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PROCEEDI NGS
Call to Order
DR. WOOD: | am Al astair Wod. Let's
begin by introducing all the menbers of the

comm ttees.
Ted, do you want to start?
I ntroductions

DR REISS: | am Ted Reiss from Merck
Research Labs. | amon the Pul nonary Advisory
Commttee. | amthe industry representative.

DR GOLDSTEIN: | am George CGoldstein. |

am an i ndependent consultant who serves as industry
|iaison representative to the Nonprescription Drug
Advi sory Conmittee.

DR. GAY: | am Steven Gay, Medi cal
Director of Critical Care Support Services,
Assi stant Professor of Medicine, University of
M chi gan.
DR BENOW TZ: Neal Benowitz. | amat the

University of California, San Francisco. | am an
internist, clinical pharnacol ogist, nedical
t oxi col ogi st, and nmenber of the NDAC Comitt ee.
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DR. BRANTLY: Mark Brantly, Professor of

Medi cine at University of Florida. | ama

pul monary physician. | amon the Pul nonary Drug

Advi sory Conmittee.

DR BLASCHKE: Terry Bl aschke, clinical

phar macol ogi st, internist, Stanford, NDAC

DR. SNODGRASS: Wayne Snodgrass, i nical

Phar macol ogy, Medical Toxicol ogy, Pediatrics,

the University of Texas.

DR. CLYBURN: | amBen dyburn. | amin
Internal Medicine at Medical University of South

Carol i na, on NDAC.
DR. PARKER: Rut h Parker, |nternal

Medi ci ne, Enory University School of Medicine,
NDAC.

DR SCHATZ: | am M chael Schatz,
Departnment of Allergy, Kaiser Permanente, San

D ego, and on the Pul nobnary and Al l ergy Advisory

Commi tt ee.
DR. TAYLOR. Robert Taylor. | am an
internist, clinical pharmacol ogist, with Howard
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Uni versity Col |l ege of Medici ne, NDAC.

DR, WOQOD: | am Al astair Wod. | am an

internist and clinical pharmacol ogi st from
Vanderbi | t.

LT LYONS: Darrell Lyons, Executive
Secretary for the NDAC neeting.

DR SVENSON: | am Eri k Swenson at the

Uni versity of Washington, on the Pul nonary and
Drugs Advisory Committee.

MS. SCHELL: | am Karen Schell. | ama
respiratory therapist. | represent the consunmer on

the Pul nonary-Al |l ergy Drugs Committee.
DR TINETTI: Mary Tinetti, Internal
Medi ci ne, Ceriatrics, and | am on the NDAC

Conmittee, at Yale University.

DR. KERCSMAR  Carolyn Kercsmar, pediatric

pul monol ogi st, Case School of Medicine,
Pul monary- Al l ergy Advisory Committee.

DR. PATTEN: | am Soni a Patten. | am an

ant hropol ogi st on the faculty at Macal ester Coll ege

in St. Paul, Mnnesota. | amthe consuner
representative, consultant to NDAC
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M5. SANDER: | am Nancy Sander, president
and founder of Allergy and Ast hma Network Mbthers
of Asthmatics. | amhere as Patient Advisor to the

PADAC Conmi tt ee.

DR GRIFFIN. Marie Giffin, internist and
phar macoepi dem ol ogi st, Vanderbilt, on NDAC.

DR. CHOMNDHURY: | am Badrul Chowdhury,
Director, Division of Pulnmonary and Allergy
Products, FDA.

DR MEYER  Bob Meyer. | amthe Director
of the Ofice of Drug Evaluation Il at FDA

DR GANLEY: Charley Ganley. | amthe
Director of Office of Nonprescription Products at
FDA.

DR. WoOD: Darrell, do you want to read
the Conflict of Interest?
Conflict of Interest Statenent
LT LYONS: The foll owi ng announcenent
addresses the issue of conflict of interest and is

made part of the record to preclude even the
appearance of such at this neeting.
Based on the submtted agenda and all
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financial interests reported by the committees’
participants, it has been determ ned that all
interests in firms regulated by the Center for Drug
Eval uati on and Research present no potential for an

appearance of a conflict of interest at this
meeting with the foll owi ng exceptions.

In accordance with 18 U.S.C. Section
208(b)(3), the followi ng participants have been
granted waivers. Please note that all interests

are in firms that could potentially be affected by
the conmittee's decisions.

Dr. Terrence Blaschke for consulting on an
unrelated matter for an affected firm He receives
| ess than $10,001 per year.

Dr. David Schoenfeld, co-founder and part
owner of the dinical Research Organi zation, has
unrel ated contracts with two affected firns for
whi ch he receives | ess than $10, 001 per year from
one firm and from $10,001 to $50, 000 per year from

another firm and for consulting for an affected
firmon an unrelated matter for which he receives
| ess than $10, 001 per year.
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Ms. Nancy Sander for owning stock in an
affected firmval ued from $25,001 to $50, 000, and
for serving on an advisory board for an affected
firmon an unrelated matter for which she receives

| ess than $10, 001 per year.

Dr. Steven Gay for serving on a speakers
bureau for three affected firnms. He received |ess
than $10, 001 per year fromtwo firnms and between
$10, 001 to $50, 000 per year fromthe other.

A copy of the waiver statement may be
obtai ned by submitting a witten request to the
Agency's Freedom of Information Ofice, Room 12A-30
of the Parkl awn Buil di ng.

W would also like to note that Dr.

Theodore Reiss and Dr. George Gol dstein have been
invited to participate as industry representatives
acting on behalf of regulated industry. Dr. Reiss
and Dr. CGoldstein's role on this conmittee is to
represent industry interests in general, and not

any one particular conmpany. Dr. Reiss is enployed
by Merck. Dr. Goldsteinis a retired enpl oyee of
Sterling Drugs.
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In the event that the discussions involve
any other products or firnms not already on the
agenda for which an FDA participant has a financi al
interest, the participants are aware of the need to

excl ude thensel ves from such invol verrent and their
exclusion will be noted for the record.

Wth respect to all participants, we ask
in the interest of fairness that they address any
current or previous financial involvenents with any

firmwhose product they nmay wi sh to comrent upon
Thank you.
DR WOOD: Dr. Schoenfeld will be calling
in, so | guess once he gets on, why don't we ask
himto introduce hinself between sonebody's talk.

Charl ey.
Wl come and | ntroductory Conments
DR. GANLEY: | just wanted to make some
brief introductory comments. | wanted to thank

menbers of the Pul monary and Allergy Committee and
the Nonprescription Drugs Committee for

participating in this neeting.
I also want to acknow edge the efforts by
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the advisors and consultant staff and project
managenent staff who put this neeting together.
It's a very huge workload for them and they do an
outstanding job all the time, so thanks.

Before Dr. Meyer introduces the topic, the
pur pose of today's neeting is to nake a
determ nation of essential use status of CFC- based
epi nephrine MDI's for nonprescription treatnment of
ast hma.

[Slide.]

The products affected by today's
di scussi on are NDA 16- 126, the sponsor is Weth,
and t hey narket epinephrine netered dose inhalers,
0.22 milligranms per inhalation. | amnot sure if

they market the 0.3 nmg per inhalation, they can

di scuss that. The other is a generic application

aNDA 87-907, which the sponsor is Arnmstrong, and

they have a simlar inhaler to the Weth inhaler.
[Slide.]

There are several types of products

mar ket ed as nonprescription drugs, and | am not
going to go into great detail about this. As |
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just noted, the metered dose inhalers are marketed
by Weth and Arnstrong, and both of those sponsors
are going to present today.

We contacted themin early October and

told them about the neeting, so that they had anple
time to prepare. There is another collection of
products marketed under OTC Monographs. |n your
background packages, we gave you a little brief
history, and it is not necessarily inportant that

we go into that history in great detail unless you
have specific questions regarding it.

There are oral ingredients available
particularly the ephedrine ingredients. Those are
mar ket ed as single-ingredient agents. They are

behi nd the counter because of DEA regul ati ons.
Because of issues related to conversion to
met hanphet am ne, they were put behind the counter
in the late nineties.

Al so avail abl e are epi nephrine sol utions,

and those are to be adninistered by a bulb
nebul i zer.
[Slide.]
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When we published the notice in Novenber
for this meeting, there were several questions that
we had asked particularly fromthe public, because
FDA does not readily have access to this

information, and | am not going to go through them
in detail here.

Many of the public comments that you have
received on this are related to our specific
questions that we asked for background for this

meet i ng.

So, | amgoing to end it right there and
turn it over to Dr. Meyer. As he noted, he is the
Director of Ofice of Drug Evaluation |11, which
oversees the Pul monary Division, and has been

involved in this issue for longer than he cares to
think, | think.
FDA Presentati on
DR. MEYER Good nmorning. | would like to
echo Dr. Ganley's thanks to the commttees for

bei ng here today. This is a rather different topic
for the NDAC fromyesterday certainly, and for the
Pul monary Drugs Advi sory Committee, this continues
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14
a conversation that we began | ast sumrer | ooking at
the remaining essential uses for CFC
To the Pul monary Conmittee, then, | beg
your indulgence a little bit, because much of this

talk that | am about to give, you have al ready
heard if you were here at that neeting, but |
thought it would be inportant for those who may not
have been here, nobst especially the Nonprescription
Drugs Advisory Committee nenbers, to hear it

So, what | would like to do at this point
is talk about the history of the Montreal Protoco
itself, which is the international treaty which was
started to protect the ozone layer, and then talk
about the FDA and Federal regul ations on CFCs and

do this by way of background to the meeting.
[Slide.]
Just to start this off, the picture that
is shown here is actually froman ozone satellite,
a European one, and we hear a | ot about the ozone

hol e over the South Pole, but this is actually a
northern hem sphere drawi ng, or depiction | should
say, and in this, there is--1 amnot sure if | have
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a pointer--right in this area, there is actually,
if you | ook down here, this is falling ozone

|l evels, so there is actually a hole over or
relative paucity of ozone over G eenland and ot her

areas of Europe, particularly Scandinavia, if you
| ook right here.
This is not just a matter for penguins or
for Australians. This is a global issue of sone
i mport ance.

[Slide.]

I am not an atnospheric scientist, but |
would like to just briefly speak about what the
ozone layer is and what it does for us as a way of
i ntroduci ng the topic.

The ozone layer, as it is referred to, is
really an area of relative increase in the anount
of ozone in the particular stratum of the
at mosphere. This is occurring at about 23 to 24
kil oneters above the earth, and in that region,

about 90 percent of atnospheric ozone resides.
That layer is inportant in that it filters
ultraviolet light, particularly the Uv-B |ight, and
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thereby protects the surface fromthe full anount
of W light that sunlight contains.

[Slide.]

Now, because of increasing | oss of ozone

inthe mddle to latter part of the last century,
there was a noticeable rise in W/-B levels

t hroughout the world, but particularly problematic
in some areas, such as Australia, where, in fact,
school chil dren now have to go out to recess with

hats on. It's a | aw

The increased UV-B |l eads to increased skin
cancers, both nel anoma and non-nel anoma type,
cataracts, and inpaired immunity in humans, but
there is also other deleterious effects on the

environnent in terns of animal life, and, in fact,
in ternms of man-nade substances, too, such as
pl asti cs on dashboards, and things |ike that.
[Slide.]
So, as far as the general background goes,

I would Iike to get into the devel opnent of the
U S laws and regulations with regard to the ozone
protection and the Montreal Protocol, and because
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these have happened in overl apping tinefranes, the

talk will go back and forth somewhat in terms of
touchi ng upon t hese.
[Slide.]

1974 was an inportant year in all this.
That was the year that two scientists, Mlina and
Rowl and, published an article that tied ozone
depletion to stratospheric chlorine |evels from
degraded CFCs.

I have got the citation there. This later
was Nobel prizew nning because of its inportance.

At that time, the use of CFCs was really
ubi qui tous. They were used in refrigerators, in
air conditioners, in coffee cup foam you know,

that styrofoamof all sorts, and in many consurmer
and nedi cal aerosol products because they are very
inert and stable nolecules. It is actually, in
fact, the stability that was so problematic,
because these freely released CFCs would find their

way up into the stratosphere and have half-lives in
the stratosphere neasured in decades to actually
centuries.
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[Slide.]

Surprisingly quickly, as sonmebody who
knows how regul ati ons go, surprisingly quickly,
after that semnal work by Row and and Mblina, the

United States actually took regulatory action to
ban the use of CFCs in consuner spray cans and
aerosols. This was done under the EPA regul ati ons.
So, in other words, things like hair
sprays and spray paint, other typical consuner

aerosol s have not had CFCs in them for severa
decades now.

In conjunction with that action, FDA
publi shed a rul e under our Code of Federa
Regul ations, which is in Chapter 21. That citation

is 2.125, which banned the use of CFCs in
FDA-regul at ed product, but allowed for essentia
exenpti ons.

It is inportant to point out at the tinme
that this rule was finalized, those exenptions were

fairly broad. They were things, very broad
categories like for the steroids, it would say the
nasal steroids, and it actually didn't | believe
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even say corticosteroids, the nasal steroids for

human use

So, it didn't go into the moieties and it
didn't really break it down further. Beta agonists

were all grouped under an adrenergi c banner.
[Slide.]

Ski pping to the Montreal Protocol, in
1987, so about 13 years after Row and and Modlina's

wor k, 27 nations got together and one of those

being the United States, and initiated a gl oba

treaty in Mntreal, which | ater became known as the
"Montreal Protocol on Substances that Deplete the
Qzone Layer." Now, | amgoing to refer to it in

the talk from hereon as the "MW

The original protocol now has over 180
signatory countries, so it is a very broad protoco

internms of its participation, and it is also
regarded as the nodel for successful gl oba

environmental treaties. 1t has had great success

in terms of not only the nunber of countries
participating, but the | evel at which they are
participating and cooperati ng.
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[Slide.]

Oiginally, under the protocol, the
phaseout of CFCs was slated for 2000, and that was
decided in London in 1990. However, over the next

coupl e of years, there was increasing data from
satellites and fromother science that the actua
destruction of the ozone |ayer was worse than
anticipated, so in Copenhagen, in 1992, the

deci sion was made to nove the phaseout of CFCs up

until the end of 1995.

The Montreal Protocol inportantly,
shoul d point out, although we are here to talk
about chl orof | uorocarbons in asthnma inhal ers
because that is what is germane to these conmittees

and to the FDA, the Montreal Protocol contains
controls on many, many substances that are known to
depl ete ozone, so beyond CFCs, it includes things
I'i ke hal ons, HCFCs, nethyl brom de, which is very
wi despread in terms of its use in agriculture, and

carbon tetrachloride, as well as other substances.

[Slide.]
So, under the Mntreal Protocol, as of
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January 1st, 1996, all uses of CFCs were banned in
i ndustrialized countries, and the rest of the world
was to neet this ban or is to nmeet this ban by the
year 2010

MDIs for asthnma and COPD currently are
exenpt ed under essential use processes, and
underline "currently" because although there is no
set date at which these products could no | onger be
considered essential, it is clearly envisioned

under the protocol that that will eventually happen
that all uses of CFCs including in asthma inhalers

will, in fact, cease at sone point.
Now, the nomi nation process has gone on
yearly. It generally occurs two years before the

need, so, in other words, the 2007 noni nation was
recently reviewed and actual ly approved in Dakar in
2005.

This year actually, because as things get
towards the latter parts of the phaseout, there is

nore conplications. It is harder to predict two
years hence. There was actually a re-review of the
2006 nonmi nations in Dakar this year
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22
[Slide.]
I wanted to go over a few of the
provi sions of the Montreal Protocol that are
important in ternms of the discussion today for you

to understand these to take to consideration

Decision IV/25, this is just for interest
sake. This generally neans it is with the fourth
meeting of the party, and it was the 25th deci sion,
so at any neeting of the parties, they make a

nunmber of decisions that don't actually change the
fundanental protocol, but are accepted by the
parties and are adopted generally in a unani nous
fashi on or consensus fashion.

So, at the fourth nmeeting of the parties,

they decided that all essential uses of CFCs was
based on the products being necessary for public
heal th wi t hout adequate alternatives, and those
alternatives could either not be there because of
techni cal reasons, or not be there because of

gl obal econoni c reasons, global neaning |arge,
macr oscopi ¢ economically, not so nuch can an
i ndi vidual patient afford it.
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These determ nations were, at that tine,
al so very broad, so the determ nation was that CFCs
in MDIs for asthnma and COPD were consi dered
essential under Decision |V/25, not each individua

brand or type of inhaler, but that general use of
CFCs in MDI's was considered essenti al

[Slide.]

Now, at the twelfth neeting of the
parties, it was decided that any product approved

after Decenber 2000 nust individually neet the
criteria under 1V/25, so in other words, they were
going fromglobal to saying that any new product
had to individually neet that standard of being
necessary for public health and that there were no

techni cal or economically feasible alternatives.
So, this was product-centered and, in
essence, what it did is it precluded any further
new CFC generic products, and | should point out,
although it is not the topic of today's discussion,

there are only two inhalers that are subject to
generic conpetition at this point, that being
al buterol, and actually, the second one is gernmane
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today, and that being epinephrine.

So, no new types of inhalers would be
subject to generics under this rule, and it al so
precl uded new CFC products all together unless they

met the very high hurdl es of Decision IV/25

The thinking behind that | think was that
in the off chance that, say, there was a cure for
AIDS or bird flu, or sonething, that could only be
formulated in CFCs, you didn't want to close the

door on that, but on the other hand, you didn't
want a proliferation of new products that could be
del i vered reasonably by any ot her technol ogy.
[Slide.]
At the fifteenth neeting of the party,

there were a coupl e of new deci sions taken, and
that was that the essential uses after this

deci sion started being on an individual basis, so
in the past, a country like the United States would
go to the parties and say we need, for instance,

3,000 tons for the year 2004.
Those are nmmde-up nunbers, but it would
just say that, and it woul d descri be what was goi ng
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into that usage, but it wouldn't be explicit about

it. Under this provision, we now have to explain

how many tons are going for each individual use
This one also said that no quantity of

essential use of CFCs would be authorized for

al buterol beginning with this year's neeting of the
party, this past year's neeting of the party in
Dakar, if a plan for al buterol phaseout had not
been subnmitted to the open-ended working group.

That is a sort of planning neeting of the
parties by the sumrer of 2005, and, in fact, the
FDA published a final rule in March 2005 on
al buterol, stating that in the United States,
al buterol will no I onger be considered an essenti al

use of CFCs after the year 2008.

[Slide.]
Now, the U.S. is a signatory party to the
Montreal Protocol, but we still have to make this a

part of our |laws and regul ations, and a | arge part

of that was affected by the Cean Air Act
Amendnents of 1990, and there are inplenenting EPA
regul ations for that Clear Air Act Anendnent that
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specifically refer to the Departnent of Health and
Hurman Services and FDA' s deterni nations of
essentiality by referring specifically to our

Regul ation 2.125, which contains the essential

listings of nedical essentiality.

Again, we originally published that Rule
2.125 back in 1978, |long before the Mntrea
Pr ot ocol was envisioned or back before we had any
inkling of howthis nay play out.

[Slide.]

Now, as published in 1978, our 21 CFR
2.125, our regulation on the CFCs, it was
promul gated stating that the CFC containing
products woul d be m sbranded or adulterated, in

ot her words, they would be illegal under the Food,
Drug, and Cosnetic Act unl ess deened essential, and
under our regul ation, the essential uses were based
on there being no technically feasible alternative,
that it provides a substantial health, public, or

environnmental benefit, and that the rel ease of CFCs
was either snmall or that it was justified given the
benefit that the product provided.

file:///C)/dummy/0124NONP.TXT (26 of 213) [2/3/2006 12:25:31 PM]



file:///CJ/dummy/0124NONP.TXT

[Slide.]

I mportantly, though, when that rule was
finalized, it had no nechanismto determn ne when
uses woul d no | onger be considered essenti al

Again, it was published | ong before the Mntrea
Prot ocol process was even thought of. So, there was
no way to delist them

There was a nmechanismto add new uses, and
new uses were added over the year, but at the tine

it was published, it had no way to renove them
As | nentioned earlier, it listed the
essential uses and broad classes, and | gave the
exanpl e already of the adrenergic bronchodil ators
for human use, so any adrenergi ¢ bronchodil ator,

epi nephrine, bitoterol, albuterol, netaproterenol,
and so on, was put under that general rubric.

So, FDA realized that we needed to change
this regulation to nmake it nore responsive to what
was expected by the Clean Air Act and the Mntrea

Protocol, so in 1996, FDA published an Advanced
Noti ce of Proposed Rul emaking proposing to revise
2.125.
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[Slide.]
That was quite controversial at the tine.
We got a lot of press and some public, | mght even

say disinformati on canpai gns that suggested we were

about to rip asthma inhalers out of the hands of
patients, which clearly wasn't true, particularly
since this was an Advanced Notice of Proposed

Rul emaki ng, and needed two cycl es of public coment
before it could becone final

Nonet hel ess, we got close to 10,000
coments, and that led to a substantial period of
us revising, actually taking those coments into
consideration, fully reviewing them revising our
proposed rule, and putting out the proposed rule,

whi ch was published in 1999

That received nuch fewer substantive
comrents and had little controversy attached to it,
and, in fact, we were able to finalize that with an
anmendnment of 2.125, which was published in July of

2002.
By the Federal Register notice, when it
was published, it went into effect that foll ow ng

file:///C)/dummy/0124NONP.TXT (28 of 213) [2/3/2006 12:25:31 PM]



file:///CJ/dummy/0124NONP.TXT

January.

