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PROCEEDI NGS
Call to Order and Introductions

DR. PICKERING Good norning, |adies and
gentlenen. | would Iike to call the neeting to
order. M nane is Dr. Tom Pickering. | amfrom
Col unbi a Medical Center. M specialty is in
hypert ensi on.

The agenda for this norning is a second
di scussi on of possible revisions to the |abeling of
anti hypertensive drugs. The first neeting, which
think you will hear about in a few nminutes, was
hel d | ast June which was al so a public neeting.

Maybe we coul d begin by just having the
conmittee menbers go round and introduce briefly
who they are starting with Dr. DeMets.

DR DeMETS: Dave DeMets, a
bi ostatistician, University of Wsconsin, Madison

DR. PORTMAN: Ron Portman, pediatric
nephrol ogy, University of Texas in Houston

DR KASKEL: Rick Kaskel, pediatric
nephrol ogy, Al bert Einstein College of Mdicine.

DR. FI NDLAY: Steve Findlay, the consuner
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representative on this panel from Consuners Union,
Washi ngton, D.C.

DR. WARNER- STEVENSON: Lynn St evenson,
cardi ol ogy, Brigham and Wnen's Hospital in Boston

LCDR GROUPE: Cathy Groupe, Executive
Secretary for the Conmittee.

DR TEERLINK: John Teerli nk,
cardiol ogist, University of California, San
Franci sco and San Franci sco V. A Mdical Center.

DR STOCKBRI DGE: | am Nornan Stockbridge,
the Director of the Division of Cardiovascul ar and
Renal Products at FDA.

DR. TEMPLE: Bob Tenple, Director of
Ofice of Drug Evaluation | in which cardiorenal
l'ives.

DR PICKERING Thank you. Cathy G oupe
will read a conflict-of-interest statement next.

Conflict of Interest Statenent

LCDR GROUPE: The foll owi ng announcenent
addresses the issue of conflict of interest and is
made a part of the record to preclude even the

appearance of such at this neeting. Based on the
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submitted agenda and all financial interests
reported by the conmmittee participants, it has been
determined that all interests in firms regul ated by
the Center for Drug Eval uati on and Research present
no potential for an appearance of a conflict of
interest with the foll ow ng exceptions.

In accordance with 18 U.S.C. 208(b)(3),
full waivers have been granted to the follow ng
partici pants.

Dr. Thomas Pi ckering has been granted a
wai ver for his unrel ated Speaker's Bureau activity
for an affected firm He receives |ess than
$10, 001 per vyear.

Dr. Frederick Kaskel has been granted a
wai ver for his enployer's participation in a
rel ated study funded by an affected firm His
enpl oyer receives | ess than $100, 000 per year

Dr. Ronald Portman has been granted a
wai ver for his enployer's participation in four
rel ated studies. Hi s enployer receives |ess than
$100, 000 per year fromeach firm Dr. Portman has

al so been granted a waiver for his consulting for
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four affected firms. Dr. Portman receives fees of
| ess than $10, 001 per year fromtwo of the firms
and between $10,001 to $50,000 fromthe other two
firms. Finally, Dr. Portman has been granted a
wai ver for his role on an advisory board for an
affected firm He receives fees |l ess than $10, 001
per year.

Dr. John Teerlink has been granted a
wai ver for his unrelated consulting for two
affected firns. He receives between $10,001 to
$50, 000 per year for each firm

Dr. David DeMets has been granted a wai ver
for his unrelated consulting for two affected
firms. He receives |less than $10,001 per year from
each firm Dr. DeMets has al so been granted a
wai ver for his role as a nenber of four Data Safety
Moni toring Boards. He receives |less than $10, 001
per year for each firm

Wai ver docunents are avail able at FDA's
dockets web site. Specific instructions as to how
the access the web page are avail abl e outsi de

today's neeting roomat the FDA infornation table.
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In addition, copies of all waivers can be obtained
by submitting a witten request to the agency's
Freedom of Information OFfice, Room 12A-30 of the
Par kl awn Bui | di ng.

In addition, Drs. John Flack, WIIliam
Hi att, Robert Harrington and M chael Lincoff have
been recused fromparticipating in today's
di scussi on and vote concerning rel abeling of
anti hypertensive drugs for outcones clains.

Wth respect to FDA's invited guest
speaker, Dr. Stephen MacMahon reports that he has
recei ved research grants fromPfizer and Merck. He
al so recei ves occasi onal honoraria from Pfizer,
Novartis, Boehringer |ngel heimand Merck.

In the event that discussions involve any
ot her products or firms not already on the agenda
for which an FDA participant has a financi al
interest, the participants are aware of the need to
excl ude thensel ves from such invol verrent and their
exclusion will be noted for the record.

Wth respect to all other participants, we

ask, in the interest of fairness, that they address
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any current or previous financial involvenment with
any firm whose product they wish to conment upon.
Also, | would like to add that Dr. John
Neyl an, the committee industry representative, was
unable to attend at the last nminute. Therefore,
there will be no industry representative for the
nmeeti ng today.
DR PICKERI NG Thank you very nuch. Now,
I think Dr. Stockbridge is going to give us an
i ntroducti on and background.

I ntroduction and Background

DR. STOCKBRIDGE: | have a few
introductory comments. First, | want to thank you,
Tom for chairing today's session. | would also

like to acknow edge that this is your |ast neeting
before your termexpires fromthe Cardiovascul ar
Advi sory Conmittee. | hope everybody here wll
join me in thanking you for your years of service
on the conmittee.

(Appl ause.)

The Advisors and Consultants Staff will be

forwarding to you sone token of our appreciation
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10
that is not here with us today. | don't renenber
whether it is a gold watch or a Porsche.
(Laughter.) | can't renenber exactly what it was.

I would also like to thank Dr. Stephen
MacMahon for coming again to participate in this.
Dr. MacMahon is here. There is no formal
presentation fromhimbut he is here to help rem nd
us of sonme of the data behind what we are doing so
he is available to answer questions through the
session this norning.

I also wanted to sort of sketch for you
what the process generally is with respect to the
docunent we are discussing. This flows out of the
meeting we held last June to discuss rel abeling
anti hypertensive drugs for outcone clainms. |In the
mont hs since then, Dr. Tenple and | have been
passing this draft back and forth between us and it
got to a place where we weren't naking any further
progress and it seened like it was tine to get you
fol ks back involved and see whether or not it
pretty well captures what the outcome of the

previ ous neeting was.
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Following this neeting, we will make
adj ustnents as seem necessary. At sone point, the
next step in the process will be publishing this in
draft formin the Federal Register. That will set
of f sone public comment period where people who
want to can contribute their thoughts to this.

Then, after that period closes, we wll
revi se the docunent as seens appropriate again and
publish a final version in the Federal Register
with sone discussion of the comments that we got.
So that is sort of the introduction to this. The
basic flow of the nmorning really is sort of going
through this docunment, a section at a tine, and
getting comments from people around the table about
whet her or not they think it captures the spirit of
what cane out of the earlier neeting.

Thank you.

DR. PICKERING Thank you very nuch. W
now nove on to the Open Public Hearing. Let ne
say, just before that, that the plan is, actually,
to have this divided into two sections because sone

of the current commttee nmenbers who are recused
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12
fromthe formal procedure | think would like to
make statenents as nenbers of the public |ater on

Open Public Hearing

DR PICKERING So, before we nove on to
the first public hearing, | would |ike just to read
this gui dance docurment. "Both the Food and Drug
Adm ni stration and the public believe in a
transparent process for infornation gathering and
deci sion naking. To ensure such transparency at
the Qpen Public Hearing session of the Advisory
Conmittee neeting, FDA believes that it is
i mportant to understand the context of an
i ndi vidual's presentation

"For this reason, FDA encourages you, the
Open Pubi ¢ Hearing speaker, at the beginning of
your witten or oral statenent, to advise the
Conmittee of any financial relationship that you
may have with any conpany or any group that is
likely to be inpacted by the topic of this neeting.

"For exanple, the financial information
may include a conmpany's or a group's payment of

your travel, |odging or other expenses in
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connection with your attendance at the neeting.
Li kewi se, FDA encourages you, at the begi nning of
your statement, to advise the conmittee if you do
not have any such financial relationships.

"I'f you choose not to address this issue
of financial relationships at the begi nning of your
statenent, it will not preclude you from speaking."

| believe M. Goozner w shes to address
the conmittee. Thank you.

MR. GOXZNER: Thank you for the
opportunity to speak here this norning. Good
morning. My nane is Merrill Goozner and | amthe
Director of the Integrity in Science Project for
the Center for Science in the Public Interest.
That is nmy only conflict of interest. | guess you
could say it is a structural conflict of interest
because the Center for Science in the Public
Interest has a long-standing interest in the issue
of hypertension, although | nust tell you that ny
own involvenent in this particular issue was nhot
driven by that but nore about the concern of the

structure of the commttee. Then | got into sone
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of the issues which | have witten about over the
years.

But our concerns about the FDA s proposed
gui dance on | abeling hypertension drugs are
three-fold. First, the draft guidance ignores the
National Institute of Health Seventh Report on the
Joint National Conmittee on Prevention, Detection,
Eval uati on and Treatnent of Hi gh Bl ood Pressure
usual ly referred to as JNC7, especially the primary
roll its recommendations give to lifestyle
nmodi fi cati ons.

Second, the draft guidance m srepresents
the findings of JNC7 and the gover nnent - f unded
Anti hypertensive and Lipid-Lowering Treatnent to
Prevent Heart Attack Trial, comonly known as
ALLHAT, both of which were conducted at great
t axpayer expense and, if followed, could save
taxpayers billions of dollars to the recently
enacted Part D of Medicare, the senior citizen
prescription-drug benefit, as well as Medicaid and
ot her government prograns.

Third, the labeling provision of the draft
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gui dance permts the use of clains that have not
been subnmitted or reviewed by the FDA which, in
combi nation with the previously nentioned flaws in
the guidance, could result in |less than optinal
physi ci an prescribing patterns and | ess efficacious
heal t hcar e out cones.

The draft guidance points out that |abels
on the nore than 60 drugs and seven or nore cl asses
that | ower bl ood pressure are, "nute on the
clinical benefits expected from bl ood-pressure
reduction.” The FDA is considering this guidance
because it feels it would be in the best interest
to physicians and patients to spell out those
benefits, "to encourage appropriate use of these
drugs.”

But, as JNC7 points out, and, again, | am
quoti ng here, "Adoption of healthy lifestyles by

all persons is critical," and | underscore that,
"for the prevention of high blood pressure and is,"
and | will underscore this, "an indispensable part

of the managenent of those with hypertension.”

Why doesn't the FDA put that on the | abel
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16
The draft guidance, the industry for |abeling
anti hypertensive drugs represents a gol den
opportunity for the FDA to begin educating the
public about the primary and cheapest way of
treating this | eading cause of heart disease.

The second issue involves the draft
gui dance's claimthat "nunmerous single
studi es--e.g., ALLHAT--and pool ed anal yses have
tested whet her drugs given to achieve the sane
bl ood- pressure goals have the sane clinica
benefits. To date, such studi es have not
di stinguished the effects of different treatments
on the--and | enphasize that; that is not
enphasi zed in the original--mgjor
hypertensi on-rel at ed out cones, strokes, myocardia
infarction and cardi ovascul ar nortality.

By limting the primary endpoints to
strokes, nyocardial infarction and cardi ovascul ar
nortality, this statement inaccurately represents
the findings of ALLHAT and JNC7. There are severa
differences, but let me point out just one. It

| eaves out the higher rates of congestive heart
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failure suffered by patients who take cal ci um
channel bl ockers, one of the nore popular and stil
expensi ve cl asses of anti hypertensive drugs on the
mar ket .

The JNC7 specifically recomends agai nst
usi ng cal ci um channel bl ockers as first-line
therapy in patients with congestive heart failure.
In the new gui dance, heart failure should be
considered a major cause of nmorbidity and nortality
and t he gui dance shoul d di stingui sh between drug
classes and their effectiveness in treating this
condi tion.

Finally, the draft guidance
recommendati ons for |abeling concludes, "Many
anti hypertensi ve agents have additional effects on
angi na, heart failure, diabetic kidney disease, for
exanpl e, and these considerations may guide
sel ection of therapy." The |abeling guidance
further allows conpanies to include, "a summary of
pl acebo or active controlled trials showi ng the
specific drug's outcome benefits in hypertension."”

I look forward to your discussion on this

file:///C)/dummy/0426CARL.TXT (17 of 193) [5/9/2006 1:04:00 PM]



file://ICl/dummy/0426CARL.TXT

poi nt because there is a possibility |
m sinterpreted here. But in case | have, | will
stand corrected. But, in case | have understood it
correctly, while this would be a positive thing if
conpani es chose to apply it to drugs that are |ess
effective in reducing heart failure or |ess
effective when used in certain subgroups, like
African Americans, it opens the door, in ny view,
to | abeling abuse.

The nmedical literature is filled with
studi es that nmeasure the antihypertensive effects
of specific agents on patient subgroups with
particular conorbidities. While those studies may
show the drugs are effective in reducing the
comorbidities as well as reducing high bl ood
pressure, they are rarely tested agai nst other
agents to see if they are any nore or |ess
effective in reducing those conorbidities.

These trials, which are usually industry
funded and sonetines referred to as seeding trials,
are a way to broaden the use of a particular drug

within a crowded field when there are other, often
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cheaper, alternatives that nmay well be just as
effective or nore effective not just against high
bl ood pressure and its primary effects but the
conorhidity.

To allow these trials to be included on
| abel s and, thus, fair gane for nmention to
physi ci ans by drug-industry nmarketing
representatives would put the FDA stanp of approva
on some of the mpbst abusive sales tactics in
today' s pharnmaceutical marketpl ace

Conmbi ned with the earlier part of the
gui dance that did not distinguish between drugs on
a primary outcome |ike congestive heart failure,
the net effect of this guidance could be a huge
setback for public health and, | night add, the
public purse.

Finally, allowme to take a few noments to
address the FDA staff about my concerns about this
conmi ssion's balance. As you are well aware, the
Federal Advisory Conmittee Act requires committees
to be bal anced. You have interpreted this to nmean

that the conmittee should have the specialties and
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expertise needed to render a qualified judgnent.

But, according to the Governnent
Accountability O fice, that provision also requires
that comm ttees be bal anced regardi ng points of
view especially when there is controversy in a
field as there is in this case. This conmittee is
singularly unbal anced in that regard.
Specifically, it contains none of the el even
physi ci ans associated with the National H gh Bl ood
Pressure Education Program Coordi nation Conmittee
that wote JNC7 nor were any of the physicians who
Il ed the ALLHAT Trial asked to serve on this
committee including the experts, non-conflicted, at
the National Heart, Lung and Bl ood Institute.

This is an area where you could easily
have found unconflicted, highly qualified, experts,
yet you chose not to do so. In his testinony
before the House Appropriates Subcommittee earlier
this year, Acting Conm ssioner Andrew von
Eschenbach said that the FDA should not be
prohibited fromincluding scientists with conflicts

of interest fromserving on FDA advisory panels
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because they are frequently the best nminds in a
particul ar field.

But this appears to be a case where you
excluded the best minds in the field whether they
had conflicts or not.

Let me conclude by quoting froma study
that appeared in this week's Journal of the
Anerican Medi cal Association which sone are
interpreting to suggest that conflicts of interest
on FDA advisory commttees do not matter. That
study found a 10 percent greater |ikelihood that an
advi sory committee neeting would favor a drug if it
contained a person with a conflict of interest.

Yet, the office concluded that such a
| evel of bias would never be tolerated in a jury.

I ndividual jurors are frequently dism ssed sinply
for readi ng newspaper coverage of their trial
Deci si ons reached by advisory committees have a
much greater social inpact. | think it is time for
the FDA to begin considering howit fornms this

advi sory committee and ensuring that balance with

regard to point of view be one of the
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consi derations you take into account.

Thank you very nuch.

DR. PICKERING Thank you. Wbuld you be
willing to accept a question fromDr. Tenple from
t he FDA?

MR. GOOZNER: Sure. Absolutely.

DR TEMPLE: It is partly a coment and
partly a question. The decision to wite sonething
like this was actually nade at a previous meeting
at which one of the nenbers of JNC7 was present,
Henry Bl ack, and was enthusiastically in support of
it as a general matter.

I guess the other thing is this is going
to be put out for comment as a guidance so, if you
don't think the statement in there that says,
"Control of blood pressure should be part of a
conpr ehensi ve cardi ovascul ar ri sk- nanagenent
including lipid control, diabetes, et cetera," is
broad enough on the |ife-style changes that people
ought to be encouraged to do, coments wll be
wel come. Maybe that shoul d be expanded to

i ncl ude- -
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MR, GOOZNER: W actually provided sone
alternative | abeling | anguage. Wat the Executive
Director of the Center for Science in the Public
Interest, Dr. Mchael Jacobson, calls a green-box
as opposed to a bl ack-box warning |abel that could
be put on antihypertensive drugs.

So, yes, we would comrent--1 suppose we
will comment at that time and we have al ready sent
some information to the FDA in that regard

DR TEMPLE: But | am curious about a
| arger question. One of ny questions always is how
Il ong do you try to get people to change their
behavi or because, as anybody who | ooks at the
obesity epidemic can figure out, it is hard to get
peopl e to change their behavior.

How | ong shoul d their bl ood pressure be
all owed to stay high without nedical treatnent, do
you think, while you encourage themto change their
lifestyle?

MR. GOZNER: That is obviously a choice
bet ween the physician and the patient and

woul dn't presume to--1 amnot a physician. | don't
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presunme to nmake recommendations in that regard.
think that we see |abeling as an educational tool
I mean, that is what is at stake here. 1 can
i magi ne, just speaking for nyself, if sonebody told
me | had bl ood pressure and--1 amfairly physically
fit and I amkind of skinny and sonebody told me,
the best thing for you to do is to take a drug, |
suppose | would take a drug.

DR. TEMPLE: Later in the day, there is
going to be a discussion of howlong it is safe to
| eave peopl e hypertensive off therapy even for the
pur pose of studying them \While we concl ude that
short-term studi es--well, sonme people concl ude; we
will see what everybody concl udes--but nmaybe
short-term studi es don't pose a risk

There certainly would be a view that you
don't want to let people sit around very long with
a markedly el evated bl ood pressure while you
encourage themto | ose weight, which is very
difficult. The whole purpose of this, in the first
pl ace, the reason we thought about it, is that--and

| attribute this to me, but | know the people from
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JNC7 think so, too, that it is really terrible that
the benefits of |owering blood pressure are not
wi del y enough di sper sed.

We have ways of doing it. W have |ots of
drugs. There are different views--the ALLHAT
people all believe you should always start with a
diuretic. That is perfectly reasonable to start
with. Maybe this should say sonething about that.
I don't know. That could be debated.

But everybody agrees that it really ought
to be treated better than it is now, that people
ought to be encouraged to stay on therapy and al
that stuff. | just wondered, do you all have
reservations about that or is this just a matter of
how to do it best?

MR GOZNER: As | said, no; | don't. |
don't have any particular reservation about that
particul ar issue, but | think you open up anot her
i ssue which is the fact is that these are | abeling
that are--this is a gui dance about |abels that are
goi ng on drugs. So people are receiving these

drugs. So that portion of ny coments is directed
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to the fact that nmany people in this country don't
get the nessage. | think that that is probably a
fair statement, that the diet and exercise and
reducing salt and all those other things that I am
frankly not that expert in are primry ways, and
some woul d argue, and, again, | don't say this from
a scientific perspective--1 amvery cautious not to
do that--but are better as a way of controlling
bl ood pressure than nedication

But, beyond that, the inportant thing you
addressed in your comrents is that we have,
perhaps, tens of mllions of people in this country
who are wal ki ng around with high bl ood pressure who
are not addressing it through diet and life style
and al so are not addressing it through drug
t her apy.

One of the reasons why they are not
addressing it through drug therapy gets to the
econom cs of this whole situation. This was
actual |y what drove mny personal concern in noticing
this issue and having witten about it and thought

about it for a nunber of years.
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When you have to have insurance and your
physician is primarily interested, for whatever
reason, in saying, take this particular, say,
cal ci um channel bl ocker which is a patented
nedi ci ne that might cost $75 a nonth whereas, if
somebody were to get the prescription for that
di abetic where, even if there is no copay, would be
very--because they don't have insurance, say.

