
Mul key.

Yes, | was just going to add to that

t hat way back when, when 10X was chosen
i nstead of 100X or 1,000X or 1X, the
reason was, that there was quite a bit
of information already known at that
time, that for nost pesticides or any
ot her chemcal, in fact, that the

di fference between ani nal s and humans
was wWithin a range of about 10X, would
cover 95 percent of the chem cals.
There are exanples, as you know, where
humans are 3,000 tines nore sensitive
than an aninmal, and conversely there’'s
sone where the animal is nuch nore
sensitive then the humans. So that’s
t he background of the 10X. It just a
wor ki ng thing, but it’s based on sone
sci ence.

Dr. Portier.
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Yes, | want to get back to Dr. Kahn's
original point, in terns of trying to
delineate the discussions of this group.
| think the discussion we just had, has
pointed clearly that the inpact of the
human studies will not be on the FQPA
safety factor but the inter-species
safety factor. And | think part of our
di scussion has to resolve around the
issue of, since this is in fact a stated
goal of these studies, is this stated
goal an ethical goal? and is this stated
goal a scientifically defendabl e goal ?
cause, | think that is clearly very
inportant here, and | don’t think we

di scussed that at the last neeting and |
want to make sure we get that issued

di scussed here.

Yes, that’s a good point. | think we
attenpted to address it, but we going
nore delineate at this tine.

Chris, | appreciate your saying that;
because that really does encapsul ate
what | intended to ask, so thank you.

Maybe, |let nme ask Sam One of your

poi nts was that human subject research
could not be justified by the financial
interest of industry. | think that was
close to a quote. D d you nean by that,
the kind of thing that Chris just
articulated? That is, an effort to

i ncrease the Reference Dose as being in
interest of industry or what did you
mean? maybe | should ask it nore

obj ectively, what did you nean by the
statenent that human subject research
could not be justified by the financial
interest of i1ndustry?

| take it that the Agency’s nmandate has
to do with protection. And it’s
protection of a specific kind. It’s
protection of the environnent.
Protection of the health of people in
the environnent. And so, if a piece of
research which is potentially risky for
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subjects is to be justified, there has
to be a legitinmate purpose bei ng pursued
by that research, and that purpose has
to be gaining information that can be
put to use to enhance or secure the
health of the public. Now, that can be
conpatible wwth the interest of industry
or it can be at variance with the
interest of industry and that
distinction, it seens to ne, should be
none of our concern. Qur concern should
be, is this piece of research capabl e of
yielding information the proper use of
whi ch can enhance the protection of the
public health wi thout regard to whether
that thwarts or facilitates the purposes
of industry.

And that goes to the intent of the study
or not?

Well, | think it goes to the way in
which the study is likely to be used and
not just the intent. Now we haven’t

tal ked about this yet, but intent is
very difficult to discern because
intent, is nearly always packaged in

hi ghly pal at abl e | anguage. | nean the
pur poses that are affirnmed in the
undertaki ng of a study, are nearly

al ways noble. It’'s a separate question
what the purpose actually is. And so, |
have a tendency to think very hard about
what the |ikely consequences will be of
the study, w thout investing much
credence in the nom nal intent.

| totally agree, which is why I asked
you that question so | think it’s
inportant for us to focus on that.

W' re not going to be able to understand
the intent. W can’'t read people’s

m nds. And so, | think consequence, and
that goes to risk, is a nmuch nore usefu
construct, both. | think we’'re going to

get there after the public conment.

W' re agreed on that.
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Dr. Wi ss.

|1’d like to ensure the commttee that |
do have a day job. But, I'malso
serving on anot her EPA SAB conm ttee
which we started out calling the
Integrated Chris Project. And it’s
there that concerns |ike yours about
ecol ogical effects and econom c issues
i ke cost benefit ratios and all of

t hese ot her issues, have been taken up
in an attenpt to provide for EPA the
kind of a structure that allows it to
deal with many different facets at once.
| don’t think it’s the purview of this
commttee, to expand so far beyond it’s
original intent as to take up those
issues. | think we’'d be better off
sticking to the problem of vol unteer
studies and their ethical inplications,
ot herwi se, instead of one day, we’'ll be
here for several nonths.

That’s well put. Can the commttee
agree to that?

Yes, | think the point was really to
express sort a of how far do we go and |
think we’ve got there.

XK. Dr. MConnell.

Yes, | thought Dr. Gorovitz's
presentation and Nancy’s was j ust

el egant. Absolutely, cut to the quick,
as we say. | think in doing that Sam in
particular, you cut to the nunber one
concern of the agency. At least if the
bullets are in order of inportance,

whi ch may or may not be, but | think
they are, but the very first bullet,
concern of the agency is we want to rely
on data neeting the highest scientific
and et hical standards. The nost
appropriate and the nost reliable
available and in very inportantly to ne,
able to support the nobst accurate
assessnents of potential risk. And I
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t hi nk, you know, that’'s exactly where
you were heading with that. That, you
know, it’s got to be scientifically
credible, ethically credible, and that
it allows the agency to give the public
the best estimate of the potential risks
out there and that’s what this should be
about. And | concur that it’s probably
cl eaner to stick with human vol unt eer
stuff than to get into many of these

ot her issues which will just conplicate
t he day.

Good point. Dr. Portier.

| need a clarification from M. Ml key
bBefore | state ny question. If a
pestici de conpany for a pesticide that
already is approved decides to do a
human testing study, are they mandated
under |aw or under your rules to divul ge
that information to you regardl ess of

t he outcone of the study?

Yes. In brief yes. There' s a provision
that requires the reporting of al
adverse effects and we have interpreted
that as requiring reporting of all these
ki nds of studies. Regardless of

out cone.

Regar dl ess of adversity?
Yes.

| have no comment cause that dealt with
again, the paraneters of where we would
di scuss this.

k. Further comments? |If not, we’'ll
nove forward. OK Dr. Uell and | have
been tal king up here and relating to the
agenda and proceeding forward. First of
all, we want to inquire with the
commttee, their willingness to remain
at the table through lunch to have a
wor ki ng lunch, the lunch served at the
table. WIIl you do that for us? K
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wll submt a docunent, the choices wll
be limted, but the tines vital. But we
will have literally a working |unch

begi nning at 12: 00 noon. M. Dorsey.

