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sﬁppdse thé recommendaﬁion was that é woman tést -- would
it be 14 days or something like that? They would be glad
to do that. A urine test is not intrusive. What’s so
great about once a month? If 14 days would really do some
possible good, why not mandate it?

DR. BERGFELD: Any comments? Dr. Greene?

DR. GREENE: Yes. I guess the comment I have
is what do you mean by mandate? We can recommend.

DR. ROSENBERG: Urge.

DR. GREENE: Thank you.

DR. BERGFELD: Any other comments? Dr.
Winokur?

DR. WINOKUR: I was just going to go back and
second Dr. King’s endorsement of plan 3, which seems 1like,
I agree, the best balance for the goals right now. It does
include the education and the assurance of a negative
pregnancy test before releasing the next prescription
without going too far down the road with the more heavy-
duty emphasis on other methods of contraception that may be
beyond where many people have stated being willing to focus
on at this point. Again, I think that, linked with the
really outstanding education program that Roche is
developing, sounds like a very valuable step forward at
this point.

DR. BERGFELD: So, I gather that we’ve had a
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motion and Wé’ve had>a sécénd. Rbché WOuld like to
comment? The motion was to accept design 3, as I
understand.

DR. MITCHELL: I appreciate your giving me the
opportunity. Just two points.

One is that there has been a lot of discussion
about the STEPS program. We have been involved both with
the design and the monitoring, the observation, and I might
add interventions currently with the STEPS program. Jay
Kaminski described some of the aspects of it. But I think
that there have been some numbers tossed around, and I
would like to provide some clarification.

Among the people enrolled, men and women, in
the STEPS program, there have been approximately 760 women
of childbearing potential, among whom to date there have
been 0 pregnancies. That 0 has an upper confidence bound
of somewhere approximating what we’ve observed for
Accutane. 1It’s not to suggest that it will be the same,
but I think it is too early -- and this is a personal
opinion -- to declare victory for STEPS. I think that it
was the most dramatic and the most well thought out and the
most comprehensive program ever developed, and it is
currently being evaluated. As Jay pointed out, it’s being
revised. It required, as would some of the proposals,

development of entirely new systems that don’t currently
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‘éXiéﬁvihAthis country. As a group that has had the

headache of trying to monitor what’s going on with STEPS, I
can tell you that it is not an easy solution. The data
simply tell us that, although very promising, it is not yet
in my view the solution for every drug.

Further, among the 761 women, most of them are
older. Most of them are very sick. A large majority have
cancer. Most of those are multiple myeloma. These are not
yound, healthy women who are highly at risk for pregnancy
to start with, so that the population differences need to
be taken into account.

As a separate point -- and one of the concerns
we’ve had in hearing the discussions and, as my friend and
colleague, Dr. Mills, would support, we epidemiologists
always want the biggest denominator we can get and usually
we want it all. The problem is, how do you interpret the
numerators from the denominator that is now mandated?

We’ve been able to get response rates in the survey of 80
to 98 percent, we believe the results that we’re getting
from this population of women who have elected to
participate.

What I’m not clear about is if the ultimate
test of the value of a new approach is the pregnancy rate,
how do we measure that pregnancy rate and how do we have

confidence that what we’ve measured is accurate? I don’t
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have an answer for that. i just raise the Question. Thank
you.

DR. BERGFELD: Thank you very much.

Dr. Moore?

DR. MOORE: I just want to add a comment. I
found it very difficult -- maybe it’s a good thing that I’'m
not a voting member -- to go through all the options and
decide which one I thought would help meet those goals.
Some of it, I think, from going through a lot of the things
on the Thalomid program.

But it seems to me that we’re dealing with a
very potent teratogen, and it’s unique in that for most of
the women, if I understand the data correctly, they’re
using this drug for 5 months. I think it was 25 percent or
something like that would have a second course of this.

So, we have a very defined period of time for these women
to help them prevent pregnancy. I believe, as someone said
here, that that would be every woman’s goal, to not have a
pregnancy during this time.

The dividing line that I saw between the
additional things that were proposed by Roche and what the
FDA had given us, several options, was the mandatory nature
of it. For me, when I look at those different options, the
first one, that all patients be registered, that implies to

me that the physician is doing something. I felt like that
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the other goalsksort of skipped over or maybe didn’t
explicitly say that the physician is the one who is
prescribing these drugs and has a responsibility. To me
there should be some mandatory obligation for the
physician, and I think that’s a good dividing line.

Are we talking about a program, as Roche has
said, that’s all voluntary whether the physician tells the
woman anything or not, or are we talking about some sort of
mandatory components where women have to be told, have to
be educated, have to be given the tools that they need?

The details of working that out, I think as Dr. Mitchell is
saying, are going to very complicated, and I’m not quite
sure that voting on 1, 2, or 3, you won’t find something
that makes that sort of impossible in this situation. But
saying yes, something absolutely has to be done, that’s not
optional that some tools have to given to these women and
we need to help them. I think that’s a good dividing line
more than 1, 2, 3, 4, or 5.

DR. BERGFELD: You are responding in a normal
manner as all committee members have to face these
guestions. Over the years of chairing such a group,
everyone has this similar frustration. But I think that
the FDA could respond. Dr. Woodcock, maybe you’d like to
respond.

DR. WOODCOCK: Our question that we’re asking
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“here ié Qhat elements best balance the possible benefits of

preventing pregnancy against the burdens. That’s really
what we’re talking about here, and we’re asking for broad
strokes. We’re not asking for details. We recognize the
problems with implementation. We recognize that we have
not really clearly elucidated for you the burdens, which is
a problem.

For example, in restricted distribution of
pharmacies, we certainly do not envision the pharmacists
grilling the women in the pharmacy line about her pregnancy
status. We were thinking about a link back to a database
that shows that shows that the woman has, in fact, had her
appointment and had the pregnancy status verified. So,
privacy would be maintained.

So, I think you’re going to have to tell us in
broad strokes what you think the elements are that are
important to you and not get into the details for that
reason.

DR. BERGFELD: Dr. Moore, does that satisfy
you? As well as it can I guess.

Dr. Greenhill?

DR. GREENHILL: I just had a couple of
questions. I’m a nonvoting member, but I just wanted to
make some comments about the proceedings.

I’'m very impressed with Hoffmann-LaRoche’s
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“overall prdgram to provide materials to the patient and to

the physician. I do have a couple of comments about the
materials, and I think it’s an essential part of any of the
programs we’re voting on.

The booklet for moms, the Step 8 Preventing
Pregnancy, A Guide to Contraception, is very well written
but my impression is that it would be most appreciated by
someone who has completed college. A lot of the
individuals who will be dealing with Accutane are the same
population that the HIV programs have worked long and hard
to reach with immediacy, short, pithy kinds of comments,
very pictorial materials.

I think I would encourage Hoffmann-LaRoche to
field test these materials with populations of adolescent
girls and young adult women before they settle on this
partiqular package. I could not find the 800 number within
the mom’s booklet. I did find it in some of the other
materials. So, if these materials are separated, the mom
will not be able to get to the 1-800 number, and that
should be prominently flashed in neon kinds of colors in

the booklet.

Even so, in looking at the choices, if I were
a voting member, I might have some difficulties. It looks
like the difference between choice 3 and 4, as best I can

identify it, are reports of contraceptive use. Under pros,
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it’éaYS éonﬁfaéeptive counseling. That’s the new added
element between design 3 and 4. I thought contraceptive
counseling was part of all the packages. So, I’m not sure
how 3 and 4 differ exactly other than maybe there’s some
more attention that contraceptive monitoring has to be done
with each visit just to remind the mom of the importance.

If that’s the difference between 3 and 4, I
would go for regular reminders to the mothers about the
importance of dual contraception and discussions, continued
discussion, perhaps not necessarily with the physician in
the office, maybe a nurse clinician who works with the
physician, but just to monitor that to see how it’s going
because it may turn out that the mom is beginning to do
something, let’s say, that month that would lead her down
the path to becoming at risk for pregnancy, and if she were
to discuss it, she would realize what’s going on and avert
a pregnancy.

DR. ROSENBERG: Don’‘t call her mom.

DR; GREENHILL: Sorry.

DR. VEGA: Your last statement about what’s the
purpose of the introduction of the contraception counseling
is precisely that. 1It’s to more formally address the
issue, ask the question, and document if they are aware
that they are following the contraception methods that they

decided at the beginning of treatment.
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ki want té expreés a concern I have. I hear a
lot of the details and I think that it’s easier to perhaps
conceptually think about these designs, and then later on
we can get into the more specific details because it’s
really distracting. For example, the issue that Dr.
Mitchell presented about the lack of a numerator. Well,
the answer to that is that if we are documenting pregnancy
tests, then we’re going to know which are those positive
pregnancy tests because they will be potentially entered
into the system. So, that will help us get a numerator.

So, I would just encourage you to look at the
big picture and maybe consider the elements and the fine
details could be very distracting.

DR. BERGFELD: I’'m sorry. I seemed to have
missed the exact statement that you made about the
difference between design 3 and 4. Can you be very
succinct about that difference?

DR. VEGA: 1In design 4, we have just added the
documentation of the use of contraceptive method. 1It’s
required as part of the program. It’s going to be
documented, the same as the pregnancy test, that that
guestioning has been done and that the physician has
assessed that specific element.

DR. GREENHILL: O©On a repeated basis?

DR. VEGA: On a monthly basis.
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bR:VBERGFELD} ‘I'myéoing to éallyon“eVeryone -
over here.

That is not part of the current Roche program?
I’'m sorry. It is.

MS. LEACH: It is. Yes, monthly pregnancy
testing is part of the program, and to Dr. Miller’s point,
there is a flow sheet for the physician, a progress note
that has all of the elements for a monthly visit.

DR. BERGFELD: Dr. Ellison and then Dr. Vega.

DR. ELLISON: A couple of points of
clarification. I wonder if your understand that in our
program in the documentation is that we are, to some
extent, registering physicians. This is this whole process
of going out and doing this. 1It’s not a mandatory
registry, although it’s interesting that we will be
covering all of dermatology with respect to CME. We will
know who doesn’t want to have CME but we suspect that’s
going to be very small.

Secondly, the phone call into the pharmacist
with the confirmation of two negative pregnancy tests at
the beginning of treatment and the phone call in the next
month and the next month offers an opportunity to look at
this, as I said, within standard pharmacy practice. |

That’s the remarks that I wanted to make at
this point.
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' DR. BERGFELD: I'd like tdsaék you a question
as the chair. You’ve seen these five designs put up before
you. Where best do you feel that the company fits?

DR. ELLISON: A couple of small comments and
then I think overall impression. First of all, to address
Dr. Vega’s point, the assumption that you’re going to catch
all the pregnancies is based on two things, that all access
is through pharmacy and that they come back to the pharmacy
with that positive pregnancy test.

The larger issue I think is how to make this
work. I think the FDA has put up some designs about
databases and so on that have been used in the past, et
cetera. Our major concern is that this functionality of
trying to check if people say they agree to contraception,
if they say they did contraception, that part of it I think
is very important to understand how that’s going to work
and the kinds of responses you’re going to get to that.
This is where an anxiety about the mandatory nature of
this, a reliance on it, on a formal system for women who
have to avoid pregnancy every day of therapy, and the idea
that it’s going to give us data that’s of sufficient value
to really know what’s going on.

Most of my comments were made in my closing
remarks. So, our view is we have been working, since

actually we looked at these options with FDA, internally to
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try to look at ways of doing this that would be somewhat
newer and innovative and wouldn’t rely on the
conditionality of a script which we think is what creates
the greatest risk.

Thank you.

DR. BERGFELD: Dr. Woodcock.

DR. WOODCOCK: Just to clarify, I think the
major difference here between what Roche is operating now
or proposing to operate and the elements of the designs
that are on these proposals is the fact that there’s a
system in place to make sure and document whether or nof
these things actually happen. It isn’t that Roche isn’t
intending for all these things to happen and recommending
for them to happen in the current environment, in the
current targeted pregnancy prevention.

