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accomplished by doing the talk papers, by doing "Dear
Doctor" letters, by getting press releases, and by
having a Med Alert kind of thing; because if you just
put a black box on the label, it will go into the PDR
edition after next, and no one will ever know it.

DR. TEMPLE: No. It goes into promotion,
too. But the petitioners made a fairly strong case
for arguing that, if you don’t do something more than
change the‘labeling, oftentimes people‘don’t know
about it. That’'s why théy suggested it, and Sid
suggested a Med Guide.

DR. LIPICKY: Well, but I think there are
a couple of distinctions to make here from the vantage
point of what we’re beiﬁg asked to do, and I guess we
should have paid more attention to it in the
quéstions.

There’s a certain amount of professional
information that is needed, presumably. Presumably,
that is up to FDA to.supply, because medical schools
don’t, and the societies don’t, and journals don’t and
stuff like that. So only FDA can educate physicians
through labeling. But I’1ll drop that.

So there is the element of "educating
physicians. That’s what Pfizer’s poll  was about.

Okay? The other component of what we have been asked
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to do by the citizens’ petition is to get to the
patients, each individual patient, becaﬁse this is
cbviocusly an emergency to the patient who.is receiving
doxazosin, and that patient must absolutely know and
make a decision as to whether or not their lives are
at risk because they are on doxazosin, and they should
go see their doctor and get off it.

DR. FLEMING; 'So the suggested FDA
approved mandatory Med Guide which we were hearing
this morning as a suggestion actually is not on your
list here.

DR. LIPICKY: That’s correct. It’s an
inadvertent omission.

DR. FLEMING: And if you were to insert it
based on a level of concern that would generate the
need for such information, where does it get inserted
in terms of severity relative to these othef five?

DR. LIPICKY: Well, it would be other
actions, I guess, and then what you’re asking someone
to do ig to put into plain Eﬁglish for people who
don’t know what congestive héart failure is what it is
that we haven’t been able to figure out here today.

DR. TEMPLE: Tom, there are three reasons
for having the Med Guide that are listédt in our

regulation. One ig to warn people about something

NEAL R. GROSS
COURT REPORTERS AND TRANSCRIBERS
1323 RHODE ISLAND AVE., NW.
(202) 234-4433 WASHINGTON, D.C. 20005-3701 www.nealrgross.com




10

11

12

13

14

15

16

17

18

19

20

21

22

23

24

25.

303

that they can preveéit: That's why you engage the
patient in this.lvy

The other is to let them know that there’s
some terrible risk that they want to think about
before they go on this. The third -- never used so
far -- is that there’s important information to them
about how to use thevdrug. bThis might be conceivably
one of those. That is, maybe you should be on
something else first. So it .

DR. LIPICKY: But I don’t think that’s the
message. I think the message is, if you are not on 16
milligrams, go see another doctor.

DR. TEMPLE: Well; there are possibly
multiple messages, but in any event, they are.all in
that third category of how do use either this therapy
or how to use general therapy. Those are the
conditions for a MedAGuide, particularly.

I just want to say one other thing. Don’t
think of any of these categories as limiting. For
example, you could describe the study, but it sort of
screams for you to say something about whattit means.
So maybe that goes in the indication section.

You can think broadly. There’s a lot of
possibilities, if you think they are worth it and
right. |
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”RMAN BORER: Tom?

DR. GéABOYS;J You kﬁow, at the end of the
day and a lot of'discussion, you have t0~take a step
back and ask the question, am I going to prescribe
this drug for my patients, number one? Number two, if
I have patients on the drug, am I going to withdraw
the drug?

There’'s enough ambiguity, enough concern
for me personally to indicate that I won’t prescribe
the drug at this poiﬁt, and I will pull paﬁients off
of that drug, because we don’t know. There’s a‘lot of
"we don’t know."

ACTING CHAIRMAN BORER: I want to ask you
to add a little bit ﬁo that comment, Tom. :What have
we heard that says that, if somebody is 6n a medical
regiment, whatever that medical regiment ig -- you
know, I won’t pick one yet -- and part of it is
dbxazosin, that that.person is going to be'harmed by
it?

We concluded that there was no evidence
that the drug caused harm.

DR. GRABOYS: We concluded with a lot of
angst, with a lot of discussion about the‘data, is it
hard, is it soft.

DR. FLEMING: Basically, is the only thing
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that we have to be sure we inform patients about is if

something is harmful? When you have -- Whether this
applies or not, let me just state a general
circumstance.

When you have highly effective standard
therapy and now you come along with an experimental
therapy that maybe is the same in certain éarameters
and clearly worse in others but not worse than
placebo,vdoes that mean patients aren’t needing to be
fully informed? Does that mean that .it’s not
perfectly clear that.the standard in this case would
be preferred?

DR. HIRSCH; dJust to amplify that, that’s
exactly right. It’s_not about harm. I have no worry
thét this drug is cauging harm, but I know Where he’s
coming from. Tom is saying that the paﬁient has a
right, as the petitioner‘ said, to additional
information.

ACTING CHAIRMAN BORER: Okay.' I think we
have several separate issues here, and I think we are
going to have diésect them out and deal with them
separately.

It may be that it’s important to inform
patients better than we do, not only with regard to

doxazogin but with regard to everything in the
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pharmacopeia. That ﬁé? be a very important note.

DR. KONSTAM:4’ I’d just say there is
information that will be -- that should be available
that will have enormous impact on any way we want to
answer this question. You know, that is the blood
pressure related effects of the endpoints and the
doses that were actually used.

How do we know what it is we are talking
about and whether this is worthy of séme kind of
letter without knowing what that letter is going to
say, and how do we know what that letter is going to
say if we don'’'t even know whether we are talking about
the fact that patients’ blood pressure should be
better treated or this drug isn’t as effective even in
equivalent blood pressure doses?

How do we even approach the answer to this
question?

DR. PINA: Well, I disagree with you. I
think that we do have enough information that you can
say something, whether 1t gets. modified iater on
whenever this particular manuscript that you’ve said
is somewhere in press and has more information. But
I think we have enough --

DR. LIPICKY: What can you say?‘

DR. PINA: -- to say something.
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DR. Llpféﬁi: What?