W w il of course need to allowtine for
peopl e who need to check out of the
hotel, so we’'ll incorporate that into
your thirty m nutes.

K. So, we will have a break, but a
short one. So we will have served a
lunch at 12: 00 noon. W will continue

t hrough the process of working through
the lunch. We will give you tine to
check out as appropriate.

Anot her nodificationis, | think the
commttee cane here to do business
today. |'’mproud of this conmttee, and
Dr. Uell and | have been tal king just
about the hard work that’s gone on just
before the neeting. And before we get
to the public comment, we thought it
woul d be nost appropriate to invite our
guest fromthe FDA, Dr. Joseph DeCeorge,
to provide us sone briefing on the
policies and acquisition in use of human
testing data at FDA. So we are going to
invite himto cone forward to nmake his
presentation and then we will take a
very short break and then proceed into

t he public coment, have our working
 unch and continue forward to cl osure.

Thank you for the opportunity to cone
here today and speak a little bit about
an area where we have experience where
normal volunteers are exposed to

chem cal s, although clearly they are

i ntended for pharmaceutical use.

Now, |I'’mgoing to focus on primarily
early pharnmaceutical devel opnent because
that’ s probably nore relevant to this
process and the entirety of
pharmaceutical developnment. In ny
presentation, |I'’mgoing to go through
early drug devel opnent process itself,
who’ s responsi bl e for what, what
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gui dances are available to various
partici pants, what kind of data is
actually necessary to all ow the conduct
of these studies, what the purposes of

t hese studies are; both the anima
studi es and the human studi es, and
actually how we do those sel ections.

The Drug Devel opnent Process is really
divided up into three conponents; The
di scovery phase which is entirely in the
hands of industry is then deciding what
is a chemcal that they would like to
pursue as a therapeutic. There is the
devel opnent phase which is really called
devel opnment which is tal ki ng about

i mredi ately before and including human
testing as part of up to the marketing
phase, and then there is the post-

mar keti ng phase. And within the early
non-clinical devel opnent really the

phar maceuti cal conpanies have to rely on
avai | abl e guidance in terns of what
studies are available. They don’t often
conme speak to the Agency at that point.
During clinical devel opnment the first
phase of that, being the first in human
studies, that's actually where they're
pl anning to do those studies. After
they do those first studies, there are
addi tional ani mal studies that we get,
SO we get a recurring event. That is,
we get ani mal data based on gui dance, if
it’s available, allow ng clinical

trials, assumng it’s adequate, nore

ani mal data guiding the second phase of
clinical trials, nore ani mal data,
guiding the latter phases of clinical
trials, and then there’'s a total package
with [ ots of human exposure plus al

that aninmal data and that’s part of the
mar keting process. And that’s the

eval uation of market. So, | just want
to point out that the data we get early
(new tape) ...is, we have limted

regul atory studies which are said, these
are what you need to do before you can
tal k to us about doi ng human studi es.
And I'Il talk about those in a nonent.
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So again, in the discovery process is a,
who' s responsi ble in discovery is
sponsor an investnent risk. |If they
want to spend their noney testing the
pharmaceutical in animls and eval uating
it, that’s their aspect. W don't
really get involved in that. They are
al so responsi ble for the non-clinical
early devel opnent and this is

i mredi ately before comng to the Agency
wi th a package, let say that would
support the clinical trial. They are
responsi bl e for having basically
identified the toxicities and i nport
based on regul at ory gui dance whi ch we
provi de, and al so they have a
stewardship responsibility for the
product. They are going to be
responsi ble for the safety of those

subj ect s.

In first the human studies, at that

time, it is really FDA that eval uates

t hat dat a-set before they go into humans
and states, and we have to sign a form
each of the various disciplines

eval uating the processes; we think it is
reasonably safe to proceed with the
proposed clinical trial, we’ ve eval uated
the clinical trial plan, we’ ve eval uated
t he toxicology data. W’ ve eval uated

t he underlining chem stry information,
and each discipline has to sign that
formfor it to go forward into humans.
We actually are responsible for making
sure that the conmuni cation of the
sponsor of the Study is communicating to
the investigator, is accurate. 1In the

i nvestigator’s brochure, we | ook at the
ani mal data, we nmake sure that all the
risk are identified in those ani nmal
studies are, in fact, comunicated to
the investigator, so they can be aware
of them Additionally, we try to be
sure that that information is

communi cated to the research subjects.

Al t hough, we are not automatically
charged with eval uating infornmed
consent. That is really the function of
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the IRB. So the IRB even eval uates the
i nformed consent, although we can, if we
identify information that we think was
not in the investigator brochure, that
we think is inportant to human risk, we
can insist or demand that that
information be placed in the inforned
consent. Although we didn’'t have any
eval uate that consent formally. Wat we
ask, we can ask for it and receive it,
but that really is the responsibility of
the IRB, as is the ethical conduct of

t hat study, and we’ve heard a | ot of

di scussi on about that today. Now here
are the various guidances that are
avai l able to support or to provide
information to both industry and the
Agency and investigators, about what
studi es, what information needs to be
provi ded. There’'s the code of Federal
Regul ations, (CFR 21, Part 312) speaks
mai nly to new investigational products,
what you need to conduct, it does it
very generally. There are various

gui dances whi ch then el aborate on this.
The gui dance for industry on the content
and format, investigation, new drug
application, INDs for Phase 1, studies
for drugs including well care drugs,

bi ol ogics basically. This is an

el aboration of the safety kinds of
information that needs to be avail abl e
to the Agency before human studies are
conducted. It really elaborates only a
part of the information carried
out/described in the CFR

There is an international docunent.
This is actually what’s called M3 Non-
Clinical Safety Studies for the Conduct
of Human Cinical Trials From
Pharmaceuticals. This is a docunent
that was agreed to by the European
community, by the Japanese authorities,
and by the FDA as a standard for the
type of information that should be
avai |l abl e before adm nistering any
chem cal to humans either for Phase 1
Phase 2, Phase 3, and what ki nds of
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i nformati on shoul d be avail able for
marketing. | think that’s in your

i nformati on package. There is also

anot her docunent on Single Acute Dose
Toxicity Testing which clarifies sone
issues in relation to first time single
dose studies in humans. |1'mgoing to
tal k about that because | think that

al so would be informative to this group
The CFR basically states that they have
to have a clinical plan. That there has
to be adequate infornmation on the

phar macol ogy provided to the Aency, that
was the basis for the decision to test
the product in humans to begin wth.
They have to have a toxicol ogy sumrary
that relates, that is, in the toxicol ogy
packages related to the duration of
human testing is being proposed and the
type of human testing, and who the
subjects are. They are to describe the
phar macol ogy and di sposition; this way
it was put into the Federal Registry
which | think is pretty nuch adm n
basically, if known. It doesn’t have to
be avail able. They have to describe any
human experience. They have to discuss
the IRV involvenent and it al so

descri bes what are the specific aspects
of Cinical Holds, which is the Agency’s
action to say, you cannot test this in
human subj ects under this condition. And
it proscribes for us what those

deci sions nust be based on. And in
Phase 1, it is solely based on safety.