This puts a systems approach in place, that
there is a system that every time these things have to
happen. That’s what we’re asking. It does create an
additional burden on the clinician because they have to do
it and they have to document. And potentially on the
pharmacist as well.

DR. BERGFELD: I’m going to go down this side.
First Dr. Abel, then Dr. Jennifer Anderson, then Dr. Branch
and Levin. Dr. Abel?

DR. ABEL: A question as to the voting
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procédure; If we Vbﬁe bn 3;”dbes’that meaﬁ we can also
bring up 4? Because 4 includes all the elements of 3
except one additional one. I agree with 3, but I think
documenting the different types of contraception is a good
idea. I know there’s a motion up to vote on 3.

DR. BERGFELD: Essentially we would have to
vote down the motion for 3 and then propose 4 unless the
motion makers change their posifion.

DR. KING: No. 1I’11l just éomment that when you
do the education and informed consent, you’ve already done
that. So, I don’t think you can give informed consent.

Our lawyers say that just because you signed a form, you
didn’t prove knowledge or understanding. You just proved
you signed the form. So, my view of this is, if you want
to document that the patient is pregnant or not, it gets
intrusive, but as long as you’re doing a pregnancy test and
education, I don’t have much trouble with 4. I just prefer
3.

DR. ABEL: Where are you documenting this? 1In
the doctor’s records or on some checklist form for Roche?

DR. KING: In the doctor’s record. The reason
we did this is we had a quality assurance for over a year
trying to prove, for example, that every time we had a skin
biopsy that showed a cancer, we called the patient. So, we

said why don’t we extend this to Accutane.
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| So;zﬁé’Eall'the‘patiént‘every'mohth to document
that they were, in fact, taking it, were not pregnant, et
cetera. It was minimal intrusiveness, but it also let us
know what our dropout rate was to go find those because our
lawyers said that we were at risk for failure to diagnose.
So, I do pay attention to those kinds of things. Zero
tolerance is a zero tolerance.

DR. ABEL: I would like to vote against the
restricted distribution to pharmacies. Dr. Miller referred
to some simple way. Couldn’t it be just documented in a
prescription that the pregnancy test was negative and then
that patient take that prescription saying the pregnancy
test was negative to the pharmacist so there doesn’t have
to be some sort of database that the pharmacist has to
check into?

DR. BERGFELD: That’s all possible.

DR. ABEL: And one other question I had is what
exactly is meant by registration of physicians? I’m not
sure. Does that mean registering for CME, registering for
prescribing contraceptives? What is the registry?

DR. BERGFELD: Dr. Vega.

DR. VEGA: The registry of the physicians is
what allows the doctors to access some database to document
the pregnancy status of the woman. So, as a physician, if

I’'m registered, I have my, let’s say, personal code to
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access a database and entér this specific patient’s
information. Otherwise, anybody can access patient
information and enter into the database.

DR. ABEL: They have that information from the
laboratory report. The patient goes to the lab.

DR. VEGA: But if we want that information to
be documented t§ an outside source.

DR. ABEL: To an outside agency.

DR. VEGA: Exactly. Into a central center or
database.

DR. BERGFELD: Does that satisfy you, Dr. Abel?
Okay.

I have two Dr. Andersons. First Dr. Gloria
Anderson, then Dr. Jennifer Anderson.

DR. GLORIA ANDERSON: I just have some
gquestions that might clarify some things in my mind. I
think I’ve been hearing today that we’re distributing a
drug that causes some real problems, yet we’re not quite
sure of the people we’re distributing it to. And we’re not
even sure of all the physicians who are distributing it.
We also don’t seem to be sure about the educational
process, that is, how effective it is.

I’m concerned about the whole educational
process from the standpoint of those persons who are

probably below that 14 -- I think I saw a median
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‘éducétional ievel of 14 years at some point this morning.

And that’s fine. Even people with 14 years probably don’t
do what they’re supposed to do. But you’ve got a whole
group of people who are far below that that probably have
some serious problems.

Then there is the whole problem created by the
managed care industry where some physicians at least may
not have time to do what they should do in terms of
education.

I guess I’m not hearing the answers. I’m not
offering any suggestions, but I would like to hear some
answers particularly as they relate to the educational
process. The registration of the physicians I thought
would include some kind of tabulation on the dispensing of
the drug, at least the people who are getting it so that we
know who is getting this drug. Then our data perhaps would
become a bit more accurate.

I am concerned that we apparently don’t have as
much information as we should have on the whole educational
process and how effective it is. That’s the real concern
that i have. I’m not sure which one of these plans would
address that issue.

DR. BERGFELD: Dr. Vega, could you shortly,
succinctly respond?

DR. VEGA: I’m not sure I understand the
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queSfién.

DR. GLORIA ANDERSON: I didn’t really ask a
question. I expressed some concerns.

DR. VEGA: Well, I think that the educational
module that Roche has developed is outstanding, and I think
that it’s implicit that each one of these designs is
carrying that module as part of it.

DR. GLORIA ANDERSON: I’m not questioning the
quality of the materials or the quality of the program. I
have a concern, I should say, for the effectiveness of the
program or perhaps the lack of effectiveness because it
requires implementation by a variety of types of people
across the country at various months and times and who have
various interests and all sorts of things. I’m sure
dermatologists would be more interested inrdoing their job
than perhaps a primary care physician who is maybe closer
to a general practitioner. I’m not questioning the quality
of the materials, and I didn’t ask a qguestion either.

DR. BERGFELD: I’m not sure we can address all
that in the length that it needs to be addressed.

Dr. Vega, could you respond in any way or,
Roche, in any short way?

DR. GLORIA ANDERSON: The one question that I
did raise was regarding the registration or certification

of the physicians. You said he or she could tap into a
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détabasé fb gét'ihformétioh on'thekpfegnancy status.’ I
think that’s what you said. Is that the only relationship
of the registration to the dispensing of the drug?

DR. VEGA: Again, I think that I mentioned that
when the physician registers, it just gives him or her an
access to the data center where the information for the
patients is going to be documented. So, that’s the link
between the registration of the physician, just to give hinm
access to this information, to document the patient
information.

About your other concern about the efficacy of
the education --

DR. BERGFELD: I don’t think we can address all
of the concerns that you have at this particular time.

DR. GLORIA ANDERSON: No. I didn’t really want
them addressed. I wanted the committee to understand the
difficulty I have in trying to make a decision about how to
respond to this request.

DR. BERGFELD: Thank you.

I think that I have several people here yet who
want to speak. Dr. Jennifer Anderson.

DR. JENNIFER ANDERSON: Yes. I’m confused
because in the way that these different designs were
presented and what you said just now, Dr. Vega, design 1 is

the Roche proposal and then the others build on that. But
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then Dr. Woodcock said that we would be just voting in
principle, conceptually, without voting for any specific
form of implementation. What is the correct --

DR. BERGFELD: Dr. Woodcock?

DR. WOODCOCK: The chair can decide exactly how
you want the voting, whether you want to vote separately
for each one of these or as we ask in the question. We're
asking what do you think of these elements, and I was
saying don’t get into the exquisite details of how they
will be implemented. We’re asking the committee’s advice
on is a formal, required linkage between pregnancy testing
and filling a prescription -- do you think that is a
desirable element of a risk management plan for this drug.
That’s the kind of high level we’re asking for.

DR. JENNIFER ANDERSON: And the elements about
education and tracking of pregnancy exposures that were
part of education and informed consent and tracking of
pregnancy exposures that are part of the Roche proposal are
being voted on, whichever design, not specifically as they
were there but just in principle?

DR. BERGFELD: Dr. Vega?

DR. VEGA: Yes. 1In principle, because I should
have mentioned that, although we have heard the discussion
under the Roche pregnancy prevention program proposal, all

the elements under the Roche proposal are voluntary. For
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ekample, in the tracking of pregnancy exposures, there are
some good elements there, and we are carrying that on, but
once you pass from design 1 to design 2, all these become
mandatory. So, that’s a difference. They are present and
that’s why they have all X’s, but the nature of the
requirement changes once you cross the line between 1 and
2.

DR. BERGFELD: Dr. Levin?

MR. LEVIN: It seemed to me that the best way
to characterize this was the most essential difference was
moving this from a voluntary system to a mandatory system
to be inclusive of all women taking this drug and to
mandate these procedures. And that’s a big change. But if
you were going to characterize it very quickly, wouldn’t
that sort of do it? And then there are some add-ons to
that, but that the basic move is to say, okay, we’re not
just going to rely on the sponsor to do this on a voluntary
basis. We’re going to mandate that a lot of what the
sponsor has already done we agree with and we’re going to
mandate this across the board.

Just one other question. I just want to
understand a little better about what our current
experience is with the authorized pharmacy only option. We
have thalidomide where there are authorized pharmacies

only. Am I correct? And we have Clozaril, clozapine,
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where we had authorized pharmacies, but that was a burden
and we no longer have authorized pharmacies.

Any comment on what you think the experience
with thalidomide is? Are we going to get to the same place
with thalidomide where it’s handled in a different way?
And if that’s the case, shouldn’t we be thinking along
those lines?

DR. BERGFELD: Dr. Vega?

DR. VEGA: Are you specifically addressing
design number 5 with the pharmacy distribution
restrictions?

MR. LEVIN: Yes.

DR. VEGA: I don’t know what’s going to happen
with thalidomide, so it’s very hard for me to tell what’s
going to happen in the future. But so far it’s my
understanding that the pharmacy restriction of the
distribution at that level hasn’t had any adverse results
other than, I should say, as I mentioned when I was going
through the cons of that design, it has the potential for
restricting the access to patients.

DR. BERGFELD: Thank you.

Dr. Holmboe?

DR. HOLMBOE: I just want to make a couple

points.

One is with regard to the registration. I
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undefstand the practitioner would simply have to register
into a database. My concern actually is for that 15
percent of people who are not dermatologists who may not be
knowledgeable enough to use this drug. To be perfectly
frank, I'm a general internist. You will never see me
prescribe this drug. It’s not because I lack the knowledge
because, after going through these tomes of information for
3 weeks, I feel I know a lot about this drug now.

The problem I see for a lot of these other
areas outside of dermatology offices is sysﬁems within the
office to do all this stuff that’s being suggested. Has
the FDA thought with regard to restricting the use of this
drug to only dermatologists instead of simply creating a
database where people can register?

DR. WOODCOCK: I believe our approach, as laid
out here, is actually to ensure that there’is a system for
thé people who use this drug that supports the proper use.
So, that system, in its full-blown element, number 5, would
basically ensure that the systems were in place and whoever
decided to prescribe this drug would have to take that
seriously and have those systems in place because they
would have to document that they were in place.

DR. BERGFELD: Thank you.

Dr. Branch?

DR. BRANCH: In terms of stepping back a little
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bit and sayingkwhy have this program at all and to what
level should we have it, it seems to me that there’s been
excellent evidence that education has been effective, a
very high level of people have been educated. There’s been
a tremendous reduction in the number of women who have
actually been pregnant. But the most impressive piece of
data is that there is still a persistent problem.

If you use the working approach the Institute
of Medicine has recently suggested in management of adverse
drug reactions, you ask two questions. One is education.
The other one is process, the process of delivery. It
seems to me that in this instance the education has been
played pretty close to a hilt, that it really is time to
change the process.

And the key elements that I see coming in here
~= I don’t know about plan 1, 2, 3, but I think the key
implementation parts are a uniform set of guidelines which
everyone is expected and has to follow. So, the
registration is a byproduct of trying to create a sense of
uniformity there, and the second is that you’re involving
the pharmacy in a decision making process in a support
process, and I think that that is a very sensible use of
health care systems. So, to me it makes imminent logical
sense to take those two pieces as being the core elements

of what’s being approved, and how you phrase it and how you
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get down to the detail is detail.