DR. PINA: I wrote something déWn, but I'm
waiting for you to --

DR. LIPICKY: Go ahead.

ACTING CHAIRMAN BORER: Okay, go ahead,
please.

DR. PINA: Here’s what I wrote: In a
blood pressure trial of 24,335 ©patients with
hypertension and at least one other cardiovascular
risk factor, doxazosin was associated with a
gsignificant increased risk of heart failure compared
to_chlorthalidone. The doxazosin arm of theé trial was
terminated early. The dose of doxazosin‘waé -~

| DR. LIPICKY: Yes, and what are patients

supposed to do with that? Now this is true confession
time, and you feel good. What are patients supposed
to do with that? And you said that -- |

ACTING CHAiRMAN BORER: The implication,
I think, of Ray’s comment, if I can interpret because
he’'s asked you a quesﬁion, is where is the iﬁformation
there about the dése that was wused? Where-is the
information about the regimen? Where ig the
information about the specifics?

As Maryih gays we don’t haveia lot of

that. But that’s something to think about. I’m not
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gaying it’'s wrong.

DR. KONSTAM: You have to resolve -- I
don’t think you can get away from resolving the basic
core issue. That is, if you think there’s something
wrong here, then is it that their blood pressure was
not adequately affected or is it that at equivalent
blood pressure effects, there still were adverse
effects?

Without knowing that answer, what are you
going to say? What’s the message? |

ACTING CHAIRMAN BORER: Steve?

DR. NISSEN: Okay. Do we really want to
put a black box warning, a boldéd warning or describe
clinical trial findings for a trial that'’s incémplete
where we don’'t even have the data that’s known? We
don’t even know what the doses were that were used in
these two drugs.

I mean, to me,‘it really is a terrible
reach. Now I'm prepared to.make such a conclusion,
but not until we have an adequate amount of data on
which to base such‘a.decision.

I think that I'm not rejecting the
possibility, but I'm saYing there’s just too much that
we don’t know here, and I still to this day don't even

know what the mean dose of doxazosin that was
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administered to thesé ﬁauients were. So how can you
write something aboufnfhé cliﬁical trial when you
don’'t even know what the mean dose was? -It-makes no
sense to me.

ACTING CHAIRMAN BORER: Bob Fenichel?

DR. FENICHEL: Yes. Can we have a black
box that uses some of that neutroceutical language
that says these results have not been reviewed by FDA?

ACTING-CHAIRMAN'BORER: Okay; Rather than
focusing on what we_would say vet, let’s firs conclude
that we want to say something, and perhaps now that
there’s been a clarification of the options for saying

things, which, if any, of them we want to suggest to

‘the FDA that it mandate or use.

We were on black box warning. Let me just
ask, is there anyone here -- Just raise your hands.
Is there anyone who votes for a black box warning?
No. A bolded warning? We have one "hard to'know" and
any yesesg?

DR. TEMPLE{ Can we include the idea of
a bolded something? I mean, not everything you say is
a Warning; |

ACTING CHAIRMAN BORER: Okay. Bolded
anything. Okay, let;s go down from the end. Marvin,

do you want anything in bold put into the label? Just
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yes or no.

DR. KONSTAM: Well,'I’m not sure yet. I’d
rather deal with the last part of this end‘see if
there is consensus reached, and then say, okay, 1is
that worth bolding.

ACTING CHAIRMAN BORER: Okay. We can.
You mean describe clinical trial findings?

DR. KONSTAM: Right.

ACTING CHAIRMAN BORER: Okay. Let’s hear
about that. Wh? don’t you start commenting, Marvin?

DR. KONSTAM: Well, you know, I do think
that there is something going on here, and i think that
we’ve heard loud and clear that there is an impetus
that this ought to be communicated -- that the results
of.the trial ought to be communicated. I do believe
the results of the trial ought to be communicated.

I think thaf, you know, just with regard
to the heart failure endpoint, I proposed some
1aﬁguage a little bit earlier which I think'reflects
what the trial showed, which is at the doses used,
compared to chlorthalidone, there was -- doxazogin
appeared less effective at preventing the clinical
manifestations of heart failure, although thie did not
show evidence of irreparable harm.

Something to that effect at this point, I
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would be comfortable with and, I think, éught to be
communicated. |

I think that beyond that, again, I think
thét we really need to know -- and I want ﬁo.say it in
a positive way, not just say, well, we shouldn’t do
anything until we know more. I think that we should
know more with all due haste, and we should find out,
and the FDA should find out more about the blood
pressure relationship with the events, what doses were
patients on, in order to fine tune this message and
see if there is something more definitive that can be
said.

I think those sorts of pieces of
information, I think, ought to be in the label.

ACTING CHAIRMAN BORER: Marvin, can I just
ask vyou. I mean, I think that’s a well>Crafted
statement, but I wonder if it’s missing one piece of
information that you might want to add, which is that
there was a difference in the lével of blood pressure
lowering with the two regimens.

DR. KONSTAM: Right.

ACTING CHAIRMAN BORER: Because there’s a
message to people as patients.

DR. KONSTAM: That'’'s right. = So ﬁhen to

say that -- Well, what you are saying is then these
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differences may have been, at least in part, a
réflection of clearcut differences in the degree and
rapidity with which blood pressure lowering was
achieved -- pressure. control was achieved.

DR. LIPICKY: For me to get a feel of what
you mean, in addition to what you said and what Jeff
gaid, I added a sentence that said "Do not use
doxazosgin like it was used in ALLHAT. Follow the
instructions for uée."

Would that be objectionable to you, and
had that in bold and the rest of it in lower case?
What are we trying to communicate is what I'm asking.

DR. TEMPLE: Well, it’s worth-notiéing --
what to do about is not so clear -- that our
impression of the average dose that’s used is that
it’s not 16 milligrams. It’'s some lower doéef Now to
the extent that is true -- and I'm sure .that's
discoverable -- when it’s used as initial therapy,
there people are in fact using it just this way, and
as Ray suggested, maybe that’s not such a géod thing.

DR. LIPICKY; But I don’t see that that’s
relevant.

DR. TEMPLE: You do think or don’t think?

