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PROCEEDI NGS
Call to Order and Openi ng Renarks

DR CHI NCHI LLI: Good norning, everyone.
This is a neeting of the Pul monary-Allergy Drugs
Advi sory Conmittee. W are here today to discuss
whet her the use of chorofluorocarbons as
propellants in al buterol-netered dose inhalers in
no | onger an essential use under the criteria as
set forth in the Code of Federal Regulations 12 CFR
1.125.

My nane is Vern Chinchilli. 1 amthe
Acting Chair today for the commttee. So we will
have sone opening remarks. The first thing |
usually do is introduce--1 will ask each committee
menber--we will go around the table--to introduce
t hensel ves. Pl ease nake sure you hit the
m crophone button so it is on.

Way don't we start with Dr. Reiss. Oh; he
is not here? Dr. Atkinson?

DR ATKINSON: | am Prescott Atkinson,
Al lergy and | mmunol ogy at University of Al abama in

Bi r M ngham
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DR. SCHELL: Karen Schel |, Consuner

Representative from Kansas.

DR MARTINEZ: | am Fernando Martinez from

the Arizona Respiratory Center, University of

Ari zona.

DR SCHATZ: | am M chael Schatz, Allergy

and | munol ogy, Kai ser Permanent, San Di ego.

DR. KERCSMAR  Carolyn Kercsmar, pediatric

pul nonol ogy, Rai nbow Babi es and Children's Hospital

in devel and.

DR. MOSS: Mark Moss, Pul nonary and
Critical Care, Enory University in Atlanta,
Geor gi a.

DR. CHI NCHI LLI: Vern Chinchilli. |

bi ostatistician fromthe Penn State Hershey Medi cal

Center.

M5. JAIN. Shalini Jain, Exec Sec, Acting,

and, at this point, for this neeting for the

Pul monary- Al l ergy Drugs Advi sory Conmittee.

DR. SWENSON: Erik Swenson, Pul nonary and

Critical Care Medicine at the University of

Washi ngton in Seattle.
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DR LUTTER. Randy Lutter, Econom cs,

the Ofice of the Comm ssioner in FDA

DR. M TCHELL: Wayne Mtchell, Ofice of

Regul atory Policy in the Center for Drug Eval uation

and Research. | amthe draftsman on the rule.

DR SULLIVAN: | am Gene Sullivan. |
the Deputy Director of the Division of Pul nbnary
and Allergy Drug Products at FDA

DR. MEYER | am Bob Meyer. | amthe

Director of the Ofice of Drug Evaluation Il in the

Center for Drugs at FDA.

DR CHI NCHI LLI: Thank you, everyone,
at t endi ng.

Next, Shalini Jain will talk about the
Conflict of Interest Statement.

Conflict of Interest Statemnent

M5. JAIN. The follow ng statenent
addresses the issue of conflict of interest with
respect to this neeting and is nmade part of the
record to preclude even the appearance of such at
this neeting.

Based on the agenda, it has been

file:////[Tiffanie/C/Dummy/06 10PULM.TXT (7 of 282) [6/24/2004 11:07:44 AM]



file:/l1ITiffanie/C/Dummy/0610PULM.TXT

determined that the topics of today's neeting are
i ssues of broad applicability and there are no
products being approved at this nmeeting. Unlike
i ssues before a commttee in which a particul ar

product is discussed, issues of broader

applicability involve nmany industrial sponsors and

academic institutions. Al special governnent

enpl oyees have been screened for their financial

interests as they may apply to the general topic at

hand.

Because there has been reported interest

i n pharnaceutical conpanies, the Food and Drug

Admi ni stration has granted general -matters waivers

to the special governnent enpl oyees who require a

wai ver under Title 18, United States Code Section

208 which permits themto participate in today's
di scussi on.
A copy of the waiver statenent may be

obtai ned by submitting a witten request to the

agency's Freedom of Information Ofice, Room 12A-30

of the Parklawn Buil ding. Because general topics

i mpact so nany entities, it is not prudent to

file:////[Tiffanie/C/Dummy/06 10PULM.TXT (8 of 282) [6/24/2004 11:07:44 AM]



file:/l1ITiffanie/C/Dummy/0610PULM.TXT

recite all potential conflicts of interest as they
apply to each nenber, consultant and guest speaker.

FDA acknow edges that there may be
potential conflicts of interest but, because of the
general nature of the discussion before the
conmittee, the potential conflicts are mtigated.
Wth respect to FDA's invited industry
representative, we would like to disclose that Dr.
Theodore Reiss is participating in this neeting as
an industry representative acting on behal f of
regul ated industry. Dr. Reiss is enployed by
Mer ck.

In the event that the discussion involves
any other products or firnms not already on the
agenda for which an FDA participant has a financial
interest, the participants are aware of the need to
excl ude thensel ves from such invol venrent 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
any current or previous financial involvenment with

any firm whose products they may w sh to conment
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upon.

Thank you.

DR CHI NCHI LLI: Thank you, M. Jain.

We are ready to start the regular part of
the agenda. Dr. Meyer, the Director of the Ofice
of Drug Evaluation Il, will have sone opening
remar ks.

Openi ng Remar ks

DR. MEYER  Good norning. Although
service Director of the Ofice of Drug Eval uation
Il in the Center for Drugs, |, for many years,
served for the Center Lead on issues related to the
Mont real protocol and phase-out of CFCs from
FDA-regul at ed nmedi cal products, specifically Ms
for asthma and COPD.

So, on behalf of the FDA, | wish to
wel come all the participants in today's neeting of
the Pul nonary and Al lergy Drugs Advisory Conmittee.
I want to thank you in advance for your tine and
your efforts and your thoughtful ness in your
di scussi ons and advi ce.

When we were originally planning this
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nmeeting, we had hoped the neeting woul d coincide
with the open public coment period of a proposed
rule to delist albuterol as an essential use of
ozone-depl eti ng substances, specifically CFCs.
This is now, indeed, the case although the rule
just went on display at the Federal Register and,
subsequently, on our web page yesterday afternoon
| believe you have been provi ded copies.

I woul d point out that, although the
proposed rule is posted on these sites, it is not
officially published until June 16 so what you have
in hand is a pre-publication version that neans
sone dates are missing and the pagination wll
change when it is officially published in the
Federal Register.

I would al so point out that the six-day
comrent period starts on the day of officia
publication which will be June 16 although,
clearly, the discussions today will be considered
as part of the docket for us to consider in comnng
to the final rule.

We particularly | ook foreword today to
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i nput fromthe public in our public hearing portion
of the meeting and | thank those individuals and
organi zati ons who are presenting or have ot herw se
subnmitted materials for the record.

Al'l of the presentations, subm ssions and
the deliberations of the commttee and advice given
today will be entered into the docket, as | said,
and will help us to nove forward towards finalizing
this rule with a target of Sunmer of 2005.

I would note to the cormittee that we are
not seeking any formal votes today on a particul ar
question but do, very nuch, seek your counsel on
the matter at hand whether the use of CFCs in
al but erol metered-dose inhalers remains an
essential use under the provisions of our
regul ati ons.

We will have three speakers fromthe FDA
today. | will first speak, giving a history of the
Montreal Protocol and FDA's regul ations regarding
essential use of CFCs. Dr. Eugene Sullivan, from
the Division of Pulnonary and Allergy Drug

Products, will then foll ow with consi derations
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related to the current situation with al buterol and
its essentiality as well as sone rel ated issues.

To close FDA' s presentations, Randy
Lutter, who is FDA' s Chief Economi st in the Ofice
of Planning, will speak on econom c considerations
related to the potential for delisting al buterol as
an essential use.

Again, we would like to thank you for your
time in being here and | ook forward to today's
di scussi on.

DR. CHI NCHI LLI: Thank you, Dr. Meyer.

| believe you are on the agenda next for
your presentation.

Hi story of the Montreal Protocol and 21 CFR 1.125

DR. MEYER  Good norning, again, fromthis
venue. Wien | arrived at the agency about ten
years ago this July, | can assure you that | never
envi sioned | woul d be standing here representing
the FDA on the issue of ozone protections. As a
pul monol ogi st, it was not sonething that entered ny
m nd at that point.

But life is full of happy occurrences.
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This picture on ny title slide is from NASA's web
page and shows the | argest recorded ozone hol e over
the Antarctic which actually was shot | ast

Sept enber of 2003. This serves as a fitting
graphic to start a talk on the history of the
Montreal Protocol as well as the FDA regul ations
that related to chl orofluorocarbons and
ozone-depl eti ng subst ances.

The stratosphere is a region of the
earth's atnosphere that begins roughly ten to
fifteen kilometers above the earth's surface,
depending on the particular part of the earth one
is focused on, and extends up to 50 kil oneters.
Most of the ozone, over 90 percent of the ozone, in
the atnosphere is in this stratosphere where it
acts, in part, to filter ultraviolet B radiation by
absorbing this band of wave | ength from sunlight.

Increases in UW-B reaching the earth's
surface are detrinental to human health in a nunber
of ways as well as to other life forms and to
synthetic materials. The human consequences of

nmost note are increases in skin cancer as well as
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cataracts and alterations in inmmnity. Those skin
cancers are both of the nelanoma type as well as
non- mel anona.

This, then, is the background as to why
there is a worry about protecting the ozone | ayer.
Al so, by way of background, since we are talking
about regulations, | would like to explain how
rules are made. The FDA operates under |aws or
statutes, nost notably the Food, Drug and Cosnetic
Act, as well as other statutes.

However, no matter how well witten or
detailed a law may be, it cannot provide sufficient
detail to informthe specific process of
regul ation. This is acconplished by the witing of
rul es which, when finalized, have the force of |aw
behind themas it represents the agency's
i mpl ementation of the respective |aw that we are
operating under

The usual pathway for reaching a fina
regulation or rule is by what is called Notice and
Comment Rul emaking. Formally, that involves the

FDA publishing a Notice of Proposed Rul enaki ng, or
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NPR, in the Federal Register such as will shortly
occur for al buterol

An NPR typically has a comment period
bet ween 60 and 90 days--again, that, for the rule
at hand is 60 days begi nning on June 16--during
which tinme coments fromthe public, including the
regul ated industry, are solicited. These conments
are then individually considered and addressed in
reaching a final rule. Rulenaking is an integra
part of the CFC non-essentiality determ nations.
will speak nore on this |ater

The purpose of ny talk, then, this
morning, is to give a history and background of the
Montreal Protocol and to FDA's regulations with
regard to ozone protection. The tinmefranes for
these, as they devel oped, overlap and, obviously,
the efforts intersect. So | will interweave the
two topics in ny talk.

Back in the md-1970s, two scientists
operating out of trial University of California at
Irvine posited that chlorofl uorocarbons were

reachi ng the stratosphere were UV radiation slowy
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woul d cl eave off the chloride atons that, in turn,
catal yze the destruction of ozone. This work was
by Mdlina and Rowl and, who | ater was awarded the
Nobel Pri ze.

At the time that this article cane out,
chl orof | uorocarbons, or CFCs, were ubiquitous in
use in nultiple applications. They becane
wi despread for a nunber of reasons. Anongst these
were that CFCs are quite non-toxic which
parent hetically, nakes them excellent for use in
i nhal ers, very stable and had physi cal -cheni ca
properties that were advantageous for use in
refrigerant systens, air conditioners and aerosols.

The stability of these gasses is, in part,
why they are so devastating to the stratosphere.
They have a very long half-1ife when they reach the
strat osphere and, therefore, damage the ozone | ayer
for many, many years.

In 1978, really in a fairly remarkably
short time after the sem nal publication by Row and
and Mdlina, the U S. CGovernment acted to address

the issue of CFCs and to place a general ban on the
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use of CFCs as propellants in consumer aeroso
products. This was acconpanied by a rule from FDA
in the relevant chapter of the Code of Federa
Regul ations or what we call the CFR, and that, for
the FDA, is the 21st Chapter, banning the use of
CFCs in all regulate products except for those
deemed as essential uses.

This rule is now called 2.125 because that
is the citation where it is published. That is how
we will be referring to it throughout much of the
day. Notably exenpt at that tinme were broad
cl asses of asthma and all ergy products such as a
nasal steroids, the inhaled steroids, and
adr energi ¢ bronchodil at ors.

In 1987, as the science of ozone depletion
advanced and as there was further evidence
accunul at ed about ozone reductions, a global treaty
known as the Montreal Protocol on substances that
depl ete the ozone layer was initiated. At that
time, 27 nations, including the USA were
signatori es.

I would note, just to nmake this topical to
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sort of current events, that this was during the
|latter years of the Reagan Administration. The
original protocol now has at |east 184 signatory
countries. As of the tine that | queried the web
page for the Secretariat of the Ozone Efforts about
a month, it was 184 countries. Countries are also
call ed parties under the ternms of the protocol

This is widely considered a successfu
exanpl e of global, environnental cooperation
I ndeed, there is evidence that the chloride |evels
in the stratosphere have stabilized in recent years
and it is expected that the stratospheric ozone
layer will slowy recover to levels that were seen
in the early 1980s by the mddle part of this
current century.

The original phase-out of CFCs was sl ated
for the Year 2000. That was taken in London in
1990. This was noved up, however, by neeting of
the parties in Copenhagen which occurred in 1992
It was nmoved up to 1995, at the end of '95, because
of increasing evidence of marked ozone depl etion,

particularly over the extreme southern heni sphere,
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as you saw in ny first slide

Thi s phenomenon is comonly called an
ozone hole. It is not really a true hole but an
area of extrene depletion. | should point out
that, although it is a depletion that is
particularly prom nent over the southern
hem sphere, it has occurred gl obally.

I should al so point out that, while we are
focussing on CFCs today because that is the
rel evant topic for the FDA, the protocol, itself,
has control s on many ot her ozone-depl eting
subst ances such as hal ons, HCFCs, nethyl brom de,
carbon tetrachl oride and ot her substances.

So, while the CFCs are an inportant issue
to FDA and, indeed, to the Montreal Protocol, | do
want to be clear that the protocol is a nuch
broader effort in scope than sinply the
chl or of | uor ocar bons.

I n accordance with the Copenhagen
Amendnment to the protocol, the production and
i mportation of CFCs becane illegal in economically

devel oped countries including the United States as
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of January 1, 1996. The rest of the world is
expected to have phased out new CFCs by 2010.

Met er ed- dose inhalers, or MD's, for asthma and COPD
are currently considered as potentially acceptable
essential uses of CFCs. | say potentially

accept abl e because there is a nom nation process
that parties undergo if they want to produce or
import CFCs for use in MJs

These nomi nations have to be done annually
and the process generally begins nearly two years
prior to the year in question. So, for instance,
the U S. had to subnit its nom nation for 2006 in
early 2004.

I woul d al so point out that nom nations
are historically approved by consensus of the
parties to the Montreal Protocol but, actually, if
the consensus process fails, there is a nechani sm
within the protocol to default to a two-thirds
maj ority decision.

I wanted to go through sort of how the
protocol has evolved over tine This is a decision

of the parties fromthe Copenhagen neeti ng.
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Decision IV, or this IV, nmeans that it was fromthe
fourth nmeeting of the parties and it was the 25th
deci sion taken at that neeting. This was the
definition at the time that they deci ded the
phase-out woul d begin on January 1, 1996, or the
ban on CFCs, that stated that, "All essential uses
of CFCs woul d have to be based on products being
necessary for public health and that there were not
adequate alternatives." The failure to have
adequate alternatives could either be based on
techni cal probl ens or econom cal problens.

But this was nacroscopic in terns of both
this determination as well as the general use. In
other words, it was wi dely accepted at that point
in general that the uses of CFCs and MDIs for
ast hma and COPD coul d be considered an essenti al
use.

However, over time, the protocol evolved
so that, as the phase-out progressed, as
alternatives becane available, this sort of nore
generally and broad interpretation of what was an

essential use became narrower and narrower in
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scope.

In Beijing, at the twelve neeting of the
parties in the Year 2000, another decision was
taken that said that any product approved after
Decenber, 2000, nust individually neet these
criteria for essentiality under Decision |IV-25
So, in other words, it is not just a genera
consensus any |onger that the use of CFCs for
asthma and COPD was acceptable but, in this case,
any new product woul d have to individually neet
this.

So this was a product-centered
determination of essentiality that essentially
precl uded new CFC generics and, actually, many
ot her new CFC products. It essentially was
shutting the door, for all intents and purposes,
except under extraordi nary circunstances for any
new CFC M s.

This past year, in Nairobi, a further
deci sion was taken by the parties that becane even
nmore narrow and specific in scope. It stated that

essential -use noninations fromparties which, in
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the past, had been | unped and general and not
parsed out for the purposes of the protocol's
eval uation, or the Mintreal Protocol evaluation

Now it stated that essential-use
nom nati ons have to be specific; for exanple, a
country mght say they need sone
undet erm ned--wel |, they would have to give a
speci fic nunber, but some number of tons for
al buterol. No quantity of essential-use CFCs woul d
be authorized for albuterol. This is, | think,
particul arly germane today--that no quantity of
essential uses of CFCs would be authorized,
period--actually, this is alittle bit of a
m sstatement in the way this is terms--if a country
does not submt to the neetings of the
party--begi nning of the open-ended working group,
excuse me, in the sumrer of 2005--a clear plan for
when al buterol, specifically, would no | onger be
essenti al

Let me go through that again, because this
is key. Countries who request essential uses,

including the United States, will have to subnit to
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the Ozone Secretariat of the Open-Ended WrKking
G oup in the sunmer of 2005 a plan or a
date-certain for when albuterol will no | onger be
considered essential. If parties fail to do that,
including the U S., we will not receive and
essential -use allocation at all

Now, turning a little bit fromthe
evol ution of the Montreal Protocol back to our
rul es and regul ations, the Cean Air Act Anendnents
of 1990 codified the Montreal Protocol into U S
law. The inplenenting EPA regul ati ons specifically
call for FDA to define what is an essential nedica
use and refers to our 2.125 as the source of the
listing of those essential products.

I rem nd you, however, that 1.125 was
finalized before the Montreal Protocol existed and
before the Cean Air Act Amendnents.

The rule, as promulgated in 1978, stated
that a CFC-containing product regul ated by FDA was
m sbranded or adulterated under the FD&C Act; that
is, it would be illegal under our authority unless

deened essential and listed in 2.125. The
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definition of essential was that there would be no
technically feasible alternatives; that the use of
CFCs in that particular product provided
substantial health, public or environnental
benefit; and that the rel ease of the CFC was snal
or justified given the public-health benefit.

Not ably, the FDA rul e had no nmechanismto
det erm ne when things were no | onger essential and,
therefore, to delist them It did have ways to add
new cl asses of drugs to the list and, in fact, that
was done over the years. But it had no specified
way for delisting things.

Anot her inportant feature of the rule that
needed to be correct is that many drugs, including
al buterol, were not specifically nentioned as
essential uses but, rather, there were broad
definitions of drug classes, if you will, such as
al buterol and ot her beta-agoni sts bei ng under the
general term of adrenergic bronchodilators for
human use

So, realizing that we needed to correct

sonme things about this rule that was witten prior
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to the Montreal Protocol and the Cean Air Act, and
specifically to devel op a mechani smfor delisting
things that were no |onger essential, FDA, in 1996,
undert ook revisions. Because of wanting to do
these revisions in the very nost public and

i nformed manner, the FDA took an additional step to
the steps that | gave you earlier for the
publication of a rule, doing sonething called an
Advance Notice of Proposed Rul emaki ng whi ch,
actually, starts with another cycle of notice and
comment .

This effort proved very successful if
measured by the nunber of conments. W got close
to 10,000 comments to this Advance Notice of
Proposed Rul enaki ng, nany of which, | would point
out, were actually patient-based conments sparked
by | obbying efforts.

We then took all 10,000 coments and
revi ewed them and responded to them | would note
that there were nmany fewer substantive coments but
still all of the comments were carefully revi ened

and considered. That resulted in the publication
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of a Notice of Proposed Rul emaking in 1999

That proved to be less controversial in
many ways and it received many fewer substantive
comrents and comments overall and, as | said, had
seem ngly much | ess controversy. So FDA noved
forward with amending 2.125 in July of 2002 and
this went into effect six months later.

The 2002 revisions did a nunber of things.
First of all, it listed essential uses as
i ndividual noieties. | would point out that, to
coincide nore correctly with the Montreal Protocol,
it no longer referred sinply to chlorofl uorocarbons
but to ozone-depleting substances. But, for the
pur poses of today and for all intents and purposes,
nmost of FDA's activities, you can consider ODS, or
ozone-depl eti ng substances, as bei ng synonynous
with CFCs in terns of this discussion.

So, for instance, albuterol is now
separately listed rather than there just being a
broad class without any citation of individua
noi eti es.

The revi sions al so added a hi gher hurdl e
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for investigational new drugs to be devel oped with
CFCs and it raised the bar for new listings of
essential uses as well. There was also a |list of
criteria, inportantly for today, for determ ning
when i ndi vi dual uses were no | onger considered
essenti al

One other revision | would point out that
is not on this slide was that we shifted the rule,
because of the re-wite of the Clean Air Act, to
state that if sonmething was no | onger essential, it
woul d be considered illegal to market it under the
Clean Air Act and not under the Food, Drug and
Cosnetic Act.

Let me go through these inportant
nonessentiality criteria. | would point out that
Dr. Sullivan will revisit these in his talk
specific to albuterol, but I think they are worth
hearing a couple of tines.

For a specific noiety to be considered
nonessential, there would have to be at |east one
non- ozone- depl eti ng- substance product--in other

words, a non-CFC product--with that same active
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moi ety, and here | amonly tal king about a noiety
where there is only one narketed-brand product or
one marketing strength, so, at |east one active
moi ety with the same indications, sane route of
adm nistration--in other words, oral albutero
woul d not be considered an alternative under these
criteria--and about the sane | evel of convenience.

We stated in the preanble to the fina
rule that, although dry-powdered inhalers mght fit
this description, we felt that MD's woul d nost
neatly do so and, | think, nmost logically do so.

In addition to this, these alternatives
woul d have to have adequate postnarketing data to
prove that they are not only safe and effective for
approval purposes but will serve as an adequate
alternative in the nmarketplace. Inportantly, there
woul d have to be production capabilities and
supplies that are adequate to neet the needs of
pati ents who depend on the use of this nmoiety for
the treatment of their asthma or COPD and patients
who require the CFC product are adequately served

| would state, and | am sure that Gene
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will bring this up as well, that, under the

consi derations for adequately served, is the issue
of price in that--not so nuch whether there will be
any inpact on the price to the patients but wll
patients be disaffected or unable to get the
medicine if there is a price differential

We didn't build that in as an explicit
consi deration, the cost issue, but it was nmentioned
in the preanbl e because many of the comments to the
ANPR and to the PR as we developed this re-wite of
2.125, brought up the issue of affordability.

Now, specific to al buterol which
has--actually, this shoul d say one branded product
avai l abl e and three generics marketed--for noieties
with nore than one avail abl e product or strength
such as al buterol, you would need at |east two
non- ozone- depl et i ng- subst ance products with the
sanme active noiety, the sane indication, route of
adm ni stration, about the sane |evel of
conveni ence, and the other criteria were the sane.

So, in other words, if the noiety was

represented in the nmarketplace by different
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strengths or different nunbers of products from
different manufacturers, we felt it inportant that
there be sort of at least--if not a full match to
the range, at least alternatives that represented
some choi ce

Let nme just show you, to wap up this
background, where all this has led over tinme. This
is a graph of the global situation for CFC
essential uses. Let nme go through the two |ines
here. This is 1996. The open space is actually
the year, not the hatch mark, so we go from 1996
out to 2006 on the X axis. On the Y axis, we are
tal ki ng about metric tons. A metric ton is 2200
pounds, so these are metric tons of total CFC used
for essential-use allowances in these devel oped
countri es.

The red line is the anmount that was
exenpted--in other words, the anmpunt that was
noni nat ed and approved by the parties. The bl ue
line is the amount that was actually used over
time. The green line is the stockpiles. So these

are the anpbunts held by the countries that don't
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represent new production

You can see that the peak of the use
wor | dwi de, or at |l east in these devel oped countries
that were putting in essential uses, was just about
9,000 nmetric tons occurring in the 1997-1998 range.
This has fallen by 2003 down to just a little bit
over 4,000 tons. One would project fromthe anount
nom nat ed, which generally has been historically
hi gher than the anounts actually used, that this
will further fall in the coning two years rather
dramatically. So the ampunts nom nated in 2006 are
down bel ow 3,000 netric tons.

| apol ogize for this being a little harder
to see. | could not manipulate this as easily as
the last one. But this is the situation for the
United States, itself. Again, this is netric tons
per year on the Y axis, years on the X axis.
know that will be very difficult for people in the
audi ence to see but the main point here is this is
the blue line, which is the anount used for
net er ed-dose inhalers in the United States.

You can see, for the nost part, that it
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has been reasonabl e stable fromthe

pre- Montreal - Prot ocol years through the time period
of the Montreal Protocol, although there was a
rather substantial fall in the [ ast couple of
years--this goes out to 2002--at which tinme the
total use was just a little bit over 1500 netric
tons in the United States. | would point out that
the use for albuterol is a substantial portion of
the United States nom nation

Let ne al so now tal k about the transition
within the United States, itself. Wat we have
here is a slide that attenpts to display the
original listings under the 2.125 and then the
specific listings under 2.125, and then to display
changes over tine.

So, originally, 2.125 had the broad cl ass
of beta-adrenergic agents: inhaled corticosteroids;
nasal steroids; the cronones--cronolyn and
nedocrom | were actually separately I|isted;

i pratropiunm atropine, which was actually approved
for use in Desert Storm a conbination product,

al buterol and ipratropium
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I think it is inportant for ne to point
out, if Dr. Sullivan does not and if it is
repeated, | think it is still and inportant thing;
we are not tal king about a conbination product
today. We are only tal king about those products
that solely contain albuterol as their active
i ngredient; and then a nunber of other products,
many of which were actually, as you can see, not
MDIs. So we had talc, contraceptive foans, recta
foans, ergotam ne MD's, polynxin, anesthetic drugs
including those that directly use CFCs, and
nitroglycerine.

When the re-wite of 2.125 was finalized
in 2002, those products listed in red were taken
out, many of these because they either did not neet
the criteria any longer or were not considered
essential under the Montreal Protocol, or they were
no | onger market ed.

So, at the tinme of the finalization
i soetharine, isoproterenol, the nasal steroids as a
class, contraceptive foans, rectal foans, polynyxin

and nitroglycerine all cane out and were not
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separately listed in 2.125.

The products in yellow could be considered
as potential for delisting soon, these because they
are no | onger available, nmarketed as CFC products.
One of the things in 2.125 re-wite that was said
was that, if a product was not marketed for a
substantial period of tine, one could consider it
to be not essential. Those would include
bitolterol, salneterol, which was di scontinued by
t he manuf acturer, dexanethasone, talc, ergotam ne
MDI s and anesthetic drugs.

Becl onet hasone i s no | onger marketed, the
MDIs, at least not newy produced MDI's, and there
are alternatives. So that is another potentia
delisting. Albuterol, | guess | did not put in
yel |l ow here because that is what we are here to
di scuss today is whether that has met the criteria
that we laid out in the revisions of 2.125

So, to conclude ny talk, the U S
CGovernment noved proactively to address the issue
of ozone depletion shortly after the devel opnent of

t he ozone science, and the U S. Governnent had a
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key role in the formation and the conduct of the
Montreal Protocol. The Montreal Protocol is
consi dered a successful treaty that has led to
i nportant reductions in CFCs and ot her
ozone-depl eti ng substances and, as | mentioned,
there are data to suggest that the recovery of the
stratospheric ozone layer is in the early stages.

Now, the Montreal Protocol, as | pointed
out fromthe evolution of sonme of the decisions
taken, is increasingly noving towards control in
its specific essential uses, notabl e anongst those
woul d be al buterol

Just as a transition slide, | chose
anot her picture off the NASA web page of the ozone
depl etion. Renenber that | said we woul d recover
to the early '80's levels by the nmid part of this
century. This shows the Antarctic region in 1983
and the Antarctic region in 1993. You can see the
di fference where the white is the thicker ozone.
You can see the difference in the ozone |ayer in
t hat decade

So, thank you very nuch.
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DR. CHI NCHI LLI: Thank you, Dr. Meyer.

You finished a few mnutes early so let's
see if there are any questions fromour comittee
menbers. | have one, Dr. Meyer. What was the
rational e behind the decision about not pursuing
this with the--not considering the dry-powdered
inhalers as a sinmilar noiety?

DR. MEYER \What we said was that we
t hought they could serve as an alternative but it
woul d not be as automatic as an MD. So, in fact,
I think if there were an al buterol dry-powdered
i nhal er that nmet those criteria otherw se, we woul d
consider it.

I think, at the tine we were witing it,
we had considerations such as, at that point,
al buterol was available in a capsule, an individua
capsul e, rotohal er-type device where one woul d
place it in, turn it and breathe. W did not fee
that that had sort of the same |evel of convenience
and portability and so on as an MDI. So | think we
wanted to not exclude all dry-powdered inhal ers out

of hand but say that they would have to neet
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certain |l evels of conveni ence and pati ent
acceptability.

Again, the presunption in the preanble to
rule was that the Mdls woul d nost neatly do that
because they are very nmuch simlar.

DR CH NCHI LLI: Dr. Martinez?

DR. MARTINEZ: Dr. Meyer, in your
multicolored slide, there was some products in
white. | presune those will continue to be
avai |l abl e by way of CFCs and i ncl udes epinephrine,
for exanple; is that correct?