[Slide.]

Let me just highlight a few of the
revisions of that rule. W began to list

i ndi vidual noieties as essential uses rather than
classes. So, for instance, albuterol was listed
rat her than under a rubric of adrenergic
bronchodilators, it was separately listed as was
epi nephrine, as was bitoterol, as was

met apr ot erenol, and so on.

The revisions to 2.125 al so added a hi gher
hurdl e for the investigational new drug use of
ozone depl eting substances, and it raised the bar
for new listings of essential uses, so it nmake it

harder to use essential uses.

Again, we didn't want to cl ose the door on
it in case there was an inportant |ife-saving
product that could only be formulated in CFCs, but
it made it tougher.

It also listed--this was, in fact, a very
important feature of it--it listed the criteria for
determ ni ng individual uses, so when those
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30
individually listed noieties could no | onger be
consi dered essenti al .
Let me just go through those quickly.
[Slide.]

A product could be considered no | onger
essential if there was at |east one
non- ozone- depl eti ng substance, so, in other words,
a product that does not contain an ozone- depleting
subst ance, such as CFCs, that had the sane active

nmoi ety, the same drug, the sane indication, the
same route of administration, inhaled in this case,
and about the sane | evel of convenience.

So, it was acknow edged in the preanble to
this that an alternatively propelled netered dose

i nhal er woul d nost easily neet this, but we didn't
shut the door to things like dry powdered inhalers
or hand-held nebulizers also being able to neet
this, and that is part of the reason it has the
provi si on about the same | evel of convenience

i nstead of demanding that it be exactly the sane in
ternms of convenience.
The non-essentiality criteria called for
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at | east one year of post-marketing data for the
non- ODS products. It inportantly called for
production capabilities and supplies to be
adequate, so that we knew that the popul ation that

depended on these products woul d be adequately
served by the production capacity, and finally,
there was a provision that patients who require the
CFC product are served by the alternatives

[Slide.]

Now, these non-essentiality criteria were
for products where there was only one product in
the marketplace. For products where there was nore
than one product or strength avail able, the main
di fference here was that there would have to be at

| east two non-ozone-depl eting substances with the
same active noiety, sane indication, and so on, so
it just meant for a product that was represented by
multiple different NDAs or different strengths
within the product. W didn't want to just

consi der one strength available in one product an
adequat e alternative.
[Slide.]
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Now, this brings us closer to today's
meeting. We had originally in our Advanced Noti ce
of Proposed Rul emaki ng back in '96, proposed
per haps consi dering a therapeutic class approach.

In other words, if you took inhal ed
corticosteroids, for instance, if there are five
products on the market, five different noieties on
the market, we suggested in there that maybe we
shoul d think about the fact that if you had two or

three alternatives, that the entire class could be
consi dered nonessential, and we got nuch public

commentary and substantive comentary that this was
not a good way to approach this, because there are
certain patients who uniquely respond to one nenber

of a class.

So, the revisions to 2.125, when they
occurred, took what we call a noiety-by-noiety
approach, in other words, it was assessing
continued essentiality on a product-by-product

basis, but the problemwth this is that it doesn't
effectively deal with a product not being
ref or nul at ed.
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If a product is never reformulated, if you
don't have sone other nechanismto revisit the
essentiality, it will sort of default to being
essential in perpetuity, which is not what we woul d

want .

So, the FDA, in the revisions, stated that
begi nning in January 1st, 2005, for products where
they remmi ned on the nmarketpl ace, used CFCs, but
were not being reformul ated or had not been

reformul ated, that we could begin to convene public
meetings to discuss the continuing essentiality of
those products, and, hence, that is why you are
here today.

[Slide.]

So, in July, we had a nmeeting with the
PADAC al one to discuss the prescription products,
had a very good session with them but we
specifically excluded the discussion of epinephrine
fromthat neeting, because it is an

over-the-counter product, and we felt it necessary
and inportant to have the Non-Prescription Drug
Advi sory Conmittee participate in that. That is
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the genesis of today's neeting.

So, we are now convening this public
meeting to di scuss whet her epi nephrine, being that
it is still listed as an essential use, continues

to be essential.

Under the revisions of 2.125, that
essential use is based on there being no
technically feasible alternatives, that it provides
substantial health, public, or environnenta

benefit, and that the rel ease of CFCs are snall or
justified given the benefit.

Now, given the expertise of this comittee
or these committees, this is the bullet that we
really want you to focus on today, that the product

provi des a substantial health, public, or

environmental benefit, but particularly the health

benefit, and relating that to the use of

epi nephrine as an OIC netered dose inhaler.
[Slide.]

I just wanted to give you sort of an idea

of how the transition has gone in the United States
at this point. What you see here is the origina
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listing of the products that were considered
essenti al

Al the products in red are already no
| onger considered essential uses, so the nasa

steroids have gone in terns of the CFC MDIs. There
are adequate alternatives in terns of the aqueous
formul ations, and, in fact, there are sone approved
HFA fornmulations. | amnot sure whether they have
reached the market yet.

Thi ngs |i ke non-asthnma type drugs,
contraceptive foans, rectal corticosteroid foans,
nitrogl ycerine, polynyxin have gone away, as well.

The thing in blue here is al buterol, which
is slated for phaseout at the end of 2008, but we

have obvi ously not reached that date yet.

Al the things in yellow are perhaps
subj ect to delisting soon, because they are either
no |l onger marketed or there are alternatives
avai l abl e, so you have got a fairly broad |ist

there - bitoterol, salnmeterol is no |onger nmarketed
as MDI. Fluticasone, there is a fluticasone HFA
approved. Beclonethasone is no |onger narketed as
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a CFC MDI. It does have an HFA alternative

Dexamnet hasone is no | onger marketed.
| pratropium there is now a HFA product, and we are
assured that this will be withdrawn fromthe market

in the not too distant future, aerosolized talc for
pl eurodesi s, ergotam ne MDl's, and anesthetic drugs.
So, you can see here that we are really paring down
this list, and there are just a few products

r emai ni ng.

As | said, in July, we discussed all the
things in white here except for epinephrine, and we
are here today to discuss that.

[Slide.]

So, these are the noieties where there has

been no current refornulation or direct
alternative, and as | said, the inportant one for
today is epinephrine. W already went over that
point, | won't bel abor it.

[Slide.]

Just to show you where all this has |ed
wor |l dwi de, in 1996, at the start of the CFC ban,
the essential use process actually exenpted nearly

file:///C)/dummy/0124NONP.TXT (36 of 213) [2/3/2006 12:25:31 PM]



file:///CJ/dummy/0124NONP.TXT

14,000 netric tons of CFCs, and we are down cl ose
to 2,000 for the year 2006, so there has been a
substantial decline in all the paraneters here, the
anounts exenpted by the parties, the anounts

actual ly used by the countries participating, and
the stockpiles, as well.

So, we are getting to the latter parts of
the phaseout, and it has been successful

[Slide.]

So, a few slides as conclusions. The US
CGovernment noved proactively to address the issue
of ozone depletion and has had a key role in the
success of the Montreal Protocol

As | stated, that treaty is regarded as a

very nmodel of a successful environnental treaty,
and it has led to inportant reductions, not only
the in the adm ssions of CFCs, but in many ot her
ozone-depl eti ng substances, as well.

[Slide.]

| believe this is ny next to the next

slide. This is the anount of chl orofl uorocarbon or
actual ly the equival ent anpbunt of chlorine from
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chl orof  uorocarbons in the stratosphere, and the Y
scale here is rather limted, but nonethel ess,
since the Montreal Protocol went into effect, there
has been a decline in the ampbunt of em ssions of

CFCs or the amount of chlorine in the stratosphere
as a result of there being fewer CFCs emtted and
making their way into the stratosphere.

The ozone |l ayer is expected to recover by
the mddle part of this century. There is sone

unfortunate news that this may be a little bit
| ater than 2050, recovery nmeaning to the 1980
| evel s, so not perhaps at the historical high, but
back to the 1980 | evels.
[Slide.]

So, the U.S. is progressing in the CFC
transition. There are a | ot of non-CFC products
avail abl e at this point, and many CFC products have
been withdrawn fromthe market w thout regul atory
action, | mght add.

Epi nephrine MDI's arguably are unique in
their therapeutic niche. They are the sole OIC
bronchodi |l ator available as a netered dose inhal er
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As Charley nentioned, there are provisions for bulb
nebul i zers, but as a netered dose inhaler,
epi nephrine is the sole OTC product.

So, the question really to the conmmttee

is do these OTC epi nephrine MDI products remain an
essential use in the year 2006

[Slide.]

Again, the criteria that you need to
consider are whether it provides a substanti al

heal th, public, or environmental benefit, again
focusing on the health and perhaps the public
benefit.

We woul d wel conme your opinions on these
other matters, but | don't believe any of you are

at mospheric scientists, and | certainly amnot, and
I would al so point out that under the Montrea
Protocol and, in fact, under the U S. |aws, we
don't really get into de nminims argunments, in
other words, it is accepted that these CFCs will be

phased out in total, and we don't | ook at
i ndi vi dual uses as being small, for the nost part
because of the fact that we have accepted that al
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CFCs should go away, and if you | ook at any

i ndi vi dual use, if you parse down any kind of broad
use into its individual components, you can start
to argue that a particular use is small.

So, with that, | would be happy to take
sonme clarifying questions.

DR. WOOD: Let's go back to your | ast
slide. Qur job is to essentially determ ne whether
this provides substantial health benefit.

DR MEYER Right.

DR. WOOD: That is a higher hurdle than we
usual Iy apply actually.

DR. MEYER  You could certainly regard it
t hat way.

DR. WoOD: | nean it is certainly higher
than the regul ati ons for approval of a new drug,
for exanple.

DR MEYER Right.

DR. WOOD: kay. Got it. Any questions?

[ No response. ]

DR, WOOD: Let's go straight on. The next
speaker has canceled, so we are going to go
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straight on to Dr. Berlin's talk.
Wet h Consuner Heal t hcare Products
DR. BERLIN:. Thank you, Professor Wod.
I am Roger Berlin, President of Q oba

Scientific Affairs for Weth Consuner Heal thcare
We market Primatene Mst. It's the |eading
over-the-counter epinephrine netered dose inhaler,
a product that consumers have relied on for about
40 years

I want to thank both committees, the
Nonprescri ption Drugs Advisory Committee and the
Pul monary and Al |l ergy Drugs Advisory Committee for
giving us this opportunity to come before you and
defend the continued essential use exenption for

epi nephrine netered dose inhalers, which currently
do contain CFCs as propellants.

[Slide.]

Qur purpose today is to demonstrate that
epi nephrine netered dose inhalers, which | wll

refer to as epi-MDl's, neet all three elenents
required for essential use exenption
specifically, nunber one, the product provides a
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significant public health benefit; nunber two, the
rel ease of CFCs fromthe product is small and
justified given the benefit to consuners; nunber
three, there is no technically feasible alternative

currently.

We will provide data to support all three
criteria as each is inportant to your overal
consi deration of this issue.

[Slide.]

We will also answer the specific FDA
questions posed in the Federal Register notice
announci ng this neeting and shown earlier by Dr.
Ganl ey, and we have recapped the questions here,
and | will read through them

1. Who currently uses OTC epinephrine
met ered dose inhal ers?

2. How many of these MDIs are used
annual | y?

3. What are the alternatives if these

products are no | onger avail abl e?
4. Fromliterature sources, what is the
val ue of the use of these products to the users,

file:///C)/dummy/0124NONP.TXT (42 of 213) [2/3/2006 12:25:31 PM]



file:///CJ/dummy/0124NONP.TXT

and why do they use thenf

5. What established treatnment guidelines
recomrend t he use of the product?

6. How many people with asthma do not

have ready access to prescription nmedication
through health care professional s?
W will use the available data to do our
best to answer each of these questions for you
[Slide.]

Before we get into the substance of our
presentation, | want to make sone general remarks
in three inportant areas, and the first concerns
avai | abl e dat a.

We acknow edge that there is a linmted

anount of data on the product. The clinica

studi es, although well designed, have been done
with small nunbers of patients, and some of the
data are from consuner survey research, some that
we have conducted, and sonme from acadenic centers,

but we think these data are of value in your
del i berati ons.
We will show you what is avail able and
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hope that you will concur that the body of evidence
tells a consistent story of a product that is safe,
effective, and needed by a substantial number of
consuners

We apol ogi ze for providing additiona
material to you this norning with your slide
packet. This packet contains two additiona
publications, a colored copy of the |abel being
i mpl ement ed, and an update on specific data in your

background package based on our ongoing quality
review, and, of course, today's slides.

My second point concerns the role of an
OTC asthma treatment. We recogni ze and respect the
position some committee nmenbers may have that in

the ideal world, all asthmatics would be cared for
by experts, and their recomrendati ons woul d be
fully consistent with the National Asthma Education
Preventi on Program gui delines, and furthernore,
that all patients would be 100 percent conpliant in

foll owi ng those recommendati ons.
In the real world, however, we often fai
to reach perfection, thus, the best choice may be
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i mperfect, but better than the alternative. W
woul d ask that you keep an open mind in regard to
the data we present, which we hope will convince
you that the risk of renmoving this product is

significant and the current use is providing a
benefit.

[Slide.]

My final introductory point concerns
Weth's corporate responsibility with regard to

product and CFC enmissions. | want to strongly
enphasi ze that we are actively devel oping a CFC
alternative. W intend to work with the FDA and
our partner to bring this product to narket as
rapi dly as possi bl e.

All we ask is the ability to keep the
product avail abl e over the counter to consuners
until an acceptable alternative can be devel oped
and approved.

[Slide.]

Wth these points in mnd, here is our

agenda. | will discuss the essential use criteria
and respond to the FDA's questions, and | will
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46
begin by describing the product and how it fits
with the accepted guidelines for the treatnent of
ast hma.
I will present the data that defines the

public health need for the product. Then, | wll

di scuss the amount of CFC emnissions fromthe
product, and tal k about the technical barriers to
reformul ati on, but inportantly, the progress we are
making in that effort. | will then proceed to a

summary and concl usi ons.

[Slide.]

Wth us today is Stephen Canpbel |, Senior
Vice President of Regulatory Affairs fromour HFA
devel opnment partner, Anphastar, and he is here to

answer any questions you may have on the process of
devel opi ng an alternative technol ogy that does not
harm t he environnent.

Al so available is Dr. Kenneth Dretchen,
Prof essor and Chairman, Departnment of Pharnacol ogy,

Georgetown University Medical Center, to address
any questions you may have in his area of focus,
aut onom ¢ pharnmacol ogy, in particular, epinephrine.
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We woul d ask that, if possible, that you
hol d your questions until the conclusion of our
present ati on.

[Slide.]

Ast hma, as you well know, is a chronic
di sease which is characterized by acute attacks,
and pharmacot herapy for asthma thus falls into two
general categori es.

Control l er nedications are adninistered to

prevent synptons either by treating underlying
i nfl ammation or by provide |ong-Iasting
bronchodi | atati on, but asthma epi sodes cannot
al ways be predicted or prevented.

Rel i ever medications, short-acting

bronchodi |l ators, such as epi nephrine, are necessary
to treat acute synptonmatic episodes, the hall mark
of the disease, and these epi sodes can cone on
suddenly with no warning, sometines in the niddle
of the night, which is why reliever or rescue

medi ci nes, such as this product, are such a
critical part of the patient's armanentari um and
access is such a critical issue.
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[Slide.]

W will begin with a brief review of the
phar macol ogy. Epi nephrine is a non-sel ective
bet a- adrenergi c agonist with rapid onset, short

duration of action, and al pha-agoni st activity.
Specifically, the onset is approximately

15 seconds, and the duration of action, about 20 to

30 minutes. It is rapidly netabolized by

cat echol - O net hyl t ransf erase and nonoani ne oxi dase,

and the al pha-agonist effect, which constricts the
bl ood vessel s, decreases system ¢ absorption of the
drug, which inproves tolerability.

[Slide.]

Let's consider how the product is |abeled.

The conplete label is in your supplemental packet,
as well as Appendix 7 of the backgrounder.

[Slide.]

This slide shows an excerpt regarding the
uses. The product is labeled for tenporary relief

of occasional synptons of mild asthma, wheezing,
ti ghtness of the chest, and shortness of breath,
and thus, fits into the reliever category.
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[Slide.]

The product is indicated for people who

have been di agnosed with asthma by a doctor.
[Slide.]

The | abel also includes a warning to see a

doctor if the consuner has nore than two asthma
epi sodes in a week.
[Slide.]

Al t hough the product is |abeled for use in

children, data suggests that very little of the
product is actually sold for use in this
popul ati on.

[Slide.]

Thi s picture shows what consumers receive

when they open the product. The netered dose

i nhaler is shown on the top, and the insert, which
repeats the | abel and al so provides instructions on

how to use the inhaler, is shown bel ow
[Slide.]

There is also a Primatene website. On the
website, you can also find detailed information on
how to use the product including graphic depictions
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of how to administer the nmetered dose inhal er.
[Slide.]
The website al so provides a | earning
center where consunmers can get general information

on asthma. The website enphasizes that asthma is a
serious disease that affects the way you breathe
and shoul d be di agnosed by a physi ci an.

[Slide.]

Consuners can al so | earn what can trigger

or exacerbate asthma and other information, such as
war ni ng signs regarding their condition, and the
full text of the website is also included in your
background package in Appendix 7

The package | abel, the package insert, the

website, and the 1-800 nunber all direct consumers
to an emergency roomor doctor if not responding to
the medication or using it too frequently.

[Slide.]

The | abel ed use for the product is

consistent with the National Asthma Education and
Preventi on Program severity category of mld
intermttent asthma, as shown on the top panel
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The use is also consistent with the
recomendations for quick relief of an asthmatic
epi sode, which includes patients of all severity,
and specifies treatnent with a short-acting

bronchodil ator, as seen in the | ower panel

As noted previously by the FDA
presentations, epinephrine netered dose inhaler is
the only FDA-approved and proven effective
short-acting bronchodilator in a nmetered dose form

that is avail able wi thout a prescription

[Slide.]

I would like to enphasize that the product
has a long history of safe and effective use in
this country, with the first NDA being approved in

1956. Through the marketing history, we estimate

that 183 mllion canisters have been sold, which
translates to approximately 25 billion dosing
epi sodes.

Between 2 and 3 mllion asthmatics

currently rely on the product either in addition to
their existing prescription asthna nedication, or
to a |l esser extent, as their sole asthma relief
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product. So, 15 to 20 percent of all US
asthmatics use this product each year.
[Slide.]

I will now sequentially address the three

criteria necessary for essential use exenption
begi nning with a discussi on of how epi nephrine
nmet ered dose inhalers provide an ot herw se
unavai l abl e public health benefit.

[Slide.]

In this section, | will denonstrate that

there is a need for a reliever nedication that
consumers can easily--

DR. WOOD: You keep quoting that. Just

let nme interrupt you

DR. BERLI N: Yes.

DR. WOOD: You keep quoting that. That

not actually what the regul ation says, is it?
DR BERLIN: | amsorry?

DR. WOOD: O herw se unavail abl e inportant

public health benefit. | thought it was a
substantial public health benefit.

DR BERLIN. Well, | believe this is the
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correct |anguage, but we will provide evidence
during the talk, which does denbnstrate that this
provi des a substantial and ot herw se unavail abl e
public health benefit, and if | amin error

slightly in the verbiage, | do apol ogi ze, but |
think the evidence that we are presenting--

DR SCHCENFELD: |s now j oi ni ng.

DR BERLIN. However the question is
phrased, we will, in fact, answer that question.

DR SCHCENFELD: Is now exiting.

DR. WOOD: Is that Dr. Schoenfeld? Okay.
Go ahead.

DR BERLIN: Thank you.

I will denonstrate that there is a need

for reliever nedication that consuners can easily
access OIC, that there are no other proven and safe
ef fecti ve FDA-approved reliever nedications

avail able as MDls OTC, that w thout this product,
consunmers may turn to alternatives that are

unproven, possibly unsafe or ineffective, or would
put a greater burden on our already overburdened
energency health care system and that consuners
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are generally using the product in accordance with
the | abel and consistent with the NAEPP gui del i nes.
The data come fromdifferent sources and
whi |l e each al one may not be definitive, they do

provide directionally consistent answers over tine
and across nethodologies. | will also denpbnstrate
that the product is effective and generally well
tolerated, and | will begin by profiling the users
of the product.

[Slide.]

Data show that there are two popul ati ons
of peopl e who use the product, the first being
i ndi vidual s who use this as their sole asthnma
medi cation, in nany cases because of a |ack of

i nsurance or financial resources to access
prescription medication.

The second and | arger group are dual users
who utilize an OTC MDI as a stopgap when they run
out of their prescription or don't have it handy.

Two i ndependent, peer-reviewed acadenic studies
provide further insight on these popul ations.
[Slide.]
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Data from Kuschner, et al., shown here,
suggest that, in general, both populations tend to
have mld, intermttent asthma, and what they did
is they recruited 50 asthmatic adults by

advertising and collected data via questionnaire
and neasures of lung function

[Slide.]

On this slide, sole OIC users are shown in
the green columm on the left, dual OIC and Rx users

in the mddle, and sole prescription users on the
right, and this is a format you will see repeated
in several follow ng slides.

Ni nety-three percent of the sole OIC users
and 92 percent of the dual users had been di agnosed

by a physician in conpliance with the instructions

on our | abel. Sole users had been hospitalized for
asthma | ess frequently and a snaller percentage had
visited an emergency room probably reflecting

m | der di sease.