But I think taking advantage of your full
health care team and being able to get a uniformity of how
you process and handle an individual patient and maximize
safety -- the information is known. It really is a process
issue.

So, I think that the closest one that I see
within that definition is 3, but I wouldn’t really be too
perturbed with 2. I think the other component -- and I
really feel for Roche in this. I think they’ve done a
superb job in their program they put in. I think number 4
is already handled by the Roche program. I think the
minimum burden that can be added to meet those priorities
would be a workable plan.

DR. BERGFELD: Thank you.

We have one more individual who wishes to
speak, Dr. Miller, and I would like to know if anyone else
would like to address the guestion before I call for the
vote. Dr. Miller?

DR. MILLER: This is a point of clarification,
and I don’t want to belabor it because I had the same
question that Dr. Branch did or the same thoughts about
this. How do you envision the role of the pharmacy
differing among 3, 4, and 5?

Because I think that it’s absolutely crucial
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that phérmacists be involved in the educational process,
that they be very much educated about this drug and that
they’re very circumspect in the way they handle it and the
way they look at it. My concern is that the lesser designs
might not address that issue the way 4 and 5 might.

DR. VEGA: Well, the only design that contains
restricted distribution at the pharmacy level is number 5.
In essence, the pharmacist is going to be doing the same
thing as the pharmacist has been doing in design 3 and
design 4. The addition of a restricted distribution is the
added burden for the pharmacist to document that that
verification is going on, and only those pharmacists with
that certification, if you will, will be authorized to
carry‘and dispense the drug. Does that answer your
question?

DR. BERGFELD: Is there anyone on the panel who
has not spoken to the issue they wish to speak? I see one
person. Dr. Byrne?

DR. BYRNE: I actually didn’t havé'any major
comments to make. The only thing I would say is that
anything that would clarify that the process was in place,
i.e., a database or anything that would enable people to be
tracked and enable the verification of negative pregnancy
testing, and obviate the necessity to have unnecessary

pregnancies must be a positive thing.
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'DR. BERGFELD: Thank yéu.

Does anyone else wish to speak at this point?
Yes, Dr. Malone?

DR. MALONE: I just have a follow-up question
regarding the pharmacy. In step 3 and 4, if you’re
requiring pregnancy tests, would the pharmacy be able to
dispense without the pregnancy test, or there would be some
system that prevents that?

DR. VEGA: 1If you look at design 3 and design
4, they both have the pregnancy testing linkage. So, that
pregnancy test results needs to be documented somewhere,
and the pharmacist is going to double check that so that
their intervention is the verification process of that
documentation.

DR. BERGFELD: Yes, Dr. Greenhill.

DR. GREENHILL: Dr. Vega, if you could clarify
one more time the difference between design 4 and design 3
is the mandatory requirement that the discussion of
contraception occur every month rather than voluntary?

DR. VEGA: That’s correct.

DR. BERGFELD: Yes, Dr. Bull.

DR. BULL: Given that there was a vote taken on
the goals, there is a chart that links these design
elements back to the goals. It might just be helpful,

before you take a vote, to take a look at that.
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DR. BERGFELD: Do you want to walk us through
it?

DR. BULL: There has been I think a fair amount
of discussion looking at design 3. Our assessment is that
in design 3 where there’s a plus, those are where you
clearly meet those goals. You’ll observe that in terms of
the design’s ability to avoid pregnancy during therapy,
it’s a plus/minus there because the contraceptive linkage
is not as firm, and when you move into designs 4 and 5,
certainly 5 is assessed as probably the more complete
program. But just to make sure that we’re closing this
loop in terms of the goals that you’ve already voted on and
where these designs fit.

DR. BERGFELD: Thank you. I think that helps
the committee members to vote.

I'm going to now call for the vote. The vote
is to suggest that design 3 be the accepted design for the
FDA’s consideration. It has been moved and seconded and
well discussed. I’d like to call for the vote. All those
in favor, please indicate by raising your hand.

(A show of hands.)

DR. BERGFELD: Opposed?

(A show of hands.)

DR. BERGFELD: One.

Abstaining?

ASSOCIATED REPORTERS OF WASHINGTON
(202) 543-4809




10

11

12

13

14

15

16

17

18

-13

20

21

22

23

24

25

‘ 327

(Akshow ofdhands.)

DR. BERGFELD: Two. Thank you very much.

I think then we can move on to question 3 and
some of the discussion that we’ve just had will, indeed,
apply to question 3. How can the FDA best monitor the
impact of the pregnancy prevention program? They’ve listed
some possible options and these include: one, registration
of additional parties, and they put in parentheses
"patients or pharmacists." Two, obtaining data on
compliance with the program. Three, utilizing an external
monitoring program to assess pregnancy exposures and
outcomes.

Dr. Rosenberg?

DR. ROSENBERG: I would yield to their
inventiveness. They’re experts at this sort of thing.
We’ve told them that we were all for it.

DR. BERGFELD: Dr. Woodcock or Dr. Vega?

DR. VEGA: Since you have selected design
number 3, it already has the linkage. Let’s start with the
first one, the registration of additional parties. Design
number 3 includes registration of patients and physicians.
So, that number 1 is taken care of. It’s engineered

’

already into that design.

Number 2, obtaining data on compliance with the

program is already part of design 3.
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be used in order to monitor pregnancies.
I have one other issue in terms of another

program that I think should at least be considered. That

| relates to this issue that 70 percent of women who become

pregnant on Accutane, in fact, elect a therapeutic
abortion. Many of those women are clearly being lost in
terms of the programs that have been set up. I think that
Planned Parenthood is a program that should be considered
seriously in terms of this. This is a huge group that
involves a large number of women throughout this country
that get inadvertently pregnant and who are not necessarily
of the educational group that might end up going to Slone.
I think that this is a group that we should definitely
consider in terms of trying to involve them in this
ascertainment.

DR. BERGFELD: Thank you.

DR. HOLMBOE: Just one last plea to the FDA and
to Roche to strongly consider looking at the process that
occurs in the offices between the patient and physician. I
think it’s important to learn what the best practices are
in the offices so that information can be disseminated to
other offices, and that will make I think also your
monitoring data more valuable.

DR. BERGFELD: Thank you.

Dr. Greene?
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DR. GREENE: Keh, I’m’hot 100 peréent sure what
your point was about Planned Parenthood. Is your point
that that would be another place to ascertain exposures,
similar to OTIS?

DR. JONES: That is, yes.

DR. BERGFELD: Dr. Rosenberg.

DR. ROSENBERG: I just want to harp one last
time on the frequency of pregnancy testing, the 2 weeks,
which has some scientific advantage over the 30 days, which
is the doctor’s visit. I think we should be thinking about
what’s best for the patient and not what’s convenient for
the doctor.

I will just take a minute to speak from my own
personal experience. 1I’ve had a radical prostatectomy, and
the urologist says you come back every year and we’ll do a
PSA test. And I had a discussion with a fellow
prostatectomy, another dermatologist, and he said, well,
that’s nuts. He said, I go every 4 months. He said, I
don’t see any reason to wait till I go back to see him. I
just pay for it myself, and he said, I heard a talk that
said it’s a better idea. I sure go every 4 months.

I think girls can go every 2 weeks, if it’s
going to help them. I think the fact of seeing a urine
test is about all the counseling a person would need to

remind them of the importance of it and the opportunity to

ASSOCIATED REPORTERS OF WASHINGTON
(202) 543-4809




(\l Reef integrated Systems

127:8 134:24 192:17

;$f

262:4 300:2 300:4
314:25 315:2
14th 299:7

$10 107:2 128:25

15-20 71:23
15 27:6 38:21 49:21
49:22 49:24 50:13 50:14

o

57:3 57:9 61:20 62:11
64:11 64:12 64:15 83:13
84:19 84:24 84:25

0.1 115:17
0.3 133:13
0.5 38:13 1184

139:14 167:11 171:22
203:4 224:8 235:11
238:24 252:19 253:3
254:15 293:11 293:17
298:3 299:5 299:9

-1-

321:2
162 55:25
166 55:23

1,000 50:3 92:3 98:12

101:9 101:14 101:20

101:22 117:21 117:23

118:6 119:5 120:9

130:11 132:10 132:11

133:12 145:22 148:10

204:20 217:16

1,500 115:14

1,995 55:19

1-800 266:17 267:6

306:19

1-month 261:17

1.2 126:12

1.7 119:9

- 10,000 145:20 204:9
204:10 206:20 231:15

235:24

10,500 256:21

10-fold 120:23

10-step 137:16 138:18

100,000 119:4

100 133:11 155:25

188:19

10:55 88:11

10 29:12 29:22 38:10

38:11 38:23 68:13 68:21

94:4 113:21 116:7

124:10 134:22 138:25

155:13 163:20 163:23

164:25 171:22 224:18

260:2 293:17

11,000 176:5

110 52:23

111 52:25

11 68:21 109:13 115:25

116:15 135:20 262:20

298:14 298:15 298:17

11th 141:14

12,000 179:13 206:21

122,000 122:16

12 38:20 61:20 68:21

91:15 135:4 184:19

199:2 262:6

13 39:2 53:3 56:11

62:4 116:19 128:3

192:8

14 52:24 72:9 72:14

16 37:25 63:11 63:15
125:23 192:16 199:16
17 116:15 198:9
18-19 206:7

18 15:19 16:2 64:19
82:24 83:2 243:21
296:8

18th 9:6

1948 177:7

1950’s 206:16

1960’s 206:16

1963 174:4

1972 170:2

1974 170:2 170:10
170:21

1978 182:2

1980s 167:6 193:14
1982 36:8 37:23 49:8
54:22 91:13 130:19
196:24

1983 36:13 38:8 44:25
197:3

1984 36:19 36:21 38:8
45:5 45:6 60:11 176:25
1985 27:19

1988 36:21 36:22 45:7
45:12 60:5 91:19 102:17
130:9 130:23 147:13
198:6 198:10 198:22
198:25 199:3 206:12
220:17

1989 37:24 51:3 60:5
89:25 90:2 91:19 92:5
'92:8 102:7 115:23
128:10 132:10 157:25
199:14

1990 60:5 126:13
1990s 49:16 193:14
1991 53:7 91:17 98:15
217:16

1992 49:18 50:12
171:5

1993 30:7

1994 39:3

1995 40:22 122:13
192:18 206:13

1996 118:12 118:17
1997 28:22 40:10 55:4

ASSOCIATED REPORTERS *#*

55:7 134:14 199:25
1998 21:9 29:20 29:24
41:22 42:21 53:7 88:7
116:5 118:9 132:11
171:16 199:16 205:16
217:16

1999 21:9 49:8 49:18
49:25 50:12 54:22 57:3
579 58:24 108:14
115:23 116:4 118:9
174:11 192:18 197:12
200:4 205:17 264:12

provided by A.R.W.