DR. MEYER  Sone of those products in
white are, in fact, under devel opnent in that are
al ternatives being devel oped. Some are not. One
of the provisions inthe rule that | didn't bring
up today because it wasn't fully germane but |
woul d be happy to answer as a part of your question
is the fact that, beginning next year, we will have
the ability to call this body into neetings, have
the advisory commttee come to nmeetings, to discuss
those products that remain on the list that are not

bei ng refornul ated and whether they remain
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essenti al .

I think, just parenthetically, epinephrine
will be sonmething that will be inportant for us to
di scuss at sone time in the future.

DR. CHI NCHI LLI: Any other questions from
the committee? |If not, thank you, again, Dr.
Meyer .

I guess we will nmove forward with Dr.

Sul livan, the Deputy Director of the Division of
Pul monary Drug Products.
Medi cal Consi derations

DR SULLIVAN. Good norning. | am CGene
Sullivan. | ama pul nonologist. | amalso the
Deputy Director of the Division of Pulnmonary and
Al lergy Drug Products at FDA. For the next twenty
or thirty minutes, | amgoing to be discussing sone
of the medical considerations in regard to this
proposal to renove al buterol fromthe list of drug
subst ances that are considered essential uses for
CFGCs.

Following ny talk, you will hear fromDr.

Lutter, as Dr. Meyer nmentioned. Dr. Lutter will go
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into nore depth in regard to the econom ¢ aspects
of this question. Then, follow ng that, you will
hear sone very inportant information from
interested parties who will be speaking during the
open public hearing.

So this slide provides a background
overview of nmy talk. Dr. Meyer has just given a
very nice background on the overarching issues
about the Montreal Protocol and the FDA Regul ation
2.125, so ny background remarks will be brief.
Then, also, briefly, I will reviewthe currently
mar ket ed al buterol MDD products. But the bul k of
my talk will be in this section specifically
| ooking at the criteria that Dr. Meyer mentioned
that are included in the Anended 2.125, so the
currently existing regulation, and specifically
exam ning those criteria in regard to how t hey
apply in the case of al buterol

Then, finally, I will touch on a couple of
ot her issues which, although they are not directly
responsive to the criteria laid out in 2.125,

think are clearly inportant issues to consider when
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deciding on a path forward with regard to
al but er ol

So, again, Dr. Meyer has provided very
ni ce background on the Mntreal Protocol and on the
FDA regul ati on concerning the essential -use
determ nations, that being 21 CFR 2.125 and, as Dr.
Meyer mentioned, | will be referring to it as 2.125
from now on.

As you know, the agency is currently
consi dering whether albuterol, in fact, has net the
criteria that are listed in 2.125 for renoval from
the list of essential uses. This process that we
are enbarking on is in keeping with the goal s of
the Montreal Protocol, specifically, the goal of
phasi ng out production and inportation of
ozone-depl eti ng substances incl udi ng
chl or of | uor ocar bons.

I think the step forward with al buterol is
an inportant step in that direction particularly
because approxi mately half of the annua
essential -use CFC allocation in the U S. is for

al buterol. W are noving forward in this direction
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in light of the fact that there now exist two
al ternative, non-CFC al buterol netered-dose
inhalers on the market in the U S., that being
Proventil HFA and Ventolin HFA

In addition, in 2003, the American Lung
Associ ation submtted a citizen petition on behalf
of a group of organizations, collectively referred
to as the U S. Stakehol ders Group. That petition
requested that the agency nove forward with this
rul emaki ng process in order to renove al butero
fromthis list.

That citizen petition is included in your
background nmaterials. Your background materials
al so include other comunications we received from
the Stakeholder's Goup as well as the subm ssions
to the public docket that were subnmitted by various
interested parties and organi zations in response of
the citizen petition

So what are the currently marketed
al but erol metered-dose inhalers? Cbviously, they
can be divided into those that contain CFCs, which

are ozone-depl eti ng substances, and those that
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don't contain CFCs. In terms of the CFC MDI's
there are several. First of all, there is the
branded product, Proventil, marketed by
Schering-Pl ough. This was approved in 1981. In
addition, there is a product marketed under a
Warrick | abel which is marketed under the sane NDA

Then there are several generic versions.
Actual Iy, four have been approved. The first of
these was approved in 1995. Currently, three of
these are being marketed. As you may know, in
1981, there were actually two branded al buterol CFC
MDIs that were approved, the other one being
Ventolin. That is not |listed here because it is no
| onger marketed within the U S

Now noving to the non-CFC MDI's or, and
wi |l use the shorthand, as alternatives, these
don't use CFCs. Rather they use HFA 134A which is
a substance that does not affect the ozone | ayer.
There are two of these HFA products; Proventil HFA,
whi ch was approved and initially marketed in 1996
and, nore recently, Ventolin HFA, which was

approved in 2001 and was narketed in 2002
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So this is the regul ation, obviously,
is at the heart of today's discussion, 2.125,

called the Use of Ozone Depl eting Substances in

Food, Drugs, Devices or Cosnetics. Anmpbng a humber

of thing, one of the things that it does is it

lists specific drug noieties for which the use of

CFCs is considered essential.

In addition, as Dr. Meyer nentioned, it
sets forth criteria. There are four such criteria

that nust be net in order to renove a drug noiety

fromthe list of essential uses.

I will run through these again. Dr. Meyer

has been through them | wll run through again,

t hough, because |I think they are the heart of

today's discussion. First of all, and here | am
referring to active noieties represented by two or

nmore NDAs which is the case, as | nentioned, with

al but erol .

The first criterion for renoving a drug

fromthe list of essential uses would be that at
| east two non-ozone-depl eting-substance products

that contain the sanme active noiety are being
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marketed with the same route of delivery for the
same indication with approximately the sane | eve
of conveni ence as the ozone-depl eting product.

The second criterion is that supplies and
production capacity for the alterative nmust exi st
or be expected to exist at |evels that would be
sufficient to neet patient need.

The third criterion is that adequate
post mar ket i ng-use data should be available for the
non- ozone- depl eti ng products. Again, as Dr. Meyer
mentioned, that is to provide some reasonable
assurance that no unanticipated limtation of the
alternative product energes during the
post marketing, so real-world experience that was
not detected prior to approval

Then, finally, the fourth criterion is
that patients who nmedically require the product
woul d be adequately served by non-ozone-depl eting
products containing the sanme active noiety and
ot her avail abl e products.

So now | amgoing to wal k through each of

these criteria and | ook at how they apply to
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al buterol. The first criterion; again, at |east
two products containing the same active noiety, the
sanme route of delivery, the sanme indication and
approxi mately the same conveni ence of use. So,
clearly, the alternatives that we are di scussing,
Ventolin HFA and Proventil HFA, both have the sane
active noiety, albuterol. Both are delivered by
the sane route of delivery, oral inhalation, and
carry the sane indication, prevention and relief of
bronchospasm and patients with reversible
obstructive airway di sease and prevention of
exerci se-i nduced bronchospasm

I should point out the initial NDA
Proventil, was approved down to the age of 12 and
Ventolin was approved down to the age of four
Both of the alternative products are approved down
to the age of four.

Finishing up with the first criterion, the
final bit of it is the sane |evel of convenience.
Now, when we | ooked at the sane |evel of
conveni ence, we described, in the Preanble, various

aspects of what we m ght nean by that. W | ooked
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at things like portability, preparation before use
and the physical effort of nanual dexterity that
m ght be needed to admi nister the drug.

The CFC and HFA MDIs are quite simlar and
so have very simlar portability and require
simlar degrees of physical effort and dexterity to
use. | should nention, in regard to preparation
before use, that, in the early experience with the
first HFA that was approved, the Proventil HFA we
became aware that there were occasional instances
of clogging of the actuator if they were not
cl eaned properly.

Now, the CFC and the HFA inhal ers have
actually very simlar cleaning instructions. It is
just evident that patients using the HFA inhalers
need to pay nore attention to the cleaning
instructions that are already in the |abel for both
products.

The second criterionis alittle bit nore
difficult to definitively establish at this point.
This is the criterion that states that supplies and

production capacity for the alternatives need to be
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at levels that would be sufficient to neet patient
needs. At least in part, because of the price
differential between the generics and the currently
mar ket ed FHA products, the market share for the HFA
products, at this point in time, is nuch smaller in
conpari son than the market share of the CFC
products.

So, if the CFC products were to becone
unavai | abl e suddenly today, the current supplies
and production capacity of the HFA alternatives are
not sufficient to nmeet patient need. That is
because, sinply, that the manufacturers woul d need
time to ranp up production. However,

G axoSmithKline, in its statement in response to
the citizen petition submtted to the docket and

i ncluded in your background package has stated that
it is confident that additional internal and
external capacity can be installed to insure
adequat e supplied and production capacity for
Ventolin HFA and that this could be acconplished
within twelve to ei ghteen nonths.

In addition to this statenent in the
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docket, G axoSmi thKline and, also, Schering-Pl ough,
wi |l be speaking today and | expect that at |east a
portion of their coments may address specifically
this criterion.

The third criterion that we are applying
is that adequate U. S. postmarketing data be
avail abl e for the alternatives, again, |ooking for
unexpected real -world problens with the
alternatives. At this point in tinme, we have
Proventil HFA which has been marketed for seven
years and Ventolin HFA whi ch has been marketed for
two years.

Apart fromthe early reports of actuator
clogging that | mentioned, the avail abl e
post marketi ng use data does not suggest any
problens in terns of safety, efficacy, tolerability
or patient acceptance of these two alternatives.

Perhaps the nost difficult of the criteria
to address is the fourth. This is the criterion
that states that patients who medically require the
ODS are adequately served by the alternative. This

term "adequately served," is fairly broad and it
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enconpasses a nunber of things.

Clearly, the nost inportant is that the
avai | abl e data on the alternatives nmust denpnstrate
sufficient efficacy and safety and tolerability and
so forth such that the alternatives could be
consi dered reasonabl e repl acenents for the CFC
MDIs. This type of data was submitted with the NDA
and has accunul ated in a postmarketing period and
seens to inply that the alternatives do neet these
criteria.

But there is a further subtlety to the
adequat el y served phrase here and that is cost. As
Dr. Meyer nentioned, during the process of the ANPR
and the proposed rule, there were comments about
the effect of this rule on the price of
medi cations. In the Preanble, in the Federa
Regi ster, the Preanble to the 2002 Anendment where
these criteria were established, the FDA clearly
stated that it will consider cost in deternining
whet her the alternatives nmeet patient needs.

So | amgoing to take a couple nore slides

to just look at this cost issue a little bit in
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nmore depth. As with npost drugs, branded CFC
products cost nore than their generic counterparts.
As it turns out, in this very conplicated
heal thcare systemthat we have in the U S. in which
the specific price of a nedication varies according
to a nunber of factors including who is paying, it
is somewhat difficult to arrive at "the" price of a
drug.

Therefore, it is somewhat difficult to
arrive at a clear statenment of the differentia
bet ween the cost of a branded product and a generic
product. Dr. Lutter will gointothisinalittle
bit nore depth and tal k about the various sources
of data that are available for the price of a
medi cati on and how conplicated that issue is.

| have provided on this slide sone data
froman FDA website that highlights the cost
savings to a patient that can be achieved with
generic products. The web address is in your
handouts. On this site, data on the average
national retail price, which was data fromI| NS

Health, were used to generate this information so
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that the retail cost per day for an asthnatic
patient who used Ventolin would be $1. 44 whereas
the CFC generic would be 69 cents per day.

O course, this is a conparison between a
CFC generic and a CFC branded, so it is inportant
to note the branded HFAs, in general, are priced
conparably to the branded CFC products although not
exactly the sane price.

The other elenent to this is that there
are a nunmber of existing patents and, due to these
patents, there are currently no generic HFA
products avail able. These patents are listed to
expire, the first one in 2010 and the final patent
in 2015. So, given the current realities, the
removal of the essential-use status of al butero
woul d result in an increase in the price of
al buterol Ml s.

The public-health consequences of such an
increase in price are not known and are, in fact,
very difficult to predict. One possibility would
be that patients who are prescribed al butero

met er ed-dose i nhal ers may be either unable or
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unwilling to pay for that and so may not purchase
the al buterol inhalers.

It is also possible that an increase in
the price of an albuterol MJ, which is an
acute-reliever drug fromwhich patients, as you
know, perceive an i mediate benefit, mght result
in themforgoing filling prescriptions of other
medi cati ons such as asthma-controller drugs from
which they don't receive the sane i nmedi ate
feedback. But, as you know, controller drugs are
quite inmportant in the appropriate nanagement of
ast hma.

So, as | nentioned, Dr. Lutter wll
discuss in greater depth these econom c aspects
i ncludi ng descriptions of the various sources of
price data that are avail abl e and neans for
estimati ng how changes in the price of albutero
MDI mght affect the utilization.

As | nentioned, that is a difficult task
in and of itself, howw Il an increase in price of
an MDI translate into a change in utilization of

al buterol and, even if we were able to establish
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that firmy, the next question that begs answering

woul d be how does the change in utilization
translate into inportant health outcones. O
course, that is an open question as well.

So, before | close, as | nentioned, |

to bring up a couple of other issues that are not

directly responsive to the criteria in 2.125 but,

nonet hel ess, may be quite inportant in
considerations regarding a path forward on
al buterol. Both of these issues relate to the

future availability of chlorofluorocarbons.

The first issue has to do with production

facilities. Currently, the only source of

phar maceuti cal -grade CFC 11 and 12 for use in the

US. is Honeywell's plant in the Netherlands. CFC

11 and 12 are the particul ar chl orofl uorocarbons
that are contained in the al buterol CFC M s.

The Dutch Government has i nfornmed

Honeywel I that CFC production at that factory will

no |l onger be permitted after 2005. So that night

j eopardi ze the supply of CFCs that are necessary

for the manufacture of al buterol MD's but also al
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of the other MDIs that use pharnaceutical - grade
CFCs. However, Honeywell has stated in its

submi ssion to the docket in response to the citizen
petition that it will begin production of

phar maceuti cal -grade CFC 11 and 12 at a U.S. pl ant
and will be able to supply CFCs beyond 2005.
Honeywel | will al so be speaking during the open
public hearing session today.

The second issue that touches on the
future availability of the CFCs refers to potentia
actions that mght be taken by the parties to the
Montreal Protocol. So, as Dr. Meyer nentioned,
each year the U S. and other countries who request
to manufacture CFC MDI's, go through a nom nation
process whereby specific quantities of CFCs are
requested of the parties.

Thus far, the parties have respected the
U S. determination that albuterol is, in fact,
essential and have granted the vol unes requested by
the U.S. However, nore recently, the parties have
very pointed noted the availability of two non-CFC

alternatives within the U S. and sone have
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questioned the continued need for
chl orof | uorocarbons for this purpose. It is not at
all clear how long the parties will continue to
grant CFC requests for use in albuterol MIs

So, with that, I will close. | have
listed on this slide the questions or topics for
di scussion that have been provided to you in a
handout format. Essentially, the agency is asking
you to discuss the extent to which you believe the
criteria that are established in the 2.125 for
renoval of a drug substance fromthe list of
essential uses of CFCs have been net in the case of
al buterol. Beyond that, we are open to hearing
fromyou any suggestions of additional data,
additional information or other issues you think
shoul d be considered as we nove forward in this
process of determ ning the essential-use status of
al but er ol

Wth that, | will close.

DR. CHI NCHI LLI: Thank you, Dr. Sullivan
Again, we are ahead of schedule so we can take sone

gquestions fromcomittee menbers if there are any
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questions. Yes, Dr. Atkinson?

DR. ATKINSON: Can you coment on whet her
the existence of the patents on the new HFA devi ces
are going to preclude the devel opnent of any
generics until that tinme period? Are there any
pendi ng applications for generic devices?

DR SULLIVAN. O course, we can't comment
on any pendi ng applications. The analysis of
patents is a conplex issue that the FDA doesn't

really directly do. Conpanies claimthey have

patents which protect them |If a generic firm
wants to challenge that patent, they can. | think
beyond that, perhaps | will invite Wyne M tchel

to comment nore specifically, if he can

MR MTCHELL: | really can't say nuch
more. W don't have any institutional expertise on
patent |law. Patents are listed in our Orange Book
The patents are listed through 2015. That is about
all we really can say.

DR. CHI NCHI LLI: Any other questions? Dr.
Sullivan, | have a question. In one of your

sli des, when you tal ked about Proventil HFA, you
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said that early reports of actuator clogging were
avail able. Does that inmply that there are no

| onger reports of this problen? Wre there
nmodi fi cations to the device? | just was confused
by the word "early" reports of actuator clogging.

DR SULLIVAN: That refers to the fact
that when the product first went on the nmarket--and
it is not unusual to get nore reports on a
particular drug when it first hits the market, but
the agency becane aware that patients were having
problems with the clogging of the actuator and an
effort was made to better publicize the necessity
of cleaning these products because, although the
cleaning instructions were included in the CFC
versi ons, they may not have been foll owed by
patients.

It was determined that if the instructions
are actually followed, there are fewer reports.
believe that the nunber of such reports has
declined. That was sort of an early phenonenon

DR CHINCHI LLI: Thank you. Any ot her

questions? Okay; if not, then we will nove on to
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Dr. Lutter.
Economi ¢ Consi derati ons

DR LUTTER. MW nane is Randy Lutter. |
manage a snall econom cs group within the Ofice of
Policy and Pl anning, Ofice of the Comm ssioner at
FDA. It is ny pleasure to be here.

I would Iike to talk to you today about
the question of whether or not delisting al butero
wi Il have effects on--whether the patients will be
adequately served by delisting al buterol

Let me begin by giving you an overvi ew.
The key conclusion is that delisting al buterol CFCs
will deter the use of a nunber of prescribed MJs
that is large in absolute terns but small relative
to the market. Qur analysis is ignhoring an
announced gi veaway by d axoSmithKline of 2 nmillion
MDI s per year because we |ack a basis to eval uate
that quantitatively. W also find that the effects
on public health are too uncertain to quantify.

Let me give you sone brief institutiona
background of how an econom st ends up in the

position of speaking before a group of esteened
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pul ronary and allergy advisors to FDA. There is an
executive order, 12866, signed by President Cinton
in '93 and it actually foll ows one signed by
President Reagan in '81. 1t directs the agencies
to assess the costs and benefits of all regulatory
actions devel oped through the notice and conment
rul emaki ng that Dr. Meyer described earlier

The office that | had at FDA devel ops the
econom ¢ anal yses required by that executive order
The nethod of econom ¢ anal ysis that we devel oped
follows the constraints of OVMB GCircular A-1V which
is the latest in a series of circul ars devel oped by
the Federal O fice of Managenent and Budget
directing agencies on how to conduct economic
anal yses.

The executive order directs agencies to
assess the cost and the benefits and to take
regul atory actions which are cost-effective but
economics also is reflected in the decisions of the
Montreal Protocol. Drs. Meyer and Sullivan have

mentioned the term"essential," and "essenti al

use," turns on whether there are avail able
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technically and economi cally feasible alternatives
or substitutes that are acceptable fromthe

st andpoi nt of environment and health and that is in
Deci sion |IV-25. Section 2.125 uses the phrase
"adequately served." As described by Dr. Meyer
that has econom c content.

So there are actually three institutiona
reasons why econom cs matters for the current
deci si on.

A brief discussion of econonic
fundamentals. The issue here is that delisting
woul d renove al buterol MDIs with CFCs. Those are
currently the only generic albuterol MD's on the
mar ket. Therefore, one would anticipate on that
basis an increase in the price. So the broad
question is whether or not that increase in price
has effects on whether or not patients are
adequately served

To conply with the executive order, we
need to assess the benefits of delisting and, in
particularly, a relatively earlier delisting as

opposed to a later one, and al so the costs of
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earlier delisting.

The benefits come in four separable
categories. The first is a controlled transition.
You have already heard presentations about the
nature of the international cooperation and the way
that that might affect the availability of CFCs by
offering a relatively--by proceeding with this
rul emaki ng, FDA hopes to establish an opportunity
for a controlled transition to CFC-free M s

The second category of benefits is clearly
the environnental ones that Dr. Meyer has
descri bed. Reduced enissions would lead to
reductions in skin cancers, cataracts and
UVB-rel at ed ecol ogi cal benefits. For this, our
proposal, FDA has not been able to quantify the
benefits in terns of skin cancers, cataracts or
UVB-rel at ed ecol ogi cal benefits.

Sone analysis in quantitative terns has
been conducted previously by other federal agencies
including the EPA. The difficulty that we face is
intranslating their estimtes of aggregate

benefits to the benefits fromthe nuch small er
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reductions of CFC em ssions that m ght be achieved
fromthis rul emaki ng, and we haven't been able to
do that for this proposal

A fourth category of benefits pertains to
i nternational cooperation. Dr. Meyer did not
understate in any way the inportance of the
Montreal Protocol. It is a flagship treaty for
successful international environnental protection
and it enjoys wi de respect and esteem for that
reason.

A final category of benefits is that this
rul emaki ng nmay encourage i nnovation in
environnmental safe technol ogi es.

In terms of the costs, | would like not to
focus on the increased spending associated with a
hi gher price of MD's but, instead, focus on a
rel ated question of whether or not the increased
prices nmay deter appropriate usage. | think that
is the appropriate issue for this panel and that is
the one that | am going to devote the rest of my
time to.

Al so, by way of background in econonics, a
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key notion is what are we conparing the world to
when we do our analysis. W need to describe what
is the baseline relative to which we are assessing
the effects of delisting. The baseline in this
instance is the continued availability of generic
CFC al buterol. So the analysis that we are
conducting is relative to a world in which the CFC
al buterols continue to be avail able and, therefore,
the generic CFCs al so continue to be avail abl e.
What | amgoing to focus on is a
relatively standard and conventi onal economi st
approach to estimating the response to higher
prices. It really focuses, in particular, on the
estimated quantity of netered-dose inhalers that
may not be consuned as a result of the increased
price. It interprets this as the
product, really, of three things. One is the price
increase in percentage terns. The other one is a
measure of the consuner sensitivity to the price
i ncrease, a neasure the econom sts typically
describe using the word "elasticity,"” and, lastly,

the MDIs sold in the baseline to price-sensitive
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consunmers. So these are three paraneters that |
will draw your attention to.

Wth respect to the price increase, the
prices are, of course, variable in a particular
way. The vary with market conditions and they vary
al so in response to the marketing deci si ons nade by
the different conpani es narketing the products. As
a result, the assessments of the price are
difficult not only because of the data deficiencies
but al so because, ideally, we need to be | ooking
forward to what the price difference nmight be
between a world where the al buterol CFCs are
delisting and a world where they woul d continue to
be avail abl e.

That forward-| ooki ng approach requires and
associ ation of these prices that takes the
variability into account. For the purposes of our
anal ysis, that is too conplicated and we are,
instead, going to take the current price
differences as a neasure of the price increases
fromthe delisting. The nmerits of this approach

are sinplicity, transparency and al so consi stency
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with an announced policy of GSK that it would
freeze whol esal e prices through Decenber, 2007.

Where does one go for information on
prices? In the nodern day, Google cones to mnd as
a source of all information. |If you go to Google
and | ook for prices, you cone to drugstore.com It
listed generic MJs with al buterol on the 24th of
March for $14. HFA at drugstore.comsold a
Proventil. The Proventil HFA was sold at $39.61
and Ventolin HFA sold at $38.99. Those prices
have checked twi ce and they were relatively
unchanged in the recent period.

That gives an increase of about 180
percent just conparing the generics to the HFA
But these web-based prices are really
unrepresentative. They neglect the
brick-and-nortar outlets. They negl ect shipping
costs. ldeally, what one would want are average
retail market prices for the cash-payi ng custoners
who woul d be sensitive to price increases.

We have not acquired these idea data for

the analysis that we have conducted for this
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proposal. So, instead, | amgoing to talk to you
about data we have acquired which are the best
avai |l abl e proxies at this nonent.

The Medi cal Expenditure Panel Survey of
the Agency for Healthcare Research and Quality
provi des sone information on prices. This survey
assesses expenditures by the noninstitutionalized
peopl e age |l ess than 65 in the non-Medicare
popul ation. It provides information on the average
retail prices anong all payer types, the insured
and the uninsured alike, for CFC al buterol inhaler
prescriptions 2000 to 2001.

The information is that the generics are a
little bit less than $25. | also report here the
standard error. The brand is $39. You have heard
Prof essor Sullivan nmention that the branded price
of the CFC tends to be close to the branded price
of the HFA. In this instance, the data on the HFA
prices are too rare to report.

We al so | ooked using the MEPS survey at a
sensitive popul ation that |acks insurance or has

only private non-group insurance which, in the
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j udgrment of experts at ARC would typically exclude
coverage for drugs. W |ooked anong this group at
people with incones | ess than 400 percent of the
federal poverty level. This was a convenient
cutoff, given the data constraints of MEPS

Wthin this group, the estimted average
retail prices were $22 for the generic inhalers
and, again, in this instance, the data on the
branded i nhaler prices were too rare to be
reportable. This group had about 2.8 million
al but erol prescriptions annually.

A second source of data on prices that we
consulted is proprietary information froml|NMS
Health, their national prescription audit for the
first quarter of 2004. Note the distinction in
dates. The MEPS is 2000-2001 and this is 2004.
There is no nore recent information on MEPS. For
the IMs price informati on, we have prices neasured
usi ng the average pharmacy's revenues from
uni nsured custoners, insured customer and Medicaid
beneficiaries alike. So this is basically across

al | payer types.
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Thi s includes chain, independent,
food-store pharmacies. 1t excludes the Internet.
It excludes mail-order and | ong-termcare
phar maci es.

Information on prices from | M suggests
that the nmedian price for the generic al butero
MDIs is $19.70 and for the al buterol HFA MD's, the
price is $43.00, the price difference of about
$23.00. This suggests an increase of about 120
per cent.

It is inportant to view these data as
approximate for a variety of reasons. | have
acknow edged the proxies for the conceptually
correct measure. |In addition, the HFA prices have
been changing. The MDI data suggests that there
has been an increase of about 18 percent over the
twel ve nont hs preceding the sanple of the first
quarter in 2004. Again, these prices reflect the
full price for the insured and the uninsured alike.

The next part of the puzzle is to assess
the response to the increase in price that one

m ght expect anobng consuners. |In general, there is

file:////[Tiffanie/C/Dummy/06 10PULM.TXT (70 of 282) [6/24/2004 11:07:45 AM]



file:/l1ITiffanie/C/Dummy/0610PULM.TXT

an extensive economics literature that reports
smal | effects of price increases on consunption
It rarely distinguishes, however, anong drugs.
There is a very recent article by Dana Gol dnan of
Rand in JAMA that surveys nore than a half mllion
people in 52 health plans over four years.
interestingly, it reports responses to
i ncreases in co-pay ampong different categories of
medi cines. Wth respect to anti-asthmatics, as the
average co-pay for anti-asthmatics doubles, the
aver age number of days of treatment supplied fel
by nore than 30 percent. The authors report that
al buterol was the nost common anti-asthmatic
i ncludi ng al buterol sulfate.

They al so assess the effects on public
health. Let ne back up a nonent. They al so assess
for drugs with no OTC substitutes, the set that
presumably includes al buterol MDs. The response
inutilization described as | just did in the
aver age number of days of treatnment supplied is
0.15. So there is substantial uncertainty about

what woul d be the rel evant nunber.
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Wth respect to average co-pay for
anti-asthmatics as a group, the response is 0.3.
But, if one then | ooks at drugs with no OTC
substitutes which would al so include al buterol, the
effect is 0.15.

The authors go on to talk about the effect
of these increases in co-pay on ER visits and on
hospital days for the class of drugs diabetes,
asthma and gastric-acid disorder together, ER
visits grew by 17 percent and hospital days by 10
percent when co-pays doubl ed. The authors
acknow edge that these results are "not definitive"
for reasons of data limitations.

As a result, we are unable to quantify any
effects on public health because of the nature of
the limtations to the data

Let me offer a summary of what we know
about the response to a price increase. | have
menti oned that an analysis would have, really,
three parts. Wth respect to the MJs sold to a
price-sensitive popul ati on, MEPS suggests that

there are 2.8 nillion MDI albuterol prescriptions
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going to the uninsured patients with incomes of
| ess than 400 percent of the poverty line who are
not Medicare eligible and under age 65

If one takes, instead, data fromthe
Nati onal Health Interview survey and conbi nes that
with data on the distribution of MJs as described
in the proposal, one ends up with a | arger nunber
of MDI's that would be used by the price-sensitive
popul ati on.

Wth respect to the price increase, we
really have two estinmates. One is 120 percent
increase. That is fromthe |IMS Nationa
Prescription Audit reflecting average prices for
al |l payer types including those that are insured.
We al so have the 180 percent which reflects the
I nternet information.

A key question pertaining to the analysis
is the estimated elasticity, or the nature of the
consuner response. JAMA, as | nentioned, reports
two nunbers that may be plausible. | think the
0.15 is one that we focus on. That reflects their

estimate of the response to increases in co-pay for
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drugs with no OTC substitutes. | think that is
al so consistent with other econom cs literature.

The next question pertains to the
interpretation of these. The JAMVA paper really
focuses on consuner response for insured patients
to hi gher co-pays. They report an average co-pay
of alittle bit nore than $12. So that co-pay and
the increase are roughly the sane order of
magni tude as the price and the price increase that
one woul d anticipate for uninsured patients.