It is whether or not the product is

safe. In |ater phases, it can also be
based on whet her or not the study
objectives will be useful and wll neet

the Agency’s regul atory needs for

i nprovi ng a product.

As | said, in the guidance on the
content format, guidances are sonething
that the industry can | ook at, but they
can chose alternatives. The regulations
are not an alternative, but the

gui dances, they can have alternative
approaches. Basically, this describes
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that in the clinical protocol for Phase
1 studies it really can be an outline,
but they have to provide the detai

about the safety aspects. It says; “You
have to have |limted chem stry
information.” That the pharnmacol ogy and
di stribution kinds of data can be
provided in the sunmary format, that is
the animal data that supports that, and
generally, lacking this information is
not a reason for a Cinical Hold,

al t hough, sonetines that information can
bear in the safety and in that setting
it could be a reason for a dinical

Hol d, not having it. They have to

provi ded an integrated toxicol ogy
summary and provide full tabul ation of
all the aninmal data, so that we can

eval uate it and reach our own

i ndependent concl usi ons about what that
data says. And it also says that we w |
eval uate NON- QA reports before they are
fully finalized but they have to provide
that within 120 days. The |ICH CGui dance
is basically, and this sort of gives the
outline of what the mninmal data set is
for first and human studies. And,
although it allows for patients, we are
talking primarily about healthy

vol unteers, there is a difference of
what those Phase 1 studies may be, say
in Japan, or who nmay be involved in
those studies, and in Europe and in the
United States. And in the United
States, it can include wonen with the

m ni mal data set where as, that is |ess
likely to occur because of the data
necessary in Japan or the data necessary
in Europe. Consider it necessary. But
this an international standard in
general, it says we should have safety
phar macol ogy studi es--those which assess
critical organ function. Those are
separate from toxicol ogy kinds of
studies that | ook at respiratory
functions, neuro-function, and

cardi ovascul ar function. That they
shoul d have sone exposure information
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fromanimals that’s kinetics netabolism
but it is not critical, and is not
expected to be conprehensive at this
very early phase of devel opnent. They
shoul d conduct | ocal powering studies to
the rel evant target sight of

adm nistration. That there should be an
assessnment of Genotoxicity based
primarily on in vitro data at this point
intinme. Looking at mutagenicity and
clastogenicity and that they should have
repeat dose toxicol ogy studi es between 2
and 4 weeks of duration in a rodent and
a non-rodent species. And that’'s pretty
much the data set prior to going into
human. Now t he FDA has published a

gui dance which | nentioned, which is the
Singl e Dose Acute Toxicity Testing for
Pharmaceuticals. |It’s a specific

gui dance about what to do for acute
toxicity testing. And it says prior to
Phase 1, you should have a single dose
study and it should be by the route of
adm ni stration intended, as well as, by
the intravenous route to get a ful

el aboration of the toxicologic
potential, considering you may not
actual ly get absorption by the intended
route in the ani mal species. So that’s
the reason for the two routes. But it
says that you m ght be able to address
this with other data from ot her studies
such as repeat dose studies have you in
fact collected data that can address
that point. | think one of the

i nportant points about this docunent is
that is says that when Single Dose (SD)
studies are used as the primary basis to
support Singl e-Dose studies in humans
for Phase 1, these studies should be,
what we call extended acute. And that
means you nmay dose once in a 24-hour
interval, but you re going to foll ow
through toxicity and then through
reversibility to try and | ook at the
full spectrum But, the point is, that
a Single-Dose study in aninmals and two
speci es can support single dose studies

49




-
<
L
=
-
O
o
(@
L
>
—
- -
o
o
<
<
o
L
2
=

OCO~NOOUITA,WNE

Joint SAB and SAP Open Meeting November 30, 1999
Data from Testing on Human Subjects Subcommittee

BaskervilleTranscription, Vienna, VA
Telephone: (703) 821-2814

in humans wi thout that repeat dose
toxicity testing. Now, what |evel of
doses and what woul d be considered the
safety margin fromthis study versus a
repeat dose study mght differ.

Now we’ |l go to the study objectives.
First, non-clinical objectives are ready
to find the toxicity profile for both
species and just try and get an
under st andi ng of what the toxicol ogical
possibilities are. W do want to
establish in those studies, No Observed
Adverse Effect Level and for
pharmaceuticals what that is defined as,
that effects related to the primary

phar macodynam cs function of the drug
occurring at levels which are not

consi dered adverse are acceptable as a

identification of a NCEL. I'Il give an
exanpl e because it wll nmake it a little
easier. |If you had a drug which is an

anti -coagul ant, and you had a slight
change in the prothumn? tinme, that
woul d be an NOAEL. It would not be NCEL
That coul d be consi dered an adverse
effect in general but because we know
that that is the intended pharnmacol ogy,
we know that that is in fact a | evel
effect which is bel ow that causing
significant biologic prohibition it’s
consi dered an acceptable | evel of event
and that is what we use to define an
NOAEL .