199:14

27,000 115:10
27,439 115:17

27 109:22

28,000 110:20

28 192:19
29-year-olds 100:22
29 38:11

2:15 172:10 172:10
172:13 172:15 173:2
2nd 96:17

265:6 265:13
19 38:11 192:7 299:10
332:11

-3 -

19th 9:6
1:15 172:14
1:45 9:19

-2

2,000 256:22

2,300 38:20 188:2
2,500 256:22

2.1 132:11

2.5 50:2 62:10 119:5
2.8 98:12 101:14 117:22
20,000 108:13

200,000 68:8 157:25
200-fold 68:17

3.5 118:7 118:10

3.6 226:4

30-day 138:16
300-gram 63:6

300 77:2

30 48:7 49:22 50:14
50:22 72:14 123:3
152:15 294:21 330:9
30s 95:9 177:16 210:8
322,000 51:3

32 41:17

33 40:16 52:4
340,000 117:20

34 118:2 135:23 262:21
350,000 115:24

35 69:14 69:15 144:16

2000 70:9 108:15 204:3 207:25
136:13 143:3 144:3 37 63:12 134:4 226:16
170:20 206:7 328:20 258:20

328:23 332:12 38.4 126:19 _
2001 144:7 144:18 383 55:23

145:2 146:14 38 127:6

2002 144:15 39 115:15 115:15
200 49:18 50:12 61:5 171:12

73:8 82:14

205 125:21

20 94:3 100:22 113:21 -4 -

124:13 168:19 181:17

224:7

20s 177:15 210:8

21 228:10
22-year-old 210:17
22 30:20 41:16

23 40:11 51:24 116:8
169:9

24/7 259:12

24 41:22 109:19 115:11
140:12 259:19

24th 96:16

25,000 129:16 129:19
25.6 109:19

25 40:13 51:25 53:4
56:9 69:14 69:14 69:16
102:7 109:23 117:10
118:2 123:3 204:3
221:5 303:14

26.3 133:16

26.5 109:22

264 37:25

26 38:24 143:9 198:6

(202)543-48009

4,000 235:24
4-minute 229:2

400 125:3 235:17

40 32:11 48:7 50:22
51:7 52:9 62:9 62:20
69:10 111:2 125:22
155:12 185:19 204:16
204:21 260:2

40s 177:16

41 1276

42 56:10 111:11
433,000 109:14

433 37:25

43 40:18 52:7 111:14
44 49:21 49:22 49:25
50:13 50:14 57:3 57:9
111:5 126:2

45 34:25 61:18 133:7
262:23 263:2

46 126:20

47 41:16



r\l Reef integrated Systems

48 107:2
4:35 254:16

-5 -

5,000 107:4 107:12
129:15 206:22

5,095 126:14

500,000 108:17 128:10
500 148:14

50 49:19 127:8 156:24
156:24 218:6 218:8
262:13

53,000-52,000 108:14
53 30:20 111:12 328:19
55,000 108:15

55 217:23

56 169:11

57 51:10 112:4 169:11
169:12

59 127:8

800 259:11 259:12
306:16

80 49:22 50:14 99:24
109:15 110:11 117:14
119:20 124:11 148:8
213:22 302:18

84 33:9

85 49:20 50:12 83:12
235:10 257:24

86 109:15 119:20

88 684

89 33:24 684

8:30 332:8 332:11
8:35 9:2

-6 -

6-mercaptopurine
260:4

600 188:17
60 48:9 50:24 51:12

52:16 53:2 55:22 61:16

61:23 69:15 113:5
113:5 115:13 116:22
125:4 125:7 217:24
61,000 109:2

61 136:3

63 113:4

644 52:22

64 135:10 135:20
65 62:3 62:7

66 116:9 169:9

67 52:22 112:3
6:30 332:10

9,000 112:24 256:24
90 34:3 34:13 49:20
50:12 68:4 110:5 110:9
148:8 212:16 212:21
214:13

90s 119:21

91 100:13 133:14
134:2 226:15

92 111:10

93 109:7

958 52:21

95 38:23 38:25

96 126:14

97 29:11 109:10 132:8
98 100:13 109:6 109:6
109:10 109:10 111:8
117:14 302:19

99.9 298:14

992 117:20

997 92:4 101:23 148:11
99 33:16 33:19 111:15
111:18 132:5 141:13

-A-

-7 -

7.4 117:24 120:10
7.5 126:20

70,000 68:6 68:14
700 41:13

70 48:9 50:24 51:12
52:16 55:20 56:15
110:4 217:24 218:6
218:8 329:4

75 49:22 112:20

760 301:14

761 302:6

76 112:15

© 77 61:14 63:25 111:19

-8 -

a.m 9:2 332:11
AAD'S 176:18

AAD 176:2 176:3
abandoned 230:15
ABEL 12:2 12:2 70:4
70:4 70:12 76:19 76:20
169:3 169:5 260:12
260:13 261:2 2664
266:5 277:2 27712
311:23 311:24 311:25
312:19 313:8 313:17
314:4 314:8 314:11
abide 34:19

abides 174:9
abilities 18:7 178:22
ability 81:18 104:2
150:11 190:25 194:23
326:7

abnormal 37:6 69:6
72:11

abnormalities 27:25

ASSOCIATED REPORTERS *#

37:3 37:5 66:11 77:25
80:24 81:6 81:7 81:12
179:11 270:11 270:16
283:10

abnormality 65:7 65:19
aborted 62:15
abortifacient 223:8
abortion 62:6 62:9
62:12 116:15 116:15
168:23 197:5 222:25
285:21 288:10 329:6
abortions 55:2 61:12
62:20

absence 65:14 102:5
275:9

absolute 53:19 55:14
59:20 62:19 63:22 64:3
64:6 92:16 92:18 98:9
148:17 148:21 159:24
189:20 240:15 240:16
272:23 293:2
absolutely 66:19
149:15 168:18 216:4
285:13 288:8 304:15
323:25

abstain 263:2
Abstaining 326:25
abstinence 132:25
135:21 135:22 168:18
221:17 289:18 290:25
291:3

abstinent 262:21
289:22 290:11 290:24
293:9

abuse 34:14
Academy 34:4 37:19
78:23 78:25 79:10
143:4 175:24 176:2
176:7 176:12 180:11
181:12 181:15 209:19
210:2

accept 301:2
acceptable 143:6
273:11 273:15 286:25
accepted 56:9 326:17
access 31:24 83:14
116:24 150:20 151:10
152:5 156:11 157:13
158:18 192:22 195:23
198:3 210:25 211:19
248:8 248:15 251:5
293:5 310:7 313:23
314:2 317:6 317:9
320:20

accessibility 195:13
210:13

accompanied 162:9
accomplish 184:2
254:20 277:3 2774
277:8

accomplished 214:22
241:20 242:21 242:25
2433

according 57:17 99:11
108:9 162:11 205:20
account 99:13 302:11

(202)543-4809

provided by A.R.W,

accreditation 174:9
accurate 23:23 49:12
141:14 219:3 242:19
276:14 276:22 302:25
315:17

accurately 59:18
2177 .
Accutane’s 9:17 59:9
240:6
Accutane-exposed
117:5 195:11
Accutane-induced
282:18 282:24 284:17
Accutane-treated 92:12
achieve 143:22 150:22
150:25 154:6 159:14
240:25 241:2 252:6
252:10 269:8 273:23
280:11 281:19 283:24
289:6 332:4
achieved 22:4 277:25
achievement 252:14
274:5

acid 70:23 71:4 71:7
94:19 270:14
acknowledge 19:6
acknowledges 140:7
acnes 95:24 96:2
acquired 243:8
acquisition 243:4
across 189:8 190:8
316:13 319:20

act 42:9 199:5 201:20
acting 9:4

action 284:11 288:4
actionable 238:10
actions 143:2 192:14
active 51:7 51:9 51:10
51:17 51:18 51:19 60:13
61:14 111:2 111:3
111:5 111:7 111:8
114:6 115:15 115:16
115:18 120:19 120:21
137:17 137:20 150:23
159:21 169:11 169:14
172:8 186:17 193:21
210:18 221:20 222:6
222:7 262:2

actively 129:5
activities 128:23 195:15
254:17 275:17
activity 51:11 51:18
64:19 95:25 102:6
102:10 103:5 109:22
119:15 121:13 125:18
133:4 145:14 193:19
221:24

acts 81:24 184:5
actual 47:23 53:11
54:5 77:4 85:4 100:18
160:17 165:16 254:25
262:22

acute 29:12 29:18
41:12

ad 76:17 89:9
ADAMS 12:22 12:22



r\l Reef integrated Systems

13:21 13:25 60:17 62:24
62:25 66:25 67:4 69:3
70:20 72:6 72:7 81:17
81:18 84:15 84:22
203:8 287:9

add-ons 319:15

add 39:5 69:2 129:2
181:23 231:19 236:2
299:22 301:9 303:5
added 41:21 235:18
246:20 248:3 251:12
288:21 308:18 323:13
324:11

adding 150:24
addition 22:13 22:21
23:7 24:9 39:2 61:20
131:9 150:7 150:13
150:24 176:11 197:7
200:8 247:4 2476
247:12 251:23 2777
293:23 324:10 328:15
additional 25:18 26:12
26:15 29:22 36:18 37:17
37:20 51:12 76:16 83:19
98:13 101:15 150:3
153:6 193:11 203:15
211:25 244:16 247:24
250:14 250:24 252:12
262:6 269:13 287:21
287:21 287:24 303:21
311:19 312:3 327:8
327:20

Additionally 16:20
address 14:25 18:19
31:19 73:15 78:22 97:21
130:15 143:9 143:19
147:16 169:20 194:16
202:7 226:23 239:8
246:18 253:13 257:23
259:12 274:23 275:19
280:16 282:23 292:8
307:22 310:5 315:22
316:19 317:13 323:18
324:5

addressed 32:24 36:21
97:22 97:23 195:20 -
236:22 271:13 316:20
317:16 332:4
addresses 13:11 32:21
93:4 95:21

addressing 15:13
320:9

adds 250:17 250:24
adequate 16:12 54:7
98:18 164:11 244:6
246:19 2745
adequately 91:9 141:2
241:14

adhered 293:14 294:20
adherence 33:2 35:2
193:9 259:25
adhering 186:12
adjourn 172:9 332:8
~adjourned 172:13
adjust 238:18
adjusted 73:6 98:24

administered 205:5
212:22

Administration 85:15
184:6 196:25 201:16
admit 183:5 201:9
226:6

adolescent 41:16
211:7 306:14
adolescents 174:19.
174:23 260:2

ads 23:25 76:14 76:14
88:21 88:23 90:4 90:5
90:20 90:22 233:2
adult 81:23 185:7
289:22 290:5 306:15
aduithood 81:25
adults 43:25 81:14
81:15 82:5 174:20
174:23 175:4 210:7
211:17 287:10

advance 188:8 264:4
advantage 106:13
106:20 323:2 330:9
advantages 84:6 245:24
247:16 249:5 250:23
adverse 16:10 17:18
20:2 22:7 23:14 23:23
54:16 54:17 54:18 60:23
62:9 63:2 66:20 67:20
79:16 87:15 87:20

100:9 197:2 197:17
197:19 320:17 322:9
advert 232:24
advertisement 42:13
42:15 43:6 43:21 74:9
75:5 75:5 196:15 232:23
advertisements 23:25
74:6 74:12 74:14 89:14
advertising 19:25 23:16
23:17 23:20 23:21 23:22
73:18 73:20 73:23 73:23
74:4 76:7 76:9 76:13
88:17 88:20 88:25 89:4
89:22 90:2 90:6 90:8
90:13 90:18 196:2

196:9

advice 18:16 139:8
161:23 161:25 2676
318:10

advised 199:20
advisory 9:4 9:15 15:10
15:17 15:21 36:2 36:20
36:23 45:12 60:6 80:15
91:2 97:14 103:6 124:21
170:24 198:7 205:20
206:6 230:9 331:19
advocacy 11:23 23:11
174:6

advocate 79:20 182:4
advocates 18:5

Affairs 91:5

affect 70:25 81:18
81:21 81:23 106:15
169:18 210:10 296:25
affected 65:6 65:11
204:5 2049 211:8

225:18

affecting 58:8 61:25
211:19

affects 64:17
affidavit 198:15
affirmatively 280:7
afraid 12:12 230:18
281:17
after-photograph
182:21
after-treatment 109:12
afternoon 9:9 39:24
44:10 74:19 172:6
173:4 173:21 175:25
187:19 254:21
afterward 60:16
afterwards 238:21
age-related 114:10
aged 50:3 68:9 68:14
68:23

agency's 18:19 200:12
201:3 240:6

agency 13:15 15:20
18:4 27:17 27:23 28:25
29:19 29:23 30:10 32:2
45:9 52:21 55:10 55:18
56:19 84:9 100:4 1577
167:7 198:19 201:22
260:6 265:5 268:20
269:24 314:8

agenda 13:14 13:19
14:19 238:18 257:16
agenesis 37:4

agent 80:21 200:3
agents 39:21 81:21
81:22

ages 38:11 41:16
118:2 127:8
Aggregate 192:16
agranulocytosis 199:8
agree 34:7 91:16
104:8 117:8 125:25
127:21 152:13 155:4
199:20 224:13 224:23
236:18 269:2 270:5
270:22 270:23 271:2
271:11 272:2 272:5
273:21 274:19 274:22
275:9 283:17 285:5
290:12 299:12 300:15
310:14 312:3 319:19
328:12

agreed 93:15 98:16
145:9

agreement 34:2 156:10
aid 296:23

aim 194:15

aimed 102:18 175:16
Alan 13:21

alarm 289:13 290:3
Albert 202:10

alcohol 34:13 179:9
179:10 179:10 179:14
179:16

alert 23:14

alerts 238:12

ASSOCIATED REPORTERS ** (202)543-4809

provided by A.R.W.