So, if one applies that increase in price
inmplicit in both the IMs data and in the Internet
data and the consuner response inplicit in the JAVA
paper to the MDIs sold in the price-sensitive
popul ation, then it is reasonable to infer a
quantity response anong the uninsured popul ation in
the hi gh hundreds of thousands. It is very
difficult to be nore precise. This is a daunting
exercise with data that are inperfect, as we have
acknow edged. But the nunbers that we have
presented in particular are 0.4 mllion to 1

mllion. These are clearly approxinate.
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Let me offer sone enpirical caveats. |
have negl ected the response of insured patients to
any increases in co-pays. The JAMA paper neasured
these and we know that the co-pays for branded
products are much hi gher than co-pays for generics.
But this delisting of al buterols would have no
direct effect on the co-pays. The co-pays nmay
change only in response to the changes of the
i nsurance conpanies. W, therefore, believe these
are too uncertain for us to quantify at this tine.

Let me reiterate that the estimates of the
price-sensitive popul ation of the price increase
and the consuner response, or the elasticity, are
all relatively uncertain.

There is another caveat with respect to
the interpretation of these estinmates.

G axoSmithKline wote to FDA on May 3 of 2004
stating that 2 mllion conpl enentary sanpl es of
Ventolin woul d be made avail abl e each year to
physi ci ans who may choose to reserve these inhalers
for their |ower-incone patients.

W are unable to assess quantitatively
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what this might do for any reductions in
utilization because of the uncertainty associated
with how they mght actually be distributed in
physi cians' offices. The GSK letter also said that
it would freeze whol esal e acqui sition costs or
prices thereby suggesting that the eventual HFA
prices at the retail level would also be relatively
constant. As | have nmentioned, that is an
assunption that we nmaintain.

The gi veaway, in general, may
significantly offset the | oss of canisters provided
it is well targeted to the nost price-sensitive
patients.

Thank you for the opportunity to talk.
woul d be happy to take questions.

DR CHI NCHI LLI: Thank you, Dr. Lutter
Are there any questions fromthe conmittee? Dr.
Schat z?

Questions fromthe Cormittee to the Speakers

DR. SCHATZ: M question is the
rel ati onship between elasticity and

over-the-counter substitutes. | gather that, with
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nmore over-the-counter substitutes, then elasticity
is theoretically increased?

DR LUTTER  Yes.

DR SCHATZ: Then | would subnit that
there may be an over-the-counter substitute which
is Prinotine so that | think that, in
consi deration, one m ght have the higher elasticity
and that patients doing that m ght be not as well
served.

DR LUTTER  Lacki ng your nedica
expertise, | will |leave the judgnent and the
di scussi on about the substitutability of the OTC to
you. Let nme sinply say that the availability of
OIC substitutes would affect the response in that
way.

DR SCHATZ: And it coul d rmake the higher
val ue that they found nore rel evant than the | ower
val ue potentially.

DR LUTTER  Yes.

DR CH NCHI LLI: Dr. Martinez?

DR MARTINEZ: Certainly with the caveat

whi ch we may discuss later, but Prinotine is not
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al buterol and, thus, a potential consequence that
has not been thought of is that individuals who
cannot afford al buterol anynore will start using
over-the-counter Prinotine which is associated with
a conpletely different set of side effects which
need to be seriously considered.

DR, CHINCH LLI: Ms. Schell, you had a
question?

MS. SCHELL: Yes, thank you. | just have
a question about the shift of production of the CFC
to the United States fromthe Netherlands in 2005
Do you project an increase in the CFC MDI's' cost
with that shift of production coming to the U S ?

DR. LUTTER: That is not something we have
taken into account in the analysis. W have no
i nformati on on which to assess that question

M5. SCHELL: Thank you

DR CH NCHI LLI: Do any of the FDA
representatives want to respond to that or the
previ ous question?

DR MEYER | think, as far as that

question--1 don't think we have data that could say
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one way or the other. Not the |least of the

consi derations there is how much in the price does
the actual cost of CFCs play, and | don't think we
know t hat .

As far as the earlier question and point,
I think it is something we can certainly consider
as we consider all the input fromtoday.

DR. CHI NCHI LLI: Dr. Swenson, you had a
question?

DR. SVWENSON: Yes. Regarding that JAMA
article, did you pursue at all the cost
inplications of this greater ER and hospitalization
rate that nmight arise fromsone of these shifts
that you have postul at ed?

DR LUTTER. No, largely because of the
uncertainty in quantifying those increases. As |
menti oned, there were three categories of
therapeutic classes that they grouped together only
one of which was asthma. Al buterol is only one
treatment for asthma and, therefore, we thought
that inferring--that the judgnent of the

applicability of those estimates to this delisting
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appeared to--is that we have no basis to accept
those estimates to predict quantitative reductions,
quantifiable reductions, in the ER visits or days
in the hospital. So, therefore, we don't really
want to estimate either the cost of reductions or
i ncreases associated with those either.

DR. CHI NCHI LLI: Dr. Mss?

DR. MOSS: | work at Grady Menori al
Hospital which serves an indigent-care patient
popul ati on. About 40 percent of the patients there
are sel f-pay which neans they don't have insurance.
It is nice way of saying that. One of the big
problens in the hospital is the in-hospita
pharmacy costs. Do you have any information or is
there a way to figure out how the changi ng cost of
i nhal ers woul d affect operating at a hospital that
serves indigent-care patients or is there a way to
figure that out?

DR LUTTER. There probably is a way to
figure it out. It is not something we have done.

DR CHI NCHI LLI: Dr. Kercsmar?

DR. KERCSMAR: The transition to HFA

file:////[Tiffanie/C/Dummy/06 10PULM.TXT (80 of 282) [6/24/2004 11:07:45 AM]



file:/l1ITiffanie/C/Dummy/0610PULM.TXT

i nhal ers has been nmade in a nunber of other
devel oped and industrialized countries. Are there
any data that are conparable to that that has been
published in the JAMA article? You referenced that
m ght give other insight into the elasticity
problem changes in norbidity, [ack of prescription
refills or, because of the difference in econonic
structure and drug reinbursenment in these
countries, are there no data available? Are there
| essons to be | earned fromcountries that have
al ready made the transition?

DR LUTTER. It is a good question. W
t hought of that. Qher countries |ack the
uni nsured popul ation that exists in the United
States and generally control prices. In
particular, the price discrepancy that | have
described here is unusual if not unique.

DR CHI NCHI LLI: Any other questions by
the committee menmbers for Dr. Lutter?

MR. M TCHELL: Just before the break there
is something | would like to say.

DR. CHI NCHI LLI: Yes; please go ahead.
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MR. M TCHELL: This is addressed to the
peopl e who are watching this procedure through the
webcast. The proposed rule that we have been
di scussing is available on FDA's website if you go
to ww. fda.gov. In the nmiddle colum, you should
see FDA advanced display. |If you click on that,
you shoul d be able to see another |ink which goes
to advanced publication display. dick on that and
you shoul d see sonet hing about a special filing,
publishing, on June 16, 2004. That should get you
to the Notice of Proposed Rul emaki ng.

Thank you, M. Chairnman.

DR CHI NCHI LLI: Thank you, Dr. Mtchell
Yes; Ms. Schell?

MS. SCHELL: | amnot sure who to direct
this question to, but | have a question. Severa
of you tal ked about what the ozone depl eti on does
in cataracts, skin cancer and that, but no one has
nmenti oned how it affects asthmatics of COPD
patients, the depletion of the ozone |ayer and how
that would increase, if we didn't do sonething now,

how t he ozone depletion would affect asthmatics in
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the future. Wuld we be causing nore asthnmatics to
have problenms with their breathing?

Thank you.

DR MEYER | will try to answer that.
think it is unclear to us that asthma or COPD
patients would be differentially affected in terns
of the environnental consequences of ozone
depletion. You were not asking this, but, for the
public, | think it is hard for themto understand
that ozone in the | ower regions of the atnosphere
is bad for asthmatics, particularly, and probably
for COPD as well. But ozone in the stratosphere
probably has no bearing on the devel opnent of
asthma and COPD that we know of .

So we woul d assune that the consequences
to the asthmatic and COPD popul ati on woul d be the
same as to consequences to other popul ations. One
could perhaps try to parse that out nore closely in
that it is potential that inhaled corticosteroids,
for instance, may somewhat increase the
predi sposition to cataracts. Wether that woul d be

even nore the case in the circunstances of a
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thi nned ozone | ayer, who knows. But, again, we
have no basis at this point to believe that there
woul d be a differential effect on those patients.

DR CHI NCHI LLI: Any other questions from
committee menbers for our FDA representatives?
Yes?

DR MEYER | just wanted to make the
point--1 realize that the people sitting around
this table probably are fairly well versed in this
but, for the purposes of the public, | realize that
we didn't really sort of step back and nmake this
point. But albuterol has really becone a prine
drug for both the treatnment of asthnma, in
particular, but also for COPD in a way that, even
when we began the advanced notice of proposed
making in '96, | don't think we have fully
anti ci pat ed.

It is now clear that approximtely 50
mllion or nore canisters of albuterol are
necessary to treat patients with asthma and COPD in
the United States. It is, again, by far and away

the bronchodil ator or short-acting reliever of
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choice in patients with asthma and COPD.

Again, | think the people around the table
know this but, for the matter of the public record,
I just wanted to get on the table the kind of
nunbers we are tal king about. This is a very
important drug that is sold widely and is really
critical in the asthma arnmanentari um and very
important in the COPD armanentarium as wel|l.

DR CHI NCHI LLI: Thank you, Dr. Meyer.
Dr. Martinez?

DR. MARTI NEZ: | have one question
regarding worl dwi de distribution of sales. Wat is
the situation in the underdevel oped worl d? Which
are the products that are sold there and what are
the projected consequences of this regulation in
that particul ar narket?

DR. MEYER  Fromthe FDA perspective, |
don't think we have a lot of information on that.
| also aminvolved in the Montreal Protocol on a
wor ki ng group on aerosols, nedical aerosols. | can
say that the United States actually exports

relatively fewof its MDs as opposed to the EU
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where nmuch of their production is exported.

So nost of what we are tal ki ng about here
is for donestic consunption and will not really
have much bearing on the rest of the world. |
woul d parenthetically note that there is a |ot of
attention paid in the Montreal Protocol about how
this phase-out in the devel oped world will affect
that in the devel oping world because it is a very
i mportant issue.

Unfortunately, in nuch of the devel opi ng
world, the use of MDs is not very conmon because
they are--although they are cheap per dose, to
actually buy one requires you to buy a certain
nunber of doses as opposed to oral nedications
whi ch may be nore expensive per dose but cheaper
where you can just buy a few.

So there is probably undertreatnment in the
devel oping world in general and specifically there
is not alot of use of MDs relative to the
devel oped worl d.

DR CHI NCHI LLI: Before we proceed with

ot her questions, | would like to welcone Dr. Reiss
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to the committee. Wuld you turn on your

m cr ophone and introduce yourself to everyone?

DR REISS: Sure. | apologize for being
late this norning. | am Ted Reiss from Merck
Research Labs. | amthe industry non-voting

representative on the comittee.

DR. CHI NCHI LLI: Thank you. Any other
questions? Yes; Dr. Swenson?

DR. SVENSON: Dr. Meyer, a couple
questions. | didn't see anywhere in the data,
either in the background information, if you could
go back to the initial signing of the protocol. At
that point, how nmuch CFC was bei ng produced and
now, of that amount, what does the present use of
CFC in albuterol represent in a percentage term or
absol ute anount ?

DR. MEYER | amsorry that | don't
actual |y have those particular figures avail abl e.
| can say that the use of CFCs for MDIs when the
protocol was signed was a relatively snal
proportion of the CFC use because CFCs were then

used in refrigerators, auto air conditioners, hone
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air conditioners, foans and so on

Now t hat the provisions of the Copenhagen
Amendnents went into place, the use of CFCs for
MDIs in the developed world is the large majority
of these CFCs but it is still a small fraction
conpared to what was the total in 1987

Al buterol in both the United States and in
the rest of the world has been a prom nent use of
CFCs. As | mentioned, for the United States, it
amounted to about hal f, or does ampbunt to about
hal f, of our essential-use denom nation. So |I am
not giving you specific nunbers, but | hope |I am
sort of giving you a qualitative feel

DR. SVWENSON: Okay. The next question
have then is, on Slide 24 or one of the simlar
slides that you had in your talk, was the projected
return, or this idea of a projected return, of
nornmal stratospheric ozone levels by mid-century
based on the present use right now which includes
our use of CFCs or was that based on conplete
elimnation of CFCs?

DR. MEYER  Those projections, and just to
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be clear, they are actually projecting the recovery
to early 1980s | evels which was still not norma

but a recovery nonet hel ess, are based on the
successful conduct of the Montreal Protocol. So it
is based on the Montreal Protocol as currently
anmended bei ng successfully carried out into the
future.

DR, CHI NCHI LLI: Ms. Schell?

MB. SCHELL: | amsorry. | would |Iike one
nmore question on the 50 million uses of Ventolin or
al buterol. Have you | ooked at the overuse of
al buterol and the underuse of the
anti-inflammatory? 1|s there any | ook at overuse?
As we know, asthmatics, a lot of the tine, don't
have the proper education in the use of the
anti-inflammatory so they overuse their al buterol
Are there any nunbers reflecting that?

Thank you.

DR MEYER W do not have such nunbers
It is certainly sonething that we considered. As
Dr. Lutter said, there are a lot of things we would

wi sh to consider in an ideal analysis. One of the
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conplications of projecting a public-health
consequence of sone drop in the nunmber of al butero
MDl's distributed or used relates to these
questions, relates to the possibility that when
bet a- adrenergi ¢ bronchodil ators are overused t hat
that might, itself, have detrinmental effects

But these things, although clearly we
thi nk about them are not something we can
reasonably quantitate. So we have not.

DR CHI NCHI LLI: Any other questions from
the committee? |If not, | want to thank the FDA for
enlightening us on these issues. W are schedul ed
for a break at 10:00. W are about eight m nutes
before that, so we will take the break early. But
I would like to reconvene at 10:10.

Thank you.

(Break.)

DR CH NCHI LLI: | do have one
announcenent and that is if you have a cell phone
and it must be on, it would be preferable if you
put it on vibrating node and then, if it does go

of f, that you take your call outside the room
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Thank you.

Before we go on to the open public
hearing, the first session that we will have this
morning, | just want to make sure that the
committee menbers don't have any ot her questions
for the FDA representatives. Are there any other
questions fromthe conmttee? Any final comrents
fromthe FDA?

If not, then we are going to nove into the
open public hearing.

Open Public Hearing (Session 1)

DR CHI NCHI LLI: One other announcenent |
am supposed to make. Both the Food and Drug
Admi ni stration and the public believe in a
transparent process for infornmation gathering and
deci sion naking. To ensure such transparency at
the open public hearing session of the advisory
conmittee neeting, the FDA believes that it is
i mportant to understand the context of an
i ndi vidual's presentation

For this reason, the FDA encourages you,

the open public hearing speaker, at the begi nning
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of your witten or oral statement, to advise the
committee 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 conpany's or a group's paynent of your
travel, |odging or other expenses in connection
with your attendance at the neeting. Likew se, the
FDA encourages you, at the beginning of your
statenent, to advise the conmittee if you do not
have any such financial rel ationshi ps.

If you choose not to address this issue of
financial relationships at the beginning of your
statement, it will not preclude you from speaki ng.

So that is inportant for our open public
heari ng speakers to recogni ze that and to make
acknow edgments. | probably will repeat this
statement when we start the afternoon session as
wel | .

We are ready for our first speaker during
the open public hearing. Please be sure to

i ntroduce yourself and pay attention to the
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statenment | just nade.
M5. WEXLER: Good norning. | am Panel a
Wexl er. Since 1997, | have served as attorney and

advisor to the U S. Stakehol ders G oup on M
transition. | have no financial interest in any of
the conpani es or participants today.

I would Iike to start by telling you a
little bit about the U S. Stakehol ders G oup. It
is a consortiumof nine |eading patient and nedi ca
prof essi onal organi zati ons. Menbers of the
organi zations include patients with asthma, chronic
obstructive pul nonary di sease and other respiratory
di seases. Collectively, the nenmber organizations
represent and reach 25 nmillion Americans who suffer
fromasthma and other respiratory di seases and they
i ncl ude organi zations that educate and advocate for
i ndi vidual patients and their famlies through
| ocal chapters.

Menbers of the Stakehol ders G oup al so
i ncl ude physicians, respiratory therapists and
ot her heal thcare professionals who specialize in

respiratory care and they are recogni zed | eaders
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among the heal thcare community. The stakehol ders,
as a group, and its menber organizations
individually collaborate with various other

i nterested organi zations in the U S. and around the
wor | d.

In the eight years since the Stakehol ders
Group has acted formally, neither its nenbership
nor its procedures have changed. The Anmerican Lung
Associ ation convenes the U S. Stakehol ders G oup
The nmenber organizations elect representatives to
the stakehol ders process and these individuals
meet, in person, once or twice a year and
communi cate regul arly.

Otentines, the | eadership of these
organi zations attends stakehol der neetings and
participates in the deliberations. Oher tines,
the government and the private sector are invited
to attend as well and nmake presentations. Any
action taken under the name of the stakeholders is
approved by each nenber organization

Now, | would like to turn to our petition

Ei ghteen nonths ago, we petitioned FDA to consider
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al buterol essentiality. The petition was not
precipitous. It, in fact, was requesting the
agency nerely consider essentiality. It was FDA,
itself, in a rulenmaking process that started in
1997 and lasted five years that set up these
essentiality criteria, the conditions under which
any drug substance woul d be delisted and no further
CFCs woul d be avail abl e.

The stakehol ders petition asserted that
the criteria had been met or, with the case of
manuf acturing capacity, that the criteria could be
met or that information could be ascertained and,
hence, it was tinme for FDA to consider renoving the
essenti al -use designation

Now, there are a nunber of reasons why the
st akehol ders petitioned FDA. | will just take a
monent to touch on them First and forenost is the
environmental inperative. | won't spend too nuch
time on this because |I think that the inportance of
repairing the ozone |ayer is well established, both
by the Montreal Protocol and the U S. Cean Air Act

on which, by the way, the U S. has been a | eader
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since the beginning on the international process.
FDA, in its July, 2002 Final Rule establishing the
essentiality criteria actually offered a very
conci se and cl ear expl anation of why every use of
CFCs must be elimnated, even seeningly snal
amounts |ike those used in M s.

I won't spend too nuch time on the second
sub-bul I et either because a physician from one of
our nenber organi zations in the next session, |ater
this afternoon, will present nore on the
opportunity to inprove di sease managenment. But |et
me just say that, fromits inception, the
st akehol ders position on the potential of
transition has not changed and that is that we
understand the potential of a switch in nedication
and we have worked, and we hope to continue to
work, to ensure that that experience provides an
opportunity to inprove patient care.

On the third and the |last, and probably
the most pressing, issue for patients and
physicians is the issue of CFC supply and how it

m ght affect the availability of nedications. As |
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am sure you will hear nore about today, the future
of CFCs to make MDIs is uncertain and fundanental ly
the stakehol ders want FDA to sufficiently plan for
that and for CFC-free medications to be avail able
and wi dely accepted before CFC supply can have any
i mpact on product availability or price.

Since the petition was filed, in the
ei ght een nont hs since the stakeholders filed the
petition to consider albuterol essentiality, a |ot
has changed and we have learned a lot nore. As to
supply, anyone who follows this knows that, in the
past three to five years, there has been a | ot of
new and often conflicting informati on about where
PhRMA- grade CFCs were going to conme from after
Decenmber 31, 2005.

Remenber, that is an issue sinply for the
U. S. nmarket because, for the nobst part, devel oped
countries will not need these chem cals after that
date. They are on pace to phase out the use of
CFCs in MIs

The st akehol ders have never had ful

informati on on the future of CFC supply. W heard
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originally, maybe two years ago, there were going
to be two plans, one in Europe and one here. They
we heard that that wasn't going to happen. Then
the issue of certification was raised, that plants
had to be certified, the CFCs produced had to be
certified, and that the production that would
replace the production that is going to be lost in
Europe woul d be a different kind of production and
that different specifications would be required.

We heard, now, recently, despite a letter
from Honeywel | indicating its stated intent to
supply CFCs at a plant in Baton Rouge, Loui siana,
that we still had questions about certification as
that was not nentioned in the letter and we have
never heard anything further about FDA on what,
exactly, that requires

So the stakehol ders, thensel ves, have
limted informati on on which they could base a
concl usion that the CFC supply woul d be without
probl ems. Recently, a non-governnenta
organi zati on, NRDC, wote the EPA suggesting that

it would be illegal to produce CFCs in Baton Rouge.
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So, again, we are faced with not a |ot of clear
i nformati on on how we will go forward.

As to the second sub-bullet, even if the
Bat on Rouge plant is not a problem we certainly
see an increase in pressure on the part of the
international community to limt future supply of
CFCs especially where there are alternatives as in
the case of albuterol. W heard recently that the
U S. request that was recently put into the parties
was approved but with the strong suggestion that
the U. S. cone back to the parties after this
rul emaki ng was conplete since it wasn't clear that
those quantities would be needed.

So it is obvious that the parties are
signalling the intent to stop authorizing new CFC
production for MDI's, again, in the case of a drug
Ii ke al buterol where there are safe alternatives.

Al so, since the petition was filed, we
have, in the FDA docket, an independent analysis
conducted by National Econom c Research Associ ates,
NERA, that provided us a much better picture of the

al buterol market. | expect that we will hear nore
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about the NERA analysis this afternoon, but it gave
us a very good picture of how the market is
supplied, how patients who rely on al buterol pay
for their drugs.

It estimates the price and what the market
m ght | ook |like once HFA alternatives are
i ntroduced. More inportantly, NERA projects how
the increased costs mght be distributed and
al | ocated anong the different classes of patients,
managed care and ot her payers including Medicare
and Medi cai d.

Now, you know, the stakehol ders are
medi cal and patient advocates, nedical
prof essional s and patient advocates. W are not
econom sts. So we aren't here to speak to the
specific nunbers in the NEAR report but we do
believe that the general thrust of the report
conports with what we have al ways bel i eved about
the al buterol market and our understandi ng of how
i ncreases, not just in nmedications but in all sorts
of ot her nedical procedures and services rise and

are absorbed in the healthcare system
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Now, there is no nistake about the need to
ensure patient access to nedication. |In our
petition to FDA, we were clear that FDA needed to
take into account price and how it would affect
patients and their ability to obtain medication and
comply with their treatnent regi nens. But we think
that, between the manufacturers, the stakehol ders
and FDA, collective, we can adequately protect the
potentially at-risk subgroups and we can do it in a
variety of ways

On the part of the manufacturers, we have
one subm ssion already in the docket froman HFA
manuf acturer outlining what it intends to do. W
woul d hope that we would see simlar conmtments
fromother manufacturers as we nove forward about
i ncreasi ng the nunber of sanples and enhanci ng
pati ent - assi stance prograns.

On the part of the stakehol ders, our
menber organi zations are conmitted to working with
the agency and the manufacturers to devel op an
educational strategy for conmunicating the

availability of free and discounted al buterol. W
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can work with our nenber organizations and our
network to depl oy these nmessages in advance of
transition to patients, to specialty, genera
physi ci ans and the rest of the healthcare
comruni ty.

As for FDA, we think that there al so m ght
be nmechani sns that the agency can consider to
protect, again, these potentially at-risk
popul ations. One thing we have discussed within
st akehol der neetings is for FDA to nonitor the
patient conpliance or access to HFA al buterol and
reserve the right to allow a certain nunber of CFC
MDIs to be sold in the case of a real energency so,
if you will, a phase-down process that allows the
potential--and that is the potential in both CFC
supply and manufacturing capacity to not be gone
before we are out of transition, so a phase-down
period that protects that at-risk popul ation

I think that if FDA acts in a relevant
timeframe, there would still be enough stockpile to
be able to incorporate such a nmechani sm

Last, | would like to turn to the timng
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of transition. There has been a lot of talk about
when the right time is. Now, it is no secret that
t he stakehol ders have | ong supported Decenber 31,
2005 as the effective date for renoving CFC
al buterol fromsale in the US. As early as 1996
in fact, before we had ever heard the word " TEFA"
or "VEERT," we enbraced the idea of a target date.

We enbraced the eventuality that these
chemicals as slated for elimnation. W understood
that it was useful to have a target date so that
manuf acturi ng capacity could be put into place.
That idea of an aim a target, a goal, has proven
successful as is evidenced by the fact that the
rest of the world or the rest of the devel oped
countries al so adopted that date and or on pace to
neet it.

We saw transition as an opportunity to
educat e physicians and patients about the |earning
that has been done, especially in the |last decade,
regardi ng asthma treatnment and managenent.

But, in 1996, we saw Decenber 2005 as a

goal, not an inperative. Eight years |ater, we now
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know that WEERT will close. W know there are
addi tional uncertainties regarding the Baton Rouge
facility. W know that there are two alternatives
ready to go and a third on the way. G ven that,
Decenber 31, 2005 nakes a | ot of sense.

Again, | just want to go back to
mechani sms for actually proceeding through
transition. Ending at Decenber 31 is sensible and
it is achievable and, nost inportantly, it is
near-term enough that any problems with HFA
production, any problenms with patient access, any
problenms with affordability, conpliance, any
unf or eseen consequences, can be discovered and
addressed before CFCs are unavail abl e and before
the capacity to produce additional CFC products is
gone.

Thanks very nuch.

DR CHI NCHI LLI: Thank you very nuch.

W will nove on now to our second speaker

DR. JONES: Good nmorning. My name is
El ai ne Jones and | am Vice President of U S.

Regul atory Affairs at @ axoSmithKline. On behalf

file:////[Tiffanie/C/Dummy/0610PULM.TXT (104 of 282) [6/24/2004 11:07:45 AM]



file:/l1ITiffanie/C/Dummy/0610PULM.TXT

of daxoSmithKline, | would like to thank the

advi sory committee and the agency for opportunity
to present our commitnent to the transition from
al buterol CFC-free metered-dose inhalers, or Ms,
whi ch are ozone-depleting to al buterol HFA M s,
whi ch are non-ozone-depl eti ng.

Principally, during this presentation, |
wi Il address the two questions that have been posed
to us by the agency that relate to the FDA's
criteria for transition.

The first question concerns our
manuf acturi ng capacity for Ventolin HFA and the
second, what GSK prograns are, or will be put in
pl ace to help ensure that patients are adequately
served during the transition fromal buterol CFC to
al buterol HFA and thereafter.

To set the stage for discussion of the two
principle questions, | wuld like to review the
timng of Ventolin HFA devel opment in relation to
i mpl ement ati on of the Montreal Protocol.

Devel opnent of Ventolin HFA started before the

Montreal Protocol was ratified and resulted in
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submi ssi on of a new drug application in 1998.
Filing of this NDA was the result of over ten years
of research and devel opnent including a technically
chal l enging reformul ati on effort under
compr ehensi ve clinical program

After gaining FDA approval, GSK | aunched
Ventolin HFA in 2002 and stopped the sal e of
Ventolin CFC. Currently, GSK sells Ventolin HFA in
165 countries around the world which has resulted
in over 20 mllion patient years of experience.
Al so, in 2002, FDA published its final rule
outlining the criteria for transition from CFC
MDI's, which was the culmination of a |engthy
process that took five years to conplete

Quoted on this slide is one of the
criteria for transition fromthe 2002 Final Rule.
FDA has asked us, as one of the manufacturers of
the replacenent products for albuterol CFC MDIs to
address this criterion which relates to the issue
of adequate supply and production capacity.
Specifically, the question is, can GSK, in

conjunction with other manufacturers of the
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repl acenent al buterol product, manufacture
sufficient quantities to satisfy patient demand
after the CFC products are no | onger avail able.

To hel p answer this question, here is a
graphi cal representation of GSK s manufacturing
capacity over tinme in relation to the overal
al buterol market. Oher manufacturers can be
expected to contribute to the supply as well. At
present, patient need for albuterol MDs is about
50 million per year, as shown by the yell ow shadi ng
in this graph. This demand has remained fairly
constant over the past five years and is expected
to remain constant into the future.

The bl ue shaded portions of the graph
represent two distinct conponents of GSK's ability
GSK's ability to contribute to neeting this denmand
with CFC-free MDIs. The darker shaded bl ue area
reflects currently installed capacity and the
i ghter shaded bl ue area reflects expansion
capacity. The sumtotal of both conponents is
about 30 million MDI's per year, or about 60 percent

of the expected market.
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Now, | would like to discuss in detail our
current capacity. GSK manufacturers Ventolin HFA
at a facility in Zebulon, North Carolina, which has
a long history of nmanufacturing MD s including the
now di scontinued Ventolin CFC. At this facility,
we already have installed the capacity to
manufacture 15 mllion Ventolin HFA MDIs. At
present, since transition has yet to take place, we
are utilizing only 2 percent of our installed
capacity.

Production of up to 5 million MD's could
be achieved i mediately and this could be
progressively increased to the full 15 nmillion Ms
within six to twelve nonths. To achieve this
capacity is a relatively straightforward process
W woul d need to hire additional staff and
reconfigure existing space.

As illustrated on the graph | presented
earlier, GSK is prepared to increase production
capacity by an additional 15 to 18 nmillion M s.
This would entail significant capital investigation

on the part of GSK, would take approxi mately twelve
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to eighteen nonths to conplete and woul d require
the installation of additional manufacturing
equi pnent and securing of MDI conponents.

Thi s could be undertaken sinultaneously
with a previous increase in production. This
expansion, in addition to our current capacity,
woul d deliver a total of approximately 30 million
MDI s.

I would now |i ke to address the second
question posed to us by the agency which concerns
anot her one of the criteria in the 2002 Final Rule
on Essential Use Determ nations and is reflected on
this slide. The issue is whether a high-priced,
non- ODS, product is effectively unavailable to a
portion of the patient popul ation because they
cannot afford to buy the product.