We are trying to determ ne in these
Studi es what types of toxicities should
we be especially alerted to. For
clinical trials, for exanple, if we see
Qr prolongation, changes in the

cardi ovascul ar function, we m ght say
that all subjects in the study need to
halt their nonitoring while
hospitalized. W are trying to identify
if there is an identifiable

rel ationship, a clear relationship

bet ween the exposure to parent conpound
or to a netabolite or to sonething el se
and how that relates to the toxicity and
how t hat crosses of species in terns of
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that relationship. |In other words, is
trying to get, “Are species conparably
respondi ng and what are they conparably
respondi ng to; Dose, exposure,

met abolites, and then trying to use that
to structure our clinical trial. W
sonetimes establish an upper Iimt of
dosing for humans. W are always trying
to establish the upper Iimt for the
first dose level, but we are sonetine
saying with these data,” “you can go no
hi gher than this | evel because of the
nature of the toxicity that’s being
observed.” One m ght not be very
readily nonitored, would be an exanpl e,
such as sone neuro change in say, his
pat hol ogy and the brain. Very difficult
to monitor in a clinical trial. And of
course, we trying to determ ne whet her
or not the toxicity is irreversible, al
those factors go into our consideration
of the first dose for humans.

In the clinical trials, Phase 1, and
1’11 talk mainly about the Nornma

Vol unt eer Study or the Heal thy Vol unteer
Study. The purpose of those studies is
to define what's called tol erance.
That’s the word, tolerability. That

i ncludes defining the safety or toxicity
in human to sone extent. It is trying
to define sone level of toxicity. It is
al so determ ned by availability in the
phar macoki neti c paraneters, and we what
to know about that. Its to identify
doses which will be used in Phase 2
studi es which are generally in patients
to try and establish dose ranges. And
then occasionally, this is used to
identify biomarkers of effect, but
that’s rare, because generally you don’t
have a good surrogate bi omarker for
effect, but sonetinmes you do. Now one
of the things it also tries to do is
these data contribute to our information
about what are the appropriate ani nal
nodel s to do further testing in. How
good are the animal nodels strains and
speci es that have been tested to support
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the initial study in directing us to
potential human toxicities. |If we see
toxicities that are not observed at al
in the animal nodels that we have tested
to date in these clinical trials, we
want to go back and reeval uate what the
animal nodels are, to get a better
handl e on what the potential adverse
effects are.

Now i n Phase 1 studies, they are usually
and this is defined in the CFR as 2280
Heal t hy Subj ects. The study designs
usual ly are Single Dose |evels where a
subj ect receives a single dose |evel, 30
mlligranms, sonething |ike that. There
are 3 to 6 subjects at each dose |eve
and if the first 3 to 6 subjects pass

t hrough wi t hout adverse events being
reported, then the next group gets

anot her hi gher dose level. And there's
this escalation. There's al so a design
wher e individual subjects may actually
get dose escalation. They may get 3 to
6 dose levels, generally three. But
there will be overlapping. The first 2
or 3 subjects will get, say 20, 30, and
50, and they’ll go through that find,
and then anot her group of subjects wll
start out at 30, 50, 60, or sonething
like that. So there are different
designs that can be used. The end
points of this studies are, toxicity is
clinically observabl e kinds of
toxicities, vital function effects,
heart rate, respiration, blood pressure,
t hose ki nds of things, headaches, things
that you can't identify actually in
animal nodels very readily. The limt
dose that’s usually clinical to nonitor
so we mght stop the study at the limt
dose, say, “you have gone up as far as
the ani mal data support that clinical
safety, you can go no hi gher because we
have no way of nonitoring for safety
above this level.” And again,

bi omarkers or PK can al so be end-points.
And these studies are generally as |
said, they may include males and
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femal es, usually they're males. But
they tend to be in-patient studies.

That is, they are in hospitalized
settings or on wards so that they can
nmonitor the subjects for the ful

course, not only just through the first
24-hours, but to however long it takes
to address any longer termeffects that
m ght occur.

Now t he Standard Design Studies for
Phase 1, the Toxicol ogy Studies, in the
Rodent Repeat Dose Studies, and |’

tal k about the nore usual approach which
is the repeat dose approach, is
generally there are 10-20 per sec, per
dose level. They are usually in the
rodent and in a non-rodent it’'s usually
4-6 animals per dose levels. So it’s
not a lot of animals for the Non-Rodent
study. There's usually a control free
dose |l evel for each of the species and a
needed dose to toxicity or to maximm
feasi bl e dose and they should include a
NOEL in that study because otherw se
they’'re going to have to do it over
again to help us pick a starting dose.

A recovery group is often included, it’s
not always included, but if it isit’s
usual ly for the high dose effect, and
there may be separate aninmals which are
assessed, particularly with rodents for
ki netics, because it is difficult to
col l ect sufficient blood sanples from
those animals and have it not effect the
t oxi col ogy. And again, the end point is
toxicity. We include clinica
observations. There's clinical

chem stries, hematol ogy, gross pathol ogy
and hi st opat hol ogy, and the last two are
things that are not part of the clinical
trial, obviously.

Now in practice in terns of selecting
the dose, it varies, in fact, with the
study objective and the subjects that
are allowed in that study, if it is a
study to | ook at PK, then you don’'t have
to have the sanme dose selection to a
particular level. One mght be able to
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get the PK at a very |ow dose level in

t hose human studies to | ook at

nmet abol i sm cl earance, absorption. For
phar macodynam cs, again, if you know
that the dose in humans that is expected
to have the pharmacol ogic effect is much
much | ower then the dose which is
potentially a toxic level, you don’t
have to go as high in that setting
either, so the dose can be nuch | ower.
But, for normal, healthy volunteers, and
tol erance studi es, the usual approach is
to define the toxicity profile and the
NOEL in the both test species, that we
then determ ne what an appropriate dose
metric is for conparison across speci es.
It maybe mlligramper kilogram It may
be mlligramper neter squared. It may
be based on a pharnmacodynam cally
measur ed physiol ogic PK nodel, a |ined
di stribution basis. There are |ots of
different netrics which one can scale
across species to find out the nobst
accurate and use that. Once we have
determ ned what the nost appropriate,
and if we don’'t have a reason for a
particul ar species being nore
appropriate than the other, and it’s the
nost sensitive, if for exanple, we know
that for a class of conmpounds, dogs