They al so did pul nbnary function tests,
and | will highlight those on the next slide
In sole users, the mean FEV1 was
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approxi mately 90 percent and the peak flow
variability approximately 10 percent. As you can
see indicated by the callout box on this slide,
these results fit confortably into the NAEPP

pul ronary function definition of mld, intermttent
di sease

[Slide.]

An intriguing study by Blanc, et al.
| ooked at the use of OIC nedications in asthmatic

adults who were being treated by pul nonary and
al l ergy specialists.
They recruited 601 asthmatic adults froma
random sanpl e of specialist doctors, and they used
a validated questionnaire to obtain information,

and the study specifically | ooked at the 12-nonth
preval ence of reported use of OTC products and the
potential association with two or nore emergency
roomvisits or any hospitalization for asthm, and
the results are shown on this slide.

[Slide.]
What they found was that the frequency of
use of OIC sel f-nedication over 12 nonths was 6
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percent even in this popul ati on seen by
speci alists, and given that these are asthma
patients being treated by pul nonol ogi sts or
allergists, these patients are all probably dua

OIC and prescription users.

Self-treatnment with nonprescription
products was not associated with a risk of two or
nore emergency roomvisits, as shown by the odds
ratio of risk of 0.5, nor with hospitalization,

with an odds ratio of risk of 0.8, both |less than
1.

[Slide.]

The study al so | ook at the use of herba
teas and nedi cations, and coffee and bl ack tea.

The use rates were between 6 and 8 percent, simlar
to the rates seen with OTC ast hma nedi cati ons shown
on the previous slide, as opposed to the |ack of
associ ation seen with the FDA-approved OTC drugs,
herbal teas and nedications in coffee or black tea

did increase the odds ratio of risk for ER visits
and/ or hospitalizations, and the differences that
are statistically significant are shown in green,
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for exanple, the 2.5-fold increase in
hospitalization associated with the use of herba
teas and nedi cati ons.

It is inportant to keep these results in

m nd as we seek to answer the FDA' s question about
avail abl e alternatives if the product would be
taken off the market.

We will now turn our attention to the
Wet h consuner survey data, which appeared to

confirmwhat we have | earned fromthese academ c
studi es about who uses the product.

[Slide.]

This slide sumuari zes the five consuner
survey research studies that have been conducted in

order to understand nore about the epinephrine
met ered dose inhaler user. Two of these were
Ni el sen studies, and the remaining three studies
wer e sponsored by Weth.

W obtained data froma total of 4,332

ast hmatics, of whom al nbst half or 1,944 used OTC
ast hma nedi cations. These studi es were conduct ed
utilization standardi zed nethodol ogi es wel |
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accepted in this area of investigation, and the
sampl es were designed so that the results woul d be
representative of the entire U S. popul ati on

I amgoing to wal k through these studies

briefly just to provide sone perspective about how
they were conducted and the questions that they
asked.

[Slide.]

The first, the 1993 Niel sen Heal th Study,

was a nail questionnaire of 61,000 adults, which

yi el ded a sanple of 2,713 past year asthmatics, and
it looked at ailnments, how they were treated, and
the reasons for treatnent choices of the
respondents.

The second was a 1994 N el sen Househol d
Panel Study, which exam ned purchase incidence and
frequency of purchase anong 575 househol ds that had
pur chased OTC nedi cati ons, OIC asthma nedi cations
over the past 12 nonths.

[Slide.]
The third was a 1994 tel ephone survey,
whi ch | ooked at nore than 800 asthma patients ever
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treated with OTC drugs, nore than 500 in the |ast
year, and asked about their symptom profile, brands
used, and physician invol venent.

The fourth study was a Primatene Usage

St udy, which phoned 123 past year users to assess
their synptons and physician invol venent.

Finally, the fifth was a 2005 Survey of
Ast hmatics conducted on the Internet, balanced to
reflect the U S. Census, which specifically | ooked

at synptom profile, brands used, physician
i nvol venent, and insurance coverage anong nearly
400 asthmati cs.

[Slide.]

Shown here are the denopgraphic

characteristics of the survey popul ati on by study.
The OTC user group, in general, resenbles the tota
U.S. popul ation on many denographi c variables, the
average age range from39 to 45 years of age, 73 to
90 percent were Caucasi an, and between 20 and 33

percent reported an inconme of |ess than
approxi mately $20, 000.
[Slide.]
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In order to investigate how nany peopl e
use epi nephrine netered dose inhal ers, how they
used them and how rmuch they used, we have used
data fromthe Centers for Di sease Control conbined

wi th our own consumer survey data.

Now, the CDC estimates that there are 13.6
mllion current adult asthma patients, and based on
our 1993 consuner survey, we estimate that 2 to 3
mllion, or 15 to 20 percent, of all of these US

adult asthmatics use an OIC ast hma nedi cati on.

Qur 2005 study indicates that about
two-thirds are dual users of OTC and prescription
products, while about a third use only an OTC
product .

Finally, taking data on the nunmber of
cani sters sold, which is derived fromIR, an
organi zation with expertise in measuring sal es of
consumner products, and considering the number of
purchasers, we can estimate that the average

consuner use is 1.5 to 2.3 canisters per patient
per year.
[Slide.]
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This slide presents data about who uses
the product and conpares sole OIC users and dua
OIC and Rx users to sole prescription users. Mre
than 90 percent of both sole and dual OTC users had

been di agnosed by a doctor, which confirnmed data
that | showed you earlier from Kuschner

Dual OTC/ Rx and sol e Rx users appear
simlar as expected given that both are under the
care of a physician for their asthma, however, sole

users are nuch less likely to have visited a doctor
for asthma treatnent in the past year and | ess
likely to have nedical insurance or prescription
drug coverage, and the statistically significant

di fferences are highlighted in green

[Slide.]
In a noment, | will talk about why
consuners use the product, and you will see that

there is a recurring thene, and that is access to
medi cati on and nedi cal care.

Data show that this is a huge issue, and
this is an issue that is not confined to this
particular drug product. In 1999, Comonweal th
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Fund Study found that 40 million Anericans went
wi thout health care due to cost. N nety-one percent
of the uninsured, but inmportantly, 44 percent of
the insured, who had del ayed or did not obtain

health care, did so due to cost, and this was
according to a report for the Center for Studying
Heal th Care System change.

The U.S. Departnment of Labor says that
there are 59 mllion working Anericans who do not

have paid sick | eave, which raises issues about the
ability to take off work to go see a doctor. Even
wher e peopl e have prescription drug coverage, when
there was a 2-fold increase of the co-pay, it
resulted in asthmatics using 32 percent |ess

medi ci ne as reported in a 2004 JAMA article

So, it would appear fromthese data that
both the insured, but nore so the uninsured did
wi t hout needed health care including filling
prescriptions due to cost.

In the 2005 Internet study, sole OTC users
cited access and cost as their nobst frequent
reasons for using the product, and I will read
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verbatimthe three nost frequent responses were:
It is easier and quicker to obtain, it is nore
reasonably priced, and | don't have health

i nsurance.

It was not clear fromthe survey whether
the fourth reason, "I don't want to go to the
doctor,"” nmay al so have been related to cost. The
| ast reason given was that, "OIC drugs work better
for my asthna," and we believe this may be

attributable to the rapid onset of relief with this
product, which I will discuss when | tal k about
ef ficacy.

[Slide.]

For peopl e who use both prescription and

OIC medi cation, the so-called "dual users," access
may be nore related to the availability of the
product for quick relief during an acute asthma
epi sode when they don't have access to their
prescription inhaler.

Lack of availability of a prescription
inhaler is the nost frequent reason cited with
specific responses of "Wien | run out of ny
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prescription medication," or "Wen | have an asthma
attack and don't have ny prescription with ne."

The | ast reason, "Wen | feel an OTC nedi cation
will work better,” may again reflect the extent to

whi ch consuners value the product's rapid onset of
relief during an acute asthnma epi sode.

[Slide.]

We now turn to how consuners are using the
product, and this slide |ooks first at the genera

OIC use pattern, that is, both sole and dual users.
It appears that the majority of product use is
consistent with our |abel and is consistent with
the NAEPP definitions of mild, intermttent asthma.
Specifically, 75 percent use the product

once per week or less frequently, 80 percent obtain
relief with 1 or 2 inhalations, and 76 percent
purchase one or two canisters per year.

The next slide which we will show focuses
on the sole OIC users only.

[Slide.]
These data show that sole OIC users al so
use the product appropriately. They appear to have
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m | der asthma, as evidenced by fewer attacks and
fewer visits to the energency room and they
| argely medi cate for rescue.

Thus, sole OTC users are also using the

product according to the | abel and consistent with
the guidelines. Before turning to the data on
safety and efficacy of the product, | would like to
conclude this section by enphasizing that the
product is the only asthnma reliever MDI that is

avail abl e without a prescription. Qher products,
such as herbals, have not been shown to be
effective and data fromBlanc, et al., suggests a
2.5 fold increased risk of hospitalization with
her bal use

[Slide.]

To summarize this section of our
presentation, we believe that the product is needed
because 2 to 3 nmillion asthmatics rely on it either
as their sole asthma nmedication or to back up their

prescription medications during an acute asthmatic
episode. It is the only asthma reliever M
medi cation that has safety and efficacy data behind
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it, which I will present in the next section
[Slide.]
W believe that the data are sufficient to
support the safety and efficacy of the product.

The studies we will review show that the product is
an effective bronchodil ator, and the pharnmacol ogy
of inhal ed epi nephrine provides an expl anation for
the favorable safety profile seen in extensive

mar ket ed use. The few reported deaths, we believe

seem predoni nantly not related to the use of this
product .

So, now, | will walk you through three
studi es that exanine the efficacy of the product.
The first two are in your background package, and

the third, which was recently published, has been
provided to you in this norning' s packet, and that
is the study by Hendel es.

[Slide.]

These studi es showed that the product is

effective in inproving FEV1 in asthnatic patients,
and the inclusion of a well-characterized beta
agoni st conparator in two of the three prospective
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clinical trials increases our confidence in these
results.

The first study by Pinnas and col | eagues
was published in 1991. 1In this study, all patients

had noderate to severe asthma as defined by an FEV1
of between 30 and 80 percent of predicted with a
mean FEV1 on entry of 55 percent.

Patients received either two inhal ations
of epinephrine, netaproterenol, or placebo given

one nmnute apart in a full crossover design study,
and | amgoing to focus on the effects seen during
the initial 15 minutes prior to the administration
of an oral bronchodil ator

[Slide.]

Al t hough this product is indicated for
mld asthma, this study denmonstrated efficacy in
nmoderate to severe asthma, and to orient you to
this slide and the subsequent graphs, epinephrine
is shown in red, active comparator in yellow, and

pl acebo in green, and we have indicated the drug
adm ni stration and the nunber of inhalations by the
arrows. Time is on the horizontal and a neasure of
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FEV1 on the verti cal

The results expressed here are percent
change in FEV1 on this particular graph.

The change in FEV1 exceeded 15 percent in

al | epinephrine treated subjects within 15 seconds
of the second inhalation. Inprovenent in FEV1 with
i nhal ed epi nephrine was significantly better than
pl acebo begi nning 40 seconds after the first

i nhal ati on of the product, and as a point of

conpari son, onset of effect with epinephrine was
statistically faster than wi th metaproterenol

The | ast data point at 15 minutes shows
conmparability in therapeutic effect of both
actives, and although the data are not shown here,

i nhal ed epi nephrine had no significant effect on
heart rate.

[Slide.]

The second study by Dauphi nee and
col l eagues in 1994 denonstrated efficacy in mld to

nmoderate asthma. This was a randoni zed,
doubl e-bl i nd, placebo-controlled crossover study in
24 patients who had mld to nbderate asthma with an
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average FEV1 on entry about 65 percent of
pr edi ct ed.
The dose of inhal ed epi nephri ne was one
i nhal ation foll owed by another inhalation one

mnute later.

[Slide.]

As this graph shows, this study
denonstrated efficacy of the product in relieving
mld to noderate asthma. The graph illustrates the

response in percent inprovenent in FEV1 with
success bei ng predefined as an increase of 15
percent or nore over baseline, 46 percent of

epi nephrine versus 4 percent of placebo after one

i nhal ati on, and 88 percent of epinephrine versus 16

percent of placebo after two inhal ations net the
predefined criteria for success.

The nean tinme to peak inprovenment was 7.5
m nutes. The duration of response for the
epi nephrine group, that is, the time that the

i mprovenent in FEV1 exceeded 15 percent, was 23
m nutes. The data again are not shown here, but it
is inportant to note that there were no clinically
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or statistically significant effects seen on heart
rate or blood pressure wth epinephrine.
[Slide.]
The third study by Hendel es was a

random zed crossover study conducted in 8
inpatients with nocturnal asthma. These patients
had a dayti me FEV1 whi ch exceeded 60 percent and a
20 percent or greater decrease in peak expiratory
flow on at least 4 of 7 nights.

They had a nean FEV1 prior to treatnent of
about 45 percent, and the dose of epinephrine or
al buterol was two, four, and eight inhalations
given at 17-minute intervals.

[Slide.]

This slide shows that the product was
effective in nocturnal asthma, and once again, drug
adm nistration is depicted by the arrowheads with
t he nunmber of inhal ations show inside those
arr owheads.

We have shaded the left side of the graph
in dark blue, because these are the results with
the recomended dose of each agent. The lighter
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area to the right shows the effects with
exagger at ed doses.

At the onset of the synptons, FEV1 was
simlar in the two groups and significantly reduced

from baseline, and either epinephrine or albutero
was given at the tine patients awoke due to
synptons. So, that brings us finally to the
results.

Two actuations of both epinephrine and

al buterol, the recomended dose of each produced
conparabl e i nprovenents in FEV1, as shown at the
17-minute time point. The simlarity of responses
seen over the entire range of doses, even though
there are two tine points, were albuterol is

statistically better than epi nephrine with
differences of 9 and 11 percent at 34 and 68
m nutes respectively.

The maxi mum FEV1 achi eve was 86 percent
after epi nephrine and 93 percent after al buterol,

and again the difference was statistically

significant.
This study inportantly denonstrates that
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epi nephrine and al buterol were sinilarly
ef ficacious in inmproving FEV1, especially when each
was adni ni stered according to the |abel

As | will show you in a few mnutes, even

t he exaggerated doses did not result in an
increased heart rate in the epi nephrine group
[Slide.]
Let's now focus on the safety profile of
epi nephrine netered dose inhalers, and given that

epi nephrine is a non-sel ective beta agonist, it is
useful to consider the pharmacol ogi ¢ features that
explain the favorabl e safety profile of the
product, and there are several

First, only 5 to 10 percent of the dose is

absor bed system cally.

Second, epinephrine is rapidly netabolized
by COMI in the lungs and by COMI and MAO in the
bl ood.

Third, plasma |levels are only el evated

wi t h exaggerated dosing, and even then, rapidly
return to baseline in about 20 to 30 minutes. So,
with limted system c bioavailability, even at high
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multiples of the recomrended dose, it is not
surprising that systemc effects are nodest.
[Slide.]
On this slide, the red horizontal dashed

| ine shows peak plasna epi nephrine | evels seen
during vigorous exercise. Fromthe study by
Warren, as shown by the bar on the extrene right,
it takes about 45 puffs, nore than 20 tines the
recomended 2-puff dose, to approach the

epi nephrine |l evels seen during strenuous exerci se.
[Slide.]
So, due to the linited absorption and
rapi d nmetabolismof epinephrine, it is therefore
under st andabl e that even after 45 actuations, there

was only a nodest increase in heart rate of 9 beats
per mnute in the Warren study, and these data
suggest a w de therapeutic w ndow for epinephrine
met ered dose inhalers

[Slide.]

We are now returning to data from

Hendel es. Data from Hendel es show that at 4 tines
the recomended dose, epinephrine did not result in
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an increased heart rate. Plotted here on the
vertical is heart rate in beats per mnute. As a
rem nder, the red line is epinephrine, and the
yellow line is al buterol

Al buterol did cause significant increases
in heart rate as the dose was increased, and there
was a significant difference with epinephrine, and
al though the data are not included here, there was
no change in blood pressure or EKG tracing for

ei ther epinephrine or al buterol

[Slide.]

Let's now turn to adverse events,
specifically, death. The data show that there have
been relatively few deaths reported over the

40-year history that the product has been avail abl e

to consuners despite the fact that 183 million
cani sters have been sold and there have been
approxi mately 25 billion dosing epi sodes.

To gather the data for this section, we

reviewed all spontaneous reports subnmtted to Weth
since 1964 when we assuned the NDA and began to
mar ket Primatene Mst. All cases reported to the
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Anmeri can Associ ati on of Poison Control Centers
during the period 1983 to 2005 were al so revi ewed,
and | should note that 1983 is the date the Poison
Control Center started its surveillance system

From Wet h and poi son control centers,
there were a total of 35 fatalities over 40 years.
Since the preparation of the background docunent,
we have obtained prelimnary data fromtwo FDA
dat abases, the SRS, which covers 1969 through 1997,

and the AERS, which covers 1997 to 2005, and there
were 15 cases fromthe FDA's database, but there
still may be some overlap with our cases and we
don't have sufficient data fromthese cases at this
time to assess causality.

As we exam ne Weth and poi son contro
centers' fatality reports in the next slide, the
true nunber appears snaller and few appear
attributable to the drug.

[Slide.]

We have attenpted to categorize the cases

recogni zing that given the limted data, the
categori es assigned are our best approxi mations.

file:///C)/dummy/0124NONP.TXT (76 of 213) [2/3/2006 12:25:31 PM]



file:///CJ/dummy/0124NONP.TXT

O the 35 cases, we categorized 21 as providing
insufficient information to fully assess causality.

Seven of these cases were deenmed probably
not related, including one reported death of a

nmodel . In 5 cases, significant purposeful abuse of
the product was noted. There were 2 cases that we
classified as possibly related to the
adm ni stration of the product.

The first was a coroner's report of an

18-year-old who used epi nephrine netered dose

i nhal er prior to playing soccer, and during the
game, she collapsed and died, and the probable
cause assigned by the coroner was arrhythnia
secondary to asthma.

The second case was a 29-year-old
asthmati ¢ who had used the product for 16 years and
suffered a fatal nyocardial infarction, but no
further information is avail abl e.

I want to put both of these nunbers in

perspective. W are talking about a total of 50
deat hs when you count the FDA and the Weth and
AAPCC data, and that is based on this 40-year
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marketing history with 25 billion estimted dosing
epi sodes.
For further reference, | would just note
that there are approximately 5,000 reported deaths

a year in the United States which are believed to
be due to asthna.

It is inportant to point out that over the
years, the safety of the product has been eval uated
and debated by experts outside of and within the

FDA, and they have seen npbst of the data that |
have shared with you, and despite initia
skepticism their conclusion has been that they
cannot identify a signal that the OTC use of the
product poses a significant safety risk.

[Slide.]

Simlarly, after considering the benefits
and the risks, the need for a product for
over-the-counter use has al so been acknow edged,
and | quote fromthe report on the Council of

Scientific Affairs of the Anerican Medica
Associ ation, which was published in Chest in 2000,
and it says, "The availability of at |east one OIC
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asthma quick relief medication also allows
individuals with mld asthma and those who do not
have access to the health care delivery systemto
sel f-nedi cate. "

[Slide.]

Just this past July, the FDA reaffirmed
its confidence in the public health need for the
OIC bronchodi |l ator drug products. Specifically,
they said, "FDA continues to believe that people

with mld asthma can properly use OTC
bronchodi | ator drug products to self-treat
occasi onal wheezing, shortness of breath, and
ti ghtness of chest after their asthma has been
di agnosed by a physician."

[Slide.]

Let's consider the alternatives. |If the
product were to be renmoved fromthe market, the
alternatives would be as follows. First, energency
departnent utilization, which is already strained,

may increase. Many patients w thout physicians
al ready use them for routine care, and many
departnents are closing due to a | ack of finances.
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Patients may be forced to wait or to travel a
di stance to obtain energency care, and the factor
of cost for emergency care should not be ignored.
Based on data froma 1996 study of

Wl lians, of six conmunity energency roons in

M chi gan, he estimated that the average charge to
the patient was $312 for semi-urgent care and $621
for urgent care, and treatnent of an acute asthma
exacerbation would fit in one or the other

cat egory.

Secondly, if the product were not
avai | abl e, consunmer may seek out other alternative
t herapi es that have no proven efficacy or safety.
In fact, data | presented earlier showed consuners

taking these products are nore likely to end up in
an energency room or hospitalized.

For dual users, let's consider the
situation when a patient discovers after office
hours that he has run out of his prescription or

left it behind, and goes through what | will call
"channels," to obtain a refill.
So, the patient with an acute attack calls
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the service, and the on-call physician after somne
delay calls the patient, and after speaking with
the patient, calls the pharmacist, who then has to
fill the prescription, and obviously this is not a

time cycle attuned to relieving an acute asthma
epi sode.

Two-t hirds of those who use the product,
the dual OIC and Rx users, are already under the
care of a physician, and we have revi ewed the

significant issues of access to care that sone of
the sole users may face, and | would al so add that
our data show that 28 percent of the sole users
have seen a physician in the |ast year for asthna.
So, while sone users could attenpt to go

to the energency roomor through routine channels

or physicians to get medication, it would appear

that taking the product off the market m ght

exacerbate the problens that the patients face
[Slide.]

I will now briefly recap the points that

support the first elenment of essential use that
epi nephrine nmeets an ot herw se unavail abl e
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i mportant or substantial health benefit.