I f we understand the epideniol ogy of the
hypertension epidemc in this country, then you
under stand that paynent is an issue for many, many
of those people. Then you get to what is in this
gui dance in order to maxim ze the nunber of people
who, whether it is through diet and lifestyle, or,
through drug therapy, are managing their
hypertensi on and reducing all the negative effects
that we know are associated with that.

So | woul d enphasize that it is not
just--1 asked someone from CSPI -- CSPI has nmade nmany
comments over the years and continues to and,
frankly, the food side of the house is over there.

I amthe Integrity in Science Project and have
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witten and thought a | ot about drugs over the
years.

That is an issue in which science and
medi cal economics are intimately intertwined. It
seens to be that your |abeling guidance--you shoul d
take into account some of those issues especially
when the science supports it, which | think it does
it this case

DR. TEMPLE: Last question. You expressed
sonme reservation about conpanies getting particul ar
cl ai nrs when they haven't shown that other nenbers
of the class, say, when it is generic already,
doesn't do it. A good exanple is the result of the
HOPE study, a study of rimpril, just as far as we
know -we don't know whether it is different from
other ACE inhibitors or not, that shows inproved
outcomes in high-risk patients.

I nmust say, | have al ways thought that
desire for conpanies to have their place in the sun
by doing really superb outcone studies--they are
not seedi ng studi es--that woul d be a mi sdesignation

of these kinds of studies--is one of the benefits
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of conpetition. They do that because they can
claimit.

I don't know, and nobody knows, whether a
cheaper generic ACE inhibitor would do the sane
thing but they went to the cost and expense of
showi ng somet hing inportant and they got it in the
| abel. Are you saying you think that is an
unfortunate practice? |1 have always thought of it
as sort of a capitalistic benefit, if you like.

MR GOZNER: | amnot famliar with the
details of that trial. | nean, | have gone over it
but I can't speak exactly to it. But | think you
raise the inportant issue. If you got the sane
benefit a | ot cheaper, yes, it is a fact that that
company had an incentive because that particul ar
medi cine was still on patent to go out and conduct
that trial

So | think what you are raising is the
| arger issue of how do we really scientifically
test whether or not this is different from other
agents within that particular class not to nention

di fference between cl asses when you have a--like
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this, which has so nany cl asses

DR. TEMPLE: Well, we don't. |f sonebody
does a lipid-lowering trial in a particular
popul ation, they get that claim if it is valid.
That is sort of the way things have been goi ng.
This is probably a | arger discussion, but if you
di scover sonething conpletely new, the first people
who di scovered that ACE inhibitors were good for
heart failure, for exanple, they got clains for
t hat .

We didn't give it to every other ACE
inhibitor. W don't usually do class |abeling.
This is sort of an exception where we are thinking
about - - because you don't really know that sonething
hasn't been studied as going to be the sane.

But you seemto think that is sort of a
bad thing. | just wondered if you would el aborate
alittle nore on it.

MR GOZNER | amnot a noralist. |
don't know about good and bad. | happen to know
that it is an information flaw in the marketpl ace.

Peopl e can take advantage of information flaws that
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can work to the detrinment of public health.
think that is a possible negative outcone in this
case when people, for financial reasons, end up not
taking drugs that they could be getting the sane
benefit fromthat are a | ot cheaper than sone of
the other drugs. That is just also a fact.

I would turn the question around and say,
what do you do about that?

DR. TEMPLE: You are at the podium |
only ask. Thanks.

MR, GOOZNER  Ckay.

DR. PICKERING Thank you. WMaybe | could
al so commrent about sonme of your major points. You
sai d we should not ignore the JNC7 recommendati ons
and this was discussed extensively at the |ast
meeting and will conme up at today's neeting. |
think the consensus was that any reconmendati ons
that the FDA makes should, in general, be consonant
with the JNC7 recommendati ons.

Wth regard to the lifestyle issues, the
Ameri can Heart Association recently published

dietary guidelines for the nanagenent of
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hypertension in the journal Hypertension for which
| wote an editorial. M stance there was that we
shoul d certainly recommend |ifestyle changes for
everybody with hypertension but we shouldn't foo
ourselves that people with significantly el evated
bl ood pressures are going to have very much success
in controlling blood pressure and its greatest use
is probably in people with pre-hypertension who are
not yet eligible for drugs.

I guess today we will probably discuss to
what extent the guidelines should include things
like lifestyles. M own feeling is that the issue
here is the drugs and we shouldn't try and
duplicate what is already out there in JNC7 and
ot her recomendati ons.

You al so nentioned ALLHAT. That, again,
was di scussed extensively at the |ast neeting and
amsure will come up today. So thank you for your
conment s.

Are there any other public comments at
this stage? | think some of the committee menbers

may want to talk later as nmenbers of the public.
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If not, | guess we can go on to Dr. Stockbridge,
agai n.
FDA Presentation
Gui dance for Industry Labeling for Qutcone d ains
for Drugs to Treat Hypertension (Draft QGui dance)

DR. STOCKBRIDGE: | thought, at this
point, we would just sort of start going through
the questions that have been posed to you. There
are a few general questions up front and then it
sort of marches paragraph-by-paragraph through the
draft docunent. | was going to give people an
opportunity to conment on those particul ar
sections.

Commi ttee Di scussion

DR. PICKERING Do you want us to start
goi ng through the specific questions, or should we
have a sort of general discussion first?

DR. STOCKBRI DGE:  You are the Chairman.

DR PICKERING Okay. Maybe | could just
say a few introductory things. | think, at the
| ast neeting, as had been said, there was general

consensus that current |abels are really rather
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uni nformative. One exanple is the archetypa

anti hypertensi ve drug chl ort hal adone that was used
in the SH P and the ALLHAT study as the basic sort
of drug.

There is no |l abel for chlorthal adone in
the Physician's Desk Reference. For the other
drugs, it nostly just says they | ower bl ood
pressure and there is no information as to which
drugs have been shown to have effects on preventing
cardi ovascul ar norbidity.

So | think what we are going to be talking
about is the concept of class effects, to what
extent are the effects of a particular drug
consistent with other nenbers of that class versus
drug-specific effects. This is always a source of
tension, but if you read guidelines such as JNC7,
there is continual reference to starting with a
drug of a particular class but no reconmendati ons
as to, within that class, which drug you should
choose.

It has al so becone very relevant froma

heal t hcare point of view because | think a | ot of
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the i nsurance conpani es now are substituting drugs
of the sane class but not for the prescription that
was originally witten. This habit has been
condemmed by organi zati ons such as the Anerican
Medi cal Association and the American Heart
Associ ation, but it continues.

I think having nore extensive |abeling
woul d hel p physicians to decide which is the nost
appropriate drug to choose. One exanple of just
how conplex this picture is is the story of cal cium
channel bl ockers and heart attacks. As people
probably know, sone years ago, there was a story
that patients taking cal ciumchannel bl ockers are
at increased risk of heart attacks and that,
subsequently, | think, it becane apparent that it
was one particular formul ation of nifedapine,
short-acting nifedapi ne, that was responsi bl e and
the | onger formul ation of nifedapi ne does not do
t hi s.

So, even with the sane drug, the
formulation may be critical as to what the effects

are. So this is a very tricky subject.
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Havi ng said that, | think naybe we should
just open it for general discussion to begin with
before we get onto the detail ed questions.

Actually, could | do one other thing and
that is | had a slide which | thought mnight be
hel pful to |l ook at. This was, actually, adapted
froma publication in Circulation by Bruce Psaty
and Kurt Furberg on the subject of ACE inhibitors.

(Slide.)

As you can see, there are ten that are
approved by the FDA but all for the treatnment of
hypertension. | think the helpful thing is it
shows what other indications there are. You can
see that are some ACE inhibitors that are only
approved for hypertension whereas others, like
captopril, have several other FDA-approved
information and it al so shows which ones are
available in generic form

I think this type of information which,
hopefully, woul dn't be too controversial or
susceptible to mani pulation is actually quite

hel pful, both for physicians in choosing within a
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cl ass which drug woul d be appropriate and, al so, as
a sort of prod to the pharmaceutical conpanies
making it better known which drugs have been shown
to reduce cardi ovascul ar events as well as bl ood
pressure.

DR. TEMPLE: That sort of goes to sone of
the questions that M. Goozner was raising. The
general theme in here is that |owering bl ood
pressure affects strike, MI. and cardiovascul ar
death. The particular things that sonme drugs do
and other drugs do, like treat heart failure
successfully, would not be a part of this genera
statenent. That would be drug--by-drug just as it
i S now.

So the thought was, | think, that, because
drugs of so many different classes have had
favorabl e effects on those first three outcones, we
know that that is just the property of
bl ood- pressure | owering. But, as ALLHAT suggests,
but | rust say doesn't quite prove, drugs can
differ on other properties, on side effects and a

wi de variety of other things.
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Not hing in the proposal would take those
things out of labeling. So the LIFE study woul d
still be there. The HOPE study would still be
there. Al of those specific things would still be
exi sting.

Now, havi ng peopl e know this sort of thing
is, indeed, very hel pful but we hadn't thought of
that as actually going into the |abel. The only
thing we tried to surround was the things that they
really all do and not, say, get into how good one
drug is at heart failure. | nean, calcium channe
bl ockers, or at |east many of them would probably
warn about the possibility that they are bad for
heart failure.

DR. PICKERING Thank you. Any ot her
comments at this stage?

DR. STOCKBRI DGE: Were you proposing that
a table like that go into this docunent, or are you
just illustrating that there are a variety of
cl ai ns?

DR. PICKERING Well, | think it is

information that is not readily avail able and
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haven't seen it, the equivalent thing, for
angi otensin receptor blockers. Personally, | think
it is helpful to have. | don't know where it
shoul d appear but | think the nore--the w der use
of this type of thing would be hel pful

DR. STOCKBRI DGE: You have already got a
sense of what the lags are associated with trying
to get a docunent like this published. It just
seenms like, if it got class-level, claimlevel,
information in it, it is going to be out of date
and irreparable pretty quickly conpared to the life
cycle of it.

DR PICKERING Yes. | think any of the
| abeling we are tal king about is going to have to
be updated on a fairly regular basis, isn't it,
because a | ot of these things may change.

DR TEMPLE: It would be for the
individual. | nean, all the drugs have appropriate
war ni ngs and precautions and other clains. That
woul d be business as usual. What would be nove
woul d be a general statenent applying to all

anti hypertensives that everybody is confortable
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applies to all antihypertensives.

| realize, based on ALLHAT, people can
argue about which drugs are better for heart
failure, or which ones prevent it better, et
cetera, et cetera, et cetera, but nobody, | don't
think, is prepared to doubt that bl ood-pressure
drugs | ower stroke rates because that seens to have
turned up over and over and over again.

To the extent that is true, our thought
has been that that could go in labeling to rem nd
everybody that the first thing you should think
about is getting your blood pressure down. Whet her
you do it with lifestyle or other nethods is al nost
not so inportant. You just have to get it down.

And, as Normsaid, the particul ar choice
of therapy could be affected by whether you have
angi na al so, so you mght want to start with an
anti angi nal, or whether you have heart failure,
al so, in which case, you mght want to use
sonmet hing that is good for heart failure as opposed
to sonething that isn't, or whether you have

di abetic renal disease, in which case you want to
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use sonething that is known to do that.

So all of those choices would be left to
people to make as they ordinarily do but there
woul d be a basis for clear pronotion of all
anti hypertensives as sonething that will help you
not have a stroke, not have a heart attack, not
di e.

DR PICKERING | guess the thing is--one
of the questions is you have a statement that Drug
Xis a menber of Class Y. | think it is helpful to
gi ve sort of background infornation about other
menbers of the class.

DR TEMPLE: That is an inportant
conmponent, too, but that, again, was intended only
to apply to those three nmjor outcomes that we
agree are characteristic of blood-pressure
| oweri ng.

So it would say, oh, | don't know, for
diuretics--well, for chlorthal adone, it would say
there are specific studies showi ng chl orthal adone
is good for you and, for some other diuretic, it

woul d say there are lots of studies of diuretics
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that show that they have this desirable effect and
for ACE inhibitors, | guess there aren't any
really, for ACE inhibitors. But there is one
cal ci um channel bl ocker, placebo-controlled study.

So it would say those things but only
about those three major claims. And it would
characterize the evidence related to a drug or the
class for the three things that we think are comon
to all antihypertensives. Just it is sort of in
the interest of greater truth. 1t tells you
whet her there is actual data or whether it is a
sort of class effect.

Specific clains on specific things would
be as usual. The |abeling would have a
heart-failure claimif they have a heart-failure
claim And the |labeling woul d have a diabetic
nephropathy claimif they have a diabetic
nephropathy claim or whatever.

DR STOCKBRIDGE: | was just going to
poi nt out one of the--it nay be the only usefu
general consideration question that was offered had

to do with the fact that we don't, in fact, propose
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at this point nami ng the classes of
anti hypertensi ve drugs and what we think the
sustai nable claims for that class are.

The document does not do that now. So one
of the things we are asking you at this point is
shoul d we name the cl asses we recogni ze and, in
here, put our proposal about what clains we think
are sustained there.

DR. PICKERING The | abel already has
sonet hi ng--an ACE i nhibitor, doesn't it?

DR. TEMPLE: The new | abel i ng gui dance
will require that even if it currently doesn't.

DR PICKERING Does anybody el se have
comrents or questions or should we go on to the
questions

DR KASKEL: Can | add sonethi ng?
understand the linmitations and why you don't want
to add too nuch to the table or include a table,
but we have another health issue regarding 30

mllion Anericans who have el evated creatini nes

above normal that may not even know it and may have

sonme proteinuria. Wen we start tal king about
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cl asses of drugs that nay have a protective effect
on progression of renal disease, whether it is
di abeti ¢ nephropat hy or other causes, we shouldn't
elimnate that frominformation to the public or to
i ndustry.

So, if you are going to make any changes,
one can think about a class-rel ated benefici al
ef fect of some drugs on other organ systems in nore
detail that what is nentioned here.

DR. TEMPLE: Again, we have evidence that
two drugs are good for Type |l diabetic
nephropathy. W have, historically, but this could
be di scussed, perhaps not now but another tinme, we
have historically shrunk fromclass |abeling
because, while you are pretty sure, maybe, any ARB
is going to do that, you don't really know.

So we generally haven't done that. But
that is a good exanple of something that we would
not include in the general statenment because it
doesn't seemto be a property of al
anti hypertensives. The IDNT Study had an

am odi pine group and it didn't do anything. So it
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| ooks like that seens to have been, in those
studies, the property of the ARB that was studied
not of just |owering blood pressure.

So those would be in the | abel appropriate
to the drug that won, but wouldn't be part of any
general statenment because we don't know that it is
a general property of antihypertensive drugs.
mean, we all probably believe that renal disease is
probably inproved by having your bl ood pressure
| owered, but that is not the sane as actually
knowi ng. Mst of the trials didn't really have
much to say about that.

DR PORTMAN: | think your first question,
1.1, is whether or not the |abeling should al so be
gui dance. | guess you have to ask who is the
| abeling for. | amcertain the public and
conpani es use the labeling but, being a clinician,
the way | see the labeling is that it is for the
clinician nostly to advise or to--not to advise,
even. But, when | |look at a |abel, know ng the
process that we go through to get an indication for

a drug, | feel that, if it is in the label, it has
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46
been proven to sone degree.

I think that the gui dance is not always so
proof-related, unfortunately. | lot of it is
common practice. A lot of it is based on studies
that may not reach the |evel of evidence that you
need for labeling but it is still inportant. The
whol e area of renal disease is one. | don't think
you can find a nephrol ogi st who woul dn't say that
an ACE inhibitor is inportant for a patient who has
proteinuria and hypertension.

I think you would get al nost universa
agreenment that that is the drug that should be used
in that case. Yet, you know, how many drugs have
that - - how many ACE inhibitors have that in the
| abel .

DR TEMPLE: Only one

DR. PORTMAN: Only one; okay. So the
| abeling, | think, is something where | think
woul d not want to stray fromhaving it be kind of a
testanment to the proof that a drug says what the
| abel says it will do.

DR TEMPLE: This was a questi on,
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actual |y, about the guidance docunment and pointing
out that it is not witten as a scholarly docunent,
which is true. It presents conclusions we have
reached but doesn't site the data and stuff |ike
t hat .

The objective in the labeling change is to
put down only--and, really, the last tine a

conmittee met on this, it thought that these were

wel | -established, that all antihypertensives can be

expected to | ower your rate of stroke MI.,
cardi ovascul ar death, because drugs from many
different classes, fromdiuretics to reserpine
to--you know, a |ot of drugs--have done the sane
thing and it fits with the epideni ology and it
seenms to be a property of |owering bl ood pressure.
Most of the other things that m ght be
done, we don't put in that category and woul d not
include in this because it is not so clear yet
whet her everybody's renal function benefits from
havi ng their bl ood pressure | owered. Maybe yes,
maybe no, but we wouldn't propose to put that in.

But that first question really is about
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the style of the guidance not so nuch what the
words in the | abeling should say.

DR. WARNER- STEVENSON: | have a rel ated
question. There nust be information, in fact, on
who actually uses the | abels and what their inpact
was. | see basically four potential audiences.

One is patients through their own initiative. One
is patients through targeted marketing with clains
that are made. One is physicians, through their
own initiative, as Dr. Portman said. And then
physi ci ans through targeted narketing.

There nust be information currently on how
the | abels are generally used and how they woul d be
used if this were made a nore dramatic claim For
instance, | think it would be unfortunate if the
advantage went to the conpany with the | argest
mar keti ng budget who said, "Qur drug nekes you live

| onger, prevents strokes and M1l.s,"” and it were
inferred that that drug does it nore than sone
ot her drug who has a | ower narketing budget but

coul d make the sane cl ai ns.

DR TEMPLE: The statenents that are
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proposed, and you can comment on this, are going to
be general statenents about | owering bl ood
pressure. They are not going to say one drug does
this.

DR. WARNER- STEVENSON: Ri ght.

DR. TEMPLE: They are witten broadly.
Labeling affects pronotion. So the contents of an
ad, whether it is a direct-to-consunmer ad or to a
physician, are likely to reflect what is in
| abeling and will be able to say certain things
that they cannot, really, now say because they are
not in labeling. | nean, you don't see pronotion
of antihypertensives directed at outconmes because
it is not in any of the labeling with one or two
m nor exceptions.

So | think one of the things we hoped is
that, in a lot of ways that people get rem nded of
things, they will be rem nded | owering bl ood
pressure nmatters to you.

Now, if soneone were to observe that it is
very unlikely that anybody is going to pronote

chl ort hal adone, a drug that costs, what, $10 a
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year, very heavily to patients, they are absolutely
right. People don't pronote, for the nobst part,
generics and cheap alternatives. So you have got
to hope that the rest of the comunity remn nds
peopl e that those drugs are available. That is
JNC7 does and that is what everybody does.

But there is no question that the things

that get pronoted are the ones that are nore

expensive and are often still on patent. As
sonebody--1 guess, you--noticed, you won't even
find sonme of these drugs in the PDR anynore. In

fact, you can't find anything that is off patent
and generic in the PDR--well, that is alie. You
find some things, but an awful |ot of drugs cannot
be found in the PDR anynore.

We have hopes that | abeling will becone
wi dely accessible on the Internet through a program
we are developing but it is not there yet.

DR FINDLAY: Is there, in fact, precedent
for referring to another class of drugs in the
| abeling for a drug; in other words, one of the

things that is being contenplated here is to talk
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about, and potentially nane, a series of classes of
drugs. What is the context of that in terns of
other labeling? 1s that a general practice, and
forgive the naive nature of the question to sone
extent--is there a precedent for a drug or all the
drugs in a class to refer to another class, either
in an advant ageous way or a di sadvant ageous way; in
ot her words, stating that, perhaps, you ought to
thi nk, or you ought to know or be aware, of the
research showi ng another class is better under
certain circunstances

DR. TEMPLE: There are, certainly, package
inserts that say you should only use this after you
fail on something else or you should think about
other things. That is usually because of toxicity.
We woul d not do that because sonething else is,
say, cheaper. W shy away fromanything |ike that.

