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PROCEEDI NGS
Call to Order and Openi ng Renarks
DR. SVWENSON: Good norni ng, everyone.
am Eri k Swenson, Professor of Medicine at the
Uni versity of Washington, and chairman of this
meeting of the Pul monary-Allergy Drugs Advisory
Commi tt ee.
We are neeting today to discuss the
continued need for essential use designations of
several prescription drugs for the treatnent of

asthma and chronic obstructive pul nonary di sease

under 21 CFR 2.125. This is an issue surrounding

the use of CFC propellants in inhaled drugs for the

treatnent of |ung disease.

To begin with, I would like the nenbers of

the panel to go around and introduce thensel ves and

where they are from We will start with Dr. Myer.

I ntroduction of Conmttee

DR MEYER Dr. Bob Meyer. | amthe

Director of the Ofice of Drug Evaluation Il in the

Center for Drugs, FDA

DR. CHONDHURY: I am Badrul Chowdhury,
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Director, Division of Pulnmonary and Al lergy Drug
Products, FDA.

DR. SULLIVAN: M nanme is Gene Sullivan.
| amthe Deputy Director of the Division of
Pul monary and Al l ergy Drug Products.

DR. SCHOENFELD: David Schoenfeld. | ama
nmenber of the Conmittee. | ama Professor of
Medi ci ne and Biostatistics at Harvard.

M5. SANDER: | am Nancy Sander. | am
Presi dent and founder of the Allergy and Asthma
Net wor k, Mot hers of Asthmatics. | amhere as a
pati ent advocate.

DR PRUSSIN: | am Cal man Prussin,
Clinical Investigator, Laboratory of Alergic
Di seases, National Institutes of Health.

DR SCHATZ: M chael Schatz, an
al | ergi st/immunol ogi st from Kai ser Pernanente, San
D ego.

MS. WATKINS: | am Teresa Watkins, the
Executive Secretary for this conmittee.

DR. GAY: Steven Gay, Assistant Professor

and Medical Director of Critical Care Support
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Services, University of M chigan.

DR MOSS: Marc Mss, Associ ate Professor

of Medicine, Enory University, Atlanta.
DR. NEWVAN: Lee Newman, Professor of
Medi ci ne and Preventive Medicine Bionetrics,

Nat i onal Jew sh Medi cal and Research Center, and

Uni versity of Col orado School of Medicine, Denver,

Col or ado.

DR. BRANTLY: Mark Brantly, Professor of

Medi ci ne, University of Florida.

DR. MARTI NEZ: Fer nando Marti nez,

Prof essor of Pediatrics, University of Arizona in

Tucson.

DR. KERCSMAR: Carol yn Kercsmar, Professor

of Pediatrics, Rainbow Babies and Children's
Hospital, Case Medical School in O evel and.

MS. SCHELL: Karen Schell. 1 ama
consumer representative. | ama respiratory
t herapi st from Enporia, Kansas.

Conflict of Interest Statenent

MS. WATKI NS: I will nowread the Conflict

of Interest Statenent.
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The Food and Drug Adm nistration is
conveni ng today's neeting of the Pul nonary-All ergy
Drugs Advisory Comm ttee under the authority of
Federal Advisory Conmittee Act of 1972. Wth the
exception of the industry rep, all nenbers of the
Conmittee are special governnent enpl oyees or
regul ar federal enployees from other agencies
subject to federal conflict of interest |aws and
regul ati ons.

FDA has determ ned that all menbers of
this advisory commttee are in conpliance with
federal ethics and conflict of interest |aws
including, but not limted to, 18 U. S.C. 208 and 21
U S.C. 355, Subsection (n)(4).

Under 18 U.S.C. Section 208, applicable to
all governnent agencies and 21 U.S.C. 355(n)(4)
appl i cable to FDA, Congress has authorized FDA to
grant wai vers to special governnment enployees who
have financial conflicts when it is deternined that
the agency's need for a particular individual's
services outweighs his or her potential financial

conflict of interest.
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Menbers who are special governnent
enpl oyees at today's neeting, including special
gover nnent enpl oyees appoi nted as temporary voting
menbers, have been screened for potential conflicts
of interest of their own, as well as those inputed
to themincluding those of their enployer, spouse,
or minor child related to the di scussions regarding
the continued need for the essential use
desi gnations of prescription drugs for the
treatnment of asthma and chronic obstructive
pul nonary di sease under 21 CFR 2. 125.

These interests may include investnents,
consul ting, expert witness testinony, contracts,
grants, credos, teaching, speaking, witing,
patents and royalties, and primary enpl oynent.

In accordance with 18 U.S.C. Section
208(b) (3), full waivers have been granted to the
followi ng participants. Please note that all
interests are in firns that could be potentially
af fected by today's discussion.

Dr. Carolyn Kercsmar, for activities on a

speakers bureau. She receives |ess than $10, 001
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per year for two grants which are valued at |ess

t han $100, 000 per year, and for a grant for which
the firmsupplies products worth approxi mately | ess
than $100, 000 per year. Dr. Kercsmar al so owns
stock worth | ess than $5,001. A waiver under 18

U S.C. 208(b)(3) is not required because the de

m ni nus exenption under 5 CFR 2640. 202 appli es.

Dr. Fernando Martinez, for his nenbership
on a speakers bureau. He has not |ectured or
recei ved renmuneration for menbership on the rel ated
advi sory board. He has not participated or received
any renuneration to date.

Dr. Mchael Schatz, for activities on a
speakers bureau. He receives less than $10, 001 per
year, and for a grant for which the firmsupplies
the product worth approxi mately | ess than $100, 000
per year.

Ms. Nancy Sander, for ownership of stock
currently val ued between $25,001 and $50, 000, and
for unrel ated advi sory board activities for which
she received |l ess than $10,001 per year. M.

Sander al so owns stock worth |less than $5,001. A
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wai ver under 18 U.S.C. 203(b)(3) is not required
because the de nininmus exenption under 5 CFR
2640. 202 appl i es.

Dr. Steven Gay, for speakers bureau
activities with five firnms, three of which he
recei ves | ess than $10,001 per firm per year, and
two of which he receives from $10,001 to $50, 000
per firm per year.

W woul d also like to disclose that Dr.
Marc Mobss' spouse owns stock worth | ess than
$5,001. A waiver under 18 U.S.C. 208(b)(3) is not
requi red because the de mninus exenption under 5
CFR 2640. 202 appli es.

A copy of the witten waiver statements
may be obtained by submitting a witten request to
the agency's Freedom of Infornmation Ofice, Room
12A- 30 of the Parkl awn Buil di ng.

Lastly, the industry representative Dr.
Theodore Reiss was invited, but due to a famly
energency he was unable to attend today.

DR. SVENSON: Dr. Robert Meyer of the FDA

will give us sone introductory renarKks.
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FDA | ntroductory Renarks
Pl aque Presentation

DR. MEYER  Thank you very rmuch.

Bef ore proceeding with the fornmal part of
today's agenda, | did want to take a nonent out for
I think a very nice activity, which was that Ms.
Schel |, Karen Schell, has served our committee now
for four years, actually officially from Novenber
2001 through May 2005. W have continued to cal
on her services in a special governnent enpl oyee
role for this neeting, and | think a neeting just a
few weeks ago, as well.

But she has served for these four years as
the consumer representative, which is a very
inmportant role to these committees, where she
brings the patient perspective, which I think she
has done adnirably.

Her background is, as she said earlier, as
a respiratory therapist in Enporia, Kansas, and she
has got a very broad background in respiratory
therapy including being a registered

pol ysomogr aphi st and al so has certification in
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di sease managenent of asthma, so she is very well
qualified for representing the concerns of
patients, and we have really benefited from havi ng
her on the comittee.

In recognition of that, we would like to
present her with this plaque and | will walk over
and do so.

[ Appl ause. ]

FDA Presentation
The Montreal Protocol and the Status of
Essential Use Process (21 CFR 2.125)

DR. MEYER | would like to extend ny
thanks again in advance to the commttee for being
here. This will be a very different session from
yesterday and, indeed, a very different session
think fromnost every advisory commttee | have
ever been involved in, because this is not really
aski ng you your opinion of data, but it is really
calling on your expertise as practitioners to |et
us know whet her sonme of the renai ni ng nedicines
that are listed as essential uses are indeed

essential uses under certain criteria that | wll
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di scuss shortly.

[Slide.]

I realized in black and white that this
depiction of the earth's ozone |l ayer over the
Antarctic was a little bit of a Rorschach test.
Peopl e were asking me why | was placing a picture
of eyeballs or tracheas or other things in the
docunent, but that is indeed the ozone hol e over
the Antarctic taken by one of NASA s environnmenta
satellites.

I think it serves as background to the
reason we are here today, which is the very serious
environmental issue of the thinning of the ozone
| ayer.

So, during this talk, | would like to
briefly touch on sone ozone science. | amnot an
ozone scientist, but I will briefly touch on that
as a prelude to tal king about the Montrea
Protocol, which is the international treaty that is
in place to deal with the preservation of the ozone
| ayer and hopefully, the restoration of the ozone

| ayer, and al so the FDA regul ations and the U. S
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| aws pertaining to these. This will all serve as
background to the discussion that we hope will
ensue fromthat.

Just to start off with the genera
background on the ozone science, the ozone |ayer,
as it is called, is actually a region of relatively
hi gher ozone concentration in the stratosphere.

On this graphic that is depicted here, we
have ozone amounts in parts, | think it is actually
in pressure, mlliPascals, and on the y axis we
have altitude in kilometers. You can see other
than a blip in what is really a snog ozone, which
is, as asthma doctors well know, a bad thing down
in the troposphere where we live. Oherw se, the
ozone is fairly limted in ternms of its
representation in the environnent until you get to
the stratosphere, which begins at about 15
kil oneters high and reaches a peak just at about 24
kil onmeters or about 16 nmiles up

[Slide.]

This layer, as it is called, reduces the

amount of ultraviolet radiation, UV-B in
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particul ar, reaching the surface of the earth from
sunl i ght.

As a result of loss of ozone fromthis
layer in recent times, there has been an increase
in the U/-B radiation that reaches the earth, and
that has resulted in numerous health consequences,
perhaps the nost inportant of which are skin
cancers, both nel anoma and non-nel anoma types, as
wel | as other consequences, such as increase in
cataracts. There is actually data that show that
this increase in UW-B can |ead to inpaired
i munity.

Besi des t he hunman consequences, there are
ot her deleterious effects on the environnment, as
well, on animals, on flora and fauna of all types,
and actually, on non-biologic materials, as well,
like plastics in dashboards, and so on

So, this protection fromthe UV-B
radi ation that the ozone |ayer affords us is
i mportant.

[Slide.]

Now, because the devel opnent of the U S
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| aws, FDA regul ations, and indeed the Mntrea
Protocol itself have proceeded in overl apping

ti meframes, when | continue this talk, | wll
overl ap these discussions and go back and forth to
do this in as tinme-related fashion as | can

[Slide.]

In 1974, there was a paper published in
Nature by Mlina and Rowl and that was the first
paper to tie the depletion of ozone, which had been
recently detected and defined, to stratospheric
chlorine from degraded CFCs, so these are the first
scientists to put together the fact that the
em ssion of CFCs could lead to this phenonenon.

At that time, CFCs were very wi despread in
use in the United States. They were used, for
instance, in refrigerators, both in terns of the
coolant itself, as well as the foaminsulation in
air conditioners in cars and honmes, and other
chillers, foans, and in many consuner and nedi ca
aerosol products. So, they were ubiquitous in use
at that tine.

CFCs have many wonderful properties. They
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are incredibly inert and very stable, which in sone
respects is their downfall in the ozone, because as
they migrate up to the stratosphere, their

hal f-life up in the stratosphere is neasured in
decades.

[Slide.]

Now, very shortly in government tine,
after the science was published by Row and and
Mol i na--which | forgot to nention did receive a
subsequent Nobel Prize--very shortly after that
wor k was published, in response to the grow ng
evi dence of CFCs harm ng the ozone | ayer, CFCs were
generally banned in spray cans and aerosols by the
U.S. Government. That was through actions of the
EPA.

So, since 1978, consumer aerosols, such as
hai rsprays and spray paint, and other such
aerosol s, bug sprays, have not contai ned CFCs, so
they have actually been gone from such products for
nearly 30 years

At that same time period, FDA first

publ i shed our regulation, which is 21 CFR, this is
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our chapter of the Code of Federal Regul ations, and
the specific citation for that is 2.125, and that

al so banned the use of CFCs in FDA regul at ed
products including drug products, but did allow for
essential exenptions.

[Slide.]

Now, we skip forward to 1987, and at that
time 27 nations, including the United States,
initiated a gl obal ozone treaty in Montreal,

Canada, and that has subsequently been known as the
"Montreal Protocol on Substances that Deplete the

Ozone Layer," and I will call it fromnow on in the
talk as the "M."

That original protocol has grown in terns
of the nunber of signatory parties, and it now has
wel | over 180 signatory parties to the origina
protocol and is regarded as one of the role nodels
or nmodel s of successful environmental treaties.

There have been sone recent bunps in the
road, but this has really been a very successful

effort and has led to the near elimnation of CFCs

fromthe devel oped worl d.

file:////[Tiffanie/c/Dummy/0714PULM.TXT (18 of 132) [7/26/2005 12:34:44 PM]

18



file:////ITiffanie/c/Dummy/0714PULM. TXT

[Slide.]

When original witten, the phase-out of
CFCs was slated for 2000. It was actually decided
in London in 1990, but that was noved up to the end
of 1995, so that phase-out in the devel oped
countries was targeted for January of 1996 at a
meeting i n Copenhagen, because there was increasing
evidence at that time of ozone depletion,
particularly over the Antarctic, as | showed you in
the opening slide. This has been known ever since
as the ozone "hole," but it is really a relatively
dramatic thinning of that ozone |layer in the
st rat osphere.