St udi es showed that 15 to 20 percent of
all U S asthmatics rely on the product either as a
stopgap when their prescription nmedication is

unavai |l abl e or because they otherw se have limted
access to reliever nedication.

The product has been shown to be an
ef fective bronchodilator with a favorable safety
profile, and its use by consuners is consistent

with the NAEPP definitions of mild, intermttent

asthnma and the guidelines for bronchodil ator use.
Conti nued OTC access to this nmedication is

critical because there is no other FDA-approved

safe and efficacious MD asthma reliever avail able.

[Slide.]

W will now focus on Criteria No. 2, that
the rel ease of CFCs fromthe product is small and
justified given the benefit to consuners.

As | nmentioned at the beginning of this

presentation, we are conmitted to devel opi ng and
mar keting a CFC-free product, and we are currently
maki ng progress toward that goal
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In a nonent, | will present our HFA
reformul ati on plan, but I would like to begin by
provi di ng sone perspective on the current status of
the environnental problemthat we are seeking to

address, and | will build on the excellent
foundation provided by Dr. Myer.

[Slide.]

For a perspective on this issue, | wll
poi nt out that recently published data are

encouragi ng, and they suggest that the Montrea
Protocol is having the desired effect on the
earth's ozone layer due to its success in liniting
CFC production and rel ease, and data published in
the Journal of Ceophysical Research indicate that

the ozone layer is stabilizing or showi ng signs of
i ncrease, and this conclusion agrees with the 2005
report of the Intergovernnent Panel on Cimate
Change.

The 1 PCC notes that there are two factors

involved in restoring the ozone to its origina
|l evels. One is the control of CFC production in
t he devel opi ng nations, and the second has to do
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with the rel ease of CFC from so-called banks or
CFCs already in existing equipnent, such as fixed
cooling and refrigeration units in the devel oped
countri es.

[Slide.]

Now, let's turn to the data regarding the
specifics of the anmount of CFCs rel eased fromthe
product. The data show that the epi nephrine netered
dose inhaler rel eases m ni mal CFCs.

The pie chart on the left of this slide
captures the current situation with regard to
medi cal uses of CFCs. In relation to other nedica
products, epinephrine netered dose inhalers
represent 4 percent or 74 tons of the nearly 1,800

tons of CFCs granted nedical use exenption in 2005

Now, we recogni ze that based on your prior
recomendati on and recent FDA action, prescription
CFC-containing MDIs may no | onger be avail abl e
sonewhere around 2008, so for a further

perspective, the pie chart on the right illustrates
that of the overall rel ease of CFCs--and now we are
tal ki ng about not just nedical, but also
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non- nedi cal uses--we account for 0.04 percent of
the total.

So, even after other nedical use
exenptions cease, this product will still represent

a very small portion of the total rel ease of

ozone-depl eti ng substances, and inportantly, we do

have a plan to refornmul ate the product to obviate

the rel ease of even this small amount of CFC
[Slide.]

The third and last criterion for essenti al
use exenption is that there are significant
technical hurdles to refornmulation, and | wll
briefly sumarize the status of our past and
current efforts and provide an expl anation of why

reformulation is a |l engthy and conpl ex, albeit not
i mpossi bl e, process.

[Slide.]

Providing this HFA alternative involves
addressing two hurdles. The first is it is

necessary to devel op a pharmaceutically acceptable
non- CFC fornul ati on that delivers the right anount
of drug to the appropriate place in the lung, and
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then this formulati on nmust undergo an extensive
clinical testing programto meet FDA requirements
for equivalency with existing product.
[Slide.]

Illustrated here is a clinical devel opnent
program per FDA requirenents for an HFA alternative
as specified in a 1994 gui dance docunment. The
nunbers above the boxes indicate the approxi mate
time it takes to conplete that section of the

process, so, for exanple, the pharmacokinetic study
takes 6 nmonths, and so forth.

After all the studies are conplete, we
obvi ously have NDA preparation and subni ssion, and
the FDA has to review and hopeful |l y approve the

application. So, the clinical devel opnent process,
we estimate will take approximately 4 years, and
wher ever and whenever possible, we will work with
our devel opnent partner and with the FDA to
expedite the process.

[Slide.]
We will now discuss where we are in our
HFA reformul ati on program | want to enphasize to
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you that we have been working to reformul ate or
source an OIC product that does not contain CFCs
for nore than a decade

Initially, we faced two chal |l enges.

First, quite frankly, this was not an area of
expertise for us, and we net this challenge by
hiring outside consultants who were experts, and
the second chall enge was nore difficult, and that
was the wi de range of patents that GSK and 3M had

devel oped around HFA fornul ati ons.

Qur prototypes cane back unacceptably, had
unaccept abl e characteristics in terns of el evated
| evel s of al cohol and delivery pressure, and given
the outcone of these efforts, we then decided our

best chance of success would be to work with a
partner with nmore expertise in this specialized
ar ea.

Unfortunately, many potential partners we
approached were not interested in working with us

given the limted comrercial opportunity of the OTC
versus the prescription narket, but we are pl eased
to report that we have recently found a partner in
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this effort, Amphastar.

[Slide.]

In addition to their expertise in this
area of HFA formul ati on, Anphastar has been able to

|icense university patents that provide freedomto
operate outside of the GSK and 3M patents | just
ment i oned.

Devel opnent work on the HFA epi nephrine
nmet ered dose inhal er was begun approxi mately one

year ago, and progress has been nmade in that there
are now two formul ations. One is suspension and
one, a solution, and they are both nearing six
nmont hs of stability.

[Slide.]

I will now briefly sunmarize our responses
to the FDA's questions. Two to three mllion, or
15 to 20 percent of all U S. asthmatics, currently
use epi nephrine metered dose inhalers. 4.5 nillion
cani sters are used annually, which translates to

approximately 1.5 to 2.3 canisters per individua
per year.
As | nentioned, there are no other
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FDA- approved OTC MDI asthma relievers.

[Slide.]

Literature and survey data suggest that
consuners depend on the product due to a | ack of

access to prescription nedication or nedical care,
and the use is consistent with the NAEPP
gui del i nes

[Slide.]

Sol e users, those who use only OIC

medi cation, are less likely to have nedi cal and/or
prescription coverage. One-third don't have
medi cal coverage, and 40 percent don't have
prescription drug coverage.

[Slide.]

So, to summarize, our data are supportive
of providing evidence of a safe, effective product
that is appropriately used by the consuner. There
is no other safe and effective OTC MD alternative,
and availability of the product is a benefit to

both the sole and the dual OTC user.
[Slide.]
If the essential use exenption is
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mai nt ai ned for the product, consuners wll have

access to an FDA-approved OIC reliever while we

move forward with refornul ati on of the product.
[Slide.]

If the decision is nmade to deny essenti al
use exenption, all OTC netered dose inhalers at
sonme point will be unavailable, there will be no
OTC reliever nedication, and while we know that few
physi ci ans reconmend the product, we believe that

it provides an inportant otherw se unavail able and
i nportant public health benefit, and is safe and
effective.

Specifically, about 1 million sole OTC
users may have no OIC alternative, and the

approximately 2 million dual OTC- Rx users may have
no backup if they run out of or do not have access
to their prescription inhaler.

In total, that would | eave about 2 to 3
mllion asthmatics wi thout an OTC ast hma MDI

option, and that is about 15 to 20 percent of the
entire U S. asthma popul ation
[Slide.]
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I n concl usion, we believe we have provided
sufficient data to support each of the three
el ements required under the Code of Federa
Regul ations to maintain essential use exenption

We provide an otherw se unavail abl e i nportant
public health benefit.

The product rel eases a small anopunt of
CFCs, and there are significant technical hurdles
to reformul ation.

[Slide.]

We are here today to ask you to naintain
the essential use exenption while we are devel opi ng
a non-CFC alternative. Utimtely, given the
realities that asthmatic patients face in the rea

worl d, unavailability of this product may pose a
greater risk.

Wth that, | would Iike to conclude ny
presentation and thank you for your tinme and
attention.

DR WOOD: Thank you very nuch.
Questions for Dr. Berlin fromthe
conmittee? \Wayne.
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Question and Answer Period
DR. SNODGRASS: Do you have an estimate of
your tinmeline for availability of a non-CFC
pr oduct ?

DR BERLIN. Yes. Can we go back to the
core tinmeline slide? W still have yet to neet
with the FDA and get concurrence with the fina
devel opment plan, so | want to be very clear that
there hasn't been a chance to have a di scussion

with the FDA about this.

So, what | have done on this slide is
have | aid out what is recomended in the 1994
gui dance. As | have said here, | think the
clinical devel opnent portion of this program woul d

take approximately four years, and we still have to
finalize some of the fornulation work, so that we
woul d estimate that the clinical supplies would be
avail able in about a year to 15 nonths, so we are
tal ki ng somewhere around five-plus years.

DR. WOCD:  Bob.
DR MEYER | just wanted to go back to a
question you raised earlier, Dr. Wod, about the
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actual wording of the essential use criteria. The
next to the last slide that we just saw has the
correct quote, which is "otherw se unavail abl e

i mportant public health benefit."

DR. WOOD: Anyone el se have questions?

DR BRANTLY: |Is there anything that is
mar keted in other places around the world that does
not have CFCs?

DR BERLIN: | checked the various

dat abases that |ist OTC product availability in
other places in the world. The only place that | am
aware of that has an OTC sal e of bronchodil ators

is, in fact, in Australia and New Zealand. It's
under a different category.

It is called S3, which neans that it is
restricted to being di spensed by the pharnacist, so
it is not on the shelf in front, and there is a
treatment guideline that the pharmaci st can choose
to follow, it depends on where in the country, in

di spensing the product, and | can't tell you
whet her, in fact, that is a CFC-containing or HFA
propel | ant product.
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DR. BRANTLY: So, what you are saying is
that there is no over-the-counter bronchodil ators
at all in Europe?

DR. BERLIN. To the best of ny know edge.

I checked the Trade Association for Nonprescription
Drug Use in Europe, which is called AESGP, and when
I | ooked through their database, there were, in
fact, no listings of an OIC product, but that said,
I need to point out what | amsure is apparent to

everyone sitting around the table, that the health
care system and the provision of prescription
medicine is extrenely different in Europe where
nmost people don't pay for either visiting the
doctor and/or any prescription nedication. Even

some OTC nedicines in sone countries are covered
under the health plans.

DR. BRANTLY: But it seenms if there is no
availability anyplace else in the world, and asthma
deaths and norbidity are certainly no worse there

than here, how can you argue that it is such a
critical need?
DR BERLIN. The use of the product as an
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OfCin the United States, | think has to be
considered within the context of what our health
care systemrealities really are, which is why I
shared sone of those data with you about the

probl enms that people face in accessing health care,
and the fact also, | think, that needs to be taken
into account is that two-thirds of the people who

use the product are actually under the care of the
doctor, and about 90 percent of both the sole users

and the dual users have been diagnosed by a
physi ci an.

The other point that | think it is
inmportant to keep in mnd as a context for the
di scussion is that the data on how t hese consuners

used the product indicates that the vast npjority
are, in fact, using the product appropriately, that
the product fits into the guidelines in ternms of a
short-acting beta agonist, bronchodilator, that
they tend to use the product infrequently, that

they tend to use one or two puffs, that they tend
to buy relatively few canisters per year, and the
overall|l safety record is really very favorable.
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There is, | believe, a pharnmacol ogic
reason to believe why that woul d be the case,
think that this product in the context of the
United States is used safely, and it is also

important to these consuners, and | read you sone
of the responses about why and how t hey val ue the

product .

DR. BENOW TZ: Just one further question
Wy was this product not avail able by prescription?

If it is conparable to albuterol in terns of effect

and safety, how cone it is not available as a
conpetitor by prescription?
DR BERLIN. | will take an initia

attenpt to answer that question, and then | think

if | don't do a good job, I will ask the FDA to

hel p ne out on this.

This product was initially approved in
1956, and at the time, there was a revi ew panel,

and the review panel determined that this was

appropriate as an effective bronchodilator and

effective for use without a prescription. By the
way, that is an opinion that has been reaffirned on
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97
mul ti pl e occasi ons when this product has been
reviewed, and that is sort of howit cane to be.
The standards | think have changed in what
is required in bringing a new drug to nmarket, so

think that if you were to bring a new nol ecul ar
entity to market now, it would be highly likely
that it would be approved direct OTC, but | think
the situation here is very different.

We have a product. It has 40 years of

safety and efficacy data behind it, and based on
that, and even during these recurrent reviews,
these expert panels have continued to feel that it
is appropriate to have this product OTC.

DR. BRANTLY: | amtroubled by we keep

using the word "efficacy," and basically, the only
data is that epinephrine basically increases the
FEV1, which really doesn't nmeet the--1 nean that is
expected fromthe pharnacol ogy and doesn't have any
clinical outcones other than temporary relief.

Are you aware of any studies that
denonstrate that inhal ed epinephrine decreases the
nunber of ER visits, or any other sort of clinica
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out come that would sort of really denmpnstrate
ef fi cacy, meaningful efficacy?

DR BERLIN. There is data in the Hendel es
paper, which suggests that in addition to FEV1, the

product is effective in relieving synptons.

Let me go back and show sone of the data
which I think mght help to address sone of the
concerns you raised, and why don't we begin with
the Kuschner data, and then we can go on from

t here.

Can we bring up the core talk, please?
Sorry, it will take us just a noment to bring up
the slide.

kay. Again, | understand the Iimtations

of the database that we are dealing with, but this
group in northern California went out and
identified these patients, and then they | ooked at
out cones.

Now, outcones are not necessarily related

to what drug you use, there are other things that
are going on, but what they found, in fact, is that
the sole users tend to be hospitalized | ess. They
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had a | ower percentage of visiting the emergency
room

Slide off.

DR. WOOD: Just before we put it off, do |

understand the n on that slide, these are 13
peopl e?

DR BERLIN:. Absolutely.

DR. WOOD: The percentages of 13 people
and conparing that? WIIl you put the slide back on

just so we can see it again?

DR. BERLIN. You are absolutely correct.
| began the comment by trying to indicate that we
have a linmted amount of data. | am doing the best
with what we have to try to at |least directionally

provi de sone informati on about what the data woul d
i ndi cate.

W al so have sone data from Australia, and
I will show that data to you. That's the Cam no
data, please

Again, we had di scussed earlier that
al buterol is available--as a nmatter of fact, |
think we won't show that because the data are nore
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pertinent to al buterol. But the point of show ng
that was sinply to nake the point that people who
bought their product OIC did not have a greater
risk of hospitalization or ER visits.

So, the last piece of information | think
that we have in ternms of what are the outcones,
again, with a |limted database, and, you know, I
have tried to be very transparent about that even
in the introduction to the talk is that if you | ook

at the data, for exanple, from Kuschner, they also

| ooked at what the FEV was or the FEV neasurenents

were at 7 a.m, after the treatnents, when the

pati ent awoke, and, in fact, they were conparable.
Now, one other way of |ooking at this, and

it is an indirect way of looking at this, | realize
it my not fully satisfy the question that you
asked, is, well, can we learn sonething fromthe

way that consumers use the product.
I think what you see is that they tend to

use it episodically, and they use a small nunber of
puffs, and when we actually asked consunmers how
they valued the product in terns of whether it
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wor ked for them over 90 percent said that they
rated the benefit of the product as good, very

good, or excellent.
DR WOCD: Dr. Gay.

DR GAY: | have two questions. | am
hopeful you can clarify for ne a little bit of the
utilization characteristics of this drug. By your
own data, you are saying that 75 percent of these
patients or approximately 75 percent of these

patients use this about once a week, and that about
80 percent of the patients use one to two puffs to
conpletely relieve their synptons.

However, you speak about selling 4.5
mllion units of this drug, and at about 250 to 270

puffs per unit, that's an awful |ot of medication
that is going unaccounted for.

VWhat do you propose is happening with this
medi cation, is it sinply not being used and
patients are throwi ng inhalers away, or are we

significantly underestimati ng how much of the drug
is actually being used by the population at risk?
DR BERLIN. | believe that we have gotten

file:///C)/dummy/0124NONP.TXT (101 of 213) [2/3/2006 12:25:31 PM]



file:///CJ/dummy/0124NONP.TXT

data from several sources that generally indicate
that the use of the product is appropriate in termns
of the nunber of puffs. You are right, there are
about 270 puffs, which would mean that if you had

1.5 of these a year, you would be sonewhere up
around 500 puffs, and | think what happens is that
not all of the nedication is used although | can't
prove that point.

I think the take away nessage fromthis,

though, is if you look at the data that we have
gathered, it has been gathered over a fairly |ong
period of tinme and using different nethodol ogies,
and generally, has been fairly consistent, and | am
sure that sone of the di screpancy between the

averages that we showed you is that unfortunately,
as with the prescription nedications, | amsure
that a small percentage of people are using the
product in an otherw se uni ntended fashi on

When you | ook at dual OIC and Rx users

versus sol e users, what you find actually from our
consuner data and al so fromthe Kuschner data, is
that they actually tend to use nore of the
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medi cation and tend to use it nore for naintenance
than the sole users who actually seemto be very
good at using it as a reliever nedication
That is the sane sort of phenonenon |

think that has been noted when peopl e have gone out
and | ooked at what happens with the way people use
prescription inhalers, where despite the NAEPP

gui delines, a relatively substantial proportion of
peopl e who are under the care of physicians are not

using their beta agonist in a limted fashion that
woul d be opti nmal.

So, overall, | think that, in particular,
the sole users are fairly highly conpliant and use
the product in an appropriate fashion

DR. GAY: That brings up, however, ny
second question. Part of the definition of where
this drug is supposed to be used and how it is
supposed to be used is in mld, intermttent
ast hma.

Clearly, if patients are overusing the
medi cation, they aren't mld, intermttent
asthmatics. More appropriately and nore
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importantly, | think, is as we ook at this
definition of mld, intermttent asthma, that's a
definition that is nmade by a physician, and it is
made by a physician based, not only on pul nonary

function criteria, but criteria in terms of
synptons, things |like that.

Even in probably one of the nore
significant papers that you had given us, a whole
| ot of those patients defining thenselves as mld,

internmittent asthmatics have not seen a physician,
and thus, are giving thenselves the definition of
mld, intermttent asthma.

Isn't this a concern as we begin to | ook
at how we are utilizing the drug and whet her or not

patients are appropriately using the medi cation?

DR BERLIN:. Sure, those are all
legitimate concerns, and let nme at |east provide
what data we have about that.

Many of these patients, two-thirds of them

are under the care of a physician, so they use the
epi nephrine netered dose inhaler as a stopgap,
where they run out of their prescription or didn't
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bring it with them so it is not a question of
these patients diagnosi ng what the severity of
their asthma is. They are seeing a physician for
ast hma.

The second thing is that the sol e users,
nmore than 90 percent of them had been di agnosed by
a physician, and, in fact, even in the sol e users,
I amsorry, | can't see when respondi ng, but even
the sole users, 28 percent of them had seen a

doctor for their asthma in the last year, and nore
than 90 percent had been di agnosed by a physician
at some point.

So, we think that the nessage is pretty
good, and when you | ook at how the sol e user was

using it, which is really where | think we shoul d
focus our concern, because they are the ones who
are not under care by a physician for their asthma
you see that nore than 90 percent use the

medi cation as a reliever, and their use pattern is

consistent, at least with what you woul d expect
fromsynptons produced by mld, intermttent
ast hma.
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The last point that | would make, and it
is an inportant one, it concerns our |abeling.
Over tine, the | abel has changed, and the FDA, in
July of |ast year, proposed what | think are somne

very inportant inprovenents in the |label to try to
encourage patients to use this product in a limted
f ashi on.

Al t hough the comment period has cl osed, no
final regulation has been issued. However, we

chose to inplenent those additional warnings, and
by the way, that was before we knew of this

advi sory committee, we chose to inplenment those
addi ti onal warni ngs because we think it further
educates the asthnma patient, particularly the sole

asthma patient, about how to use this.

My | ast point concerns what we have on our
| abel i ng, what we provide on the insert, what we
provi de on the website, what we provide on the
1-800 nunber. W are sensitive to this issue. |If

soneone calls and says, "I amnot better in 20
m nutes,"” they are directed to get health care
i medi at el y.
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If they call and they say they are using
the product at a frequency that is outside of the
| abel , we suggest they go to the doctor. Every
pi ece of material says asthma is a serious illness,

you shoul d see your doctor, but we do provide an
alternative, and we have to be cogni zant of the
fact that not everyone can or will take the option
of going to see a doctor and getting the
prescription, and therefore, there is a need for

this kind of product.

DR WOOD: | have concerns that | want to
gi ve you the opportunity to answer. You probably
weren't here yesterday, but the comrittee went
t hrough anot her application, and central to that

were really the issues as to what constitutes an
OrcC drug.

Let me just read themto you. Does the
product have an acceptable safety profile, |ow
potential for msuse and abuse, reasonable

therapeutic index of safety? Can the condition to
be treated be self-recognized? Inportantly, when
used under non-Rx conditions, is the product safe
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and effective? And then do the benefits outweigh
the risk in the OTC setting?
As | go through each of these, and sort of
taking the followi ng into account, you know, the

wor | d has changed since the 1950s in asthma
treatment. There is new guidelines, there is

i nhal ed corticosteroids, and real safety concerns
about |ong-acting beta agonists fromvery |arge
studies that are not entirely clear

We have essentially zero safety and
efficacy data here in random zed, controlled
studies that would fit any criteria. W have got
significant concerns about whether this is an
i ndication that even is OIC-able in 2006, and

certainly one that is subject to debate. W have
no data on long-termsafety of these drugs in any
usual fashion. So, persuade nme why | am wrong.
Then, the final thing is we have
absolutely zero evidence that any of the data from

other beta agonists is extrapolatable to an inhal ed
m xed al pha and beta agonist, which, for lots of
reasons, mght have a very different toxicity
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profile and a very different profile from any of
the drugs that are out there.
So, it seens to me we have got a kind of
dearth of data and the conpelling argunent, what

seens to be your conpelling argunent, is that while
sonme people are entitled to second-rate nedicine in
this country because they don't have health

i nsurance, and that is an unacceptabl e answer. That
is not an OTC-able indication, not having health

i nsur ance.