Payers, and the heal thcare system overall
may experience higher costs as the market
transitions to CFC-free al buterol. But the
rel evant question under FDA's 2002 Final Rule is
how i ndi vidual patients will be inmpacted by this

transition, specifically whether they will have
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adequat e access to CFC-free fornul ati ons of
al but er ol

The |l arger policy questions regarding a
bal anci ng of societal cost agai nst environment al
benefits have al ready been resol ved by the Mntrea
Pr ot ocol

In order to assess the econom c inpacts of
an al buterol transition, GSK comm ssioned a study
by the National Econom c Research Associates. The
anal ysi s proceeded on the basis of data collected
froma variety of sources as shown on this slide.

Al t hough the economic report exam ned inmpacts on
payers as well as patients, our focus today is on
the inpact a transition will have on the access to
al buterol HFA MDI's for individual patients.

To understand the inpact on patients, one
must appreciate that al buterol is dispensed to
patients in different settings including retai
phar maci es, hospital pharnmacies, clinics and
federal healthcare facilities. As represented by
the large green slices of pie chart, 84 percent of

di spensi ng takes place at retail pharnmacies. The
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remai ning 16 percent takes place in other settings;
for exanple, a Veterans Admi nistration Hospita
where financial inpacts on patients, of changes in
drug prices, are likely to be quite linited.

The pie chart on the right reflects a
further breakdown of the retail-pharmacy segnent.
Wthin the retail portion, 72 percent of MDs are
covered by private drug insurance and 15 percent
are covered by Medicaid. About 13 percent of
al buterol MDIs dispensed by retail pharnmacies go to
patients who pay cash. GSK recognizes that it is
within this group of patients that the greatest
concern exists regarding access to albuterol MIs
after a transition.

As we consider the patients who pay cash
for their prescriptions, it is inportant for us to
enphasi ze our | ong-standi ng dedi cation to hel pi ng
those in need obtain access to our nedicines. For
over two decades, GSK and its Heritage Conpanies
have been comitted to hel ping patients w thout
public or private drug insurance to get the

medi ci nes that they need. To this end, we have had
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in place various patient assistant prograns.

I will now describe Bridges to Access, the
GSK programwhich is directed at patients of all
ages who require financial assistance. For those
who qualify, GSK offers its medicines, including
Ventol in HFA, at no cost or at a minimal
retail - pharmacy di spensing fee.

I ndi vidual s with annual incomes up to
$25,000 or famlies at or bel ow 250 percent of the
federal poverty level are eligible for Bridges to
Access. Patients who enroll can receive their
medi cation the sane day that it is prescribed.

Thi s program al so includes a spend-down option that
all ows patients to deduct nmedical bills fromtheir
i nconme for purposes of determning eligibility
requirenents.

Patients are not required to be U S
citizens to qualify for Bridges to Access
Patients who apply al so receive assistance in
finding additional healthcare prograns for which
they qualify such as Medicaid, Al DS drug-assistance

progranms, state children's health insurance and
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state el derly drug-assistance prograns.

In this visual illustration, we use the
federal poverty level as a baseline to conpare the
income eligibility levels for Medicaid and Bridges
to Access. The yellow line represents the federa
poverty |l evel income for households of different
sizes ranging fromone to four menbers. The bl ue
lines represent the average inconme eligibility
ceiling for Medicaid which is 135 percent of the
federal poverty |evel

Each orange bar represents the nmaxi mum
qual i fying income under Bridges to Access for a
househol d of that size. This maxi num qualifying
incomre level is $25,000 for households with one
i ndi vi dual or 250 percent of the federal poverty
| evel for households with nore than one individual

I mght add that certain patients who do
not neet Medicaid' s eligibility requirenents
despite neeting the inconme requirenents could
potentially qualify for Bridges to Access. For
| ower-incone patients who do not have public or

private drug insurance, for whatever reason
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Bridges to Access is, thus, a valuable resource.

GSK' s experience with Bridges to Access
for Ventolin HFA from June 2003 to May 2004
illustrates the program benefits for patients. W
have distributed nearly $3 mllion worth of product
representing approxi mately 100,000 inhalers to
nearly 14,000 patients. During this period of
time, the total ampunt of Ventolin HFA distributed
was approxi nately 400,000 MDI's which neans that one
out of four Ventolin HFA MDIs went to a Bridges to
Access patient.

GSK has generated awareness of this
program t hrough various avenues including half a
mllion letters sent to advocates at the | aunch of
the program training for healthcare providers and
partnershi ps with public agencies and professiona
associations. In addition, we maintain a public
website with extensive information about our
program i ncl udi ng application forns.

These activities represent some of the
significant efforts GSK has nade to raise awareness

of the program and we | ook forward to conti nuing
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our outreach efforts. W are conmtted to provide
Ventolin HFA to all eligible patients in the event
of an increased need at the tine of transition. In
order to show nore clearly the estinmated financia
impact of a transition to CFC-free al buterol on
individuals, | would like to nowillustrate how a
| ower-incone patient might fare in a transition
both with and without the benefit of Bridges to
Access.

Qur hypothetical patient is an individua
who nakes | ess than $25,000 a year and, thus,
qualifies for Bridges to Access and who al so uses
four al buterol inhalers. To nake this calculation,
we conpared the current average whol esal e price of
Ventolin HFA to the nean of the average whol esal e
prices for the three top selling generic albutero
i nhal ers.

Average whol esale price, or AWP, is
commonly used as a pricing reference point for
distributors and payers in the healthcare system
and is calculated and reported by commercial data

vendors. GSK does not set an AWP for its products
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or sell its products according to AWP and we
recogni ze published AWPs are different from actua
prices paid in the marketpl ace

Based on the AWP conparison, the current
difference in price between Ventolin HFA and
generic albuterol is $9.49. Therefore, in our
example, if the patient did not enroll in Bridges
to Access, the extra cost per nmonth would be $3.16
or $37.96 a year.

Wth assistance fromBridges to Access,
the cost of Ventolin HFA would be limited to a
one-tine charge of $10.00 for the patient's first
60-day retail pharmacy fill. The patient would
then experience no added cost for further
prescription. In fact, the nedicine would be
entirely free fromthat tinme forward

Keep in nmind that this hypothetica
patient, if not enrolled in Bridges to Access prior
to the transition, would previously have been
payi ng out of pocket for that generic al buterol

For seniors or disabled persons, in

addition to Bridges to Access, GSK offers the
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savi ng prograns, Orange Card and Together Rx to
hel p nake GSK nedi ci nes nmore affordable. The GSK
Orange Card was the first of its kind. It is
avai l abl e for Medicare beneficiaries wthout any
prescription-drug i nsurance and i ncones of up to
$30, 000 for an individual and up to $40,000 for a
marri ed coupl e.

Orange Card offers savings on GSK products
including Ventolin HFA to eligible Mdicare
beneficiaries of up to 40 percent depending on a
pharmacy's usual and customary price for the
medi ci ne. The program Together Rx, is a
mul ti - conpany savi ngs program and, as such,
provi des access to a |l arger nunber of nedicines.
Thi s program was nodel ed after the GSK Orange Card
and has simlar eligibility criteria.

Al t hough the arrival of a Medicare drug
benefit in January 2006 should substantially |essen
the need for assistance of this kind, GSK' s
commitnent to hel ping patients access our mnedici nes
will remain.

In addition, GSK has conmitted to provide
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at least 2 million professional sanples of Ventolin
HFA each year beginning a transition. Although
sanples are distributed to physicians with no
condi tions attached, we understand, anecdotally,
that many physicians do take nedication-access
considerations into account in allocating sanples
anong their patients. Furthernore, GSK has
committed to freeze the price of Ventolin HFA from
Novenber 5, 2003 until Decenber 31, 2007

In sunmary, GSK is conmitted to and has
gl obal experience in transition to ozone-friendly
formul ations. GSK has currently installed
production capacity to produce 15 mllion Ventolin
HFA MDI's per year. W are prepared to expand the
total capacity to approximately 30 mllion MDs per
year.

GSK has denonstrated an abi di ng comm t nent
to hel ping patients gain access to our nedicines
and, towards this end, has patient-assistance
progranms in place to help ensure access to Ventolin
HFA at transition. Finally, GSK has conmitted to

provi de professional sanples and freeze the price
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of Ventolin HFA

We expect that the criteria for
transition, as outlined in the 2002 Final Rule,
will be net with the support of all currently
approved al buterol HFA suppliers. Therefore, GSK
supports a transition date of Decenber 31, 2005
which woul d all ow for a snooth and orderly
transition for patients.

I would Iike to conclude by, once again,
t hanki ng the advi sory conmittee and the agency for

all owing A axoSmthKline the opportunity to present

t oday.
Thank you.
DR. CHI NCHI LLI: Thank you, Dr. Jones.
Let's have our third speaker for this
nor ni ng.

DR GARUTTI: Menbers of the comittee,
Food and Drug Adm nistration, invited guests,
| adi es and gentl enmen, good norning. M nanme is Dr.
Ron Garutti. | ama pediatrician and | am G oup
Vice President of dobal Regulatory Affairs at

Scheri ng- Pl ough Research Institute.
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On behal f of Schering-Pl ough Corporation,
I want to thank the FDA for the opportunity to
address the advisory conmittee today.

Let nme say, at the outset, that our
company firmy supports the principles of the
January 29, 2003 petition of the U S. Stakehol ders,
whi ch you have heard about, which requests an end
to the exenption for al buterol CFC based in
inhalers. As pointed out, this exenption, after
all, was never intended to be pernmanent.

Now, | will not devote any of ny
di scussion today to the rationale for renoving CFCs
fromal buterol inhalers as | believe that that
rationale is well understood and accepted by nost
interested parties as the right and necessary thing
to do.

In so renoving CFCs, the United States
woul d be acconplishing the transition to a non-CFC
envi ronnment that has al ready successfully been
i mpl ement ed by nost of the European Union, Canada,
Australia, Japan and other countries.

So the inportant question, then, today,
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for the coomittee is not if the transition should
be done but when. It can be done as soon as FDA,
in conjunction with the healthcare comunity and
the industry, is prepared to initiate the
transition.

It has been pointed out that in July,
2002, the FDA issued a final rule which set forth
the conditions that would have to be net before an
essential -use designation for albuterol inhalers
could be removed. Both Drs. Meyer and Sullivan
have noted them Schering believes that all of the
necessary elements to renove the essential -use
designation can be net as early as Decenber 31,
2005.

We acknow edge the proposed rule
distributed today and we are pleased to | earn that
FDA plans to publish this on June 16. W are
hopeful that today's discussion will lead to the
establishnent of a firm date.

As a conpany with nore than twenty years
of respiratory experience and the first with our

partner 3Mto introduce an HFA inhaler to the

file:////[Tiffanie/C/Dummy/06 10PULM.TXT (121 of 282) [6/24/2004 11:07:45 AM]



file:/l1ITiffanie/C/Dummy/0610PULM.TXT

122

United States, Schering understands that we, in
conjunction with all of you and other nenbers of
the professional asthma community, will be asking
mllions of patients to change their behavior

We recogni ze the significance of this
transition to patients and providers alike and we
are sensitive to the fact that ongoing
communi cation efforts will be essential elenents to
ensuring that the transition is snmooth and
successf ul

To acconplish this effectively, however,
it is critical that FDA establish a clear tineline
to end the exenption because we believe that only
in doing so will there be the necessary stimulus to
drive the kind of provider and patient-behavi or
change that will be required. Schering's
contribution, as well as that of others, to
effecting a successful transition hinges on
i npl ementing the various elements of the transition
at the right time in relation to the effective
dat e.

In the absence of such a date, it will be
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difficult to manage these various aspects
efficiently. For exanple, patients may not be
receptive to targeted comunication efforts until a
fixed date has been established. It has been
poi nted out, in addition, that significant planning
deci sions and resource conmitrents required to
i ncrease current production capacity need to be
made and, for us, we need about eighteen nonths in
advance of a known effective date.

That being said, Schering is poised to
play a part in a planned orderly transition and we
could be ready for an HFA-only environnent as early
as the end of next year. W believe that for the
FDA to renove the exenption, certain assurances are
required. These are that safe and effective
alternatives are available, that patients and
provi ders are know edgeabl e about and confortabl e
with the use of the inhalers and that industry can
adequat el y neet the denand.

In the next few mnutes, | will point out
that we do have safe and effective alternatives

right now and Schering will have educationa
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prograns ready so that patients and providers will
be know edgeabl e about and confortable with their
HFA alternatives and that we can have an adequate
supply and production capacity of Proventil HFA
avai |l abl e again as early as Decenber 31, 2005 or
wi thin ei ghteen nonths of an established transition
dat e.

Now, regarding the safe and effective
alternatives, followi ng the issuance of the
Montreal Protocol in 1987 and after years of
research and devel opnent, Schering was the first
conpany to market, in collaboration with our
partner 3M a non-CFC inhaler in the United States
in 1997.

I ndustry researchers had created HFAs that
were nore environnentally friendly than CFCs.

These HFAs were then extensively tested to ensure
that they possessed the desired characteristics of
an MDI propellent. A wi de range of toxicol ogy
studi es, conparable in scope to that for a new
nmol ecul ar entity and consisting of acute, chronic

reproductive genetic and carcinogenicity
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eval uati ons, established that certain HFA nol ecul es
were, in fact, suitable candidates to replace CFCs
in inhal ed delivery systens.

The new technol ogy was then applied to
Proventil and, after a conprehensive clinica
program establ i shed that Proventil HFA was both
safe and effective, the FDA approved the product
for marketing clearance in 1996. |In addition to
the clinical studies that were included in the NDA
3M al so conducted a robust observationa
post mar keti ng program whi ch studi ed nore than 6, 000
patients.

In the nearly eight years of postmarketing
patient experience to date, nore than 17 nmillion
prescriptions for Proventil HFA have been witten.
Spont aneously reported adverse events, as you have
heard, have been consistent with the product's
| abeling and simlar in nature to that of its CFC
counterpart.

Taken together, available data clearly
support the established safety profile of Proventi

HFA and so, yes, we do have safe and effective
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non- CFC al ternatives avail able right now and, in
fact, with daxo's HFA product, there are, as said,
two such products avail abl e.

Let's turn now to anot her assurance
required before renoving the exenption, that
relating to education and conmuni cation. Schering
is committed to playing its part in comruni cating
i mportant information around the transition to both
patients and providers. Including in that
inmportant information is reiteration of the message
that HFA inhalers are as safe and effective as the
CFC inhal ers to which nost patients are accustoned.
The HFA inhalers are also simlar in size and shape
and as convenient to use.

Now, we all recognize, especially those
who treat asthnma patients, that there can be a
significant psychol ogi cal and enotional comnmponent
to asthma and its treatnment. Asthna patients cone
to rely on their inhalers and expect a certain type
of experience in using them They tend to
associate activity of the drug and subsequent

relief with the forceful sensation of the spray
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froma CFC inhaler has on the back of the throat.

I would point out that, with an HFA
i nhal er, however, there is a softer spray and | ess
sensation al though, of course, the active drug is
still effectively delivered to the lung. This fact
must this communicated to patients to ensure the
appropriate use of the product. Patients will also
need to be confortable with the fact the drug from
an HFA inhaler may taste and snell slightly
different than that froma CFC inhal er.

Schering has al ways had educati ona
programs in support of our respiratory-care
busi ness and nmessages such as those | have just
noted will be included in our devel opi ng nulti point
conmuni cati on and awar eness prograns i ntended to
facilitate a safe and orderly transition.

Educational information will be accessible
via many channels including informational websites,
witten materials available in physician's offices
and t hrough our professional sales representatives.
Schering has traditionally had strong col | aborative

wor ki ng rel ationships with relevant nationa
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medi cal associ ations including both the Anerican
Acadeny and the American College of Alergy, Asthma
and | munol ogy, the Acadeny of Fam |y of
Physicians. We will continue to work with these
associ ations and others to devel op appropriate
educational materials for patients and providers.

We especially appreciate the efforts of
organi zations such as the allergy and asthma
network Mothers of Asthmatics in their own
conmitnents to educating and supporting the needs
of asthma patients.

Schering is also one of the founding
sponsors of the National Patient Safety Foundation
and has held a seat on its board of directors since
1997. This group is dedicated to inproving patient
safety through educational prograns and initiatives
and Schering will continue to provide input and
| eadership on issues related to safe nedication
use.

As | stated in ny introduction, the inpact
of an expanded successful patient and provider

education canpaign will be highly dependent on
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i npl ementing the various elements at the right tine
inrelation to a proposed effective date. These
progranms, to be maxinally effective, will need to
be tinmed in coordination with the transition date
est abli shed by FDA so that the asthnma community can
be optinmally prepared.

On other point related to the transition,
it is, unfortunately, a fact and well known that
many ast hma patients do not regularly visit their
heal t hcare provider. Schering believes, in
agreement with the U S. Stakehol ders, that the
transition will offer a good opportunity for
physi ci ans and patients to increase their genera
di al ogue about asthma nanagenent.

A visit to the healthcare provider,
pronpted by the switch to an HFA inhaler, wll
all ow for a reassessnment of the patient's condition
and adjustnent of treatnent if deened appropriate.
It will be especially useful for those patients who
may not have seen a physician for sone tine.

A third assurance required before renoving

the exenption is that an adequate supply and
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production capacity of the HFA alternative will
exi st. FDA has stated, and you have heard severa
times today, that over 50 million al butero
cani sters are sold or distributed in the U S each
year. Schering currently supplies approxi mtely
30 million units annually.

Qur manufacturing partner, 3M stands
ready to expand production in its facilities to
manufacture this anmount of Proventil HFA and
Schering and 3M both have confidence that the
necessary capacity can be in place to neet our
share of the expected denmand

Wi |l e much of the preparatory work to
expand capacity is well underway, advanced pl anni ng
activities and significant resource commtnents
necessary to formally initiate this process require
some assurance of the timng of the transition
The overall lead tine to execute these steps,

i ncluding scale-up to current market demand, is
approxi mat el y ei ghteen nmont hs, again, thus, making
a fixed transition date established by FDA critica

for us and our partner.
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In conclusion, the time to set a
transition date is now Schering is confident that
we can neet our share of the demand and ensure that
asthma patients who need Proventil HFA are
adequately served. The focus throughout the
transition from CFC to HFA inhal ers nust be on
education and conmuni cation efforts towards
patients and providers. Schering is comrmitted to
playing its part in effecting a successfu
transition and supports the renmoval of the CFC
exenpti on.

The first step requires that a proposed
final rule be published and a clear date
communi cated so that all asthma stakehol ders can
act together. Finally, Schering believes the U S
can join the group of countries who have al ready
under gone a successful renoval of the exenption
because we do have safe and effective FDA
alternatives now. W will be educating patients
and providers and ensure their confort level with
the transition and industry can adequately neet the

supply and denand.
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Thank you.

DR. CHI NCHI LLI: Thank you, Dr. Garutti
Do the comm ttee nenbers have any questions of our
three open presenters this norning? Dr. Schatz?

DR. SCHATZ: | guess a question for the
st akehol ders. The presentation tal ked, actually,
about two aspects of concern. One was CFC
availability, itself, and then, obviously, the
detrinental aspects. But | was trying to get sone
sense as to what the relative concerns were and if,
in fact, if CFC availability were assured, would
that change the thinking in ternms of a tine |line?

M5. WEXLER: If CFC availability was--

DR. SCHATZ: A fair anpbunt has been
enphasi zed about the concern as to whether CFCs
will continue to be available in terns of the
production as a rationale for the Decenber 2005
date. M question was to what extent that one
factor is inportant and if CFC availability were
assured, if the production were not an issue, would
that affect your thinking in terns of a transition

dat e?
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M5. WEXLER: No. | think that they work
together to signal that these chem cals are being
elimnated. There is a reason that Honeywel|l has
been asked to shut the manufacturing plant in the
Net herl ands and that is because the Dutch
gover nnment does not want CFCs produced on its soil.
It is a political statenent about getting out of
these chemi cal s.

To answer your question specifically, if
Bat on Rouge were able to produce, it is not clear
that the international comunity would continue to
aut hori ze those quantities and that would put the
st akehol ders in the position of suggesting that we
don't care about international commtnents.

The U.S., the governnment, has nade a
commitnent to conply with the Montreal Protocol and
so producing in Baton Rouge is only part of the
equation. It is that gets us the potential to use
them But the right to use themlegally needs to
be granted by the parties to the protocol. So they
have to work together in order for us to be able to

go forward
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I think what, in some ways, you are asking
is would we support renouncing the protocol ?

DR SCHATZ: No. It is a matter of would
the date, would your date, change. | was trying to
get the sensitivity of your position to CFC
availability versus other considerations relative
to the date you suggest.

M5. WEXLER: Again, | think that they work
together. G ven what we know about the tineline,
the U S.--forgive ne; | want to nmake sure it is
clear. W ask to use CFCs, wherever we get them
from Regardl ess of where they are produced, each
country rust ask the international process sort of
at the beginning of the year. W just put in our
request and those requests are two years in
advance.

So the request that the U. S recently
submitted was for 2006 quantities. That request
was not wel coned conpletely. It was suggested that
the U S. mght want to reconsi der that nom nation
in light of this rulemaking or the rule that is go

f orwar d.
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So even if supply weren't necessarily an
issue, | think that it would be foolish for us to
believe that the international community is going
to continue to provide authorization to use those
CFCs indefinitely. So we are tal king about a
2005- 2006 tinefrane for getting out of this and not
worryi ng about either of those conditions, of CFC
supply or the international conmunity not granting
aut hori zati ons.

I think that, as we have heard, the
process of transitioning, making sure that the
HFA-install ed capacity is there, nmaking sure we
don't do anything precipitous and have a probl em
and then have no CFC production capability and the
stockpiles of the CFCs that are avail able sort of
suggest that we want to kind of |ook towards the
sooner rather than |later so that we buy oursel ves
some time.

In other words, | don't think the protoco
parties will ook kindly at a nom nation for 2007
or 2008 regardl ess of whether Baton Rouge actually

ends up coming on line in a legal way.
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DR CHI NCHI LLI: Thank you. Dr.
At ki nson?

DR ATKINSON: | sort of get the
i npression that one of the big concerns anong the
conmittee nenbers and the FDA also is the
possibility that a snmall percentage of asthma
patients mght be unable to purchase the HFA units
that they need. GSK has a program or described a
program that was going to assist with that. |
wanted to ask Dr. Garutti if Schering had any such
program and if they were considering creating one
if they don't have one now.

DR GARUTTI: Let ne say this is a patient
group and a provider group that we care very deeply
about. W are conmitted to the respiratory
busi ness. W have been in it a long tine and we
are going to do whatever is necessary to serve our
patient popul ati on.

First and forenost there is to nmake sure
that there is Proventil HFA avail able when we do
transition to the HFA-only environnent. Currently,

as | have pointed out, that will entail a
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significant ranp-up and a significant expenditure
of cost to get there. And we are confident we wll
get there

In fact, Schering-Pl ough does have a
patient assistance program It is called SP Cares.
We have had it since, | believe, the md-1990s. It
has simlar eligibility requirenents to those of
G axo's program not entirely the sane but simlar.
Last year along we provided free drug of our
primary-care products including Proventil HFA to
some 75,000 | owincome uninsured patients.

Periodically, we review the el enents of
this programand criteria and we are comitted to
continuing this program

DR CHI NCHI LLI: Thank you. Dr. Mbss; you
had a question?

DR. MOSS: | was going to ask somet hing
al ong the sane lines. Maybe the people from GSK
and Schering can tal k about how they are going to
mar ket those progranms for the uninsured, if they
have any plans for how to nake physicians aware of

t hese prograns.
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M5. WVEXLER: | wanted to point out that,
in anticipation of this nove, the stakehol ders, on
our website which is at inhalertransition.org, has
listed all of the patient-assistance prograns and
has link to them so that our menber organizations
can now start to dissem nate that information. So
we also will work with the conpanies to pronote
t hese.

DR JONES: Yes. Bridges to Access,
actually, at the nonent, has 435,000 patients in
its program W have done a lot and will endeavor
to neet and strive towards this end. W have put a
| ot of prograns in place in order to be able to
reach as many people as possible and we will
continue to have these outreach efforts in place to
al | ow physi cians and their associates to actually
be aware of these prograns.

But, as | say, we have 435,000 at the
monent in the Bridges to Access program

DR. CHI NCHI LLI: Thank you. Dr. Garutti?

DR GARUTTI: | amnot sure there is much

nmore we can add. As we have indicated, we are
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devel opi ng many aspects of our comruni cation
program This is one elenent of them the
awar eness of the SP Cares program and we are going
to be working with various organizations that we
mentioned to make sure that it is nore wdely
conmmuni cated now as we transfer to an HFA-only
envi ronment .

DR. CHI NCHI LLI: Any other questions from
conmittee nenbers? |If not, we are going to break
for lunch. I'msorry; Dr. Meyer. | didn't see
you.

DR. MEYER  Sorry; not to delay lunch. |
did want to nake a clarification on an issue that
was | eft open fromMs. Wexler's talk earlier about
how t he CFC sources is handl ed by the FDA because |
think she left that as kind of an open question

Wthout getting into the details of the
Bat on Rouge situation, what | would say is that the
FDA does not approve a CFC source, per se. Wat we
have done is we set standards for the purity that
is acceptable for CFCs when used in netered-dose

inhalers. It is the expectation that the sponsor
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of a product that uses those CFCs will provide us
evi dence, both fromthe manufacturer as well as
their own testing, that the CFCs neet those
specifications and, if they do, then, in fact, they
can be used in that product.

DR CHI NCHI LLI: Thank you for the
clarification. Let me nmake sure nobody el se has
anything. GOkay. W wll break for lunch. W plan
to start pronptly at 12:30 so please return to your
seats a few nminutes before 12:30 so that we can
start at that tinme.

Thank you.

(Whereupon, at 11:22 a.m, the proceedi ngs

were recessed to be resuned at 12:30 p.m)
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AFTERNOON PROCEEDI NGS
(12:30 p.m)

DR CHINCH LLI: W are ready to resune

our afternoon session
Open Public Hearing (Session 2)

We have a nunber of speakers for our open
public hearing this afternoon. But, before we get
started, | want to read the announcement again that
I read this norning for our speakers.

Both the Food and Drug Administration and
the public believe in a transparent process for
i nformati on gathering and deci sion making. To
ensure such transparency at the open public hearing
session of the advisory commttee neeting, the FDA
believes that it is inportant to understand the
context of an individual's presentation

For this reason, the FDA encourages you,
the open public hearing speaker, at the begi nning
of your witten or oral statement, to advise the
committee 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.
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For exanple, the financial information may
include a conpany's or a group's paynent of your
travel, |odging or other expenses in connection
with your attendance at the neeting. Likew se, the
FDA encour ages you, at the begi nning of your
statenent, to advise the committee if you do not
have any such financial relationships.

If you choose not to address this issue of
financial relationships at the begi nning of your
statement, it will not preclude you from speaking

Now, in addition to that, unlike this
nmorning, we are going to tinme the presentations
because we have a nunber of presentations and a
short amount of time. Ms. Jain is going to be
running a tinmer and, when the green |ight cones on,
that nmeans you can start with your presentation
The yellow |l ight neans that you have one ninute
remai ning and the red |light neans you are finished.

Now, we don't have a hookup here to pul
you, so we would appreciate if you conply with
this. Please try to finish when you see the red

light.
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So we are ready for Speaker No. 4 for this
af t er noon.

MR JAM ESON: Good afternoon. M nane is
JimJani eson and | am here today on behal f of | PAC,
the International Pharmaceutical Aerosol
Consortium |PAC is an association of |eading
manuf acturers of MDl's for the treatnment of asthnma
and COPD. M remarks today are nmade on behal f of
AstraZeneca, Aventis, Boehringer-Ingel heim Chiesi
Farmaceutici, G axoSm thKline and | VAX

| PAC was created in response to the
mandates of the Montreal Protocol. Since its
i nception over fifteen years ago, |PAC has sought a
snooth and efficient transition from CFC MDI s that
bal ances public health and environnental
protection. |IPACis firmly comritted to the
transition from CFC MDIs as evi denced by the
extraordinary investnments and efforts that its
nmenbers have undertaken over nore than a decade.

I have been personally involved in this
process for twelve years and have served as | PAC s

princi pal point of contact with the FDA, EPA, the
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State Departnent and other U. S. Governnent agencies
on issues related to the MDI transition. |
appeared before this conmmttee five years ago
during consideration of the FDA's rul e establishing
the criteria for determning an MJI to be
nonessenti al .

| PAC s position on the FDA's al butero
rul emaki ng may be sunmarized as follows. First,
I PAC fully supports FDA's Final Rule on the MDI
transition issued on July 24, 2002. This rule
adopts a noiety by noiety approach to the
transition and establishes the four criteria for
determning the nonessentiality of CFC MDls. Once
these criteria are net, FDA nust undertake the
requi site rul emaki ng process to pronptly renove
nonessential MDs fromthe marketpl ace.

Second, | PAC fully supports the
St akehol ders' petition and has urged FDA to issue a
final rule declaring these products nonessential by
March, 2005 with an effective date no later than
Decenber, 2005.

Let ne explain why | PAC enbraces these
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positions. First, and nost inportant and as you
have now heard, there are two safe and effective
CFC-free al buterol products on the U S. market and
the criteria set forth in the July, 2002 Final Rule
ei ther have been or can be net by Decenber 2005
This position has al so been advanced, as you have
heard, by the Stakehol ders G oup.