Now, it is inmportant to point out, though,
that while there is a lot of attention paid to this
ozone hole over the Antarctic, the depletion is
promi nent over a |ot of the southern hemn sphere,
Australia, for instance, is quite affected by this
ozone hole, and, in fact, | believe there is a | aw
in Australia now that school children on recess need
to wear hats, so this is not a trivial issue, and

the depl etion besides being promnent in the
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sout hern hem sphere, is gl obal

The other thing |I should point out that
al t hough we are here to tal k about
chl or of | uorocarbons because of their role as
propellants in nmany inportant asthma and COPD
medi cati ons, the Mntreal Protocol controls many
ozone-depl eti ng substances, and there are many
ot hers other than CFCs, such as hal ons, HCFCs,
met hyl broni de, and carbon tetrachl ori de

[Slide.]

Wth regard to CFCs, however, as of
January 1, 1996, all use of CFCs has been banned in
industrialized countries and is targeted for this
ban to go into place in the rest of the world in
2010, so just in another five years.

MDIs for asthnma and COPD currently--and
underline that for a reason--are exenpted from
essential use processes. There has been an
essential use process in place since January 1,
1996, but it was always the intent of the Montrea
Protocol that this be a tenporary process and that

all such uses woul d be phased out over tine.
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Nomi nations for essential uses in
medi cations are reviewed annual ly and general ly,
they are reviewed two years in advance, so, in
other words, in 2005, the parties would ordinarily
be reviewing 2007 nonminations. |In fact they are. |

put the word "ordinarily" in there because there
are sone issues with that this year, that are not
germane to today's discussion, but we are doing
everything really in anticipation of two years down
the road, and that is to allow the countries that
make these noninations to go through their own
processes of then taking what is allotted to them
and allocating it out and nmaking sure it gets to
the products that they have deened essenti al

[Slide.]

Now, the Montreal Protocol has a nunber of
stipulations that are worth me highlighting for
you, and let ne just talk a little bit about the
designation here. Wen it says Decision |V/25, the
IVrefers to the fourth nmeeting of the parties, and

the 25 nmeans that it was the 25th deci sion taken

t here.
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To draw an anal ogy, if the Mntrea
Protocol was a |aw, these decisions would be like a
regul ation, so they don't really amend the
protocol, but they basically help interpret the
pr ot ocol

So, the Decision IV/25 stated that all
essential uses of CFCs should be based on products
bei ng necessary for public health without adequate
alternatives, and they defi ned adequate as either
technically adequate or econom cally adequate.

This deternmination at that tinme was really
vi ewed macroscopically, in other words, you could
make the determination here that all CFCs and M s
for asthma and COPD coul d be consi dered essenti al
You weren't saying al buterol versus becl omet hasone,
and so on. It was that the use of CFCs broadly in
MDIs for asthma and COPD were considered essenti al
But again that was fairly early on in the Mntrea
Protocol being at the fourth neeting of the
parties.

[Slide.]

Decision XI1/2 stated that any product
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approved after Decenber 2000 rust individually neet
these criteria under 1V/25, so, in other words,
this really took it fromthe nacroscopic to the

m croscopi c, so any new product at that point nust
meet the criteria of having no technically or
economi cally feasible alternatives to have that
essential role in the treatnent of society or in
soci ety.

Thi s product-centered determ nation of
essentiality really precluded new CFC generics or
ot her new CFC products because of this high hurdle.

[Slide.]

Deci sion XV/5 stated that essential use
noni nations are now specific. |In the past, a
party, such as the United States, would go and say
we need 2,000 tons for our essential uses. Now, we
have to say we need 2,000 tons and of that 2,000
tons, 1,000 tons will be for albuterol, for
i nstance, and those nunbers are not meant to be
accurate, they are just neant to be representative
or used as an exanpl e.

This decision also said no quantity of
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essential use CFCs will be authorized for al butero
specifically beginning with 2005's neeting of the
party unless a plan was in place for the phase-out
of al buterol and submtted to the Qpen-Ended
Working Group. This is an earlier working neeting
of the parties by the sumrer of 2005

I would just point out that the FDA fina
rul e published earlier this year on the phase-out
of albuterol, which stated that we will consider
al buterol no longer to be essential in the United
States after Decenber 31st, 2008. W regard this
final rule as neeting this stipulation for the U S

[Slide.]

In response to the Montreal Protocol and
the U.S. signing of that protocol back in the late
'80s, the Clean Air Act Anendnents included changes
to the Clean Air Act that essentially inplenmented
the Montreal Protocol into U S |aw

The EPA regul ations that then inpl enented
the amendrment to the Clean Air Act refer to the
Heal th and Human Services and FDA t hrough citing

our specific regulation of essentiality for
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determ ning nmedi cal essentiality. Again, this
rule, 2.125 was published before the Mntrea
Protocol and, in fact, before we really had nuch
experience with the phase-out or even the prospects
of the phase-out since it was published in 1978.

[Slide.]

Now, at the tinme that that rule was
published, it stated that CFC-containing products
woul d be m sbranded or adulterated, in other words,
illegal under the Food, Drug, and Cosnetic Act
unl ess deened essential, and the determination for
"essential" use under that rule was that there was
there was not technically feasible alternatives
avai l abl e, that the product provided substanti al
benefit, be it health, public, or environnental,
and that the rel ease of CFCs fromthe product was
small or justified given this inportant benefit.

[Slide.]

Inportantly, that rule, when it was
promul gat ed, had no nechani smto determ ne when
uses were no |l onger essential, so it had ways to

add to the list, but it had no way to determ ne
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when products were no | onger essential and then to
take them off the essential use list.

The other thing that was notable about it
is nost inportant drugs were not |isted as separate
entities, but they were actually listed in very
broad cl asses, such as there was a cl ass of
adrenergi ¢ bronchodilators for human use that
i ncluded al buterol, pirbuterol, salneterol, and so
on, so things were not individually Iisted.

Al t hough there was sone individual listing, many
things were put into broad therapeutic classes.

So, to deal with both of these issues, in
1996, FDA published an Advanced Notice of Proposed
Rul emraki ng, so the very early stages or rul emaking
to revise 2.125.

[Slide.]

That publication led to a very large
nunber of public comments. W had close to 10,000
public coments, which to fol ks not perhaps
i nvol ved in regul ations may not have sort of a
goal post to neasure it by, but this is a large

nunber of comments. Many of these were sparked by
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| obbying efforts of concerned entities.

In 1999, taking several years to consider
carefully all the comrents that we received and the
changes in the Montreal Protocol and other factors,
FDA published a Notice of Proposed Rul enaking,
which is the first formal step in rul emaking.

That Notice resulted in far fewer
substantive conments and nuch | ess controversy than
the original action in 1996. So, we were able to
conplete a final rule, revising 2.125, in July of
2002, and that rule went into effect in 2003.

[Slide.]

Just to highlight some of the revisions,
then, one of the things that this rule did was it
listed individual noieties as essential uses rather
than cl asses, so, for instance, | had nmentioned
earlier that albuterol was under the class of
adrenergi c bronchodil ators for human use, was taken
out and listed separately within the essential use
list under Part (e) here of 2.125.

One of the reasons we did this was because

in 1996, when we published the Advanced Notice of
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Proposed Rul enaki ng, one of the things we said was
that it made sense to us, or at |east we wanted to
float the idea that you could do this two ways

You coul d say, okay, albuterol will only
be considered in and of itself, and after there are
adequate alternatives, then, we could say al butero
CFC is no |l onger essenti al

On the other hand, you could do what is
called a therapeutic class determ nation and say if
you took the inhaled corticosteroids, for instance,
you could say, well, if we had two or three inhal ed
corticosteroids with adequate alternatives, we
m ght say all the rest are no | onger essential, and
that woul d a therapeutic class approach

The attraction to such an approach is that
it allows products that are not being refornulated
to be dealt with if they are in that therapeutic
cl ass, but the public coments were very strong
agai nst the therapeutic class approach, and in
response to that, we no longer had a therapeutic
cl ass approach as 2.125 cane to finalization

So, it was inportant then to list every
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noi ety separately, and | will get back to the
inmplications of the lack of a therapeutic class
approach in a second.

These revisions also added a hi gher hurdle
for new I ND use or investigational new drug use of
ozone depl eting substances. | guess | should al so
pause here and say we changed the ternmi nology here
to be consistent with the Mntreal Protocol, and
what we are essentially tal king about for the
pur poses of this neeting remain CFCs, but because
the Montreal Protocol tal ks about ozone depleting
subst ances, we have changed that to be consistent
with that and the Clean Air Act.

Besi des addi ng a higher hurdle for new I ND
use, it also raised the bar for new listings of
essential uses, and, indeed, | do not believe there
has been any new essential list listings certainly
since the time of this publication

[Slide.]

I mportantly, then, the changes to 2.125
listed criteria for determ ning when individua

uses woul d no | onger be essential and the noiety
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woul d cone out of the essential use list that is
contained in 2.125(e).

Let me just go over those criteria
qui ckly. The non-essentiality criteria essentially
stated that at |east one non-ozone depleting
subst ance product with the same activity noiety,
the same indication, the sanme route of
adm ni stration, and about the sane |evel of
conveni ence woul d need to be avail abl e.

In addition to that, we would need
adequat e post-nmarketing data to be avail able for
t he non- ODS product .

We woul d need to be assured that
production capabilities and supplies were adequate
or woul d be adequate at the tinme the de-listing
becones final, and finally, there was a requirenent
to be assured that patients who require the CFC
product are adequately served by the alternative

Now, there is an asterisk here stating
that this is for products with only one narketed
brand or strength, so there would be sort of a 1 to

1 here. For products with nore than one strength
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avai |l abl e, such as fluticasone, for instance, is a
product with nunerous strengths, or for products
where there is nore than one NDA or nore than one
source of that product, such as al buterol, which
had not only two branded products, but numerous
generic products.

W stated that there would have to be at
| east two non-ozone depleting products with the
same active noiety, the sanme indication, route of
adm nistration. So, all the other criteria were
the same, but the difference here was that there
woul d have to be at |east two.

[Slide.]

Now, as | nentioned earlier, one of the
advantages to a therapeutic class approach is that
it can help to deal with products that are not
bei ng refornul ated, but because of inportant and
wel | -taken public input, we did not include a
t herapeutic class approach in the finalization of
the revised 2.125, but we did put in a pathway for
dealing with products that are remaining on the

mar ket, and not represented by any kind of
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alternatives in the marketplace, and we stated in

that rule that FDA has therefore revised

2.125(g)(2) to permt the agency to undertake an
eval uation of all ozone depleting products after

January 1, 2005, not just those products w thout a

non- ODS r epl acenent .

[Slide.]

So, what this nmeans is that beginning in

2005, begi nning now, FDA can convene public

nmeetings, that is, an advisory conmittee neeting,

such as today, to discuss those products stil

listed as essential to deternmine if changes in the

medi cal practice and availability of alternatives

render these products as no | onger essenti al

Under the revised 2.125, kind of harkening

back to earlier |anguage, that essential is based

on there being no technically feasible

al ternatives, provides substantial health, public,

or environnental benefit, and rel ease of CFC small,

or justified given that benefit.
These reason this is in yellow and |

got sone things grayed out here is because this
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bullet is really what we are here to discuss. This
is your expertise. | think we are not asking you
to justify CFC anpbunts and we are not asking you
about technically feasible alternatives because
that expertise | think lies el sewhere, but your
expertise lies in this bullet, providing do the
products that remain on the narket and do not have
avail able direct alternatives with that sane

moi ety, do those continue to provide substantial
heal th benefit considering the practice of nedicine
and the availability of other products.

[Slide.]

Pl ease note that as we go through this
di scussion, and we will discuss a list of the
moi eties that are involved, that if you reconmend
that Drug X is no longer essential, there is then a
process that would play out from here.

If FDA were to follow the advice, we would
need to publish a Notice of Proposed Rul enaking
stating that we had prelininarily deternined that
Drug X was no | onger essential, and | am sure we

woul d cite as our basis for doing that the

file:////[Tiffanie/c/Dummy/0714PULM.TXT (33 of 132) [7/26/2005 12:34:44 PM]



file:////ITiffanie/c/Dummy/0714PULM. TXT

recomendati ons com ng out of this neeting.

But what that nmeans is that the public
woul d then have a chance to coment on that
proposed rule and we woul d consi der those public
comments prior to going to final regulatory action

So, your recomrendation woul d not
precipitously lead to any of these products
di sappearing. They would lead to a process being
pl ayed out where we would get further public
conment s.

[Slide.]

Now, | have got a couple of slides that
really get to the sane thing. This oneis alittle
busy, so | spend a little tine on it, but then
will get to a cleaned up version, but what | wanted
to showis that these are the origina
classifications that were included, sone of these
implicitly, in 2.125 back in 1978 and added
subsequent | y.

So, at that tinme that the revisions to
2.125 occurred, we had this kind of universe of

products listed as essential uses, and those that
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are in red here are already no | onger essential,

that includes things |ike isoethrane,

i soproterenol, nasal steroids, contraceptive foans,
rectal foans, polynyxin, nitroglycerine. Those

products have either been discontinued, sone of

them have been reformnul ated in non-pressurized
sprays.

In the case of nasal corticosteroids,

those products were not considered essential under

the Montreal Protocol and therefore no new CFCs

could be obtained for the production of those,

besi des that aspect, we had the aqueous

formul ati ons, the punp sprays that we thought were
adequate alternatives. Indeed, now, we have sone

HFA products which have been approved as MDD nasa

st eroi ds.
[Slide.]