DR BERLIN. Thank you. | was here
yesterday and particularly enjoyed sone of the
i ssues that came up in terns of the underwear. |
think you have asked a | arge nunber of very

legitimate and inmportant questions, and | wll try
to go through them | amnot sure | will be able
to do it in sequence, but | hope | will be able to

satisfy some of the concerns you have raised
First, is this an indication that is

appropriate for OTC, and | would point out that
this is not a self-diagnosed condition. The |abe
specifically says for physician-di agnosed ast hma.
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This isn't the only OIC product that has it
di agnosed by a physician, and we take | think sone
confort in the fact that no matter how you | ook at
it, whether it's an academ ¢ study or whether it's

the surveys we have done oursel ves, the vast
preponder ance of peopl e who use the product
actual | y have been di agnosed by a physici an.

So, | think that we have tried to provide
a reasonabl e answer that the people are follow ng

the | abel, they are diagnosed by a physician.

You have indicated sonme concerns about the
adequacy of the safety data and the |l ong-term
safety, and | think what we tried to marshal as an
answer to that was to denonstrate to you that over

the 40 years, that this product has had a very
favorabl e safety profile and that there is also a
phar macol ogi ¢ reason to believe--which I think is
very inportant particularly in view of the
questions you have rai sed about the pharnacol ogy,

and let me be a little bit nore specific.
Nunber one, it is very hard to
pur poseful |y abuse the product. You have to take
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lots of puffs, and you have to do it over a short
period of tine. So, the Warren study, for exanple,
where they took 45 inhal ations over 9.5 minutes, is
really kind of an extrene test case. | nmean it is

very difficult.

I don't propose that anyone try to do
that, because it would be off |abel, but it is just
hard to get that rmuch nedicine in, and despite
that, the levels that were produced of plasma

epi nephrine were physiologic levels, and the
response of an increase in heart rate of 7 to 9
beats per ninute was mninal.

So, | think that although we don't have
sonme of the formal random zed, doubl e-blind,

pl acebo-control | ed safety studies, we do have the
evi dence from 40 years of use with 25 billion
dosi ng occasi ons, a pharmacol ogi ¢ reason why one
woul d consider that that is reasonable data. so we
feel fairly confortable about the safety.

The other issue that | think you raised,
or at least raised indirectly, had to do with
whet her the consuners were in a position to use the
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product appropriately, which is a very legitimte
question, and our data seemto indicate to us that
if you ask the patients how they are using the
product, the vast mpjority of them seemto have

understood the instructions that were provided by
us on the product, and use it as a reliever
medi cat i on.

They use the right amount of nedication,
and they use it for the right indication. So,

again, | think that although these are data that
are sonewhat atypical in the way we have gat hered
the data, | don't think they can be dism ssed out
of hand, because | think they do provide a

consi stent story about the fact that consuners are

using this product in an appropriate fashion, which
again further supports the issue that this is not
an unreasonabl e product to have OTC

The last point, which | hope | have gotten
all of them really concerns a phil osophical issue

about what kinds of alternatives we should provide.
There are a variety of studies that have | ooked at
how the U S. health care system works, and sone of
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them specifically | ooked at asthma.
There is, for exanple, a study that | ooked
at patients, and this was pediatric patients who
were in the Baltinore-Washington, D.C. inner city

area, and 90 percent of these kids had some sort of
i nsurance, usually, Medicaid, but 53 percent of
them found it difficult to access the health care
system even, even when they had an acute asthma

epi sode, and there were other data that suggests

that if a physician wites a prescription, that up
to a third of those prescriptions are not filled
during the 12-nonth peri od.

So, as | opened ny talk, | said in the
i deal world, we would have a health care system

that was nore functional for fol ks, but that
sendi ng someone to an emergency roomis not
necessarily a better alternative, and forcing
someone to call an office even if it's during the
day, | don't know if you have had an occasion to

call a doctor's office and try to get through, for
an energency, |let alone for a prescription renewal.
I think we need to keep in the back of our
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m nds, and actually, in the front of our ninds,
that we need to provide sonething as an aid for
these patients.
Again, | would point out that two-thirds

of them are under the care of a physician, and they
are using this as a stopgap, and it is a bheta
agonist, and it does work, and it looks like it has
a fairly acceptable safety profile.

So, | hope | have been able to address

some of your concerns.

DR WOCD: \Wayne.

DR. SNODGRASS: M understanding is there
are rubber bulb nebulizers on the market. Do you
know the relative particle size delivery versus the

MDIs, the 5- to 10 micrometer size, for exanple?

DR BERLIN. As far as we are aware, these
are products that are theoretically on the nmarket.
We accessed IR, which as | referenced early in the
talk, is this organization that neasures consurmer

sales, and we can't find a record of sales, so that

i s one thing.
The second thing is that the bulb
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nebul i zer is not something that is necessarily

convenient to carry with you. | checked the
Internet to find the average price of a bulb
nebulizer. 1t's about $40 give or take without
t ax.

The other thing is--and | am not an expert
inthis area, so | offer this |ast piece of
information up in abject fear that you will ask ne
to follow up on this, because I amnot an

expert--there is a paper in the European Journal of
Respiratory Di seases in 1990, and they actually did
a study where they | ooked at particle size
dependi ng upon the pressure with which you actuated
a bul b nebulizer, and they found that there was a

fairly marked variability in the respirable
fraction dependi ng upon how hard you squeezed the
bul b nebuli zer.

DR WOCD: Ms. Sander.

M5. SANDER: | have a nunber of questions.

The first is, do you have asthnma?
DR BERLIN. Actually, the answer to your
question is | did have asthma when | was younger
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M5. SANDER: And did your nomtake you to
t he doctor?
DR. BERLIN: | think the question is | was
fortunate enough to have a nother who could take

time off to take me to the doctor. That is part of
the issue that | think we are tal king about.

M5. SANDER O all the nons that contact
our organization or that we interview, and focus
groups across the country, no natter what their

soci oeconom ¢ levels are, they seemto prioritize
the fact that asthma is not an OIC di sease, it's a
very serious disease, potentially |ife-threatening.
A third of those people who die of asthnma
have a diagnosis of mild asthma, a third of them

who di e have a diagnosis of noderate, and a third
severe. So, as we look at this information, | |ook
at it very seriously, because no one knows if that
m | d episode is going to progress to a severe,
Iife-threatening epi sode at the onset of synptons.

| appreciate the paucity of data that you
keep referring to, but that data also really does
not give ne a whole lot of confort, particularly
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when you are nmaking statements about people who
suffer with a serious disease as if they can be
| unped into these categories.
To Dr. Gay's coments, the number of

cani sters scanned does not equal the nunber of
cani sters used. Could that be a correct
assunpti on?
DR BERLIN. Well, the purpose in scanning
is just to tell you how many units are sold. It

doesn't nmean that someone actually uses the
product, it just says that they bought it, and it
doesn't say whether they have used all or a portion
of the product.

It is just a way of giving us sone

calibration to answer the specific question that
the FDA asked, was how many cani sters are sold, and
that is the best way we can approxi mate the answer
to that question.

M5. SANDER: Ckay. So, we don't know if

these patients are going oh, ny gosh, this is not

working, this is not having the effect intended,
and if they are tossing themaway or not, we don't
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know t hat, right?

DR. BERLIN. Well, we actually do know
that, and | mentioned that data, and naybe we coul d
show t he consuner survey backup data. | am not

sure we even have that slide

We asked in one of the surveys--and | am
sorry, | don't renenber exactly which one--we asked
the consunmers a question, okay, because we are in a
busi ness, we conmuni cate we consuners frequently to

find out whether they |like our products and use our
products, and how t hey do that.

So, we asked themto rate the use of their
i nhal er as excellent, very good, good, fair, or
poor. The answer that we got is that nore than 90

percent or approximately 90 percent rated it in the
top three categories, which is good, very good, or
excel l ent.

So, we have sone direct information from
them whi ch indicates that they think that the

product is working for them W also have two
ot her pieces of information which | think are very
interesting, and that is, that when we asked why
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sol e users used the product, and we asked dual OTC
and Rx users why they used the product, they
actually gave us a coment about efficacy, and they
said because it works better than their

prescription medicine.

What is interesting about that, and, you
know, that's the answer, that's the answer that
they gave us, so let ne just go through this, and
the answer that they gave us was that they thought,

this is perception, that it worked better than
their prescription nedication.

I think that the only nessage that we can
take away fromthat is, in general, anyone who is
sick values getting better faster, and the |ast

thing, and | think the nost conpelling piece of
information is the paper that Dr. Hendel es
publ i shed i n Decenber.

That was the paper | showed you which
compared netered dose epinephrine to netered dose

Al upent, the gold standard for bronchodil ators, and
Dr. Hendeles, in his abstract, in his paper,
actually says that these are, in his eyes, so | am
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not making the judgment, | showed you the data,
that these are very simlar in effect.

I think that when he started to do the
study, | think he may have shared the view that, in

fact, epinephrine wasn't as effective. So, | think
we have data from consunmers, asked in a variety of
ways, that they value the product, and we have hard
clinical data which al so suggests that the product
is simlar in efficacy to Al upent.

MS. SANDER: | have several things to go
t hrough here, so hopefully, we can nove through
thempretty readily, but the point being that
cani ster scans do not equate to canisters used.

The data that you refer to, you have al so

said you don't have very nuch data, and the product
that has been out for 40 years, you know, and you
just said a nmoment ago you are used to being in
conversation with the consuner, | would expect that
we woul d have nmore information to review, that

woul d tal k about goals of therapy, are goals of
t herapy being net.
When you | ook at N H guidelines, those
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have been devel oped over 15 years, and, you know, a
Il ot of scrutiny goes into the recomrendati ons that
are made, and | don't recall, being part of that
conmittee that |ooks at all that, | don't recal

any recomendation for asthnma to be self-treated,
sel f-di agnosed, self-managed outside of a witten
ast hma managenent pl an.

I don't know of any instance where it says
in the mddle of the night, it's a good idea to get

up and go to a pharmacy or sone ot her channel are
the words you used as opposed to seeking nedica
attention.

I know that for any disease where you are
ill, if you call your physician any time of the day

or night, there is someone who i s going to answer
that call and make sure that you have what you
need. That is true for any person

So, having an excl usion, so that people
can get up in the mddle of the night and say, oh,

I am having an asthma attack, the best place for ne
to go is to the pharnmacy, you know, it doesn't
necessarily inpress ne.
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I guess ny next question would be, well,
statement would be, AMA, you referred to, and
don't speak for AMA, but you referred to or
suggested an endorsement from AMA, and there is

three recomendati ons that were published, and
these are recomendations of AMA that were
published in the Chest journal, that says AMVA says
strengt hen your | abeling.

It encourages FDA to re-exam ne whether

OTC epi nephrine inhalers should be renoved fromthe
market. It has nothing to do with CFCs. |n the
event that these products continue to be marketed,
further information should be obtained to determ ne
whet her OTC availability is a risk factor for

asthma norbidity and nortality.

I need clean information and | need for it
to be bal anced. You know, we are talking about
peopl e who have a life-threatening disease, and
when you can't breathe, you know, you are not

| ooking for a stopgap. You are not |ooking for the
| east anpbunt of time for that relief. Twenty-three
m nutes is what this product provides of relief
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according to the data that you gave us.

You know, how does that conpare? You
know, al buterol, Xopenex, you have up to six hours.
I think that in the mddle of the night, people

want to use an inhaler and go back to sleep

DR BERLIN. | really understand your
concerns. In fact, you were quoting sone of the
information fromthat Chest article. W did
strengthen the | abel. The data from Hendel es

wasn't available at the tinme that was witten.
Every piece of information we share with
the consumer recommends consultation with the
doctor. | want to show a study, and it is not to
di sagree with you in any way, but to show that you

have a perspective, but there are people who are in
situations where if they try to access the
physician, it just doesn't work as well as you
fortunately are able to achi eve.

So, if | could show the data from Crain.

This is | think an instructive study. There are
plenty of others like this. Wat this group did is
they actually went out and interviewed caregivers
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who had children with asthma, and you are right, as
a parent with a child who has had some sicknesses,
it is always a very challenging situation, you want
to do your best for your kids.

So, they went out, and they intervi ewed
these fol ks, and these were inner city kids. So,
this was inner city Baltinore and inner city
Washington, D.C. What they did is they had a
hypot hesis. They thought that having insurance was

a surrogate for having good nedi cal care, and so
they went to this population and nore than 90
percent of them had insurance of sone sort, the
majority Medicaid, but there was al so sone private
i nsur ance.

So, they asked a | ot of questions, and one
of the questions they asked was what do you do when
your kid has an asthma attack, and 75 percent of
these peopl e, although they had a doctor, their
primary place of getting care was the emergency

room
Then, they asked sone questions about how
easy was it for the caregivers to get to access
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care, and so one of the things, the message was
that when these caregivers were asked, they said
that 53 percent of them perceived a significant
barrier to access for care, and this was for acute

ast hnma epi sodes.
I won't go through this whole l|ist, but
they indicated, in fact, a whole series of issues.
Slide off.
Now, | showed you sone data about the

denogr aphi cs of the people who used the product,
and about a third of them have an incone of |ess
than $20,000 a year. | want to try to put that in
perspective, because | think it's inportant.
According to the U S. Census Bureau, that

qualifies as poverty for a famly of four. So, if
you can't take off fromwork, and if you don't have
a car, and if you can't get child care, and even
after you have Medicaid, you can't get access to
the system and by the way, in that study that I

was referring to, 50 percent of the people reported
that despite the insurance, they had to pay for
all--1 amsorry, not all--for sone portion of their
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health care
I guess ny point about this is when
started, | said we have to consider what the
realities are. We try to be responsible and

encourage people to consult with their physician.
We are highly successful in doing that. N nety
percent of them in fact, have been seen and

di agnosed by a doctor, and the reality is not
everyone is as well served as you and your famly,

and t hey deserve to have an option.

M5. SANDER If | may finish. CQur
organi zation, Allergy and Asthna Network Mot hers of
Asthmatics, |ooks at that list and sees
opportunities, opportunities to fix our system and

opportunities to help famlies, and we do that
every single day. W don't say to themhere's a
medi cation that is going to | ast 23 m nutes.

When you tal k about patients' poverty
| evel , spending noney on Prinmatene Mst, the cost

per puff and for duration of action is far nore for
Primatene M st than it is for the nost recent
bronchodil ator to be approved, HFA to be approved
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on the market, and that is Xopenex.
I also want to ask you one nore questi on,
and that is, do you plan, in your HFA formul ati on,
to have dose counters, integrated dose counters on

your inhalers, because that is part of the
recomrendati on al so by FDA or the guidance from FDA
for all newy refornul ated MDI s?

DR BERLIN. | want to respond to one of
the comments, and then | will cone to the question

that you asked, and | understand and support the
conmitnent that you and your organi zation have to
wor ki ng with asthmati cs.
I want to show the cost slide, please.
These are the costs that soneone sees when

they have to pay for the product, so | have shown
you the average cost for Prinmatene, about $15 for
the small size, and that is the size, about 90
percent of the sales are for the small size.

The thing that | have drawn a red line

through is generic al buterol CFC, because that
product will cease to be available. It still costs
nmore, but for the sake of conpleteness | put it
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there, and then | have X d it out because it won't
be avail abl e.
Then, | have shown the cost of these other
products. They are nore expensive. | would al so

poi nt out that the cost of the product is not the
totality of the cost. There is a factor of having
to access soneone to get a prescription, and if you
have to go see a doctor, the tine and noney it
costs to go see the doctor, so there are other

factors involved in cost and other than just
directly what the prescription costs.

Slide off.

DR WOOD: | think the point Ms. Sander is
maki ng is that the poorer you are, the nore

important it is that you spend your limted funds
on the best avail able and nost effective therapy.
Is that a fair sumary? | mean anongst
the other points in terms of the financial issue.
M5. SANDER  Yes, that is correct, and

al so, you have to look at it, not just the canister

price, but also the duration of action of each
puff, and all things being equal, Primatene Mst is
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far more expensive.
DR. BERLIN: Just to perhaps--
DR. WoOD: | amgoing to let you off the
hook for the monent, because we want to take a

break. | know there are other people who stil
have got questions to ask, and then we will cone
back, and then we also will, before lunch, try and

go through the public coment period, so the people
who are here for the public comment period should

prepare to launch earlier than planned.

[ Break. ]

DR. WOOD: Let's get back to where we
were. Dr. Schatz, you have a question?

DR SCHATZ: Yes. One of the points nmade

is that the labeling fits with mld, intermttent
asthma, but as was brought up, that diagnosis
depends on nornmal pul nonary function tests.

If only 26 percent have been seen in the
prior year, then, the other patients couldn't

possi bly be known to have mld, intermttent asthma
and the severity changes. Even those under a
doctor's care nmay or may not have had pul nonary
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functi on.
I guess the question is in the surveys
that you have done, do you have any sense as how
many of the single users have had pul nonary

function tests done?

DR BERLIN: The best data that we have
are the pulnonary function testing that was
performed by Kuschner. That was the study where
they advertised to find asthmatics, and they found

that the sole users all confortably fit into the
PFT definition of nmild, internmttent asthm, in
ot her words, they had an FEV of approximtely 90
percent, and a peak flow variability of

approxi mately 10 percent.

Now, in the rest of the survey data
obvi ously, we were unable to ascertain what their
actual pul monary function tests were. It is
interesting that you mentioned the issue about what
gets done in the doctor's office, because when you

| ook at the performance agai nst the NAEPP
gui delines, one of the things that is really quite
striking is how few of the patients have actually
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had pul nonary function testing.
DR. SCHATZ: Again, the Kuschner data were
50 patients.
DR BERLIN: Yes. The nunbers are

limted, but at least it confirns that when soneone
indicates to you that they have mld asthna, at

| east in general, that is directionally correct.
They seemto be able to estimate that, and it is
corroborated | think also by the use of the

energency room and other corollary neasures.

DR SCHATZ: | would point out in
obvi ously not these data, but there are actually
quite a bit of other data to suggest that people
who think they have nmild asthma don't. | nean |

think there are substantial data to suggest that

peopl e underestimate the severity of their asthma
DR. BERLIN. Right. 1In no way am!|

disputing that. W understand that there is an

i ssue and that the best way of our serving this

public is to provide guidance to themin terns of
havi ng been di agnosed by a physician, because
theoretically, once they have been seen and
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di agnosed by a physician, they have had that
contact and we don't really have control at that
poi nt about what the physician does with that.
| pointed out that it was interesting that

even the sol e user, 28 percent of those sole users
had seen a physician for their asthnma during the
preceding year. So, even for the sole users, they
had sone contact, and nore than 90 percent had been
di agnosed.

Again, for the vast majority of the people
who use the product, we are tal king about 2 out of
the 3 nillion, these are people who are under the
care of a physician. They are dual users and they
are using this as stopgap.

So, the responsibility of what |evel of
care is provided to those people is contingent upon
what the physicians do in terns of appropriately
educating and treating the patients and al so what
the patients do in ternms of conpliance with those

i nstructions.
DR TINETTI: | have two questions as a
non-ast hma expert. [lnaudible. No mcrophones.]
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DR. BERLIN: Perhaps the best way that |
can answer that question is to show a slide from
the core presentation, that is, the Hendel es study,
because | think it provides sone useful data in

answering the question.

One thing is if you have your synptons
relieved, did they come back or did they recur
So, when you look at this study and it has probably
got lost, the last tinme point is 7:00 a.m in the

nmorning. So, these people were treated. They went
to sleep, and they woke up in the norning.

Dr. Hendel es nakes a specific comrent that
peopl e did not re-awaken with synmptons. If you
| ook at this chart, the FEV1 at 7:00 a.m, when

they woke up, was conparabl e between the two
gr oups.

DR. TINETTI: [lnaudible.]

DR. BERLIN. | want to go back and show
some corollary data from our consumer survey about

how sol e users use the product, and again fromthe
core talk.
| have tried to be as open as | can with
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fol ks about--this is a challenge for us, because we
are going back and trying to reassenbl e data here,
and it cones in ways that, you know, we are not
necessarily all of us as scientists used to | ooking

at, but it doesn't mean that it doesn't all fit
t oget her.

So, if | could have, fromthe core talk,
the sole users, the one using it as a reliever
It's fromthe survey data. Sorry, it is taking us

a second to bring this up. That's not the one.

DR TINETTI: Wile we are getting that, |
am going to ask ny second questi on.

DR. BERLIN:. Sure.