alive 191:6
allays 331:2
Allen 40:9 93:17 97:22
101:24 102:5 160:19
allergic 197:22
allotted 173:11

allow 13:23 190:11
allowed 76:9 98:25
199:19 237:8 250:21
272:14

allowing 184:10 196:5
allows 89:23 313:23
altering 20;2
alternate 151:11 158:3
158:18 251:6 254:10
215:9 219:8 232:21
239:3 240:25
alternatives 175:10
232:16 252:11
Amarilys 10:17 44:12
amazing 243:15
amend 195:25
America 14:17 189:8
190:8

American 15:12 33:25
34:4 37:19 78:23 78:25
79:10 131:24 1434
175:24 176:2 180:11
181:11 209:19
amniocentesis 287:15
analogous 149:4 204:6
analogy 153:23
analysis 103:5 126:8
126:9 130:9 160:10
161:9 162:11 258:13
260:8

analyze 134:17 161:23
and-a-half 239:21
and/or 22:9 27:2 70:23
ANDERSON 11:25
11:25 12:5 12:5 77:7
77:8 77:8 77:20 78:4
180:25 180:25 181:5
181:7 236:7 236:8
236:17 265:2 272:10
272:11 272:16 272:20
277:20 277:21 282:3
285:3 285:5 311:23
314:14 314:14 314:15
316:2 316:8 316:23
317:15 317:21 317:22
318:15

Andersons 314:13
Andy 10:19 274:18
anecdotal 117:3 185:21
185:23 212:17

angle 34:25

angry 95:17

animal 130:21
animated 186:6
announced 198:2
announcement 13:10
annual 190:6
annually 145:21
anomalies 53:3 55:3



! .4 Reef integrated Systems

55:11 55:25 56:6 56:13
56:18 67:7 87:25 203:13
anomaly 65:23
anotia 37:2

answer 80:5 82:8 88:3
88:4 124:7 124:16
161:8 207:5 208:7
219:13 237:12 252:13
253:12 280:18 282:14
284:8 292:19 299:16
308:7 324:14 331:10
answerable 17:12
answered 89:12 89:18
answering 295:24
answers 315:10 315:12
anii-inflammaiory
29:11 178:25 179:16
anti-pregnancy 233:12
anti 96:3
antiarrhythmic 200:3
antibiotic 199:25
antibiotics 77:12 77:15
77:17 78:3 78:9 94:8
94:9 94:16 110:10
177:19 210:14
antibody 141:10
anticipated 90:13
104:24 229:12
anticipating 84:9
antihistamine 27:19
antipsychotic 199:9
anxiety 97:5 310:18
anxious 95:11 95:14
95:18 135:8
anybody’s 263:5
anybody 254:4 314:2
anyway 281:16
anywhere 204:3
aortic 37:3

apart 152:14
apologize 96:14
appalled 207:14
apparent 28:9 112:10
203:9

appear 65:2 118:10
182:4

appearance 13:13
66:8

appeared 29:15 32:19
185:24

appears 64:10 64:22
193:12 233:15
appendix 172:3
apple 280:12

apples 220:23
applicable 220:10
application 32:22
applications 209:14
applied 19:8 :
apply 33:4 35:9 35:12
53:12 57:22 327:5
appointment 305:13
appreciably 128:16
appreciate 19:13 73:18
89:18 221:14 239:20
301:4

appreciated 27:21
27:25 30:6 203:10
204:9 306:7
apprehension 196:23
approach 45:13 102:20
103:23 103:24 105:21
106:2 106:10 106:16
108:24 109:2 154:9
194:14 291:19 291:22
302:23 311:16 321:15
322:8

approached 109:13
approaches 107:20
193:20

appropriate 17:14
59:12 83:23 96:7 139:21
140:15 142:2 147:16
150:8 153:22 194:14
200:6 221:13 240:10
260:6 272:19 272:22
285:21

appropriately 27:15
32:14 140:21 201:12
288:17

approval 25:15 27:13
27:21 27:23 28:20 28:23
29:5 29:17 30:7 30:8
55:20 87:15 87:25
196:24 264:4 264:16
approve 205:12 264:13
264:15

approved 21:20 27:19
28:22 29:11 36:8 143:11
198:16 199:14 199:15
199:25 200:4 200:16
200:24 263:21 322:25
approximately 29:4
37:7 50:2 50:22 55:5
98:14 99:7 101:23
108:12 109:3 109:23
110:4 115:24 117:10
122:19 123:2 123:3
193:15 204:16 256:21
297:23 298:5 301:14
approximates 50:11
approximating 301:17
April 143:7 198:6
aptly 221:17

arch 37:3 67:14 67:16
aren’t 94:20 109:12
arguably 206:18
argue 116:25 122:6
argued 156:2
argament 124:22
157:19

ARHP 174:3 174:8
175:11

arises 19:19

Arizona 192:2 192:4
arm 107:13 107:14
108:9 109:12 115:11
115:17 119:20 119:20
119:23 119:24 129:11
145:18 160:21 160:22
arrangements 212:22
arrow 49:11

ASSOCIATED REPORTERS **

: 37:19
37:21 40:23 40:25 41:9
41:11 41:12

articles 14:5 142:15
ascertain 62:6 159:12
330:3

ascertained 58:19
328:20 328:21 328:24
328:24
ascertainment 329:15
asking 69:25 89:13
152:4 153:17 155:22
i56:23 188:17 230:i3
252:13 280:17 304:25
305:3 305:4 311:18
318:8 318:10 318:14
asks 154:7

aspect 159:15 233:6
265:3 274:24

aspects 44:5 163:3
271:13 301:10

assess 16:13 18:12
25:22 25:24 103:13
134:16 176:21 269:16
274:10 274:15 2759
275:12 275:17 279:9
281:6 327:11 328:14
assessed 25:11 25:11
275:5 308:23 326:10
assessing 130:14
Assessment 10:18
13:3 25:17 26:23 44:14
92:6 93:16 97:21 134:13
140:18 143:19 195:23
200:17 201:15 231:2
278:20 326:4

assigned 107:5 198:13
assist 79:17 131:23
194:24

assistance 149:8
assistant 202:10
assistants 142:20
147:11 188:7 190:10
assisted 287:8
assisting 175:17
Associate 10:7 11:3
12:10 12:22 176:12
188:4 202:5 202:8
associated 9:21 16:19
22:21 23:15 364 41:4
44:19 71:7 121:7 125:25
197:2 203:16 241:15
253:3 268:15 269:9
270:11 289:7 289:24
association 41:3 41:8
81:6 142:20 173:18
173:22 173:24 173:25
187:18 187:22 206:3
206:11 206:14 207:14
208:16 208:20 209:15
associations 78:19
142:25 176:4 254:9
assume 57:10 228:11

(202)543-48089

provided by A.R.W.

236:9

assumed 73:9 89:15
123:23

assumption 62:16
310:6

assumptions 56:25
73:11 247:10.
assurance 300:16
312:22

assure 159:21 186:20
240:23 242:9 244:3
250:19 296:19
asthma 33:16
at-risk 115:8
attached 198:22 252:24
attack 80:20 124:19
attempt 27:4 27:16
150:25 245:20 265:17
attempted 28:5 28:7
29:2 29:20

attempts 41:24
attend 15:9 209:22
attendant 17:9
attended 14:8
attention 15:23 23:25
104:16 117:16 160:2
179:12 191:24 202:2
206:5 233:10 238:9
307:5 313:6

attitude 185:24 186:6
attitudes 146:11 162:20
attitudinal 163:10
attracted 106:5
Auctane 50:22 52:4
audience 9:11
audiences 183:11
Audio 9:13

August 96:16 192:19
205:17

Australia 220:18
authoritarian 180:5
authority 197:12
198:25 218:10 219:9
authorization 154:17
220:21

authorize 150:10
authorized 220:2
244:20 250:21 253:19
319:23 319:24 320:2
324:13

authors 33:7
automatically 24:6
autonomy 289:15
289:19 290:5 290:20
290:24 291:10 291:12
291:16 291:21 293:8
autopsy 66:24
auxiliaries 42:5
avail 146:16
availability 24:12
194:10 208:24 291:5
292:10

average 104:25 109:18
109:21 167:11 192:17
224:7 249:2

avert 307:16



(\I Reef integrated Systems

avoid 89:16 111:19
130:12 130:20 131:10
131:13 140:8 146:9
147:21 148:25 150:18
152:12 152:15 155:20
159:16 255:18 310:20
326:7

avoidance 152:24
avoided 101:23 206:20
240:21

avoiding 36:12 44:24
106:13 142:4 271:24
avoids 106:21 149:19
249:6 250:2

aware 14:21 33:10
33:17 33:23 34:5 34:10
80:17 189:24 193:6
233:14 307:23
awareness 33:8 33:20
103:15 128:13

awful 82:18 271:21

-B -

Babies 12:18 60:16
62:21 63:6 63:13 63:16
65:2 72:11 85:2 87:24
179:7 179:14 192:14
195:3 202:19 202:24
206:21 206:23 207:17
259:2 285:16 286:24
299:6

baby 64:13 65:14
170:6 170:6 216:21
285:18 286:14

back 34:25 43:18 53:21
58:19 60:7 68:3 68:10
68:21 95:2 96:11 96:11
102:4 112:4 112:22
112:23 137:4 146:20
167:6 169:10 170:25
188:19 191:5 194:4
212:17 213:18 220:25
222:25 224:11 225:6
233:10 255:20 257:2
271:14 273:17 280:6
280:15 300:13 305:11
310:8 321:25 325:24
330:15 330:19
background 18:25
35:19 64:14

backs 95:24

bad 111:25 278:11
283:8

badly 95:18 155:8
balance 73:24 74:2
84:2 89:6 252:14 290:22
291:2 300:15
balanced 23:23
balancing 92:22 159:4
269:9 289:6 290:20
ballpark 56:22
banker 211:3
banned 206:24

Barbara 175:23 175:25
barrier 33:7 33:22
34:2 34:8 34:9 395
136:22 157:13 260:19
barriers 33:3 33:4
35:3 35:9 35:11

bars 235:6

basal 41:14

base 270:13

baseline 199:9

bases 155:7
basically 65:9 73:11
83:12 98:8 99:12 105:20
158:11 158:19 160:19
167:21 198:3 214:15
238:5 253:18 258:13
258:21 321:19 328:21
battery 62:24

bears 104:21
becomes 159:17 277:25
becoming 51:19 101:23
102:10 141:22 175:19
307:15