The products in yellow here are

potentially or could be de-listed soon, many of
these because they are no | onger narketed. For

i nstance, as G axoSmithKline spoke to yesterday,

they chose to discontinue the nmarketing of
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sal neterol inhal ation aerosol, marking instead
their dry powder inhaler, because of their own
initiatives with regard to the CFCs phase-out. So,
since that is no | onger marketed, we could de-Iist
that shortly. The sane thing with becl onet hasone.

So, what | would like to do here, and
believe in the handout today, | amnot sure it is
in the agenda, but in the handout of ny slides
today, there is a List B. This is that list. So,
if you need the List B, and you don't have it, it's
on the back of the slides that were bei ng handed
out today. | amnot sure that the Advisory
Committee fol ks have it or not, but it was not on
the actual agenda that | had

[Slide.]

This is the List B. There are available
non- CFC i nhal ed respiratory nedications, and
would note that |I did not try to include
nebul i zati on products here.

So, for albuterol, we now have Proventi
HFA approved since 1996, Ventolin HFA approved

bel i eve since the year 2000, and I VAX s al butero
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sul fate HFA was approved | ast year

Leval buterol was nore recently approved,
Xopenex HFA in an MDI. W also have sal neterol,
which | just nentioned is being marketed as a dry
powder inhaler, a nulti-dose dry powder inhaler
call ed Serevent Diskus, and fornoterol is
avail abl e, as we al so heard yesterday, in a dry
powder inhalation, single capsule at a tine form
called Foradil Aeroli zer.

We have nunerous choices with regard to
i nhal ed corticosteroids. W have budesoni de, which
is Pulmicort Turbuhaler, fluticasone, which is
available in a diskus or approved in a discus
formati on, and Fl ovent HFA, which is a marketed HFA
alternative to Flovent M.

Recently approved was nonetasone, which is
known as Asmanex. It is a nmulti-dose dry powder
i nhal er, and finally, becl omethasone, which is
known as QVAR, which actually is approved in two
di fferent dosage strengths, unlike the MDI that was
fornmerly available in the United States.

[Slide.]
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For the cronpbnes, we actually have no
alternatives approved at this point no direct
alternatives certainly in that classification

The anticholinergics, ipratropium has been
approved as an HFA netered dose inhal ers known as
Atrovent, and there is a dry powder inhaler also a
single capsule at a tine device known as Spiriva.
That did not, of course, have an MDI predecessor

Finally, | think as you are all well
aware, too, there is long-acting beta-agonist
corticosteroid conbinati on known as Advair Diskus
that is available in several dosage strengths,
al so, that had no MDI predecessor

[Slide.]

So, that gets us to what | believe is
designated as List A in your background docunents,
which is the noieties currently listed as essentia
for which there is no current reformul ated or
direct alternative product approved or narket ed.

Under the beta-agonist classification, we
have netaproterenol or Al upent. W have pirbutero

or Maxair. One thing | would point out with Maxair
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is Maxair is approved both as a press and breathe,
al though | prefer to say breathe and press, a

met ered dose inhaler, and as an autohal er device or
a device where, in essence, the patient's breath
actuates the spray.

Under the inhaled corticosteroids, we have
two products that are in that classification,
fluni solide marketed as Aerobid, and triantinol one
mar ket ed as Azmacort.

For the cronpbnes, we have cronolyn or
Intal, and nedocronil| or Til ade.

Finally, there is a conbination product of
beta agoni sts and anticholinergic that while
avai |l abl e as a nebulizer, which woul d not have the
same | evel of convenience as an MDJl, is not
available in a sort of portable, hand-held device
at this point, and that, of course, is
al buterol /ipratropiumal so call ed Combivent.

Note here, too, | amnot sure how | egible
this is, but |I have not included epinephrine in the
di scussion of the beta agonists. W will need to

have a separate di scussion of epinephrine at a
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| ater Advisory Commttee neeting, because it is
i nportant, since that is an over-the-counter

medi ci ne, to include colleagues fromthe

Non- Prescription Drug Advisory Committee, as well,

so folks can |l ook forward to a future tinely
di scussi on of epinephrine.

[Slide.]

Well, bringing this all back towards the

Mont real Protocol process, what has been the

history to date of the Mntreal Protocol?

Al t hough this say global, | believe this
is actually restricted to the devel opi ng countri es,
whi ch, of course, count for nost of the use of CFCs
in inhalers, but this is the pattern of the anount
asked for fromthe Mntreal Protocol parties, the

anount actually used, and the anmount in stockpiles

wi thin the devel opi ng countri es.

You can see that in the early years of the

essential use nom nations, about 14,000 tons,

metric tons of CFCs total were requested. At their
hei ght, about 9,000 netric tons were used, and that

is now down, as far as this graph goes, down in the
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4,000 range, and will continue to fall.

I would just state as sort of an
educational point that the stockpiles are closely
mat ched here to the anount used and that is by
design. The Montreal Protocol, it is felt that
because of uncertainties in the supply of CFGCs, it
is to the countries and conpanies wthin those
countries' advantage to keep stockpiles that would
all ow for one year's worth of production.

[Slide.]

So, to conclude ny talk, the U S.
CGovernment noved proactively to address the issue
of ozone depletion, and, in fact, has had a key
role in the inplenmentation and the conduct of the
Mont real Protocol.

The Montreal Protocol is a successful
treaty and it has led to inportant reductions in
CFCs and ot her ozone-depl eti ng substances, and,

i ndeed, there is evidence now that the destruction
of the ozone has leveled off and it is hoped and
proj ected that under the current provisions of the

Montreal Protocol, that the ozone layer wll
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recover to pre-1990 | evels or md-1980 | evels by
the mid-part of this century.

The Montreal Protocol is increasingly
nmovi ng towards control in specific essential uses,
notably al buterol, and the U S. has acted
accordi ngly.

[Slide.]

I think you can also see fromthe List B
that | provided, that the U S. is progressing in
the CFC transition, and there are many non- CFC
products avail able and in conmon use now. |In fact,
many of the CFC products that were fornerly listed
even at the tine of the revision of 2.125 are no
| onger narket ed.

However, some CFC products and noieties
renmain on the market and have no currently approved
or marketed alternatives. So, the question for the
day, and the question for you fol ks to ponder and
to give us advice on is do these products
individually remain essenti al

[Slide.]

So, your charge today will be as per the
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revisions of 2.125, we are convening this neeting
to discuss the products |listed as essential to
determne if changes in the medical practice and
availability of alternatives render these products
as no | onger essenti al

Renenber that that definition of
"essential" is that there are no technically
feasible alternatives, that the drug provides
substantial health, public, or environnenta
benefit, and that the release of CFCs is small or
justified given the benefit. Again, | think your
particul ar expertise lies in that second bullet.

[Slide.]

Yet anot her depiction of the ozone |ayer,
this being picture from 1983 and a sinilar vantage
poi nt in 1993 showi ng, indeed, the expansion and
the further depletion of the ozone particularly
over the Antarctic region

Wth that, | will stop and than you for
your attention.

G arifying Questions

DR. SVENSON: At this point in the
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nmeeting, we are ahead of schedule. W had a break
pl anned following Dr. Meyer's presentation, but |
think, given as early as it is already, we m ght
nmove into the next session denoted by clarifying
questions and take a break after that.

So, at this point, if there is no problem
with proceeding, | would like to start with that
and open it up to any nenbers of the panel here to
ask for clarifications.

Dr. Schatz.

DR. SCHATZ: Just one relatively sinple

one. | was not under the inpression that
nedocrom | was still being marketed, | nmean it is
still available, but | gather it is.

DR. MEYER | actually tried to go on

drugstore.comand confirmthese, and | did find it
avail abl e, so to the best of ny know edge.

DR. SVENSON: Dr. Brantly.

DR. BRANTLY: Dr. Meyer, in your
consideration, | didn't see consideration of the
economics. |s that also a dinmension that we shoul d

consider particularly in the context that
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oftentimes patients are on nultiple respiratory
medi cati ons and sonme of them can be quite
expensi ve?

DR MEYER It is certainly a factor that
we think about in terns of the nore fornmal
moi et y- by- noi ety approach when we say patients are
adequately served. W included the consideration
of econonics in that. So, | think that we would
certainly wel come your thoughts in that regard as
you di scuss the noieties today.

DR SWENSON: Ms. Schell.

M5. SCHELL: | have a question about
supply. If we take one drug out, will there be
enough to fill in the gap fromthe other conpanies

that already produce it?

DR MEYER | think the inmportant thing
with regard to that is that we do, as | said,
what ever recomendation is taken today, if there is
a recomendation that a product is no |onger
essential, we will go through a notice and coment
rul emaki ng which will not only allow for public

comment, but will allow other nmanufacturers perhaps
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of other products that might have to increase their
supply to do so

So, | think that this changeover woul d not
be precipitous, it would be planned and it would
all ow for the other products that might need to
increase their supply to do so

MS. SCHELL: | have just one nore
question. Wth the Montreal Protocol, what other
countries, are they still in use of this way, or
are they conpletely caught up with it, or are we
behi nd?

DR. MEYER It depends on how you define
behind. Qur al buterol process is slower than sone
ot her countries, notably, Canada, Australia, many
countries within the EU, for instance.

On the other hand, the EU has certain
provi sions that make, for instance, the de-listing
of becl omet hasone tougher for them because they
need to have two products to do that, and in sone
of the EU countries they do not. W don't even
have a CFC product available. W wll be able to

shortly de-list becl onet hasone.
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So, | think that in some nmeasures, we
m ght be behind and in sone neasures we are not,
but it is sort of a different healthcare system
different mx of considerations at this point, but
clearly, as | said, inthe List Bthat | pointed to
earlier of the alternatives avail able, we have made
substantial progress in the transition at this
poi nt .

DR. SVEENSON: Dr. Schatz.

DR SCHATZ: | guess | have two questi ons.

One is by taking away sone nedications on this
list, do we inmprove the chances of getting what we
want for the drugs that we really do think are
essential. M understanding of our relationship
with the parties is that we go request and they are
in a position to approve.

So, ny question is, by doing this, are we
i mproving the chances that the stuff we really
think we need we are going to get?

DR MEYER  You have to understand that |
will only be able to answer that from persona

opi nion, because | certainly don't speak for the
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parties, but | think to the degree that we are
showi ng successful transition, that hel ps our
requests for any remaining essential uses. | think
that is true

DR SCHATZ: M second question is, all of
us | amsure will have sone views based on our own
personal prescribing practices, but | am wondering
whet her there is any information available as to
how many patients are using these drugs current,
that would | think help us get sone sense as to at
| east how many patients think they are useful or
essenti al

DR MEYER W do not have those data
avail able for you today. | amsorry that we don't.

DR SVENSON. Dr. Gay.

DR GAY: Thank you. WIIl the FDA have
avail abl e to us data concerni ng progression of
devel opment, for exanple, whether or not conpanies
have nade a good-faith attenpt to begin to devel op
MDIs, if they are well along the pipeline and very
close to approval, or if there is no significant

informati on that they have even started
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devel opment? WII the FDA have that information
avai |l abl e to us today?

DR. MEYER Since this is an open public
nmeeting, sone of that information cannot be
discussed in this neeting. To the degree that sone
of this has been acknow edged and perhaps m ght
even be spoken about in the open public sessions by
sone of the manufacturers, then, yes, so not fully.

DR. SVENSON: Dr. Martinez.

DR MARTINEZ: Dr. Meyer, one of the
criteria for non-essentiality is that patients who
require CFC product are adequately served. |
assune that that criterion is valid. W had a
simlar discussion a year ago regardi ng al buterol

If we decide to declare sone of these
products nonessential, will there be potential
i ncrease the mniml possible costs for patients of
i nadequat e nmeans or do not have insurance, that
woul d nake themrequire paying nore for avail able
products, and thus, perhaps because of neans, not
have the products available for treatnent?

DR MEYER: | think that will have to be
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consi dered on a case-by-case basis. For instance,
if you are tal king about a patient on a brand nane
corticosteroid where there are many alternatives
available with a variety of presentations, a
variety of costs, | think it is hard to say whether
that patient will be significantly inpacted by

t hi s.

It is clearly a different situation from
al buterol, because al buterol had a generic. There
are no generic MDls avail able for any other product
except epinephrine, and we are not discussing
epi nephrine today, so while there m ght be
differences in pricing, | don't think it is of the
magni tude certainly that we are tal king about with
al buterol, but since these are not direct
replacenents, it is alittle bit harder to say
broadly that we could say that there is no cost
i mpact .

I would say that for the direct switches
to date, in other words, the pricing of Ventolin
HFA versus Ventolin CFC, so the brand nane, the

price of other products that have been directly
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swi tched, where they are branded products, they
have been basically on parity, they have been the
sane.

The conpani es have actually publicly
conmitted to that kind of pricing policy.

DR. MARTINEZ: So, as a followup then,
are you then suggesting that a decision in this
case will probably not cause a significant change
in potential cost of the nedicine for the public in
terns of, for exanple, if we determ ne that sone of
the inhaled corticosteroids that are in the |ist
that we are going to nake a deci sion about, are
di sconti nued, none of themis of such a | ow cost
that would have allowed a patient to receive
i nhal ed corticosteroids, but noww Il not because
of an issue of cost?

DR MEYER | amnot necessarily
suggesting that. | amjust suggesting | can't say
that as a broad generalization for this. So,
again, on an individual discussion, if you get to
Drug X and the discussion is, well, Drug X is

priced aggressively, it is cheaper than any of
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these other ones, | think again we woul d wel cone
the input of the conmittee if they feel like that

woul d have an inportant inplication on the patients

bei ng af f ect ed.
DR MARTINEZ: Are costs available as

information for us at this nmeeting?