al ways exhibits enesis but that is not a
finding in humans ever for that class of
conpounds. It would discount that
effect at the enesis level. W then
take this nost appropriate species or
nost sensitive and determ ne a human
equi val ent dose using that netric to
scal e across species which ever we
determ ned is appropriate. W then | ook
at trying to add safety factors and the
usual is 10 and it can go up or down
fromthat, based on what you have in
terms of additional information. If you
know that the animals often are not
adequately sensitive, then we’'re going
to add a |lot of safety factors. If the
toxicity of concern is not reversible
there’s going to be a larger safety
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margin and, if it is clearly reversible,
if it’s a steep dose response curve,
it’s going to change that safety factor.
So a ot of considerations would go into
what the size of that safety factor is.
But, if everything is on average it
usually turns out to be about 10 I

guess, because that’s the way we count.
This is then applied to the human

equi val ent dose and that predicts the
upper limt of the safety-starting dose.
Now then we will still go back and | ook
at the pharmacodynam c effect |evels and
how those interplay with this upper

dose. If the dose can | owered to achieve
the same goal of the study, it gets

| onered. And of course, we also wll
determ ne an upper |limt dose if that’s
appropriate given the toxicities that
are observed.

Here's sone comments that | have about
Phase 1 Clinical Trials and | think sone
information that m ght be useful. First
of all, it’s always healthy vol unteers
and they have very little personal
benefit other than altruismin terns of
scientific at hel ping the science of the
world. And | say this because for 9 out
of 10 chem cals that go into

devel opnment, two of them die before they
get into humans because the ani nmal
toxicity in those regulatory stages was
too significant and they said we’'re not
going to do this. So we never see
those. But the next 7 or so out of 10
die in various phases of clinical

trials. Phase 2, at the end often or
Phase 3, Phase 2 and 3, but by the end
of Phase 1, three out of those have

al ready dropped out as having no
potential therapeutic benefit. And the
reasons for failure, are that these are
observed toxicity clinically that they

t hought was i nappropriate for the kind
of indication that was going to be used
or, that the potential for toxicity was
I nappropriate because they dosed to a

| evel that they thought was where they
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woul d expect pharnmacodynam ¢ action and
they know that if they go higher or they
anticipate that they go higher, there
will be toxicity and so they don't feel

t hey can continue dose escalation to
effect so that’s a potential toxicity.
That it’'s poor PK. The drug is not
absorbed in humans, it was absorbed in
rats and dogs but not in humans and
therefore, it’s not going to be very
useful. O the PKis very variable

whi ch i s another cause for concern at

| east in pharmaceuticals. And absence of
evi dence of efficacy is sonething that
they only get generally at the tinme of
mar ki ng after those Phase 3 studies, and
things that go that far, about 1 out of
2, make it as a therapeutic. But
there’s a lot of drop out early and a

| ot of chem cals put into hunmans that
never becone drugs as part of drug

devel opnent .

Now, by design, toxicology studies

al nost always identify significant
toxicity. Al nost always can cause sone
irreversible harmin that ani mal nodel
That’s the intention, these products are
all biologically active and so they

al nost all have some significant
toxicity. The non-clinical data,
however, can be used adequately to
support safe initiation of clinical
trials. Qur experience is we're rarely
significant adverse events, they are not
wi thin the range of acceptabl e based on
the ethic conmttee standards, based on
t he FDA standards, based on the sponsor
standards. But, you have to keep in m nd
t hat even though we test, probably by
the time that the devel opnent is

conpl eted, a thousand or so aninmals, or
a few thousand animal s, and several

t housands of human subjects, we often
don’t identify all the toxicities until
you get into the market setting because
you’'re not going to see, for exanple, in
a clinical developnment plan, if the

i nci dence of an adverse event is 1 in
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10, 000, you have no hope of seeing it in
the clinical trial database, and if you
do see it, it will be probably dism ssed
as a spurious finding, because it’s one
out of 5,000 subjects. So, |I think that
even when you conpl ete the devel opnent

pl an, there are still toxicities that
are potentially adversed to human

subj ects that nmaybe unacceptable in
terms of broad use, and we detect this
hopeful |y through adverse of that
reporting. Thank you.
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Thank you Dr. DeCGeorge. Any points of
clarification? Dr. MConnell.

Yeah, Dr. DeCeorge, | want to conpli nent
you on that presentation. | think it’s
extrenely inportant for the panel to
have that background, nunber one.

Nunber two, it’s unfortunate we didn't
have that at our first neeting, because
| think it puts a lot of this into
context. | have a couple specific
guestions. In ny having reviewed data
for the FDA, and reviewed data for

phar maceuti cal conpani es, ani mal dat a,
to present to the FDA, and simlarly
having revi ewed data submtted to the
EPA for pesticide registrations, | think
it’s inportant for the conmmttee to know
that there's probably a factor of at

| east two maybe three tinmes as nuch
animal data for registration of a
pesticide then there is before that
particul ar pharnmaceutical goes into
Phase 1, Cinical Trial. After the
whole thing is finished, it may be
conparabl e, but at |east into Phase 1.
Second, | guess this is a question. Is
food additives, are they treated
differently then pharmaceutical s?

| can’t speak for that for the Center
for Foods, but actually they are. They
follow nore, | would say the EPA
paradi gm for types of data and

eval uation of that data.

That was ny assunption. But anyhow, and
final question is, do you treat data
differently that’s generated in Europe
or Japan fromthat generated in the
United States?

No. In fact, that’'s part of the whole
reason for the I CH Conference on
Armati zation?. That was to make sure
that the data, the types of study
designs, and the supporting data
generated in any region would be
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acceptable for use in the other regions,
i ncl udi ng human dat a.

Just a followup on that question. 1Is
that a change in policy or HAS FDA, for
many years, accepted data generated on
an international basis?

We have accepted it generally. Many
phar maceuti cal conpani es are gl obal
conpani es and in fact, have done often
both their pre-clinical and early
clinical trials in Europeans in fact, or
in Japan, and we sonetinme don’'t get any
U S. base data sets to eval uate.

Dr. Portier.