DR. LIPICKY: I don’t. How it is used, I

don’t know. I don’t know how you know.
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DR. TEMPLE; No. I'm just saying that’s
discoverable, because someone has done the o

DR. LIPICKY: But we don’t know. So we
shouldn’'t be deciding what to write when we don’t know
what to write.

DR. TEMPLE: Well, vyou can find out
certain things. You can find out the dose that was
used, for example.

DR. LIPICKY: We can find out whether
doxazosin is really bad. We can get the whole results
of the trial. We can look at all four arms. We can
see 1f amlodipine suffered the same problems. We can
get all kinds of -- There's no question thaf_a lot of
the indecision that exists here, we can resolve. We
just can’t resolve it todéy.

DR. TEMPLE: Ray, this is a different
guestion. It is knowéble in very short order_what the
average dose of this drug is, and you can‘find it out
for any of its indicationém That is discoverable.

DR. LIPICKY; I agree 100 percent, but it
depends on whether you think you have an emergency
here. |

DR. TEMPLE:. No, that’s got nothin§ to do
with further analysis of the trial.

DR. LIPICKY: Well, it does to how rapidly
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you can come up with the data.

DR. TEMPLE: That’s not hard data to get,
and I'm sure Pfizér knows it already.

DR. LIPICKY: Well, Dbut that’s not
relevant if}it doesn’t matter.

ACTING CHAIRMAN BORER: Is it reasonable
for us to suggest that the FDA should consider adding
to the label some kind of description? I’m going to
suggest one in a minute -- suggest that YOu consider,
and that that decision be modifiable 'with the
acquisition of new data in short order abéut dose and
other things that may come out of the study that we
heard is almost ready for submission for publication.

Let me just put this forward and see 1f it
flies and, if it doesn’t, it doegn’'t.

When used as initial therapy at doses

lower than those for which it is labeled -- maximally
labeled or something -- in patients with -- describe

the descriptors, the population -- for whom blood
pressure often was notvreduced to the target range,
there was more congestive heart failure among patients
treated with doxazosin than among patients treated
with chlorthalidone.

That’s not directive, but I think it’s an

accurate description of what we know.
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DR. KONSTAM: | I would say the greater
clinical manifestations of heart failure.

ACTING éHAIRMAN BORER: Okay . ‘ More
clinical manifestations.

DR. NISSEN: Jeffrey, I wrote some
alternative language for you to consider.

ACTING CHAIRMAN BORER: Okay.

DR. NISSEN: In an incomplete c¢linical
trial of antihypertensive therapy, an uncertaih dose
of doxazosin was associated with a higher incidence of
investigator reported congestive hearf"failure
compared to an uncertain dose of chlorthalidone.

ACTING CHAIRMAN BORER: Let me ask. I‘11
champion that.

DR. LIPICKY: That is informative, and
these findings were not reviewed by FDA, and we do not
know what they mean, but we think we must communicate
them.

DR. KONSTAM: And then put it in bold.

DR. TEMPLE: = I suggest that this is
getting inappropriate and should stop.

ACTING CHAIRMAN BORER: Let’s just gef a
sense from the committee, just by a yeS»or‘no vote.
Do we agree -- Do we believe that some information

needs to be communicated by the FDA, either in
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labeling or in some ﬁeaication guide for patients or
in both or some combination thereof? Just a yes or
no. Ralph?

| DR. D’AGOSTINO: You said just a yes or
no, but you are including other means beyond the
label?

ACTING CHAIRMAN BORER: Yes. I'm
including other meansg beyond the label, but that the
FDA must mandate it.

DR. D"AGOSTINO: Yes.

ACTING CHAIRMAN BORER: Bob?

DR. FENICHEL: No.

DR. NISSEN: I want to wait for more data.

ACTING CHAIRMAN BORER: Okay. So that’s

DR. LINDENFELD: Yes. I think something
should be communicated.

ACTING CHAIRMAN BORER: Tom?

DR. FLEMING: Yes, aefinitely.i.

ACTING CHAIRMAN BORER: Tom Graboys.

DR. GRABOYS: Yes.

ACTING CHAIRMAN BORER: Alan?

DR. HIRSCH: Yes, to be revisited again
when we have more data.

DR. PINA: Yes, not only to patients but
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also to physicians.

ACTING CHAIRMAN BORER: I’'m sorry.

DR. ARTMAN: Yes.

ACTING CHAIRMAN BORER: Yes. Mike?

DR. KONSTAM: I'm sorry. Are we talking
including a change. in labeling or are we saying --

ACTING CHAIRMAN BORER: Anything. We are
saying do we want the FDA to cause communication of
something?

DR. KONSTAM: Something which could simply
include a change in labeling and nothing more?

ACTING CHAIRMAN BORER: It Céuid.

DR. KONSTAM: Well, I'd say the anéwer is
yes, and I think something should be done, and I think
that that message needs to be refined based on
additional data that.needs to be gathered.

ACTING CHAIRMAN BORER: Okay. 80 the
sense of the committee is that something needs to be
or should be communicated. in some form. That might
include some additién to the label, mightvinclude
something beyond that, might not include something in
the label. Bob?

DR. TEMPLE: The two pieces of data that
have come up a few times -- One is finding’out what

the actual doses were. I'm sure we can actually get
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that from them. But ﬁarv has referred toisomething
elge, and I wonder.whether we are going to havé that,
which is some attempt to relate the outcome in terms
of frequency of heart failure to the degree of
control. That, obviously, is not a randomized
observation, but it doesn’t mean it’'s entirely silly
either.

Is that something that you guys can
actually do? And stfokes, too, I guess. |

DR. CUTLER: We have largely done it, not
entirely to my satisfaction at this point, but --

DR. TEMPLE: Okay. So we will be getting
that not too far froﬁ now?

DR. LIPICKY: You’ll be getting it as a
publication.

| ACTING CHAIRMAN BORER: Well, okay, but--

DR. LIPICKY: We're back to the same
place.

ACTING CHAIRMAN. BORER: All right. That
leads us to two ancillary questions. The sense of the
committee is that something needs to be communicated.
Let me break it down further.

Should the something be communicated at
least in part in the label? Marvin?