DR. MEYER They are not available at this

poi nt .

DR. SVENSON: Dr. Kercsnar.

DR KERCSMAR: Are all the inhalers that

are on this Blist manufactured in the United

States, and if not, who gets charged for the CFC
usage, the country that manufactures themor the

country to which they are being sold or inported?

DR. MEYER  The products that we are

tal king about today are part of the U S. essentia

use process, so they are produced in the United

States. There are other products that have already
been dealt with, albuterol is a notable one where

sonme of the production was outside the U S., but

these products are all produced within the U S

DR SVWENSON: Dr. Schoenfeld
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DR SCHCENFELD: 1s there a well-defined
procedure for devel oping refornul ating these
products to a non-CFC nmet hod, and does de-listing
them have any effect on these conpanies' abilities
to devel op non-CFC formul ati ons?

DR. MEYER That is a good question
Actually, with regard to the first part of your
question, it is a very difficult task to
reformulate. | think early on, the thought process
by any, | think even including those in the
i ndustry who are directly involved was that this
woul d not be so difficult a task, but the chenica
and physical properties of the non-CFC propellants,
the HFAs, are such that it is required a
reengi neering of the valves, many of the gaskets,
the cans thenselves, so they are really entirely
new products that are being devel oped, and it has
been chal | engi ng.

In fact, some products have not been
successfully reformul at ed because of those
chal | enges.

Wth regard to if a product were to be
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de-listed, would it nake it nore difficult for the
new product to conme forward, | don't think it
shoul d have any effect on that with the possible
exception of one of the things we have liked to see
with these replacenent products is a conparison in
a study against the product it is replacing when it
is a direct one-to-one replacenent. So, you would
need to have study nedi cation avail abl e.

But these products have all been approved
under new separate drug applications, so it is not
Ii ke one of them going away woul d affect the path
forward for the other. DR. SCHCENFELD: Does that
basically mean that if they refornul ated, they
woul d have to get approval of the new formulation,
not on the bioequival ence grounds, but actually on
efficacy grounds, and that would be true today
before they de-listed, and also true after they
were de-1listed?

DR MEYER  That is true. That is true,
and there is a couple of reasons for that. One is
t hat bi oequivalence in terms of an inhaled drug

that is locally acting is very, very difficult, if
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not inpossible, to establish under currently
avai | abl e science, but the other issue is that
there are other things introduced by having such
different formulations in ternms of tolerability and
safety that we feel need exploration in studies
beyond the small, rather defined pharmacoki netics
type studies.

DR SVENSON: Dr. Newnman.

DR. NEWMAN: | just want to make sure in
Iight of sonme of the questions here today, | want
to nake sure | understand exactly what you are
aski ng of us today, because | think that if you are
aski ng us whether the essential question is provide
substantial health benefit, that's a little
different than asking us whether it provides
substantial public benefit.

Thi s question of econonics, for exanple,
comes in if we are thinking about this in terns of
public benefit, and it sounds |ike we are not here
today to really debate that, but just to give you a
perspective on the health aspect and then you

deci de whether to--and then those other issues wll
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be rai sed subsequently. Just help clarify that for
ne.

DR. MEYER Yes, | think that is a good
way to put it. Cearly, your expertise is in
maki ng reconmendati ons or observations about the
specifics of the health benefit. | think we would
wel cone al so other considerations fromyou. It is
not like we are focusing in and will only accept
recomendat i ons or comments based on heal th al one,
but to the degree that the economics are not things
that we were planning to get into or answer today,

I think if you raise concerns about that, we wll
duly note those, but those would be better dealt
with in the notice and conment rul emaki ng
subsequent | y.

DR, SVENSON: Wth respect to sone of the
drugs for which there are no obvious repl acenents,
the cronmones in particular, but this may apply to
sonme of the others, as well, do you have any data
as to when the patents expire and if any generic
options are in the pipeline?

DR MEYER | don't have data on those
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could probably get that in fairly short order, but

I would not be surprised, particularly for the
Intal, cronolyn, for instance, it that were already
past .

The chal l enge to the devel oping a generic
alternative to a cronmobne or to a corticosteroid is
est abl i shing bi oequi val ence, and part of the
reasons that there are not further generics outside
of albuterol is because of there not being a
met hodol ogy for establishing bioequivalence in a
reliable fashion.

DR SVENSON. Ms. Schell.

MB. SCHELL: | have a question about the
Montreal Protocol as far as deadlines or
compliance. |Is the United States in conpliance
with the Montreal Protocol, and is there a date
where they have to have this totally net, and is
there a consequence if not?

DR MEYER W are in conpliance with the
Montreal Protocol. There is no firmdate that has
been established. Back in the late nineties when

first started ny involvenent with this process,
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many pointed to the year 2005 for the devel oped
countries being totally out of the use of CFCs and
MDI s, and that has proven not to be the case either
for the United States or nmany of the other

devel oped countri es.

That said, | think that as | stated during
my talk, it has been envisioned that the essentia
use process would be a tenporary process, not
permanent, and clearly, there is increasing
interest on the parts of the countries involved
with the Montreal Protocol to effect these
transitions in a tinely fashion.

So, | think that the U S. does need to
move forward responsibly, and when | say
"responsibly,” | nean both in ternms of the public
heal th benefits of the environnmental side of this
treaty, as well as protecting the public through
assuring that nedicines are available to patients
who need them

DR SVENSON: Dr. Schatz

DR. SCHATZ: Two questions again. Tell me

if thisis fair, totry to answer the question,
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because | think it's answerable, is the question do
we think that we and our coll eagues can adequately
care for our patients if a drug is gone, in other
words, a drug is nonessential, if we think that we
and our coll eagues can adequately care for patients
without it?

DR MEYER | think that would be a fair
way to pose the question

DR. SCHATZ: Ckay. Then, ny second
question is that you nentioned this would be the
begi nning of a process. How | ong woul d you
estimate, if possible, between a decision today
that a drug is no longer essential and when, in
fact, it would no | onger be avail abl e based on that
ruling?

DR MEYER It is hard to say with
certainty what that would be, but it is very comon
for a rulemaking to take a year or two to play out.
I nmean if, for instance, you took the al butero
rule, actually, the early process began in '96, the
| ate process began in '99, and it wasn't finalized

until 2002. There was a |ot of controversy and
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considerations in that.

In a nore focused rul emaking, it mght be
consi derably qui cker than that, but it is not
uncommon for it to take a year or two to conplete
rul emaki ngs, to go fromnotice and conment, or
opening up with a Notice of Proposed Rul emaking to
the point where it is finalized.

Then, once it is finalized, it doesn't
necessarily becone effective the day that it's
published. It nay be published with an effective
date of six nobnths or |onger. One of the reason you
m ght do that is to allow patients to sort of
acclimate to the newrealities, as well as to allow
the ot her manufacturers who nake products that
m ght increase in sales to account for this gap in
the marketplace, to plan accordingly and increase
their production.

DR. SVWENSON: Dr. Schoenfeld

DR. SCHCOENFELD: | have never actually
designed or ran a clinical trial of an inhaled
asthma medi cation, so | was just wondering how

difficult would it be for these things to go back
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on the market in new fornmulations in ternms of the
clinical trials required. Does the fact that the
chem cal was previously approved nmake a difference?
Are we tal king about clinical trials with thousands
of patients or clinical trials with tens of
patients? | don't have a good sense of how
difficult these drugs are to devel op

DR. MEYER Yes, these have typically been
relatively streamined devel opnent prograns,
because we do understand a | ot about the npieties,
so the purpose of the trials is really to
understand the specifics of the product that is
delivering that noiety.

Conmonl y, you mi ght have a short-term
trial that |ooks at pharnmacodynam c neasures if
they are avail able, say, for a bronchodilator, and
then you m ght have a 4- to 12-week treatnent tria
whi ch may have, say, 70 to 80 patients per arm

Then, you might al so, depending on how
different the fornulation is, have a |onger term
ext ensi on of that, an open-|abel extension of maybe

100 to 200 patients out to six nonths to a year,
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for instance.

So, they are much smaller than for a new
mol ecul ar entity, but it is not trivial either.

DR SVWENSON: Dr. Kercsnar.

DR. KERCSMAR: | was wondering if you
could clarify the reason that products that are
avai l abl e that are equivalent or the sanme drug for
nebul i zati on have been excluded, is it really
t hought that the convenience factor is so
overwhel ming for those nebulization products that
shoul d we not consider the availability of those in
these deli berations?

DR MEYER  Well, for the direct
de-listing, we did not include the nebulization
products because of the |level of convenience,
because one of the criterion was that it had to
have approxi mately the same | evel of convenience,
and clearly, standard nebulization treatnent does
not have the sane |evel of convenience of an M,
for instance.

For the purposes of today, | think that

you are free to consider the entire therapeutic
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armanentari um available in terns of nmaking a
determination, that Dr. Schatz said, you know,
woul d ny patient suffer if this product were to be
removed.

DR. SVENSON: There being no further
questions, Ms. Watkins is going to read a statenent
regardi ng our open public hearing.

M5. WATKINS: Actually, it will be in
relati onship to comruni cati on with the press.

I would like to remind the commttee that
in the spirit of the Federal Advisory Conmittee Act
and the Sunshine Anendnent, that di scussions about
today's topic should take place in the formof this
meeting only, and not occur during lunch, breaks,
or in private discussions.

We ask that the press honor the
obligations of the commttee nenbers, as well.

The open public hearing speakers, if you
woul d pl ease cone see nme during break, | would
appreciate it.

DR SVENSON: We will break and reconvene

in 15 m nut es.
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[ Break. ]

DR. SVENSON: We will begin this next
portion of the neeting, if | could ask all memnbers
to return to their seats.

Open Public Hearing

DR. SVENSON: We will now begin the open
public hearing portion of this neeting. Before
that, I will read this particular statenent
rel evant to presentations.

Both the Food and Drug Admi nistration and
the public believe in a transparent process for
i nformati on gathering and deci si onmaki ng. To
ensure such transparency at the open public hearing
session of the Advisory Conmittee neeting, the FDA
believes that it is inmportant to understand the
context of an individual's presentation

For this reason, FDA encourages you, the
open public hearing speaker, at the begi nning of
your witten or oral statenent to advise the
conmittee of any known financial relationship that
you may have with a sponsor, its product, and, if

known, its direct conpetitors
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For exanple, this financial information
may include the sponsor's paynent of your travel,
| odgi ng, or other expenses in connection with your
attendance at the neeting.

Li kewi se, the FDA encourages you at the
begi nni ng of your statenent to advise the conmittee
if you do not have any such financia
relationships. |f you choose not to address this
i ssue of financial relationships at the begi nning
of your statenent, it will not preclude you from

speaki ng.

Qur first presentation then will be by Ms.

Maur een Har dwi ck.

M5. HARDW CK: Good nmorning. My nane is
Maur een Hardwi ck and | am here today on behal f of
| PAC, the International Pharmaceutical Aeroso
Consortium

| PAC i s an associ ation of |eading
manuf acturers of metered dose inhalers for the
treatment of asthma and COPD. |Its current nenbers
are AstraZeneca, Boehringer Ingel heim Chiesi,

d axoSmi t hKl i ne, and | NEX
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IPACis firmy commtted to the M
transition as evidenced by the extraordinary
investments and R&D efforts that its nmembers have
taken. | PAC conpani es' use of CFCs has declined
substantially over the past decade as they have
| aunched CFC alternatives and phased out CFC M s
and one of our nenbers has phase out all use of
CFCs in the United States.

IPAC is grateful for the opportunity to
speak today and has al ways supported an open and
transparent process that allows for input from al
i nterested stakehol ders.

| PAC strongly believes that any
consi deration of the continued need for CFCs under
FDA' s essential use exenption and under
correspondi ng EPA regul ations in which FDA has a
statutory role should take into account the
uncertain future access to CFCs.

As FDA itself noted at the June 2004 PADAC
hearing, each year the Mntreal Protocol parties
are nore reluctant to grant CFCs to the United

States. Last nmonth's protocol neeting only
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confirmed this point.

This potential reduction is exacerbated by
FDA' s choi ce of a Decenber 31st, 2008, effective
date for albuterol non-essentiality. As a result
of this decision, the U 'S albuterol market could
continue to use over 1,000 netric tons of CFC per
year for the next three years if the protoco
allows it.

This could result in shortages for
non-al buterol products for which there is as yet no
CFC-free replacement. Therefore, it is critically
important that CFCs only be used for truly
essential products. To better ensure that this
occurs, | PAC believes there are two key actions
that FDA shoul d take.

First, CFCs should be allocated only for
MDI s that do not have a correspondi ng CFC-free
alternative and where the manufacturer is
diligently undertaking neaningful efforts to
research and develop a CFC-free alternative.

G ven future CFC uncertainty, it is

i mprudent for FDA and EPA to allocate annual CFC
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vol unes to conpanies for a CFC product where there
are already adequate CFC-free alternatives on the
market. This is particularly true when the conpany
has in its power to phase out sale of its CFC
products and to transition its own market.

I PAC conpani es have done this, so we know
it can be acconplished, but sone conpani es that
have CFC-free alternatives are still mgjor users of
CFCs, so action by FDA is needed.

FDA shoul d address this in two
conpl enentary ways: (a) by elinminating the
essentiality designations for such products in 21
CFR Section 2.125 via a notice and comment
rul emaki ng; and (b) by infornming EPA that essentia
use CFC al l ocations are not necessary for such
products.