Yes, |'ll echo Dr. McConnell’s comments
about the clarity of your talk. Thank
you very nmuch. A couple of questions
though. 1’11 buy your ethical argunent
for the volunteers about altruism but I
want to ask a couple of questions about
the altruismargunent. First of all,
would it be a general rule that in nost
cases, the individuals who are being
tested in the Phase 1 Trial, are of the
sane group that is likely to be tested
for whatever disease endpoint this drug
is intended to study?

| guess | don’t know exactly how to
answer that. | will say that in fact,
screeni ng out of subjects, in terns of
limting certain people who can
participate as Phase 1 subjects, often
means screening out those who have that
di sease. For exanple, we would not all ow
in a Phase 1 study, in normal

vol unt eers, sonebody coul d be consi dered
normal woul d have asthma but for
certainly the participation of Phase 1
study to treat asthma, those subjects
are generally ruled out fromthe patient
popul ation, fromthat study popul ation.
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Let me reclarify then. Does the study
popul ati on have the potential to get the
di sease, as a general rule?

W have to acknow edge that we all have
the possibility of getting various
di seases. So yes.

So the altruismargunment in this case,
could also be to sone degree, personal?

| suppose that it could be personal in a
sense that if you are worried about the
potential for disease and you think that
this is a potential therapeutic that in
fact, you mght say, well | do that.

But recognize that only 1 out of 10
actual ly becones a therapeutic.

The second has to do with the
justification for the sanple sizes in
the Phase 1 trial. Are there guidelines
whi ch clearly define how you justify the
sanpl e sizes?

Non-clinical or clinical?
Cinical.

The clinical ones, are actually I
sighted fromthe Code of Federa

Regul ations; that’'s the defined Phase 1
design. And they can deviate fromthat,
but clearly there’s an intent to try to
get early information such that you can
get to the nore definitive kinds of
studi es about efficacy or effectiveness
totry to nove fromthose studies where
subj ects have very little persona
benefit, to those where the subjects may
actually gain sone benefits.

But are there no clear discussions of
power, sanple size, efficiency and
estimati on i ssues associ ated with what
you would clearly do in a clinical Phase
2 or Phase 3 study?
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| can’t speak to that but as | said,

t hose cane from our Code of Federa
Regul ations. | assuned that those are
based on when they wote those it nust
have been based on sone particul ar
desire to have a certain size effect
bei ng identified.

Dr. Fiedler

| just want to followup wth what Chris
was asking about. Just a point of
clarification. 1t sounds to nme |ike,

ot her than people being healthy for the
Phase 1 Cinical Trials, you don't exert
any gui delines or recommendations for
the kind of subjects, in terns of
generalizability. W do allow wonen and
men, but beyond that in terns of
representation of various ethic groups
or a concern for generalizability or a
sensitivity, for exanple, different
denogr aphi cs i ncludi ng wei ght, for
exanpl e, which may effect netabolism of
drugs. That you don’t make those
recommendati ons or exert those kinds of
gui del i nes.

| think those conme out based on an

i ndi vi dual protocol analyses in relation
to what the potential disease popul ation
woul d be. | should point out that we
actually received sone pharmaceutical s
for investigation where they don’t even
come in with a therapeutic intent. They
conme in with a pharmacol ogic class. So
we may not know that, but if we knew
there was sone inpact, we’'d like to see
sone ot her broader subjects in there,

but with 20-80 subjects, that’s not the
intent of these studies to define. Even
if you had all the ethic classes and al
the mx in there, the ability to detect
a signal as specific for those woul d be
very limted.

Dr. Kahn.
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Just a followup on the altruismor the
notivation question. Mst of the
subjects in a Phase 1 trial are paid.
Conmpensated for their participation. |Is
that a fair statenent?

| believe that's true.

And |l et me ask you, you said nost Phase
1 trial participants are healthy
subj ects, healthy volunteers?

Thanks correct.

But not all, obviously by that

statenent. So, are there certain

cl asses of conpounds in which healthy
volunteers are not allowed to
participate? O, could you say sonething
about the classes of conpounds where
there are not healthy subjects and why
that’s the case?

| can say that healthy patients of

phar maceutical conpanies are allowed to
include patients in Phase 1 Studies. It
depends on, again, the endpoi nts on what
they’'re trying to achieve, so they are
al l owed, nunmber 1. It’s rare, because
it’s a belief that the disease
conplicates the decision to detect the
toxicity in small sanple sizes. So,
that’s one reason why they’ re generally
not included. There are sone areas
where the therapeutic intent, the first
study in humans actually, to sone degree
a therapeutic intent trail, and this

m ght be in cancer subjects getting
sitatoxic therapy. W don't use the
sanme starting criteria, for exanple, on
t hose subjects, instead of using sone
factor of a NOEL, we m ght actually for
a sitatoxic agent, we would dose the
first human subjects at sonething on the
order of one-tenth of a lethal dose in
the animals. So, clearly, if youre
going to be using that high a dose

| evel, you want to be sure that person
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has a potential for getting benefit. So
for oncol ogy drugs, when your talKking
about sitatoxics, you' re often involving
i n-stage cancer patients who exhausted
their therapeutic option. And so
they’'re going into this with sonething
that’s both altrui smand hope for the
future.

And heal t hy subj ects woul d be excl uded
because the risk is deened too great?

In that sense, we know fromthe class of
conpounds that the severity of the
toxicity is going to be achieved at
those |l evels or the potential for |ong-
termtoxicity, such as carcinogenesis is
to great a risk to actually subject to
nor mal vol unt eers.

Further points of clarification? Dr.
DeCGeor ge, thank you very nmuch and for
just a well thought-out presentation to

the panel. It’s a couple mnutes before
11: 00 aam Dr. Uell, we’ve tal ked
about a break. | think there’s an

agreenent that we need a break. W wll
proposed a 10-m nute break and we w ||
start precisely at 10 mnutes after
11:00. And | think Dr. Uell want’s to
di scuss quickly the paranmeters for the
public presentation period, which

think will be inportant as we will start
our working lunch at 12 noon sharp. Dr.
Uell.

Yes. Just in terns of procedures, we'd
like to limt the oral presentation to 5
mnutes if they go over 7, we won't have
time for any questions, but we’'re going
totry and stick to the tine-table we
have avail abl e. Presumably everyone has
witten coments that will available for
the panel as well. So we’'ll conme back
at 11:10 and nove forward with the
public comments.
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Re- assenbl e and proceed. Can | ask the
commttee nenbers to please take their
chairs. W're still mssing a few
commttee people. O, we’'ll go ahead
and 1"mgoing to ask Dr. Wlinga to
initiate the public comment. Again,
we're going to ask you to stick with 5
mnutes and if 7, we will bring it to
closure. |Is there anyone el se on behal f
of NRDC? &k, well, that was within the
time limts. M. Kenneth Cook, on
behal f of the Environnmental Working
Goup. And if you have witten
coments, please provide themto staff
and for circulation.