So that is not unprecedented. Wat is
unusual here is that the basis for the conclusion
that all drugs that |ower bl ood pressure are good
for you comes froma wi de variety of drugs. It is

not that it cones fromthe data on ACE inhibitors.
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It comes fromthe data on diuretics, the data on
reserpine, the data on nidral azi ne, beta bl ockers.
A lot of different sources lead to that concl usion.

So we woul d probably refer to the source
of that conclusion in here. That is alittle
novel. | can't say | can think of an exact anal ogy
to that.

DR. PICKERING Dr. MacMahon, do you want
to coomment? By way of introduction, Dr. MacMahon
is, | guess, the senior author on the Trialist
Col | aborati on whi ch has been doi ng neta-anal yses on
all the outcomes antihypertensive trials.

DR. MacMAHON:  Thank you. Just two
comments that basically relate to this initial
| evel of labeling for all agents. | think, first,
the comment would be that it is perfectly
reasonabl e to say that any drug that |owers bl ood
pressure can reasonably be expected to reduce
stroke risk, coronary-di sease risk and total
cardi ovascul ar risk

That, of course, doesn't necessarily nean

that every drug has precisely the sane quantitative
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cause-specific effects. So those two things are
rather different and | don't think there is any
intention to indicate that all drugs are the same
or have cause-specific effects which are conmon.

I think the other thing, and it relates to
the issue that was raised earlier by the
presentation fromthe nenber of the public, and
that is that the current situation, in terms of
| abeling, in terms of clains for
nmorbidity/nortality protection, virtually
excl usively favors hi gh-cost drugs because they are
the only ones who have been taken through a very
speci fic comrerci al devel opnent programthat has
resulted in clains.

So we have the current situation that the
cheapest drugs, for exanple, diuretics, have no
clains for norbidity/nortality benefit. So the
very issue, | think, that was being rai sed about
the need to identify norbidity/nortality benefits
for | ess expensive drugs is exactly what woul d be
achi eved by this broad general labeling that is

bei ng proposed.
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Thank you.

DR. PICKERING Thank you.

DR. WARNER- STEVENSON: | woul d actual ly
just like to follow up on those comments, though.
My concern is that there wouldn't be anyone to junp
on advertising for those | ow cost agents and that,
in fact, one would end up, perhaps, with a greater
di sparity between the recognition of the nortality
benefit for the low and the high-cost agents
because no one is pronpting the | ow cost agents.
But, now, the high-cost agents can be pronoted
with, really, additional enphasis.

DR TEMPLE: W are not going to be able
to predict or know whether that is likely. |If
third-party payers can't figure out that they
shoul d encourage people to start with sonething
that costs $10 a year and sinply cannot get that
message to anybody, we should replace them |
don't know what is the matter with them

But it is a problem | went shopping for
a 12-and-a-half mlligram and | would have

accepted 15-mlligram chlorthal adone and |
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couldn't find one at ny drugstore. So | took 25
every other day. But that is kind of funny. It is
a bargain. It works very well. | nean, what
ALLHAT showed was that they didn't find anything
better--that is what ALLHAT really showed--and
there you are, in a reasonably large city, and
can't find the dosage form| want.

We are hoping that sone of this, inproving
the label, will encourage people to pay nore
attention to it. But there is no way to guarantee
that. But there is some nmuch--you woul d have
thought, third parties would have an interest in
having a virtually free drug be the start of an
anti hypertensive regimen. You would think they
woul d encourage it. | don't know why they don't.

Pl aces like the V.A sure do. They know
how to do that. So we are optinmistic but we don't
regul ate that.

DR PICKERI NG Thank you

Questions to the Commttee
DR. PICKERING | guess we are on Question

1.1 now which is the issue of should the guidance
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be a scholarly review of the topic. | think what |
am hearing is that it shouldn't be an exhaustive
scholarly review. |Is there any other discussion
about that?

I guess that is the consensus, in which
case maybe we could go on to 1.2; should we be
trying to assess the inpact of these |abeling
changes on public health and how mi ght one do that.

DR. TEERLINK: Yes; | think, obviously, we
should. It is an inportant thing. The question is
who is "we." | don't think it should be the FDA
And then the question is how That is partly a
function of who is going to be doing it.

It certainly is wide open to the kind of
proj ects that have been going on already in the
Veterans Affairs group where we do very carefu
nmoni toring of how changes of different policies
af fect prescribing patterns within the V. A That
can certainly be done within healthcare systens
individually. Gbviously, it would be very
interesting to | ook at the Medi care popul ati ons and

the nore centrally funded systens.

file:///C)/dummy/0426 CARL.TXT (56 of 193) [5/9/2006 1:04:00 PM]

56



file://ICl/dummy/0426CARL.TXT

So those are nethods to do it. But |
don't necessarily think it should be a mandate that
goes along with the I abeling to the FDA to show
this.

DR PICKERING Thank you. Yes; there was
a recent publication from Canada showi ng that their
education program-they were | ooking to see what
effect it had on prescribing habits and it did show
that there was a benefit. M inpression is the
pharmaceutical industry actually keep pretty close
tabs on what prescriptions are being witten.

My inpression is that all the drugs are
going up at the nmonent except with the possible
exception of al pha blockers. But it will be quite
difficult to see if the prescriptions are
appropriate to the indications. | think that woul d
be very difficult. But, certainly, seeing if, for
i nstance, the use of chlorthal adone is show ng any
change, | think, would be of great interest.

DR. PORTMAN. Question to Bob or Norm
What kind of controls, if any, or approvals are

required of pharnaceutical conpani es when they
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mar ket their particular nmedication? | nean, it has
to be the indication to nmarket it, but how do you
know that that is what they are saying?

DR. TEMPLE: Conpani es have to submt all
of their pronotional pieces to the Division of Drug
Mar keti ng, Advertising and Communi cation. That is
many tens of thousands and it won't surprise you to
know that we don't necessarily read every one.

But, if they are all conspicuous, we do
notice them W are very attentive to
direct-to-consunmer advertising. |In general, they
are limted to clains that are conpatible with
their labeling. They are not supposed to clai many
ot her use or any other advantage over another drug
that they haven't established and, generally, that
isn'"t inthe labeling or that isn't supported by
wel | -controll ed studies that nay not have gotten to
the | abeling. You can sometines do that in some
t hi ngs.

They are not supposed to inply benefits
that are not there, all the usual rules, and they

are supposed to provide appropriate warnings,
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precautions, et cetera, in a balanced way. Those
are the rules. W send out a fair nunber of
letters to people who we think violate that one way
or anot her.

But we do not clear advertising as a
general matter except that, under a voluntary
proposal by PhRMA, direct-to-consunmer adverti sing
is being subnmitted to us for a | ook before it is
bei ng promul gat ed.

DR, PORTMAN. So maybe this is a stretch
but one thing that the FDA could consider is that,
if you are going to market an anti hypertensive,
that part of your marketing or the discussion is
that all drugs that |ower blood pressure have these
beneficial effects and then our drug may be better,
or may be whatever, because X, Y and Z, as noted in
the | abel, or sonething along those line, but you
can make themwork for you, fromthat standpoint.

DR TEMPLE: Well, the way to do that is
to nake sure the | anguage in the |abeling that we
agree is a good idea captures that in a way that is

reasonabl e and then, if you don't capture what is
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in the | abeling, your pronotion mght be considered
m sl eading. So we should think about what it says
in a general way and, ignoring that or suppressing
it, mght be considered misleading. | don't want
to pre-judge the advertising rules but that is a
possibility.

DR, FI NDLAY: M/ answer to this question
is yes. | would hope that FDA woul d be part of the
how question, how to go about this, although I
agree with Dr. Teerlink's comrent that it shouldn't
be the only group doing this but particularly in
the context of the comrent you made before that FDA
hopes to nmake | abeling, drug | abeling and drug
i nformati on, nore transparent, nore readily
avail able to the public.

So | hope that there is an case going
forward of how presenting this information to
consuners directly through the web over the next
decade and beyond can be inproved and the inpact
that it has on consuners.

DR. TEMPLE: But we will need to think

about how to neasure it. W can certainly nake
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contact with the Hi gh Bl ood Pressure Education
Program at NI H and see what they are doing. |If |
were the CDC, | would be interested in this, too.
But | don't know. It will be a good question

I think the goal we all have is to have a
| arger fraction of people who are hypertensive be
under therapy or under lifestyle nodifications or
under sonet hing, anyway, and that it be better than
the current, | don't know, sonething |ike 50
percent which isn't really good enough

So that is helpful. W wll try to think
about that.

MR, FI NDLAY: One question off the comment
that was just made. Is it feasible to have some
sort of crossover guidance to the fol ks who run the
drug advertising--DDMAC, | guess is the nane of the
group--sone guidance for themw th respect to the
pronotion of future brand hi gh-Dbl ood-pressure drugs
with respect to this labeling? O is that
autonatic? That is automatic or would it be useful
to have a crossover kind of guidance for that, for

the industry?
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DR TEMPLE: W will nake they get this
message. As it happens, they work for nme, too.

MR, FI NDLAY: Yes; | nis-spoke. | mean
gui dance for the industry that is not necessarily
strictly in the context of the |abeling but
somehow -1 think you get the drift.

DR TEMPLE: We will need to think about
what a bal anced di scussion of an anti hypertensive
has to have init. | don't want to say w thout
consulting internally, but if there is a genera
statenent, maybe that really shoul d appear npbst of
the time. But we have to think about that.

DR PICKERING | guess one possible
addi tional source of this data woul d be NHANES
which, as far as | know, is still going on and
gives the national statistics for the preval ence of
hypert ensi on and how nany people are controll ed.
am not sure how much detail they get about drugs or
why peopl e are on drugs.

DR TEMPLE: | think that is where the
somewhat depressing figures about treatment cone

from that it is not as prevalent as you would |ike
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for lipids and for that. So, you know, your dream
is you see the percent treated go from50 to 60 and
then further.

DR TEERLINK: | would like to reinforce
sonet hing that has been said kind a bit here that |
think this is an opportunity with this if we go
ahead with this general labeling that, in the
advertising, that if, up front, there is this
statenment along the lines of saying, you know, al
agents that lower this blood pressure, that can
actually, in some ways, |everage the
hi gher - power -t ype newer agents to actually do some
of the marketing of chlorthal adone for you, for
exanpl e.

DR. TEMPLE: It is an interesting thought.
There are a nunber of different kinds of
advertising that you probably see. The are
rem nder ads which don't do anything because they
don't nanme the drug. But, ignoring that for the
monent, there is sonmething called hel p-seeki ng ads
whi ch are sort of institutional statenents about,

say, why it is good to | ower blood pressure.
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You don't see a great nany of those
because they don't pronote a particular drug and
you have to believe that a rising tide lifts al
boats to be enthusiastic about that. But even ads
that are directed at a particular product can have
hel p- seeki ng conponents. There have been sone--|
won't nanme them but there have been sone good ads
for lipid lowering that alnmost did that, that sort
of told you about why it is generally good to
control your LDL chol esterol while they pronoted
their own particular drug as well.

There is nothing that says that couldn't
be part of the way people pronote
anti hypertensives. That would be a nice outcone,
how much we can influence that. How attractive
that will be isn't clear to nme yet but it m ght be.

DR PICKERING Any additional comrents on
Question 1.27?

DR DeMETS: Tom | just have one thought.
If you are going to nake the |abeling stuff
avai l abl e on the web, for exanple, accessible to

the internet, which patients are now fairly
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sophisticated in doing, it seens to nme that it has
to be sonewhat clear and transparent about what it
is it is saying and not coded in our usua
scientific language. Patients do go to that and do
rely on it alot, and nore and nore and nore.

So | think some general statenents that
give patients the context of what they are | ooking
at woul d be hel pful.

DR WARNER- STEVENSON: | would like to
second that. | think one of the npbst inportant
things this could do for those patients who
religiously go and read about absolutely everything
is that, when they read the 79 potential side
effects, if it starts out that this is why you take
it, so you have fewer strokes, heart attacks and
death, that, then, those other 79 look a little
smaller. So, to ne, that could be one of the
bi ggest benefits of doing this change in | abeling.

DR TEMPLE: | think that was at | east
part of what we had in mnd. There was very little
expl anation of why you should bother. But David's

t hought about how to nake it both as accurate as
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you can and al so accessible is an interesting one.

W coul d al so think about whether there
ought to be patient |abeling devel oped.

DR. PICKERING One thing you could do is
actually use a reasonably |egible type. The
current labels are in such small type that the
average elderly patient can't read it anyway.

DR. STOCKBRI DGE: Certainly web-based
|l abels will help alleviate that problem too. In
addition, newinitiatives to reorgani ze | abels, the
format of l|abels, including a highlights section
shoul d hel p people with things |ike that, too.

DR, PORTMAN. Wth all the noney our
governnent spends on trying to educate the public,
it would be nice to see that you go into the web
site and you type in hypertension and the first
thing that cones out on Yahoo is the FDA and it
goes directly to a video with Normor you or naybe
sonme handsone actor basically telling--

DR TEMPLE: You meant even nore handsone,
didn't you. (Laughter.)

DR PORTMAN. Basically a five- or
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ten-m nute video that basically says, this is what
hypertension is all about and you shoul d have--the
hal lmark is, "Lose weight, will you? Watch your
salts. Do sone exercise. And, if that isn't
enough, you and your physician shoul d consi der
wor ki ng toward havi ng medi cation, and these are the
benefits of these medication,” and blah, blah

That should be available instantly.

DR. TEMPLE: You raise an interesting
question. W always get at least a little nervous
when we becone the enthusiasts for drugs. W
regulate them So we don't often do that. This
proposal is sort of a step toward one of the areas
that sort of everybody recognizes. | nean, who
doesn't think you should | ower your blood pressure.
That is sort of easy.

If we are going to say about how
depression is underdi agnosed, oh, there would be
controversy all over the place. The scientol ogists
would on it like--

DR. PORTMAN: Not to nention a few

sui cides in kids
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DR TEMPLE: Right. So that is tricky
even you actually believe that--no natter what you
believe, but this is one where we felt quite
confortable saying, this is sonething we all know
is under-treated, however it should best be treated
and wi th what ever.

So we are pretty confortable. W usually
don't do a lot of pronotion of treatnment but naybe
this one is one where we woul d be enthusiastic.

But there are so many people who would |ike to nake
that point, | don't think it necessarily needs us
to doit.

DR TEERLINK: | think the thing that can
be done is | do like the concept of a genera
patient--just as we have this guideline, draft
gui dance, for the |abeling, maybe there should be
sone attention given to a draft patient guidance
for patient labeling in regards to this class, in
particul ar, just because--not so nuch as a
pronotional rah rah but in terns of educating and
using the regul atory powers that the FDA has to

reinforce the inportance of these agents in terns
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of addressing a public-health issue.

DR TEMPLE: And enphasizing things |ike,
don't stop without seeing your physician. If you
are having trouble affording it, go talk to your
doct or about sonething cheaper. Don't stop. There
are a lot of things that we have not systematically
done, but we will think about that

DR KASKEL: There is a tenplate, a recent
initiative, by the National Kidney Disease
Educati on Program from NI DDK which as a patient
education website as well as primary care and
speci al i st education website together with videos
and i nformati on and suggestions. That was copied
after the work with the hypertension. W used
there a tenplate for this so there is already
sonething in place that mght be worth | ooking at,
NK-DEB, it is called.

DR. PICKERING The National H gh Bl ood
Pressure Education Program which is another
federally funded programis al ready doi ng sone of
that so I guess you don't want to be sort of

directly conpeting with them But | don't think
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that should be an issue in practice.

DR. TEMPLE: Presunably, this |anguage
will be useful to them It will be something that
shows up on all drugs and can be, at |east part of
it--1 amsure they say things that are simlar
al r eady.

DR PORTMAN: Whether you like it or not,
there is a certain power to having a statenent
com ng fromthe FDA

DR TEMPLE: Yes; we are very consci ous of
that and we try to be npdest.

DR. FI NDLAY: Just to underscore what may

seem | i ke an obvious point, but, for physicians, it

is not going to be news that there are nultiple

categories of drugs that equally treat high bl ood

pressure but, for many consuners, and especially a

| arge segnment of probably the under-treated
popul ation, that is a very inportant message, that
there are multiple categories and this creates
conpl exity.

But that is just a single nessage. There

are five or six categories of drugs that are all
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capabl e of helping you in a major, major way. Just
that piece of information will spark sone
conversation between patients/consuners and their
doctors about, "Wait a minute; | heard there are
sonme other things here, too." That is useful

DR. TEMPLE: The other thing is, if we can
bring it off, that it is both nore conplex, in that
there are multiple classes, and | ess conplex in
that they break down into a rather small numnber of
options. There are not as many nodalities to treat
hi gh bl ood pressure as you wi sh. There are
diuretics and there are CCBs and then you are off
into other territory.

So | don't know whether we can bring it
off but it is, in some ways, not as conpli cat ed.
You just have to pick anpbng them

DR STOCKBRIDGE: Al right; fine. So
that really is Question 1.3, can you enunerate the
cl asses--shoul d we be proposing what the cl asses
are and what their menbers are.

DR. PICKERING | think we are now getting

into the nitty-gritty bit. | nean, ny own feeling
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is that you should be saying what classes a drug,
an individual drug, belongs to because cl ass
effects, even though they are not officially
condoned and defined, they are basically here to
stay and they are referred to in all the guidelines
such as JNC7. Just to make reconmmendati ons on an
i ndi vi dual drug basis would be totally inpractical

So | think you have to have sonething
about what class they belong to. Wth sone of
these, it is relatively easy such as angiotensin
receptor bl ockers where there aren't huge
di fferences between individual menbers. Wth
cal ci um channel bl ocker and beta bl ockers, it gets
nmore conplicated because there are subcl asses and
it may be relevant to say whether, for instance, it
is a dihydraperidine or one of the other cal cium
channel bl ockers. Obviously, with beta bl ockers,
we have got the cardi osel ective ones and the ones
that have vasodil ator effects which |, personally,
woul d favor including nore rather than | ess
i nformati on about this.

Any ot her comment s?
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DR TEMPLE: Only that there is a tension
bet ween bei ng conpl ete and bei ng reasonably terse,
obviously. So we will be interested in specifics
as this cones up.

DR. WARNER- STEVENSON: | think this gets
back, again, to the ambiguity about who the
audi ence is. Patients, right now, | don't think

woul d want to be decidi ng whether or not they want

vasodi |l atory properties of their beta bl ockers. So

we want themto just get the big picture.

I amnot really sure who the audience is
that is unaware of these differences that we woul d
want to nake nore aware in a general sense

DR. TEMPLE: | guess one thing that helps
is that, with respect to the treatment of bl ood
pressure, a |lot of those differences don't really
matter as far as we know. The various classes of
beta bl ockers--1 nean, there is some debate about
some of them but they don't seemto be
di stingui shed by whether they are--as far as their
ef fecti veness goes as to whether they are

cardi osel ective or not. That is an adverse effect
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that goes in a different part. The vasodilatory
properties are nore related to heart failure and
post-infarction, maybe, which is a different set of
cl ai ms.

So when we get specific, it will be
i mportant to think how nmuch conplexity we need to
put in.

DR. PORTMAN: | have kind of a genera
comrent and it, in some way, relates to the
i mhal ance of this committee and that is that we
don't have an adult nephrol ogi st on the Cardi orena
Conmittee. Yes; | ama nephrol ogist and so is ny
coll eague. But we are pediatric nephrol ogi sts.

Wil e we certainly understand the kidney
well, all the studies that are related to these
drugs and their effect on the ki dney have not been
done in children. They have been done in adults.
The peopl e who sat around the table and desi gned
these studies and tal ked about these studies and
interpreted these studies were not nme and were not
Dr. Kaskel

I think that there are sonme of ny
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col | eagues, | know, who, at the very nention of
ALLHAT woul d be scream ng because ALLHAT was a
| ovely study for essential hypertension but not
necessarily if you have hypertension related to
renal disease

Particularly a problemis that the best
conbi nation of drug for treating a patient with
renal disease in hypertension which is a
combi nation of an ACE and a diuretic wasn't even
allowed in ALLHAT. So that is a real problem and
it addresses sonewhat of this issue.