Second, nunerous other devel oped
countries--Canada, Japan, Australia and at |east
twel ve European nations--have al ready successfully
transitioned patients to CFC-free albutero
products. There is no reason to believe that the
United States cannot do the sane. Wiile we are
focused today on a donestic rul emaki ng process, it
is critical to understand the overarching
international context. The United States' ability
to secure CFC supply for MDIs is based upon
essential -use authorizations allocated by the
parties to the Montreal Protocol

The international comrunity has recogni zed
that the conpletion of the albuterol MDJ transition

is crucial since these products represent at |east
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half of the CFC MDI nmarket in the United States and
around the world. In light of the progress by many
ot her devel oped countries and the wide availability
of CFC-free al buterol products around the world, it
i s unclear how nuch | onger the internationa
community will be willing to approve CFC vol unes
for use in single noiety al buterol products. This
uncertainty has significant inplications for
patient care.

In response to the clear directive from
the United States and international community to
reformulate MDIs and to do it as soon as possibl e,
as soon as feasible, |PAC nenber conpani es and
ot her MDI conpani es began the difficult work of
devel oping CFC-free alternati ves.

This effort was not sinply a matter of
swi tching fromone avail able aerosol propellent to
another. It was a |engthy, challenging process
requiring full R&D prograns including extensive
clinical trials. This effort required substantia
investrment fromreformulating MDI conpanies well in

excess of $1 billion and the work conti nues.
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Al nost fifteen years ago, MDl conpanies
and the United States government enbarked on an
extraordi nary and unprecedented partnership. The
goal of this partnership was and is to bal ance the
critical environmental interest of ozone protection
with the equally vital objective of ensuring
patient care, sonething that could not be achieved
absent a strong and durabl e col | aborati on.

Industry's core responsibility in this
partnership is to diligently research and devel op
safe, effective CFC-free alternatives. For its
part, the United States undertook a parall el
responsibility to secure essential -use CFCs during
the devel opnent process and to ensure pronpt
removal of nonessential CFC MDIs as soon as new and
ref ormul at ed products becane avail abl e.

The pharmaceutical industry has acted in
good faith and nmade extraordinary investnents to
devel op ozone-friendly MDIs. It is now appropriate
for the United State to honor its comm tnents
toward the phase-out of ozone-depleting substances

by decl aring CFC single-noiety al buterol MIs
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nonessenti al .

Finally, |1PAC concurs with the
St akehol ders that, rather than presenting a
possible risk to patients, the phase-out of CFC
al buterol MDIs will actually bring benefits to
patients in terns of inproved treatnment regi nens
| PAC further believes that avail able
patient-assi stance prograns will pronote access to
adequate treatnent for potential vul nerable patient
subpopul ati ons.

I PAC i s pleased that the FDA has issued
the Notice of Proposed Rul enaki ng. Based on the
consi derations that | have mentioned above, |PAC
urges FDA to grant the Stakehol ders' request and
issue a final rule renpoving nonessenti al
singl e-moi ety al buterol CFC MDIs effective Decenber
31, 2005.

In closing, IPACis grateful for the
opportunity to present its views today. W stand
ready to serve as a resource throughout this
rul emaki ng process and future ones to progress the

transition to a tinely and snooth concl usi on
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consistent with patient health.

Thank you.

DR CHI NCHI LLI: Thank you, Dr. Jani eson

Speaker No. 57?

MR. FLANZRAI CH: Good afternoon. M nane
is Neil Flanzraich and | am here today on behal f of
| VAX Corporation. | would like to thank the FDA
and the Pul nonary-Allergy Drugs Advisory Conmittee
for giving us the opportunity to comrent on the
regul atory issues before the conmittee and to
regi ster our support for the timely renoval of
single-noiety albuterol MD's fromthe |ist of
essential uses of ozone-depl eting substances.

IVAX is a nmultinational conpany engaged in
the research, devel opnent, manufacture and
mar keti ng of generic and branded pharnaceutical s
and veterinary products in the U S. and
internationally. W are perhaps best known as one
of the world's |eading generic conpanies. W were
the conpany that brought the first generic and
first inhaled generic, albuterol aerosol, and the

first extended-rel ease generic, verapam| HCL ER
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tablet, products to the U S. narket as well as many
ot her inportant generic products; for exanple,
paclitaxel injection.

| VAX al so has a formidable commitment to
proprietary nedicine with an extensive proprietary
pi peline that addresses inportant therapeutic
categori es including oncol ogy, central nervous
system urol ogi cal and endocri nol ogi ¢ di sorders.

We al so have a strong focus on devel opi ng
proprietary products for respiratory conditions.

Qur position, as both a generic and
propriety conpany, gives us a clear and synpathetic
under standi ng of both sides of this issue. |ndeed,
our experience with the issues facing this
conmittee goes much deeper. |VAX received a fina
approval fromthe FDA for a CFC al buterol and
met er ed-dose i nhal er, the generic equival ent of
d axo-Wel I come's CFC Ventolin, and was the first
conpany in the U S. to market a generic al butero
aer osol product.

Prior to the approval of this generic,

I VAX worked with the FDA for five years to
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establish a sensitive pharnmacodynanic
bi oequi val ence study which paved the way for the
approval of other generic al buterol inhalation
aerosol products in the U S. market. This resulted
in significant extended use of al buterol inhalers.
IVAX entry into the narket, as well as
the other conpanies that followed, significantly
decreased the cost of albuterol to U S. consuners.
Inmportantly, this significant reduction in
al buterol's price was a result of conmpetition in a
free-market economy. W sell, we continue to sell
this generic CFC al buterol product in both the US
and abroad and it has been and continues to be a
contributor to our conpanies revenues and profits.
Fromthe time seventeen years ago that the
FDA and the EPA first encouraged U. S. conpanies to
devel op CFC-free aerosol products, |IVAX has been a
| eader in devel opi ng and introducing
environmental ly friendly CFC-free respiratory
products. |In 1997, in France and lrel and, we
becane the first conpany in the world to win

approval for, and to market, CFC-free
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becl omet hasone in a netered-dose inhaler

Qur CFC-free becl onet hasone, QVAR was the
first HFA corticosteroid for asthma on the U S
mar ket. W have al so devel oped anot her CFC-free
product, our patented dry-powder inhaler, Airmax,
whi ch has recently been approved in severa
countries in Europe and which is presently being
studied in a clinical trial in the US wth one of
our innovative proprietary conpounds for the
treat ment of asthma.

I VAX as al so beconme a major supplier in
the U.S. and around the world of inhalation
solution products for nebulization which are al so
CFC-free products. Mst pertinent to the matters
concerning this commttee, in January of 2003, we
submitted a new drug application for an HFA
formul ati on of al buterol in a netered-dose inhaler
and it received an approvable letter fromthe FDA
on this application on Novenmber 28, 2003.

I n August, 2003, we submtted another new
drug application for an HFA fornul ati on of

al buterol in our patented breath-activated
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Easi - Breat he i nhal er.

I VAX has, therefore, not only been a
partici pant but a pioneer and | eader in both the
generic CFC al buterol and CFC-free branded
al buterol markets. Qur conpany is comitted to
supplying safe, affordable and environnentally
responsi bl e products and we don't believe that
these goals are in conflict with each other.

As has been stated by the U S
St akehol ders Group on MDl transition inits
citizens petition, the inpact of CFC enmissions in
accel erating depletion of ozone in the earth's
strat osphere and, thus, increasing our exposure to
ultraviolet radiation is scientifically well
est abl i shed.

Presently, CFC enissions from netered-dose
i nhal ers are the dom nant dose of CFC em ssions
produced by the United States. While the
significant inmpact of these emi ssions are better
addressed by the scientists and environnmentalists
appearing before this commttee, given the current

status of the weakened stratospheric ozone |ayer,
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these CFC enissions remain a public-health concern
We believe their continued use remains a breach of
faith with the international accords to which the
US is aparty and to the international comunity
that views these em ssions as serious hazards.

Additionally, renoving the al buterol CFC
products fromthe U S. nmarket will also strengthen
the hand of the governments and agencies seeking to
encourage other countries to discontinue activities
that rel ease even greater volunmes of CFCs into the
at mosphere.

In response to the U. S. |aws and
i nternational agreenents calling for the phase-out
of ozone-depl eting substances, the | eadership of
other nations on this issue and the FDA' s
instructing the pharnaceutical industry that the
Montreal Protocol and the Clean Air Act mandate an
eventual conplete ban on the production of
ozone-depl eti ng subst ances.

I VAX has invested many mllions of dollars
over the past seventeen years to bring CFC-free

products to the U. S. and European markets. W
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fully concur with G axoSnmithKline' s argunent that,
havi ng urged the MDI industry for over a decade to
reformul ate their products to CFC-free
formul ations, it would be nmanifestly inconsistent
for the U . S. governnent to punish the comnpanies
that have invested so much and to reward other
conpani es whi ch have nmade no effort to phaseout CFC
use by proposing an inappropriate delay in
al but erol nonessentiality.

As previously nmentioned, we currently sel
QVAR, the only CFC-free aerosol corticosteroid for
asthma on U. S. market and have filed new drug
applications for an HFA fornul ation of albuterol in
a metered-dose inhaler in our patented
breat h-activated Easi-Breathe inhaler

The FDA is well aware of the status of
these NDAs and, hopefully, the products covered by
themwill join daxoSmthKline's Ventolin HFA and
Scheri ng- Pl ough's Proventil HFA on the market in
the near future. Both of our HFA al buterol
products will nmeet the FDA's final rule in regard

to sane active noiety, sanme route of
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adm ni stration, sane indications, approximately the
sane | evel of conveni ence of use as the CFC
al but erol products presently on the narket.

I VAX woul d be willing to supply to FDA
with at | east one-year postmarketing surveillance
data for our HFA fornulation of albuterol that we
sell in Europe which is the equivalent to the HFA
formul ati on of al buterol that we have filed NDAs on
in the US

Qur HFA fornulation in an MD and in our
Easi - Breat he inhaler will be manufactured in our
FDA- approved plant in Waterford, Ireland. W
expect our capacity for HFA products to be 50 to 60
mllion units a year in the near term G ven what
we have heard this norning about G axoSmithKline's
and Schering-Pl ough's capacities for manufacturing
CFC-free al buterol units, the conbi ned
manuf acturing capability of these three conpanies
will be nore than enough to satisfy the needs of
the U S narket.

For 1 VAX, there is also an issue of

availability of CFC propellants. Watever the
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availability will be for U S nanufacturers, it may
be even nore problematic for 1 VAX. Since we
manuf acture our products in Ireland, European
Conmuni ty approval is needed to obtain supplies.
Since CFC availability is decreasing rapidly in
Eur ope, such approval may not be forthcon ng.

The effect of an interruption of IVAX s
supply woul d be to decrease conpetition in the US
and increase prices of the CFC products still on
the market. This is particularly likely since |VAX
is the major supplier of true generic CFC al butero
MDls in the U S

W believe that IVAX is well credential ed
to discuss the issue of pricing. W are one of the
worl d's | eadi ng generic conpani es and have
denonstrated during our entire seventeen-year
exi stence a conmtnent to provide affordable
medi ci ne to the public.

W have al so denpnstrated this conmmitnent
with our two main branded respiratory products in
the United States, both QVAR our CFC-free

corticosteroid for asthma, and Nasarel, our
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i ntranasal steroid for rhinitis, are the
| owest-cost nedicines in their categories. QAR
our branded ast hma nedici ne costs approxi mately 50
percent | ess and Nasarel approximtely 20 percent
| ess than the average price of the other products
inits category.

We appreciate that there is a concern that
the prices of these new branded CFC-free al butero
products will exceed those of the four CFC generic
al buterol products currently on the market one of
which is an | VAX product. We believe that the best
way to control the costs of these new branded
CFC-free al buterol products is the traditiona
Ameri can way, through the dynami cs of conpetition
in a free-market econony.

Presently, there are two conpetitors on
the market, Schering-Plough's Proventil HFA and
d axoSmithKline's Ventolin HFA. W expect that
IVAX will be joining themin the near future with
our two HFA al buterol products. These products are
not presently approved and we have not yet set our

pricing, but we reiterate that |VAX has an

file:////[Tiffanie/C/Dummy/06 10PULM.TXT (158 of 282) [6/24/2004 11:07:45 AM]



file:/l1ITiffanie/C/Dummy/0610PULM.TXT

hi storical conmitnent to providing the public with
af f or dabl e nedi ci ne.

We are also committed to pursuing a
substantial free sanpling programas well as a
patient-assi stance program |n due course, we wll
provide the agency with additional information
concerni ng these proposed prograns. The agency's
proposed rul emaki ng, which we have just received,
sees the future entry of generics as the way to
| ower the current pricing of HFA albuterol. W
respectively suggest that the entry of generics is
still a long way off and that the agency has not
properly taken into account in this regard the
entry of IVAX' s new HFA al buterol products that are
currently pending at the agency.

It was |VAX's entry as the third
competitor into the CFC al buterol market years ago
that dramatically inpacted these prices. It is our
under st andi ng that Sepracor nmay al so have a
CFC-free short-acting beta-agonist nol ecul e cl osely
related to al buterol on the market a well. The

conpetition fromthese products will create
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downward pricing pressure and there could certainly
be additional CFC-free al buterol products, brand
and generic, entering the market in the future.

It has been alleged by an opponent of the
removal of CFC al buterol fromthe essential -use
list that the FDA's renoval of CFC al butero
products fromthe Iist would be inconsistent with
the stated priority of carrying out its mandate
under the Hatch-Waxman Anendnents to pronote
affordability of prescription drugs by increasing
the availability of generic drugs.

As a conpany deeply involved with the
Hat ch- Waxman Act selling over 8 billion generic
tablets and capsules in the U S. a year with a
cl ear understanding of both the letter and the
spirit of those amendments, we see no nandate to
sel|l affordable drugs that put the environment and
the public's health at risk

There is no inconsistency in recognizing
and abi di ng by what has al ways been true, that in
the pyram d of healthcare values, "Do no harm" has

al ways cone first. The prinmacy of this principle
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is universally accepted and, at present, twelve
Eur opean countries, as well as Canada, Australia
and Japan, have elimnated the use of CFCs in

al buterol M s.

Because we believe that the renoval of CFC
al buterol products is inportant, because we believe
that the FDA's conditions and criteria for renoving
CFC al buterol products fromthe essential-use |ist
have been net, because we believe that the enornous
i nvestmrent we and ot her pharnaceuti cal conpanies
have nade to refornul ate our MD products in
reliance on the urgings of the FDA was correct and
responsi bl e corporate behavior that should not be
i gnored nor published, because we believe that the
United States has pledged its support for renoval
of these products to the citizens of the United
States and the international community through the
Clean Air Act and Montreal Protocol, and because we
believe that | eading the CFC al buterol products on
the U S. market for an extended period will have a
considerable, if difficult to calculate, cost on

the environnent, on public health, on the U S
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governnent's relationship with the internationa
community and on its future success with vol unteer
col | aborative pharnaceutical -i ndustry acti on and
because we believe that the cost of HFA al butero
products can be effectively dealt with by various
mechani sns i ncl udi ng, anong others, free sanpling
and patient assistance prograns and, of course,
IVAX's entry into this market, we respectfully
request that the FDA pronptly issue a final rule
renovi ng the al buterol MDD products fromits |ist
of essential uses no later than Decenber 31, 2005

Thank you.

DR. CHI NCHI LLI: Thank you, M.
Franzr ai ch.

Speaker No. 6.

DR. ROZEK: Good afternoon. | appreciate
the opportunity to appear before this conmittee
today. M nane is Richard Rozek. | am an
economi st and a Senior Vice President of Nationa
Econom ¢ Research Associates, a firmthat has been
provi di ng research on business and public policy

i ssues for a variety of industries since 1961
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Personally, | have been involved in the
pharmaceutical industry for over twenty-five years
in various academni c, government--federa
governnent, | should say--and private-sector
posi ti ons.

In 2003, d axoSmithKline, or GSK, asked
NERA to assess whether patients will be adequately
served if the FDA designates al buterol CFC MDI s
nonessential products. To address this issue, ny
col l eague, Enmily Bishko, and | perforned an
econom ¢ analysis of the cost inpact on patients
and third-party payers in the first year after the
FDA woul d i npl enent this policy change.

Qur initial results, which were submtted
to the docket in response to the Citizens Petition,
as well as ny coments today, represent the results
of our own independent research on these issues
related to the current and projected narket
environments for selling al buterol

Now, as we have heard this norning, the
FDA established criteria that it was considering

designation al buterol a nonessential. G ven these
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criteria, which | have summarized on this slide,
they really fall into two categories; the product

i ssues and then the patient issues, | think. W
focused on the economic factors surroundi ng whet her
patients woul d be adequately served. Specifically,
our concern was whether patients will have access
to al buterol MDs after the FDA policy change.

To begin our analysis, we exam ned public
data on the pharmaceutical industry generally and
al buterol specifically. M experience in the
pharmaceuti cal industry suggests that |ooking at
general industry trends does not constitute a
sufficient basis to analyze the effects of an FDA
policy change as that proposed here.

Detailed information on the specific uses
of albuterol inthe US. is required. But two
i mportant characteristics emerged from our review
of the data on the pharmaceutical industry in
general and on al buterol

First, there is a conplex vertica
structure in the pharmaceutical industry by which

products flow, generally, from nmanufacturers, both
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brand and generic, to patients. This is a
schematic to | ook at that structure and we have
noted the data in percentages is al buterol-specific
data. As we saw this norning, approxinmately 84
percent of the albuterol M s--these are units as
opposed to dollars--flows through the retail sector
to patients. The renmining 16 percent flows
through either clinics, universities or HM>»s as a
group, non-federal hospitals or federal facilities.
The retail sector, obviously, is very inmportant in
this regard.

Qur second result has to do with the usage
of albuterol over time. W examined data fromI| M
covering the period 1992 to 2002, which was the
| ast year for which we had data, although,
subsequent to our submitting our report, 2003 data
are avail abl e.

We noticed stability of the denmand for
al buterol over tine. Albuterol demand stayed
constant at approximately 50 million MD's per year
and that was even in the face of increasing

popul ation which is the red line at the top of the
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chart, and also in the face of generic entry which
occurred in approximtely 1996. The first generic
sal es for al buterol appeared in the data that we
| ooked at in January, 1996. So stable demand was
an inportant factor in our subsequent analysis of
t hese i ssues.

To facilitate our analysis, we nade
several sinplifying assunptions, as econom sts |ike
to do, in order to nmake the analysis tractable. W
assunmed that there is a nminimal, if any, market
response to the FDA policy change. What this neant
for our analysis is that we assuned no additiona
sanpl es, no nmanufacturer rebates to governnent
progranms above those | egally mandated, no market
entry beyond the two existing HFA MDI products and
no di scounts to other payers above current |evels
for the HFA MDI products. That is really a
mani festation of the last point which is that there
was no additional price conpetition for the HFD MDI
products than what had exi sted before or what
exists currently.

Under these assunptions, we | ooked at
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several different perspectives. But | think, since
our concern was the patient, we will focus on that
first. Under these assunptions, we calculate the
increase in cost to patient per MD for each of the
si x channels of distribution that we noted on the
vertical flow chart earlier.

Specifically, patients obtaining albutero
through the retail cash and the retai
private-insurance channels woul d experience an
increase, in our analysis, of $8.61 per MDl in the
first year after the policy change and those people
goi ng through the retail private-insurance channe
woul d pay an increase of $10.57 per M,
respectively.

In the private-insurance channel, the
effect was due to the increase in copaynent that a
patient would have to incur for a branded product
versus a generic products. W had data on average
copaynents. Generic product through the
private-insurance channel has a copaynent of $10.00
and a branded product has an average copaynment of

$22.00. Shifting to only branded HFA products
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avai l abl e, we assune the patient would shift to the
hi gher copayment anount, hence the increase in that
channel

Now, going a step above to a broader
perspective, |ooking at patients and third-party
payers, assum ng, again, that the volune stays
constant at 50 million units, we estimate that the
first-year increase in the price of albuterol MIs
for all payers, whether it be the patient or a
third-party payer, and in all forns of the product
prior to the policy change, there is HFA, CFC
brand and generic, so that is included in our
pre-policy-change anal ysis.

The price would increase, in our
calculation, from $18.38 prior to the policy change
per MDI to $28.25 after the policy change. That is
the top line in this chart. That is a cost
increase, overall, of $9.87 per MDI. The patient
incurs $7.33 of that increase of $9.87 and the
third-party payer incurs an increase of $2.54.

That is not uniformacross all third-party

payers but that is the average for all third-party
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payers here. |f you renmenber the first charge,

that includes federal facilities, hospital s--excuse
me; it includes the federal government as well as
private insurance and ot her prograns.

Looking at these data as a daily increase
in cost, we see that it was a half a cent per
capita or 4.4 cents per asthma and COPD pati ent,
per di agnosed asthma and COPD patient. Looking at
it inthe first-year inpact collectively, this
translates to $1.69 per capita or $16.02 per
di agnosed ast hna and COPD pati ent.

Based on the historical stable market
demand for this product, the use of albuterol as a
rescue nedication and the relatively | ow market
price for a prescription of albuterol relative to
the average prescription product, in ny view, the
cost increases to patients and payers that we
calculated are unlikely to have a material effect
on the future use of albuterol MIs

By conparison, even with branded product
only, we are tal king about a prescription price of

about $30.00. The average prescription price for a
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branded price in 2003 was over $80.00, to put this
in perspective.

Now, that was our quantitative analysis.
We subsequently | ooked at ot her narket factors.
These ot her market factors, both current and
expected, further ensure that no patient will have
to forego al buterol MDIs. These other market
factors we have heard about already,
pati ent-assi stance prograns, those are both public
and private. D.C. Healthcare Alliance is a public
patient-assi stance program Bridges to Access is a
private patient-assistance program

There are patient discount prograns such
as GSK Orange Card and Together Rx. There is
better information about these prograns. W heard
about the Stakehol ders website, the PhRMA, the
trade association for the research-based
pharmaceutical industry has a website. GSK has
promised 2 nmillion additional sanples in the first
year al one.

We have heard about additional conpetition

from|VAX, from Sepracor, fromother 3MIicensees
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3Mis willing to Iicense the HFA technol ogy and
al buterol, itself, is not patent-protected. W now
have al so heard today about Medicare drug coverage
beginning in 2006 to further benefit the elderly
patient.

Anot her factor that is very inportant in
the pharnmaceutical industry is buyer power; that is
the ability of certain buyers to nove market share
and to create conpetition anong sellers. |[|f you
recall the period between the mid-'80s and the
m d-' 90s, d axo and Schering conmpeted with only
branded al buterol in CFC form These conpani es
conmpet ed vi gorously agai nst each other. Now, it is
up to the buyers to create that competition again
if it is only Schering and d axo conpeti ng.

So, for a variety of reasons, these
factors, together with our quantitative analysis,
|l ead me to conclude that patients will continue to
have access to al buterol after the FDA desi gnates
al buterol CFC MDI's nonessenti al

Thank you very nuch.

DR CHI NCHI LLI: Thank you, M. Rozek
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It is tine for Speaker No. 7.

MR. DONl GER:  Thank you very much for the

opportunity to talk to this panel. | am David
Doniger. | represent the Natural Resources Defense
Council. W have nore than a half a mllion

menbers across the country dedicated to protecting
public health and the earth's critical natura
syst ens.

I, personally, worked on protecting the
ozone | ayer, phasing out the ozone-depleting
chem cal s and constructing and i npl ementing the
Montreal Protocol and the Cean Air Act Provisions
for nore than twenty years.

The Montreal Protocol is the nost
successful international environnental agreenent
ever. Developed countries are way along the way to
compl eting the phase-out of CFCs. Basically the
use in inhalers is the last significant use of CFCs
in this country. Developing countries are
begi nning on their schedul ed phase-out of
ozone-depl eting chem cals, too. Many of them

actual |y have conpl eted the phase-out as well.
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W are here because some uses have been
deened tenporarily essential by the protoco
parties and have not yet been elimnated. But the
ozone |ayer continues to suffer fromthe remaini ng
em ssions of these substances. In 2003, the hole
in the Antarctic ozone layer grew to near record
size so this programis not finished yet.

For close to a decade, the protoco
parties have been working to elimnate the
remai ni ng uses as they becone nonessentia
including CFCs in albuterol MDs. As you have
heard, other devel oped countries with econom es and
patients simlar to our own, including Australia,
Canada, Japan and many nenbers of the European
Uni on have al ready conpl eted t he phase-out of these
products.

The United States has the single greatest
use of ozone-destroying CFCs still allowed. It is
our view that they are no longer truly essential,
unnecessarily harnful to the ozone layer and it is
now of the utnpbst inportance to conplete the M

CFC al but erol phaseout as qui ckly as possible.
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Now, vi ewed individually, the anpbunt of
CFCs in these products may not appear to be
significant conpared to the general phase-out of
CFCs, but the em ssions of ozone-depleting
substances fromall sources, no matter how small,
nmust be viewed in a cunul ative nanner. The
em ssions are curul ative and long lasting. The CFC
11 and 12 used in these products have atnospheric
lifetimes of 50 and 100 years respectively.

Eni ssi ons of ozone-depleting chemicals
anywhere in the world contribute to depletion of
the ozone | ayer above the United States. Thus, the
i mpact of FDA's decisions regarding the phase-out
of CFC al buterol MDIs will go far beyond just the
products used in the US. It will have a
significant inpact both here and abroad in
protecting the ozone | ayer.

There is a ripple effect here. By
adhering to the letter and spirit of its
comm tnments under the protocol and elimnating
these CFC uses as soon as they beconme nonessenti al,

the United States sets an exanple for other
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nations--actually, | was going to say to foll ow,
but other nations are ahead of us in follow ng.

But the opposite is also true. Were the
U S drags its feet on the removal of nonessenti al
CFC uses, it makes it easier for other countries to
del ay their phase-outs of other chenicals, of other
uses, and we really do risk the possibility that
the repair of the ozone layer will not occur on
schedul e if others, including our country, drag
their feet.

The health effects of ozone depletion are
serious. There are serious increases in
ski n-cancer rates, cataracts, suppression of immne
systens and premature skin aging. The 2002
scientific association for ozone depletion
estimated that, absent the controls inplenmented
under the protocol, there would be nearly a half
billion excess cases of skin cancer by 2040,
wor | dwi de. But we have to keep at this and
compl ete the phase-out if we are going to elimnate
the excess risk fromdepletion.

Sonewhat ironically, ozone depletion, by

file:////ITiffanie/C/Dummy/06 10PULM.TXT (175 of 282) [6/24/2004 11:07:45 AM]



file:/l1ITiffanie/C/Dummy/0610PULM.TXT

CFC em ssions fromthe MDIs nay even contribute to
the very problemthe MDs are intended to treat.

Hi gher levels of U V. radiation result from

depl etion and those exacerbate there cheni cal
reactions that produce ground-|evel ozone snog.
Smog i s one of the things which conpounds the
probl em of asthna and COPD i npacting the very
patients who rely on the M s.

There is also a potential indirect effect
of an FDA delay to consider and that is that there
may not be new CFC production avail able after 2005
for this product. W know that the U S.'s prinmary
source of drug quality CFCs in the Netherlands wll
be cl osed down under that government's regul ations
at the end of 2005.

In response to this shutdown, Honeywell,
the producer in the Netherlands, has proposed
shifting CFC production to its plant in Baton
Rouge, Louisiana. However, producing CFCs that are
not currently produced at the Baton Rouge pl ant,
including CFC 11 required for CFC al buterol M s,

would violate U S. |aw and the Montreal Protocol.
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It should al so be expected that the
protocol parties will not continue to grant the
U S. essential use authorizations for CFC al butero
MDIs, certainly not in the kinds of volume which
have been granted in the past. For the first time
since the inception of the essential -use exenption
nmore than a decade ago, the protocol's expert pane
that reviews essential -use nom nati ons has
recomrended only a conditional approval of the U S
nonmi nation for 2006, in large part due to the fact
that 70 percent of the U. S. nom nation was for CFC
al buterol MDl's that other countries have been able
to phase-out.

The way the Clean Air Act works, if the
parties to the protocol do not authorize the
production and consunption of CFCs for an essentia
use, then EPA may not authorize such production or
consunption, and that includes inport, for this use
donestically.

Honeywel | has stated that it believes
that, by the end of 2005, the volune of

phar maceuti cal -grade CFCs avail able fromthe
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Net herl ands plan coupled with existing CFC
inventories may be enough to satisfy the U'S

mar ket until 2008, raising the question of why
anyt hi ng woul d need to be produced after 2005 with
the closing of that plant anyway. W are pursuing
that point with EPA

But it is true that this stock is a
limted, finite anount and, in our view, it is
better directed, if used at all, at other kinds of
MDI's, not al buterol MDl's, where the refornul ation
may be proceeding nmore slowmy. |In other words,
every kilogramthat is used in a nonessenti al
al buterol MDD is one less kilogramthat could be
used in higher-value products for which the
substitutes are coming nore slowy.

So, due to the inpending closure of the
plant in the Netherlands and the |ikelihood that
the protocol parties will not continue to grant
these exenptions, there is a very real possibility
that CFCs will not be available for al butero
inhalers as | ong as FDA appears to be assuning.

think this is a key point. A policy based on a
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fal se assunption of continued CFC supply is
actually the one nobst dangerous for patients
because the fal se assunption is slow ng the
transition to CFC-free products and, if CFCs becone
unavai |l abl e sooner than FDA is supposing, patients
may be caught short.