DR TINETTI: Wen we are tal king about

adverse effects of the epinephrine, we can talk
about the direct effects we thought m ght be
related to the epinephrine, but the other side of
the equation is, of those 5,000 people that you say
di e each year froman asthma attack, do we know

what percentage of those people were sole users of
epi nephrine versus prescription nedications?
DR BERLIN. If it's okay with you, | will
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finish answering the first question, and then we
can cone back to your second question. | amsorry
it took us a monent to get the slide up
Again, we went out and we asked fol ks how

do you use your nedication. So, we wanted to know
how many attacks, and this cones back to sone of
the questions that have been asked about, well, you
know, is this mld, intermttent asthma, do
patients know, how do they know, and on average,

over a three-nonth period, they treated about four
epi sodes. | have shown the 95 percent confidence
interval there, so between three and five episodes.
DR TINETTI: But that wasn't my question
It's if they have an episode, this nedication |asts

23 minutes. Do they frequently have to re-dose
during that episode?

DR. BERLIN. Right. The other slide,
which | wanted to bring up after this, is the one
that tal ks about how many puffs the sole users use,

and | think | can give you the approxi mati on of the
data even if we don't get the exact slide up and
number .
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That is that about 80 percent only use two
puffs, that they had adequate relief with two
puffs, so what they are telling you--and again |
acknow edge it is alittle bit indirect--they are

telling you that they are able to treat their

epi sode satisfactorily with two puffs, and then the

| ast piece of data, so 81 percent, | amsorry, |

was of f, 81 percent indicate one or two sprays.
Slide off, please.

In the | ast piece of data, which again
goes to whether you relieve an episode or whether
it comes back, and whet her people get adequate
relief, so we asked what would be typical in a
consuner setting, how do you rate this drug, do you

rate it excellent, very good, good, fair, or poor,
and as | was painting the picture before, when you
aggl onerate those scores, you wind up with a score
of 90 percent.

So, let's see now how this all fits

together. W have a controlled clinical tria
albeit in a small nunber of patients, where the
aut hor specifically comments that people didn't
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reawaken and that the FEV1 was conparable at 7:00
a.m in the norning.
We have consuner data that says they treat
the appropriate nunber of episodes, and when they

treat them that a very, very |large percentage of
themonly use two sprays, two doses, which would
i ndicate that they have gotten relief.

Third, we have a further corollary which
hel ps to cenment that together, because when you ask

people to rate how well this product worked for
them and the only reason they are taking it is for
their synptons, and they tell you, 90 percent of
themtell you it's good, very good, or excellent.
DR TINETTI: M second question rel ated

to the number of the 5,000 deaths that you say
occur each year with asthma. Do we have any idea
what percentage of those are sol e epi nephrine
users?
DR BERLIN:. The best data that we have to

answer that question are the cases that are

reported to us or to the FDA, and as | indicated,
when we tried to | ook at those data, what we find

file:///C)/dummy/0124NONP.TXT (137 of 213) [2/3/2006 12:25:31 PM]



file:///CJ/dummy/0124NONP.TXT

138
is that over this 40-year period, including data--
DR. TINETTI: That's a different question
DR. BERLIN: But there's a primary drug
that is associated with those reports. | have no

way of knowi ng exactly--

DR TINETTI: Ckay. So, you don't know.
Thank you.

DR BERLIN. | have no way of know ng
exactly, but what happens is when they are

reported, they do get categorized as related either
as a primary suspect drug or a secondary suspect

drug, so we would still wind up getting those out
of the database.
So, for exanple, if soneone--1 just want

to pursue this for just a second, if | mght.

DR. TINETTI: That's enough. That wasn't
my question, but you answered the question that we
don't have the data. Thank you.

DR. BERLIN. Thank you

MS. SCHELL: | just have a comment or |
guess a question. You keep reiterating that
appropri ate uses was used on over-the-counter
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medi cations, and with your |abeling, that hel ps
that, but in practice, in ny field, many of our
patients do not use their prescribed drugs
appropriately even with the extensive | abeling the

FDA does.

So, | just wondered how you cane up with
the fact that they are using it appropriately.

DR BERLIN. | amsorry. | amnot clear

on what the question is.

MS. SCHELL: You stressed in your slides
that they used the drug appropriately due to the
| abeling and that the patients reported appropriate
use, but how do you know that, because ny conment
is that nost patients need re-instruction on the

use of the medication, and visiting the physician
and getting that education is a vital part of all
asthma medi cations, and | don't understand how you
can say that they are used appropriately w thout
any dat a.

DR BERLIN. The basis for our naking that
statenent was that one of the key |abel elenents is
that you shouldn't use the product unless you were

file:///C)/dummy/0124NONP.TXT (139 of 213) [2/3/2006 12:25:31 PM]



file:///CJ/dummy/0124NONP.TXT

di agnosed by a physician, and both academ c
surveys, albeit in limted nunmbers, and our survey
data indicate that 90 percent or nore of the
patients had been di agnosed by a doctor.

So, that is one elenent of the label. The
other el enent of the |abel says that you should use
this in a particular fashion. You should use two
puffs, for exanple, and the consuner data, the
survey data suggest that, in fact, the vast

majority of consuners are using it that way.

The question is, you know, do they use
this as a reliever nedicine, not for naintenance
t herapy, and again the data that | shared with you
says that 90 percent approximately use the

medi cation as a reliever.

So, we did try to support all of the
statenments that we nmade, that the consuners
actually have--what | have to admt is a fairly
surprisingly high level of conpliance with the

| abel .
We take sone confort in the fact that al
of the sources of information we provide to the
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consuner really stress these kinds of nessages - be
di agnosed by a physician, use the product
appropriately, how to use the inhaler, all of those
things, and we are gratified that the message seens

to be getting across so clearly to the consuner.
DR WOOD: Dr. Kercsnar.
DR KERCSMAR: | have two conments. |
feel conpelled to clarify the Crain data that you
showed, which is fromthe National Cooperative

Inner City Asthma Study in which | participated.
You are correct in saying that over 90
percent of the patients had i nsurance and coul d
identify a primary care provider, and that about
hal f of themidentified problens in accessing it.

Their access were problens and didn't prevent them
it just hindered their care, and it was not just
for acute care. It was for problens in accessing
chronic care

Al so, in that study, the vast majority of

the patients had medi cation prescribed including
al buterol as part of that study, and it was from
seven inner city locations, not just fromBaltinore
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and Washington, and it was on school age children,
whi ch are probably, as you said, not using this

product, but probably certainly could use this
product .

| want to nmake one ot her comment, too,
that | think Dr. Brantly asked about, relief of
synptons, not just FEV1, which | would agree you
can study al nost any bronchodil ator and show an

i nprovenent in FEV1, is this a drug that wll

control synptons.

If you go to the Hendel es paper, which is
again 8 patients, the relief of synptons actually
was greater and with fewer puffs with al buterol

than it was with the epinephrine, a very snmall

set.

But | think the interesting coment that
Dr. Hendel es nakes actually, you know, gets to the
i ssue of because this drug is effective, it does

have an abuse potential, as does any

bronchodilator, and, in fact, may cause patients to

not seek nedical care, because they do get at
very tenporary relief.
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It seenms to ne that this should still be a
concern in that you have very little data
i ncluding--1 don't know what you al ready

presented--that this drug, because of its ready

availability over the counter m ght continue to
cause patients to seek adequate nedical attention
due to the relief that they do obtain.

DR BERLIN. Thank you. [If | mght, can
we show the synptom data from Hendel es, pl ease?

think it's useful to look. | tried to separate the
initial graph we showed in terms of recomended

ver sus exaggerated doses, because | think no one is
proposi ng that anyone use 8 puffs of either
bronchodi | ator, and the reconmended use is 2 puffs.

So, the first set of bars on this, and you
are |l ooking at cunul ative numbers of subjects who
were synptom free, and the way Dr. Hendel es defined
symptom free was that you had a synptom score of 1
or less out of a potential 30 points, which

i ncl uded wheeze, coughing, and chest tightness.
What you see on that first bar is the
conpari son of albuterol with epinephrine, and you
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are right, there is a difference, but it is also
important to note that there was a difference going
into the study, at the beginning of the study, in
terns of the synptom score

For epinephrine, it was 10. For
al buterol, it was 9. After the first dose, it was
4.1 for epinephrine and 2.8 for albuterol, and if
you subtract the difference that was there at the
begi nning, you wind up pretty close.

What Dr. Hendeles also says is that his
sanple size is too small to draw a concl usi on about
that, but | wanted to clarify that point.

Slide off, please.

The second point that you raise had to do

with medication and its use in inner city or from
not even inner city, but other asthma-treated
popul ations, and |I think there are a variety of
papers that | ook at what percentage of people with
severe asthma actually are on the appropriate

i nhal ed corticosteroid, and, in general, the nunber
i s somewhere around 50 percent give or take.
The last thing | think that you nmade a
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conment about had to do with access to care, and
whet her we felt that we were diverting patients
fromcare. | think it mght be useful for me just
to go over just a few points about this. N nety

percent of the people who use the product had been
di agnosed.

The | abel recommends that if you are not
responding, or if there is a problem that you go
see the doctor. That is in the insert, too, that's

on the website, and that is what we tell themfrom
the 800 nunber.

So, | think our intent is not to divert
peopl e froma physician, but to provide a resource
to themand al so a form of education that says you

really should access a physician for your
di agnosis, and if you are not responding to the
medi ci ne appropriately, you should also access a
physi ci an.

DR. WOOD: Okay. | guess one other point

before we I et you go, in addition to the problens
with lack of evidence of long-termsafety, |ack of
evi dence of efficacy, and it's customary when
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| ooki ng at data that shows the patients understand
the | abel for an actual use study to be presented,
or a |l abel conprehension study to be presented
rat her than just a consumer survey.

Did you think about doing that before you
canme here, and if so, why didn't you do it?

DR BERLIN. One is that there are many
products that are safely used OTC on the narket
that have not had formal |abel conprehension

studi es done since that is a nore recent
devel opment .

The second coment that | would offer is
that when we | earned about this advisory committee,
it certainly didn't afford us adequate tine to go

out and do a | abel conprehension study.

The third comment that | would make is
that | think in the | abel conprehension study, we
woul d consi der some of the key elenents to test, in
ot her words, whether they understand. W have

presented data | think that illustrates that for
key el enents of the | abel, that consuners do
understand the | abel albeit that we don't have a
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formal |abel conprehension study, |I think the
performance of the consumers actually denonstrates
that they do get it.
DR. WOOD: Are you aware of any ot her

drugs over the counter for the treatnent of a
disease with this kind of nortality?

DR BERLIN. Well, | amnot aware, and,
you know, | think that when we | ook at the data,
the record indicates that this is a fairly safe

drug, so | think that the condition with
appropriate instruction to the patient and with
appropri ate warni ngs on the products, has
denonstrated that it can be used safely in this
popul ati on OTC.

DR WOCOD: Thanks. Let's nove on to the
public hearing. | amsorry, Neal, | beg your
par don.

DR. BENOWN TZ: There is one issue that |
woul d just like to comrent on, a statement that you

made showi ng the Hendel es data as relieving
synmptons all night long. | really don't think that
is a fair comrent.
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DR. SCHCENFELD: |s anybody there?
can't hear very well
DR. BENOW TZ: Can you hear now?
DR SCHCENFELD: A little bit better

DR. BENOW TZ: The question is you
comment ed that epinephrine has the potential to
relieve synptons all night |ong, but the Hendel es
study involves 14 actuations, and your package
insert is labeled for no nore than 2 in 3 hours, so

| really don't think it is fair to extrapol ate
t hat .

The other thing | amjust curious about,
you had said before that Australia was the only
country that had over-the-counter bronchodil ators.

DR SCHOENFELD: | can't hear.

DR. BENOW TZ: The AMA document actually
referred to that, and they cite three studies from
Australia where there is a concern that
over-the-counter bronchodilators result in

i nadequate treatnent, and these were studies that
were published between 1993 and 1995.
I am just wondering why you haven't
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pursued that question, 10 years, and the concern is
obviously there. You nust have thought about it
when you saw t hose papers 10 years ago. Wy have
you not | ooked at that question and done some

research on that?

DR BERLIN. | would like to respond first
to the comments you nmade about the Hendel es paper,
and just point out that the conparison is also with
an unapproved excess dose with al buterol, so both

agents were given.

And then just one other point in passing
interms of the efficacy with epinephrine, given
the fact that it has such a short half-life, in
fact, even after those exaggerated adninistration,

we are tal king about approximately an hour into the
study where they got the last adm nistration, and
then they slept through the rest of the night.

So, your point is well taken. It wasn't
simply with the two puffs, but the conparison was

with nore than two puffs of albuterol, and the
second is that, in fact, it is very short acting,
so that even if you are in an hour, the synptons,
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you know, there is no epinephrine remaining, and
the synptonms were still relieved
Again, | will acknow edge fully, very

smal | nunbers confounded by the fact that there

wer e additional doses

DR. BENOW TZ: When you give a | arge dose,
and this has certainly been seen with | oca
anest hetics, with a vasoconstrictor, you can
prolong the effect disproportionately, and the

conparison with albuterol is not really relevant.
You basically said that when you use

epi nephrine, it has the potential to relieve asthm

all night long, and that has just not been

denonstrated with the | abel ed use.

DR. BERLIN:. | didn't actually say that.
| said that the best data we have to try to | ook at
this was the Hendel es data, and we don't nake a
claim directly or indirectly, that it lasts al
ni ght | ong.

I was sinply trying to give you the best

data that we have that calibrates that, and we
recogni ze, and | think we were pretty clear about
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stating upfront what we think the duration of
action is based on the studies of about 20 to 30
m nut es.
DR. BENOW TZ: Right, but, you know, it

could be that your label is really insufficient. |
mean maybe peopl e should be using six doses or

ei ght doses to have an effective amount. | don't
know, but | think it is a problem when you present
data that is not according to what you tell people

to use.

DR. BERLIN. In consideration of that, we
obviously didn't design this study. | don't think
nmost peopl e woul d propose using eight puffs of
al buterol either, and the way | tried to present

the study is | divided that slide, so that the

| eft-hand side of the slide really spoke about what
was the | abel dose for both product, and then | was
very clear to segregate anything that happened
after as being related to exaggerated doses.

So, we have been as explicit about what
the strengths and the weaknesses are.
| do want to make a coment. You are
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right, there was a reference to three papers, two
by a group involving Henry and one by Cam no, and
woul d actually like to show the results fromthe
Canmi no paper, because | think it's inportant to

| ook at that, because there are two ways of | ooking
at things.

One is sort of what happens, and then
there is the second question, which may be nore
inmportant, is what are the outcones of what

happens.

So, maybe we could begin with the
met hodol ogy first, because | think--

DR, WOOD: Let's be fairly quickly. You
have had 50 minutes to present it, and you could

have presented it then, so be fast.

DR. BERLIN: Wiy don't we skip the
met hodol ogy. They sinply surveyed peopl e who
basically either used only OIC, they purchased it,
or they got their medication through the physician.

So, let's go to the nunber of physician visits.
Can we go to the nunber of physicians?
The next one. | want the nunber of physician
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visits, please
Yes, thank you. This is in direct
response to your question. Sixty-eight percent of
those who bought their inhaler OTC saw a GP in the

past 12 nonths versus 86 percent who went to see a
physician. It is sort of what you woul d expect,
that difference is statistically significant, but |
think the inportant question is what about the

out cones.

So, let's ook at the outcones, and
think there are two or three slides. | will go
through them very quickly, that | ook at the
out cone.

This is hospital adm ssions on the top, 5

percent for those who bought via OTC, 8 percent for
those who got it through their physician. ER
visits, 4 and 8 percent. Currently used peak fl ow
meter, 14 and 15 percent. Doctor measured | ung
function, 37 and 42.

Doctor wote action plan, 16 and 18.

Possesses action plan, 7 and 9. So, there are all
not different.

file:///C)/dummy/0124NONP.TXT (153 of 213) [2/3/2006 12:25:31 PM]



file:///CJ/dummy/0124NONP.TXT

Next slide, please. There is one other.
kay.

So, this is just another way of | ooking at
it internms of sone nedication, preventive

medi cation, 54 percent and 60. It is alittle bit
lower in the OIC group, but it is not statistically
significant.

When you break it down by the specific
medi cations, 52 percent inhaled steroids in the OTC

group, 57 percent in the prescription-only group
Frequent synptons, |ess frequent in the OIC group,
and that difference versus the prescription is
statistically significant.

Adnmitted to the ER, 5 versus 8, and

attended an energency room departnent, 4 and 8
percent.

Slide off.

Those are sinmilar data to the ones that
Henry al so found in the British Medical Journa

paper.
DR. WOOD: Rut h.
DR PARKER: Just one other comment
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relating to the lack of |abel conprehension or
actual use study. | would caution about making an
assunption that the | abel is understood and used,
particul arly adequately in a di sadvant aged

popul ati on and one that might have decreased or
probably does have decreased access to chronic and
acute care, which seens to be one of sort of posed
reasons for considering this, disadvantaged peopl e,
this is what they can get ahold of, this is what

they can use.

There is one study in Chest froma couple
of years ago, the late author WIlians, that |ooked
at the ability to understand and use inhal ers among
low literacy patients, and showed a very strong

correlation with literacy level and ability to
correctly use inhalers even after being taught one
on one with health educators about how to use it.

So, | think nmore information on that would
be really useful, especially if access to care for

an underserved popul ation seens to be a factor in
consi derati on.
DR WOOD: Dr. Brantly.
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DR. BRANTLY: | just wanted to nake one
more point about Dr. Hendel es study, and that is,
the typical history of nocturnal asthma is that
their FEV1 returned to close to normal by the time

of the early norning, so that we nay not even be
| ooking at a drug effect at all

DR. WOOD: Any other pressing comments?
Then, let's go on to the public coment.

Thank you.

DR BERLIN:  Thank you
Open Public Hearing
DR WOOD: Let me read the statenent
first.
Both the Food and Drug Administration 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 Committee 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 presenter, at the begi nning of
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your witten or oral statenent to advise the
committee of any financial relationship that you
may have with any conpany or group that may be
affected by the topic of this neeting.

For exanple, the financial information may
i nclude a conpany's or group's paynent of your
travel, |odging, or other expenses in connection
with your attendance at the neeting.

Li kewi se, the FDA encourages you at the

begi nning of your statenent to advise the conmittee
if you do not have any such financi al

relationships. |f you choose not to address this

i ssue of financial relationships at the beginning
of your statenent, it will not preclude you from

speaki ng.

The first speaker is Manuel Mrabel. Not
here? GCkay, we will go on to number two.

Sandra Fusco-Wal ker.

M5. FUSCO- WALKER:  Good norning. M nane

is Sandra Fusco-Wal ker. | am Director of
Government Affairs for the Allergy and Ast hma
Net wor k Mbt hers of Asthmati cs.
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We are a | eading grass-roots famly
educati on and advocacy, nonprofit organization, and
al |l expenses associated with nmy presence here today
have been paid by AANVA.

On behal f of AANMA and the 20 million
Ameri cans diagnosed with asthna, thank you for the
opportunity to speak here today.

The question of whether this product is a
public health benefit can be answered easily if we

focus on what is best for patients. No, it should
not. Asthma is a potentially life-threatening
di sease that requires nedical diagnosis and
strategi ¢ managenent.

Self-treatnent of asthma may lead to

i nadequat e or del ayed therapy that can lead to
complications or deaths that could be prevented.
Since the transition to non-CFC MDI s
began, concern for patient safety has been
paranount. Manuf acturers have spent hundreds of

m | lions of dollars devel opi ng non-ozone-depl eting
alternatives, and patient and nedical professionals
have spent the last nine years comitted to
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ensuring a safe and fair transition
We heard today that people who do not have
i nsurance coverage and those who do not qualify for
gover nnent assi stance prograns use this nedication.

We al so heard that |lower incone famlies will be
harmed if the option of an OIC epi nephrine is not
avai |l abl e and patients nust use prescription
al buterol s.

However, if we are going to | ook at the

price of this medication, we need to | ook beyond
the cost at the store. AANMA has conpiled a brief
chart detailing the costs of two puffs of three HFA
medi cations presently on the market and Prinatene

M st.

It is coming up quickly--it is not com ng
up. It is included in the handout.

When we | ook at the duration for each of
these nedications, we find that the nost recent HFA
on the market, Xopenex, has a total cost of 60

cents for six hours duration.
DR WOOD: It is up now.
MS. FUSCO-WALKER: | used six hours
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because four to six hours is recomended, and
used 30 mnutes for Primatene M st, because 20 to
30 mnutes duration is recomended.
So, in applying the sane duration period

to Primatene M st, and recognizing that the two

puffs will last no |longer than 60 m nutes, we see
it costs a total of 72 cents for six hours
duration. It is not a bargain.

Si x years ago, a Chest study stated that

gross m suse of OTC epi nephrine could cause severe
adverse reactions including death.

The study reconmended FDA re-exam ne
whet her OTC epi nephrine inhal ers should be renoved
fromthe market, and that if these products

continued to be marketed over the counter, further
informati on shoul d be obtained to determ ne whet her
OIC availability is a risk factor for asthma
morbidity and nortality.

It is six years later, and the only study

we were able to find regarding OTC epi nephrine
since then was published |ast nonth with eight
patients. |If this nmedication is so essential, why
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hasn't there been any followup over the last six
years?
AANMA contacted a small group of
physi ci ans who treat patients froma variety of

soci oecononic | evels, and we asked the follow ng
questi ons:

Shoul d epi nephrine inhalers for asthma
continue to be avail able over the counter? Do you
tell your patients to use over-the-counter

epi nephrine? Do you think asthma should be treated
over the counter? Are there any life-threatening
di seases that are treated over the counter? All of
the answers to these questions were no.