DR. KONSTAM: Yes, in the label.
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ACTING CHAIRMAN BORER: Mike? |

DR. ARTMANE Yes, I would agree Qith that.

DR. PINA: Yes.

ACTING CHAIRMAN BORER: Alan?

DR. HIRSCH: Yes.

ACTING CHATIRMAN BORER: Tom?

DR. GRABOYS: Yes.

ACTING CHAIRMAN BORER: Tom?

DR. FLEMING: Yes.

DR. LINDENFELD: Yes.

DR. NISSEN: No.

DR. FENICHEL: No.

DR. D"AGOSTINO: Nop

ACTING CHAIRMAN BORER: Okay.. SO we have
a split vote here, but there is a sense of the
Committee. The majority think that something should
be put in>the label.

Now should the something be put in now or
should we walt until we have some of the additional
data that we’ve been talking about, specifically the
average dose or, on top of the average dose, the
result of the aﬁalysis that Dr. Cutler‘ is now
réviewing and may be done sometime in the next few
months? Ralph?

DR. D’'AGOSTINO: I voted that I don’t
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think anything shOuid be put in the label, and you're
asking me now -- Should I?

ACTING CHAIRMAN BORER: Oh, IQm.sorry.
That’s right. No, you’'re right. You voted no. Bob
voted no. Steve voted no. Joann?

DR. LINDENFELD: I think something could

=

be added now. It would just be average doses.
don’t know that we need the whole additional analysis.

ACTING CHAIRMAN BORER: 'Okay. So we have
to have at least --

DR. LINDENFELD: Once we have the average
doges --

DR. LIPICKY: So just average doses or --

DR. LINDENFELD: I think so. I don’t
think we need -- ‘

DR. LIPICKY: - -- range of doses or what
more information do we need before --

DR. LINDENFELD: Weil, we know the range.
Right? Because we.know --. So we know the range.

DR. LIPICKY: No, we don’‘t. The
distributioh of doses actually used.

DR. LINDENFELD: Wé know the range,
because it was fixed.

DR. LIPICKY: From zero to eight. Yes,

right.
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DR. LIN]SENFELD: Right.

DR. LIPICKY; But we don’t know the
distribution.

DR. CUTLER: The distribution is in the
paper.

ACTING CHAIRMAN BORER: So that wvote is
that nothing should be put in the label until we have
some additional information, but then something should’
be put in.

DR. LIPICKY: But I want to be sure. Now
means now. If you mean get moré data, then what --

ACTING CHAIRMAN BORER: That’é what I
understand this vote to be that Joann --

DR. LIPICKY: She said now means after we
get something, and mentioned oné.

DR. LINDENFELD: Once we know the mean
doses of the --

DR. LIPICKY: Well, We can calculéte that,
if the distributions-are in the paper.

DR. LINDENFELD: Okay. I think that’s
enough.

DR. FLEMING: We interrupted Marv. He was
in the process _of constructing a 'récommended
statement, and in general I would like tovpursue more

what he -- where he was leading us with his suggested
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statement. My senéé of the matter is, when'I'have a
clearer sense of what that is, it will be easier to
answer whether or not there are elements that we need
to. know more information about.

I am asgsuming that, i1f there are more
specific elements that this Committee would like to
have before this study reaches its planned termination
point in March of 2002 -- and I assume there will be
some lag after that before everything is released,
which by the way, isn’t that far away. But if there
was more immediate need, I wquld assume we could
request specific infbrmation from the profocol,team
that would not put in jeopardy the continued blinding
of the comparative arms that continue in the trial.

So my sense is I would prefer to see
something in as soon.as possible. I would like to go
further and hear more exactly where Marﬁ was headed
with that statement and, if there are elements that we
would need that aren’t already apparent to us, I would
suggest we might be able to communicate with the
ATLHAT teaﬁ, and the FDA may be able ﬁo get that
information.

DR. D'AGOSTINO: Can I make a comment? I
guéss I thought one of the outcomes of this meeting

would be to go back to the ALLHAT team and say, you
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know, you don’t seem to have great reliability on the
CHF, why don’'t you do something to see how you can
improve on that retrospectively, realizing it’s
retrospectively. But there are lots of guestions
raised by our deliberations, can you do something with
them?

I feel very uncomfortable suggesting a
label change when we have so many uncertainties that
have been raised todéy. Maybe I'm missing éomething.

ACTING CHAIRMAN BORER: Stevé?

DR. NISSEN: vYés. I guess I need to
understand from Ray how much precedent there is for
altering a label based upon data that the FDA has not
reviewed. Do we commonly do this, and how‘important -
- I mean, I just need to get a sense for this from a
historical point of view. 1Is this unprecedented or
haé it been done before? |

DR. LIPICKY: I think Bob Temple will have
a better recollection thaﬁ I. There is once, and that
was with CAST. There, I think it was a very different
circumstance. I wasn’t a single trial and one adverse
effect and that sort of stuff. It was that a whole
belief structure got damaged.

It’s not clear to me that a whole belief

structure got damagéd.byzALLHAT, primarily because one
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doesn’t know why it was less effective. I dpn’t think
anYone would conclude that it was not less effective
or didn’t have data that would make it iook like it
was not less effective, but basically there are a lot
of questions that remain unanswered, and certainly one
doesn’t have the answer even for doxazosin, let alone
the class of alpha blockers.

So it isn’t the same, but there is once in
50 years, if that'answers your guestion.

| ACTING CHAIRMAN BORER: Tom, you suggested
that we should hear a statement and then see if
elements are missing. But I would ask vyou to
prospectively to determine whether from what vyou’ve
heard you have enough information to write anything
that would be useful for people to know, that would be
directive, that would actually inform them inva'useful
way .

If the answer is yes, fine. Buﬁ if it’s
no, then we don’t really need to hear that draft at
this point to make a decision.

DR. FLEMING: Well,.I had thought we had
already come to the conclusion, not by unaniﬁoﬁs vote
but by, I think, with two dissenting votes, that
information needed to be communicated.

Then when we asked if it was in the label,
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I think we had a méﬁé?iﬁy but with three dissenting
votes. So my impression ig, whereas  it’'s not
uncnimity, there was strong sense in thc Committee
that we needed to communicate.