Bedford 12:7
bedside 75:18

begin 10:4 46:6 64:18
86:10 88:15 115:25
131:4 146:9 173:4
248:13 268:23 269:23
271:2 299:10

begins 72:9

behalf 15:12 211:22
behavior 25:10 31:5
31:10 31:18 31:20 32:22
103:16 130:15 143:21
147:3 148:14 153:20
156:7 169:6 252:9
276:16 .
behavioral 140:7
146:9 146:13 161:11
162:19 163:11 169:21
178:22 277:15
behaviors 93:4 119:25
146:17 148:17 160:25
belabor 323:21
beliefs 146:11
believed 206:24 238:8
believes 200:23
below 49:22 50:14
53:4 63:15 314:25
315:4

benchmark 216:15
beneficial 18:9 71:4
194:22 200:24
benefit-risk 27:5
benefit 21:25 22:4
22:5 22:12 28:18 66:19
103:25 117:24 155:24
157:10 161:6 233:21
242:5 244:14 263:4
benefits 18:3 73:24
93:10 94:5 134:16
138:24 154:5 159:2
159:11 164:9 208:17
230:8 241:7

benzoyl 94:16 110:12

besides 247:21 277:17

beta-blocked 32:12
beta-blockers 32:8
32:14

beta 32:10

Betty 265:10

BHAD 32:9

bias 56:4 56:11 106:13
106:23 124:2 127:14
129:12 129:13

big 66:12 96:16 308:12
319:13

biggest 255:22 302:15
Bill 10:21 289:3
biology 202:11
biopsy 312:24
biostatistician 12:6
biostatistics 12:6 12:11
births 52:24 103:20
226:3

bit 84:15 84:20 96:21
104:14 106:6 123:9
163:7 166:19 167:20
168:3 212:4 222:20
223:23 228:13 233:15
257:18 289:13 290:3
291:13 315:17

black 15:24 85:19 88:22
131:14 131:15
blackhead 95:23
blastocysts 299:10
blemishes 185:7
blister 46:20 131:9
136:25 259:11
blocked 32:11
blocker 28:22

blocks 241:9

Blood 33:15 149:2
150:9 179:2 199:10
199:11 199:14 200:22
253:21 298:6

blue 10:5

board’s 153:11
board-eligible 198:11
board 198:10 319:20
boat 328:12

Bob 11:17

bodied 209:9

body 65:11 209:9
217:20

bold 113:16

bolded 239:18 239:20
bone 197:19

bones 37:5 65:4
bonus 227:21
booklet 140:4 141:24
267:5 306:5 306:17
306:21

boom 170:6 170:6
border 152:2

borne 116:22
Boston 12:6 12:23
16:21 40:7 47:15 77:9
99:15 255:8

bother 278:18
bottom 202:14 294:18

ASSOCIATED REPORTERS ** (202)543-4809

provided by A.R.W.

oW

bound 301:1
box 15:24 85:19 88:22
131:14 131:15 131:18
131:21 136:24 239:17
Boxed 22:2 22:5 22:7
22:10 22:10 24:2 45:23
46:8 76:8 76:13 197:4
boy 232:24
brain-stormed 295:3
brain 64:20 64:22 64:25
65:19 65:20 66:4 66:5
66:10 66:11 66:14 66:18
66:22 80:24 81:13 81:15
81:19 81:22 81:23
brains 179:11

Branch 10:25 11:17
11:17 12:21 160:7
161:4 161:20 220:24
220:25 225:24 232:3
232:22 233:5 270:7
270:8 270:23 272:25
287:25 311:23 321:24
321:25 323:22
branchial 67:14 67:16
bravado 222:5

Brazil 257:11

break 77:4 238:23
252:19 254:15
breaking 193:12
breakthroughs 205:21
brief 23:22 27:6 93:6
93:7 93:12 93:22 147:24
223:17 237:23 252:18
briefer 38:6

briefing 40:25 91:7
118:9 149:22 172:11
briefly 19:21 27:15
60:25 89:24 154:25
155:6 203:3 235:8
bringing 264:3

brings 139:15 166:10
brisk 188:19

broad 26:3 167:5
280:11 305:3 305:16
broadened 139:5
broadly 291:14
brochure 36:11 54:10
111:11 111:13
brochures 46:25 70:14
201:7 243:17
bromphenac 29:10
brown 141:5 264:22
265:23 266:5 266:8
build 152:23 317:25
building 241:8 290:21
builds 138:22

BULL 10:11 10:11
15:6 15:7 19:11 253:13
267:18 267:23 268:6
269:5 285:4 287:12
287:19 287:20 325:21
325:22 3263

bunch 66:9

burden 92:16 148:21
157:8 247:21 249:10



Q Reef Integrated Systems

250:11 288:10 292:6
292:9 292:20 292:24
296:21 311:19 323:13
324:11
burdens 251:2 252:12
252:15 269:9 289:7
293:3 305:2 305:6
burdensome 296:17
297:3 \
business 191:7 208:15
208:19
busy 9:23 15:9 176:14
buyers 179:15
byproduct 322:19

e 13:21 14:4
324:18 324:19

-C -

C-shaped 66:8

cadre 154:19
calcium 28:22
calculating 98:16
171:10

California 12:4 12:14
59:25 155:11
Callaway 11:25
callers 192:18

calls 70:9 117:4 142:13
144:11 145:21 155:12
155:14 192:19 223:3
231:15 235:24
campaigns 28:5 30:15
43:19

Canada 192:9 206:11
207:14 208:16 208:20
209:16

Canadian 206:13
cancer 64:8 302:8
312:24

capacity 288:14
capsules 84:22
caption 43:7

capture 48:15 69:17
72:13 76:22

captured 38:20 38:21
51:13 118:15
captures 48:7 48:16
50:21 118:14
carcinoma 41:14
cardiac 27:20 27:24
30:6

cardiovascular 203:13
career 185:14
careers 210:11 211:18
carefully 154:24 190:14
Carolyn 226:21

carry 162:17 244:20
254:17 324:14
carrying 316:7 319:2
carryover 299:6
cartilage 65:4 65:16
catastrophes 293:15
catch-22 123:9

catch 310:6
categories 22:16 51:23
134:22 169:10 171:3
category 23:16 24:3
36:9 44:21 51:6 51:15
110:17 130:20
Caucasian 63:14
caused 69:6 197:6
causes 66:3 81:12
91:10 177:9 179:10
232:15 232:18 314:18
causing 42:8 199:23
caution 110:2
cautious 57:21
CBC’S 157:22

CDC 10:25 103:12
133:7

CDER 10:8 10:10
celebrated 293:13
Celgene 254:24 255:2
255:10 255:12

cell 41:14 66:17 199:10
199:11 202:11 253:21
cells 64:18 64:22 66:9
66:13 66:16

Center 10:14 10:20
11:8 11:13 11:18 11:23
13:3 13:17 60:3 60:12
145:20 176:13 210:5
247:2 247:20 249:8
314:9 317:6

Centers 12:19 100:5
central 37:5 60:18
71:8 134:19 147:10
203:6 248:9 253:20
314:9

centralized 251:2
centrist 295:25 296:13
century 32:9 181:25
CEO 206:2

cerebellar 37:4 65:20
65:21

cerebellum 66:15
cerebri 197:5
certificate 142:18
142:19 144:19
certification 316:24
324:13

certified 198:11 251:4
certify 198:15

cetera 234:19 310:13
313:3

CEU 142:25

CEUS 142:21

chair 79:9 103:9 181:13
254:22 310:2 3185
chairing 304:21
Chairman 93:8 103:8
chairperson 9:4
Chairwoman 93:25
97:13

challenge 148:13
149:13 178:18
changed 109:19 113:15
124:4 131:19 136:13
140:22 142:7 253:17

262:21

changing 31:5 275:8
channel 28:22 151:9
151:11 151:15 152:6
channels 158:3 158:18
chapters 142:22 144:17
190:8 190:9
characteristic 36:25
67:10 71:8
characteristics 45:24
49:4 50:25 107:23
109:17 126:25 128:13
140:8 178:23
characterize 17:20
48:3 134:23 319:10
319:14

characterized 16:8
charge 102:5 255:2
chart 54:22 63:23
325:23

check 107:2 212:17
251:23 261:23 310:14
313:15 325:12
checking 157:11 250:2
checklist 138:20 138:23
163:22 166:10 312:20
checkoff 137:8

chest 96:9 96:10
Chicago 167:13

Chief 91:4 254:23
child 11:15 12:16 34:24
65:16 66:20 117:7
142:8 168:11 168:12
187:4 285:23 289:21
childbearing 39:11
45:25 46:14 49:21 59:6
114:14 133:24 180:14
204:25 205:19 240:4
301:15

Children’s 11:13 12:9
12:18 60:4

children 60:19 61:21
61:24 62:25 63:2 65:12
65:23 67:23 67:25 69:18
69:18 74:8 81:5 116:20
116:21 177:10 204:9
216:18 221:5 282:18
282:24 283:8 284:17
286:8 287:9 287:14
chime 274:19

choices 139:18 174:18
175:18 306:22
Cholesterol 90:21
choose 40:6 226:16
226:18 227:3 289:8
chose 126:3 269:10
chosen 39:5 141:22
290:11

Christmas 96:22
chronic 29:21
chronology 143:2
Cigarettes 179:16
273:12

cii’s 237:8

Cindy 275:3

circle 58:5

ASSOCIATED REPORTERS ** (202)543-4809

provided by A.R.W.

circulated 232:23
circulation 229:11
circumspect 324:3
circumstances 24:9
179:21 208:8
cisapride 30:20 31:6
cite 32:7 32:18 33:9
33:14 33:22 33:24 34:3
34:12

cited 33:5 169:25
cities 178:17
Citizen’s 196:21 196:23
citizen 196:18 200:23
citizens 17:25

City 11:24 178:15
claiming 264:25
clarification 69:24
84:14 212:6 214:3
216:12 216:13 219:20
220:9 221:15 236:6
252:19 254:12 265:8
267:24 268:2 274:2
287:20 301:12 309:11
323:20

clarify 88:19 160:18
233:25 264:6 290:13
311:7 314:16 324:21
325:16

clarifying 160:5
classify 232:25
clear-cut 273:5

clear 31:3 71:2 87:8
96:18 97:11 113:14
124:19 135:12 220:6
262:17 268:7 271:4
273:6 273:22 285:15
302:22

clearance 253:19
253:24

Clearasil 95:7
cleared 199:16
clearing 185:21

cleft 203:12
Cleveland 11:5 12:18
75:16

clients 211:3

Clinic 11:6

Clinical 11:18 12:2
18:25 29:15 32:20 33:2
35:19 75:18 78:15 93:9
101:9 101:11 127:4
176:12 176:22 184:19
185:13 185:19 202:21
210:2 210:4 210:6
clinically 62:12 117:21
176:21

clinician 307:11 311:19
clinicians 174:11
closely 190:15 257:9
closer 191:19 316:16
closest 323:7
closing 19:6 32:18
191:9 284:15 310:23
326:11 331:16
closure 179:4 197:20
clozapine 201:20



! 2 Reef integrated Systems

246:25 253:10 319:25
Clozaril 199:9 199:13
199:14 200:22 319:25
CME 47:3 142:16
144:4 235:20 309:16
309:17 313:19
co-prescribing 28:10
code 313:25

coded 39:7

coding 253:24
coercive 156:2
cogent 271:11
cognitive 153:24
cohort 102:23
coined 203:3

coital 121:9
collaborating 14:7
155:10

collaboration 234:17
collaborative 23:10
collaborator 60:17
colleague 168:6 302:14
colleagues 121:6
257:8

collect 58:7 107:21
107:22

collected 76:4
collection 66:13 103:4
118:17 245:17
collective 18:7
College 10:22 33:25
42:4 93:9 94:2 110:5
131:25 202:10 210:17

.306:8

Colorado 176:13
228:20

colors 306:20
Columbia 85:12 228:21
236:25 275:24
column 53:14
combination 73:3
94:18 200:25
combinations 73:8
combined 193:7
combining 194:25
comfortable 137:21
175:17

comment 9:24 15:2
69:5 72:2 74:4 74:10
74:12 74:15 74:17 74:19
82:21 84:21 116:18
160:19 217:4 223:17
225:7 225:20 229:16
232:3 232:11 235:6
235:8 256:18 261:4
265:21 281:4 282:15
284:15 300:7 301:2
303:5 312:9 320:3
commenters 289:9
commenting 90:17
comments 13:24 15:6
85:14 166:5 189:3
198:22 201:13 202:15
233:10 266:2 271:10
288:20 291:24 300:6
300:11 305:24 306:2