So | just wanted to bring that out for
this discussion in that we don't have, | think, a
maj or representation here for this discussions.

DR. TEMPLE: But, again, the relation of
treatnment to renal disease is sonething we are not
proposing to discuss perhaps for the very reason
you are describing it. Even in the limted number
of studies that we have actually reviewed to
consider labeling clains, it is perfectly clear
some drugs with equal bl ood-pressure effects have

different effects on renal outcones.
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So that doesn't seemto be a totally
general i zabl e effect, at least not in Type |
di abetes, anyway. That doesn't seemto be a
generalizable effect of |owering blood pressure so
that would not be part of this. That would be in
the part of the | abel that goes to what you know
about your drug.

DR PORTMAN: No; | understand that. But,
for instance, if Andy Levy were sitting here, he
m ght be arguing that point with you. Oay? |
will just leave it at that.

DR. TEMPLE: Ch; okay.

DR PICKERING | think we think it is a
good idea but we haven't been very specific about
the details. So maybe we can go on 1.3.2; if so,
shoul d the gui dance nane t he pharnmaceutica
cl asses, their menbers and whet her the outcones
data i s adequate.

This, | guess, is the sort of equivalent
to the table that | showed earlier which | would
like to see somewhere. If it is not in the

gui dance, perhaps it could be posted on the web for
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the individual classes because | think it is
hel pful information that is not sort of readily
avail abl e in other places.

What do ot her people think?

DR FINDLAY: | think the classes should
be named. | don't know how rmuch detail with
reference to your points you can get into there.
But | think the broad cl asses shoul d be nanmed and
my rationale for that is that, in the |abeling and
the inpact that has on pronotion and everything
el se that we know about, | think it is inportant to
have those drug cl asses naned for the benefit of
consuners

DR TEMPLE: Ckay. So, basically, the
concern here and the reason we are asking is we are
trying to make a general statenent about all bl ood
pressure |lowering. You want people to get the idea
that | owering blood pressure with anything is good
for you.

But it also seened inportant to say where
the evidence comes from that there is lots of

evidence on diuretics--there is a little on
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reserpine. There is alittle on this. There is a
little on that--and that that seened part of it.
But we woul dn't want that to underm ne the--1 rmean,
there could be drugs for which there is no good
outcone data. | would probably say that is true
for ARBs that are just as likely to be effective as
any of the others but, as it happens, there is no
pl acebo-control | ed outcone data and there aren't
going to be any placebo-controlled outcone data for
anyt hi ng new because you can't do that trial

But it seened appropriate to tell people
where the evidence cones from w t hout underm ni ng
the general thenme. | think you are saying that you
agree with that.

DR. FI NDLAY: | agree with that, your
poi nt bei ng--one point being that, even if an
i ndi vidual drug in a class has no outcone data,
that it gets to nake the claimby virtue of being a
menber of that class.

DR. TEMPLE: You should still believe, in
general, that |lowering blood pressure is going to

be good even with that menber but you don't have

file:///C)/dummy/0426CARL.TXT (78 of 193) [5/9/2006 1:04:00 PM]

78



file://ICl/dummy/0426CARL.TXT

79

actual on it.

MR FINDLAY: Right. And | agree with
t hat .

DR. WARNER- STEVENSON: | woul d agree. |
think it is inportant also to just have the genera
cl asses so that they can make sure whatever they
are considering fits in one of those; for instance,
garlic. W don't have data on it, but many people
feel that it lowers blood pressure and m ght assume
that that falls right in this general thing.

So | think you would like to have them
l'isted.

DR STOCKBRI DGE: Go ahead. Tell ne what
the classes are.

DR. WARNER- STEVENSON: | think they
were--as Dr. Pickering indicated, it is ACE
i nhibitors, ARBs, beta bl ockers, calcium channe
bl ockers, diuretics and | guess you have to put in
al pha bl ockers.

DR STOCKBRIDGE: So diuretics is one
class and ACEs and ARBs are two?

DR WARNER- STEVENSON: | think so. | wll
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defer to the--

DR PICKERING | think nost of us would
say yes. | nean, obviously, there are subdivisions
particularly in the diuretics, the al dosterone
ant agoni sts are different fromthe | oop diuretics
and the thiazides. | think, if you are going to
say it is a diuretic, you have to say which subtype
of diuretic it is because that, obviously, has
maj or inplications. | think we should di scourage
the use of furosem de for the treatnment of routine
hypert ensi on.

DR. PORTMAN: You al so have central al pha
agoni st s.

DR. TEERLI NK: The ot her question that |
have is there are two ways you can | ook at this.
One is that you include the pharnacol ogi c cl asses
that have actually contributed to the outconme data.
So that is one. Then the other is including
phar macol ogi ¢ cl asses that are known to | ower bl ood
pressure.

You are saying two different things. You

may want to have a statenment to that--there are
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clearly, we hope, going to be new agents devel oped
wi th new nmechani snms of action for hypertension that
wi || not have outcones dat a.

DR TEMPLE: Right.

DR TEERLINK: \Where, in this list, do you
want to put the new whatever it is?

DR. TEMPLE: Labeling will, as it does
now, for drugs that |ower blood pressure, say that
they | ower bl ood pressure. It will say what their
class is to the extent there is an agreed-upon term
for the class.

What this says is that, where we describe
the overall benefit of |owering blood pressure, we
will try to make it reasonably clear where those
data come from The strongest data, obviously, is
from placebo-controlled trials. There aren't going
to be any nore of those. Mderately strong data
comes fromthings |ike ALLHAT, but only noderately
for a nunber of reasons. You don't get to use the
drugs the way they are supposed to be used and a
bunch of limtations.

But it certainly contributes to the data.

file:///C)/dummy/0426CARL.TXT (81 of 193) [5/9/2006 1:04:00 PM]



file://ICl/dummy/0426CARL.TXT

And then there are neta-anal yses that Dr. MacMahon
was referring to that have many nenbers of sone of
these cl asses but not all. There would be an
attenpt to characterize the source of the data.

For some new cl ass, they wouldn't be
characterized as having contributed to the data but
they would still be listed as an anti hypertensive
in the general view that |owering blood pressure
with themis good, we would still be there. But, I
nmean, there are no outcone data that | know of for
cl onodine or things like that.

But they | ower bl ood pressure.

DR TEERLINK: So you are asking two
different questions. One is a list of the agents
that have contributed to the data that supports our
concept. The other is a list of agents that we
believe kind of would fall under that. So the |ist
you are asking for nowis what do we believe the
listed agents are that have contributed to the
outconmes data. That is a relatively short list.

DR. TEMPLE: Yes. | think the proposal in

here is to--for a drug that is a nenber of a
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particular class, you know, that is a beta bl ocker,
the | abeling would say that this is a drug where
there are some outcones studies--sorry; it depends
on the thing. If it is, say, atenolol where there
are at | east some actual studies, it would say
there are some actual studies. You can decide
whet her you believe themor not. That is a

di fferent question.

O for chlorthal adone, say. Let's take
sonet hi ng everybody agrees on. There are specific
studi es of chlorthal adone and there are |ots of
studi es of nmenbers of the class.

If you were going to | abel indapam de,

t hough, you wouldn't be able to say there are
speci fic outcone studies but you would be able to
say they are nenbers of the class. That is the
proposal, that we would say that this is a nenber
of a class that has been studied with outcone data
or this is a drug that has outcone data. Many
drugs would not be able to say that.

DR. TEERLINK: So the specific point you

are referring to is, in our draft docunments, there
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is the beginning statenent that starts out saying,
there are these groups that have contributed to the
out comes data, and then the specific statement is
what is listed on the | ast page of our draft
docunent where you select froma nunmber of things
saying that this drug is a nenber of the drug
cl ass, dah, dah, dah

DR TEMPLE: That's right. That last--I
mean, we woul dn't want that to underm ne the idea
that all drugs that |ower bl ood pressure are good
for you but it seenmed right to tell people that
this is a menber of a class that actually has data
or this is an actual drug that has data.

DR. PICKERING Dr. MacMahon, you wanted
to nake a coment ?

DR. MacMAHON: Just on the sanme issue, the
i dea, therefore, would be a general statenent about
reducing norbidity and nortality from stroke, then
identification of the class fromwhich a particul ar
agent cones from then a statenent about that class
in terms of the sorts of findings that there have

been for the class, in general, or for other
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nenbers of the cl ass.

So there night be something specifically
about - - sunmari zi ng the informati on about ACE
i nhi bitors?

DR STOCKBRIDGE: |If you belong to a class
that has data, your |abeling won't have those
studies cited init. It will sinply say, | belong
to a class that has some data. The question that
was really being asked was the gui dance docunent
now doesn't list the ten classes that people
t hought were the pertinent way to divide things up
and does not say, | think there are adequate data
for beta bl ockers and these are the studies that
make me think that.

It doesn't say what the classes are and

whet her or not they qualify to get a statenent |ike

t hi s.

DR TEMPLE: So how would it be determ ned
what they would say? They woul d nmake a submni ssi on
and a proposal

DR. STOCKBRI DGE: Well, the question is

whet her we, before we issue this as a draft, would
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86
wite in the guidance, here are the ten cl asses.
You belong to one of these or you are another. O
the ten, here are the five that we think have
adequate data to support an outconme claim

DR. TEMPLE: As opposed to just having
peopl e read the gui dance and deci de whet her they
think their drug is such a nenber of the class and
submit it which is the usual way | abeling is--

DR. STOCKBRI DGE: That's true and we can
do that. That is why | am asking the question here
is which way that should go.

DR TEMPLE: Right.

DR STOCKBRIDGE: | will point out that if
we nerely invite people to say whether they think
their drug belongs to a class, you will get a
vari ety of opinions.

DR. TEMPLE: Ckay. So just to be sure,
the question is should we try, even if we haven't
yet done it, to say, on the basis of Dr. MacMahon's
summari es and a wide variety of other sources,
which are the classes we are prepared to say have

contributed to the outcone concl usions.
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DR. PORTMAN. How often are you pl anni ng
to update this docunent because it is a
once- a-decade thing--than saying that
bl ood-pressure lowering is good and it is an ACE
inhibitor is probably as far as you shoul d go.

But, if you are going to update it on a
yearly basis, as new studi es cone out show ng that
now there is new data for this class or that class,
then it would be appropriate.

DR. TEMPLE: A couple of things to say.

One, this is guidance. A conpany that thinks it
has persuasive data supporting including its drug
anong the class of drugs that have data can al ways
make that subm ssion and convince us, maybe we
woul d cone to the comm ttee and maybe we woul dn't.
So you can al ways do that.

Second, guidance is quite updatable if we
get around to it. It is not a terrible prolonged
process to do it although, given the press of other
things, it often seens that way. But | think the
question is--what Normis saying, | think, is that

if we don't say, then we are going to get a whole
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bunch of individual proposals which we will have to
eval uate with your help or on our own at |east for
things that are at the margin.

You are asking whether a little up-front
time in reaching a consensus on which ones we are
willing to say get that claim subject to further
di scussion, rebuttal and all the rest, whether it
woul d be worth doing that in advance. | think that
is what is being asked.

DR PICKERING As | understand it, some
of this guidance statenent is going to be
nonspeci fic that would be the same across al
i ndi vi dual drugs and then there would be a
conponent which refers to the individual drug; is
that right?

DR, TEMPLE: That's right. There are
guestions about each of those sections com ng.

DR. STOCKBRI DGE: To be clear, there are
sort of three classes in a different sense. You
ei ther have data of your own, you belong to a class
that has data or you are an anti hypertensive.

DR TEMPLE: Wth no data
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DR STOCKBRI DGE: Right.

DR. TEMPLE: Wth no data in your class or
in your drug.

DR STOCKBRI DGE: Right.

DR TEMPLE: And, after the initia
general statenents, the |abeling would say which of
those you are. That is the current proposal

DR. STOCKBRI DGE: Ri ght.

DR. PICKERING Okay. Perhaps we could go
on to Question 2; please coment on specific
sections of the background and di scussion. So this
is the generic bit, | guess. Wth few exceptions,
| abeling for antihypertensive drug products says
that they are indicated to reduce bl ood pressure
but the labeling is nute on the clinical benefits
expected from bl ood- pressure reduction

Bl ood- pressure control, however, is very
wel | established as beneficial and an adequate
treatnment of hypertension is acknow edged as a
significant public-health problem The agency
bel i eves that, by making the connection between

| ower bl ood pressure and inproved outcones nore
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explicit in labeling, it can encourage appropriate
use of these drugs.

DR. TEMPLE: These are all pieces of the
gui dance docunent which are the background to
specific labeling. This is our justification,
rationale, and Normis inviting you to conment on
whet her you think these statenents are correct as
part of the guidance docunent that will contain the
| abel i ng we want people to use.

DR STOCKBRIDGE: Right. Later on, since
t he gui dance docunent mentions the specific things
that we will put in |labeling, the proposal for
| abeling, that is here, too. But, right now, we
are just sort of marching through this draft
gui dance docunent to seek advi ce about whether we
have laid the right context out.

DR. TEMPLE: The questions |labeled 3 are
specific pieces of the labeling. So, first it is
t he background and whether you find this al
credible. Then the specific |abeling consequences
of what we have witten in the background.

DR PICKERING Does anybody di sagree with
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what has been witten there in 2.1? Anybody want
to cooment? Okay. Then | guess we can go on to
2.2; on June 15, 2005, the advisory conmittee net
to discuss class |labeling for outconmes clains. The
conmittee voiced a broad consensus in favor of
| abel i ng changes to describe briefly the clinica
benefits expected.

So any di sagreenents or criticisnms of that
statement? | think we are confortable with that,
t 0o.

2.3; actuarial data and | ater epidem ol ogy
studi es such as Fram ngham have shown that the
el evations in bl ood pressure, systolic or
diastolic, are associated with an increased risk of
cardi ovascul ar events. These data show this
relati onship is nonotonic--the higher the pressure,
t he higher the risk--and nonlinear--the higher the
bl ood pressure, the steeper the absolute risk
increase per mllimeter of mercury.

St eve?

DR. MacMAHON:  Unfortunately, | think that

the last part of that statenent is incorrect. |
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mean, the association between both systolic and
diastolic blood pressure with both coronary heart

di sease and with stroke is log-linear. To describe
it as nonlinear and to say that the absolute risk
per mllinmeter is different at the higher and | ower
ends is not consistent with the epidem ol ogy

evi dence.

DR. STOCKBRIDGE: | guess | thought | had
fixed our problemby clarifying that we are really
tal ki ng about absolute risk, the absolute risk is
greater if you nove 1 nmillinmeter above 90
compared--well, 1 mllimeter above 110--then, 1
mllimeter above 90. That is what you nmean by the
| og-linear relationship.

DR. MacMAHON: | guess it is if you have
di abetes and your systolic blood pressure is 90,
and if you are 25 years old with no other risk
factors--1"msorry; your diastolic blood pressure
is 95--then changing that 1 mllineter is actually
going to be greater at the |lower |level than at the
hi gher level in an absol ute sense because you are

changi ng--the bl ood pressure may be | ower but, if
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the absolute risk is higher than that 1 mllineter
whilst it will have the sanme proportional effect,
wi Il have different absolute effects. But the size
of that absolute effect is not necessarily related
to the level of blood pressure at which you start.
So the key thing is that blood pressure is
related to risk in a relative way and, therefore,
it is basically multiplying the background absol ute
risk. So the key thing is not so much to be
concerned about what the | evel of blood pressure
is, although it is one contributor to absolute
risk. The key thing is to say that there are, in
an epi dem ol ogi cal sense, constant proportiona
ef fects of bl ood-pressure differences the absol ute
effects of which are determined primarily by the
overal|l absolute risk not the initial |evel of
bl ood pressure.
DR. STOCKBRIDGE: One nore tinme. |If you
keep the other risk factors the same, don't ness
within--let's keep a one-di nensi onal anal ysis going
here--it is your diastolic blood pressure. |[If your

diastolic blood pressure is taken from 110 to 109,

file:///C)/dummy/0426CARL.TXT (93 of 193) [5/9/2006 1:04:00 PM]

93



file://ICl/dummy/0426CARL.TXT

or it is taken from 100 to 99, you get a bigger
absolute | evel of benefit, a bigger risk reduction,
absolute risk reduction, if your blood pressure was
hi gher to start with.

DR MacMAHON: That's correct; if
everything else is constant.

DR STOCKBRI DGE: That is what this says,

I think. | think that is what this says.

DR. MacMAHON: | think, though, that it
enphasi zes the wong aspect. You are absolutely
right, in those situations, where all other risk
factors are the sanme. But it is still enphasizing
that--and this is, | think, a popular mnisconception
right nowin the U S. and other places, and that is
that the | evel of blood pressure is the nost
i nportant determ nant of the size of the absolute
benefits.

In that situation, where absolutely
everything is the same, then, yes, that is correct.
But, for the nobst part, the absolute level of risk
and, therefore, the determinant of the absolute

benefit of treatnent is going to be only
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fractionally related to bl ood pressure and nuch
nmore related to age, diabetes, nedical history.

DR. TEMPLE: But isn't it true that--which
is what this is trying to--this is just describing
the effect of blood-pressure change. It can't dea
whet her you shoul d | ower your lipids, too. What
that is saying is that, for a given person with a
characteristic lipid profile, diabetes profile,
obesity profile, exercise profile, you get nore of
an absol ute change when you are hi gher than when
you are | ower.

That is what log-linear neans. | nean, it
is log-linear but absolute neans that--

DR. MacMAHON:  Absol ute sense; yes.

DR. TEMPLE: --the effect is bigger. |
think that is all that was intended to say. Maybe
it needs an additional paragraph that says risk is
al so profoundly affected by other aspects of your
risk. So it is also true that, if you are a higher
ri sk because you are diabetic or because you have
abnormal lipids, that is also true that there is a

greater absolute benefit fromlowering bl ood
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pressure because anything that makes your risk
hi gher makes a given millinmeter effect nore
i mportant.

So we could add that, too. Wuld that do
it?

DR. MacMAHON: | guess | would just argue
that that is the nore inportant enphasis because it
is that totality of absolute risk that really does
determ ne the benefit in an absol ute sense whereas
the | evel of blood pressure is only one snall
factor that determines first absolute risk and,
therefore, absolute benefit.

DR. TEMPLE: But, you know, the current
recommendati ons to be nore aggressive in people who
are the higher risk go to that, too, in sonme ways;
that is, the reason that recommendations are | ower
in diabetics are that, because their risk is higher
because of their diabetes, you get a bigger bang
for any mllinmeter-of-nmercury buck.

DR MacMAHON:  Correct.

DR. TEMPLE: Ckay. But | don't think we

want to exclude one or the other, so we will | ook
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to nake sure that everybody agrees that this is
right.

DR. PICKERING | forget whether somewhere
you have sone statenent about systolic being nore
i mportant than diastolic, particularly in ol der
patients. That is one additional thought.

DR STOCKBRI DGE: Actually, | don't think
it says that now.

DR. TEMPLE: Do you think it should say
t hat ?

DR PICKERING | think somewhere that
woul d be worth saying. Mst of ny patients stil
think diastolic is nore inportant.

DR. PORTMAN: You have got pul se-pressure
i ssues.

DR TEMPLE: Should it rebut the idea that
systolic doesn't natter or actually say that
systolic is nore inmportant, particularly in the
el derly?

DR. PICKERING Personally, | would vote
for the latter. Pulse pressure is another issue

whi ch JNC7 actually avoids discussing. | think we
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shoul d probably do the same because it gets to be
very sort of hairy.

DR. TEMPLE: And it is a lot like systolic
pressure.

DR TEERLINK: | would |like to support
Tom s suggestion of including that aspect of
systolic pressure but, in so doing, | would like to
have this be the exception that proves the rule.
There is JNC7/. There is AHA. There is ACC
nmean, there are a lot of infornation out there in
terns of hypertension. | don't think we want to
try to rewite JNC7 in terns of our |abeling.

That partly gets to the point as well
about including all these different other risk
factors and things like that. It is inmportant to
maybe make very concise pithy statenents in regards
to those aspects, but | think the focus of this
| abel i ng document should be in regards to
anti hypertensi ve agents.