The solution is to proceed swiftly with
the transition to CFC products declaring CFC MDI s
nonessential now, CFC al buterol M) s nonessentia
now, and relying on the safe and effective CFCfree
products to cover the needs of patients. This can
be done as early as 2006

So, to conclude, conpleting the phase-out
of the CFC albuterol MDIs will have a significant
positive inpact on the environnent, on public
heal th generally, on the well-being of asthna and
COPD patients specifically and delay will have the
opposite effect.

For these reasons, the conmittee should
support a finding that the CFC al buterol MDs are
no |l onger essential and should be renoved fromthe

market, we think, as soon as January 1 of next
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year.

Now, one final note. |In nearly a quarter
century that | have been engaged on working on this
i ssue, protecting the ozone layer, | have heard
over and over again fromindustries and certain
governnent agencies that it is infeasible to
phase-out various uses of ozone-depleting
substances and that taking tinmely action to protect
the ozone | ayer woul d destroy busi nesses, cause
economies to col |l apse and even cause el derly people
to die due to the lack of air conditioners.

I nvariably, these dire predictions have
proved unfounded and dozens of uses of
ozone-depl eti ng substances have been phased out
successfully. Based on this historic perspective,
and not intending to mininmze at all the very rea
heal th considerations for the patients at issue
here ,1 amconfident that the phase-out of CFC
al buterol MDIs can be conpleted this year or next
wi t hout adverse consequences.

Thank you for the opportunity to present

to you.
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DR CHI NCHI LLI: Thank you, M. Doniger.

Speaker No. 8.

DR RAU. Thank you for the opportunity to
provi de comments to the conmittee. M nane is
Joseph Rau. | am Chair of Cardiopul nonary Care
Sciences at Georgia State University in Atlanta and
| am speaking on behalf of the Anerican Association
for Respiratory Care, the AARC. | want to say at
the outside | have no financial interest or
conflicts of interest with any of the products that
are being deliberated upon today.

The AARC is the national professiona
associ ation representing over 34,000 respiratory
t herapi sts who provide care to patients with
asthma, enphysema and ot her chronic obstructive
pul nronary di seases. | have submitted a witten
statenment which offers nore detail on the brief
comments that | would like to offer today.

The AARC support phasing out of the use of
chl or of | uor ocarbon or CFC propellants for
aerosol i zed inhal ed nmedications and, in particular,

the removal of the essential -use designation for
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CFC al buterol netered-dose inhalers.

In addition, the AARC, however, wants to
recomrend nonitoring the consequences of such a
change on cost and patient conpliance. There is no
generic HFA al buterol and we have seen, with data
presented today, that there is sone price
di fference between the HFA fornul ati ons conpared to
the currently avail abl e generic CFC fornul ati ons.

The AARC, in general, recomends an
approval process for new HFA fornul ati on new drug
applications that is as efficient and expeditious
as possible to pronote availability and conpetitive
pricing of replacement drugs for bronchodil ators as
well as other drug classes. There is uncertainty
over pharnaceutical manufacturers production of
non- CFC MDI bronchodi |l ators and other cl asses of
i nhal ed drugs.

The AARC believes that this uncertainty
can be reduced or, perhaps, even elinmnated, if the
phase-out and replacement of CFC MDIs is driven by
a planned transparent tinmefranme agreed to by the

FDA and pharnmaceutical manufacturers rather than
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dictated by the unavailability of CFCs. In
particul ar, the AARC does support the proposed
Decenber, 2005 tinmefrane for the phase-out of CFC
al buterol Mls.

Thank you.

DR CHI NCHI LLI: Thank you, Dr. Rau.

Speaker No. 9.

M5. FINDER® Hello. MW nane is Jod
Finder. | am here as special counsel to the Asthma
Therapy Coalition. First, | would like to thank
the agency and this committee for the opportunity
to present ATC s views this afternoon

What we are not debating here is that FDA
is an agency that is charged with protecting
America's health. FDA is, therefore, unequivocally
obligated to nmake decisions about a drug's
mar keting status that are based on facts and
economic realities

If this transition is inevitable and CFC
al buterol MDI's nust |ose their essential -use
designation, then this transition away from access

to affordabl e al buterol rescue inhal ers cannot
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i gnore the dire nedical needs of the popul ation
that relies on themthe nost.

Asthma is on the rise in this country, one
of the most chronic and fastest-growi ng diseases in
America. There were 20 nillion asthmatics in 2002
In that sane year, there were nore than 1.9 nillion
ER visits that were attributable to this chronic
condition. What is also not at issue here, in
addition to FDA's role, is that bronchodilators are
an integral part of asthma nanagenent.

There has been a di sproportionate increase
of asthma preval ence in the poorest and nost
cost-sensitive segnents of society. | think we
know who we are tal king about here; the uninsured,
the underinsured, the Medicaid recipients, the
urban popul ati on--for exanple, inner-city
children--the elderly patients who are on fixed
i ncomes, and minorities.

Anot her popul ation that we don't talk
about very often that hasn't really been di scussed
in this debate thus far is the rural popul ation

The West Virginia Education and Prevention Program
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has done a study on this popul ation that has shown
that the prevalence rate in rural West Virginiais
greater than the national rate and this nunber is
gr ow ng.

For your reference, | have included to the
conmittee an executive sunmary of that study.

A recent Journal of the Anerican Medica
Associ ation study that | ooked at chronic conditions
i ncluding asthma reveal s that increasing copaynents
can decrease prescription drug use up to 32 percent
and even nore in sone conditions. To give you a
sense of what the study included, it |ook at
di abetes, arthritis, asthnma, depression and a few
ot her chronic conditions.

The nedi cal and financial cost of a
premat ure ban on CFC al but erol netered-dose
i nhal ers would far exceed the environmenta
benefit. W all know that generic CFC al buterol
MDls retail for nore than $20 |l ess than brand
alternatives. The agency and the committee don't
seemto be questioning this discrepancy.

The near-termrenoval of generic
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alternatives woul d raise treatnent costs, according
to conservative estinmates, by $500 nmillion annually
totalling approximately upward to $5 billion or
more until the tinme that HFA inhalers come
of f-patent and generic alternatives may enter the
mar ket .

In fact, FDA, though, has actually said,
in the rule that was issued, the proposed rul e that
was i ssued yesterday, that this nunber really is a
conservative estimate. FDA is now saying that this
nunber of $1 billion annually. Let nme repeat that.
$1 billion we are | ooking at as the increased cost
of taking these products off the narket
prematurely.

In contrast to the cost here, the
near-term environmental inpacts are negligible. It
will take fifty years for stratospheric chlorine
| oading to reach adequate levels to inprove the
environment. Even if all CFC al buterol MJs were
elimnated this year, the environmental benefit
woul d be insignificant.

Let ne explain this in alittle greater
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detail. This graph shows the cunul ative ODS
production. What you see here is actually over
approxi mately a 50-year period. But if you | ook
over approximately a 70-year period, you will see
that ODS production totalled 23 nmillion ODP tons
wor | dwi de.

If you | ook towards 2002, you see an
extreme downward trend fromthe peak year in 1988.
The sumof all CFCs reported in 2002 equalled a
mere 3 percent of the total peak year from 1988, so
what you are seeing, that small bar at the end, is
3 percent of that large bar you are seeing that
represents the peak year of 1988.

Less than 1 percent of the 2002
ozone-depl eti ng- substance production is
attributable to U S. CFC al buterol inhaler
production. What that neans is, you | ook at that
little bar, less than 1 percent of that snall
bar--this would be an inperceptible line on this
chart--is attributable to CFC al buterol NDI
production in this country.

What this nmeans is, if we ook at having a
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reasonabl e transition here, if a transition is

i nevitabl e, and we are | ooking into the next
decade, that approximately eight to ten nore years
of CFC al buterol M production in this market
woul d anmount to less than 0.01 million ODP tons in
contrast to that 23 mllion you see represented on
this bar chart.

What does this mean? A nonent ago, | said
that it would take 50 years for the environnent to
reach a full recovery after taking ODS products off
the market. So, what we are tal king about in
allowing this reasonable transition and in allow ng
these cost-effective products to stay on the narket
until generic alternatives can enter the market,
bring conpetition and keep prices down, we are
going to delay that 50 years that it already going
to take the environnent to recover by a matter of
days, if that nmuch. W are tal king about days, 50
year plus days.

VWhat is not in question here is that FDA
cannot under i ne the Hatch-Waxman Amendments. The

Hat ch- Waxman, we all know, has revol utioni zed the
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normal |ife cycle of pharnmaceuticals. The

phar maceuti cal market has cone to progress from
brand exclusivity, high dollars, towards generic
conpetition, neaning affordable drugs, not the
ot her way around.

Barring entry prematurely of generic
alternatives for nearly a decade woul d represent a
cl ear abrogation of FDA's clear nandate to pronote
affordability by pronoting conpetition.

So what the Asthma Therapy Coalition is
here to do today is ask the agency and the
conmittee to consider sone very inportant questions
as it nakes an ultimate decision here. First,
given the price sensitivity to prescription drug
use, what will be the ripple effect throughout the
heal thcare systemand is this acceptabl e?

We are | ooking at increased
hospitalizations, increased energency-roomyvisits,
increased norbidity, increased nortality rates.
Anot her question; which groups will be nost likely
af fected and how can we prevent this adverse

i npact? How successful, really, will the current
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proposed governnent and/or private-sector prograns
be? What direct environmental and patient benefits
are gained by elinmnating CFC al buterol MJ's before
generic alternatives may enter the nmarket?

Shoul dn't the billions of dollars we are talking
about here, that FDA is already tal king about, be
spent in nore inpactful areas such as research and
devel opment and prevention

Agai n, thank you to the agency and to the
Pul monary- Al l ergy Advisory Committee for this
opportunity to participate in the rul emaking
process today. The Asthnma Therapy Coalition would
be happy to serve as a resource throughout this
rul emaki ng process.

DR CHI NCHI LLI: Thank you very nuch.

Speaker No. 10.

DR. BERNHARDT: | am pl eased to have the
opportunity today to address this neeting and offer
consi derations for planning the U S. program  for
CFC propel l ants used in netered-dose inhalers, or
MDI s.

| am Dr. Steven Bernhardt, d obal Director
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of Regul atory Affairs for Honeywell|l Chenicals.
Honeywel | is a $23 billion diversified technol ogy
and manufacturing | eader. W enpl oy over 100, 000
peopl e and serve custoners worl dwi de with
components, engines and rel ated products and
services for comercial airlines, business and
regional aircraft and spacecraft, autonation and
control technol ogi es for hones, buildings, industry
sites and airports, turbochargers for
transportation systens and chenicals, films,
advanced fibers and custom internediates.

We are | eading global producer and
mar ket er of fluorine-based products including both
CFCs and HFCs and, as such, are vitally interested
in the proceedi ngs and recomendati ons of the FDA
regardi ng MDI propel |l ants.

Honeywel | is a supplier of propellants for
MDI s manufacturers. W are committed to nmeet the
needs of our custoners and patients in this
critical life-saving application. W support to
orderly transition fromthe use of CFC propellants

to non-ozone-depl eting propellants such as HFCs.
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Honeywel | has manufactured CFCs for M
propellent applications in the U S. and in Europe.
In recognition of the expected gradual decrease in
demand for CFCs as propellent for products such as
al buterol, we are planning to rationalize our
gl obal manufacturer to a single site located in
Loui si ana.

Qur plan is to continue manufacturer of
CFCs to neet patient demand for this choice of
product until such tinme as a transition to HFCs has
proceeded to the point that continued operation can
no longer be justified. Supply to neet nmarket
needs can be fromjust-in-tinme CFC manufacturer as
wel | as judicious use of inventory of propellent as
preferred by our custoners.

Qur business plans call for us to be a
supplier of CFCs, HFCs or both. It is vital that
FDA and t he Aerosol Technical Options Conmittee for
UNEP i s aware that supply of both options will be
avai | abl e and shortage of supply ought not to be a
consi deration for your recomended nationa

transition plan.

file:////[Tiffanie/C/Dummy/06 10PULM.TXT (192 of 282) [6/24/2004 11:07:46 AM]



file:/l1ITiffanie/C/Dummy/0610PULM.TXT

W wel come working closely with both
organi zations to provide you with the necessary
assurance that we will continue to be a partner who
you can rely on for the years to conme to support
this el ected phase-out schedul e.

I, again, thank you for this opportunity
to communi cate Honeywel |'s position on the supply
situation.

DR CHI NCHI LLI: Thank you very mnuch, Dr.

Ber nhar dt .

Speaker No. 11.

MS. SANDER. Good afternoon. | am Nancy
Sander. | am President and Founder of the Allergy

and Ast hma Network Mdthers of Asthmatics, a
nonprofit patient and famly-education and advocacy
organi zation based right in the nei ghborhood,
actually, just a few mles away so all expenses
associated with this trip are donated by ne.

On behal f of the AANVA Board of Directors
and nore than 17 nmillion Americans di agnosed with
asthma, | want to thank you for the opportunity to

be here and represent patient perspectives.
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AANMA t akes the position that the use of
chl or of | uor ocarbons as propellants in al butero
met er ed-dose i nhal ers no | onger neets the
requirenents for essential use under the criteria
set for in the Code of Federal Regul ati ons.

This is a poster that | see sone of you
have picked up already but it is newy published by
our organization in cooperation with the American
Col l ege of Allergy Asthma and | mrunol ogy with the
MARC ener gency-care physicians as well. This
poster was developed to help patients identify the
nmedi cations that they were on when they go to an
energency room and they don't renenber the nanes of
what they are taking.

But it also helps ne with a presentation
today where, if you will notice that in your top
| eft-hand corner, you will see, across the top row
and then the two in the mddle row, that we have
al buterol bronchodilators. Prior to the
i ntroduction of generic albuterol in 1996,
al buterol sulfate was only sold as Ventolin and

Proventil. Today, patients use al buterol sulfate
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sold in generic, Ventolin HFA and Proventil HFA
formul ati ons.

So, with the phase-out, and | do nean
phase-out, of CFC-propelled albuterol MIs
al but erol does not disappear. So we are very
confident about its availability. WII this
represent a threat to patients who no | onger have
access to generic or |ess-expensive M
bronchodil ators? W think, actually, not,
especially after hearing the presentation by |VAX
and by @ axoSmithKline and by Schering earlier
today. Because, also, the transition takes place
over time. Inhalers don't go away one day as a
result of a cal endar-day change. So, because it
takes place over tine, manufacturers, health
insurers, patients and their physicians have tine
to plan accordingly.

As an organi zation, we have been hel ping
patients make this planning transition for a nunber
of years and al so make them aware of various
pati ent-assi stance prograns that various comnpanies

have.
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O the remaining short-acting inhal ed
bronchodil ators up here, that would be Al upent,
Maxai r, Autohal er, Atrovent and Conbivent. Al of
them contain CFC propellent. According to everyone
today, they eventually go away as well. | think we
can learn a | ot about how transitions happen by
payi ng cl ose attention to what happens with
al but er ol

The new drug application submtted by
Sepracor for Xopenex and the discussions from | VAX
earlier today are encouraging as well because they
both utilize HFA propellants.

This brings me to one of ny favorite
subjects and that is, while the pressurized
nmet er ed-dose inhaler is an absolutely el egant
economi ¢ and portable device. It is also very
compl ex and user-dependent. Even experienced users
even have difficulty using the MD's even though
t hey have been taught numerous tines.

The MDI is the only FDA-approved
medi cation delivery systemwhere a patient cannot

reliably tell if they have nedication left as they
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continue to use it. There is no window. There is
no mark on the side that says, "After this |evel,
you have no nedication." There is no dose counter
or indicator. So there is no way to know when a
pati ent has reached 200 doses, if that is the fil
capacity. So it is not obvious at all when a
patient is running |l ow or needs to get a
prescription refill.

The FDA and manufacturers say that shake,
float and spray-testing techniques conmonly
enpl oyed by patients and their physicians when
trying to determ ne or guess the anpunt of
medi cation remaining inside of their MD are
unreliable. Float testing, where the MJ is dunked
in water, may actually danmage the devi ce.

There was research that showed that
clearly 82 percent of patients use enpty MDs. So
when parents send children with asthma to schoo
each day, is the MDI full or enpty and no one can
say for sure. That is why the organization
continues to encourage manufacturers to adopt FDA

gui dance to industry and why we view that MD
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transition presents the best opportunity to

i ncorporate dose counting and dose-i ndi cator

technol ogy and into new devices and HFA devi ces.
Cost, access and education issues will

never go away but they can be inproved,

particularly in the underserved population. W do

not support an essential -use exenption for CFC

al buterol. W do, however, support a united front

with the FDA and with manufacturers and heal th

insurers and other interested parties in naking

sure that patients make very snooth transition

t oget her.
Thank you very much.
DR. CHI NCHI LLI: Thank you, Ms. Sander.
Speaker No. 12.
DR. MARI NELLI: Good afternoon. M nane
is Dr. Anthony Marinelli. | ama menber of the

Ameri can Thoracic Society Cinical Practice
Conmittee and | amhere to present the views of the
Anmeri can Thoracic Society, an organi zation of

15, 000 pul nonary- physi ci an and ot her

heal t h- prof essi onal nenbers. | have no financial
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rel ati onshi ps to disclose.

It is the position of the American
Thoracic Society that the FDA should nove forward
quickly to delist CFC al buterol fromthe
essenti al -use category and prepare the U. S
mar ket pl ace for the elinmnation of CFC al buterol

There are four key reasons why the ATS
supports delisting CFC al buterol fromthe
essential -use category. First, | think it is
important to keep in mind what is driving this
process, the hole in the ozone layer. The fact
that there is a hole in the ozone | ayer and that
the hole is caused by hunman activity--nanely, the
rel ease of ozone-depl eting substances--is clearly
est abl i shed.

The good news is that the steps taken so
far to reduce gl obal use of ozone-depleting gases
has hel ped reduce the size of the hole in the ozone
| ayer. So, what the global community has been
doing so far is working. The bad news is that the
hole is still there and it will not fully repair

itself until further reductions in ozone-depleting
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em ssions are nmade. Delisting CFC al buterol is an
essential step for the U S. to take in contributing
to the global effort to preserve the ozone | ayer

Second, the nmarket is ready for a
transition. There are two drug nmanufacturers who
have FDA approval to sell HFA albuterol in the
United States and there is a third nanufacturer, as
we have heard today, expected to enter the market
in 2005. Wth three conpanies in the marketpl ace,
there is appropriate conpetition to keep drug
prices in check and appropriate manufacturing
capacity to ensure that the U S. market will be
fully supplied with HFA al buterol. Delisting CFC
al but erol shoul d cause no al buterol supply
disruption in the United States.

Third, the transition provides clinicians
a teachabl e nonent to review and i nprove
asthma-care plans with their patients. | use the
Nati onal Asthma Education and Prevention Program
Gui delines for nmanaging ny patients with asthma and
| encourage patients to know and avoid their asthma

triggers, to use appropriate naintenance
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medi cations to control asthma and to have
i medi atel y avail able rescue nmedi cations for acute
exacer bati ons.

Despite ny best efforts, | know many of ny
patients rely too nmuch on rescue nedications,
underutilize their maintenance nedications and
don't take the sinple steps to reduce exposure to
their asthma triggers. The switch from CFC to HFA
al buterol gives nme an opportunity to, again, teach
patients to know and avoid asthma triggers and to
review the proper role of the many nedications
needed to nanage their asthnma.

I think our goal in the transition process
is use the switch as a teachable nonment to revi ew
and hopefully inprove the care of patients with
asthma. Delisting CFC al buterol will provide
clinicians and patients alike an opportunity to
review and i nprove their asthnma-care plan.

Fourth, clinicians have experience hel ping
patients get their medications. Several observers
have suggested that the United States should not

delist CFC al buterol fromthe essential -use
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category because of the cost inpact it will have on
pati ents who use generic CFC al buterol

It is true the price of HFA al buterol will
be nore than the generic CFC al buterol. So, if the
FDA does delist CFC al buterol, the prices for
al buterol will go up. Despite the cost proposed
and the increases that are inevitable in

medi cations and in virtually all aspects of

heal thcare, | amstill able to provide, and ny
patients are still able to access, high-quality
care.

The cost increase of albuterol in
isolation fromthe rest of the healthcare sector
cannot be used as justification for slowing efforts
to reduce ozone-depleting gas em ssions. The U. S
heal thcare systemw ||l adjust. dinicians have
experience in assisting patients get the care that
they need. Physicians and their office staff wal k
patients through the process of public and private
assi stance prograns.

We use drug sanples. We come up with

alternative drug sources. W work with or around
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insurers to ensure patients get the care they need.
For exanple, if | wite a prescription for a 90-day
supply of nedicine instead of a 30-day supply of
medi ci ne, the yearly co-pay to that patient will go
down.

While there will be cost inplications, the
delisting of CFC albuterol will not increase access
barriers to therapy for patients with asthma or
other lung-rel ated di seases.

On behal f of the Anerican Thoracic
Society, | appreciate the opportunity to present
our views. Thank you.

DR CHI NCHI LLI: Thank you, Dr. Marinelli.

Speaker No. 13. | want to committee to
realize this is the | ast speaker.

DR. FINEGOLD: That is a great
i ntroduction. Thank you.

DR CHI NCHILLI: | didn't want to detract.
| just wanted to get their attention.

DR. FINEGOLD: Well, thank you again for
allowing ne to participate in this neeting. | am

Dr. Ira Finegold. | aman allergist and | practice
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in New York City. | amalso Chief of Allergy at
St. Luke's Roosevelt Hospital in New York. | run
the Allergy Cinic there and | amDirector of the
R A. Cook Institute of Allergy.

| take care of asthmatic patients who are
i nsured, pay out of pocket, and those who are
covered by assistance progranms. | amalso a Past
Presi dent of the Anerican Coll ege of Allergy,

Ast hma and | nmunol ogy. This is a professiona
association of 4,000 allergists and i munol ogi sts
dedi cated to inproving the quality of patient care
through a research, advocacy and professional and
public education

I amalso the College's representative for
the last ten years to the U S. Stakehol ders G oup
who you are all very familiar with. | have no
financial disclosures of significance.

We believe--and that is the College's
position--that elimnating CFC-containing MDs are
i mportant for the ozone-layer recovery, which you
have heard so nuch about, inproving patient

outcones. By that, we echo the previous speaker
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regarding this as an opportunity to talk to

pati ents about asthma and decrease, actually, the
use of al buterol-containing rescue nedication and
i ncrease appropriate therapi es such as inhal ed
corticosteroids and, for allergic patients with
asthma, allergy inmunotherapy and, for sone
patients, anti-IgE therapy.

Al so, we think outcomes do inprove because
sonme of the newer HFA products are actually
superior devices and have | ess of the shortcom ngs
of some of the earlier CFC- containing netered-dose
inhalers. Also, we feel it is inportant to protect
our patients to ensure a supply of rescue
medi cation for them

That | eads to the whol e question about the
CFC supply and, as | cone away from what | knew
bef ore and what | hear today, one thing | am
certain is that | amuncertai n about the supply.
Thi s becones inportant to patients so that suddenly
CFC- cont ai ni ng nedi cation doesn't di sappear w thout
an orderly transition or that sone of these other

products that so far are not making the transition
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to an HFA product still relying on CFCs are stil
avail abl e for patients such as Al upent, Mxair, and
t hese drugs.

We think that the phase-out date of
Decenber 31, 2005 seens reasonable. From what we
hear today and what we knew before, we believe the
manuf acturers can neet the demand and that, with
the two products already on the market, that this
is an acceptable alternative with the uncertainty
of the CFC supply that is another inperative with
it and, given the fact that sooner or later, CFCs
wi ||l disappear, we think we mght as well keep
moving this process forward.

However, even though we are in agreenent
with this process and have been since its
i nception, we thoroughly recognize the cost of the
transition cannot be ignored and, to sonme extent,
it would seemthat costs can be addressed by the
conpetitive market by a certainty that this wll
occur with a given date so people will nove things
forward, and comunication, informng our patients

that rescue nedication is not the whole treatnent
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for asthma and that we need to use controlling
medi cati on.

In effect, what we want to see is patients
who use one or two canisters per year as opposed to
the patients who use one canister of a netered-dose
i nhal er of a fast-acting agent once a nonth.

Thank you so much for allowi ng me to make
these conments.

DR CHI NCHI LLI: Thank you, Dr. Finegold
And thank you to all the speakers during the open
public hearing session

Conmittee nmenbers, | would ask that you
indulge me a little bit. | would like to deviate
fromthe agenda as we have it here. W are
schedul ed for a break at 2:30. | would suggest
that we see if there are any questions of the
speakers, if the conmttee nenbers have any
questions because | think we will need sone
uninterrupted tinme to have our di scussion

Bef ore we do that, though, Ms. Jain has a
statenent that she needs to read.

M. JAIN. | have a statenent fromthe
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Joint Council of Allergy, Asthma and | mrunol ogy.
They submitted a witten statement. However, they
were unable to send a representative. So | am
going to read that to you. Each of you have a copy
in your folders as well

"On behal f of the Joint Council of
Al l ergy, Asthma and | mmunol ogy, JCAAI, whose
m ssion is to act on behalf of the specialty of
al | ergy-i nmunol ogy and the patients it serves, we
are witing to express our views on the pendi ng
i ssue regarding the possible renmoval of the
essenti al -use designation of al buterol

"Wile we support the renoval of CFC
products fromthe U S. market, we are very
concerned about the adverse inpact that renoval of
CFC-propel I ent al buterol products fromthe current
mar ket woul d have on sone of our patients due to
cost issues.

"Currently, CFC-propellent albutero
products cost much | ess than the non-CFC al butero
products. By our analysis, the CFC containing

al buterol products cost, on average, about $22
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while, at the sane tine, the non-CFC al butero
costs al nost doubl e at about $44 per inhaler.

"Renmoval of the CFC al buterol will double
the costs of treatment for our patients. The
consequences of such action will nore than likely
mean that sone patients will forego their
prescribed drug-treatnment plan that will eventually
|l ead to increased overall health costs through
i ncreased asthma attacks, increased energency-room
vi sits and, perhaps, death.

"According to a new study by the Agency
for Healthcare Research Quality, AHRQ My 18,
2004, increases in copaynents for prescription
drugs can lead to rmuch costlier nedical prograns as
asthma patients and others forego drugs and see
their conditions worsen. This study found doubling
t he out - of - pocket copaynments patients are required
to pay resulted in a decline in the use of key
drugs used to control asthna.

"W hope that these factors will be
considered as the committee deliberates over this

i nportant issue.
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"Sincerely, Spenser Atwater, MD.,

Presi dent, JCAAI."

Thank you.

DR CHI NCHI LLI: So, comittee menbers, do
any of you have questions of our speakers that we
have had, the ten speakers we have seen this
af t ernoon? Dr. Schatz?

DR. SCHATZ: | had a question for M.
Rozek. There has definitely been the concern
rai sed about cost but your analysis actually tried
to present sone data on that. | wanted to make
sure | understand what you were saying that, given
your sinplifying assunptions and assuni hg no
mtigating factors, you estimated 50 million
cani sters would increase in cost by $10 a
canister--that is, the total cost to the healthcare
system approximately, leading to an increased cost
during that first year of $500 million

I wanted to clarify if that is, in fact,
what your findings showed.

DR ROZEK: Yes. W actually presented,

in our cooments to the docket, that total nunber.
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I think it was $493 mllion, exactly. But that is
to the entire healthcare system and that was the
first-year inpact.

DR. CHINCHI LLI: Thank you. Conmittee
menbers, any ot her questions? GCkay; | have that it
is 1:55. Let's take a fifteen-m nute break
Pl ease be back at your seats by 2:10 and then we
wi Il have our discussion for the committee nenbers.

(Break.)

Commi ttee Di scussion

DR. CHI NCHI LLI: Committee menbers, you
have been asked to sit through |ots of
presentations. You have absorbed | ots of
information. Now it going to be your opportunity
to tal k and discuss.

I would ask that you turn to the | ast page
that is attached to your agenda because that is
going to help us focus our discussion. So | wll
gi ve everybody a minute until they are with ne.

M5. JAIN. It is attached to your agendas,
if you ook on the | ast page of your agenda, after

the rosters.
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DR. CHINCHI LLI: The FDA has listed three
i ssues for discussion. W will take themin order.
The first one, and | will read it for everyone's
benefit, "Please discuss the extent to which you
believe the criteria established in 21 CFR 2.125
for renoval of a drug substance fromthe list of
essential uses for CFCs have been net for
al buterol . "

There are the four bullets with the four
criteria, so let us discuss them We will take
themone at a tine. The first criterion is as
follows: "At |east two non-ozone-depl eting
subst ances, non-ODS, that contain the sane active
moi ety are being marketed with the same route of
delivery for the sane indication and with
approxi mately the same | evel of convenience of use
as the ozone-depl eting products.”

So, is there any discussion. Do any
conmi ttee nmenbers have any questions, coments,
poi nts of discussion, that they want to rmake about
this particular criterion?

Dr. Moss.
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DR. MOSS: | had a question for anybody
here fromthe open public hearing part of it. It
says at least two, but it was raised today that
there might be nore than that. | think that would
be an inportant issue in terns of cost. So | was
wondering if anybody fromthe |IVAX people or sone
of the other conpanies here that can tal k about
where the other new drugs, not the SmithKline or
Schering, are in terns of things and when they
expect themto cone to market? O not?

DR. CHI NCHI LLI: Pl ease identify yourself
and your affiliation.