Secondl y, FDA shoul d advise EPA not to
all ocate CFCs to conpani es that are hol ding
excessive CFC stockpiles. The protocol's expert
panel, which includes an FDA physician, Dr. Meyer,
and ot her medi cal experts, has carefully revi ewed

the i ssue of CFC stockpiles and concluded that a
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one-year CFC reserve i s adequate.

| PAC conpani es, based on decades of
experience manufacturing MDls, fully concur with
the protocol panel's assessnent. FDA should
therefore advise EPA that it is only necessary to
all ocate a license for new CFC production in an
anount such that the receiving conpany's stockpile
does not exceed a one-year reserve.

I'n concl usion, | PAC urges FDA to
proactively inplenent the July 24, 2002, final rule
and to be proactive in exercising its joint
responsibility with EPA for allocating essential
use vol unes by taking the actions we reconmended
t oday.

Doing so will facilitate a timely and
effective conclusion to the transition and m nim ze
the continued need to CFCs to that which is truly
necessary to neet patient need.

| PAC woul d be pleased to serve as a
resource during this process and woul d be happy to
provide further, nore detailed information rel evant

to the transition of non-al buterol MDs as the
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i ssues evol ve.

Thank you.

DR. SVWENSON: Thank you, Ms. Hardwi ck.

Qur next presentation will be by Dr. Kirk
Shepar d.

DR. SHEPARD: Good morning, M. Chairman,
menbers of the Advisory Conmittee, FDA
participants, |adies and gentlemen. My nane is
Kirk Shepard. | am Vice President of Cinical and
Scientific Affairs at Boehringer Ingelheim
Pharmaceuticals in Ridgefield, Connecticut.

Boehri nger 1 ngel hei m appreci ates the
opportunity to appear before the FDA
Pul monary- Al l ergy Drug Advisory Conmittee and share
the conpany's extensive respiratory drug research
and devel opnent efforts that bear directly on the
di scussi ons of this neeting.

In the United States, these efforts have
yi el ded a nunber of effective products for the
treatnent of COPD including Spiriva, Handi Hal er
(tiotropium broni de inhal ati on powder), Atrovent

(i pratropi um brom de), and Conbivent (ipratropium
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brom de and al buterol sulfate) inhalation aerosols.
Atrovent and Conbi vent inhal ation aerosols
contain CFCs and are identified as essential uses
in 21 CFR 2.125. W hope that our comments today
assist the commttee in advancing the public
di scourse on the CFC MDI transition in a manner
that will be benefit patients and the environnent.
Boehringer Ingelheimis committed to
i mproving respiratory care through the devel opnent
of safe, effective, and environnentally responsible
t herapi es. For over 40 years, Boehringer Ingel heim
has been a world | eader in the research,
devel opnment, and the manufacture of drug products
for the nmanagenent of respiratory disease.
Over 8 mllion patients worldw de with
COPD and asthma rely on our nedications.
Recogni zi ng that no single drug delivery system can
meet all patients' needs, the conpany has
devel oped, or is developing, a variety of products
that included netered dose inhalation (MJs), dry
powder inhalers (DPlIs), solutions for nebulization,

and propellant-free inhalers. Boehringer |ngelheim
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strongly endorses a snooth, tinely and effective
transition of our CFC-containing aerosol products
that protects patients

Protection of the environment and public
health are an integral part of future planning at
Boehringer Ingelheim as we are dedicated to the
research and devel opnent of CFC-free respiratory
products.

The conpany has taken a leading role in
the global CFC transition by investing nearly $400
mllion in the devel opnent of HFA-based MDIs and
propellant-free inhalers. Qur CFC-free devel opnent
progranms involve the reformulati on of nore products
than any other MDI nanufacturer. W have depl oyed
over 200 scientists in 35 | aboratories around the
worl d and enrolled 10,000 patients in clinica
trials to date.

Wor | dwi de, 13 Bl products have been
reformul ated or are in the process of being
reformulated to 4 HFA MDIs and 2 propellant-free
inhalers. Qur CFC-free alternatives have been

introduced in nearly 50 countries that are parties
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to the Montreal Protocol.

In the United States, Boehringer Ingel heim
research prograns have yiel ded CFC-free products
for the treatnent of COPD, including Spiriva,
Handi Hal er introduced in the U S. in 2004 and the
recently introduced Atrovent HFA netered dose
i nhal er.

Atrovent HFA, approved by the FDA in
Noverber 2004 and introduced in May of 2005, is the
result of over a decade of Boehringer Ingel heim
research into CFC-free alternatives. During these
early nonths after Atrovent HFA introduction,
Atrovent inhal ati on aerosol continues to be
available in the U S. to allow for patients to nmake
a seanml ess and orderly transition to CFC-free
anticholinergic therapies such as Spiriva or
Atrovent HFA.

M ndful of our commitment to the
envi ronment and gl obal transition and after
consultations with the FDA, Boehringer |ngelheim
has decided to voluntarily discontinue the

mar keting and distribution of the CFC- containing
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Atrovent inhal ation aerosol in the United States as
of January 1, 2006

Accordingly, we have notified the U S. EPA
to reduce our 2006 CFC production rights to account
for the removal of Atrovent inhalation aerosol from
the market.

Conbi vent inhal ati on aerosol is an
i mportant product for the managenent of COPD.
Clinical studies have denonstrated that maintenance
bronchodil ation of COPD patients is inproved with
Conbi vent conpared to each of its agents al one.

There are many COPD patients whose
synptons cannot be controlled with just one inhal ed
bronchodi | at or therapy, thus neki ng conbi vent
patient popul ation significant. 1n 2004,
Boehringer Ingel heimdistributed over 3.5 nillion
conbivent MDl's, serving over 2 nmillion patients in
the U S

Nonconpliance is a significant barrier to
i nproving patient health. The rapid onset of the
benefit perceived by the patients in taking a

short-acting beta-agonist in conbination with the
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| ong-acting ipratropium brom de increases both the
conveni ence and patient satisfaction, two inportant
factors in inproving patient conpliance.

Publ i shed results of several clinica
trials provide evidence that regular treatnent with
anticholinergics may reduce the severity of COPD
exacerbations in COPD patients with noderate to
severe di sease.

In short, conbining of these two widely
prescri bed bronchodil ators for COPD i nto one
product has afforded these patient benefits while
at the sane tine achieving a 50 percent reduction
in CFC em ssions that woul d have resulted fromthe
use of the two, single-agent CFC products.

As with Atrovent, Boehringer I|Ingel hei mhas
pursued a nulti-year research and devel opnent
programinto a CFC-free alternative for Comnbivent.
The conpany has applied extensive resources to
reformul ati ng Conbi vent, exploring both alternative
HFA propel l ant and propellant-free inhal ation
devices as alternatives.

As a conbi nation of a suspension and a
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solution formulated with an HFA propell ant,
Conbi vent has posed technical conplexities that
have chal | enged our best reformul ation efforts.

However, we renmain optimstic that we will
overcone these challenges. Qur research and
devel opnment i s ongoi ng and Boehringer |ngel heim
reaffirns its conmmitnment to continue this effort to
find a CRC-free alternative for Combivent.

We share FDA' s high standards for products
and until a CFC-free alternative to Conbivent that
meets those high standards is avail abl e, Conbi vent
i nhal ati on aerosol must continue to be designated
as an essential use under 21 CFR 2.125.

Thank you for the opportunity to address
the conmittee and for your tine and attention.

DR. SVENSON: Thank you, Dr. Shepard.

Qur next speaker is M. Al an Krueger.

MR. KRUEGER: My name is Al Krueger. | am
an Associate Director of Regulatory Affairs at Kos
Phar maceuti cal s.

Kos acquired the U.S. marketing rights to

Azmacort, both CFC and HFA, in April 2004 from
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Aventi s Pharnmaceuticals. Azmacort CFC, avail able
commercially for over 20 years, continues to be
actively prescribed by physicians.

Since this product was acquired by Kos,
new and total prescriptions have increased. |n My
2005, combined total prescriptions were 92, 000.

New prescriptions accounted for nearly half of this
number of 92, 000.

Kos is commtted to conversion to HFA
Fi nal approval for Aznacort HFA is being actively
pursued by Kos, an | PACT-1 and | PACT-RS nenber. In
a Decenber 2004 nmeeting with FDA, further
devel opment and approval plans for this product
were discussed. Conmercialization is anticipated
i n approxi mately 2008.

O her Kos aerosol R&D projects are al so
underway. Four projects, including two for
ast hma/ COPD, one undi scl osed for a systemc
di sease, and the last for inhaled insulin, are at
various stages of devel opnent.

Thank you.

DR SVENSON:. Thank you, M. Krueger
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Qur | ast speaker is Dr. Leslie Hendel es.
I ama clinical pharnmacist in the Pediatric
Pul monary dinic at the University of Florida, and
I am here as an independent person interested in
the topic, and | have no conflict of interest with
a bet a-agoni st manuf acturer.

I just wanted to point out to the panel
menbers who don't take care of children that the
breat h-actuat ed device call ed the autohal er has
some uni que properties for kids. It enables them
to get a quick relief medicine without having to
use a val ve-hol di ng chanber or spacer device, so in
your deliberations, not only the drug is an issue,
but the delivery device mght be an issue, too,
that | ask that you consider.

Thank you.

DR. SVENSON: Thank you.

At this point, then, | think we can nove
then into the formal discussion with each of the
specific agents, but before we do so, if there are
further points to be raised, this is the nmonent.

Dr. Meyer.

file:////[Tiffanie/c/Dummy/0714PULM.TXT (78 of 132) [7/26/2005 12:34:44 PM]



file:////ITiffanie/c/Dummy/0714PULM. TXT

Clarifying Questions

DR. MEYER Yes, | want to just take tine
to clarify sonmething with respect to a question
that Dr. Gay asked earlier about how nuch we woul d
be able to say about things under devel opnent.

I wanted to clarify for the purposes of
the discussion, | would |ike you to speak about the
transition as it is today, in other words, whether
a product is being actively reformul ated or not
really shouldn't factor into your recommendations
to us. It should be given the current nedica
practice and given the current avail able
alternatives, do these products on this list in the
Charge to the Cormittee remmin essential
i ndi vi dual l'y.

DR SVWENSON: Dr. Mdss

DR M3SS: | had a question for Dr. Meyer.

Maybe we can benefit a little bit fromthe panel's
experience a year ago with the al butero

di scussion. It seems to ne that after the

di scussion a year ago, there is a lag tine of about

I guess 3 1/2 years before there will be no CFC
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conmpounds for al buterol

Do you anticipate, if we nmake simlar
deci sions on these agents, what the lag time would
be after the decisions are nmade for these
conpani es?

DR. MEYER That time frame was very
specific to the considerations with regard to
al buterol and actually reflected sone of the advice
gi ven by sone of the menmbers participating in that
committee that they had concerns particularly about
the inpact of bal ancing cost considerations versus
availability of medications, and so on.

So, that was very specific to albutero
and agai n was responsive to sone of the advice that
we got. | think this would depend whet her any of
these, if they were reconmended to be de-listed by
you fol ks, would have any kind of |ag period
aft erwards woul d be highly individual, but would be
unlikely to always be in the 3-year tine frane. It
m ght be quite a bit quicker than that.

DR. SVWENSON: Dr. Schoenfeld

DR, SCHCENFELD: Maybe this woul d occur at
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the public hearing, at the subsequent public
hearing, but | ama little concerned about the
process here in that it seems that a regulatory
decision is made without really relying on
evi dence- based nedicine in the sane way that, for
i nstance, regul atory deci sions were nade yesterday.

That is, it would seema better process
woul d be to ask each of these conpanies that nake
these products to marshal the scientific evidence
in the formof naybe what they initially subnmtted
to gain approval for these products plus subsequent
papers in the nmedical literature that woul d argue
that these products are essential, and then have
these docunents just as they are in new drug
applications reviewed by your staff and a report
witten, and in that case, we would be naking these
deci si ons based on the usual |evel of evidence that
we are used to seeing in making inmportant decisions
I'ike this.

DR MEYER  Point noted. As | said at the
beginning, this is a very different advisory

conmmittee than the usual. Unfortunately, | think
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there woul d be a paucity of direct data of the kind
of substantial evidence that we normally discuss in
these kind of settings because of the relative |ack
of conparative data that exist.

But | would point out that in the
subsequent rul emaki ng process, | suspect that any
af fected conpany would, in fact, nmarshal whatever
kind of data that do exist to address their
argunent should they choose to say that they think
they continue to be essential

So, | think we would have that kind of
di scussion or that kind of presentation to us at
t hat st age.

DR SVWENSON: So, Dr. Meyer, just to
reiterate, then, our charge is to give you sone
early guidance as to prioritizing these individua
deci sions, that you would take a yes or a no with
that type of adding weight to then your decision as
to whether to bring these forward at separate
di scussi ons.

DR. MEYER | might say it's alittle bit

nore than early guidance, but yes, | nean it is
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just the first step of the process, so this

woul dn't be a definitive, if you folks
recomrend--and | don't refer to one of these by
nane--but if you recommended that Drug X was no

| onger essential, there is a process that goes on
fromthere, too, nmore fully in a public comment
manner .

DR SVENSON: So, for each of these
agents, then, there would be a fair hearing to
fol I ow.

DR MEYER  Yes, any advice fromyou fol ks
that one or nore of these was no | onger essential
woul d I ead to rul emaking on our part that would
| ead to subsequent public discussion

DR. SCHCENFELD: Possi bly neani ng com ng
back to us.

DR. MEYER Possibly. In sone
circunstances, it mght be in witten form in some
circunstances, it mght actually cone back to the
conmi ttee.