So | agree with including the systolic
bl ood pressure but | don't think we should put too

much nore in there

file:///C)/dummy/0426CARL.TXT (98 of 193) [5/9/2006 1:04:00 PM]



file://ICl/dummy/0426CARL.TXT

99

DR PICKERING Ckay. Can we go on to
2.4; placebo-controlled outcome studi es have been
conducted with drugs in numerous pharmaceutica
cl asses--diuretics, beta blockers, vasodil ators,
cal ci um channel bl ockers--and | arge studies
consi stently have found reductions in the risk of
cardi ovascul ar events. The clearest effect has
been reduction in the risk of stroke but there have
al so commonly been reductions in the risk of
myocardi al infarction and cardi ovascul ar norality.

My comment on this is that it sort of
downpl ays the reduction of nyocardial infarction
whi ch was true in sone studies but | think a |ot of
the studies in older patients, it has been a pretty
robust effect.

DR STOCKBRI DGE: W say we believe al
three things and nothing nore and the clearest
effect is on stroke. |Is there sonething nore that
shoul d be there or do you think it is not worth
being slightly nore circunmspect about M1. and
cardi ovascul ar nmortality than about stroke?

DR PICKERING | guess | would favor
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being a little stronger about MI. Steve, do you
want to comment on that?

DR. MacMAHON: Is the intention here to
enphasi ze that the sizes of the benefits are bigger
for stroke which is certainly the case or that
there is nmore uncertainty about whether or not
agents reduce coronary heart di sease and
cardi ovascul ar nortality?

DR. STOCKBRI DGE: Well, it doesn't say
anything at all about the size of the effect.

Maybe it shoul d.

DR. MacMAHON: | woul d say, based on the
totality of the avail able evidence, that our
confidence that agents reduce nyocardia
i nfarction, cardiovascul ar di sease, is now as great
as reducing stroke but also we do absol utely know
that the benefits for stroke, in a proportiona
sense, are bigger. Whet her that needs to be said
or not, | don't know.

DR. TEMPLE: Suppose it said the |argest
ef fect has been reduction in the risk of stroke but

t here have al so been consistent reductions in the
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risk of MI1. and cardi ovascular norality.

DR. MacMAHON: Yes; that would be, |
t hi nk- -

DR PICKERING Yes; | would favor that.

DR TEMPLE: Okay.

DR. PICKERING Can we go on to 2.5;
positively controlled studies with nore recently
devel oped drug cl asses, ACE inhibitors and ARBs
appear to share these clinical benefits. So this
gets into the fact that placebo-controlled trials
were no | onger ethical when these drugs were
i ntroduced so you had to do conparison trials.

St eve?

DR. MacMAHON: | guess the wording,
therefore, nakes the assunption that things |ike
the HOPE study, which is a placebo-controlled tria
of an ACE inhibitor with a | arge proportion of
patients who are hypertensive, isn't contributing
to the data? | amnot sure whether or not that is
really necessarily justifiable.

DR TEMPLE: Hasn't there been a debate

about whether there was a difference in
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bl ood- pressure control in that study?

DR MacMAHON: Well, there has been a
debat e about the nmagnitude of the size of the
bl ood- pressure difference but there was no
question, | don't believe, about whether or not
bl ood pressure was reduced or not.

DR TEMPLE: But it was reduced in both
groups.

DR. MacMAHON:  Not to the sane degree.

DR TEMPLE: But not to the sane degree
The end- of -day bl ood-pressure difference m ght have
been 1 or 2 mllineters of mercury which didn't
seem bi g enough to account for it. Certainly, the
conpany's viewis that this is not related only to
bl ood pressure, that it has got some property of
anot her ki nd.

But, then, | guess the 24-hour data
suggest that the bl ood-pressure effect m ght have
been bigger. | guess | didn't know how or whet her
that was consi dered resol ved

DR. MacMAHON: | guess it cones back to

the issue, though, of when--what are the data you
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wish to refer to as nmaking the case that these
agents, this range of classes, |ower risk
particularly when you get into the area of what
does one class do. It would seemsort of
artificial, if you are witing a paragraph about
ACE inhibitors, then, to entirely restrict
consideration to the head-to-head conpari sons when,
clearly, much of what we know about what ACE
i nhi bitors do comes from pl acebo-controlled trials
al beit in populations that are not exclusively
defined by hypertension.

DR. PICKERING | guess the issue is
whet her HOPE was considered a trial in hypertensive
patients. | know sone of themwere but | think
most of them weren't.

DR, TEMPLE: That is clearly why we didn't
include it. It wasn't thought of as a hypertension
trial. But | realize that has been debated and
that people have said, if you | ook at 24-hour
bl ood- pressure control, there is a huge difference
and that could account for it. | guess | feel we

don't know whether that accounts for it fully. It
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m ght be sone ot her property.

DR. MacMAHON: | guess it just comes back
to the issue, though, that if you wanted to inform
physi ci ans and patients about what do ACE
i nhi bitors do, then you wouldn't necessarily w sh
to restrict that only to hypertension

Certainly, our approach in the Bl ood
Pressure Trials collaboration is that the best
i nformati on about what ACE inhibitors do in terns
of protecting against cardi ovascul ar disease is
likely to cone froma very broad range of studies
and a broad range of patients. W certainly
haven't been able to detect for any drug that there
are distinctive differences in their effects in
di abetics or non-di abetics patients with or w thout
cardi ovascul ar di sease, patients with higher or
| ower blood pressures. | nean, all of the drugs
pretty nuch do the same in a proportional sense in
a whol e range of subgroups.

DR. TEMPLE: To the hypertension
endpoi nt s.

DR MacMAHON: To the cardi ovascul ar
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endpoi nts.
DR TEMPLE: There is a nountain of data
on ACE inhibitors in post-infarction people and
heart failure. But we, at |east, have not
consi dered those hypertension clains. They are
unl oading claims or they are sonething, and they
are really inportant and the drugs all have
heart-failure clains. But we have not thought of
those as hypertension studies up to now, although,
conceivably | owering the blood pressure is part of
the way they work--although not in ALLHAT, oddly.
That is a good thought. | guess the
question back to you is which of those trials are

persuasively really antihypertension trials that

shoul d be considered part of the rel evant evidence?

We don't doubt that those drugs work in
hypertension but there is not a ot of

pl acebo-controlled data that is a relatively pure

hypertension trial because nobody would | et you do

those trials.

That is sort of why it was possible to

even do the HOPE trial. Nobody would have | et you
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| eave hypertensives untreated at the tinme that
trial was done

DR. PICKERING | don't think that
statenent is actually inaccurate, is it? | nean,
it says they share the sane properties.

DR. TEMPLE: But it doesn't identify them
as having placebo-controlled trials that show the
properties. W can talk about it nore but that is
clearly because we didn't think of the HOPE study
as a hypertension trial. But | realize that is
debat abl e.

DR. TEERLINK: Do we want to just delete
the "positively controlled" and just say "studies
with recently devel oped drug cl asses."

DR. PICKERING Myre recent studies.

DR TEMPLE: Well, certainly, the bul k of
the data on those things is and is going to be
positive controlled studies. ALLHAT contri butes.
They didn't really define a noninferiority nmargin
the way we all woul d have |iked because it was a
trial for superiority. But, nonetheless, it is

pretty persuasive that there aren't mmjor
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di fferences except in heart failure.

DR. PICKERING Ckay. Can we go on to
2.6; the decrease in blood pressure is very likely
to be responsible for these benefits because the
out cone studies involve a wide variety of drug
cl asses sharing few properties other than the
ef fect on bl ood pressure.

| woul d possibly add, "and the beneficia
ef fects appear to be nore closely related to the
fall of blood pressure than the drugs used to
achieve it."

Any ot her comment s?

DR WARNER- STEVENSON: | would agree with
the addition of that statement. | night think

about deleting the phrase, "of sharing few

properties other than.”" | nmean, one could debate
that a little bit. | amnot sure that that adds a
lot. | think the point is that the nore the bl ood

pressure goes down, the nore the effect is with a
I ot of different classes.
DR. TEMPLE: It is actually a crucial part

of the thinking process. The reason--tell us if
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you don't agree with this, though--the reason we
think, if you like, "It is the blood pressure,
stupid," is that drugs that have nothing in common,
nothing in common, all have the sane effect when
you use themin bl ood pressure.

Reserpine is utterly unrelated to a
diuretic but they both work. Hydral azi ne, beta
bl ockers--they all work which makes the argunent
that it isn't their mechanism it isn't their other
properties. The only thing they have in comon is
that they | ower blood pressure. So that is at the
heart of the logic of this, of saying that anything
that | owers the bl ood pressure is going to be good.

So, in some sense, that is a relatively
crucial statement to the whol e conparatively
unusual thing we are doing here. W are saying
anything that |owers blood pressure is good for
you, if it isn't bad for you.

DR TEERLINK: So how about incl uding
saying, "involved a wide variety of drug cl asses

wi th di sparate mechani sms of action," because,

sharing properties, sharing a few properties--|I
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don't know. | concur with Lynn's--1 don't know.
DR. TEMPLE: That was captured, | think.
DR. TEERLINK: 1Is that nore confortabl e?

DR. WARNER- STEVENSON: Yes; | am much nore

confortabl e that they have di sparate nechani sns of
action. There may be a lot of things that are kind

of common about themthat we don't necessarily know

all of them
DR. TEMPLE: But let's get the wording

exactly here; "The decrease is very likely

responsi bl e because the outcone studies involved,"

and say what your substitute was, again?
DR TEERLINK: "A wide variety of drug
cl asses with disparate nmechani sns of action."

DR. TEMPLE: Ckay; and you think the

public will understand that--no; |I'mjust kidding.

DR TEERLINK: Well, you can--

DR. TEMPLE: No; | amjust teasing.

DR TEERLINK: It is that liberal-arts
educat i on.

DR. TEMPLE: That certainly captures it.

DR. MacMAHON: | just wonder whether it
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m ght be best to say, "The decrease in bl ood
pressure is very likely to be largely responsible
for these benefits." There is a sort of sense--the
statenent, at the nonment, says that it is
excl usively, and that probably--1 nmean, one may
wi sh to | eave open the possibility that there are
ot her characteristics of blood-pressure-|owering
drugs that have sonme minor effect and there is
probably better evidence now than there was
previ ously about that.

DR. PICKERING Can we go on to 2.7; the
out conme studies all involve treatment reginens
usi ng nore than one agent to control blood pressure
so the data cannot unequivocal |y distinguish the
contributions of individual drugs or classes.

I guess we would agree with that. Seens
to be okay.

2.8; nunerous single studies such as
ALLHAT and pool ed anal yses have tested whet her
drugs given to achieve the sanme bl ood- pressure
goal s have the sane clinical benefits. To date,

such studi es have not distinguished the effects of
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different treatnments on the mgjor
hypert ensi on-rel at ed out cones--strokes, myocardia
infarction and cardi ovascul ar nortality.

DR FI NDLAY: Well, the issue was raised
earlier today of heart failure. | amnot versed in
the clinical issues there but, perhaps, you could
speak to that and whether that is a major--that
shoul d be included in this statement. It is
referenced right below and this is not the
technical part of it, the guidance yet or the
suggested | abeling | anguage. But, for what it is
wor t h.

DR TEMPLE: There is a reason heart
failure isn't in there because sone of the drugs
unequi vocal ly treat heart failure and some of them
unequi vocal ly don't. W don't know whether the
differences that show up in trials represent
failure to treat or actually naking it worse

Then there are peculiarities. Even in
ALLHAT, a drug that has been thoroughly
tested--well, not thoroughly tested but a nember of

a class that has been thoroughly
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tested--lisinopril, really didn't | ook very good.

Who knows why that is. | think it is
because every single ACE inhibitor trial was done
on top of a diuretic and you couldn't a diuretic in
ALLHAT because that the design didn't permt it.

So we are sort of staying away from heart
failure. But the individual |abeling will point
out that certain cal ciumchannel bl ockers are bad
for heart failure, that the ACE inhibitors, some of
them have clains for heart failure. Diuretics are
part of every heart-failure regimen although I
don't know of any outcome studies with diuretics
because no one would |l et you

Anyway, that is why it is docked because
we didn't identify it as the major outcone. But,
of course, heart failure is a najor consequence of
havi ng- -

DR. FI NDLAY: Right.

DR. TEMPLE: Maybe we shoul d say nore,
that the drugs seemed to differ in their effects on
heart failure. W could add that.

DR WARNER- STEVENSON: | would really Iike
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to include that because the way this is stated,
"the maj or hypertension-related outcones," it
inplies that that is all of them | think heart
failure is a major one. The fact that,
unfortunately, there isn't a consistent answer |
don't think makes it |less inportant.

DR STOCKBRI DGE: The very next few lines,
2.9, specifically nentions heart failure.

DR WARNER- STEVENSON: No; | see that but
I do think, in 2.8, it says, "the nmjor
hypert ensi on-rel at ed out cones--strokes, myocardia
infarction and cardi ovascul ar norality," heart
failure woul d be considered a hypertension-rel ated
out cone.

DR. TEERLINK: If you got rid of the word
"the" would you be nore confortable with it?

DR WARNER- STEVENSON:  Yes; | woul d be
more confortable--if you just want to delete "the,"
| can accept that.

DR TEERLINK: | share your concern
because hypertensi on used to be the nunber-one

cause of heart failure until we started treating
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heart failure.

DR. PORTMAN: The same with progression of
ki dney di sease

DR TEERLINK: Exactly. And that was the
slippery slope that | was--because | was waiting
for you guys to junp in there.

DR PORTMAN: | was poised.

DR. WARNER- STEVENSON: Ckay; a sinple
del etion has solved this problem

DR PICKERING | guess we are discussing

2.8 and 2.9 which are sort of related. But | agree

this woul d be sonething about prevention of kidney
di sease not just-- progression of kidney disease
not just diabetic nephropathy.

DR PORTMAN. | would use the term
"chroni c kidney disease," CKD

DR. TEMPLE: Are there good data on
differential effects on kidney di sease--other than
Type |1 diabetes?

DR. PORTMAN: | can't quote you the
specific articles, but there have been--there are

good studies in chronic kidney disease. Ed Lew s
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did a study and there are actually several others.
I could get themfor you
DR. TEMPLE: That show differences of
classes unrelated to their bl ood-pressure effects.
DR PORTMAN: | think so. Again--
DR. TEMPLE: Nobody has cone to us with a

claim to nmy know edge, other than the diabetic

case where there are several drugs that have clains

DR. KASKEL: Ther e are numer ous

experinental studies where, even keeping the bl ood

pressure constant, one class of drugs woul d prevent

progression in the glonmerulus and renit the
proteinuria. So it is an unrelated effect of the
bl ood pressure. Then, if you do have a
bl ood- pressure-lowering effect, it is enhanced.
That is what the ACE or the ARBs apparently--

DR STOCKBRIDGE: | don't think we have a
drug that has got a claim-

DR TEMPLE: We absolutely don't.

DR. STOCKBRI DGE: --for chronic kidney
disease so | ama little unconfortable w th adding

that into that |ist there.
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DR PICKERING You could say that, "Since
these studi es have not distinguished the effects of

different treatments on outcones," and just include
progressi on of kidney disease in there. That would
be a safe statenent, wouldn't it?

DR. TEMPLE: \WWere would you put that?

DR PICKERING In 2.8.

DR STOCKBRI DGE: Well, no; 2.8 enunerates
the things we think the anti hypertensive drugs do
in general. 2.9 enunerates sone things that not
all antihypertensive drugs do. That is where
t hought we were tal king about putting chronic
ki dney di sease and where | was suggesting that was
not a good i dea.

DR KASKEL: | think that, with an
epi dem c that we now have, it is appropriate to say
CKD and educate industry and the |ay people and
prof essi onal s about chronic ki dney disease. That
is the goal of NK-DEP, that it is an unrecognized
epi demi c.

DR TEMPLE: But are there actual outcone

data, not just experinmental things no proteinuria,
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but actual outcome data?

DR. KASKEL: Yes; Rarmuzzi in Italy has at
| east two major studies showing in patients with
CKD treatnent of the blood pressure wll
effectively inprove outcome. There are published
data. Ranuzzi would be one of the biggest ones.

DR TEERLINK: What was the outcone,
though? | share your concern and belief that
chroni c kidney di sease--certainly, as a
heart-failure doctor, we are becomi ng renal doctors
because of this issue of chronic renal disease and
it clearly is a major epidemc, a mgjor issue, that
needs to be addressed froma public-health
st andpoi nt .

That being said, in terms of this docunent
which is trying to enunerate the clinical data, the
clinical-trial data, that has been proven to have
effects of certain drugs within specific
indications, | also amnot aware, and you are
more--this is nmore your stick--but, in terns of
true outcome data, | amnot aware of these trials

showi ng benefits, differential benefits.
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DR, TEMPLE: W are aware of things that
may or may not have effects on proteinuria, things
like that. But the outcones we are |ooking for
whi ch have, up to now, been at a mninum sl ow ng
the rate of decline of creatinine. | don't think
we have seen anything that has come to us that we
have had a chance to review.

DR. PICKERING There is the ASK study,
al so, which showed that the ACE-inhibitor hand
bet a- bl ocker group did better in terns of
progressi on of azotem a prevention than the cal ci um
channel bl ocker.

DR STOCKBRI DGE: But woul dn't you agree
that, if you are going to nane that as a property
associated with some anti hypertensive drugs, we
ought to get one of them at least, |abeled with
that clain? W don't have those now.

DR. PORTMAN: From a senantic standpoint,

di abeti c nephropathy is chronic kidney di sease,
okay--at |east as defined by the National Kidney--

DR. TEMPLE: That's okay. W have that

and that is, | think, |isted as sonething where
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sonme drugs seemto work better than others. W
don't have any reservations about that. It is the
non- di abeti ¢ nephropathy that has been a tougher
nut to crack--not that there aren't hints

DR KASKEL: | think it is significant
enough that we should think about investigating it
further with a group of experts on this possibly
and getting a report to you. But it is significant
in the comunity and it is an epidem ¢ and
practitioners are treating it with this class of
drugs very aggressively.

DR. WARNER- STEVENSON:  This is a snal
point to the rest of you but in 2.9 | would suggest
del eting "various" and putting "other inportant

endpoi nt s. It currently says, "on various other
endpoints.” | would like to change that to "other
i mportant endpoints."

DR. TEMPLE: Ckay.

DR WARNER- STEVENSON: Because there are
probably a |l ot of various ones that are not as

i mportant as those.

DR FINDLAY: 1In 2.9, it might be worth
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considering, at the very end, it says, "will often
be a reasonabl e basis for deciding which drugs to
use or to use first." Perhaps it would just

telegraph it a little bit strongly, instead of the

word "reasonable,"” to say, "inportant," or "very
important." That is just for your consideration
That is wordsmithing. But | think it strikes us
all that it is fundanental

DR. TEMPLE: Ckay.

DR, MacMAHON: Just with respect to 2.8, |
should just remind the cormittee that the data
that we presented last time did suggest that ACE
i nhi bitors probably do have an effect on coronary
di sease whi ch cannot be explained entirely by its
bl ood- pressure effect.

Therefore, | wonder, rather than
necessarily claimthat, whether there is sone way
to soften it. | mean, at the nmonent, it says, "To
date, such studi es have not distinguished the
effects of different treatnents,” which is,

per haps, too bol d.

DR TEMPLE: Well, 2.8 raises interesting
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questions. There have been studies that suggested
that beta bl ockers nay not do as well on strokes,
al so.

DR MacMAHON:  Yes.

DR TEMPLE: | think the view there was
that that wasn't solid enough yet to assert but |
can inmagine there could be discussion of that. The
exanpl e you have goes, perhaps, the other way. So
is there some way to say that in a slightly weaker
way ?

DR FI NDLAY: You could say "not fully
di stingui shed. "

DR TEMPLE: O, "generally not
di stinguished," "not fully distinguished," because
we do believe that all of them have a favorable
effect on those outcones.

DR. FI NDLAY: Correct.

DR. TEMPLE: But maybe some are better.
We are sitting there with nurmerous anal yses that
sort of make ACE inhibitors--make CCBs | ook better
on stroke, too.

DR MacMAHON: | think that is exactly the
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right thing that--it is not the right wordi ng but,
qualitatively, that is correct. But it doesn't
necessarily assunme that quantitatively they are all
the sane.