I would Iike to share one of the comments

fromone of the physicians. He stated the risk of
havi ng pati ents buy over-the-counter nedications
for asthma is that they may sinply increase their
use of inhaled bronchodilators, thus, not
consulting a health care professional to treat the

underlying inflammatory process. Progressive and
uncontrol l ed inflammation can | ead to serious and
undesirabl e outcones in patients with asthnma.
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Today, this conmittee is not just
revi ewi ng whether an OIC inhal er with CFCs shoul d
continue to be available, but nore inmportantly, you
are review ng the way our society deals with

critical health issues that affect all Americans
i ncl udi ng poor people.

Qur job here is to help patients
transition, not to create a popul ation of patients
for whomthe nedical guidelines don't apply. Wat

you are deciding here today is if asthma, which
kills al nost 5,000 people a year, and affects over
20 million Anericans, should be treated over the
counter.

I urge you to ask yourself the question

you did at the July 13th comrittee nmeeting. Do you
think you can care for patients if this drug is
gone?

Thank you.

DR. WOOD: Thank you.

We will go back to speaker one. Manue

Mrabel, if he is here now.
MR. M RABEL: Thank you. Good norning.
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My nane is Manuel Mrabel. | amthe
President of the National Puerto Rican Coalition, a
public policy organization based here in
Washi ngton, D.C., which has worked on issues of

heal th and other inportant issues affecting the
mnority comunity for the last 25 years.

I am al so here today representing a numnber
of our sister national public policy organizations
whi ch have signed on to our statenent today. They

i nclude the Cuban American National Council, the
League of United Latin Anerican Ctizens, MANA a
national Latino organi zation, the National Counci
of Laraza [ph], the National Hispanic Mdica
Associ ation, the ASPI RA Associ ation, and the

Domni ni can American National Roundtable, al
national public policy organizations working on
various issues and particularly concerned about the
i npact of asthma on their conmmunities.

I would like to begin by saying that we

have no rel ationship with the sponsor or product,
or any conpetitor of the products being di scussed
her e today.
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My testinony is about the need and the use
of OTC inhalers by the Latino community. | would
like to note that the second criteria in your
Federal Register states that this designation wll

be provided to a product and this product has been
shown to have an otherw se unavail abl e i nportant
public health benefit.

It also says that you are particularly
encouragi ng coments on the second criteria

regarding the public health benefit derived from
the availability of these products in the OTC
setting.

The vital inportance of the public health
benefits of continued availability of OTC ast hnma

i nhal ers, as described in the Federal Register, is
why | am here today.

VWiile we are all in favor of renoving CFCs
fromthe air, we also believe that the public
heal th needs of people with asthma overrides the

i mpact of the relatively small anount of CFCs which
may enter the atnosphere fromthe use of OTC
i nhal ers.
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Not everyone has access to professiona
medi cal assistance to hel p manage their asthma and
ot her nedical conditions, because many do not have
medi cal insurance for financial and other reasons.

This is, in fact, the case for many
Hi spani ¢ Anericans who depend on OTC ast hma
inhalers. These inhalers are all that in many
cases stands between them as an asthmatic, and the
ener gency room or Worse

| am presenting today because of this, and
because we believe that the effect that the OIC
i nhal ers have on the environnent is ninor conpared
to their value to people suffering from asthna.

In the U S. today, the burden of asthma

falls disproportionately on the mnority community,
African- Areri can and Hi spanic, and particularly the
Puerto Rican community. Many poor, uninsured, have
unf ortunate outcones including emergency room
visits, hospitalizations, and death, with children

suffering the nost.
For many Hi spanics, access to nedica
services is further conplicated by | anguage
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barriers, lack of cultural conpetency, and
m sinformation. The nmpbst recent report by the
Agency for Healthcare Research of HHS states that
the disparities for Hi spanics in access to health

care has wi dened and is continuing to w den

One particular statistic that they
reported in their report that was issued just this
month states that for Hispanics, the |ack of access
to health and nedi cal services is 88 percent higher

than for non-H spanic white comunity.

This is in the 2005 National Health Care
Quality and Disparities Report recently issued.

H spani cs already have limted access to
heal th i nsurance and prescription drugs |argely due

to their enployment in job sectors where insurance
is not offered and high poverty rates.

Currently, Latinos are the largest ethnic
group in the U S. with the greatest proportion of
uni nsured. According to an August 2004 census

report, the uninsured rate for Latinos is close to
33 percent as conpared with blacks at 19.5 percent
or non-H spanic whites are 11.1 percent.
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Therefore, it is essential that |ow cost
generic drugs remain available to this popul ation
Puerto Ricans living in the United States nainl and
and in Puerto Rico disproportionately suffer from

ast hma.

O all the age groups, children are the
nost affected by asthma, and of all Latino
subgroups, Puerto Ricans have the highest rate of
asthmatics. The Anerican Lung Associ ation reports

that two-thirds of the estimated half nillion
Latino children showi ng asthma synptons are Puerto
Ri can

Ast hma has been estinmated to affect as
many as 20 percent of the mainland Puerto Rican

children, 6 nonths to 11 years of age. Puerto
Ri cans had the highest annual asthma nortality
rate, 40.9 percent.

Puerto Rican children have the hi ghest
preval ence of active asthma, 11 percent, of any

group of U. S. children, significantly surpassing
African-Americans at 6 percent, and white at 3
percent.
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In Puerto Rico, asthma in children stands
at an al arm ng 32 percent.
W are concerned that if restrictions are
pl aced upon the usage of bronchodil ator inhal ants,

they could have a negative inmpact on our community.
Shoul d the various store brand bronchodil at or

i nhal ants be renpbved fromthe market, we anticipate
serious public health inplications will occur,
specifically and especially for the Latino

community that cannot afford to purchase nore
expensi ve nedi ci nes.

The potential renoval of the product is
not a safety issue. Epinephrine is deened safe by
the FDA, and has been effective and has a | ong

history. This is an issue of maintaining access to
medi cation that may be required by a patient at a
nmoment' s noti ce.

VWil e we strongly encourage the
pharmaceutical industry to abide by a standard of

seeki ng out newer technol ogies that are not
environnmental |y danmagi ng, we believe that there are
currently no OTC alternatives since these products
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support medi cally underserved popul ati ons and since
they serve an inportant rescue role. They provide
an inportant aspect of public health for our
comruni ty.

Due to the public health needs and to
ensure that asthma nedicines are readily avail abl e
to those wthout access to nedical professional
services, for nonitoring their asthna at the tine
of an attack, we urge the FDA to grant OIC

epi nephrine an essential use designation and
continue to nmake it available to the public until a
reformul ated OTC product is avail able.

Thank you.

DR WOCOD: Thank you very rmuch.

W will go on to the | ast speaker, Martin,
Br yan.

DR. MARTIN. M nane is Bryan Martin. |
ama practicing allergist here in Washington, D.C ,
and a nenber of the United States Army. | have no

direct financial interest in the matters di scussed
t oday.
My presentation is a joint statement from
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the American Coll ege of Allergy, Asthma, and
I mmunol ogy, and the Anerican Acadeny of Allergy,
Ast hma, and | mmunol ogy. These two organi zati ons
represent the majority of the allergists and

i mmunol ogi sts in the United States.

Asthma is a very serious, potentially
life-threatening illness that affects an estinated
17.5 mllion Anericans. Wile preval ence rates
have increased and continue to rise significantly,

of even greater concern is that nearly 5,000
patients die fromthis illness every year

The quality of life of patients with
asthna is severely conpronised with sufferers often
unable to participate in typical daily activities

and annually, mssing 14 nillion days of work and
14.5 mllion days from school

Wi | e studi es have shown that health care
prof essi onal s experienced in managi ng patients with
asthma will inprove outcones, patients are not

avai ling thensel ves of this service, and are
sel f-treating.
As a result, there are two mllion
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energency department visits and 500, 000
hospitalizations for asthma yearly, while the
annual conbined direct and indirect costs for
caring for this disease has now escal ated to $16

billion.
Al t hough asthma affects all ethnic groups,
the norbidity and nortality anobngst the
African- Anreri can popul ati on, where self-treatnent
is very common, is three times greater than that

anong Caucasi ans.

In addition, a delay in the early
i ntroduction of prescription anti-inflammtory
asthnma therapy could lead to the devel opnent of
irreversible |ung danage

Qur primary interest is in the well-being
of our patients. O concern is the potential
i npact of the FDA' s recomendati on regarding the
OIC avail ability of netered dose inhaler
epi nephrine and eventually netered dose inhal er

al buterol. Neither of these therapeutic agents has
anti-inflammtory properties, nor does either have
any favorable long-termeffect on the natura
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course of asthna.
On the other hand, inappropriate use of,
or abuse of, these inhaler nedications could | ead
to deterioration of asthnma control and, in sone

circunstances, |lead to death.

The FDA's decision regarding the status of
CFC epi nephrine and HFA al buterol MJls nust be the
result of careful review of evidence based on
medi cal literature, however, we would strongly urge

this body to recognize that outconmes will be
optimal if patients delegate their asthma
managenent to trained health care professionals who
can help themin identifying the asthma triggers
and counsel them on environnental avoi dance

measures plus the appropriate use of ongoing
anti-inflammatory mnedi cal regi nens.

Patients nust be discouraged from
sel f-managi ng their asthma and using
over -t he-counter bronchodilators and/or the

hospital energency departnment as their sole source
of treatnent.
It is our profound hope that the FDA will
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strongly consider the well-being of our patients in
determning the status of netered dose inhaler
bronchodilators, and will act responsibly in making
a decision that will afford asthma patients the

greatest opportunity for optimal asthma control
DR WOOD: Thank you very nuch.
That is the last public coment. Let's
turn to the committee and start the discussion
Are there points of discussion that you

would Iike to raise? Yes.
Commi tt ee Di scussi on/ Questi ons
MS. SANDER: Could we ask any questi ons of
t he speakers?
DR, WOOD: O course.

M5. SANDER: Manuel, could | ask you to
come back up. | appreciate your conmrents very,
very much, and we work with many of the
organi zations listed in your coments.

My question woul d be, out of your

organi zation and the organi zations that you work
with, do you refer patients to free sources for
medi cal care and for prescription nmedications?
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MR. M RABEL: That's a conplicated
question to answer, and |let me begin by saying for
the | ast eight years, our organization and the
ot her organizations listed are supporting the

statenent, have all worked together to devel op
public policy hel p agendas, which we have presented
to the various Secretaries of HHS, to the CDC, and
the various other Federal Governnent agencies that
address providing nedical services whether they are

free or not to the communities that we serve.

W, in our organizations, try to enroll as
many children in public health services plans, nake
sure that fanilies understand the benefits, that
they are available to, and encourage and reconmend

that they see a nedical doctor about issues, a
nunber of issues, but particularly asthm, because
asthma, although it has been studied, frequently,
for the Puerto Rican comunity, and a little
sonmewhat | ess so for the Mexican-Anerican

community, there is practically no other data for
any of the other Latino comunity, and we are
tal king about 43 million Hi spanic-Anmericans in the
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U S. today, and the Puerto Rican community makes up
about 8 mllion of them and a portion of the
Mexi can- Amreri can community for which asthma studies
have been conducted, that we have on record, is

very, very mninal.

So, nmore needs to be done about this. The
one thing that we do know is that many fanmli es,
for one reason or another, never get to that doctor
even though they or their children are conpletely

eligible for free nedical assistance, they don't
get to that doctor, and there are other cultura
and systemic barriers that affect their being able
to get services when they need them i ncl uding,
unfortunately, although everyone today seens to

have a cell phone, there are many fam lies who
don't have a phone at all.

Particularly, when you get to poorer
famlies, this becones nore and nore likely. So,
there is a lot of msinformation, nuch inability to

conmuni cate with nedical practitioners that can
gi ve them good advi ce.
DR. WOOD: Try and focus just on answering
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the questi on.
MR. M RABEL: One of the things that we
know woul d assist is getting to a doctor, so we
don't recommrend that, but that is not always the

case for these various reasons that we have st at ed.

MS. SANDER: So, it is safe to assune that
the patients that you are describing are patients
who are probably using Primtene Mst in a manner
not indicated for its use on the |abel. These

shoul d be physici an-di agnosed patients, and these
shoul d be patients who have seen or are under a
doctor's care if one to interpret the |abeling
correctly for Primatene Mst, right?

MR M RABEL: That is entirely possible.

M5. SANDER: Pharma conpani es have
progranms for these famlies that | know in our
office, we work to channel patients into those
progranms, but | don't know if Weth offers simlar
prograns that you have been able to channel for

patients.
MR MRABEL: | happen to be famliar with
the Patients' Prescription Assistance Program
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M5. SANDER Right.
MR- M RABEL: | amone of their |ead
spokespersons. W rolled the programout in Puerto
Ri co, in New York, in Washington, D.C. over a year

ago, and we are continuing. | knowin nmy community
al one, nore than 120,000 fam lies have signed up
for one of these free progranms. Yes, asthma is
part of that.

MS5. SANDER. |Is Weth part of that

progran? | don't know if soneone from Weth
coul d- -

MR MRABEL: | have to say | renenber
seeing it on the list. There are 2,400 nedicines,
but we did |look at asthna, and, yes, Prinatene was

one of those nedicines.

DR WOCD: O her discussion? Robert.

DR. TAYLOR | wanted to get sone
clarification of the scope of the committee' s work.
It seems fromDr. Meyer's initial discussion that

we were to concentrate primarily on the CFC i ssue,
but it |ooks Iike we are headed down a--you know,
casting a broader net.
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Is that the intent of the FDA for us to do
t hat ?
DR. WOOD: Before he answers that, | am
not sure how we can avoid doing that. As a read

the instructions, we are supposed to consider the
essential use of this drug and whether it provides
a public health inperative.

I don't see how we can do that without
considering the public health inplications.

DR. TAYLOR: Well, | have ny
interpretation of it, and | perhaps agree with you,
but I want it fromthe FDA standpoint to have them
on record on that.

DR. MEYER The question posed about the

continued essentiality of this drug does obviously
closely relate to the | arger issue of having this
or any other such drug avail abl e OTC

The intent of this neeting is really to
focus in on this question, but |I think we are fully

cogni zant of the fact that it raises larger issues.
I would say that we are not particularly interested
in getting into discussions beyond epinephrine in
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the OIC setting, in other words, whether albutero
shoul d be there, those kind of questions.
But obvi ously, the question about whether
OTIC epi nephrine continues to be a drug that

provides an inportant public health benefit that is
not otherwi se available is the question, and it
rai ses sone of these |arger issues.

DR WOOD: O her coments?

DR SCHATZ: 1In the questions that have

been asked, there seens to be some consensus. |
don't think there is anybody here who isn't
concerned and aware of the disparities that exist.
I don't think any of us, though, believe
that the best approach to that or have any data to

suggest that over-the-counter epinephrine is a help
in that arena, and we woul d be concerned that
perhaps it is, in fact, a worsening of that
si tuati on.

But | think that | am hearing a | ot of

consensus, | believe, that that concern exists, but
this is far and away not the nobst appropriate
approach or even an effective approach to that

file:///C)/dummy/0124NONP.TXT (179 of 213) [2/3/2006 12:25:31 PM]



file:///CJ/dummy/0124NONP.TXT

180
probl em
DR. WOOD: Any ot her comrents? Yes,
Soni a.
DR. PATTEN: Yes. Could soneone just

clarify for nme, please, what other asthnma treatnent
products are avail abl e over the counter?
DR WOOD: Sounds like one for the FDA
DR. GANLEY: Could she repeat the
question?

DR. WOOD: What ot her asthna products are
avai | abl e over the counter?

DR. GANLEY: As | noted in my introductory
slide, there is several products avail able over the
counter through the nmonograph, and the one, it's

ephedrine is the only oral single ingredient.
Technically, it's not over the counter, it's behind
the counter, because of DEA regul ati ons.

There is an all owance for ephedrine plus
guai fenesin. There was a rul emaki ng published in

July 2005 that proposed to renove that fromthe OTC
mar ket, because it was not used as rationa
therapy. The only other product avail abl e would be
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t he epi nephrine solutions by bulb nebulizer.
W are not clear, as | think soneone el se
had noted, whether there are actually some products
mar keted there. Even when you do an Internet

search, you don't find a |ot of products being
advertised for that.

DR WOOD: Marie.

DR CGRIFFIN:. | guess being swayed by the
fact that we have just an inferior nmedicine, that

we all think is inferior, although we don't have
good data on efficacy and safety, but we think it
is inferior to what is available by prescription.
I think when | originally thought about
this, | didn't think of it in terns of children,

but the idea of children with asthma being cared
for by their parents is kind of frightening to ne,
because children should be seen to get their

i mmuni zations and to get other health care, and
their parents should nake sure that children that

have asthma see a physi ci an.
I think that the other inhalers that are
avail abl e by prescription, | nmean it is an expense,
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but it is not $40. If a child truly has mld,
intermttent asthma, or an adult, they should only
be using one or two inhalers a year. So, although
that is an expense, it doesn't seem unreasonabl e.

So, | think I amjust being swayed by what
I have heard, and that the United States is really
the only country where this type of nedicine is
bei ng used currently.

DR WOOD: Dr. Brantly.

DR. BRANTLY: | just wanted to reiterate |
think the point that basically, it is probably not
appropriate to have any OTC ast hna nedi cati ons and
the potential risk that is associated with that
long termand initially, and | would like to just

make the point that we are hearing that mnority
and poor people have the greatest inpact, but |
think that it may be that by having these

medi cations out on the nmarket, that it also has a
significant inmpact on their health and well-being.

DR. WOCD:  Mary.
DR TINETTI: | certainly agree with
everything that has been said, but again, in terns
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of fram ng the debate, in the ideal world, we are
tal king about this less effective nedication versus
clearly nore effective care, but it is still not
clear to me with all the discussion that we have

had today, and | think because we really don't have
the information, is are we in sone cases talking
about a less than effective nedication versus no
treatnent, and | think we need to bear that in

m nd, and none of us have data to answer that

question, but | think it is the unspoken piece that
I think we need to remain cogni zant of.

DR WOCD: Terry.

DR. BLASCHKE: Well, | agree with what
Mary said, and | think we are al so hearing, which I

thi nk bears some further discussion, that all
asthma i s noderate or severe, and | think w th nost
di seases, one has a gradation of severity, and that
certainly in circunstances where access to health
care is limted or unavailable, that it may be

qui te reasonabl e for such individuals to have
access to an over-the-counter fornul ation.
| would al so nention that we have sort of
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dismissed the idea that it is inportant about the
finances or the delay, but, in fact, that was
exactly the sane rationale that we used a year or
so ago with Plan B, where the issue was rapid

access to a nedication that was inportant, and the
cost of going through a physician to get a
prescription as opposed to the cost of sinply the
medi cation itself.

So, | think it is not as optinal

obviously. | think there is no disagreenent that
ideally, health care would be provided through the
physi cian, but | think we need to recogni ze that
that isn't always possible, and | don't see
necessarily that--we all know there is huge

disparities, and as mentioned by one of the
speakers, increasing in terns of disparities in
heal th care anbngst minority popul ati ons.

I don't know that pulling sonething off
the market is the way to cure that disparity.

There are ot her nmechani sns that we need to
obvi ously be working on
DR WOOD: Dr. Gay.
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DR GAY: | think we have to be clear to
enphasi ze what the appropriate utilization of this
medi cati on should be. Even as physicians, there is
fairly clear data in the literature that says that

we have difficulty making the distinction of what
ismld, intermttent asthna.

We do not do it extrenely well, and many
of those patients |lack pulnonary function criteria
in addition to an appropriate analysis of their

synptomatology to do this. | think to consider
that patients can do it as well puts those patients
at significant risk.

Al t hough this nedication seens to be from
the data that they have presented and fromthe fact

that we, as the FDA, had approved it so |ong ago,
reasonably safe, that was clearly under different
criteria for the treatnent of asthma

The hall mark of treatnment for asthnma at
this time is clearly a controlling medication that

requires anti-inflammtory therapy, and it is
actually a markedly small er popul ation of
asthmatics that can clearly be nmanaged by the PRN

file:///C)/dummy/0124NONP.TXT (185 of 213) [2/3/2006 12:25:31 PM]



file:///CJ/dummy/0124NONP.TXT

186
dosing of a short-acting beta agonist, or
short-acting bronchodil ator, period.
Because of this, | think that we, as a
committee, basically, are being asked two

questions. Yes, whether or not this fulfills an
appropriate public health need, and in |ight of
knowi ng what the guidelines are, no, this does not
fulfill an appropriate need. W are undertreating
and i nappropriately treating asthma if individuals

are using this as their sole nmedication with
sel f-diagnosis to maintain and take care of their

ast hma.

DR HU  Hello.

DR. WOOD: Go ahead. Speak

DR. HU H. | amlLinda Hu. | ama
medi cal officer in the Ofice of Nonprescription
Dr ugs.

There is a listing on the Consumer Health
Care Product Association website that states what

the legal classification of selection ingredients
are worldwide, and in the listing, they list
epi nephrine for asthma as OTC al so in Canada and
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New Zeal and, and al so for sal butanol, it possibly
is OIC for China and Korea
In sone other countries, it is listed as
pharmacy di spensed only, and that woul d incl ude

Australia, or pharmaci st dispensed only, but for
the China and Korea | ocations, they don't specify
how, but it is a possibility that it is also
avai l abl e as an MD inhaler there, as well.

DR WOOD: kay. Any other discussion?

Nancy.

M5. SANDER: | think what we all are
| ooking for is a conpassionate way to address al
popul ations affected by asthna, and certainly, you
know, pulling a drug off the market is always a

frightening i dea to anyone including especially
patients.