DR. SVWENSON: Any further genera

questions? Dr. Mbss.
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DR. MOSS: | had a general question again
for Dr. Meyer. | think I amassuming correctly
that the conpanies that nake these conpounds were
all told about this neeting, and if they wanted to,
like two of themdid, they could conme and tal k at
the open public forunf

DR. MEYER Yes, | just was conferring
with one of our regulatory legal staff, and, in
fact, just in answer to the question of a nonent
ago, all subsequent actions, all subsequent
rul emaki ng woul d engender an open public hearing,
woul d require of us an open public hearing, so it
would not just be in witten form there would be
an open public hearing.

Yes, there would be opportunities at that
for the conpanies to either--1 don't know whet her
it would be in the open public hearing session or
m ght even be a sponsor's presentation as a part of
that neeting.

DR. MOSS: But all of the conpanies were
informed of this neeting, so if they had

information that they wanted to relay, they could

file:////[Tiffanie/c/Dummy/0714PULM.TXT (84 of 132) [7/26/2005 12:34:44 PM]

84



file:////ITiffanie/c/Dummy/0714PULM. TXT

have cone to this neeting for the other conpounds?

DR. MEYER This neeting was publicly
announced in the Federal Register as per usual, and
| believe conmpanies are very good at surveying the
Federal Register for notices that affect them

Conmi ttee Di scussion

DR SVENSON: |f there are no further
general questions, | think we should nove then to
the specifics, and the first will be the
bet a-agonist. This will be on your List A page,
and | think we should start with netaproterenol and
ask if there are any specific coments about
met aprot erenol from any of the panel nenbers.

Dr. Schatz.

DR. SCHATZ: Just a point. Are we going
to actually vote, do we want to vote on each of
these, or is it not that sort of decisionnaking?

DR. MEYER | don't think we were
envisioning a formal vote on these. So, | think we
wer e envi sioning much nore of a discussion and
all owing fol ks to make individual recomrendati ons,

but not a fornmal vote.
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DR SCHATZ: Since ny mcrophone is on,
will just say that | do believe |I could care for ny
patients without the availability of
met apr ot er enol

DR. SVENSON: Any other thoughts by pane

menber s?
Dr. Brantly.

DR. BRANTLY: | agree.

DR. SWENSON:. Dr. Mpss?

DR MOSS: | would agree al so

DR. SVENSON: | will go ahead and agree,
as wel | .

DR GAY: | will agree, as well.

DR. NEWWMAN: | woul d agree, as well, and

just add that given the circunstance that we are in
here, and what we are being asked to do here today,
and that there is going to be a public process that
follows, | don't actually know why we woul dn't want
to start the ball in notion for everything on this
list.

DR. SVENSON: That is fair enough since we

are tal king about two drugs here of very simlar

file:////[Tiffanie/c/Dummy/0714PULM.TXT (86 of 132) [7/26/2005 12:34:44 PM]



file:////ITiffanie/c/Dummy/0714PULM. TXT

action and basically the sane position, so what |
m ght do is recommend in behalf of the panel that
both of these not be considered for special
exenption and ask if any nmenbers w sh to di sagree
with that assessnent.

M5. SANDER: | have a coupl e of questions.
Wth the Alupent, | don't see--are there any plans
of Boehringer Ingelheimto discontinue this product
anyway, do you know?

DR. MEYER W had a spokesperson from
Boehri nger 1ngel hei m speak just a few nonments ago.

I don't know whether he would |like to address that
questi on.

DR. SHEPARD: W do not plan to
refornul ate the decision as far as when it would be
di sconti nued, which it probably would be, has not
been nade yet.

M5. SANDER: How many patients do you have
usi ng that right now?

DR SHEPARD: | amsorry, | don't have the
specifics on that.

MS5. SANDER. Ckay. Wth regard to Maxair,
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do we have anyone from 3M?

DR MEYER | do not believe that | saw
anybody from 3M

MS. SANDER. | agree with the panel with
regard to Alupent. Wth regard to Maxair, | think
we woul d need to do a little nore exam nation about
its use in pediatric populations. | don't have
enough information in that area, because it is a
breat h-activated inhaler, but I don't know the
anmount of people using it.

DR SWENSON: Could we ask our two
pedi atricians to comment to Ms. Sander?

DR. KERCSMAR: The device in question
certainly confers benefit in ease of use, and while
it certainly may be relevant to pediatric patients,
I would still say that probably a mnority of our
patients use it, but on the other hand, | would
argue that it is not just for kids and that anybody
who has difficulty with an MDI device certainly
woul d benefit froman autohaler, and that could
include any adult, and certainly elderly patients

perhaps as well, so | don't think it's an issue
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just restricted to children

I think that the other thing that would be
important to know i s whether that device can be
adapt ed to non- CFC-contai ni ng inhal ers.

DR SVENSON: Dr. Martinez.

DR. MARTINEZ: | agree. | don't have
anything to add.

DR SVENSON: Dr. Newnman.

DR. NEWMAN: | guess that given the scope
of what we are being asked to do here, | would
agree that what you are all saying about the
potential use of that delivery device is
potentially inportant, | think there is a step
beyond this for addressing how inportant that is
and what the alternatives could be to that, and
whet her there is a way of nmaking it CFC-free, et
cetera

I would again stress | think the
i mportance of setting the ball in notion on both of
these products in order to let that be aired.

DR. MEYER | have perhaps changed ny

request to the panel. Wat | would like to do is
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actually--let's call it a poll, because | don't
want it to have the forrmality of a vote, but |
think it mght be helpful just to poll each person
on the individual npoiety after you have had your
di scussi on about it.

I know that your comrent, Dr. Swenson, was
about perhaps the commttee could regard these
together, but | would like to individually poll on
both of them

DR SVENSON. Before we start that poll,
any further questions, conments?

Okay. Ms. Schell, would you offer your
advi ce?

MS. SCHELL: On we are just using Al upent?

DR. SVENSON: On net aproterenol only.

MS. SCHELL: | don't qualify it as an
essential drug.

DR. KERCSMAR: | would agree. | can take
care of nmy patients w thout that drug.

DR MARTI NEZ: Nonessenti al .

DR BRANTLY: Nonessenti al .

DR NEWWVAN: Nonessenti al .
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DR MOSS: Nonessenti al .

DR GAY: Nonessenti al.

DR SVEENSON: Nonessenti al .

DR SCHATZ: Nonessenti al .

DR PRUSSIN. Nonessenti al .

M5. SANDER  Nonessenti al .

DR SCHCENFELD: | will have to abstain
since this is not ny |evel of expertise. |If
somebody has data, | will be glad to look at it.

DR SVENSON: Al right. W wll proceed
then with pirbuterol or Muxair, and we have al ready
had some comrents, but before we do this poll, any
further points to make?

Dr. Schoenfeld, | will let you start. |
suspect maybe it's the sane.

DR SCHCENFELD: The sane.

DR SWENSON: Abstention.

Ms. Sander.

MS. SANDER: There is part of nme that
realizes that CFCs are going away and that there is
hol di ng chanbers and ot her devices, and maybe |

shoul d abst ai n.
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PRUSSI N.:  Nonessenti al .
SCHATZ: Nonessenti al .
SVENSON:  Nonessenti al .
GAY: Nonessenti al .
MOSS: Nonessenti al .
NEWVAN:  Nonessenti al .
BRANTLY: Nonessenti al .
MARTI NEZ:  Nonessenti al .
KERCSMAR:  Nonessenti al .

SCHELL: Nonessenti al .

T 5 3 3 332D I ID

SVENSON: We will nove then to the
category of inhaled corticosteroids. Let's begin
just then with the opportunity for any general
comments or questions of either of the two agents,
fluni solide or triantinol one.

Dr. Martinez.

DR. MARTINEZ: As | requested before,
i nformati on about potential costs, cost
consequences of the decision we are going to nake,
I would l'ike to comment about this.

I think that as has been well said by the

FDA representatives, this is | think not an issue
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in this case. There is a situation with respect to

i nhal ed corticosteroids which are as essential for

the treatment of asthma as albuterol is, and it has
to do with our previous discussion

The situation for inhaled corticosteroids
is not the same as that for albuterol. The
di scontinuation of the medicines that are in this
list, I don't think will have an effect on the
capacity of patients given their econonic nmeans to
have access to these nedicines.

So, with a sense of fairness with respect
to the type of discussion we had the last tinme
about al buterol, | think in this case, this does
not apply. This not applying the issue of the
atmosphere in relation to CFC exposure becones
essenti al

Therefore, | think that that needs to be
consi dered, and since there are other nedicines
that are equally or nore effective than the ones
that are on this list, | think that should be the
essential consideration in this case.

DR SVENSON: Any further questions?
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Conment s?
We will begin then with flunisolide. M.
Schel I .
SCHELL: Nonessenti al .
KERCSMAR:  Nonessenti al .
MARTI NEZ:  Nonessenti al .
BRANTLY: Nonessenti al .
NEWVAN:  Nonessenti al .
MOSS:  Nonessenti al .
GAY: Nonessenti al .
SVEENSON:  Nonessenti al .
SCHATZ: Nonessenti al .
PRUSSI N.:  Nonessenti al .

SANDER: Nonessenti al .

T 5 3 3 33 DD DD ID

SCHOENFELD: I will abstain.

2

SVWENSON: We will nove to

tri ancti nol one.

Dr. Schoenfeld, you abstain? Al right.
Ms. Sander.

MS. SANDER  Nonessenti al .

DR PRUSSIN. Nonessenti al .

DR SCHATZ: Nonessenti al .
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DR SWENSON: Nonessenti al

DR GAY: Nonessenti al

DR MOSS: Nonessenti al

DR, NEWWAN: Nonessenti al

DR BRANTLY: Nonessenti al

DR MARTI NEZ: Nonessenti al

DR KERCSMAR  Nonessenti al

MS. SCHELL: Nonessenti al

DR SVENSON: We move now to the third

category, the cronobnes, cronolyn or Intal, and
nedocrom | or Tilade, and specific comments rel ated
to the class or to individual conpounds? Dr.
Schat z.

DR. SCHATZ: Here, | can think of a couple
of circunmstances where | think it has a unique
role. One is in exercise-induced bronchospasm for
peopl e who don't tolerate beta-agonists, and the
other is prevention of a specific allergy-induced
epi sode of asthmm, patients going to visit where
there is a cat in the house, it really does seemto
prevent those synptons.

So, in this case, | actually would like to
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still--1 feel |I can take care of nmy patients better
with it avail able.

DR. SVWENSON: Any further coments? Ms.
Sander .

MS. SANDER:. W don't have anyone here
fromthe conpany that manufactures this, do we?

DR. SVEENSON: No representatives applied
for the public hearing.

Dr. Newman.

DR NEWWAN: Could | nmake two comments?
One is if they aren't here, that would sort of
inmply to me that maybe they have nothing to say on
it, but we obviously don't know that for sure.

But the other thing | wanted to say is
that Dr. Schatz, your conmment | think is well
taken, but | think of alternatives in other classes
that | can use that allow nme to get around whet her
a cronol yn type compound is avail abl e.

It is true that it seems to hold kind of a
smal | place still in the armanentari um but from ny
perspective, | think one can work without it just

in my own practice
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DR SWVENSON: Dr. Prussin.

DR PRUSSIN. | would concur with that.
mean you are right, there are uses of these drugs
that are unique and | amsure there are patients
who really prize them but they are relatively
ineffective drugs in ternms of clinical trials in
asthma, they track nore or |ess with placebo, and
when you conpare cronones to inhaled steroids, they
are nmuch | ess active

Now, again, | think you are right, there
are specific patients who get benefit fromthem
but | guess the question is how many of those are
there and are there really no other alternatives.

I just put that out there for the group

DR. SVWENSON: Dr. Schatz.

DR SCHATZ: | actually think this is a
situation where it isn't so patient specific, as
much as it is circunmstance specific. | think the
data are quite good for the two circunstances that
I nentioned, and | actually don't think there
are--1 mean there are alternatives--but | don't

think there are better alternatives for the patient
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who is sensitive to beta-agonists taking sonething
right ahead of tinme for exercise, and the patients,
I don't think there are any other alternatives that
do the sane thing prior to a specific allergen
exposure.

I would also say that if, in fact, it is
limted to those uses, which certainly in ny
practice it is, | don't use it instead of inhaled
steroids in any other circunstances, the amount of
total use would not contribute a ot of CFCs, but |
do believe the benefit to those patients in that
category of patients would be worth it

I still, in ny sense, and by ny
definition, this would help me differently. |
certainly understand the other views that are being
expressed.

DR SVENSON: | want to echo sonme of that
in that as we discussed albuterol in the |ast
nmeeting, that total anmpount relative to the vast
anmount of CFCs that were being used for all the
comrercial and industrial and cosmetic purposes

that you outlined, Dr. Meyer, if we decide to keep
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an essentiality to these conpounds, this represents
an even snaller, vanishingly snall total anmount of
CFC, and again for the individual patient for whom
for reasons that we can't put our finger on, a
certain drug works wonderfully, | think possibly
given there are no alternatives, and this
represents possibly a very, very small anmount of
the total, small amount being used for inhaled
therapy, | would think that maybe we shoul d
consider an essentiality continuation.

Ms. Sander.

M5. SANDER: The request for CFCs for this
product, Dr. Meyer, can you tell us is it a large
amount, is it a small amunt?

DR. MEYER | don't think |I can properly
characterize that. Dr. Swenson just referred to
that al buterol certainly accounts for approxi mately
hal f of all the CFCs requested by the United
States, so all the rest of these products, sone of
which are not on this |ist because they have direct
alternatives, such as the Atrovent HFA, account for

the other half.
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So, | think you could sort of work from
there. |If each of these was equally distributed,
you could sort of guess what that m ght be, but |
can't really quantitate that for you.