DR TEMPLE: Shoul d one say "convincingly"
or are you convinced al ready on the ACE-inhibitor

one? It could say, "consistently," "convincingly."
There are a | ot of hedges.

DR. MacMAHON: | think "consistently" is
reasonabl e.

DR TEERLINK: W want to say that these
all have been shown to have a beneficial effect
but the effect size may differ anong cl asses;
right? "May."

DR. TEMPLE: They may, but | think
the--well, there are these straws in the w nd, you
know. |t depends on what you are | ooking for but,
because of the blast that CCBs have taken over the
years, | find it anusing that they can fairly
consistently |l ook better on stroke. You know, just

my problem And maybe ACE inhibitors are a little

better on the MI. thing. | don't know.
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2.8 is obviously one of the nore
troubl esonme parts because they are straws in the
wind even if they are not done yet.

DR TEERLINK: W need a way to say that
they are equal but sone are nore equal than others.

DR. TEMPLE: Yes; sonething like that. W
could certainly say "generally not distinguished."
That would be true. And then you could al so say,
"but it remmins possible that, for sone endpoints,
sonme drug classes may ultimately prove to be
advant ageous. "

DR. FI NDLAY: Yes, but this is a guidance.
This is not the suggested wording. There is no
really restriction on length, per se.

DR. TEMPLE: No.

DR. FINDLAY: There is no prohibition for
addi ng another two or three sentences here that
woul d clarify, that would create the context of the
nuanced differences in the data.

DR. TEMPLE: So, even following that, if
we had said, "such studies have generally not

di stinguished the effects,"” blah, blah, blah, blah,
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it could say, "there are pool ed anal yses and
i ndi vidual studies that, in sone cases, have
suggested differences but this remains to be

eval uated further," or sonething |ike that.
DR. FI NDLAY: Your choice of words, or
what ever.

DR TEERLI NK:  Sonething al ong those |ines

but with the idea, though, that you don't want to

cut back on the statement that, hey, we really see

beneficial effects fromall of these groups.

DR TEMPLE: Right.

DR. FI NDLAY: On bl ood pressure.

DR TEERLINK: And that there may be
subtl e differences between which specific events
you- -

DR TEMPLE: Right; and, besides, al nost
anybody with anything serious is going to be on
nmore than one drug anyway, so they will get the
advantage of all of them

DR. PICKERING W are, actually, overdue

for our break so | think, perhaps, we could

interrupt now for fifteen mnutes and then return
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and have further discussions about beta bl ockers.
Thank you.

(Break.)

DR PICKERING W are up to Question

2.10. W are obviously junping around a bit with

topics but we do have several itens to get through.

Bl ood pressure is one of nunerous risk factors for
cardi ovascul ar di sease and di sease nanagenent
shoul d address all risk factors. Mbst outcome
trials in hypertension preceded current
lipid-lowering therapy or wi de use of aspirin so
formal measures of their interaction are
unavailable. It is clear, however, that these

other therapies are effective in patients who are

and who are not receiving anti hypertensive therapy.

One comment | woul d have here is that
maybe this came out subsequently but the ASCOT
lipid-lowering trial certainly did denonstrate the
benefit of taking statin drugs in patients with
ot herw se unconplicated hypertension. So maybe
that statement could be nodified

DR STOCKBRIDGE: So tell ne exactly what
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you woul d want to do

DR. PICKERING Well, you say fornal
measures of their interaction are unavail abl e.
think that the ASCOT trial really--

DR STOCKBRI DGE: | see

DR PICKERING Contradicts that. | nean,
it does support the wider use of |ipid-Iowering
drugs in hypertensive patients.

DR STOCKBRI DGE: So, "often unavail abl e?"

DR PICKERING Yes. Do we have any ot her

conments on Question 2.10? Apparently not. Okay.

Let's go on to--
DR PORTMAN: Actually, | do.
DR PICKERI NG Ckay.

DR. PORTMAN: | don't know if it goes here

or elsewhere, but | think there is clear proof that

ki dney di sease, or chronic kidney disease, is a
maj or risk factor for cardi ovascul ar di sease. So

sonmewhere, | think, a statenment for education

pur poses needs to be made that early identification

and treatnent of renal disease is an inportant

prevention for cardi ovascul ar di sease.
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DR PICKERING | would underline that on
the grounds that end-stage renal disease is still
i ncreasing and uncontrolled hypertension and, |
guess, diabetes are the two mpjor risk factors for
t hat .

DR. PORTMAN:. Correct.

DR PICKERING Mving on to 2.11;
pati ents whose risk for cardiovascul ar events is
hi gh for reasons other than bl ood pressure,
particularly patients with diabetes, receive a
di sproportionately |arger absolute risk reduction
per mllinmeter of blood-pressure reduction than
patients without such additional risk factors.
Therefore, the treatnent goal for blood pressure
shoul d be I ower in such high-risk patients.

My coment on that is that it is sort of

two separate things. The greater slope, | don't

think, necessarily, inplies the |ower threshold but

| agree there is evidence for a | ower treatnent
threshol d for diabetes.
Dr. MachMahon, do you want to conment on

t hat ?
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DR, MacMAHON:  Yes; | would agree that

they are sort of two separate points, the threshold

and the size of the benefit. | think this goes to
addressing the point that | was naking earlier and
I guess one question would be whether or not this
could be noved up to sort of balance the earlier
focus on the | evel of blood pressure.

But the only comment | would make is that
you have got particularly patients with diabetes
but, in fact, it could be extended to particularly
patients with diabetes nelitis or a history of
stroke or coronary heart disease, both of which
have been shown to benefit, in terns of
cardi ovascul ar events, to a |larger degree than
unconpl i cat ed hypertension

DR PICKERING Thank you. Anybody el se?
kay. 2.12; what is missing fromthe background
and di scussion? Are there additional caveats or
principles that should be included? | think one
i ssue which sone of us are concerned with is that
t hese bl anket recommendati ons shoul d not be

interpreted as neaning that conpanies with drugs
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that don't have outcone data or drugs from new
cl asses should be given sort of a free ride and
have any di sincentive to do outcone studies.

| know Dr. Teerlink would |ike to comrent
on that and | think, after that, we could have
anot her public session because | think two of the
comm ttee nenbers who are not on the committee this
nmorning would also like to talk as nenbers of the
publi c.

DR TEERLINK: | have been trying to
figure out where the right place to fit this in
was. So this seems to be it. | mean, obviously,
the class labeling seens to try to bal ance two
conpeting desires. One is to have this educationa
i nformative aspect of the | abeling. But, secondly,
we still need to preserve the responsibility of the
FDA to ensure the safety and efficacy of drugs
wi thin these | abels.

Part of the question is, well, howis this
| abel actually going to be applied. | have great
concern that a conpany mght be able to present a

trial in arelatively small nunber of patients that
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just | owered bl ood pressure and say, okay, we
shoul d get this global |abeling wthout having a
satisfactory safety database.

So | understand the concept of |owering
bl ood pressure is good. But, in addition, we need
to nake sure that the application of this |abel
doesn't ignore other potential safety concerns that
woul d possibly mitigate these positive effects on
out cones

I know that is inplied but | just wanted
to nake sure that that is made very explicit here
interms of ny feelings in regards to this. |
don't know how ot her conmm ttee menbers feel

DR TEMPLE: | guess | want to hear nore
about what you mean. A typical antihypertensive
now to be marketed will have exposure in sonewhere
bet ween 2-and-a-half and 3,000 people. That is
what a new ACE inhi bitor would do, presumably what
a new drug of a new class would do. W would be
| ooking for toxicity, obviously. There would be a
certain anpbunt of long-termdata given that these

drugs are intended for very | ong-term use.
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There woul d be a demand for a reasonable
amount of long-termdata but | don't have any
illusions the drug doesn't have a
10, 000- pati ent - per-group conpari son with anyt hing.
And | guess | hasten to add that the first
angi ot ensin receptor blocker didn't have a database
i ke that either nor did the first ACE inhibitor,
al though it was pretty big.

Say nore. O are you saying that maybe
there should be sonething in that that says the
experience with this drug in long-termuse is
limted or something. How do you want to manifest
that? | understand the desire, once you think you
have got a bunch of good drugs, not to ness it up
But, as an approval standard, where we would al so
worry about renopving any incentive to devel op a new
drug, which seens to nme new drugs are needed--|
don't think we really have a | ot of bl ood-pressure
drugs even though it looks |ike there are a |ot.
They are all the sane.

Say nore.

DR. TEERLI NK: | amnot sure | am
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proposi ng, necessarily, anything new conpared to
what | already consider to be a reasonabl e approva
standard except, because | think four conpletely
new cl asses of drugs, which we will be seeing
com ng down the pike, we need, as with all drugs,
|l ong-term safety data that gives us fair confidence
that those long-termsafety concerns are addressed.

It will depend on the agent, itself,
obviously. There are sonme nechani sns of action,
sonme hiologic effects, that seemto raise nore
concerns than others. |If they are an extension of
al ready known nechani sns, then you need to | ook at
kind of the biologic correlates to those effects.

If it is a conpletely new nmechanismwith
whi ch we have no experience, then I think that has
a higher safety bar. W need to have | onger-term
safety data because we just don't know what these
entities do when they affect whatever systemit is
that it affects in the long term These are
long-termtrials.

Patients are on hypertensive therapy for

the rest of their lives. So | think there would be
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a different safety standard for those and | think
that is consistent with what we usually do. | just
don't want to--or | think it should be consistent
with what is done.

DR. TEMPLE: Well, it depends on what you
mean. The drugs that we are famliar with have
studies going three, four, five, six years. They
have coll ectively the capacity to find the nost
infinitesimal differences, and although the
di fferences happen to go one way or the other from
one study to another, they really do rule out mgjor
di fferences.

No new drug has data |ike that unless we
i mpose a particular standard on it. W do that if
there is a hint of a problem Everybody knows
that, because of concern about angi oedens,
omapatrilat was subjected to a not terribly
| ong-term but | ong-enough 25, 000-patient study. So
you would certainly do that.

But | guess ny question back to youis, in
the absence of anything that |ooks funny, do you

need what? An outcone study before approval or as
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a condition of approval? W would probably bring
these things to the committee for further
di scussion. But | can tell you what is--1 am
worri ed about renoving any incentive to do it
which, | think, is a problemand trying to fit it
into the usual pattern

Qovi ously, you can always say that when
you are addi ng sonmet hing new to the armanentari um
you are grabbing part of the unknown. That is
invariably true and, as we have seen, sonetines
these things conme out in ways you don't expect.

The other thing that inpresses me, you
usual Iy don't know what questions to ask unti
sonething turns up. So that is part of the
probl em you have to decide on what popul ation to
do it in.

But | guess | would say, at this point, we

note your concern and need to think about it but

probably this should be nmani fested as each new drug

comes by. | would say a new cl ass of
anti hypertensive is alnost surely going to go to

the commttee for review, and to consider that
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questi on.

Nor nf?

DR. STOCKBRI DGE: That is not so easy, as
you perfectly well know. W have a first-of-class
drug under review right now | nmay or may not be
able to get it to a conmttee neeting. So it is
not so clear it will cone here. It will presumably
have about the sanme kind of safety data that other
recently approved drugs have to support it.

I think the expectation is that when we
are ready to | abel drugs for outcone clains here,
this drug will get aclaim It won't wait for
studies yet to be done and we won't be relying nmuch
on the post-nmarketing data to assure us that this
is a good deci sion.

DR. TEMPLE: Probably it is worth hearing
some nore discussion. It is possible for us to ask
for additional studies after nmarketing. There is
some debate about whether we can enforce that
reliably. But | think it depends a little on how
you wite it and what you say. But, assum ng that

conpani es will behave properly when they agree to
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sonething, that is certainly a possibility.

Asking for a four-year outcone study prior
to approval would be a very big step. There are
other things to think about which is to say that,
in general, this should be reserved for other
peopl e, for people who don't respond to the others,
a very onerous requirenent for somebody hoping to
becone part of the hypertension game and sonet hi ng
we usually reserve if we are worried specifically
about sonething. Then, without hesitation, we
woul d do that.

So a little nore discussion here is
probably in order. | would be interested in
heari ng other views.

DR. WARNER- STEVENSON:  The precedent here
seens to be that we are tal king about assum ng
out come benefits when we see an early surrogate.
Certainly, we all recognize that bl ood-pressure
lowering is a very acceptable surrogate. But the
new step is to say, so we are assumni ng the outcone
benefits for anything that nmeets this surrogate.

It seens to nme, along with what John said,
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that it would be appropriate to indicate that this
does not nean that we will assune that the sane
out come benefits would pertain to any new drug that
reaches this sane surrogate necessarily and that
that woul d have to be exami ned on a case-hy-case
basi s.

DR TEMPLE: But the whole |ogic of what
we are doing here says that, indeed, we woul d.

That is why it says things |ike drugs as different
as reserpine, beta bl ockers, ACE inhibitors, and
all these things have had positive results. That

i s another way of saying, it is the blood-pressure
| oweri ng.

Now, that never neans that it won't do
something terrible to bite you. The best surrogate
in the world will be underm ned by an adverse
effect of the drug. W have |ong accepted
bl ood- pressure | owering as a surrogate which means
we always believed that it would lead to a
favorabl e outcome. But the |abeling never said so.

But we nust have believed that.

O herwi se, we woul dn't have been responsible to
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approve the drugs. So we al ways believed it.

I have to say this whole thing inplies
that we would believe it al so about a new drug.
Now, that doesn't nean you know everything you want
to know about long-termsafety. That is a totally
di fferent question.

DR WARNER- STEVENSON: | think we would
believe it if there are no other effects. But
there could certainly be other effects that would
af fect the sane outcones we are tal king about.
There could be effects on coagul ation that woul d
affect MI.--

DR TEMPLE: Al so true

DR WARNER- STEVENSON: - -stroke, et
cetera. So | think we can't assume the sane
out cone benefits would apply if there were sone
ot her unrecogni zed effect.

DR. STOCKBRI DGE: | think what Bob was
saying was that, if we suspected sonebody had
adverse effects that woul d outwei gh the expected
benefits of |owering the bl ood pressure, we

woul dn't have approved it.
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DR TEMPLE: O would have asked for a
| ong-termoutcone study. It is in the absence of
anything that points that finger although the logic
of this is that we would believe that this drug--1
mean, first of all, the logic of approving drugs
that | ower blood pressure is that you believe they
are going to have favorable effects. O herwi se,
why would you do it? It is not good for you to
have your bl ood pressure |lowered unless it
corresponds to a better outcone.

What we are proposing here is put in
| abel i ng the concl usions that are the basis,
actually, for relying on that surrogate about which
| abel i ng has been silent up to now. But | think an
inplication is that it applies to a new nmenber of a
drug. It can't rule out sone safety thing that you
haven't watched | ong enough to know about.

But it nmeans that, other things being
equal and no problens and no agranul ar cytosis and
no liver injury, blah, blah, blah, we expect it to
have the usual effects on those mmjor outcones.

DR TEERLINK: Not to be problematic here,
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but I think the original goal that | saw for this
was to try to expand the use of agents that are
al ready there that we think have the benefits that
evolved in a time, kind of in parallel structure
and where you see nechani sns of action that
overlap, so within ACE inhibitors, within beta
bl ockers, that kind of raise all ships to this
out cones | evel

The junp that we are making, | amnot sure
why we want to expand it to new therapi es because
is it just to make it easy for the pharnmaceutica
compani es to devel op new drugs? W have been
sayi ng, hey, we have this need. But if we have
shown that these agents al ready reduce outcones,
why do we need any new drugs unl ess they can be
shown to reduce outcones better or have better
effects on side effects.

So | am not sure that we shoul d extend

this beneficial outcone to "nme, too" things that
don't have any denonstrated additional benefit.
DR. TEMPLE: First of all, you don't have

outcone data on a large fraction of the drugs that
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we approve and you are never going to get any.

DR TEERLINK: But we do have within those
cl asses.

DR TEMPLE: Some of them Not a lot of
ARB data, for exanple. | nean, you have sone
conspi cuous things that it does to but there is not
of big outconme studies with those drugs because
they were post-ALLHAT. That is sort of the |ast
bi g out come st udy.

What | would say is that it is an attenpt
to be candid about the reasons we approve drugs on
the basis of |lowering blood pressure. | suppose if
we really thought that everything is hunky-dory and
there is no need for anything el se, we would say we
are not going to approve any nore drugs for
| ong-term use unl ess you do the outcone study
up-front.

One could do that. M concern would be
that it would probably obliterate the desire to
ever have any nore drugs. Since | don't think
there are enough drugs to treat people the way we

now think they should be treated, that strikes ne
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as not a good thing. But, obviously, that is a
matter that people could discuss.

DR. PICKERING | would like to ask Dr.
Hiatt and Dr. Flack if they would Iike to nmake
public statenents related to this at this tine.

Open Public Hearing
DR HIATT: | amWIlliamHi att fromthe

Uni versity of Col orado and was excused fromthe

morning session. So | just want to clarify if it
is okay to nake a coment. |If so, | think this is
the crux issue of the discussion. | think

historically it is clear that these drugs were
approved to treat a surrogate endpoint and that
subsequently, with event-drive trials, we have
| earned that they were good for you to | ower bl ood
pressure.

The endpoint of interest has been clearly
MI., stroke and death. What | amnot confortable
assuning is that a novel new class of drug woul d

confer the sanme benefit. So the question, | think,

really is whether you need to do a new event-driven

trial to approve a new drug in a novel class or not
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beyond just the safety concern

The issue, | think, is significant because
if you achieve a bl ood-pressure endpoint in a
relatively lowrisk hypertensive popul ation, even
if you study 2,000 patients, you won't gather
enough M 1., strokes and death to ever have
confidence in your point estimte of whether that
is favorably going in one direction or another.

It could even, in fact, be adverse and you
really wouldn't know that. So you are going to
t hen approve a novel, new drug and the new cl ass
for which you will have no confidence about the
poi nt estimate around the benefit of MI., stroke
and death but it will achieve that |abeling and not
j ust bl ood-pressure-control |abeling, because of
the history we | earned today.

I think we are very confident that current
drug cl asses have this benefit although ny concern
is alittle bit that al pha blockers really share
that. Generally, the data today woul d support that
for the currently classes but a really novel new

drug that mght be very good at |owering blood
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pressure m ght have significant cardiovascul ar
effects that you woul dn't know about until you
exposed enough peopl e.

So | think there nust be sonme way to
address that issue and maybe the answer is not
event-drive trials that destroy the devel opnent of
new drugs but maybe the answer is to gather enough
data in high enough risk populations with the drug
to satisfy yourself that at |east the point
estimate is going in the right direction.

Maybe that woul d be sone kind of
comprom se where you mght know that at least it is
behavi ng the way you think it should to allow a
novel new drug to receive a | abel of cardiovascul ar
benefit w thout actually showing it.

DR PICKERI NG Thank you

Dr. Fl ack?

DR. FLACK: John Flack. | was excused
this norning so | amcomenting as a nor nal
citizen. | certainly support the notion that the
FDA has put forward to be able to try to nore

explicitly link benefits across a range of drugs
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that | ower bl ood pressure appear to be within a
reasonabl e range, and that is reducing things like
stroke, cardiovascul ar events and, to sone degree,
myocardi al infarction.

I woul d al so, though, echo the concern
about | eaving heart failure out. That is a very
pressure-sensitive conplication and responds very
nicely to blood pressure. | would offer the advice
that we probably ought to look at prinmary and
secondary prevention differently. Drugs |ike ACE
i nhibitors, for exanple, don't prevent heart
failure as well as diuretics yet they are clear
treatnents and very effective in reduced risk once
you devel op heart failure, at |east on top of
diuretics.

So | would separate those out. | think
even secondary stroke prevention is starting to
show some data that maybe some of the drugs that
are really good for prinmary stroke prevention may
be not as good as secondary stroke prevention

The issue of diabetic nephropathy is also

something | would like to comrent on and that is if
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we actually |l ook at what we are trying to prevent
in people with diabetes, it is not just progressive
ki dney di sease. | think what tends to happen, when
you get a disease |like diabetes, chronic kidney
di sease, is we develop sort of a nephrocentric view
of what we are trying to prevent.