MR FLANZRAICH: Hello. Once again, ny
name is Neil Flanzraich. | amthe Vice Chairnman
and President of IVAX. Just to repeat, in terns
of, in addition to the two present products on the
mar ket, |1 VAX has two NDAs currently pending at the
FDA. One is for an HFA formul ation of al buterol in
a standard inhaler. The other is for an HFA
formul ati on of al buterol in our patented
breat h-activated Easi-Breathe inhaler

Wth respect to the standard inhaler,

file:////[Tiffanie/C/Dummy/06 10PULM.TXT (213 of 282) [6/24/2004 11:07:46 AM]



file:/l1ITiffanie/C/Dummy/0610PULM.TXT

214
which we filed in January of '03, in Novenber of
'03, we had an approvable letter fromthe FDA and
we have responded to it. So it is in the hands of
the agency. We filed our application, our NDA, for
Easi -Breathe in August of '03 and that is also
pendi ng at the FDA.

So we hope, within sonme reasonable
timeframe, both those applications can be approved
and we will have two HFA al buterol products on the
market. W are also informed, just having heard
what was said publicly by another opportunity,
Sepracor, that they are al so devel opi ng an HFA
formulation of a closely related nolecule to
al buterol, another short-acting beta-agoni st.

So, presumably, that product--1 think it
is called Xopenex--in an MDJI with an HFA
fornmulation will, at some point, be approaching the
market. | did nake the point in ny presentation
that one can wait for an indefinite period of tine
for a generic to cone. |1VAX is one of the |eading
generic conpanies in the world. W chose to

address this market and we thought it would
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actually be a quicker route to the narketplace with
an NDA, a new drug application. But that does not
mean that we will not be responsive to the costs
and the issues in this marketpl ace.

We said, for exanple, that the current
asthma product that we have on the U S. nmarket, it
is an HFA fornul ation of a corticosteroid. It is a
mai nt enance nedicine called QV/AR It is the only
CFC-free corticosteroid, aerosol corticosteroid, on
the U S. market. W sell it at 50 percent of the
average prices of the other products on the market
in that category.

We certainly woul d expect to sell this at
a conpetitive price and sonething that woul d
benefit the marketplace. Really, |IVAX has had a
long history. | think we have a proven record of
being commtted to maki ng nmedici ne affordable. W
were the first generic of the very product we are
tal ki ng about renoving fromthe narket now, the CFC
al buterols. In that case, and in many others which
I could list, we like to think we have contri buted

to reducing billions of dollars fromthe costs that
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Ameri can consuners have to pay for nedicine.

W will certainly bring that same
tradition and commitnent to the HFA al butero
mar ket pl ace

DR. CHI NCHI LLI: Thank you

MR MVICKER H. M nane is WIlliam
McVicker and | am from Sepracor. | just wanted to
confirmthat our conpany has, indeed, submtted an
NDA for Leave Al buterol, an HFD MDI, within the
recent pass. The availability of that on the
mar ket wi |l obviously depend on the review to go
forward from here.

DR. CHI NCHI LLI: Thank you very nuch.

Conmittee nenbers, before we start talking
nore about the narketplace, that is actually going
to be related to one of the other bullet points.
Any further discussion or questions or coments
about the first criterion, that at |east two
non- ozone- depl eti ng substances, et cetera, have are
avai l abl e. Conments? Questions? Yes; Dr. Schatz

DR SCHATZ: | think I would just nake the

comment that no comments are probably interpreted
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to nmean that we believe that those criteria are
fulfilled. But I think naybe we better clarify
t hat .

DR CHI NCHI LLI: Ckay.

DR. SCHATZ: That we be nmy interpretation
of the "no coments."

DR CHI NCHI LLI: Since our comittee
menbers are so shy, are there any committee menbers
who disagree with that statenent? It doesn't
appear so. Now, we are not really voting; okay?

We are really just discussing and maki ng
recommendations to the FDA. So, unlike other
advi sory-comi ttee neetings, we really are not
t aki ng person-by-person votes today.

So it looks Iike we can nmove on fromthat
particular criterion. The second criterion was
that supplies and production capacity for the
non- ODS products exists or will exist at levels
sufficient to neet patient need. W heard this
mor ni ng and sonme this afternoon fromdifferent
pharmaceuti cal representatives that they can

ratchet up their production and think that they can
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neet the need for non-ODS MDIs in the United
St at es.

Any comments, discussion, questions from
the comrittee menbers about this issue? Dr. Mss?

DR MOSS: | will just reiterate what |
said before. It seens to nme that it has been
wel | - expl ai ned that the conpani es could, within an
18-nmonth period of tine, increase their production
to fulfill the nmarketpl ace.

DR CHI NCHI LLI: Dr. Atkinson, you had a
question?

DR ATKINSON: Yes. | was just going to
add that if the FDA acts expeditiously to set a
deadl i ne for judgi ng CFC- containing al buterol MIs
as nonessential, then that will presumably set in
nmotion the events that these conpanies need to ranp
up their production. So it is really kind of
dependent on what happens in the next several weeks
or nont hs.

DR. CHI NCHI LLI: Dr. Schatz?

DR SCHATZ: | think that does bring up

the question that | probably would |ike to hear
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fromthe conpanies involved. In terns of the
timng of this, before we were led to believe that,
fromthe final rule, essentially, unti

i npl ement ati on, conpani es would need 12 to 18

months. | wonder whether that is still the concept
and is it closer to 18? I just sort of wanted to
be sure, | guess, | understood that tinefrane.

DR. CHI NCHI LLI: Any commrents from one of
the conpany representatives?

DR GARUTTI: Ron Garutti,
Schering-Plough. W did say that if the date were
sonmehow magically to be announced tonorrow, we
could be ready as early as Decenber 31, 2005. And
we believe that. For any date further out,
however, we think about an 18-nmonth tinmeframe is
the appropriate |lead tine.

Now, the industry and Scheri ng-Pl ough and
3M were kind of energized around this issue right
nowto do it. The longer this goes on, other
deci sions may have to be made. O her conmtments
may fall into place. So we are saying ei ghteen

mont hs now but who knows what the environnent wll
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be if the date is not announced for another two,
three years?

DR CHI NCHI LLI: Thank you. Comments from
any other conpany representatives?

M5. FLANZRAICH: Neil Flanzraich from
IVAX. | just wanted to say that IVAX will be ready
on Decenber 31 of 2005 to supply--as we said, we
have a capacity that will be 50 to 60 million units
and we will be ready at that tine. So, whether you
tell us now or you tell us a year before or six
mont hs before, we will be ready then.

DR SCHATZ: Based on an approval of your
nmedi cati on.

MR. FLANZRAICH: Currently, the products
are not approved but we would have the capacity if
the products are approved.

DR. JONES: El aine Jones, Vice President
of axo. It would take us six to twelve nonths to
ranp up to manufacture 15 billion Mds. It would
take us approximately twelve to eighteen nmonths to
ranp up to the total of 30 mllion MD's. So,

within eighteen nonths, starting fromnow, we could
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manufacture 30 mllion MD's of the HFA formul ation

DR. MARTI NEZ: My | add anot her question?
That would also be true if, at any time in the next
year, the decision is nmade. There is no other
al ternative decision that the conpany needs to make
that could change that?

DR. JONES: That's correct. W only would
make the decision point--it would take us, say, siXx
to twelve for the 15 and twelve to eighteen for the
30 million depending on, actually, when that
deci si on poi nt was nade.

DR CHI NCHI LLI: Thank you. Yes; Dr.

M tchel |

MR. M TCHELL: We have announced in the
Uni fied Agenda, which is a publicly avail able
docunent published in the Federal Register, that
currently we are planning to publish the final rule
sonetinme in March of next year. That takes into
account the 60-day coment period, the conplexity
and sensitivity of the issue and the need to
consult with our sister agencies on these very

i nportant issues.
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DR. CHI NCHI LLI: Thank you. Any other
comrents on this particular criterion? Are the
conmmittee nmenbers satisfied with this? OCkay.

Let's nove on to the third criterion--oh;
sorry.

DR SCHATZ: I'msorry. | guess the only
thing I would say in response to that |ast conment
is that if, in fact, the final rule is published in
March and it calls for Decenmber of 2005, which is a
nine-nonth lead, then | ama little concerned from
what | have heard because that won't be the twelve
to ei ghteen nont hs.

Now, | realize maybe sonething could start
now, but | guess | would question whether that--is
that correct, that a final rule--do the conpanies
think, or do other people believe, fromwhat you
are hearing, that if a final rule is published in
March of 2005, that a Decenber 2005 date is too
early to have adequate supply?

DR CH NCHI LLI: Does the FDA want to
respond to that?

DR. MEYER | think that is sonething that

file:////[Tiffanie/C/Dummy/06 10PULM.TXT (222 of 282) [6/24/2004 11:07:46 AM]



file:/l1ITiffanie/C/Dummy/0610PULM.TXT

223
we would |like to hear a discussion on. W have
heard the statenents fromthe industry as to what
their lead time needs to be. As M. Mtchell had
poi nted out, we are tal king today about a situation
where we have just published a proposed rule. W
will not be to the final rule until next spring,
earl y-sumer, range

So Decenber would be only then, perhaps,
six, seven, eight, nine nonths at nost. W are
hearing fromthe conpanies that that nmay be faster
than they could fully ranp up to produce. | think
it isadifficulty at this point in tine to know
where in the mx the | VAX product nmay or may not be
so that, obviously, the input fromtheir conpany is
a legitimte observation, perhaps, but, as of
today, is specul ation.

But | think it would be inportant,
perhaps, if the committee shares your concern to
hear a little bit of discussion about that issue.

DR. CHI NCHI LLI: Dr. Martinez?

DR MARTINEZ: | think that, together with

that, an additional issue needs to be taken into
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account which is that, if there is arule and it
says that, say, Decenber 2005, the rule will start
to take effect, producers of CFC products will tend
to decrease the anount of their product with tine
and there could be even a period which is not the
peri od between twelve or eighteen but earlier
during which there will be | ess CFC products and
not enough HFA products.

| am concerned that, because of the issues
of the market, the FDA needs to take into account
issues like the one | have said so that patients
with asthma are not going to be left with this
product which is essential and |ife-saving.

DR CHI NCHI LLI: Dr. Swenson

DR SWENSON:. Just to the point of the
timng of this transition. It is not witten in
stone that it has to be Decenber, 2005. | think if
it were pushed back one year, that wouldn't, in any
| arge way, go against the spirit of this transition
simply to make for practical applications and the
ability to make the transition nore smoothly. Aml

correct?
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DR MEYER | guess with the one caveat
that we cannot necessarily predict what the
response of the parties to the Montreal Protocol
woul d be to, say, a Decenber 31, 2006 tinefrane.

O herwise | would agree with your statenent.

Wth regard to what Dr. Martinez just
said, | would state that the U S. nonination for
2005, which included a substantial allotnment of
CFCs for the production of al buterol, has been
approved by the parties. So we don't have any
expectation at this point that there will be a
shortage of CFCs for the production of al buterol
t hrough 2005.

So | can't definitively say that there
woul dn't be sone dropout in the narket at this
poi nt but we at |east expect that, as long as it is
Il egal to sell these products, that the
manuf acturers woul d do so.

DR CH NCHI LLI: Dr. Reiss?

DR. REISS: | would just like to know what
the factors are that lead to the March date why

that date is March and not at an earlier possible
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timeframe given the concerns that Fernando raised.

MR. M TCHELL: This is obviously a very
sensitive issue. So it is sonmething we woul d need
time to consider. W are |ooking at a 60-day
comrent period. W need tine to evaluate those
comments. In response to the Advance Notice of
Proposed Rul enaki ng which we published sone years
ago to set up, start the regulatory process, to
all ow us to use essential uses.

W received over 10,000 comments. We
don't expect anything on that order of magnitude,
but that is the thing that keeps ne awake at night.

Then, in addition to that, to the inherent
sensitivity, this is an issue which we, under the
Clean Air Act, we have to consult with EPA because
it inmplements the Montreal Protocol. W consult
with the State Departnent. There is the Council in
Environnmental Quality so it is a very conplicated
rul emaki ng procedure and it does take tine.

DR. MEYER On the other hand, | did want
to point out that, under the Mntreal Protocol, we

do have to--they have called for us to have a fina
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rule by the Open-Ended Working G oup in the sumer
of 2005. That date has not been set yet but it is
generally in June or July, md-July.

DR CHI NCHI LLI: Dr. Atkinson?

DR. ATKINSON: If | recall correctly, the
Shar ehol ders Group proposed a possi bl e additiona
anount of CFC-containing product to be sold during
2006, | suppose, as a supplenent. |If there was a
shortage, if there was a shortfall, how would
that--if linmted supplies in sort of quota fashion

could be available. Wuld that be possible from

the FDA' s standpoint, | guess?
MR. M TCHELL: | mean, there are
difficulties with that. |If this final rule goes

into place on the effective date, it will be

illegal to sell, for any manufacturer to sell, any
whol esaler to sell, any retailer to dispense, these
drugs.

There is always the possibility of
enforcement discretion by EPA but that is something
I really can't comment on and, al so, one wonders

how many CFC MDI's woul d be produced when those
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manuf acturers are | ooking at an effective date. So
I am not sure how viable that sort of option is.

DR CH NCHI LLI: Yes; Dr. Martinez?

DR MARTINEZ: | expressed nmy concern in
the face of these uncertainties that we are hearing
about. | amnot an econonist, but | am sure that
conpani es that are produci ng CFC products, in the
same way that they need time to ranmp up, they need
time to ranp down.

I amnot so sure that they can very
precisely calculate until Decenber 31. Again, |
woul d need the help of an economist. How nany of
these products are going to be sold and, if they
work for profit as they should, they are going to
be on the safe side than produci ng excessively that
they have to throw away if it is going to be
considered |l ater a poison that cannot be used.

So, at this point, nmy concern is that
because needs to be done in a way that the
transition occurs so that nobody is left wthout
these products, which are life-saving, it would be

very inmportant to have guarantees that the products
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are going to be available and that that transition
is going to be dealt with in a way that the
patients are going to be covered.

DR, CHI NCHI LLI: Dr. Mss?

DR. MOSS: Can we have sonme of the
conpani es maybe tal k about those issues. | know
GSK doesn't make the CFC ones but nmaybe Schering
can tal k about how they were going to deal with the
transition phase to nake sure that patients are not
wi t hout medi cations on Decenber 25, Christmas Day.

DR. GARUTTI: Thank you. Ron Garutti,
Schering-Plough. So we are the |argest supplier of
CFC al buterol inhalers. W are not going to walk
away fromthis patient population. As long as the
essential -use exenption renmains in place, we wll
supply this product to the patients and providers
who need them along with our HFA product. So you
can be assured about that.

DR, CHI NCHI LLI: Dr. Meyer, did you have a
comrent ?

DR MEYER | was just going to point out

that | very nmuch appreciate Dr. Martinez's
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concerns. | think we certainly share those. But,
to sonme degree, your concern is irrespective of the
actual date that we are tal king about. Wether it
is tonmorrow, whether it is ten years fromnow, that
concern remains. | think it will entail the FDA
working with the industry as well as the advocacy
groups to assure that there is good conmuni cation
and that the supply does renai n adequate.

DR MARTI NEZ: Your point is very precise
and very good.

DR. CHI NCHI LLI: Dr. Schatz?

DR SCHATZ: Dr. Meyer, you raised the
question as to whether, even if we or you decide
that 2006 would be the better date, the Mntrea
Prot ocol decision nakers may feel differently. It
tal ks about criteria laid out by the parties for
essential uses. Are those substantially different
than these four, because it would seem if they are
not and we believe that the supplies won't be
adequate, then the fact that would conme to a
different conclusion seens |less |ikely. But maybe

if you could explain what differences there m ght
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be.

DR. MEYER Let ne answer that to the best
degree | can. Up until the very recent past, and
|, perhaps, didn't spend enough tine on this in ny
slides, the Montreal Protocol very nuch deferred to
the individual party to nake the determ nations
within their own border, within their own use, what
was essential and what was not.

Unless it seenmed on its fact to be
nonsensi cal or against the Montreal Protocol, those
were approved. CObviously, over tine, there has
been a ratcheting up in terns of decisions, in
terns of how closely the individual uses are | ooked
at by the Protocol

A lot of it now gets back to the decision
IV/25 that we showed a few tinmes where it basically
says that if there are technically and economcally
feasible alternatives available, then the use is no
| onger essential. | think howthat is interpreted
per haps has changed a little bit with as well.

So | think, depending on how rigorous you

were in |looking at what is a technically and

file:////[Tiffanie/C/Dummy/06 10PULM.TXT (231 of 282) [6/24/2004 11:07:46 AM]



file:/l1ITiffanie/C/Dummy/0610PULM.TXT

economically feasible alternative, you could say
that these are sufficiently stringent or not
sufficiently stringent. | think that it is just
hard to predict at this point because it has been a
little bit of a changing reality as far as how the
Montreal Protocol has regarded the nom nations.

DR, CHINCHI LLI: So, Dr. Meyer, if the
date were, say--went beyond Decenber 31 of 2005,
woul d the Montreal Protocol and the other
participating countries have no real say in what
happens in the United States but there could be
sonme political fallout fromdelaying it nuch beyond
Decenber 31 of 2005

DR. MEYER Let me just be very clear.
The reason | sort of raised this caveat before
about the parties was just to nake clear that we
are not in control of all the variables here, but
not to suggest, necessarily, that the parties would
definitely find it unacceptable to go beyond
Decenmber 31, 2005. | don't know, but | just wanted
to say that that is really sonething we can't

determi ne as an agency.
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In terms of what you just asked, though,
if we were to get to a point where we considered a
use essential and pressed on, despite the Montrea
Protocol telling us that they no | onger considered
that an essential use, then that mght set up a
scenari o where we woul d be produci ng CFCs that they
had not authorized us to produce. |If that
happened, we woul d be out of conpliance with the
Montreal Protocol, which | don't believe we want to
do.

At least in principle, this is a very--as
fol ks have said, this is a very successful treat.
The United States has played an inportant role in
the treaty and is cormitted to the Montrea
Protocol. So, certainly, the best path forward
woul d be one that neets our commitnents to patient
safety and access to inportant medicines but, also,
meets our obligations under the Montreal Protocol

DR, CHINCH LLI: Dr. Lutter, did you have
a comment ?

DR LUTTER: No comment.

DR. CHI NCHI LLI : Dr. Martinez?
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DR. MARTINEZ: Dr. Meyer, the decision,
and | ooking here at your Slide No. 12, just as a
point of clarification; Decision |IV-25 that you
showed to is that a plan could be presented in
order to be in conpliance with the Mntrea
Protocol and submtted by the Summer of 2005 for
the continued use of CFCs.

So it could be that, if we all
consider--and | amnot saying that | am proposing
that, but sinply saying that if we woul d consider
that since we cannot have the final rule before
March that we could propose that this date is not
Decenber 31 but Septenber, 2006. That could be
presented as part of Decision IV-25 to the Mntrea

Protocol and be within the stipulations of the

pr ot ocol

Am | right.

DR MEYER | think that is a correct
observation. Under that kind of scenario, | think

it would be quite reasonable for us to point out
i ssues of ranping up production in neeting the

critical need of patients. So | think that would
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still neet the spirit of what was asked for

What is asked for in Decision IV-25 is for
us to nane a date-certain at which time we will no
| onger consider albuterol to be essential. It
doesn't state to us what that date shoul d be

DR MARTINEZ: | think the spirit of the
committee, if | may say, is that sufficient tine
needs to be dedicated for us to be able to assure
patients that this product will be there. Thus,
woul d say that a period of at |east eighteen nonths
fromthe nonment in which a final rule cones out
woul d need to be present for this to be fulfilled.

DR CH NCHI LLI: M. Mtchell?

MR. M TCHELL: In |ooking at dates,
think there are no finite legal limts to the dates
the committee can | ook at or FDA can | ook at.
Qoviously, the longer in the future that we are,
the nore problenms we m ght have with the Mntrea
Protocol. But, in the Notice of Proposed
Rul emaki ng, our focus is basically we tal ked about
dates between twelve nmonths after publication of

the final rule up to the end of this decade.
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So that is sort of range we are focusing
on. bviously, people are free to coment, suggest
any dates--in the next century, but | nmean, how
much consideration they will be given is another
quest i on.

DR CH NCHI LLI: Dr. Reiss?

DR REISS: Just the coment that you just
made, then, suggests that the end of 2005 data is
really not possible at this point given the
12-month timefranme that you were just alluding to.

MR. M TCHELL: No; quite the contrary.
Based on prelimnary discussions we have had
internally in FDA and externally, that is the range
of dates we think are probably nost likely. But if
we are presented with data during the conment
period, including the data that we have heard
today, then there is nothing to stop us from
finalizing a date that is any possible date. |
mean, that was just suggested to try to help guide
di scussi on or gui de conments.

DR CHI NCHI LLI: Dr. Jones, did you have a

comrent ?
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DR JONES: El aine Jones, d axoSmithKline.
I just wanted to rmake one additional conment. W
know that the data of the final rule is obviously
sonet hing that would be that decision point but, in
addition to that, | just wanted to say that sone
i ndication fromthe agency about what date they
wer e consi dering, even wthout the publication of
the final rule, would be sufficient for us to
consider to ranp-up our manufacturing processes.

MR, M TCHELL: That is very difficult for
us. The only way we can speak on this issue is
t hrough notice and comrent rul emaking in the fina
rule. | could give you a date this nonent, but it
woul dn't be worth the paper it is not witten on.
So that is the way the Adm nistrative Procedure
Acts works and our hands are pretty much tied.

DR CHI NCHI LLI: Yes; Dr. Reiss?

DR REISS: Along the same lines, | would
actually like to hear fromnmny colleagues. If a
date is published in March of next year and then
the date that is published is the end of 2005, sort

of given what you have said today, or given what
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has been di scussed about a year or eighteen nonths,
how woul d everybody sort of deal with that issue
right now? Wuld we start ranping up now or woul d
you wait until March?

DR. JONES: El aine Jones, d axoSmthKline.
If the rule was published in March and it was
Decenber '05 tineline, as | say, we have committed
to be able to produce 15 million MDIs within six to
twelve nonths. It is not an inpossibility to
produce 30 and it woul d require considerable
i nvestment on behal f of GSK, and considerable tinme.
So it is sonething that we had not discussed
previously and so can't give a definitive answer.

But, obviously, if that is what the agency
would Iike us to do, then it is certainly sonething
that we woul d consider.

DR. GARUTTI: Ron Garutti,
Schering-Plough. | have a proposal for you. The
proposed rule, the rule that has been distributed
out side today, is not yet published, as
understand it. It is theoretically possible. You

will tell me why it is not practical. You could
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wi thhold that for a day or two or three. There is
a lot of information. You have already a | ot of
informati on fromthe mmjor stakehol ders that could
| ead one towards Decenber 31, '05, as being a
proposed date now subject to conment.

DR CHINCHI LLI: What is your reaction to
t hat ?

MR. M TCHELL: Conplete and utter dismay.
I, personally, started drafting this thing in
August of last year. It will publish next week.
There is absolutely no realistic possibility of us
bei ng able to make significant revisions to that
docunent, clearing it through our sister agencies,
clearing it through OVB and getting it published in
any sort of neaningful tinefrane that would all ow
us to get a final rule published in tine for the
Open- Ended Working Group that neets next sunmer.

DR, CHINCH LLI: I think we expected that
response. Dr. Kercsmar?

DR. KERCSMAR: | think what we are hearing
is that, in the absence of having a firmdate,

nothing will happen as far as increasing production
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fromthe current nmanufacturers of HFA al buterol
right now. So | guess | just need somebody to tel
me that what | amhearing is that this date is not
realistic, because | think what | am hearing, the
corollary is that nothing will happen w thout a
date and a date that is realistic.

MR. FLANZRAICH: Neil Fl anzraich, again,
fromIVAX. Again, with the very inportant
under st andi ng that, of course, our products are not
approved yet, | think | heard daxo say that it
wasn't definitive that they would try to
acconmodat e even a shorter warning period. W
certainly, with the hope and expectation that our
products will come to the market, are ready to
supply a very substantial part of the U S. narket.

I am sure that Schering, even though they
made a very good proposal just now, would also try.
So | don't think you can assune that the answer is
that there is no way that that date could be net.

DR. MARTI NEZ: But, with all due respect,
patients are not saved by trying. They are saved

with the medicine available. Wiile you try, they
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may di e.

MR. FLANZRAI CH: But | think what you will
get nore definitive answers--people are saying they
can't speak today, but you will hear, between now
and the final proposal of the rule fromthe
manuf acturers, and they nmay be able to accommudate
a shorter period of tine. And then there will be
the kind of clarity that you need for the patients.
So we should not rule out the possibility of having
this come into effect by the Decenber 31, '05

DR CHI NCHI LLI: Dr. Mss?

DR MOSS: | think it is inportant to
reiterate what Dr. Martinez said. I mean, if we
run out of these nedications for patients, they
will end up in the energency room There will be
increased norbidity and potentially nortality. So
I think, in this situation--1 think everyone is
sort of saying the same thing, but we should nake
sure we are playing it safe, that there is clearly
going to be the supply of medications for these
patients so that we don't run into that problem

That woul d not be a good thing.
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DR. MEYER Dr. Modss, can | just
par aphrase what | think | heard you say just so
am clear for the record

DR MOSS: Absol utely.

DR. MEYER To the degree that there is
uncertainty in setting a date when the tine cones
for us to do so, what you are saying is that when
we face those uncertainties, we should take a nore
conservative approach in setting the date that errs
on the side of patient safety over sort of an
aggressive tinmetable in terns of the environmenta
consi derati ons.

DR MOSS: Wat | would say is that the
company said twelve to eighteen nonths. You know,
if you thought twelve to eighteen nonths from July
1, it fits perfectly for the 18-nonth thing to
think that now, all of a sudden, we are going to
rush things and speed things up and hope it all
works. | think there is a safety issue there. So
I just wanted to note that.

DR CHI NCHI LLI: Dr. Schatz?

DR SCHATZ: Again, to be as specific as
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possible, it sounds to nme |ike the nost
conservative and, | think, acceptable approach
woul d be to plan no sooner than ei ghteen nonths
fromthe final rule because we have a | ot of
assurances that everybody can get ready by then
Anyt hing el se sounds like it could be just trying.

DR CH NCHI LLI: Dr. Meyer, | think you
have heard the committee's feelings on this.

Any ot her final comment on this criterion?
Ckay. Thank you. Let's nobve on to the next one.
"Adequate U.S. postnarketing-use data is avail able
for the non-ODS products." So, were the committee
menbers satisfied with what they heard today in
terns of postmarketing data for non-ODS products?
Any comments, questions? Is it related to their
previous criterion? You are satisfied we have
resol ved this one?

Dr. Swenson?

DR. SWENSON: Just for the agency, we
really didn't see any data regarding the safety and
the track record. Can you give us a brief

synopsi s? | suspect, because they have been out as
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|l ong as they have, they are probably safe. But can
you tell us so fromyour data nonitoring?

DR. MEYER | think for the purposes of
the proposed rule, we really didn't contest that
this was not the case. In other words, these
products have substantial worl dw de experience. W
have sonme postmarketing, formal postmarketing data,
avail abl e, particularly for the EM product as well
as sone anal yses for the GSK product.

At this point, the postmarketing
experience that we have seen, both fromnore forma
data and fromthe informal safety reporting, is
that these products do not appear to be
substantially different fromthe CFC products in
terns of how they perform So we have not
expressed any concern in that regard.

DR. CHI NCHI LLI: Dr. Martinez?

DR. MARTI NEZ: Does the agency have
information that will allow us to believe that
puff-for-puff the two products are equally
effective in producing bronchodil ati on?

DR MEYER  The approval for these were
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bot h based on conparisons to CFC products as well
as--they stood on their own as far as safety and

ef ficacy, showi ng of safety and efficacy, but they
i ncluded prograns where they were directly conpared
head-to-head with the CFC products.

Both in terns of the pharmacodynam c
effect in FEV1 with one, two, four puffs, that type
of consideration in sort of a short-term study as
well in longer-termtreatnent studies, we didn't
see any substantial differences. As was stated
earlier by one of the manufacturers, and | forget
whi ch one--1 think it was Schering-Pl ough--the
mouth feel of these can be somewhat different. |
am sure individual patients may feel some
al | egi ance to one over the other

But, in looking at those kinds of reports,
we have a |l ot of reservations because | remenber
days when | worked for the V.A and, depending
on- - back before there were generics avail able, the
Ventolin source would shift fromseem ngly quarter
to quarter. | know that those products were very,

very sinmilar at that tinme, the Proventil and the
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Vent ol i n.

Vet erans woul d come in saying, "You knhow,
this one doesn't work as well as the one you gave
me last month. | just doesn't." Unfortunately,
bot h asthma and COPD are di seases where patients
get better and worse irrespective of the specific
medi cine. But they want to tie it into sonething
so, if their medici ne happened to be changed at the
time they were feeling somewhat worse, they bl ane
it on the medicine.

So we do get those kinds of reports. But
all the data in the NDAs at this point really
showed very conparable results both in terms of the
phar macodynam cs as well as how they | ooked in a
12-week study, treatnent study.

DR CH NCHI LLI: Thank you. M. Mtchell?

MR. M TCHELL: There is a study we cite in
the proposed rule. It was evaluating the vehicle
Evohal er, which is the HFA inhaler marketed in the
UK, whichis very simlar to, but not quite
identical, to the Ventolin HFA product. That

study, even given the differences in the product,
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does give us some assurance that we are not | ooking
at any serious probl ens.

DR CHI NCHI LLI: Any other comrents on
this particular criterion? If not, we will nove on
to the fourth one because | do believe we will
spend sonme tinme on this. "Patients who nedically
require the ODS product are adequately served by
the non- ODS products containing the active noiety
and ot her avail abl e products.”