M. SANDER. So, CFCs are going to go away
totally at sone point in time in the future, right?

DR. MEYER Yes, that's the expectation of
the Montreal Protocol.

M5. SANDER: Right. So, patients who are
currently using drugs that contain CFCs really need
to be thinking about, and working with their
doctor, on alternatives now as opposed to waiting
until later on, is that right?

DR. MEYER Well, | think that would
depend on your point of view, but | think that that
is avalid way to view things

DR SVENSON: Dr. Newmran.

DR. NEWMAN: | think absent knowi ng how
small this contribution in and not really know ng
how appropriately confined the practice use
patterns are for these drugs, | don't know why we

woul dn't want to go ahead and have there be a
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public airing and | et the cronpbne enthusi asts speak
and map out how large or small this contribution
is, and let this again be brought forward for
public discussion

I would be in favor of there being public
di scussion around it.

DR. SWENSON: Dr. Mpdss

DR MOSS: | would agree with what Dr.
Newran was saying. | think it is inportant to find
out why the conpanies that nakes these cronolyn
medi cati ons have not proceeded through the process
of converting from CFC conpounds to non- CFC
i nhal ers.

The Montreal Protocol has been around for
a while. If the other conpani es have done a very
job of converting over, you know, it would be nice
to hear fromthe conpany side why they haven't nade
the effort to convert their nedication over.

Maybe they are not as conmitted to the
medi cation as we are, and if that is an inportant
point, then, it sort of doesn't matter in the sense

if we think it is essential or not, if they are not
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committed to changing over to proper inhalation
conmpounds.
So, | agree, it would be nice to get nore

informati on fromthese conpani es before we nmake a

deci si on.

DR. SWENSON: Dr. Kercsmar.

DR. KERCSMAR: | also agree with Dr.
Newran. The cronpnes are still going to be

available in nebulized formand certainly while the
conveni ence isn't great, the efficacy will be the
same for the patient with a planned known exposure,
nebul i zation could certainly serve as an
alternative for the small group of patients that
have no choi ce

I think there probably are other
alternatives for exercise, but | think the bigger
i ssue, the market | amsure is still very small,
and this is other data that we would need to make a
cogent deci si on.

DR. SVENSON: Dr. Schatz

DR. SCHATZ: | would say a coupl e of

things. | think as we all know, the difference in
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conveni ence between a netered dose inhaler and a
nebul i zer are substantial, so that woul dn't make ne
feel better if it weren't there.

| also don't think it is our decision, |
don't think it's our role to try to figure out why
the conpany isn't here or be concerned that they
are not here. | think we could conjecture that the
total market, as was nentioned, for cronolyn is
smal |, and therefore it doesn't nake a difference
to them that's a conjecture, but that doesn't
matter, | think, to ny determination that | would
like to have it available in that niche that it
serves.

So, | guess those are ny two responses.

DR. SVWENSON: At this nmoment, and in an
attenpt to be totally fair, we have one nore person
that wi shes to express a statement in the spirit of
an open public forum so | will ask that individua
to stand.

Woul d you pl ease introduce yourself,
because we have no information about you, would you

identify your affiliation and abide by all of the
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strictures that | read at the start of this open
forum

MR. DABREZZI: M nane is Carl Dabrezzi
I amwith 3M | amconming up partially because of
your question of the manufacturer for Intal. That
is 3M This al so goes back to the comment back on
pirbuterol, and | guess the only coment | would
like to make is that do not assunme, the comittee
shoul d not assume that activities are not going on
with these nol ecul es sinply because presentations
weren't here.

We are aware the public coment period
will be made available to us at the time of the
rul emaki ng process. So, | stepped up only as a
manuf acturer of the Intal as you were asking. So,
t hank you.

DR. SVWENSON:. Thank you

If there are no further discussions to be
made- -

DR SCHCENFELD: | ama little confused
about the sort of |evel of proof here in this kind

of nmeeting, which is alittle bit--in other words,

file:///l[Tiffanie/c/Dummy/0714PULM.TXT (104 of 132) [7/26/2005 12:34:45 PM]



file:////ITiffanie/c/Dummy/0714PULM. TXT

is the idea that sort of anything that has a

suspi ci on of bei ng nonessential should go through

to the next step, or is it that we should be fairly

sure that it is nonessential to go to the next
step?
I mean this is not for me to nmake the

deci sion, but for the rest of the commttee, |

not sure what--this is a question of the FDA at
what | evel of feeling, what |evel would--1 mean in
a way, the purpose of this neeting is to sort of
save a |l ot of trouble because once things to on to
the next step, it is going to cost the conpanies a
| ot of nobney, and it is going to cost the taxpayer

a lot of nbney to go to the next step, so | am not

sure what kind of burden is for our voting.

DR. MEYER Fair enough. | would like to

i ntroduce M. Wayne Mtchell, who is a | awer in

the regul atory policy staff of the Center for

Drugs, who has been very involved with these issues

for a nunmber of years. | would like to introduce

himand allow himto speak to this.

MR M TCHELL: The first thing is the next
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step is a Notice of Proposed Rul emaking, and in
that, our conclusions are very tentative or can be
very tentative

The other thing we can do in that, and |
amcertainly listening to the di scussions on
pirbuterol and the cronones, is we can ask specific
questions, ask for specific conments on what sort
of niche narket a particular drug has, whether the
Maxai r mechani sm presents speci al advantages for
pediatric patients. W can ask for specific
conments on these sorts of things.

That is one of the things | amtrying to
derive fromnot so nmuch the polling, but fromthe
di scussi on that precedes the polling, or what sort
of comments should we be | ooking for, which we
woul d be asking for.

I mean there is a certain inclination, at
| east on ny part, to want to go ahead with the
Noti ce of Proposed Rul enaki ng on as nmany drugs as
possible. If | hear fromthe committee, no, that's
totally wong, that is absolutely an essential use,

well, that is a different situation, but if it's an
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open question, then, | would like to go ahead with
this, just because it is a long, conplicated
adm ni strative process.

We have this neeting. W have the Notice
of Proposed Rul emaki ng. W have a comment peri od.
During that comment period, we will have an open
public hearing. Then, finally we have to have a
final rule. W will also be consulting with other
agencies - EPA State, OVB, so it is a very long
process.

So, if we can get the process started,
even if during that process we are not 100 percent
sure and we are still asking questions, then, |
think that is probably the best way to go here.

DR. SVENSON: We will poll then with each
of these drugs, and | think we will allow people to
offer any further points to the needs that you
foresee in any new rul e policymaki ng.

Ms. Schell, will you begin for us then
with cronolyn?

M5. SCHELL: Nonessenti al .

DR KERCSMAR: Nonessenti al .
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MARTI NEZ:  Essenti al
BRANTLY: Nonessenti al
NEWWVAN:  Nonessenti al
MOSS: | am going to abstain.
GAY: Essenti al
SVENSON:  Essenti al
SCHATZ: Essenti al
PRUSSI N:  Essenti al
SANDER:  Essenti al
SCHCENFELD: | will abstain.
SVENSON: Ckay.

Schoenfeld, | will start you off.

SHEE I

SCHCENFELD: | will abstain.

2

SWENSON: For Tilade. W are talKking
about nedocromil.
Ms. Sander.
M5. SANDER Are we going to have any
di scussi on around Til ade?
DR. SVWENSON. W can, certainly. This is
the point. If you wish to nmake comments, go ahead.
M5. SANDER: | would just like to hear

frompeople around the table a little bit of
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di scussi on about this, about Tilade, what they see.

DR. SVENSON: Could you help us by at
| east asking a few questions as to why you think
maybe it's different fromwhat we have done with
cromol yn, what separates thenf

M5. SANDER: Well, actually, the very
first question, is Tilade really still even around.
It knowit's not on this list, and the way this
list was done, we contacted nmanufacturers.

DR MEYER It is still on the essenti al
use list. It was probably several nonths ago that
I looked on line to see, but | could not state with
surety that it is marketed at this point, but let's
assune for the purposes of discussion that it is,
because if it's not nmarketed, we actually have a
mechani smin our essential use rules right nowto
renove it wthout any recomrendati ons of the
committee.

MS5. SANDER | feel it's nonessenti al

DR. SVENSON:. Does anybody w sh to say
anyt hing, so that your opinions mght informthe

ot her nenbers of the panel, or should we continue
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with the poll?

Dr. Schatz, go ahead.

DR. SCHATZ: As a chanpion for cronolyn, |
don't feel the sane way fromclinical experience or
fromthe data that exists in terns of the
di fferences between nedocrom | and cronol yn, and
know | can live without it because | have assuned
it has been unavail abl e and have not been
prescribing it for a long tine.

So | feel that it is not the sane as
cromolyn in terms of its essentiality, and | think
the conparative data that do exist, by and | arge,
support that. So, particularly if cronolyn were
avail able, | don't see nedocrom | would have to be.

DR SVWENSON: Dr. Newman.

DR NEWWAN: | can't think of the [|ast
time | picked up a pen and wote a prescription for
that particular nedication, so | would underscore
t hat .

DR. SVWENSON: Ms. Sander, do you have
anything further?

M5. SANDER:  No.
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DR SVWENSON:. Let's start again then just
in light of these conments.
Schoenf el d.
SCHCENFELD: | will abstain.
SVENSON: Ms. Sander.
SANDER: Nonessenti al .
PRUSSI N.:  Nonessenti al .
SCHATZ: Nonessenti al .
SVENSON:  Nonessenti al .
GAY: Nonessenti al .
MOSS: Nonessenti al .
NEWVAN:  Nonessenti al .
BRANTLY: Nonessenti al .
MARTI NEZ:  Nonessenti al .

KERCSMAR: Nonessenti al .

5 3 3 3 3 3 3 3 3 3 5 3 3 F

SCHELL: Nonessenti al .

2

SVENSON:  We will nove to our |ast
agent, the conbi ned product of al buterol and

i pratropium Conbivent. | think we should just
begin first with any general comments that panel
menbers wi sh to make.

DR PRUSSIN. | have a question for the
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pul nonol ogi sts. How nmuch Conbi vent, how often is
it being used rather than, let's say, as a
combi nation inhaler rather than sonmebody, let's
say, being on Advair and then using ipratropium as
a separate inhaler? |Is this really a nmainstay of
COPD t her apy?

DR BRANTLY: It remmins a nmminstay. It
is used quite frequently by nany physicians at the
present tine.

DR SWENSON: | would concur with that.
It represents probably about 50 percent for ne
vis-a-vis the separate agents.

Dr. Gay.

DR GAY: Indeed, it remains quite
popul ar. The concern is whether or not its
popularity will begin to progressively wane wth
the increasing popularity of Spiriva. The two
drugs cannot be used together because of the
i nteractions between the short-acting
anticholinergic and the |ong-acting
anticholinergic, so what you may see with time is

if patients triage to the newer nedication, the
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Spiriva (tiotropiun), clearly, the usage of
Conbi vent is going to have to decrease.

DR SWENSON: Dr. Mdss

DR MOSS: | work at a hospital that has a
very linmited budget, and we do not have Conbi vent
on our formulary. Patients are required or have to
use each nedication individually, and | think it is
just inmportant to point out that these nedications
are avail abl e individually, people can get these
drugs.

It is easier if they use it in one
i nhaler, but if we are thinking about whether
sonething is essential or not, | amnot sure we can
say it's essential if the two drugs are avail able
i ndependently in non-CFC conpounds.

DR SVENSON: Dr. Schatz

DR SCHATZ: | believe there were sone
recent COPD guidelines, at least | heard a
presentation about that, and | don't take care of
COPD, so | amnot as up to date, but where does
this conbination fit in ternms of those guidelines?

DR SVWENSON: Dr. CGay.
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DR GAY: It fits in the guidelines with
the short-acting bronchodilator, so for patients

with mld disease, at this tine, that is where it

falls. It has been used upon occasion as a rescue
type inhaler, as well, not only in COPD, but in
asthma, as well, but its utility, its frequency of

use in that asthnma popul ation tends to be
consi derably | ow.

But at this point, it's a short-acting PRN
or a short-acting inhaler for patients with mld
di sease

DR. SWENSON: Dr. Kercsmar.

DR KERCSMAR: | just have a question to
clarify also. W don't take care of a |ot of COPD
in pediatrics. So, is what you are saying in the
gui delines, is what is recomended the fixed dose,
met ered dose inhaler, or the two drugs given
separately or simultaneously?

DR GAY: No, you are very correct, and
thank you. It is not specifically this inhaler,
but the two drugs, the two drugs.

DR SWENSON: Ms. Schell
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MS. SCHELL: | amnot sure if thisis a
consi deration, but conpliance factor of the patient
taki ng the nedication, taking the Comnbivent
conpared to taking the two inhalers, is that
sonmet hing that would play into this when we are
| ooki ng at essential or not, because |I know, as a
practitioner, with patients, that | can get themto
take a Conbivent easier than | can get themto take
two different inhalers. So, is that a factor that

we | ook at when we are looking at if it's

essential, its conpliance?
DR. MEYER | just wanted to make a
comment in that regard. | think it's an inmportant

question. Both albuterol and the ipratropiumin
the setting of COPD are primarily aimed at synptom
reduction, and not disease nodification

Conpl i ance woul d be a particularly
i mportant consideration in a disease nodification
therapy, and a therapy ained at treating synptons
and driven by, particularly if it's prescribed at a
PRN manner by synmptoms occurring, | don't think

conpliance is quite the issue.
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So, | would just raise that perspective.

DR SVENSON: Dr. Schatz

DR. SCHATZ: | would still say that |
think it should be an issue. | think that if the
gui del i nes recomend the conbi nation, there is just
no question that the fact that they are avail able
separately, | think we serve patients better by
keepi ng the conbi nati on avail abl e.