Now what we’'re really getting at is what
is the right way to do it, énd what i1s the substance
of what we communicate? In general terms, what we’'re
confronting here we may actually confront in the
future more often than we’ve confronted in the past.

Specifically, what’s given rise to this
circumstance is that we have a major trial that’s
dealing with a number of important scientific
questions, one of which, the team viewed, was
conclusively established, that required release of
information so that the public could be aware cf what
was evidence that no longer was within what they
thought was equipoise.

They releasged that information,vand.yet to
preserve the integrity of the remaining objectives of
the trial, the rest of the information was kept
confidential. This circumstance isn’t unique.

I'm chaifing a data monitoring.committee
for a breast cancer trial that, in fact, was in a
similar circumstance 1ast‘December, and the FDA was

asked to approve the agent based on progression with
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our proposal that wé Bg allowed to keep survival data
confidential, not eﬁtirély unlike this type of
circumstance; and it may happen.again in the future.

I respect the FDA and the. séiéntific
community for allowing this randomized trial to
continue in a blinded fashion, even though we have

need for having a better understanding of certain

/elements of the data.

To say, however, that because we’re not
fully informed, we as an FDA aren’t going to take any
action or ensure that people are aware of what the
results are seems to be inconsistent.

DR. LIPICKY: Well, but, Tom, I don’t know
who people are.

ACTING CHAIRMAN BORER: One seéond, Ray.
Tom has gone through the process that we have, just
resummarized it. But what I was actually asking was,
okay, we all decided -- or not we all, but the
majority believed | that something should be
communicated.

My next question was when, and the answer
to that is based on do‘we have all the elements of
information that we want to put into that Warning to
make it useful. If we are leaving out élements and

we’'re just giving a sort of a general warning to
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people, then they é?é gding to be generally éfraid,
but I don’t know what they are going to be afraid of,
and they may take inappropriate action.

If we are comfortable that we héve all the
elements that we can put in to give a reasonable
person a reasonable warning, well, fine. If we don’t,
then we ought to wait until we have them. Some of
those elements may be available right away. Some may
be available in a few months. Some may be available
later than that. I don’t know.

So that was really the thrust of my
gquestion. Ileana? |

DR. PINA: Yes. I want to go back to that
same point that you just made. I think that we do
have enough information now to say something, based on
the facts. There is a published article. 1It’s a peer
reviewed journal article, and we’re herelbeing asked
by consumers to allow thsicians and patients to know,
because of the lack of knowledge out there of the
préliminary findings of this trial and of the stopping
of the arm. |

I mean, that’s why we’re here. We'’re
being asked -- This is a consumer group asking us to

allow physicians to know and telling us how few

physicians really do know what’s going on, what has
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gone on with the tfi%l, and that the arﬁ has been
stopped, even though I know it was in the news, and
how few patients know about this, and then how many
patients were actually on the drug.

I mean, this is a drug that’s being used
extensively for BPH. I have a problem with Marvin’s
initial writing, not that I like mine any better. But

you implied that chlorthalidone prevented the heart

 failure risk rather than doxazosin caused it, and T

don’t think we know that.

DR. KONSTAM: Well, we voted on that. We
voted on that. We asked do we think there’s any
evidence that doxazosin caused harm, and the answer
was no.

DR. PINA: I agree.

DR. KONSTAM: And I thought the sentiment
of the panel was it probably didn’t.

DR. PINA: I agree, but did we vote that
chlorthalidone prevented it, which is different?

DR. LIPICKY: Well,'look. To put this in
some perspective -- and I know this is -not the
sequence of the questions, but the next question asks:
If you think it’s important to tell physicians and
patients that there’s something they need to know

about doxazosin, don’t you think on the .same basis,
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the same data, we mUsE put this in chlorthalidone?

Obviously, people should khow that
chlorthalidone is the thing to take, and.we ought to
issue press releases that say that. Why should we
wait for JNC? I mean, where are we here? What are we
communicating? What are we saying? What do we want
people to know?

ACTING CHAIRMAN BORER: Steve?

DR. NISSEN: I want to get to a core
point. First of all, I understand and. I'm very
sympathetic to those on the Committee that want to do
something, but I think it’s very important that we
dissociate regulatory action from the setting of
standards for medical practice.

| You know, we have large organizations like
the American College of Cardiology and the American
Heart Association and all of théir subcommittees that
establish standardé, and in those standardé we make
many statements about how we think patients ought to
be treated.

It seemg to me -- and the reason I feel
like with incompleﬁe data it would not make good sense
to act is that I believe that this area is much better
addressed by our colleagues who will come together and

make these kinds of'recommendations about'what the
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optimal treatment of hypertension is, and all these
issues of first line versus second line.

It’s just too fuzzy to create régulatory
lénguage. I also wanted to address the issue that Tom
raised, which is I agree with Tom completely that it’s
noble to continue the trial. But it is aléo’important
for us to keep in mind that, without undermining the
trial and its blinding, there is a lot more data we
could be provided with.

I don’t like us to ﬁake a decision on the
basis of data that is really quite obviously
incomplete and that may lead us to make a mistake. I
think what we are talking about here fundamentally is
a  medical standards decision; not a fegulatory
decision, and I think we are off base to try to make
it a regulatory decision.

DR. KONSTAM: Can Irrespond to that?

ACTING CHAIRMAN BORER: Marv? |

DR. KONSTAM: Steve, I agree with what you
said up to a point. Where I really disagree with you
is I do believe that the FDA has every right and
obligation to influeﬁce treatment in every Way.to the
extent that it can.

I think where the difference is -- and I

think you are hitting on it -- is that they have a
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different standard of évidence that they draw upon in
order to make those judgments than we do when we
generate clinical practice guidelines or JNC
guidelines.

So the FDA leaves big holes in practice
recommendations, because it doesn’t have data that it
considers a high enough standard to act on, and that’s
where guideline people take over. That’s my way of
looking at it.

You know, I think that there is a study
that was done here.v it was probably the besflstudy of
its kind that’s ever goipg to be done. There are
things that came out. There’'s a lot of difference of
opinion, but there’s a lot of sentiment that something
ought to be communicéted.