Thank you for this opportunity to
present public comrents. 1’|l be brief
and focus on a few key issues. A year
ago, July, the Environnental Wbrking

G oup published a report that attenpted
to rise questions about the use of human
subj ect data in the context of pesticide
policy making. At that point, we

concl uded that the Food Quality
Protection Act, had inadvertently
created a pretty strong incentive for
pesticide conpanies to increase their
efforts to conduct human studi es and
submt the data for purposes of
pesticide regulation. Pretty much as
laid out in the EPA Staff Paper, that
was presented for this second neeting of
the panel. W also commented at the
time, in sonme detail, that we felt there
was very little guidance, if any, that
EPA was follow ng through which they
could think critically about the quality
both scientifically and ethically of

t hese studies and were in fact,
accepting a nunber of themor seened to
have, in our mnd, accepted a nunber of
them over the years fairly uncritically
with respect to this science and ethics.
Today | want to focus on just a few main
i ssues that | think bear sone

el aboration based on the EPA Staff Paper
and what you’ ve been tal ki ng about so
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far this norning. First, with respect
to the Food Quality Protection Act, one
m ght get the inpression, | think this
was i nadvertent, but you m ght get the

i npression fromthe EPA Staff Paper and
fromthe discussion that there has been,
as a result of FQPA, there have been a
nunber of instances or it’s likely that
there will be instances, where an
additional 10-fold safety factor wll be
applied to the traditional 10-fold, and
10-fold safety factors that have been in
pl ace before the law. But in fact, it
has been very rare that EPA has applied
this additional 10-fold safety factor in
the deliberations it’s taken so far in

i ndi vidual chem cals. And what that
means is, if there is a policy that
noves forward that would result in
effect, in elimnating or significantly
reducing the intra-species safety
factor, you mght actually have in the

i npl ementation of the Food Quality
Protection Act, as the agency has

i nplenented it, you mght actually have
a |lower safety margin than you had
before the | aw was enacted. So it’s not
just a sinple trade-off of the FQPA,
children’s uncertainty factor, versus
the intra-species. W'’ve actually seen
in nost cases the agency not inposing a
10-fold safety factor. Oten having no
safety factor or a 3-fold safety factor.
A second issue related to this point is
that, there have been very few fina

deci sion on an pesticides in this class
and certainly in the categories for

whi ch studi es have been submtted that
are listed at the back of this staff
report. So there has been, in only a
very narrow sense, a noratorium of any
kind. In fact, the Agency is continuing
to accept, read, and review these
studies in the course of their

exam nation of the full set of data. So
that is taking place and has been taking
place. | want to focus a mnute or so
on the question of benefits. Because |
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think this is a matter that’'s cruci al
and di stingui shes pesticides from
pharmaceuticals. At the obvious |evel,
the people who are in the trials, as Dr.
Portier said, was able to determ ne from
the back and forth, are people who

m ght, |ike any person, conme down with
sone of these diseases. And so, one
woul d think that it would be an

i nportant distinction to nake, that with
respect to pesticides, the point at

whi ch soneone has adm ni stered the dose
is alnost always involuntary. Fewer
taking a drug that has gone through
clinical trials and has been approved by
t he Food and Drug Adm nistration, and
where the risks are accepted at the
ethical |evel during the course of
review, the patient gets a chance to
make the sanme decision when they're
deci di ng whether or not to take a drug
that’s reconmended by their physician.
They volunteer to take that drug.

That’ s not the case al nbst ever with
pestici de exposure for food or
occupational ly.

You have one m nute.

The chem cals we’'re tal king about, by
and | arge, are older chemcals. The
guestion of benefits is therefore pretty
conplicated. Because there are a nunber
of instances where, if by accepting
human studies, a pesticide is allowed to
be continued to be used or in fact used
at greater levels in food, you m ght
actually by approving a pesticide on the
basis of a human study, bl ock the

i ntroduction of an even safer conpound
down the road. This is the crucial fact
of pesticide regulation. And finally,

t he question of benefits. It seens to
me, in the absence of themfrom
pesticides, very much conpounds the
guestion of what notivates people to
participate in these studies. The study
that was submtted for chlorpyrifos?,
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for exanple, is a good exanple. This is
the web page fromthe | ab that presented
the study for chlorpyrifos. 1’ve
submtted this to the coomttee and want
to ask you to take a look at it. No
benefits, and the MDS Harris |ab
advertises by saying earn extra noney
and you call the phone nunber 474-PAYS.

| woul d suggest that there’'s an industry
here, in the waiting, that is prepared
to take advantage of and perhaps create
a whole set of risks that are

i nappropriate for pesticides that m ght
be accepted for pharmaceuti cal s.

Thank you. W’'re going to need to nove

on. M. Edward Gay, Vice President of
Jel l'inek, Schwartz and Connolly.
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Good norni ng everyone and thank you for
the opportunity to be here. | have

di stributed through the secretary, a
copy of ny tal king points which you
shoul d all have I think by now or |
guess maybe you're just getting them
woul d warn you that there’'s seens to be
sone extra pages that crept onto the
back side of it through the hijix of our
xerox machine. W’ ve apparently copied
sone of the things twice. You can tear

t he back part away. Qur conpany
represents pesticide manufacturers, and
|’ve done a fair a ot of work over the
| ast several years, working on

chol i nesterase regul ation issues with
sonme of our clients. One of whom

Chem NOVA has sponsored one of these
studies, it hasn’'t been submtted yet,

it will be soon. W have submtted the
protocol to this Commttee in the ACPA
subm ssion. Attached to ny coments is
a letter fromlnverss which is, as we
noted early, a conpany that did nost of
these recent studies. Wich lays out in
a descriptive brief way, why these
things are alike and sone reasons why
they are different fromthe Phase 1
studies for investigational new drugs
that were just tal ked about by the FDA
representative. Basically, these
studies are a kinder, gentler, Phase 1
study. They are designed not to explore
the high levels that m ght show frank
adverse effects, but rather to find a

| evel where biomarkers are first

noticed. | wanted in ny paper to nake
three or four points that would give
sonme nore context, mainly historical, to
this panel’s debate. EPA's presentation
basically starts out in the m ddle of
1998, when they suddenly realized they
had an issue with pesticide ethics. But
they really haven't explored the
background whi ch goes all the way back
at least to 1972 when Congress enacted a
provision in FIFRA that expressly says
that it’s unlawful to conduct human
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testing unless there’s infornmed consent.
And if you look at the Cormittee debate,
you will see that they clearly recognize
the benefits of pesticide testing in
humans as well as the downsize in the
END OF SIDE 1.