DR. SWENSON: Dr. Newman.

DR NEWWAN: | think a clarification. |
don't think that there is a guideline that I am
aware of that requires you to be on both of these
medi ci nes sinmultaneously. Dr. Gay, naybe you want
to coment on that.

DR. GAY: To clarify this, each of these
medi cations separately falls under the guideline of
a short-acting bronchodilator, which is recomended
for the treatnent across the board for use in COPD.

There is no place in the guideline
specifically for the physical noiety of Conbivent.
There is clearly use of beta-agonists in

conbi nation with anticholinergics as part of
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synpt om reduction, both as short acting and | ong
acting agents, but no, there is not a specific

pl ace in any of the guidelines that says that

Conbi vent alone is appropriate therapy, although
there are places in the guidelines where they do
clearly talk about the conbination of the different
bronchodi |l ators.

DR SVENSON: Dr. Moss

DR MOSS: | think if we are going to talk
about conpliance issues that Ms. Schell brought up,
which | think are very inportant, | agree if you
have one inhaler, it is easier to use that than if
you have two, and the conpliance will be better,
but | think that needs to be bal anced by the cost
of the medication as Combivent together is nore
t han each individual inhaler alone, at |least in our
practi ce.

So, when you are tal ki ng about conpliance,
there is the other side of cost that needs to be
bal anced with the ease of use. So, | just wanted
to nmake that statenent.

DR MEYER Can | follow up on that,
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because that is probably true now. \Wen al butero
is no longer available as a generic inhaler, which
wi || happen as of Decenber 31st, 2008, that may
wel | not be the case any | onger.

So, just to put that in perspective.

DR SVENSON: Ms. Sander.

MS. SANDER. | have a couple of questions
for Boehringer Ingelheim Can | ask themdirectly?

DR SVENSON: | think that is fair.

MS. SANDER: I n your presentation, you
said over 8 mllion patients worl dwi de use
Conbi vent, or excuse me, use your medications. How
many of them use Conbivent?

DR SHEPARD: W quoted that 2 million
patients in the U S. use Conmbivent. As far as the
wor | dwi de figure, | amsorry, | amnot sure, but
it's 2 mllioninthe US wth over 13 nillion
prescriptions also in the U S

MS5. SANDER. Wth 13 million prescriptions
did you say?

DR. SHEPARD: Correct.

MS. SANDER: In your testinbny, you said
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you strongly endorse a snooth, tinely, and
effective transition that protects patients. How
woul d you describe that for Combivent, taking place
for Combivent?

DR. SHEPARD: | n other words, protecting
the patient?

MS5. SANDER. Right, well, in terns of you
maki ng your conpany strategy, to nake the
transition from CFC to--you know, | know that you
are working on your HFA

DR SHEPARD: Atrovent HFA was approved.
It was a comrent relating to that as far as making
sure the transition occurred snoothly, having the
of fering of both, and then the discontinuation of
that product which we thought was a reasonable tine
for the patient and the physician to nake that
transition.

Did | answer your question?

MS. SANDER. Yes. So, your conclusion is
that right now, in order for you to serve patients'
needs here in the United States, Conbivent nust

continue to be designated as an essential use, is
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that right?

DR. SHEPARD: Correct.

M5. SANDER: Thank you

DR SHEPARD:. | guess | shouldn't coment
anynmore if | wasn't asked a question about it, but
when we are tal king about patient care also, we are
al so saying that we have nmade avail abl e, sonebody
el se said Spiriva in an alternative form we now
have Atrovent, but there is a stronghold of
patients--that is where we gave the nunbers--that
still use this product, and are very loyal to it.

M5. SANDER: W see in our dealings with
patients that a | ot of them are using Conbivent.

DR SWVENSON: Dr. Prussin.

DR. PRUSSIN: A very sinple and direct
point, but the word here is essential, and | think
all these uses we are tal king about are preferable,
but not essential uses of a drug.

DR SWENSON: Dr. Martinez.

DR. MARTI NEZ: The argunents that have
been given convince ne that we cannot consider this

an essential nedication in the sense descri bed.

file:///l[Tiffanie/c/Dummy/0714PULM.TXT (120 of 132) [7/26/2005 12:34:45 PM]



file:////ITiffanie/c/Dummy/0714PULM. TXT

The patients will have avail able the two ot her
products. | conpletely agree with Dr. Meyer that
this does not neet the requirenment for conpliance
because here, it should be considered nore relief
type nedication, and individuals who take this
medi cati on, one woul d suspect feel the relief and
thus will have the stimulus to do so, which is
different for a controller.

I think here we have to take into account
what Dr. Meyer told us with respect to the
conmmitnents of the United States to the protection
of the environnent. | mean that sense and given
al so the fact that the conpany has told us
explicitly that they remain optimstic that they
wi Il overcone these challenges to product this
conbi ned product.

| think by declaring nonessential wll
stimul ate the conmpany to pursue this even further
and nore aggressively because by 2008, which is
when the al buterol will becone perhaps nore
expensive, if they do so, | think we shoul d expect

that this product will be available in the form of
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an HFA.

So, for those reasons, | think we cannot
consider this an essential product.

DR SVENSON: Ms. Schell.

MS. SCHELL: | have a question. If we
consider this nonessential, will there be enough
Atrovent available? | mean is there enough drug
available to replace the 13 1/2 nillion? Do you
see what | amsaying? WIIl the drug be avail able
if we don't have Conbivent available, will there be
enough Atrovent avail abl e?

DR. MEYER  Again, | think the inportant
point there is that there is a process that woul d
play out fromhere that would allow tine, and if,
in fact, we were convinced that there were not
adequate alternatives available in terns of supply,
we could effect a date such that it would allow for
t hat .

I did want to nake one coment with regard
to Dr. Martinez's points, which is | don't think we
can infer that the | ack of Conbivent alternative

product now represents any |ack of conmm tnent on
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the part of BlI, and therefore, | don't think we can
infer that if we said that Conbivent was
nonessential, that it would spur their devel opnent
to be better than it is now, you know, to be fair
to the conpany.

I think your points are well taken, but |
just wanted to nmake that point that |I think the
chal l enges to refornulation, particularly for
products with very | ow m crogram strength, such as
the ipratropi um conponent of this product, are
hi gh, they are very high, and | don't think you
could take the | ack of a product being avail abl e at
this point as a |ack of commtnent on the part of

t he sponsor.

DR. MARTINEZ: | amsorry, | didn't intend
toinfer that. | just said that--1 amnot talking
about the past--1 amtal king about the future. It

is obvious to me as a matter of logic that the fact
that now perhaps this product would be on the Iist
of products that woul d be decl ared nonessenti al,
could stinulate even further efforts, because the

anmount of efforts that can be put may differ
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dependi ng on how nuch tinme you have available to
devel op those efforts.

It is just an opinion, not a definitive
i ssue.

DR. MEYER Understood. | just wanted to
make a defense of the conpany, that | think that
there are significant challenges, and | don't think
we can infer or inply that, in fact, the fact that
it is not on the market right now means they are
not fully commtted and working quite hard in terns
of refornul ation.

DR MARTI NEZ: Point well taken

DR SVENSON: Dr. Schatz

DR SCHATZ: | cone back to these
gui delines which | think I amrenenbering better.

It was ny understanding that these internationa

gui delines started with beta-agonists, and granted
for the milder ones, that when that wasn't
adequat e, then, a second inhal ed bronchodil ator was
recomrended, and that would either be then

al buterol plus ipratropium or it would be

al buterol plus tiotropium
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Then, the next |evel up was inhal ed
steroids. So, for that group, if | amcorrect
about that, for that group that we want to add that
second bronchodilator, if they don't tolerate
tiotropium then, if we take away the conbination,
then again we are forcing these two different
products, and | do cone back to the fact that one
product in that recomrended category for patients
is easier than the other.

So, | do believe that this has an
inportant role for a substantial nunber of
patients, and so | amstill advocating for its
essential use.

DR. SWENSON: Dr. ay.

DR. GAY: Yes, | should clarify the
gui deline once again. No, the initial portion of
the guideline is not beta-agonist. It is clearly
witten as short-acting bronchodilator, and that
bronchodil ator can be either the short-acting
bet a-agoni st or a short-acting anticholinergic.

DR. SCHATZ: Right, and the next level is

two bronchodil at ors.
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DR GAY: That is correct.
DR SVENSON: Dr. Newman.
DR. NEWMAN: | think at the end of the day
I ask myself can | practice good nedi ci ne without
this particular combination drug, and the answer is
yes. Do | think that Marc Moss' patients get
inferior care because this hospital doesn't have
Conbi vent on its fornmulary, | think the answer is
no, they can get good care.

If a patient cane to nme and said, Dr.

Newran, | nmust have Conbivent, and | didn't have it
available, | would say we can take care of your
needs with other nedications. | think for ne, at

the end of the day, that nmakes it nonessential in
my view, you know, with all the caveats about yes,
it is nore convenient, and in the short terml
think it is adnirable that it's a drug that, by
conmbining it, reducing the CFCs by 50 percent, and
all the energy that Bl is putting into trying to
reformul ate, all that being taken into account,
when you ask the question is this essential, |

would say no, it isn't in ny practice.
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DR SVENSON: Dr. Brantly.

DR. BRANTLY: | would go back to the
studi es that have shown that the conbination of
i pratropi um broni de and al buterol versus the two
separate is superior in several of the studies that
have been done, and | think that fromthat
standpoint, | think it is--it has been shown in the
past to be nore effective primarily because of
patient conpliance.

I just want to rem nd you again that there
are probably 2 million patients that are taking
this, and they are taking it for a good reason. At
least in ny practice of nedicine, | prescribe this
widely, and it is used, and the patients ask for it
on a regul ar basis al so.

| believe that in the context that this
conpany has been noving forward in transferring, |
think leaving it as an essential drug for the
present tine is a reasonabl e approach.

DR SVENSON: Ms. Sander.

M5. SANDER: \What happens if the

manuf acturer for Drug X is making all these great
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strides forward with an HFA fornul ati on, but, you
know, there is challenges that they just ultimately
don't neet, they can't meet in the new formul ation?

If we decide sonething today is not
essential, how does that affect what patients are
going to wind up with if a conpany is unable to get
sonet hing through the NDA process? That is part
one of my question

DR. MEYER  (Okay. Again, | think for
pur poses of today's discussion, you should not
regard the reformulation effort. So, you should
assune that if you were to recommend that Drug X is
not essential, that you are envisioning a future
where Drug X may not be available to your patients
in any formul ation.

MS. SANDER: Thank you. Wth that, then,
I would have to say as a patient advocate and from
the patient perspective, you know, | do see this as
a drug that needs to renmmin essential at |east for
the tinme being, because of the severe anxiety and
unnecessary anxiety that many famlies and

patients, nore inportantly, would go through,
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patients who are currently tethered to oxygen or to
their hones, and really do see this as a necessary
medi cati on.

DR SVENSON: Dr. Moss

DR. MOSS: | have sort of a question and a
comrent. It gets back to the timng issue.
Correct me if | amwong, Dr. Meyer, but it is not,
you know, when something is decided to be
nonessential, the anmount of tine that the conpany
has to try to convert over is not a uniformthing,
and it would be sonething that the FDA coul d work
with the conpany to help with that transition
process, is that correct?

DR MEYER | think if we were aware of an
i npendi ng approval, for instance, we mght take
that into consideration, but again, we have to sone
degree divorce these to sone degree

DR. MOSS: The other think | wanted to say
is if we start tal king about conpliance issues,
which are clearly inportant, and we conbi ne an
anticholinergic agent with a beta-agonist, and

Conbi vent, and say that is essential, it sort of to
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me raises the issue which | don't think we want to
raise, well, what if you conbi ne a beta-agoni st
with an inhaled corticosteroid, are those all of a
sudden now essential medications because it is
easier to use those two conbi ned them one
separately, so | think it raises another issue that
if you think about it that way, | amnot sure we
woul d sit there and now say that Advair is an
essential medication, and they could go back to
using it that way.

DR. SVENSON: All right. There being no
further questions, one last chance. | think people
have expressed sonme opi nion

DR MEYER | just wanted to respond to
Dr. Mbdss' coment. | understand your comment, but
I don't think the cormittee should really be
thi nking that way either. Just focus on this
particular matter and don't think about the
present.

DR SVENSON: We will go ahead and begin
our poll

Ms. Schel |
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SCHELL: Essenti al

KERCSMAR: | am going to abstain.
MARTI NEZ:  Nonessenti al

BRANTLY: Essenti al

NEWVAN:  Nonessenti al

MOSS: Nonessenti al

GAY: Essential .

SVEENSON:  Nonessenti al

SCHATZ: Essenti al

PRUSSI N:  Nonessenti al

SANDER: Essenti al

T 5 3 3 33 DD DD ID

SCHOENFELD:  Abst ai n.

2

SVENSON: Okay. | believe we have
concl uded busi ness, but, Dr. Meyer, any other
poi nts?

DR. MEYER Just again | know | started
of f by thanking the conmttee in advance, and now I
would like to thank you in retrospect actually for
both days. | think this has been very different
consi derations on day one versus day two, but |
think this has been a very, very hel pful discussion

on both days.
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| amvery grateful to the talented and

very intelligent fol ks who are serving on our
committee, and thank you for your attendance.

glad to have you dismssed a little early.

DR SVENSON: And we thank you, the FDA

for all the work that you have put together for
this and to everyone.

We are formal |y adjourned.

[ Wher eupon, at 11: 00 a.m, the neeting was

adj our ned. ]
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