Where‘I agree with you is that I think
that the level of evidence is problematic, and that’s
what we have all struggled with all day long. How
certain are we about what conclusion? That’s where I
really hold back on saying’we ought to‘go out and
communicate something for the public and send letters
and say this ought to be second line therapy.

I definitely would not do that,.becausé I
don’t think the level of evidence reaches that point.

ACTING CHAIRMAN BORER: Yes, Ralph?
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DR. D’AGCSTINO: But doesn’t putting
something in the label have that sgpirit to it, that
we're saying something profqund, that we Thave
established something? Label change isn’t a trivial
matter, to me, that you go back next week and say,
well, we’ve got a little more data now, we’re going to
straighten it out.

DR. LINDENFELD: It’s not a trivial
matter, but again I just have to emphasizé, this is a
very large, well conducted trial with lots and lots
and lots of endpoints, and it does appear --

DR. D'AGOSTINO: But there are all these
guestions. I mean, we spent the whole aay raising
questions, and we don’t even have the data. Nobody in
the FDA, and myself as a statistician, consultant to
thé panel, has sort of sat down and actually marched
through the data.

All I'm doing is reading an article, and

I've been on this committee in terms of consulting and

on other committees where I have New Enqland Journal
Medical articles, JAMA articles and so forth, and we
end up saying quite completely different things.

i don’t think that’s going to happen here,
but we haven’'t even gone through that .tYpe of
activity. |
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'ACTING’CﬁﬁlﬁmAN’BORER: Ray?
DR. LIPICKY: ﬁell, I guess I amvless in
favor of communicating. I’'m an isolationist. But I
understand the need to communicate, and certainly FDA
wants to communicate more, and it has these Med Alerts
and Med Watchesg and watches for this and that and the
other, and everything else, and it’s important,}and
there are media and electronics and communication is
thé name of the game.
| How can I say that one should not
communicate? The average patient who is receiving a
medicine for their blood pressure has absolutely no
idea what the bagis of their receiving it is.‘ So that
now we go and contact all of the patients that are
taking doxazosin and say something like the results of
ALLHAT?
I mean, I think that’'s misrepreséntation.
I think it’s totally garbage. I think it will be
totally misinterpreted, and.so --
DR. TEMPLE: That;s a straw man, Ray.
Nobody insisted on.a Med Guide and --
DR. LIPICKY: ' That’'s fine. No, no, no.
Hold 1it. It may be a straw man, but now who are we
talking about communicating with?

DR. TEMPLE: Well, most people arxe talking
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about the physicians, I think.
| DR. LIPICKY: So that’'s clear. That is,
nobody is talking about talking to patients.

DR. TEMPLE; No. Like everything else
today, it’s not entirely clear.

DR. LIPICKY: Okay. Well, that isn’t
clear.

ACTING CHATIRMAN BORER: That’s a good
point.

DR. LIPICKY: Wasn't clear to mé. Fine.

ACTING CHAIRMAN BORER: One second. Can
we have a statement from the Committee about that. Is
there anyone on the panel heré who is in favor of
mandating the‘FDA ﬁo cause a communication té be sent
to all patients who are taking this drug? Any yesesg?
No. So we’ve now eliminated that as an alternative,
and We are talking only about cémmunicating-something
to physicians --

DR. LIPICKY: Through labeling.

ACTING CHAIRMAN BORER: -- and there
hasn’t been a consensﬁs on what would be comﬁunicated,
although the majority thinks that there ought to be a
communication.

DR. LIPICKY: Right, and I would be

embarrassed if I had to try to write something that
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didn’t say something; ahd I still don’'t know what to
say. The only thing I know tb say is, if you use
doxazosin, use it according to directions,.ana I don't
know -- Otherwise; you’re liable to encounter this.
I don’t know what else to say.

DR. TEMPLE: Actually, Ray, you already
have said more, i1f you believe it, if you describe the
consequence of using it the wrong way.

DR. LIPICKY: Yes. But that’s an
encouragement to use doxazosin and at highér doses.
DR. TEMPLE: No, it says --

DR. LIPICKY: Is that what we should do?

DR. TEMPLE: It says, if you are going to
use it, you need to ﬁse it right. Even thaf_might be
an important message, not that you know --

DR. LIPICKY: Well, but we don't --

DR. TEMPLE: Wait a minute. Not that you
know what the resulté of using it right aré,either.

DR. LIPICKY: But we don’tv know that
that’s right.

DR. TEMPLE: But what you do know is that
uSing it wrong, which is probably the way most people
use it, doesn’t work very well. |

DR. LIPICKY: Well, I’11 grant you that.

DR. TEMPLE: That’s not irrelevant.
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DR. LIBIEKY: Okay, but that’s a very
different message from this is.a warning about this
chemical compound and its effects in man.

DR. TEMPLE: Ray, I don‘t think that
anybody has gotten far enough to say how loud, how
shrill, how scary this should be. People are
grappling --

| DR. LIPICKY: Well, bold is pretty loud.

DR. TEMPLE: What?

DR. LIPICKY: Bold is pretty lgud.

ACTING CHAIRMAN BORER: But we haven’t
gotten to bold yet, and we haven’t said‘what we are
going to say.

DR. TEMPLE: Right.. It depends what you
boid. Can I just make an observation, Jefffey, about
before?

It's relatively unusual for us to rely on
controlled data that we don’t see. And as Ray said,
in‘the case of CAST we did it. But one shouldn’t
exaggerate that as a precedent. That was a body
count.

Whatever. you believe about the NTH and
their competence, I believe they can count'death.
Okay? That’'s not a long~stretch. Here -- and you

know, as you can probably figure out, I'm somewhat on
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the side of saying something.

The concern is that the observation of
heart failure may be not valid.. That’s thevvery sort
of case where you do probe and you do 1ook;- So this
is a somewhat longer stretch than CAST. That’s in no
way saying it shouldn’t be the stretch you make, since
the local diagnosis may be the best you are going to
do anyway. But I just want to make sure that that
precedent isn’t overstated. A body couﬁt is easy,
easier than something more subtle.

ACTING CHAIRMAN BORER: Mike, .you had a
comment?