But if you actually | ook at what these
people die of, the majority of what they die of are
non-renal cardi ovascul ar events. So you go back to
trials like IDNT and you find that proteinuriais
reduced nore with herbasartin, that progressive
renal failure and progressive | oss of kidney
function reduce better there but it doesn't do as
wel |, for exanple, as the cal ci umchannel bl ocker
on MI. and stroke prevention

So | think those things at |east have to
be bal anced and not just focused in on the kidney
even though it was "a diabetic nephropathy trial."

I don't know of any real convincing
evi dence that |owering blood pressure is not good.
So | would have no problemw th a basic cl ai mbeing

able to be made, even with newer agents, that, if
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you | ower blood pressure, you at |east can namke a

claimthat it is likely you are going to reduce
stroke, et cetera.

Hopefully, there is enough study that has
been done with an agent before it gets to that

poi nt that you have sone idea through sonme signa

that this may not be true. | think that we have to

trust our testing process to do that. But,

thi nk, over and above the basic claimthat you

can't allow a drug to do that unless you get firm

endpoi nt dat a.

But | don't see any real reason not to
because, of all the trials we have done, by and
| arge, you get risk reduction although it is to
some greater or |lesser degree with some of the
agents.

I would take a little bit of issue with
the notion that all these drugs lower risk the
same. |If you go to pooled data, the cal ci um

bl ockers do a little bit better than diuretics.

They are both excellent stroke drugs. But there is

sonme pool ed data there. The notion that in
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non- di abeti ¢ nephropathy, we don't know what to do,
there are sone pool ed data by Jaffee and others
| ooking at renal endpoints that include nortality
and it is very clear that the ACE inhibitor there
is better than a non- ACE-inhi bitor reginen.
Par adoxi cal |y, in diabetic nephropathy, all the
data is with ARBs.

So, again, | would just like to say that |
support the notion of the basic |abeling and
woul d i nclude newer drugs in that. | feel very
confortable that a lot of this is linked to
bl ood- pressure | owering and/ or things that change
in parallel with blood-pressure |owering that sone
we neasure and some we don't.

DR. PICKERING Thank you. This closes

the public hearing. | think we should nove on with

t he questions because we only have a linited amount
of time left.

Questions to the Committee (Continued)

DR. PICKERING Perhaps we could go on to

Question 3; please comrent on specific sections of

the proposed dinical Trials section of |abeling as
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reproduced below. 3.1; high systolic or diastolic
pressure causes increased cardi ovascul ar risk and
the risk increase per mllineter of mercury is
greater at higher pressures. | guess we discussed
thi s before.

DR. PORTMAN: Tom before we | eave
this--1"msorry; | hate to set you back. | had ny
hand up as you were reading. | have two issues
before we | eave Section 2. One is whether or not
we shoul d make a statenment about pediatrics in that
statenment, sonething related to the fact that
hypertensive trials in children and adol escents are
in progress and, in general, show simlar
anti hypertensive effects. However, |long-term
beneficial effects on outcome have yet to be
est abl i shed, sonething along those |ines.

I think it would be inportant to nmake a
comrent, an educational comment, that that is being
done and where we are with that. Any coment about
t hat ?

DR. TEMPLE: Does one actually expect

outcone effects that soon in a pediatric
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popul ati on?
DR. PORTMAN: It depends. Again, our
outcone is different than adults. You are not

going to see effects on nyocardial infarction

because ki ds don't have nmyocardial infarction. But

if we consider things such as left ventricul ar
hypertrophy or mcroal bum nuria as surrogate
endpoi nts, then, yes, we hope to be able to
denonstrate beneficial effects there.

It hasn't been done yet but those studies
are in progress with Norm s hel p.

DR TEMPLE: | think we would be rel uctant
to say much before the data cone al ong but
afterward it would seemto be part of the genera
spirit of this if there were a consistent finding
to add that.

DR PORTMAN: Right.

DR. TEMPLE: O course, one of the things
we haven't gotten into at all is things |ike
effects of all of these drugs on left ventricular
hypertrophy and stuff like that probably readily

docunented. But they didn't seemas big as the
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stroke, heart attack and death. So we didn't go to
t hose.

DR. STOCKBRI DGE: But your suggestion
about saying we don't know what happens with
outconmes was really nmeant to incentivize people to
do such trials.

DR PORTMAN: Yes; correct. The other is
a clarification statement and | just want to nake
sure | have got this right. So, in |ooking at the
chroni ¢ kidney di sease, nondi abetic
chroni c- ki dney-di sease i ssue, what you are saying
is that the data hasn't been presented to the
agency to suggest that one class of drugs or
another is superior in prevention of progression of
renal disease, for instance

I nmean, you are not famliar with that. |
amreferring, again, back to 2.9 where we talk
about the selection of drugs, hypertensives for
di abeti c nephropathy but it doesn't nention
nondi abeti c ki dney di sease. You contend that that
data has not been presented to you

DR. STOCKBRI DGE: There is no drug with
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that claim

DR PORTMAN. Ckay. Thank you.

DR. PICKERING If we could go back to 3.1
which is up there. M only comment is that | think
we have already said that.

DR STOCKBRI DGE: To be clear, Section 3
is different from Section 2. Section 2 was the
background part of the guidance. These are
paragraphs that are really intended--they are part
of the guidance but they are also intended to be
literally put into the |abel

DR. PICKERING Ron, do you have a
comrent ?

DR. PORTMAN:  No.

DR. PICKERING Anybody el se? Yes; Dr.
MacMahon?

DR, MacMAHON: It is really just the
conment that | made before that | think, whilst
there are sone very, very specific instances where
this is correct, | think you are deriving the
enphasi s too much towards the inportance of bl ood

pressure and the inportance of bl ood-pressure
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reduction being directly related to the |evel of
bl ood pressure when | think, certainly, if you | ook
at the Quidelines Committee around the world
including, although to a | esser degree JNC, the
enphasis has been to try to get away fromthe | eve
of blood pressure as being the primary determ nant
of benefit and to have a nore holistic assessnent
of absol ute ri sk.

That is true epidemologically and it is
true therapeutically. M own suggestion would be
to nove away fromthis sort of enphasis, if you
can.

DR TEERLINK: How about if it says how
systolic or diastolic pressures contribute to
i ncreased cardi ovascul ar risk and risk increases.

DR MacMAHON: Look; | don't think there
is any problem -

DR. TEMPLE: But it is an independent risk

factor.
DR MacMAHON: Sure. | don't think there
is any issue about that. It is the bit that says

the risk increase per mllineter of nmercury is
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greater at higher blood pressures.
DR. TEMPLE: How about if one added, as we

tal ked about before, for people at any given

risk--or that is not right; for people--well, we

need to work on it.

DR. MacMAHON: The is question is why you
want to enphasi ze that.

DR. TEMPLE: Because higher bl ood
pressure--for any given person, higher bl ood
pressure i s bad.

DR. MacMAHON: That's true.

DR. TEMPLE: The higher it is, the worse
you are.

DR STOCKBRIDGE: | think the reason to
enphasi ze it was if you have sonebody with high

bl ood pressure whom you actually can't control

well, it is still worth naking an effort. And the

hi gher the bl ood pressure is, the nore it is worth

making a fewmllimeters worth of effort.
DR. MacMAHON:  Absolutely. That's true.
The problemw th that is, though, that that

continues to enphasize that, if you like, the
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greatest benefits are going to be at the highest
bl ood pressures. That, | don't think, is true.

In diabetics and patients with
cerebrovascul ar disease and a bunch of high-risk
peopl e, you can get big benefits at nuch | ower
| evel s.

DR STOCKBRI DGE: Ckay; right. But the
only reason why you think it is not true is that
you think other risk factors contribute nore.

DR MacMAHON:  Correct.

DR. STOCKBRI DGE: W can certainly put

somet hing in that says that sonebody's highest risk

may not be attributable to blood pressure.
DR. MacMAHON:  Correct.
DR. STOCKBRI DGE:  Ckay.
DR PICKERING Lynn has a comment about
t hi s.
DR. WARNER- STEVENSON: It | ooks to me that

much of this is covered by 3.6 and maybe what we

need to do is just to nove that up to follow 3. 1.

DR. PICKERI NG That sounds reasonabl e.

3.2; numerous drugs froma variety of
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phar macol ogi cal cl asses whose only common property
is to reduce bl ood pressure have been shown to
reduce cardi ovascular norbidity and nortality and
it can be concluded that the bl ood-pressure
reduction is responsible for those benefits.

Again, | guess we had sone of this
di scussi on before.

DR. STOCKBRI DGE: Rat her than have you
re-edit that part, | think we can absorb the
comments you nmade on 2.9 there, if that is okay.

DR. PICKERING Gkay. That, | think
woul d apply also to 3.3, wouldn't it, because we
tal ked about that al so.

DR STOCKBRI DGE: Yes; that's true

DR. PICKERING 3.4, | think we haven't
tal ked about; sone antihypertensive agents have
smal | er bl ood- pressure effect as nonotherapy in
bl acks and many anti hypertensive agents have
additional effects on angina, heart failure or
di abetic ki dney disease, for exanple, and these
conditions may gui de sel ection therapy.

Comrent on the ethnic differences?
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think, as was nmentioned yesterday, while there may
be quantitative small differences in the response
rate in different ethnic groups, there is such a
bit overlap which is probably of relatively m nor
consequence.

DR. TEMPLE: |Is that actually--1 nmean, we
have, for a long time, insisted that people anal yze
data by denographic and subsets. Wth very few
exceptions, there has been a consistently small, or
sonetines very small, effect of ACE inhibitors and
ARB in self-identified black popul ations.

Now, what always inpressed me is that if
you | ook at the conbination of a diuretic with
these drugs, it is all the sane. That has been
studied by the V. A 30 years ago. Mybe that is
sonet hing that everybody should note, too. But, as
a single drug, it does seemto be quite a different
effect with the effect being like 2 mllimeters, on
average, or sonething, pretty small in some people.

That seens noderately inportant as, for
exanple, a choice of initial therapy. But it is

true, there is overlap. There are people in each
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popul ati on who get very good responses. That is
certainly true, too

But you think this is overenphasi zed?

DR PICKERING | guess it is a question
of interpretation. | think the danger is that
peopl e say these drugs don't work in this
particular group so we won't start it. | agree
that, with the conbination therapy, the differences
absol utel y di sappear when you use themin
conmbi nation with a diuretic.

DR WARNER- STEVENSON: | think the order
of wording and the choice of wording becones
absolutely critical here. | wouldn't want to start
out a sentence with, "Sone agents have snaller
effects in blacks.” | think that is needlessly
negative. Perhaps what we want to say is,
"Consi derations that may gui de sel ection of therapy
i nclude greater efficacy of some therapies conpared
to others in the African-Anerican popul ation

I think I want to enphasize that sone may
be better not that some may be worse, which is the

flip side of sonmething. But we don't want that
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sentence taken out of context.

DR TEERLINK: | strongly support that
appr oach.
DR PICKERING | agree. Do we have any

ot her coments on 3. 47
DR. FI NDLAY: Yes; just one. Wuld it be
i nappropriate to--instead of the wording "may guide
sel ection of therapy," is it inappropriate or too
strong to say "shoul d?" That is what | had witten
here.
DR STOCKBRI DGE: O course, there are
other things that are going to be factors that
peopl e t hi nk- -
DR PICKERING You might refer to JNC7
here because they have a table with all this with
recomrendati ons.
DR STOCKBRI DGE: And we do, eventually,
even nmention JNC7. But there will be things |ike
econom c factors that we can't even nention here.
DR. FI NDLAY: And you are into the
suggest ed | anguage of the labeling which | realize

constrai ns the nunber of words.
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DR PICKERING Any nore on 3.4? 3.5
many patients will require nore than one drug to
achi eve bl ood-pressure goals. But the
cardi ovascul ar risks increase steeply with
i ncreased bl ood pressure so that even nodest
reductions of severe hypertension can provide
substantial benefit.

My own feeling about this is that
combi nation therapy, particularly with diuretics,
shoul d be encouraged. | know nmany of the
conbi nation drugs are not approved as first-line
therapy but | think the increasing trend is to
use--for instance, starting off patients with a
| ow- dose ACE inhibitor and diuretic or | ow dose ARB
and diuretic is something that is beneficial

DR. WARNER- STEVENSON: | agree with both
these statenments but it is not clear to ne why they
are put in the sane sentence.

DR FINDLAY: | concur with that. | wote
down, "non sequitur," and they don't necessarily
fol | ow.

DR TEMPLE: | had the sanme comment as

file:///C)/dummy/0426CARL.TXT (160 of 193) [5/9/2006 1:04:00 PM]

160



file://ICl/dummy/0426CARL.TXT

161
read it again. There is a certain disconnect in
here. So we need to work on that. | think the
poi nt that we wanted to nmake was that, even if you
don't get all the way, it is worth lowering it
sone. But that doesn't really relate inmediately
to the fact that you nmay need nore than one drug.
So | think that one needs thought.

DR. PICKERING Steve, do you want to
comrent ?

DR. MacMAHON: | guess the enphasis on
part of this has been that even snall
bl ood- pressure reducti ons can be beneficial, which
is inportant. But what is missing is nmaybe an
enphasi s that |arger blood-pressure reductions
confer larger benefits for which there is now
unequi vocal evi dence.

DR. PICKERING Thank you. Any other
comments on 3.57?

DR. TEMPLE: What | heard you saying is
that you think what it really ought to say is you
may need nore than one drug; do it--which is

somewhat different. |t seens absolutely right,
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especially with the new bl ood-pressure goals for
di abetics and stuff. Probably nost people are
going to need nore than one.

DR STOCKBRI DGE: W also got a specific
recomrendation that we should say, use diuretics
early. Are you okay with that? That is sort of
pronoting one of various first-line classes.

DR. TEMPLE: Well, JNC7 certainly doesn't
go all the way and say that that should be your
first drug. | think we are short of that.

DR. TEERLINK: They don't?

DR. TEMPLE: No.

DR TEERLINK: | would stay clear of
recomrendi ng specific drug classes as well, just
given the spirit of this docunment. Once again,
there is JNC7. There are |ots of other
organi zations to do that.

DR TEMPLE: So | don't think we intended

to recommend a particular drug as first-line. Part
of the reason is, in one of the previous sentences,

that there are pros and cons of various drugs for

various things and you have got to deci de.
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DR FINDLAY: So it wouldn't be
appropri ate anywhere to even hint at, in the
popul ati on of patients who only have high bl ood
pressure, with no other conplicating illness,
condition, disease, that nonotherapy with diuretics
is probably your first choice. There wouldn't be a
way that we could get that in. It is not
appropriate even though I think we all agree with
t hat .

DR TEMPLE: If the main reason is
economic, we like to say that that is not our
busi ness.

DR FINDLAY: That's right. | am not
suggesting that we would state on the basis of--is
it something that we clinically all believe? Not
necessarily.

DR. TEMPLE: | am not sure everybody does
bel i eve that.

DR FI NDLAY: Okay.

DR. TEMPLE: There nmay be subtle
advant ages on ki dney di sease for sone of the

ot her s- -
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DR FINDLAY: The answer to that is no.

DR. TEMPLE: Right. But | nust say ny
view is you are probably going to get the diuretic
as the first or second and it nmakes a | ot of sense
probably to start with two drugs. But that is a
di fferent question.

DR, FI NDLAY: Yes.

DR. TEMPLE: Just so you know, we have
given--1 don't know whether it is only one or nore
than one, drug, a conbination first-line therapy
for two reasons--three, but one of them doesn't
matter. Ziac has a first-line therapy because the
very | owest dose, 6.25 of hydrochl orothiazide and

2.5 of bisoprolol, had al nost the same effect as

the full dose of the bisoprolol at 40 milligrans
and no side effects to speak of. It didn't change
anyt hi ng.

That seenmed |ike a sensible thing for sone
people. At |least that was one. W have al so given
another, but | don't remenber what, first-line
therapy in people with blood pressure over a

certain |l evel because they showed convincingly that
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very few people were brought to goal by a single
drug. So that is the second one.

Qoviously, a lot of drugs could get
that--a | ot of conbinations could get that claim

DR PICKERING You nean a single pill

DR. TEMPLE: That neither conponent al one
got an appreciable fraction of people to goal. |
forget, were they over 105, or whatever they were.
Al nost everybody needed two drugs so that is
another first therapy claim O course, people can
conbine things on their own without it being in a
fi xed- dose conbi nati on.

DR PICKERING Okay. | guess we can go
onto 3.6; relative-risk reduction from
bl ood- pressure reduction is simlar across
popul ations with varying absolute risk so the
absolute benefit is greater in patients |like
di abetics at higher risk independent of their
hypertensi on and such patients will benefit from
nore aggressive treatnment to a | ower bl ood-pressure
goal .

Again, | guess we sort of had this
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di scussi on.

DR. TEMPLE: And it was suggested we nove
it up nearer to 3. 1.

DR PICKERING So perhaps we could nove
on to 3.7; control of blood pressure should be part
of conprehensive cardi ovascul ar ri sk nmanagenent
including lipid control, diabetes nmanagenent,
appropri ate use of aspirin, snoking cessation and
exerci se.

DR PORTMAN. Once again, as we discussed
in the previous section, | would add in the
identification and treatnment of chronic kidney
di sease.

DR. FI NDLAY: And wei ght reduction and
dietary nodification.

DR PICKERING So we do say sonething
about lifestyle.

DR. STOCKBRIDGE: Are there trials that
show benefits of weight reduction?

DR. TEMPLE: On bl ood pressure.

DR. PICKERING Yes; Dr. MachMahon, |

think, did a trial. Didn't you do one show ng that
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it reduced left ventricular hypertrophy many years
ago?

DR MacMAHON:  Yes.

DR TEMPLE: And, also, since we believe
bl ood pressure is the thing, you definitely | ower
bl ood pressure by losing weight. | nean, that is
clear. | don't know whether you can get people who
have trouble affording their drugs to eat a | ot of
green veget abl es, which, as anybody who buys--who
does the hone shopping knows, are quite pricey. But
maybe.

DR. PICKERING Okay. Can we progress to
3.8; for specific advice on goals and managenent,
see published guidelines such as those of the
Nati onal Hi gh Bl ood Pressure Education Program
JNC7. | think we are all agreed about that.

DR TEMPLE: Just to be clear. So this
is, obviously, the not very lengthy brief
di scussion of why it is good to | ower bl ood
pressure. So if you think there is sonething
grossly missing, nowis the tine to say it because

then we are getting to the drug class or
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drug-specific data. So this is the overal
statement; it is good to treat and here is why.

DR. PICKERING Now we get more specific
3.9; there follows an opportunity to describe
outcone trials involving the specific drug being
| abel ed. In the absence of such data, one is
supposed to insert one of the following. There are
no studi es of DRUGNAME of menbers of drug cl ass
demonstrating reductions in cardiovascular risk in
patients with hypertension or there are no studies
of DRUGNAME denonstrating reduction of risk in
patients with hypertension but at |east one
pharmacol ogically simlar drug has denonstrated
such benefits.

Conments about that? | mean, it seens
reasonable to nme. Everybody is happy with that by
the looks of it. GCkay. 3.10; what is missing from
the Cinical Trials section of |labeling? Are there
addi tional caveats or principles that should be
i ncl uded?

DR. WARNER- STEVENSON: | would like to

suggest that right up in the up-front,
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hit-emin-the-face, of the reasons that we want to
do this, that we would also include the fact that
hypertension is associated with heart failure and
chroni ¢ kidney di sease. Even though we don't way
that the therapy includes that, | think it is
important, if we are trying to scare patients into
payi ng attention, that they understand the bad
things that are associated with hypertension

That comes out as a relatively mnor

factor, right now, under additional considerations.

I think we want to start out with, "H gh blood
pressure is associated with increases in heart
attack, stroke, death and devel opnent of heart
failure and chronic kidney disease."

DR. STOCKBRI DGE: Even though we are not
ready to say we think these drugs help with that.
DR. WARNER- STEVENSON:  Then you nobve on

very specifically to delineate what they are
hel pful for. | think all of us are thinking,
agai n, about what the patient sees when he goes to
read this and thinks, okay, why should | even take

my bl ood pressure seriously. It is because
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hypertension is a serious di sease with serious
out cones and these are what they are.