(TAPE 2)....Adapted the Common Rul e
regardi ng human testing. At that tine,
t hey decided not to apply it to testing
done by people that are seeking Agency
approval for things |Iike pesticides.
This contrast with the way FDA
approached life where they apply the
same Common Rule to all things for

i nstances, food additive application,
col or additives, and |ike, even though
they’re not drugs and even though FDA
doesn’t go through a review process
prior to the testing. | personally

thi nk that the Agency shoul d adopt
rules, nmuch like the FDA's. It woul dn’t

be bothering ne personally at all, if
t hey adopted sone sort of pre-screening
approach and had guidelines. | think if

t hey had done that 10 years ago or 8
years ago, we'd all be in much better
shape right now | also think we should
remenber that there has been a | ong

hi story of EPA favoring human testing
and particularly wi th neurotoxicants and
particularly with cholinesterase
inhibitors. M paper shows that the

gui delines for neurotoxicity risk
assessnment that were finalized in 1998
and published for a noticing comment in
1995, expressly recogni zed the val ue and
ethical ability to gain human testing
data from neurotoxi cants that have
short-termreversible effects. And

anot her docunent that’s inportant to

| ook at is the OPP CGuidance, it’'s now a
sci ence policy docunent, regarding

chol i nest erase inhibition, which nmakes
it clear that when avail abl e human data
are equivalent to the avail abl e ani mal
data, the human data shoul d take
precedence. These are all things that |
don’t think have been di scussed, but |
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think are extrenely relevant to your
debat e.

Tome it’s a little bit ironic that
we're here talking for the first tine
about the need for a policy and about
you know, how on earth could we ever use
human testing in connection with
pesticide regulations. The previous
speaker made it clear, he published a
report in 1998. EPA instantly

recogni zed that this was a big politica
i ssue and instantly was shocked to find
out this was going on and this panel was
appoi nted and here we are. W know why
sone peopl e oppose the registration of

t hese kinds of pesticides. But we also
know, that is an issue that should not
bear at all on your consideration on
what is good science and what is good

et hi cs.

And finally 1'd like to talk a little

bit about nunbers and test power. |I'm
no statistician and I'mnot here to talk
about fornul as. |"mhere to tal k about

what do we use if there aren’t human
data? and how many aninals are in those
ani mal studies that we would use? |
went and read the guidelines that were

publ i shed in 1998 by OPPTS. | found
that there were 30 studies that use
animals, toxicity studies, and | laid

out here a table of the nunbers.
Thirteen of those study types required
five or fewer aninmals per test group.
Anot her ni ne of those study types
require 6-10 animals. Six nore require
up to 20. Then there are two that

require 30 or 50 respectively. | think
fromwhat little |I know about power
anal yses, | think the sanme kinds of

formul as woul d apply whether you' re
tal ki ng about testing people or rats or
rabbits. And it seens to ne that we
shoul d recogni ze that under EPA s Wi ght
of Evidence Approaches, it’s not any
single study that determ nes safety.
It’s the conbi ned weight of all the
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studi es, and when we | ook at pesticides
with all these 30 different kinds of
studi es, we have an awful | ot of
infornmation that can be | ooked at.
Thank you very nuch.

BaskervilleTranscription, Vienna, VA
Telephone: (703) 821-2814
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DR, DUGGAN:
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Thank you. Qur next speaker Dr.

Angel ena Duggan, Director of Science
Policy for the American Crop Protection
Association, will be substituting for

M . Agroonf.

Good norning, thank you. 1'd like to

t hank EPA and the panel for the
opportunity of representing the ACPA
menber conpani es at these deli berations.
This is a very serious issue that we’ve
undertaken and nenber conpani es have
been concerned about sone of the
information that was forthcomng in the
wake of all of these discussions and we
hope that at |east sone of the comments
that I wll nmake today and, Dr. Brent,
followng, will clear up sone of the

m sconceptions. First of all, I'd like
to make the point that these issues that
we’' re di scussing are not unique to
pesticides. Wanting to bring us back to
sone of the excellent coments nade by
Dr. DeGeorge. |In particular, he had
said a lot of chemcals are put into
human test that never becone a drug.

And what we’re tal king about here are
chem cal substances, not the intended
use of the product, and the testing that
we are considering today nust be nade

t he consi derations on the basis of the
validity, the ethics, and the safety
assessnment that the value of those data
will provide to us. Pesticides do
benefit society and I'll have nore to
say about that and these benefits are
conpar abl e to pharmaceuti cal drugs.

Vol unteer testing, | don't want to

bel abor that. | think we all know the
type of information that we can gain
fromthis type of evaluations, but other
then to say, that this information
cannot be replaced or conjectured in
many cases from animal data. Vol unteer
studi es are conducted according to
ethical and scientific standards. Ed
Gray had made a point that FIFRA we
woul d not be in conpliance of FIFRA if
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we did not conduct our studies according
to the volunteer and infornmed consent
mandates. These studies are done at

| aboratories that have a long history, a
| ot of respectability in this area. The
fact that they are off shore is
irrelevant to the situation. These

| aboratories can ensure that these
ethics and scientific standards are

mai ntained. And I’'Il have sonething to
say in alittle bit nore detail about
FQPA standards. The sane products that
are used in crop protection to provide
the bountiful food supply that we’ ve, in
many cases cone to take for granted or
right as Americans, certainly, these are
the same products that benefit us in
public health. They are just as useful
in controlling di seases and preventing
it and certainly insect vectors. Bubonic
Pl ague would still be with us if we
couldn’t squash it down very quickly and
it does show up. W've only to read the
newspapers, the recent occurrences in
New