306:11 310:4 310:23
324:20 332:3
commercial 255:2
Commission 134:13
commissioned 40:8
commit 168:18
commitment 15:11
19:7 180:5 191:11
commitments 90:18
committed 132:25
135:21 138:5 159:24
176:8 180:15 189:25
committee’s 318:10
committees 15:21
170:24

commonly 65:6 65:22
77:15 77:17 77:20
203:12

communicate 23:2
45:9 59:9 132:13 132:14
239:22 239:24 240:6
243:19
communicating 31:5
44:17
communication 20:2
20:16 22:15 23:13 23:17
26:4 26:25 28:8 30:2
32:23 165:9 165:19
235:22
communications 19:25
22:16
community-based
170:9

community 178:16
237:19

companies 22:21
company’s 90:12
294:13

company 45:8 1677
207:3 243:19 255:3
293:25 294:8 294:17
295:9 297:21 298:11
310:3

comparable 64:4
107:18 109:10 161:10
compare 92:10 209:8
216:3

compared 80:11 101:6
121:22 125:23 213:10
compares 298:7
comparison 80:9
120:17 125:9
comparisons 124:4
compatible 118:23
compensation 145:16
209:8

competed 144:7
competence 154:2
competent 290:5
complain 331:7
completed 51:3 100:14
106:20 107:16 108:13
115:23 118:19 166:16
249:22 306:8
completeness 152:10
242:2

ASSOCIATED REPORTERS *#*

completion 107:10
129:3

complex 19:8 179:19
complexity 152:22
compliant 39:7 134:10
152:13 152:14 162:18
187:5 218:22 231:17
255:14 '
complicated 304:12
complications 89:17
216:17

comply 160:12 161:5
199:20 244:19 255:21
complying 51:21 52:12
52:17 250:15 292:17
294:16

component 40:12 40:15
40:18 40:20 86:13

132:9 245:12 275:12
290:16 323:9
components 40:4 47:12
47:21 48:2 52:12 54:4
59:7 175:15 243:14
246:12 252:4 278:10
304:9

composed 66:17 173:25
comprehensive 192:10
242:6 301:22

comprise 9:7
compromise 35:24
179:24

compromising 92:23
159:5

conceivably 106:15
conceived 37:25 285:16
concentrate 57:5
concentrates 146:10
concept 31:8 36:23
178:19 178:23 178:24
248:5 272:5 279:14
291:21

conception 61:17 61:18
61:24 64:11 64:19 72:10
84:20 84:25 85:3 85:4
85:8 135:24 285:10
conceptually 308:3
318:2

concern 49:2 51:16
78:3 125:11 156:12
192:21 192:24 193:11
204:23 239:12 293:2
293:16 310:13 315:20
316:10 317:11 321:2
324:4

concerning 84:22
133:22 133:23 195:7
195:16 195:24 229:17
concerns 16:4 104:18
119:18 120:13 123:18
125:5 157:3 205:10
268:14 272:12 302:12
316:3 317:14
concluded 48:24
126:19

conclusion 49:14 59:5
101:21 219:3

(202)543-48089

provided by A.R.W.

conclusions 217:21
concurrently 25:21
condition 35:24 43:5
88:23 88:24 89:2 155:22
156:3 156:11 210:8
conditional 150:20
151:4 152:5 .
conditionality 311:3
condom 118:25
conduct 109:9 174:2
conducted 40:7 47:14
99:14 124:5 125:2
125:6 126:11 170:12
170:14 181:3 188:16
confer 161:6
conferencing 214:24
confidence 38:23
167:5 190:24 211:2
301:16 302:25
confident 217:7
confidential 140:11
259:18

confidentiality 175:6
confined 82:24
confirm 151:25 248:10
248:19

confirmation 136:15
309:20

confirmed 151:21
confirming 140:24
150:7

confirms 150:4
conflict 13:11 13:18
173:16 180:11 202:13
Conflicting 34:25
conflicts 184:21 184:22
196:22

confused 72:25 84:16
221:2 278:5 317:22
confusing 35:4 138:18
confusion 132:14
132:19 136:14
congenital 53:3 53:3
55:3 55:11 55:25 56:6
56:13 56:18 64:5 65:7
69:7 80:19 87:25 283:10
congestive 32:15
179:4

Congressional 134:13
Conn 274:18

connect 233:4
connected 264:3
Connecticut 10:20
155:12

connection 264:17
conotruncal 37:2
cons 320:19
conscious 283:11
consensus 273:22
consent 20:11 24:18
24:20 24:22 24:24 40:12
45:17 46:16 51:25 54:11
70:15 75:19 75:23 83:18
111:19 111:22 111:24
112:11 127:24 129:23
139:12 139:12 139:14



! M Reefintegrated Systems

156:4 156:9 160:16
163:2 164:12 164:14
165:13 166:12 186:14
241:5 241:13 241:18
245:7 245:11 255:8
271:15 312:10 312:11
318:17

consequence 180:2
287:6

consequences 185:12
186:22

consequently 59:2
240:14

conservative 56:25
73:11

considerable 156:13
217:5

considerably 72:17
104:9 120:22 262:9
consideration 26:7
35:6 211:23 241:4
241:11 244:13 326:18
considerations 268:19
270:15

considering 40:2
137:15 270:13 331:21
considers 36:5
consistency 90:18
consistent 41:19 119:23
122:11 124:25 171:19
199:6 208:14 209:4
consists 45:16
constant 55:12 110:13
111:17 112:20 1163
constitutes 104:12
127:22

constraining 117:17
constraints 244:18
246:18 250:20
construct 241:9
consultant 59:25
103:10 181:18 284:5
284:6

consultants 68:5
284:4

consultation 151:17
182:11 192:11 224:19
consumer 11:23 31:16
125:2 195:25 196:2
Consumers 11:23 21:3
22:17 174:11

contact 84:2 186:3
186:7 212:10 214:15
218:11 245:19 .
contacted 67:25 144:9
151:23

contain 25:2 44:23
contained 36:11 131:18
131:20

container 20:18
contains 20:20 45:23
46:5 46:8 46:24 86:4
99:21 324:6 ‘
content 21:20 226:25
228:13 238:11 282:25
context 15:17 27:9

39:24 93:10 97:20
133:6 134:16 146:22
152:11 166:16 166:20
166:21 171:7 171:15
171:25 178:7 232:14
contingent 199:13
continual 15%:25
continually 184:4
continue 44:3 56:18
64:10 64:15 103:12
142:14 144:7 144:14
146:23 147:17 147:19
172:6 183:14 190:12
236:15 245:16 285:17
continues 39:6 151:23
206:25

continuing 142:11
184:9 201:5 241:24
continuum 69:6
contra 30:20
contracepting 114:7
222:7

contraceptives 37:15
37:16 38:5 38:12 39:8
39:15 39:17 39:20 39:20
57:20 72:25 161:21
227:22 263:3 313:20
contraceptors 114:2
114:18 114:19 114:23
120:24 125:21
contract 16:20
contraindicated 22:11
28:2
contraindication 90:3
contraindications
21:24 23:24 36:10
contrast 21:6 21:10
33:14 133:12 205:22
contribute 66:20
contributed 53:13
control 9:25 12:20
38:13 39:10 43:14 51:17
60:12 63:7 100:5 111:6
111:9 111:12 114:24
114:25 115:16 115:18
120:25 122:8 1314
133:9 136:7 153:20
157:10 157:11 169:12
177:2 179:22 180:6
183:13 193:24 210:9
210:12 210:15 211:10
211:12 226:17
controlled 101:11
controlling 66:7
convenient 330:11
convention 190:7
conversation 70:21
136:16 140:19 178:12
conversations 9:25
convey 169:16 191:10
convinced 229:20
cooling 96:4
cooperation 98:15
131:24

copy 198:21

core 47:12 51:21 52:12

59:7 243:13 2445
252:7 322:24
corneal 197:22
cornerstones 37:10
Corporation 255:3
255:12

corporations 168:25
correct 76:10 85:6
86:18 87:4 116:21
219:23 228:14 272:3
287:23 290:14 293:2
318:3 319:25 325:20
corrected 262:18
correctly 76:8 166:23
303:13

corrects 95:22
corresponding 55:3
Cosmetic 199:4 201:20
counsel 230:11
counseled 137:21
counseling 46:15 46:24
131:7 132:22 137:6
137:19 137:23 138:6
139:3 140:11 142:6
142:17 142:19 164:5
164:6 164:10 169:14
169:19 175:17 177:3
194:5 194:24 195:23
222:5 241:24 249:25
250:7 259:19 267:7
277:6 277:15 307:3
307:21 330:24
counselor 137:22
141:21 192:4

count 171:2 199:10
199:11 253:21
counter 94:15 152:18
179:6 294:24
countless 243:16
countries 215:5 257:10
257:11 o
country 220:2 225:1
234:18 270:17 286:6
291:5 316:13 329:10
counts 185:23
couple 152:2 160:5
166:6 169:24 187:10
213:25 214:8 224:20
225:25 226:12 227:2
228:2 280:22 299:7
305:22 306:2 309:10
310:4 320:23

course 43:7 43:8 43:10
62:16 102:21 106:12
107:17 107:19 125:12
127:13 134:18 140:3
147:6 174:24 191:21
212:11 213:7 213:10
217:21 218:20 219:25
281:19 297:3 303:15
courses 47:3 117:21
118:6 119:5 129:7
182:21 213:8 213:10
241:25

cover-up 95:10
cover 214:13

ASSOCIATED REPORTERS ** (202)543-48089

provided by A.R.W.

covering 309:16
covers 215:21
CRAGAN 10:24 10:24
213:3 213:3 298:22
298:23

cranial 64:17 64:21
Craniofacial 60:3 67:6
203:11

create 146:21 249:8
250:10 311:18 322:19
created 130:23 131:9
137:14 206:12 315:6
creates 249:25 250:6
250:11 311:3
creating 209:6 244:4
321:13

creation 247:20
creative 199:4
creativity 201:22
credentials 211:5
credible 117:2 174:10
credit 144:4

crest 64:18 64:21
criminal 198:20
critical 53:24 119:13
124:8 140:18 154:19
167:18 189:18
critically 39:10

cross 109:24 319:6
Crosse 210:6 211:14
crowded 239:16
crucial 178:8 323:25
crux 149:8

cuing 298:2
culminated 45:11
cultural 163:11
cumulative 29:16
Cunliffe 38:9
Cunningham 89:25
cured 191:5

curious 223:18
current 14:25 16:12
86:8 92:23 97:19 134:10
156:6 159:5 171:8
171:16 192:5 193:3
193:9 202:15 223:3
309:3 311:14 311:15
319:22

currently 14:7 15:24
17:24 22:9 60:13 76:4
151:24 181:15 202:21
255:5 255:16 256:20
268:17 301:9 301:23
301:25

curtailed 262:9
Customs 152:2
cycle 30:13 38:13
132:18 135:6 331:7
cycles 299:17 299:21
299:24

Cynthia 12:19

cyst 65:21

cystic 16:7 35:23 43:4
43:9 43:23 80:3 170:4
170:7 185:20 190:18
190:22 210:8 210:10