DR. ARTMAN: Well, I think we all agreed
that there was some red flags raised by this study,
and now we’re just trying to decide how high to raise
the flag and how to wave it around.

I'm not sure I have the answer either, but
Ray keeps asking what are we trying to say. I think
we're trying to say something iike: In doses of 8
milligrams per day or less, which may bé insufficient
for optimal control of blood pressure, doxazosin may
unmask or promote symptoms of heart failure in
patients with mild hypertension and cardiovascular
risk factors.

I mean, that’s basically what came out of
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this, I think.
ACTING CHAIRMAN BORER: We didn’t say
promote.

DR. ARTMAN: Well, scratch the "promote.™"

May unmask or allow symptoms of -- something like

that, less effective than a diuretic.

ACTING CHAIRMAN BORER: Alan, why don’t
you make vyour comment, and then I want to make a
point.

DR. HIRSCH: I think I'm hearing sort of
consensus toward a two-track approach, which I'm
proposing to the rest of the.pénel members. One is
that we can fine tune language, because there’s a
clear consensus that something be communicated
regarding relative protective benefit.

The second thing I’ﬁ hearing from Ray and
from Bob is that'We would be wise to take a.clear,
deeper look at the data, if it could be provided to
us, and revisit this again, and make sure that we are
accurate,vappropriaté, and don'’t set wrong'pfecedents.

ACTING CHAIRMAN BORER: Okay. I’d iike to
suggest a modification to what Alan says, because I
think there is sort of a general sense that something
needs to happen as é result of all this  ~But I'm

concerned, and I'm concerned that we don’t know, as
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Ray has really said iﬁ several different ways -- we
don’t know exactly what to say.

I don’t think that promoting concern is

appropriate unless you have a specific basis for the

concern reasonably well defined, and then we have to
determine what reasonably is. I think reasonably will
be when we have information (a) about the dose that
was used and (b) about the relation of the results to
blood pressure achieved. |

That make take several months to gef those
data, and at the end of that time the resulting
analysis may show that 1it’s not appropriate to
communicate something. But the reason I Ehink that
it’s appropriate to wait at this point and not send
out something right now is that I don’t think we have
an emergency situation here.

T haven'ﬁ seen any evidence that,the drug
causes harm. I think that a lot of people will be
affected by premature diésemination of information
that’s incomplete and that there is no great public
health problem that is going to be caused by not
disseminating that information until it)svsomewhat
more complete.

I'm not suggesting waiting until the end

of the ALLHAT trial. I'm suggesting that we wait
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until we have Jjust thése two elements of data that
Marvin suggested. If at that tiﬁe the data,:when they
are reviewed, are.sufficiently clear so thét they
warrant a well defined statement about what happened
with these doses in these patients defined in this
way, then that statement ought to be made, and it

ought to be added to the label somehow.

Marvin?

DR. KONSTAM; Jeff, I agree with
everything vyou said. With regard to Michael’s
language, you know, I really -- and T gﬁess this is

why I’m more comfortable advocating saying something
when there is more information, 1is because T would
fall away from drawing a conclusion.

Your statement ié drawing a conclusion.
My thought is to be much more descriptive. Describe
the results in a way,_and then based on the data as it
comes in, sort of build as close a circle around what
it means as we can based on what we know, but mostly
just describe the results.

ACTING CHAIRMAN BORER: Okay. So I think
that the issue that remains here is how do‘we’properly
describe the results. We have some information, but
the information is not as complete as we like, and do

we have enough information to describe the results in
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a reasonable way withOutimisstatements that will be
more harmful than helpful.

DR. ARTMAN: I just want to clarify one
thing. I was in no way, shape or form trYing to draw
any donclusion, because I don’t think we can draw
conclusions. I was merely trying to describe.the
data.

ACTING CHAIRMAN BORER: You know, I don’t
think we are -- Ray, if you will allow me -- Réy, are
you here? Ray, you asked for the advice. I want to
suggest something to you.

You’ve heard the discussion of the
Committee. You’ve heard that several people are not
in favor of making any‘labeling'change at this time.
The majority, by a'little bit, are in favor'of doing
something, but among those there’s some disagreement
about when and what, with some believing we could put
out some sort of general statement, or suggest to you
that you put out some general statement to doctors,
presumably in the label -- I don’t know how else we do
it -- at this time, and some suggesting you need more
information before you can do that, and at that time
you can say something, although, of course,‘the’new
information may suggest that you don’t have to.

I don’'t know how much further --
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DR. LIPICKY: So you’re asking me do we
have enough information from you?

ACTING CHAIRMAN BORER: Yes.

DR. LIPICKY: Yes, I think so!‘ But the
question is does Dr. Temple; because I know what to
do. The question is does Dr. Templé know what to do
or will we axrgue with oneianother?

DR. TEMPLE: Well, we’ll surely argue, but
that’s okay. I think we’ve heard enough. I actually
don’t think you can actually get dloser, and having a
vote with another six to seven or something isn’t
going to help much more. But let’s be sure I
understand the areas of uncertainty.

I'm positive we can find out what the
approximate dose was, either in the form of a
distribution or the average, and I actually doh’t see
how that makes too much difference, because we know it
was well below the 16 that you can go to.

I gather there: is én analysis closer to
being born -- whether we can get more detailé of it
remains to be seen -- that we’ll look at whether, just
to put it in a simple minded way, the people who did
have adequate control also showed a increaséd rate of
heart failure in which case vyou would‘not.really

attribute it to not using the drug properly, I think.
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In other words, you would matqh up  groups
for the degree of control and see if there was still
a difference. That’'s not a hard thing to do, and if
I understand Jeff’s facial expressions, that’s what
they have sort of done.

That seems to me to be the area that
people are most nervous about, because it makes you
ask whether the entire thing is due to the blood
pressure. If yoﬁ saw it in all levels 6f blood
pressure control, you would no longer believe that.

So I think there’s a fair sentiment that
people would like us to get that.information'before we
did much.

ACTING CHAIRMAN BORER: I think that’s
right, and I would add only that I heard several
people suggest that it would 5e nice if there were
some effort to firm up the diagnosis of CH? SO we
could know the magnitude of the problem that exists.