Renenber, the FDA is interpreting
"adequately served" to include the econom c issue.
So who would like to start with this one? Dr.
Schat z?

DR. SCHATZ: | think Dr. Garutti pointed
out what | think we all believe, that this isn't a
question of if, it is a question of when. But that
"when," as in the proposed rule, has a lot to say
interms of the total cost of the healthcare
system

We have heard a | ot of good reasons to
make this transition as soon as possible, but the

only thorn, as you could probably tell fromnmy
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questioning, is the extra cost, which it sounds to
me is at least $500 million a year. Yes; there are
sonme things that could raise it and sonme things
that could lower it, but I think that that is as
good an estimate as we could come to.

In a systemthat doesn't have unlinted
resources, that is an inportant consideration. So
that is going to be a problem no matter what to
sonme extent, but | just have to raise the concern
I would certainly like to spend that $500 mllion
on somet hing other than al buterol.

But | think the only real lesson is to
make sure that however this transition occurs, we
doit in away that tries to mtigate, as much as
possible. There are clearly sone things that could
do that, that extra cost. But that is a very
di sturbi ng nunber to ne.

DR. CHI NCHI LLI : Dr. Swenson?

DR. SVENSON: | had sone questions to M.
Rozek about the NERA study, if he is here. | think
he is conming to the microphone. | wll go ahead

and start my question. On your slide that was
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entitled "Overall Inpact on Patients and
Third-Party Payers in the First Year," the fina
figure you give in the first year, increase in cost
per asthma or COPD patient is $16. 00 which doesn't
sound that high.

But what | want to ask you is that that is
a gl obal average figure and the group that we are
most concerned about is the cost-sensitive--those
peopl e that probably fall into the underserved
cat egory.

As | do ny math here, | think that if
there are 50 million MDI's prescribed in the United
States per year and we say, for purposes of just
simplicity, we have 20 mllion patients using those
50 mllion, that comes out to about two-and-a-half
cani sters per year. Am| right on that?

DR. ROZEK: Yes. In our calculation for
the $16. 00, we used 20 nmillion asthma patients and
10 mllion COPD patients. So we added those
toget her and got about 30, or slightly over 30,
mllion, total

DR. SWENSON: So that figure of $16. 00,
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then, is calculated in that fashion. But | am
worried that those patients that may be npst
sensitive to transition here may be using probably
one or maybe even nore canisters per nonth so that
the cost inmpact to them cones down quite heavily at
maybe sonet hing around $100 per year

Did you go into a breakdown on those
costs?

DR ROZEK: We | ooked at--to calcul ate
that particular nunber, we used the total
recal cul ated as a cost to the healthcare system and
then the nunber of diagnosed asthnma and COPD
patients. W, then, pointed out, though, that
there were other programs avail able to ensure
access to people who might have difficulty
af fording one, two, three or four canisters a year
such as the patient-assistance prograns, Toget her
Rx, GSK Orange Card, the public-assistance prograns
such as the D.C. Healthy Fam lies, D.C Healthcare
Al liance. The additional sanples would be
avai l abl e to people who woul d need additiona

cani sters of the product as well.
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So we felt that there were--certainly what
we presented were average results and that there
may be variation within that, sonme peopl e using one
cani ster, sone people nmay be using three or four
For the people that couldn't afford three or four,
there woul d be these patient-assistance prograns.

DR. SVENSON: Do you, or possibly the
compani es, have any idea of the effectiveness of
these assi stance prograns? Are they 80 percent
effective to the target groups?

DR. RQZEK: | think we heard today from
@ axo in terns of the total nunber of people that
have been hel ped with al buterol-specific prograns.
G axo has a relatively small share of the tota
al buterol being used today. | believe it is about
3 percent, and they were spending significant
resources, or valuing the al buterol that went
through their patient-assistance problemquite
significantly for that 3 percent narketshare that
they currently have.

Schering indicate they had a simlar

program | would assune that d axo woul d expand
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its programas its marketshare expanded and that
there woul d be nore people who woul d be aware of
the @ axo programas a result of information
avai | abl e about the G axo product.

DR. SVENSON: While | have you up here,
just one nore question, slightly different, and
that is you nade what appears to be a very
conservative, maybe al nbost worst-case, scenario
here because you sinplified and didn't assune any
changes in the outreach of the conpanies and ot her
changes that they might do and the way prices may
fluctuate.

G ven that we mght have maybe two nore
and possibly other players in this market, what
nunber of conpani es conpeting really nmake a
difference in price. There mght be exanples
wi thin the pharmaceutical industry on this issue or
maybe nore broadly in the business world. What
nunber of conpetitors really begins to nmake a
difference on price? Wen does conpetition really
cone into play?

DR ROZEK: That is an interesting
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guestion that economists debate all the tine. Many
of the answers that relate to specific
i ndustries--when | worked at the Federal Trade
Conmi ssion, for exanple, there was a study that one
of nmy coll eagues there put out that we used to use
in deciding when to bring nmerger investigations.

It had to do with the strong third-firmeffect.

When you have a strong third firmin the
mar ket pl ace, that was effective at alleviating any
mar ket power that the first two firns mght have
So if you were looking at a nerger of two firnms
that would create a strong third firm that was
considered to be a beneficial effect on market
competition.

But, again, this is an industry-specific
issue. Interestingly enough, |I did a study on
competition in the pharmaceutical industry fromthe
foll owi ng perspective. | looked at all of the
products that were identical chemicals. Ventolin
and Proventil appeared in that list, if you | ooked
at data fromthe late '80s and early '90s.

Eryt hr opoi etin woul d be anot her exanpl e of that
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ki nd of conpetition where they were identica
chem cal s--no generics--identical chemcals
mar ket ed by the branded conpany.

You can see, when you have only two, in
that particular case, you get a lot of conpetition
for marketshare, for getting onto fornularies, for
di ssemi nating information about the product and
di stinguishing the product one fromthe other even
though they are the exact, sane chemcal in terns
of what kinds of patient-assistance prograns are
avai | abl e, what kinds of benefits you can provide
to patients other than the drug, itself, in terns
of registries for use of the product and rem nders
and that sort of thing.

So, in the pharnaceutical industry, | did
do a study of conpetition between two players when
it was the exact identical product and there was no
threat of generic conpetition. You can see there
that market shares nove qui ckly back and forth and
that prices do respond in a downward directi on when
the two are there, assumng that you have enough

bi g buyers who can nove marketshare and can extract
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that kind of gain.

Now, that is not to say that the gain
flows to everybody fromthat type of conpetition
because it does help to have a very aggressive
buyer side of the market to gain that. But | would
say generally a strong third firmis very hel pful
If you | ook at the Department of Justice-Federa
Trade Committee Merger Guidelines, they like to see
about five equally sized firnms in a market. But
sonetines they will approve nmergers with four

I think we are approaching, in the case of
al buterol with Sepracor and with IVAX and with the
availability of licensing opportunities from 3M
for exanple, to anyone who has an al buterol product
they want to package in the HFA technol ogy, that
threat of conpetition, as well, adds to the overal
competitive structure in the marketpl ace.

So two coul d be enough for conpetition in
a pharnmaceutical product, three for sure and, if
you are going to four or five, you wouldn't have
even any problemw th the Federal Trade Commi ssion

or the Departnment of Justice, in ny view saying
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anything was am ss in that kind of a market
structure.

DR CHI NCHI LLI: Thank you, Dr. Rozek, for
answering those questions. Further comments,
statements fromthe conmttee? Yes; Dr. Lutter?

DR LUTTER. If | could offer one piece of
data in response to one of the questions just
asked, we | ooked, as | described, at the MEPS data,
the Medi cal Expenditure Panel Survey. Anobng the
peopl e surveyed, which is the noninstitutionalized,
under 65, population, if you |look further at those
who have fanmily inconmes | ess than 400 percent of
the poverty line and who are either uninsured or
who have non-group insurance, they had 3.8
prescription per year for albuterol MIs

DR, CHI NCHI LLI: Dr. Martinez, did you
have a coment ?

DR MARTI NEZ: No

DR. CHI NCHI LLI: Dr. Mss?

DR. MOSS: | have a question for some of
the conpanies. This is not the first country where

we tal k about transitioning so this has happened in
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other countries. Realizing the healthcare systens
work differently, but what happened in the prices
of the Proventil and Ventolin HFA in other
countries where this has been approved? Did their
prices go down? |If so, why?

DR CHI NCHI LLI: Anybody respond to that?

DR JONES: El aine Jones, d axoSmithKline.
As you said, actually, the pricing systemin the
Eur opean countries where we have done this and al so
in Australia and Canada are totally different. So
the scenario can't be applied.

DR MOSS: Good. Now that | have you up
here, what is the price conpared--if you convert to
Anmeri can dollars, how do these products conpare in
other countries conpared to the United States.

That is really what | wanted to get you to say.

DR. JONES: Actually, | don't know the
price. | don't know whether any of our commercia
col | eagues here know the price of Ventolin HFA
across Europe. | don't think we have that
informati on here, but we could--sorry; | don't have

that information.
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DR CHI NCHI LLI: Any other questions,
comrents, fromthe commttee? Dr. Martinez.

DR MARTINEZ: | think this is the issue.
For any practicing physician, this is the issue
because, particularly for the pediatrician, the
mai n group of patients that we see with severe
asthnma conming to our energency roons are mnority
patients who are either in poverty or are
di senfranchi sed or don't speak good English or have
many of the other difficulties that nake them
particularly susceptible to severe disease.

Thus, considering this very attentively is
a need because our nmain objective is to provide the
public with the best possible nmedicines that we can
have at prices that are affordable and that will
allow them in this case, to survive because this
could be a life-threatening di sease.

The main concern | have is the conflict in
which, in this case, is not a conflict of interest
of but a conflict of care. W all care about the
earth and about the environment and we all would

love for it to becone better and better

file:////[Tiffanie/C/Dummy/06 10PULM.TXT (258 of 282) [6/24/2004 11:07:46 AM]



file:/l1ITiffanie/C/Dummy/0610PULM.TXT

259
Certainly, there are many ot her ways, by the way,
in which we could nmake it better, but | know that
we are not discussing this here. W are discussing
this issue very specifically.

VWhat we are asking the public, and that is
the first point | wanted to nmake, is to spend,
according to the proposed docunent that Dr.

Mtchell has so clearly witten, that, in the best
possi bl e scenario if the rule conmes in 2006, the
public will transfer to the pharnaceutical industry
$6.9 billion between 2006 and 2015

That will happen because, as a society, we
have decided that we will take care of the
environment. |If that were the society as a whol e,
the i ssue would be clear and sinple. But ny
opinionis that it is not. The reason why | say
that is that, although we have been given neans of
di stributions of cost by patient, any practicing
physi ci an knows that these distributions are so
trenmendously skewed that, in this case, the nmean
has no neani ng.

Most of the patients who really spend nost
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of the noney are a small group, perhaps 10 percent
of all patients with asthma, who spend probably 80
percent of the cost. That is not only for
hospitalizations. |t happens that those patients
are primarily poor, disenfranchised, and not
participating in the system not know ng about the
system no knowi ng about their rights.

I was telling about an anecdote. Two or
three weeks ago, | was on call. A young girl who
had followed for two years and not seen for two
years cane to the energency room dyi ng of asthma
When | asked the parents why is it that the girl
was there, they said, well, we didn't have noney to
buy the inhalers and we didn't even have nobney to
buy the al buterol. But you have the right. They
didn't know that they had the right.

Now, this is not going to change from one
day to the next. So the difficulty when we take a
measure |like this and when we do sonething Iike
this is that we affect, or may affect,
significantly the lives of a |lot of people. That

needs to be considered because it is part of our
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everyday life in our practice.

| do understand, and | commend them for
that, that industry has nade significant efforts to
palliate this by providing for free these products
to individuals and patients who will not have
access to these products. The difficulty is that,
in the sane way that those patients don't know of
the existence of these rights that they may have in
many states, even if they don't have insurance for
their children to have insurance, they also don't
know about these systems and, thus, cannot use
them don't have the opportunity to use them

The greatest difficulty, then, is that I
think this ruling, or this rule, inevitably, by the
way in which our systemis built, wll
significantly affect the poor and the
di senfranchi sed and that, unless an effort is nade,
and | haven't heard of any systematic effort to
ensure that this will be palliated in the best
possi ble way, like it has been done wi th other
nmeasures that, as a society, we have taken.

For exanple, for persons with disabilities
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now, we have a lot of things that are going well
for them certainly, they are not enough. But
society, as a whole, is paying a price for that
because, for exanple, at least in our state,
busi nesses that put up ranps for people who need
them and that are disabled can get a tax cut, or
sonet hing of that sort.

I don't see any of those measures being
t hought about here and | am conpl etely convinced,
given ny experience in nmy practice, that this wll
significantly affect the disenfranchi sed and the
poor .

So, in the end, what we are really doing
is, for the sake of the atmosphere which will be
good for all of us, we are, once again, charging
t he di senfranchised and the poor. | don't know if
there is a solution for that because of the way in
whi ch our systemis nmade, but, for a practicing
physician, this is something that cannot be deni ed.

It is true, as a representative of the
Ameri can Thoracic Society said, and | conpletely

agree with him that many other costs are
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increasing and that, in the end, we cannot, every
time we make a decision, think about who and whom
is going to be affected. But | think it is very
inportant for us to take all these issues into
consi derati on.

DR CHI NCHI LLI: Dr. Moss

DR. MOSS: That is why | asked the
question about the marketing for these prograns
because | agree with you. | don't see them-you
know, the compani es tal k about hundreds of
t housands of people but | don't know about them and
I don't think a | ot of people know about them

I think there are other trickle-down
effects which is what | tal ked about before where
only 6 percent of the nedications are prescribed in
the hospital. Everyone is worried about the retai
side of it, but there are indigent-care hospitals
around the United States where they are on the
means of falling apart. | nean, all these
hospital s--and there are huge financial strains.
Maybe private practitioners outside of Chicago can

deal with stuff, but those of us that care for the
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i ndi gent-care patients, it is about to fall apart.
It is cracking and crunbling.

States are not giving the noney back. The
phar maceuti cal budgets are going up. Activated
protein series Agras is a good exanple of that.
They were afraid that that one conpound m ght
destroy the entire G ady Hospital system It is a
$7,000 drug and it is very expensive. Different
situation here. Not as expensive, but a nmuch nore
common di sease.

So | agree. | think that is the bottom
line is the cost issue here and the conpani es need
to address that. That is why | asked the question
in a round about way, how much do these nedications
cost in other countries. |If they are less, why are
they |l ess and how are the conpanies going to dea
with this issue. | think everyone agrees that this
needs to be done, but the cost issue will inpact
patient care.

DR. CHI NCHI LLI: Any response fromthe
conpani es? W heard about sone of your prograns

this nmorning. Okay. So conmmittee nmenbers? Do you
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have any specific recommendations to the FDA in
proceeding forward with this, in terns of the
econom c issue, in terns of the problens that the
poor and the indigent will encounter with their
ast hma because of this? Dr. Schatz?

DR SCHATZ: The one thought that cones to
my mind is that the |onger the transition period,
presumably the nore certain things mght happen in
terns of additional conpetitors, additiona
experience with what is going to happen. | nean,
again, | think the concept of thinking of some nore
specific ideas and things that various people,

i ncluding the conpanies, could do to mitigate it is
important, too, but it does seemlike that the

| onger the timeframe involve, the | ess this inpact
woul d be, not only because it becones a year or two
or three closer to generic, but other market
factors as well.

So | guess that would be ny nost i mediate
t hought .

DR CHI NCHI LLI: Dr. Mss?

DR. MOSS: Not to sound too w shy-washy
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here, but, on the flip side, | think it is very
i mportant that conpani es have nade the effort to
come up with environnmentally friendly nedications
and shoul d be comended for that and receive sone
compensation for that. So I think that would be a
bad precedent to say that this stuff is not
i mportant to go through.

So, as | just said, the price is an issue
but | think this has to be looked at a little as an
i ssue longer term that the nmessage should not be
gi ven to pharmaceutical conpanies that having
environmental ly friendly strategies are not felt to
be inportant.

DR. CHI NCHI LLI: Any other conments,
recomendations by the commttee? Dr. Jones?

DR JONES: Elaine Jones. W talked a |ot
about Bridges to Access as well as the other
d axoSmithKline prograns. W have endeavored to
reach everyone and we have done consi derabl e things
in order to be able to reach everyone. W try.

Qovi ously, we haven't reached everyone. You

haven't heard of some of the prograns that we have
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done, but we are conmitted to actually getting our
message to everyone and are willing to work with
the agency in nmeans to achieve this.

We have, currently, 435,000 patients
registered in the Bridges to Access program which
actually gives free nmedicine to the popul ation that
you are speaking about. There is no ceiling to
that. Any patient who is eligible will receive
medi ci ne and they won't just receive one nedicine.
They will receive Ventolin or any preventative
medi cine as well if they are prescribed.

As | say, we will continue to strive to
get the nmessages about GSK s prograns to everyone
and, as | said, we will work with the agency, if
they have any ideas about how we can expand and get
these nessages across. W believe it is a very
val uabl e program

DR CHI NCHI LLI: Thank you. Dr. Schatz?

DR SCHATZ: Again, | don't want anything
to think that | also don't appreciate the efforts
of the pharmaceutical -conpany industry in trying to

respond to this, but, again, the cost issue--but |
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wanted to raise that there has been an enphasis on
the people who would be eligible for the Bridges to
Access and similar prograns and that is
appropriate. This is clearly an inpacted group

But | take care of the working patients in
an HVMO and | can tell you that these patients, who
woul d absolutely not be eligible for this, are also
i npacted when their co-pay goes from $10 for a
generic to $25 for a brand. W have had sone
changes recently that we are hearing froma | ot of
patients. These change nmake a difference al so.

So, while | absolutely agree that the
typically inpacted nmay be nore inpacted, this is
something that is going to affect, as the whole
heal thcare crisis is nore and nore, a rmuch bigger
segnment of society, and | don't think we can forget
that either.

DR, CHINCHI LLI: That is a good point.

Dr. Reiss?

DR. REISS: | just wanted to point out

that, while everyone is raising really good issues,

we are really not here to debate the healthcare
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system and how the heal thcare systemworks. W are
here to debate the merits of making this transition
and its inpact. A lot of the things that have been
raised really have to do with the form and
structure of the healthcare system and not
necessarily whether this is an appropriate or
i nappropriate thing to do.

DR. MARTINEZ: | respectfully disagree
because, if | read correctly, it says, "Patients
who nedically require the ODS product are
adequately served by non-ODS products

containing--," and one of the issues that we have
been told that needs to be considered is cost. W
are not discussing the healthcare systemhere. W
are just reading very precisely what it says here.
Here it says, very precisely, "If they are going to
be adequately served by non-ODS products containing
the active noiety."

Well, if they can't buy them they are not
bei ng adequately served. So it is not an issue of

the healthcare system M opinion is that a

significant nunber of patients are not going to be
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adequately served. | amnot saying that what we
have to recommend or our opinion should be that
this is not done. It is just very inportant for
those who nake the decision to understand that.

DR. CHI NCHI LLI: Dr. Schatz?

DR SCHATZ: Again, | would just add that
what we are tal king about is a change in our
heal t hcare system so we have to bring up our
heal thcare system | don't think anyone that |
have heard has done it to discuss the healthcare
system It is how this change nmakes an inpact in
our heal thcare system

DR JONES: El aine Jones, d axoSmithKline.
I just wanted to make one additional comrent to the
previous coment. The current marketplace has no
sanples in it, professional sanples, or very few
for albuterol CFC. d axoSmithKline has conmitted
to giving at least 2 mllion professional sanples
each year during the transition periods.

DR. CHI NCHI LLI: Dr. Meyer, and Dr.
Sul l'i van, you have heard sonme of the discussion by

the coomittee menbers. Do you have any reactions,
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any conmments? This is a dilemm, this particul ar
i ssue, and we knew this would be the thorniest
i ssue to deal with.

DR. MEYER | would just say that | very
much appreciate the thoughts that we have heard
expressed and | actually would also like to
express, again, thanks to the people who are naking
public statenents including the regul ated industry.

I think you understand our dilenma in
proposing the rule and | think we will get to
questions--or, not questions, but points,
subsequent here whether there is anything el se that
you think we could ask for or other things that you
woul d suggest that we do to help us get to a fina
rule.

So we very much appreciate the conments
and | ook forward to any suggestion you m ght have
as to ways to sort of help get through this
dilenma. This is a very inportant issue.

DR. CHI NCHI LLI: Wy don't we use that as
a segue, then, into Itens, |Issues, 2 and 3.

Conmi ttee nenbers, please suggest any additiona
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data or information you believe would be inportant
to consider in making a determ nation regarding the
essential -use status of albuterol. Also, please
comment on any additional issues you believe would
be inportant to consider in naking a determ nation
regardi ng the essential -use status of al buterol

I's there anything we can recomrend to the
FDA, to the agency, about any additional data or
informati on that mght help them proceed with this
deci sion? Dr. Mss?

DR MOSS: | don't knowif it is
possible--it sounds |like a |lot of this economc
stuff is based on a lot of assunptions, but it
m ght be hel pful to see how the econom c i nmpact
woul d change if there is a third or fourth drug
since, if that is not going to happen right away,
that m ght happen down the road, and it m ght |ower
the burden of the econom c inpact which would
address the issues that everyone has raised here.

So | don't know how feasible that is, or
how good the data is, but that m ght help give

better information upon the effect of cost. |If the
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cost goes down, then there would be nore access to
patients and the negative effects of not having
access to nedications would be alleviated to some
extent.

DR. CHI NCHI LLI: Dr. Swenson?

DR SVENSON: If | could ask the agency
menbers here, and, again, this may be beyond your
powers and your charge, but, in going before the
Montreal Protocol for these nedical exenptions,
have the issues, not so nuch of the availability of
other products that are satisfactory and equal but,
in fact, the issues of the cost inplication to
patients, been discussed? Do they turn a deaf ear
to these di scussions?

| get the sense that we are being pushed
to conme to full conpliance here and we have such a
uni que situation in the United States that, in this
case, has the case been nade to attenpt sone, at
| east prolongation of this transition to allow for
the peculiar and unique nature of our healthcare
syst enf?

DR. MEYER | certainly don't want to
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characterize the Montreal Protocol, the response of
either the body as a whole or individual parties to
these kinds of considerations but, yes, the issue
of the unique circunmstances of the United States
heal t hcare system and the inpacts that are nore
significant in the United States, we don't have
nunbers to tal k about here, but | can assure you
that the differential we are tal king about here is
greater in the United States and the overal |l cost
of these nedications is greater in the United
States than the other countries that have been
referred to where the phase-out has occurred for
al but er ol

Those i ssues have been presented and
argued to the neeting of the Montreal Protocol

DR. CHINCHI LLI: Dr. Lutter?

DR. LUTTER: Let me offer another insight
in response to that sanme question. | was in
Nai robi | ast October, Novenber, where this nost
recent decision by the Montreal Protocol parties
was taken. At that time, the decision on the table

was what woul d be the date by which each party
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woul d have to set a date-certain to delist.

But also on the table was a proposal to
set a date-certain. W offered two explanations to
other parties in the Montreal Protocol. One is
that we have an Admi nistrative Procedures Act. W
have a very different formof governnent than a
parliamentary systemthat exists in other
countries. That lays forth a different process for
delisting that, necessarily, is nore tinme consum ng
but al so, of course, the econonic one.

I think the synpathies were m xed. Somne
countries were much nore attuned to the idea that
the U S. systemis unusual if not unique and others
view this is a problemthat we would have to sol ve

So | amnot sure | have clarified the
under st andi ng very much, but it was brought up, it
was debated, and we had sort of a m xed reaction

DR CHI NCHI LLI: Committee nmenbers,
don't know if we are running out of steamor we
just have nothing else to offer. This is conplex.
Any ot her comments, reconmmendations, questions?

DR MARTINEZ: My | ask a question?
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DR. CHI NCHI LLI: Sure. | am begging for
questi ons.

DR MARTI NEZ: Menbers of Congress and
state legislatures and so forth are considering the
possibility of opening the U S. market to
i mportations of nedicines fromother countries with
the idea that this could decrease costs of these
medi ci nes. In which way such a process would, or
will, affect--1 am asking the agency--issues
regarding this particular medicine. This is froma
person who lives 60 nmiles fromthe border and knows
how much these nedi cines cost in Nogal es, Arizona.

MR. M TCHELL: By the terms of our
regul ations, we are really focussing on products
that are approved in the United States. W cannot
really consider prices or supplies of drugs in
Canada, Mexico or any off-shore sources. The
answer is no, we are not really |ooking at those
sorts of issues in this process.

DR. CHI NCHI LLI: Dr. Schatz?

DR SCHATZ: | nean, again, the only other

perspective or question--there are a |lot of things
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we have heard about that theoretically could
mtigate what we are all concerned about but that
is nothing that can be witten into a rule, |1 would
guess. W could all hope it happens.

So | think we do need to focus on what
sorts of things this rule could do to nitigate
this. That is where | said that the only thing
can think of is delaying it sone. Again, | don't
like the idea that that doesn't reward conpanies
that we should feel positive toward who have taken
these steps towards sonething we all eventually
want .

But | can't think of any other way to
wite this rule in a way that nmakes a certainty
|l ess of a financial inpact. | would open that up
to other people because everything else, wile
hope it happens and it could happen, it is actually
nothing that | can think of that the rule can do
anyt hi ng about .

DR CHI NCHI LLI: When we discussed the
i ssue of patient safety with one of the previous

criteria, it is related to that, that waiting, not
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shooting for Decenber 31, 2005 when the
announcerent may not appear until March of 2005,
there is an issue of concern about patient safety
and enough inhal ers being available. So | think,
yes; the two are tied together.

Yes; Ms. Schell?

MS. SCHELL: | guess | need a point of
clarification probably fromthe conpanies. But if
this is inevitable that this will be going to
happen but the date is unclear and it may be
del ayed, why can't you start production eighteen
mont hs anytine and still be ready for whenever the
dat e appears?

DR. MEYER | was going to answer on their
behal f, but | will let them answer.

DR GARUTTI: Ron Garutti,
Schering-Plough. It is not in anybody's interest
for the industry to produce a great deal of HFA
product that is not going to essentially really be
used until the kind of behavior change that we
al l uded to, provider- and patient-w se, has the

impact of, this is here, this is now, this is
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happeni ng and everyone is focused on it.

It would not be to any of our interests
for a product to be produced and run past its
expiration and have to be destroyed.

MR. M TCHELL: Also, to reiterate a point
that was nmade earlier, the conpanies would be
expending | arge amounts of capital in order to get
this capacity on line. To ask themto spend that
capital and then not generate any revenue with it
seens, just as a personal point, to be sonmewhat
i mpracti cal

DR CH NCHI LLI: Commttee nmenbers, | ast
change. Final comments, questions, issues? Dr.

Rei ss?

DR REISS: Just one other point to follow
up on the questions about the econom ¢ anal yses
that we were tal king about before. It might also
be hel pful to do a nore detail ed economi ¢ anal ysis
where we are tal king about nean val ues, and one
m ght be hidden within those mean val ues and what
not, to be able to really sort of understand who is

the real population at risk that nmight be affected,
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m ght shed and provide sone additional |ight on the
topic as a follow up.

DR CHI NCHI LLI: Thank you. Dr. Meyer, it
| ooks like the committee has exhausted itself.

DR. MEYER | amnot sure whether there
were any ot her observations. W asked about data
and so on, but | guess the other thing is you have
per haps, or hopefully, had a chance to read through
the proposed rule. You have certainly heard a | ot
of presentations and discussion today. |s there
anything el se you think we are missing in this? 1Is
there some other elenent that we need to consider
that we, perhaps, haven't considered?

It is perfectly acceptable if you don't
have any, but | just wanted to be clear on that,
whet her there is anything el se we have m ssed.

DR CHI NCHI LLI: | guess not.

DR MEYER If not, then | would like to
certainly thank you all for your carefu
del i berations today and for your attendance, your
thoughts. This, obviously, has been quite an

undertaking to get to this point and | think we
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will take very careful thought on our part noving
forward. W appreciate your adding to the

consi derations that we need to take as we do nove
f orwar d.

I would state that, apart fromthis effort
with the albuterol, the transition to non-CFC
products is actually, | think, by and |large, going
to be easier and nmore natural with sone of the
ot her products. W have already seen, as | have
poi nted out in one of ny slides, a fair anpunt of
transition occurs already.

Al buterol is the only MD for which
generics are available. To date, it appears that
the HFA alternatives are priced quite conmparably to
the branded products that they replace. | guess in
the case of QVAR, it m ght even be sonewhat | ower
than the branded products.

So, where there is not generic
conpetition, where there is sort of one-on-one
repl acenent by the same conpani es and so on, a | ot
of these issues go away. There will still be

occasions where we will cone back to this conmttee
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for products that are not being refornul ated, as
mentioned this norning, and | suspect epinephrine
will be a particularly interesting discussion in
the not-too-distant future.

But, for the purposes of today, | thank
you. | thank Dr. Chinchilli for serving as our
Acting Chair today and | ook forward to future
di scussions with the coomittee. Thank you

M. JAIN. Before the neeting is adjourned
and the committee nenbers | eave, if anyone woul d
like to have their background information mailed to
them please just |leave themat your seats with
your nanme tag. W are happy to do that for you

Thanks again to all of the open public
hearing participants and the tine that they took to
do their detailed research, present and submt
witten and Powerpoint presentations. Thank you

DR CHI NCHI LLI: Thank you, everyone. W
are adj our ned.

(Whereupon, at 3:38 p.m, the neeting was

adj our ned.)
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