! & Reef integrated Systems

210:18 210:20 211:2
211:16 231:24 268:9
cysts 211:4
Czechoslovakia 220:20

-D -

D.c 11:14 173:20
173:23 196:21
Dai’s 37:21

Dai 37:18

daily 17:25 252:24
damage 142:7

A-11
Dandy 65:22 234:11

danger 156:20
dangerous 208:14
DAT 107:6 107:13
107:18 107:25 115:11
119:20 119:24 129:11
129:18 145:17 160:21
database 28:9 30:18
101:4 142:11 146:2
248:9 250:10 251:2
279:2 305:11 313:14
313:23 314:3 314:10
321:2 321:14 324:22
databases 17:2 30:18
101:4 155:17 310:12
date 85:7 104:11
108:16 109:3 129:9
135:24 205:20 207:9
228:19 262:22 293:15
294:19 301:15

dating 85:3

David 253:15
DDMAC 265:9 265:14
dealing 291:7 292:15
303:11 306:9

deals 24:23

dealt 288:16 288:17
Dear 22:17 27:3 28:4
28:11 28:25 29:19 30:14
30:19 31:4 31:7 36:16
36:17 36:20 36:22 45:6
45:7 143:13 2296
243:16

death 30:9 34:20
debate 37:6 127:19
decade 170:24 227:10
227:20 2284

decades 227:2

decay 112:10 112:13
December 40:10 96:17
144:15

decide 278:8 281:5
281:9 303:8 318:5
decided 98:17 307:25
321:20

deciding 176:22
decision 163:3 183:21
183:22 254:22 272:18
283:6 283:10 283:11
288:11 288:11 294:5
317:17 322:21

decisionmaking 176:22
decisions 18:8 87:3
188:13 208:21

declare 88:10 301:20
decline 53:9 92:20
100:15 118:3 128:12
declined 99:11 110:14
118:6 128:17 .
declines 54:18
declining 55:16 56:15
91:24 98:9 101:17

148:7

decrease 20:2 100:10
180:16 193:4 251:5
decreased 22:8 3

197:22

decreases 178:15
decreasing 53:18 92:15
100:9 128:16 148:20
dedicated 189:25
191:10 197:25
dedication 19:8

Dee 192:3 328:17
deem 17:14 256:5
defect 71:7 77:13 80:12
168:11 285:11 285:18
285:24 286:14
Defects 10:24 12:20
37:3 65:7 65:8 71:5
71:8 77:11 81:7 84:17
102:9 111:16 131:16
133:15 142:3 168:5
178:20 197:5 197:17
199:23 202:18 202:25
203:5 203:11 203:13
203:16 203:16 203:16
204:5 204:22 206:22
265:18 282:19 282:25
283:9 284:17 286:8
297:10

defer 273:10 280:8
deferment 281:7
deferred 122:24
deficiency 65:8
deficit 179:12
deficits 67:2

define 291:15
defined 60:14 70:12
99:21 100:18 260:17
291:14 296:6 296:9
303:16

defines 26:13
definite 126:19
definitely 55:16 182:23
184:8 242:2 251:13
263:16 299:6 329:13
definition 89:23 104:5
104:11 323:8

degree 34:25 171:24
210:18

deliberately 233:2
deliberation 234:21
delineate 15:14 72:3
delineating 17:23
deliver 168:10

ASSOCIATED REPORTERS **

delivery 63:12 63:14
287:16 322:11
demand 43:20
demanded 208:10
demographers 117:24
122:4 122:19
demographic 109:17
128:12

demonstrate 66:25
demonstrated 78:9
148:10

demonstrates 44:16
denied 156:8 254:9
denominator 99:22
100:18 103:17 117:20
118:15 155:25 156:16
156:22 242:7 247:9
251:13 276:14 276:22
296:2 296:10 302:15
302:17

denominators 108:8
dent 191:22

Dental 10:10

Denver 176:13

deny 207:19

denying 92:25 159:6
Department 10:19
12:10 12:13 93:8 181:10
181:17 220:22 293:8
293:11 293:20

depend 162:17
dependent 79:16
depending 58:2 106:10
272:3

depends 213:15 213:19
depressed 95:11 95:14
depression 17:18 41:5
41:12 41:15 41:17 41:23
42:18 42:24 97:5
depth 155:14 331:22
Deputy 10:11 12:25
derive 67:15

derived 67:13 244:14
Dermatologic 10:10
176:4 176:16 198:6
206:6

dermatologist’s 235:15
dermatologist 11:5
12:3 68:12 78:22 110:6
174:21 175:24 176:15
176:25 177:4 181:21
184:14 184:18 185:3
186:11 191:3 193:20
229:9 258:8 25693
330:17
dermatologists 47:18
77:2 82:17 82:20 82:25
83:13 90:5 144:2 144:4
147:10 170:10 176:6
177:5 183:14 184:19
186:11 186:21 188:6
188:24 189:9 191:21
198:11 198:11 198:14
198:19 200:10 211:20
214:13 215:22 220:18
228:24 234:11 234:18

(202)543-4809

provided by A_R.W.

235:3 235:11 235:13
237:7 237:19 257:25
258:3 258:22 316:15
321:3 321:13
Dermatology 10:22
11:8 11:9 11:13 12:3
37:20 78:18 78:24 79:11
93:8 95:15 97:7 142:14
142:20 143:4 144:13
168:6 170:13 170:16
175:12 175:24 176:2
176:9 180:11 181:10
181:12 181:17 181:24
185:15 187:18 187:22
188:9 189:9 209:20
210:2 210:3 210:5
220:5 224:2 228:11
228:12 228:23 229:6
229:21 237:19 286:21
309:16 321:10
dermatopathologist
11:5

dermatoses 176:20
descending 54:25
describe 22:11 22:22
75:2 76:21 104:21
204:7 228:12 230:13
describes 45:24 50:25
515

describing 22:20
162:12 229:24 264:23
description 50:18
177:8

descriptions 272: 3
deserved 68:6
design’s 326:7
designs 239:3 240:25
241:10 244:23 244:25
248:3 252:10 252:16
263:10 263:17 267:16
267:24 269:7 280:10
289:5 289:10 292:2
297:2 308:3 310:2
310:11 311:9 316:6
317:23 324:4 326:9
326:13

desirable 318:13
desired 25:6 25:8 25:9
271:23

despite 28:10 63:9
111:6 179:20 192:14
193:17 202:15 2175
230:11 283:11

detail 38:7 38:10 67:5
171:24

detailed 29:7 93:18
details 41:2 93:20
100:24 121:12 263:15
297:13 304:11 305:4
305:17 308:2 308:4
308:13 318:9

detect 71:20 135:3
276:11 287:14
detectable 69:20
detected 66:24 84:17
247:15 297:24



‘ & Reef integrated Systems.

determination 208:18
276:14

determine 47:19
200:11 208:16 217:9
218:7 219:4 2745
276:22

determining 217:18
devastating 94:24
182:12 190:19

develop 17:8 63:17
174:13 179:5 221:13
233:7 277:23
developing 81:19 81:22
146:2 192:13 195:2
202:17 256:6 271:21
300:23

developmental 14:15
62:24 81:20 178:20
287:15 299:14
develops 178:6
deviations 287:16
devised 254:10
devoted 181:24
diagnose 313:5
diagnoses 41:14 176:19
diagram 58:6 226:4
dialogue 166:11 166:14
Dianne 10:7 275:3
died 65:18

Diego 12:14

differ 39:17 86:7 127:20
307:4

difference 34:12 34:15
63:6 63:7 86:12 86:15

© 101:6 120:12 121:5

121:5 148:15 148:16
187:6 191:20 209:13
216:7 232:21 261:10
291:10 306:24 307:7
308:16 308:17 311:8
319:4 319:10 325:17
differences 21:17
162:10 302:10
different 22:19 38:12
49:9 49:9 56:7 64:20
66:17 86:23 94:14
105:6 107:20 107:21
108:7 108:7 117:12
120:20 123:12 124:14
127:18 127:24 146:8
148:3 157:22 163:3
165:20 186:2 216:5
219:22 237:5 239:2
240:24 244:23 273:11
276:3 276:7 278:2
281:22 289:10 292:2
297:8 303:23 3124
317:23 320:5
differential 72:3 199:10
differing 323:24
difficulties 133:19
141:20 193:18 194:17
306:23

difﬁculty 117:10 130:14
141:7 217:18 317:17
331:21

diffuse 66:11 ,
dimensions 148:13
Dimes 202:5 202:9
202:13 202:24
diminishing 31:9
direct-to-consumer
23:21 108:23
direct-to-patient
105:21 108:23 127:23
directed 16:16 23:4
23:8 40:9 43:19 74:7
186:4 242:9

Director 10:8 10:9
10:11 10:14 11:7 11:9
11:18 11:22 12:25 60:2
202:5 202:9 254:23
directors 144:10
dirty 280:13
disabilities 69:19
disabled 207:18
disadvantage 106:15
106:22

disadvantages 250:9
disagree 34:4
disaster 168:11 206:19
disasters 209:12
disciplines 175:20
176:10

disclose 13:25 14:4
14:6 14:11 187:23
disclosure 89:6
Discontinuation 41:24
122:21

discontinuing 41:18
discounted 38:22
discrepancy 233:8
233:15

discriminant 146:13
147:8

discuss 19:4 27:15
33:3 44:9 91:3 93:20
144:11 149:10 150:4
150:16 150:16 152:13
163:7 201:25 223:2
231:16 231:23 244:25
267:11 267:13 269:9
272:18 273:3 274:25
289:7 292:3 307:16
discussants 15:15
18:18 269:22 270:6
discussed 80:14 158:23
176:20 194:10 244:24
244:24 260:10 280:2
326:19

discussing 35:21 39:24
41:2 159:10 168:5
183:3 193:18 240:24
279:16

discussion 18:14 26:18
54:12 75:17 75:20 84:2
93:13 93:18 93:23 99:9
151:18 166:18 167:2
167:6 178:7 223:4
231:6 238:20 238:20
238:22 244:22 257:17
257:18 262:25 269:23

ASSOCIATED REPORTERS **

276:17 281:23 282:13
287:21 293:7 295:10
301:6 307:10 318:23
325:18 326:4 3274
330:16 331:23
discussions 14:18
84:9 93:3 101:19 142:4
170:23 230:25 290:19
302:13 307:9 332:2
332:5

discussive 172:12
Disease 12:19 60:12
94:11 94:25 95:6 96:13
97:8 100:5 135:7 177:8
177:14 210:12 211:7
211:10 229:23 233:2
260:3

diseases 170:17
disempower 151:5
disfigurement 91:11
157:16 232:16
disfiguring 94:24 95:3
97:8 190:20

dismal 230:14
dismiss 160:6
disorder 179:12
disorders 41:3 44:7
95:16

disorganized 66:16
66:18

dispensation 194:20
dispense 86:21 86:21
150:10 154:8 154:17
199:19 244:20 250:22
253:23 254:9 255:12
255:15 256:22 292:18
294:20 324:14 325:7
dispensed 244:11
248:2

dispensers 24:17
dispenses 255:12
dispensing 20:8 150:4
153:9 211:15 2446
244:17 244:18 244:19
246:17 246:24 248:6
248:11 248:20 248:21
249:13 250:20 250:25
251:16 253:19 315:14
317:3

displayed 113:11
disrupt 178:10
disseminated 31:17
329:21
dissemination 30:25
distanced 56:9
distinguished 126:9

" distracting 308:5

308:13

distribute 142:23
256:23 257:11 297:22
distributed 21:12 21:18
24:5 24:6 36:14 45:3
129:18 143:7 143:13
2379 254:6 266:10
distributes 255:3
distributing 144:24

{202)543-4809

provided by A.R.W.

314:17 314:19 314:20
distribution 17:13
20:5 20:6 21:15 24:4
24:10 24:11 24:16 26:5
51:5 57:11 58:9 58:12
86:19 86:24 100:19
110:4 114:13 128:9
151:9 197:7 199:12
219:21 220:12 220:17
241:8 244:14 244:15
250:14 250:18 251:4
253:22 255:25 292:6
305:8 313:9 320:10
320:17 324:7 324:10
disturbing 37:12
diverse 10:3 13:6
divide 49:25

dividers 131:18
dividing 303:20 304:5
304:17

Division 10:10 10:22
265:9 265:13 265:24
DNA 143:4 144:17
188:8 188:11 188:11
189:10 189:24
doctor's 128:4 227:19
312:20 312:21 330:10
doctor-patient 129:4
Doctor 27:4 28:5 28:11
28:25 29:19 30:14 30:19
31:4 31:7 36:16 36:17
36:20 36:22 45:6 45:7
80:7 85:11 108:21
127:16 128:6 