DR. TEMPLE: Jeff,.the only thing about
that is that is the Work of a very long tiﬁe.

DR. LIPICKY: Right. We will --

DR. TEMPLE: The other two things are much
easier.

DR. LIPICKY: We will argue some, because

what I heard some people saying in the reservations
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were, you know, they wanted to get a  lot more
information than jﬁst the average dose. @Give me three
minutes in the publiéation, and I'1l1l give it to you.
No, Tom will give it to you, because I don’t know how
to take distributions and get a mean.

There are serious things that would
require getting some data, and I'm a firm believer in
the fact that you don’t know what’s there until you
look; and that when people havé taken a lét of time
looking, they point you in the directions that are
generally important, but that, as we have learned time
and time again, sometimes theyvoverlook things, not
purpésefully, that.ih fact give you betteriinsights.

I must admit that I don’t have a better of
way of putting it, because I can’t demonstrate that we
have ever contributed anything by analyzing data. But
I would feel violated by having to make an’important
decision in the absence of having the datavand looking
at it and doing some kind of an analysis.

I just absolutely. think -- I as an
individual think that dealing from the literature is
almost absurd, and I feel sorry for people‘who have to
do that.

DR. TEMPLE: For -what it’s worth, I

believe my credentials as someone who believes in
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looking at the data are édequate, and I believe I own
one of the two or three publications atVEDA that
actually ever showed how the analysis mékes a
difference with the Anturin reinfarction trials.

So I'm a believer in that. Those cases,
it should be noted, were cases in which the
statistical values were marginal, entirely based on a
subset or something like that. They are not cases
that are like this.

That said, I don’t disagree. We prefér to
have all the data, and there’s usually a good reason.

DR. LIPICKY: No, but, you see, I wouldn’t
ever dream of calculating a p-value. The question is
what’s related to what, and how are things related,
and how are correlations, and what goesg where and, in
particular, how do the other arms -- how does
amlodipine look compared to chlorthalidone?

If I didn’t‘see a trend toward ﬁOre heart
failure reports with amlodipine, I would buy in in a
moment . Okay, I’'d sa?, geez, this is real. But
without éeeing that, I'm saying to myself maybe that’s
not true.

DR. TEMPLE: No, you don’t have enough
information about amlodipine to tell.

DR. LIPICKY: Well, that’s -what I'm
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telling you.

DR. TEMPLE: No, but you won’t with this
trial either.

DR. LIPICKY: No. We will whén the trial
is -- when we look at all of the results, but if we
just look at chlorthalidone and doxazosin, we will not
be able to -- you will not be able to give me the
reassurance I need to buy, like Tom does, the strength
of evidence here.

I will be always short on that strength of
evidence. But if the amlodipine arm really sort of
look like the same thing but not quite as bad, I’'d buy
Tom’s argument in an instant.

So I'm really -- I guess all I'm saying is
I don’t think it’s the mean dose. That isn’t the
thing that is of importance. We will argue about that
some.

ACTING CHAIRMAN BORER: Well, okay. The
sense of the Committee is that you . néed some
additional data before it’s appropriate to provide
information to doctors. That information should be
available within the foreseeablé future, not years but
months. I don't kﬁow. |

At that time, it’s necessary to review

what the data show and determine whether they still
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show the strong suggestion of something that’s not
being done by one drug that is being done by the other
that doctors prObably ought to know about..

| | At that time, if the FDA wéuld like
additional comments from this Committee, this
Committee will be happy to provide them.

DR. LIPICKY: Well, when you put it in the
context of months, you are clearly saying we do not
héve to analyze the data.

ACTING CHAIRMAN BORER: That’s right. You
may not need to analyze the data.

DR. LIPICKY: No, no, no. You afe‘saying
you do not have to.

ACTING CHAIRMAN BORER: No, no, I’'m not
saying that.

DR. LIPICKY: Because we can't‘evén‘get it
in a couple of months.

ACTING CHAIRMAN BORER: Right, but let me
tell you what I'm actually séying. I’nfvactually
saying that vyou ﬁay see information that is so
compelling that you will choose to say something
without demanding to analyze the primary data. You
may, however, findvthat the data are less cémpelling,
and then we would be happy to provide an additional
opinion, or you may choose to say I can’t possibly do
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this without the primary data, now that I)Ve Seen
this.

DR. GRABOYS: Jeff, so at the end of the
day we are all leaving here .saying that we feel
comfortable continuing our patients on the drug and
prescribing it?

ACTING CHAIRMAN BORER: I feel comfortable
continuing my patients, of whom there are very few
taking doxazosin,‘ as it happens, Dbut i feel
comfortable continuing my patients on doxazosin.

I can tell you that not one of them -- Not
one of them is being treated with that drug as
monotherapy -- not one -- and that there .may' be
patients who I am seeing who afe taking that drug for
benign prostatic hypertrophy. AIf they are and I am
seeing them -- and‘I’m a cardiologist, and i‘only see
patients who have cardiac problems.

Those people probably are taking some
other cardio-~-active drug for some purpose, and I don’t
feel uncomfortable‘iﬁ leaving them on their'doxazosin
for benign prostatic hypertrophy, becauselI don’'t see
any evidence that this drﬁg is causing harm.

It may not be providing the benefit. It
may or may not be.. It may hot be. I think the data

show that it doesn’t seem to be providing some benefit
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that another drug may be providing in the doses used
according to the regimen that was given. But éausing
harm? No.

So, therefore, the answer to your
question, Tom, is yes, I do feel comfortable.

DR. TEMPLE: = Jeff, I think you’wve done
what you can do, and we need to go back, think about
it a little more. We may write to you for further
suggéstions. |

If anybody overnight thinks of an
important new way of writing this that’s absolutely
definitive and perfect and no one would object to,
send it to us. |

DR. LIPICKY: Send it to Dr..Temple.

DR. TEMPLE: We both need to get it.
Right.

ACTING CHAIRMAN BORER: Okay. Are there
any other issues that we need to deal with, any final
comments? Does anyone feel terribly upset or
unfulfilled? I don’t see any yeses here.

Meeting adjourned.

(Whereupon, the foregoing matter went off

the record at 5:07 p.m.)
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