DR. TEERLINK: | would agree with that.
If you could have a 3.01.

DR. TEMPLE: It sounds |ike, one, you
think that it ought to be nmentioned that heart
failure is a conmobn outcomne.

DR. WARNER- STEVENSON:  And ki dney di sease,
in deference to our coll eagues.

DR PORTMAN: It is true, not in
def erence

DR. WARNER- STEVENSON:  Ri ght, but | am
saying i n deference.

DR TEMPLE: Ckay. So heart failure and

ki dney di sease are al so consequences, and then

sonehow say that the effects of various drugs--I

mean, after saying that all of themseemto | ower

the heart attack, stroke and cardi ovascul ar

survival, say sonmething that is it not as clear

that all drugs are simlar in their effects on

heart failure and you sort of have to | ook at each

specific drug--heart failure and ki dney di sease,
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maybe--and that you need to | ook at each specific
drug.

So that flags it as a consequence and says
you should worry about it and al so says that the
drugs could differ. |Is that sort of what you had
in mnd? W, obviously, have to wite this part.

DR WARNER- STEVENSON:  Yes. | think you

want to start out very strongly because that is

what we want patients to see before they get to the

79 adverse effects of the drug they are taking.

DR. TEMPLE: 1In sone ways, that is an
important distinction. That is why you m ght
choose one drug over another and is why you mi ght
want to nore often start with a diuretic which
seenms to help that.

DR. FI NDLAY: Are you proposing that as
a--where would that go, for clarification?

DR. WARNER- STEVENSON: Ri ght at the
begi nni ng of why hypertension is inportant and why
we- -

DR. FI NDLAY: At the beginning of the

gui dance or the beginning of the actual suggested

file:///C)/dummy/0426CARL.TXT (171 of 193) [5/9/2006 1:04:00 PM]

171



file://ICl/dummy/0426CARL.TXT

| abel i ng | anguage.

DR TEERLINK: | put it 3.0.1, here. s
that consistent with what you are saying, Lynn?

DR WARNER- STEVENSON:  Yes.

DR. FI NDLAY: | agree.

DR. STOCKBRI DGE: Ckay. So, follow ng
that, maybe would be what is now 3.7 which includes
the sort of conmprehensive risk-nmanagenent business.
Maybe that has aspects of it that address sone of
these things we don't think the drugs may do.

Then, 3.8--then what is now 3.1? 1Is that
where we are goi ng?

DR TEMPLE: | thought there was sonething
about earnmarki ng ki dney di sease and heart failure
as critical features of hypertensive cardi ovascul ar
and all that and then, after saying that all of the
drugs froma variety of classes have favorable
effects on stroke, heart attack and cardi ovascul ar
out cone, addi ng sonething that says, "the
consi stency of effects on heart failure and its
consequences is not as clearly related solely to

bl ood- pressure control and appears to differ from
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one anti hypertensive to another."
Maybe that is equally true for kidney disease

DR. PICKERING JNC7 have, right up front,
a statement about heart failure and ki dney di sease
as two conplications where the incidence is
increasing. It also tal ks about the risk reduction
related to--of heart failure related to treating
hypertensi on which | think they said was 50 percent
reducti on.

DR TEMPLE: So what | said is not
entirely what people would agree with, then. They
woul d probably say that you probably--well, but the
trouble is there isn't going to be data on
this--you probably get an inprovenent from/| owering
bl ood pressure but drugs al so differ anong
t hensel ves by how well| they either prevent or treat
t he di sease

I think we will have to try to come up
wi th | anguage about that. Do you all think there
i s enough data to say that every antihypertensive
drug probably has a beneficial effect on heart

failure but that some just have nore?
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DR, WARNER- STEVENSON:  No.
DR TEMPLE: So just |owering the bl ood
pressure doesn't, by itself, inprove heart failure?
DR WARNER- STEVENSON: Not if you have a
class of drugs that increases fluid retention so
that it balances it out.

DR TEERLINK: | agree.

DR PICKERING One issue that | would
like to discuss is what, if anything, we are going
to say about beta blockers in light of the recent
met a- anal yses that have suggested that beta
bl ockers, in general, and atenolol, in particular,
are | ess good than ot her antihypertensive drugs,
particularly--well, | guess diuretics at preventing
mor bi d events even though they | ower bl ood
pressure.

I think there are a ot of elderly
patients on atenol ol who probably should be
switched to another drug. Steve, do you have any
vi ews about that?

DR. MacMAHON: | think probably my views

would be a little nore conservative as to how
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strong the evidence really is. | nmean, | think the
anal yses are highly retrospective identifying a few
negative studies with atenol ol and then doing a
nmet a- anal ysis of those and then extending it
further down. So whether it really has--whether it
is really as convincing as some of the other
evi dence, | don't know. | would probably be
attenpted to de-enphasize that.

DR. TEMPLE: So let ne propose that, for
the nonent, we put out gui dance that says, on the
whol e, there aren't differences but maybe we will
bring to the conmttee that question and take a
| ook at those data. That woul d be absolutely
critical so it really needs a close | ook

DR. MacMAHON: | guess it cones back to
that single issue of you are not trying to
i ndi cate, for beta bl ockers or for anything, that
it wll have quantitatively exactly the same
ef fects. You were just nmaking the statenent that,
in general, these drugs--and | think you can
reasonably include--1 don't believe there is

substantive uncertainty as to whether or not beta
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bl ockers reduce these events. It is nore a
question of whether they do it as well as other
agents. | think those are two separate issues.

DR TEERLINK: And that is a distinction
that | should be included in the gui dance as we
have di scussed already to say that all of these do
have that effect. The extent of that effect,
t hough, may be different.

DR. TEMPLE: W have sone proposed
| anguage, when we were going through it, in 2.

DR STOCKBRIDGE: As we were doing it in
2.8, | had penciled in, in that first sentence--|I
had anended ny copy to say, "whether drugs given to
achi eve the sane bl ood-pressure goal s have about
the same clinical benefits.”

DR PICKERING So that doesn't include
the mention of beta blockers specifically.

DR STOCKBRIDGE: No; it doesn't do that.

DR TEMPLE: We should | ook at that just
to nake it clear that we, obviously, couldn't have
yet ruled out the possibility that there are

differences for certain particular things. But
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they all have the right direction. So | think that
needs a | ook.

DR. PICKERING | think having anot her
review of it would be very good, actually, because
there are a | ot of people who have witten a | ot
about this.

DR WARNER- STEVENSON: | think it may al so
be appropriate as a phrase sonewhere in one of
these sections to say, "which may vary between
popul ations," whether it is the elderly, it is
peopl e with baseline renal disease, it is by
ethnicity, by gender, et cetera, it may well be
that there are considerations there.

DR PICKERING | think we are onto
Question 4; please comrent on specific sections of
the proposed Indications section of |abeling as
reproduced bel ow. 4.1; DRUGNAME is indicated for
the treatment of hypertension to reduce the risk of
cardi ovascul ar events primarily fatal and nonfata
strokes and nyocardial infarctions. These benefits
have been seen in controlled trials of

anti hypertensive drugs froma w de variety of
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classes including this drug or including the class
and, in parentheses, there are no controlled trials
demonstrating the risk reduction with DRUGNAME

DR, WARNER- STEVENSON: Is it necessary to
i nclude both fatal and nonfatal ? That is sonething
that we are used to thinking when we | ook at
endpoints but, | think, froma patient standpoint.

DR. PICKERING | agree

DR. KASKEL: Do you want to say anything
about di abetic nephropathy or chronic kidney
di sease here as wel|?

DR TEMPLE: Renenber, this is not
directed at patients. This is for physicians. But
you think, on the whole, just saying--1 nean, you
coul d reduce strokes and not reduce fatal strokes.
That has been the results of some trials.

DR PICKERING It is sort of an esoteric
detail, | think, for the average doctor or patient

DR KASKEL: The problemidentified by the
NK-DEP is that primary-care physicians need to be
rem nded about sone of the consequences of diabetic

nephropathy early on in treatnent. That is why I
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nmentioned it.

DR. STOCKBRI DGE: But, again, this is the
class |l abel and only some drugs have a claimfor
di abetic nephropathy. So that is why it is not
part of this statenent.

DR. PICKERING But then only those drugs
woul d get that in the statenent.

DR STOCKBRIDGE: It doesn't replace
everybody's whole label. |If you have got a claim
for diabetic nephropathy, you have got that claim
It woul d be a separate paragraph. This would
repl ace the paragraph that is now there that speaks
to effects on blood pressure.

DR. DeMETS: Wen | read this sentence, ny
eyes scan, "DRUGNAME is indicated to reduce the
ri sk of cardi ovascular events.” | read, "to treat
hypertension," but then | forget about that and ny
m nd focuses on the, "DRUGNAME is to reduce risk of
cardi ovascul ar events," and that is not necessarily
what you are saying.

So | don't like the way that first

sent ence reads.
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DR TEERLINK: So woul d you suggest
sonet hing along the Iines of, "DRUGNAME is
indicated for the treatnent of hypertension--"

DR DeMETS: Peri od.

DR TEERLI NK: Peri od.

DR. DeMETS: And then say sonething
about - -

DR TEERLINK: "Treatment of hypertension
has been shown to reduce--"

DR DeMETS: Yes; sonething like that. It
is correct in one sense, but yet you can easily
read it the other way.

DR TEERLINK: | hadn't been able to
fornmulate a wordsmithing that was satisfactory to
address that issue but | also was concerned about
t hat .

DR. PICKERING Again, yes; it does sort
of inply that that drug has been shown to reduce
the risk, which may or may not be the case. |
agr ee.

DR DeMETS: You | ater becone nore

specific, but | only may renenber the first
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sent ence.

DR. WARNER- STEVENSON:  Addi ti onal |y, when
we think about marketing flyers and adverti senents
ont.v. with people gardening with their
grandchildren, | think we will |ose that
i ntermedi at e phrase there.

DR TEMPLE: So the proposed fix was,
"DRUGNAME is indicated for the treatnent of
hypertension," and then you say, "Treatnent of
hypertensi on reduces the risk of--"

DR DeMETS: Yes.

DR. TEMPLE: That is the proposed fi x,
David; right?

DR DeMETS: Yes.

DR. PICKERING Anything el se on 4.17 In
that case, we are down to 4.2; what is mssing?

DR TEERLINK: | would just reiterate the
concern in the discussion that we are going to
have, to continue to have, in terns of how we are
actually going to approve these agents for this
i ndi cati on.

DR. TEMPLE: The proposal here is that

file:///C)/dummy/0426CARL.TXT (181 of 193) [5/9/2006 1:04:00 PM]

181



file://ICl/dummy/0426CARL.TXT

this is what every antihypertensive would say.
Now, that doesn't nean you couldn't--

DR. STOCKBRI DGE: I ncludi ng the next one.

DR, TEMPLE: Including the next one. That
doesn't nmean one couldn't decide to add a paragraph
that says, "There is not a lot of |ong-term
experience with this drug," or something |like that,
that has not been done to date, but that doesn't
mean it couldn't.

DR PICKERING | sort of agree that now
this blanket statenent is in there, there should be
some qualifier for new drugs to say that everything
that is said in this statenent cannot be assumed to
apply to whatever this drug is.

DR. TEMPLE: | think if that is what
everybody thought, | would abandon this effort.

The whol e premise of this is that each individua
drug does not need its own data. Many drugs have
no relevant data on this point at all. They may
have a cl ass nenmber who does but, even there, sone
of the classes do not have a whole | ot of data.

The whol e underlying assunption here is
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that we now know enough, fromthe nmultiple drugs
with conpletely different properties, to believe
that | owering blood pressure is good. That doesn't
mean that it won't kill you by causing liver injury
because that is a totally different question
Surrogates never protect you agai nst unexpected
toxicity.

But the premise here is that we know that
| owering blood pressure is good for you. Sone
ot her bad thing you do mi ght be bad for you but
that is a different question

DR. TEERLINK: | guess the message that |
wanted to give, fromat |east this nmenber of the
advi sory committee, to any pharnmaceutical conpanies
that m ght be taking this as the direction for
future devel opment prograns is that | would not at
all be confortable with a 300-patient trial that
shows that something | owers bl ood pressure and then
submitting that for approval because there has to
be a sufficient--and | have said this before--but
there has to be a sufficient safety database and

the safety database cannot ride the tails of this
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ef ficacy.

Wiile | believe in the concept, in
general, that it is the bl ood-pressure dummy,
think there are |lots of other options. To prove
the negative is an inpossible task. | don't know
if we should set the bar that high and just have
everybody have to do huge outcone trials.

But there has to be a nuch nore robust
saf ety dat abase than the next ACE inhibitor has to
have.

DR TEMPLE: Okay. Let's talk generally.
Any new drug for w despread and chronic use is
going to need a substantial safety database. Mich
of it won't be terribly long-term But, under |CH
gui dance, it suggests that 300 to 600 people, at
| east, ought to be studied for six nonths and 100
for a year, | think you won't see anything that
small with any hypertension drug.

So the recent drugs have had, even though
t hey have been nenbers of familiar classes, have
had a coupl e of thousand people at least. | don't

have any doubt that we would ask for a simlar
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dat abase in any new nmenber, probably a little
larger if it was quite novel

That is, in no sense, the sanme as saying
you have got half of ALLHAT. Those trials don't
gi ve you outcone data. They don't even--some of
the data is open so it doesn't give you--it only
finds really bad obvious things. But it is not
going to give you really good conparative data
unl ess we further inpose the requirenent for a
certain nunber of people in a long-term study at
the tinme of approval or afterward. | don't think
that is being done yet.

DR TEERLINK: | would suggest that we
shoul d probably have di scussions along those |lines
saying that, for these kinds of--in order to get
this kind of blanket statement, we have to have a
hi gher confidence in terns of the safety and the
i mplications of the outcone data probably moves in
that direction.

So, before they enbark on their
devel opment programin their early discussions with

you, | would suggest that you state that there
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needs to be long-termdata in thousands of patients
done in a right way. It doesn't need to be a

10, 000- pati ent outcone trial, but we do
need- - anyway; that is ny--

DR TEMPLE: To have real outcone data,
though, it actually does. ALLHAT wasn't big
enough, was it, really? 1 don't know what size
difference it rules out, but it |eaves many
questions uncertain. Having a trial with 4,000
people in it, given that they are all going to be
getting other drugs to get to control and all that
stuff, is probably not going to be very persuasive
on outconmes. That is not even big enough for a
pl acebo-controlled trial while you could still do
pl acebo-controlled trials.

So, if you really wanted outcone data, you

are tal king about a very large trial. Maybe that
is something you need. | amjust trying to point
out the nunbers. |If you want a reasonabl e safety

dat abase to exclude agranular cytosis and |iver
injury and all that, | think that is routine

busi ness and we woul d expect that.
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But | think we are tal king about two quite
different things, one of which is sort of half
verify the outcone results which, | think, is
tal ki ng about an order-of-nmagnitude difference in
data. So we need to know whi ch of those things you
are sayi ng.

DR WARNER- STEVENSON: | would feel very
confortable with this as listed but bearing in mnd
John's concern that this not be seen as a free
license for a totally new drug. Wat concerns ne
specifically is not so nuch the hepatic failure or
agranul ar cytosis but some unrecogni zed safety
issue that, in fact, does inpact on primary
out cones such as M. or stroke.

I don't think they would need to
denonstrate benefit there, but we would want enough
patients to see any sort of unusual trend energing
that is in the opposite direction. So it would be
essentially thinking of it as safety but safety in
relation to inportant primary endpoints.

DR. TEMPLE: W probably need to come back

with you either in connection with a particul ar
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drug or sonething else to talk about what a new
anti hypertensi ve drug needs to have and who it has
to be in. |1 nean, if nmost of the people who get
into trials are not particularly high-risk, you are
not going to have a | ot of events.

So we need to have a | onger discussion,
think. Fair enough.

DR. FINDLAY: This is a guidance to the
industry. Wuld it be possible to have a section
that discusses this issue? It doesn't have to be
at length but it raises the issue in the guidance,
not in the suggested | anguage for the |abeling. W
have basically agreed to that, or agreed on it.
But, in the guidance, it could discuss the weight
of the evidence with respect to a new cl ass of
anti hypertensive agents and that you are basically
not going to get an easy pass on this |abeling
unl ess you- -

DR TEMPLE: M problemwth that are
these. The whole |ogic of what we are doi ng says
| owering blood pressure is good. |If that is in

doubt, then we should really rethink the whole
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t hi ng.

DR FINDLAY: | don't think it is in doubt
except for the guidance to the industry is a nuance
of signalling to themthat--what should be
obviously, really, is that if you have an entirely
new cl ass ten years fromnow, or two years from
now, or sone are already, perhaps--or today--of any
hypertensi on agent that it won't necessarily be so
easy.

| don't know how to do this but | think we
are all going down that path.

DR TEMPLE: | wouldn't do it in this
gui dance which is about |abeling. However, Norm
can tell us how close we are--we are in the process
of witing a guidance on antihypertensives which we
sort of need. W have a not-very-useful one from
the ICH that doesn't really get into the size of
the dat abase in any sophisticated way, | would say.

So how near are we to having a draft? O
don't you want to say?

DR. STOCKBRI DGE: Maybe | shoul d ask

sonebody behi nd me who knows. We are working on a
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revision to a fairly ancient set of guidelines for
devel opnment of antihypertensive drugs. Wen that
is further along, we will cone back and see you

DR FINDLAY: So there is another venue to
communi cate this clearly to the industry.

DR. STOCKBRI DGE: Well, again, this is
about | abeling for outcone clains. There is a
separ ate docunent for how you should work up an
anti hypertensi ve drug.

DR TEMPLE: It is clearly a relevant
gquestion. W have had people witing in journals
about how bi g an adverse outcone you should rule
out, some of them even speaking today. The whole
safety concern of new drugs raises this very issue,
just how nmuch data you need.

There is always the sane questions. You
want nore assurance. It is actually hard to get
perfect assurance. You have to really get huge
sanpl e sizes. But you want, perhaps, nore
assurance than we have. How do you get that
wi thout stifling devel opnent. Those are very good

subj ects for discussion
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DR PICKERI NG Thank you. Dave?

DR DeMETS: | was confused for a while.
I bought into the idea that the discussion this
nmorning was to try and organi ze and convey nore
clearly what we do know and how to get better
penetrance of what we know into the community and
so we have better overall control

So | could buy into what you are talking
about but | nust say | would share all of the
concerns of ny colleagues that, for the next new
class of antihypertensive drugs, | would be really
concerned about having this discussion, brief as it
is this norning, to sort of set off sonething that
may, in today's world--not yesterday's world by
today's world--we may regret.

So | think it needs a | ot nore discussion,
but | can buy into--everything you said so far that
we tal ked about is to try and get nore clear where
we are and to get nore people to use what we know.

DR. PICKERING | think we have got sone
general agreement on this and it is reassuring to

know that there is going to be another guideline
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that deals with this.

Steve, do you want to have a | ast word?

DR. MacMAHON: It is just with relation to
the sane issue. | guess | amhaving a little
troubl e imagi ning a situation where you woul d
consi der approving a new drug or a new cl ass for
the treatnment of hypertension w thout being
prepared to say it was going to reduce the risk of
stroke and coronary heart disease.

So | guess--1 nean, | understand the
concerns that people nmay have about what new
cl asses do, but, surely, that should be part of the
decision as to whether to register or not rather
than to say whether or not it is going to reduce
stroke or coronary heart di sease because,
otherwise, if you didn't believe that, why woul d
you be registering it for bl ood-pressure | owering?

DR. TEMPLE: | conpletely agree. The
i ssue of what a new drug has to show was present
bef ore we changed the label. Just the fact that we
are using a surrogate raises the sane question

So we shoul d have a discussion, | hope, in
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the context of this guidance proposal on just what
the safety data burden should be for a new
anti hypertensive. That is a perfectly good
di scussion and not dissimlar from discussions that
are going on in a lot of places.

DR. PICKERING Okay. Thank you very
much. | think it is nearly noon which is our
closing hour, so | would Iike to thank everybody
and officially close this session.

[ Wher eupon, at 11:55 a.m, the neeting was

recessed, to be resunmed at 1:00 p.m]
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