But the transition, the word itself is
meani ng over tine, and it can happen, and a
strategy that is considerate of a number of

factors, one inportant one being that CFCs are

goi ng away. They are goi ng away.
Everyone with asthma nust nake a
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transition to an HFA or other non-ozone-depleting
substance. W have three HFA, or four is it now,
medi cations on the market, and the prescriptions

for these nmedi cations are not what they should be

considering that CFC MDI's are goi ng away.

The nation needs to pay attention to this
transition and start naking the transition. That
means prescriptions need to be witten for the HFA
products, and patients need to be encouraged to try

them now before the CFCs are gone away.

Wth regard to Primtene M st and other
OrC bronchodil ators, you know, | guess | am shocked
that there wasn't nore clinical or scientific
evi dence to give us reason to say that there were

certain popul ati ons of patients that, you know,
their lives were going to be dramatically altered
in such a negative way that they should have access
to these medications, you know, in light of the
absence of that information, and al so just surfing

the Internet, just looking for what patients say
about Prinmatene Mst. You know, you are not
finding anyone who is saying that this has saved
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their life, it is what they need, it is what they

want .

In fact, you find quite the opposite,
peopl e recommendi ng that, you know, | used one
puff, I will never use it again, and that could

account for the nunber of canisters, and, you know,

di screpancy that was noted earlier by Dr. Gay.

I also think the exanple of if you are in

a car accident, and both your arns are broken,

don't go to the pharmacy and ask for an ace

bandage. You wind up getting the help that you

need for the broken arns.
We are tal ki ng about broken | ungs.

Breathing is vital tolife. 1t is not an OIC type

of di sease. It is one that needs to be treated

seriously and with great consideration.
Thank you.

DR. WOOD: Dr. Schoenfeld is on the phone

and has a coment.

DR SCHCENFELD: Excuse ne, and | am
getting an echo, but | will try to talk through it.
Where | am having trouble is that the infornmation
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about what happens when you wit hdraw sonething |ike
this fromthe market hasn't been presented.
So, you know, we are considering whether
to withdraw sonmething that a | ot of people are

using, and it may not be the best thing for themto
use, but there are lots of things that keep people
fromgetting optinmal health care

You are maki ng the assunption that by
withdrawing it, people will get optimal health

care, and | just haven't seen evidence. | think
that needs to be | ooked at carefully before
sonething like this is w thdrawn.

DR. WOOD: My under st andi ng--and the FDA
shoul d comment on this--is that the next step wll

be a rul emaki ng noti ce.
Woul d you want to comment on that, Bob?
DR. MEYER Yes, that is actually a point
I did want to circle back and meke.
If the recomrendati on of the conmttee is,

in fact, that it remnins essential, then, there is
no regul atory action that foll ows except perhaps
that we reconvene this committee at sone future
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date to revisit the question, whether other
ci rcunst ances woul d change that recomrendati on
If the coomittee reconmends that the drug
is no longer essential, for us to effect that, we

woul d have to go through notice and comment

rul emaki ng, so we woul d propose, based on that
recomrendati on, under that hypothetical, that the
drug is no longer essential, and we would then have
a public coment period.

It is possible that that might even
i nvol ve an advisory comittee neeting during that
public coment period or as a part of that.

So, the vote of the committee today will
help informour further action, but if it's to take

the drug off the market, if that is the vote, then,
there is further regul atory processes that we need
to go through that inportantly entail public
coment ary.

DR. SCHCENFELD: | don't know that public

commentary answers this issue, because | guess the

real issue is whether, in fact, when these kinds of
t hi ngs happen, OTC products are taken off the
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mar ket, whether, in fact, that does increase how
many people go to doctors, how many peopl e get
different treatments, or whether it sinply neans
peopl e without treatnents, which | amafraid is

what is going to happen.

DR. WOOD: That is not the question that
is on the table. The question that is on the
table, is this an essential nmedicine. W are not
going into solving uninsured treatnment and all

these other issues today.

DR. SCHCENFELD: Well, it's public health
we are tal king about, not nedicine, so we are not
tal ki ng about what is the optimal treatment for
asthna. W are tal king about whet her the drug

provi des an unavail abl e public health benefit, that
is, so that says that the public health will remain
the same at |east when it is w thdrawn.

DR WOCD: Dr. Schatz.

DR. SCHATZ: | absolutely agree, and |

don't think any of us, who at this point may favor

having it not available think that automatically,
that is going to inprove health care access.
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But on the other hand, | woul d enphasi ze
what Nancy said, and what woul d undoubt edl y happen
is there would be a transition, and this transition
I think would give us an opportunity for an

i ncreased targeted education and perhaps access
programthat mght, in fact, lead to better care of
the population fornmerly using this drug during that
transition period.

DR WOCD: Dr. Swenson.

DR. SVWENSON: Yes. First question to the
FDA officials, Dr. Meyer possibly. If Weth cones
back in five years with an application for now an
HFA delivery of epinephrine, would they conme in as
an OTC, or would it now be a prescription drug,

because | think we really have two al nost separate
questions here.

Are we tal king about the CFC environnmenta
i ssue, or are we tal king nore about the gl oba
problems with our health care system and our

ability to deal with sonething |ike asthma?
DR. MEYER Let ne address that by
referring back to in your background package, under
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Tab B, is the final rule fromJuly 24th, 2002,
whi ch includes the preanble, and in that preanble,
on page 48375--1 am not making that up--on the
ri ght-hand columm, there is actually a paragraph

that speaks to the issue of OTC epi nephrine.

That paragraph ends with the sentence that
says, "FDA further notes that any re-exam nation of
the appropriateness of continuing the OTC status
for bronchodilators is quite separate fromthe

determinations on the essential use status of the
epi nephrine CFC MDI . "

So, what we are focusing on here today,
again, is the issue of the essentiality of the
epi nephrine OTC. Although | understand it closely

interrelates to the | arger question, we are not
asking that |arger question today about the
advi sability of having anything OTC

DR. SWENSON: What | fear about making a
decision on this is sinply that we may risk taking

a step backward in the present level of health care
for asthma in this effort to nove forward with
better control and better managenent of asthnma, and
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we sinply don't have the data to let us knowto
what extent these drugs are critically inportant,
and it would seemto be vital that Weth in
particul ar should mount the necessary studies to

exam ne that question if it's central to their w sh
to continue with this.

I think an issue like that, given today's
nmodern powerful tools of informatics, could
probably conme up with sone type of answer on that.

DR. MEYER  The one coment | woul d nake
in that regard is that | think the gentleman from
Weth correctly pointed out that the lead tinme they
had for comng to the comrittee today linmted the
anmount of work they were able to do. They did a

fairly extensive presentation, but it certainly
limted the amount of work they were able to do
particularly if they were going to be doing sone
kind of nmore explicit research.

A public rul emaki ng process might afford

nmore ability for Weth or other concerned
organi zati ons or peoples to nake a nore extensive
effort, | guess, to address sone of these issues.
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DR. WOOD: Any ot her comments?

M5. SANDER: Just a question. Does the
Federal Government | ook at the public health inpact

of this medication independently of any other,

know, pharnmaceutical or consuner product conpany?

DR. MEYER | amnot sure | understand
your question.

MS. SANDER. | amnot sure | phrased it
very well. You know, so does the Federa

Government | ook at--because we are |ooking at this

as a public health benefit--we, as a nonprofit

organi zation, don't have nobney to go out and study

what is happening to patients froma patient

perspective, does the Federal CGovernnent, on behal f

of patients, have any funding for that kind of
t hi ng?

DR MEYER | amnot sure | could
definitively answer your question in terns of
whet her we have any funding for that kind of

activity, but | can say with regard to the

rul emaki ng, the 2.125, and continued essentiality,
and so on, what we are relying on in naking those
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decisions is the expert advice of the advisory
committee that we have convened today, as well as
public comentary, and that public commentary nmay
i nvol ve substantial data subnmitted by interested

parties, but it generally would not involve the FDA
specifically doing such studies.

DR, WOOD: kay. Any other comments?

[ No response. ]

DR WOOD: In that case, let's call the

question, and the question, as you will recall, is:
G ven the current practice of nedicine and overall
treatnment goals and therapeutic strategies for

ast hma, does the use of CFCs in epinephrine Ms
avai l abl e without a prescription remain an

essential use at the current tine?
Way don't we start with Marie.

DR CRIFFIN:  No.
M5. SANDER:  No.
DR PATTEN: Yes.
DR KERCSMAR:  No.
DR TINETTI: Yes.
M5. SCHELL: No.
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DR. SVEENSON:. Yes.
DR. WOOD: No.
DR TAYLOR  Yes.
DR SCHATZ: No.
DR. PARKER: No.
DR. CLYBURN. No.
DR. SNODGRASS: No.
DR. BLASCHKE: Yes.
DR. BRANTLY: No.
DR BENOWTZ: VYes, but | would like to

make a coment that it's a tenporary yes, because |
think that there are people relying on this
product, but | think that its continued status as a
yes should require data on efficacy at the |abel ed

dose, | abel conprehension, and al so on appropriate
studies to |l ook at the question about whether its
over-the-counter status is resulting in
undertreat nent of sone people.

DR GAY: No.

DR SCHOENFELD: Hell o.
DR WOOD: Yes, Dr. Schoenfel d?
DR SCHOENFELD: Yes.
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DR. WOOD: Darrell didn't get the votes,
so let's do it again.

DR. GANLEY: Alastair, can | just rem nd
you that also it is inportant when people vote is

to explain their vote, and | don't know if you want
to do that on the go-around or after the vote.

DR WOOD: Let's finish the vote for
Darrell, and then we will go around again.

DR GRIFFIN. No.

MS. SANDER  No.

DR PATTEN:. Yes.

DR KERCSMAR: No

DR TINETTI: Yes.

MS. SCHELL: No.

DR SWENSON:  Yes.

DR. WOOD: Okay. You got it? Al right.
DR. SCHCENFELD: Am | supposed to vote

again? | voted yes, David Schoenfeld. | just
don't know what happened, because | amnot sitting

t here.

DR WOOD: Let's start at the other side
and go around for comments.
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DR GAY: At this tine, there are other
beta agoni sts currently avail abl e, although they
are by prescription, with a small increase in
effort, that are appropriate for therapy as rescue

medi cation for asthma.

Wth the inprovenents in technol ogy, if
you have a prescription in a pharnmacy, you can
pretty nmuch go to any other pharmacy and get it
refilled and renewed, and | think with the

availability of these other beta agonists on the
market, | do not believe that inhal ed epinephrine
by a netered dose inhaler carves out a significant
or unique niche in caring for individuals with

ast hma.

DR. BENOW TZ: As a person who works in
San Francisco, which is a city with a |ot of
illegal immgrants and peopl e wi thout insurance, |
am concerned that there are many people who rely on
t hese products.

So, | am concerned about renoving them
fromthe nmarket, but on the other hand, | think the
continuation of this on the market should be

file:///C)/dummy/0124NONP.TXT (200 of 213) [2/3/2006 12:25:31 PM]



file:///CJ/dummy/0124NONP.TXT

201
contingent on an assessment as we would do for
ot her over-the-counter drugs.
So, | would like to see that the dose, as
| abel ed, is effective. | would like to see | abe

conprehensi on studies, and | would |ike to see
appropriate studies to | ook at the question about
whet her the availability of over-the-counter
bronchodilators results in inadequate treatnment of
asthmatics, failure to see physicians, failure to

use inhal ed corticosteroids.

DR BRANTLY: M/ vote was no, and there
are a couple of different reasons why. Nunber one,
after nore than 50 years on the nmarket for this
particul ar drug, the fact that we don't have

ef ficacy studies that denonstrate its efficacy sort
of suggests that it is unlikely that they are going
to appear in the near future.

It is clearly not optinmmtherapy, and
thi nk suboptiml therapy is a disservice to our

patients.
DR BLASCHKE: M/ yes vote was, as usual,
based al nost exactly on what Neal has said.
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think there is a popul ation who really does need
and likely does benefit fromthe availability of
this drug, and | certainly don't disagree with the
need for sone additional information about the

| abel, the actual use type of data.

DR. SNODGRASS: | am synpathetic to the
percei ved need issue, but | can tell you after 30
years of dealing with young children and
adol escents that | have never seen in |large

children's hospitals, and | amunaware of a single
case where there has been worseni ng of asthm
requiring hospitalization due to the |ack of
availability of this type of product.

I am aware of several cases where the use

of this kind of product delayed therapy and did
result in hospitalization

DR CLYBURN. | voted no, and as | read
through this, said otherw se unavail abl e inportant
public health benefit, and |I think that the

benefits are avail abl e ot herw se.
Al so, | started thinking as sonmeone who
practices in a nedically underserved setting
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predom nantly, is this part of my armanentarium is
it something that | use regularly, and it is not,
and, in fact, it is sonething that we di scourage
our patients from using, because we are trying to

m nimze beta agoni st issues.

DR PARKER. No, based on basically,
i nsufficient evidence to convince nme that it fit
the criteria for essential use. Though, indeed,
sonme nmay benefit, and | have great care for the

underserved, | feel like there is a |ack of
evi dence to say that a greater nunber are not being
harmed by it.

DR SCHATZ: | amnot sure | have anything
totally different to say. The way | look at it, we

were asked are there data, is there evidence that
this product inproves the public health.

I think we have learned that it is used,
but I don't think that we have heard anything that
tells us that it inmproves the public health, and

think sone points have been brought up to concern
us that, in fact, it may adversely affect.
I do have confidence, although |I agree
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with the people who are concerned about the
somewhat uncertain inpact of removal, | will repeat
what | said before, that | am convinced that the
transition that would be absolutely part of it and

the education opportunity that woul d be provided,
think could, in fact, inprove the public health.

DR TAYLOR: | would like just to say that
in a perfect world, | would vote no, too, and
don't see that perfect world and providing access

and a plan to address those folks that are
underserved, and | see an energing problem for
exanple, with Medicare Part D

This is just another lack of planning on
our part, so in the absence of that, | have to vote

yes.

DR WOCOD: | vote no, and what | also am
very concerned about, the access and care for
under served popul ations, and | am equal ly concerned
that we should start a systemthat says that

under served popul ati ons shoul d be assigned to drugs
for which there is no evidence of efficacy and/or
safety, and that seens to ne a slippery slope that
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we probably ought not to step onto, and | hope we
don't step onto.
DR. SVWENSON: | voted yes. | wish | could
vote no. If it were a new drug application, |

certainly would, but the fact is that for 40 years,
peopl e have been using this drug. | amsure there
are sone that benefit, and | don't know what the
cost to themwill be if it's withdrawmn, and we
desperately need that data.

I would prefer that this decision be
deferred until that data could be nade avail abl e,
but | think that given the inequities of our health
care systemand its inefficiencies, this is just
possi bl y anot her exanple of the poor and

under served bearing the burden of that system when
they already are under such a burden anyway.

So, it's a yes with real reservation.

M5. SCHELL: | voted no primarily because
I am concerned of the inappropriate use of the

medi cation over the counter, and |, too, have seen
the consequences of inappropriate use of this
particular drug, and | think that we are doing a
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di sservice to our patients when we don't educate
them on the proper treatnent of asthma and the
managenent through educati on and the proper use of
medi cati on.

DR TINETTI: | voted yes for many of the
reasons that have been stated. | think nobody
doubts that nore appropriate would be for these
peopl e to be under care and getting appropriate
treatnment, but | think it's naive on our part to

think that if this nedication went away, that these
peopl e woul d access appropriate care.

| also wish there was nore evi dence of
effectiveness, but as we well know, that |ack of
evidence is not evidence of |ack, and because this

predated the need for new drugs, unfortunately, the
company hasn't had the inpetus to study it.

Per haps knowing that it is going to be pulled from
the market if they don't will be the inpetus they
need to provide some data.

DR KERCSMAR: | voted no predom nantly
for reasons that have already been stated, but I
woul d agree that all patients, regardl ess of their

file:///C)/dummy/0124NONP.TXT (206 of 213) [2/3/2006 12:25:31 PM]



file:///CJ/dummy/0124NONP.TXT

207
ethnicity or economcs, deserve the sane high
standard of appropriate care, and that we shoul d
work to transition those patients to appropriate
state-of-the-art care rather than what m ght be

ri sky, disease-progressive care.

DR PATTEN. | voted yes, and ny reasons
are very simlar to those of Neal's and Mary's. |
am t hinking particularly of undocunented workers.
There is | arge nunbers of undocunented workers in

my state who are reluctant to seek care froma
physician. They are on nmy m nd.

I would be very reluctant to pull fromthe
mar ket sonething that 2 to 3 million people are
usi ng apparently feeling that they are getting

benefit fromit unless | had better evidence than
what has been presented to us now, that that is
absol utely essenti al .

M5. SANDER: | voted no, which | am sure
is no surprise. In New York City, in 2002

Primatene M st and all the other OIC
bronchodi l ators were renoved fromthe market due
to, according to this article, manufacturing
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probl ems, and they found--1 have | ost ny spot
here--that they weren't counting or doing sonething
right, anyway, in the post-production process.
New York City survived according to this

article, and when we tal k about transition, again,
it should be done thoughtfully. | think that is
what we have all worked so hard to do in preparing
for the transition of prescription nedications, and
I think we have to apply that same care to

transition of OTC epi nephrine.

I ncreasingly, patients are being exposed
to health risks associated with unapproved
nebul i zer nedi cations that are being swapped out.
They are taking their prescriptions and turning

themin, and having them swapped out with
unappr oved nedi cati ons.
The patients don't know that this is
happeni ng, but one of the arguments the
manuf acturers give is--actually, several of them

were the sane ones that were given today, you know,
we are hel ping the poor, we are hel ping save noney.
You know, it's the sane, it does just as good.
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| feel like we need to be careful that we
don't put to the | owest common denom nator in our
health care and that we think thoughtfully, that we
don't try and sol ve problens of access with

inferior products, and al so knowi ng that the
chal | enges that pharma conpani es have had in HFA

devel opnment, | think the tineline that was given by
Weth is a little bit anmbitious for HFA transition
DR GRIFFIN. | voted no. | think that

it's an inferior nmedicine and | think our view of
treatnment of asthma has changed, so that the

treat ment has noved nore towards
anti-inflammtories than bronchodilators, and there
i s continuing energing evidence about concern about

the harm of epi nephrine-Iike drugs.

So, | think there will be sone people who
won't get their synptomatic relief, but | think as
far as preventing norbidity and nortality, we are
not | osing anything by losing this medicine.

DR WOOD: Dr. Schoenfeld.
DR SCHCENFELD: | voted yes, and the main
reason is, first, thereis, in fact, no other
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avai |l abl e substitute bei ng anot her avail able
over-the-counter, short-acting beta agonist.

So, there is--excuse nme, the echo is
making this hard--there is no avail able

alternative, and | think that w thout sone

know edge as to what the effect of pulling this off
the market woul d be under the current nedica
system or the political will to nmake the kinds of
changes necessary to make other things avail abl e,

think we can't really take this off the narket.

DR. WOOD: Yes, Ceorge.

DR. GOLDSTEIN. | wonder if | may nake a
couple of comrents, and | will try not to repeat
sone of the things that were said here today.

Despite any cynicismthat nmay exi st,
phar maceuti cal conpani es are made up of people who
have friends, parents, relative, et cetera, and
they do, and do every day, try to do the right
thing. So, there should be no cynicismon that

poi nt .

Secondly, Dr. Ganley pointed out earlier
that in view of the timng of this nmeeting, the
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sponsor did not have adequate tine to prepare an
appropriate, at least in the judgnment of the panel,
present ati on.

| submt to you that the panel could

effect or could ask the sponsor and the agency to
meet, and also, in view of the m xed vote that took
pl ace here today, to resolve sone of those issues

i n discussions that are ongoi ng between sponsors
and t he agency every single day.

| resonate to Dr. Tinetti's comrent about
the--1 think she used the word "naivete," of
expecting if things are pulled off the market, it
wi || suddenly thrust every patient into doctors
of fices.

I should tell those on the NDAC Committee
and the Pul nonary Committee that | was a practicing
pediatrician for 17 years before going into the
i ndustry, and | have been in this industry for 30
years, in everything - OIC, Prescription,

Regul atory Affairs, and you nane it. | am now
retired.
But | think the best interests of the
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patient regardl ess of who they are or what they
are, as Dr. Schoenfeld and others have pronounced,
must be paranount, and | cannot bring nyself to
believe that withdrawi ng this product fromthe

mar ket woul d contribute to that, certainly in the
short term and perhaps never

I think the agency and the sponsor should
get together, carefully consider every comment made
here today, and out of that, a plan should energe

to resolve sone of the outstanding issues, and
won't repeat them W all know themtoo well

But never, ever be in doubt that the right
thing is paranmount in our considerations.

DR WOOD: Ckay. Ted.

DR. REISS: | want to make just one brief
conment, and | think that whatever the decision is,
if the decision is to keep the drug on the market
and to nmove things forward through the process, as
Bob Meyer had outlined, | think it has to be a

dat a-dri ven deci si on.
Those were ny thoughts as | was sitting
here, that really, to nake an adequate decision for
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all of the reasons that were put on the table,

there has to be nore adequate information on the

effect of this drug.
DR. WOOD: A good point to end on.

Anyt hing el se? Charley?

DR GANLEY: If this is the conclusion of
the neeting, | just want to reiterate thanks to
both conmttees for participating init. It really

serves an inportant mission for us in terns of

nmoving this process forward, and | just want to

t hank you agai n.

DR. WOOD: It is the conclusion of the
meeting, Charley, unless there is sonething el se

you want us to debate.

Thanks a | ot.

[ Wher eupon, at 12:22 p.m, the neeting was

adj our ned. ]
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