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7
PROCEEDI NGS (8:15 a.m)

DR. SESSLER: Good norning. 1'd like to
wel come everybody to the Pul nonary and Allergy Drugs
Advi sory Committee neeting.

My nane is Curt Sessler. [|'ll be chairing the
meeting. My principal goals here, | think, are to engender
lively discussion and to keep the neeting on tine.

The issue, I'Il read, for discussion today from
your agenda. "The FDA published a notice of proposed
rul emaki ng on Septenber 1st, 1999, related to the phaseout
of CFCs in netered-dose inhalers. The conmittee wll
di scuss and comrent on the NPR and on presentations made
during the public hearing.”

The agenda i s published, and everybody shoul d
have a copy of that. In brief, there will be a nunber of
comments nmade by Drs. Meyer and Jenkins to start. There
will be a presentation by Erin Birgfeld, followed by a
formal presentation by Dr. Robert Meyer, then tine for
di scussion, and a presentation by Leanne Cusunmano, and then
a break at 10:30, and then open public hearing from 10: 45
till noon.

If the public hearing doesn't extend the ful
duration to noon, we'll start the afternoon's agenda at
that time and then break for lunch at 12, and then the

afternoon will be devoted towards conmi ttee consi deration
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of the discussion points, and you shoul d have copies of
t hose as wel |

I"d like to ask that the conmittee nmenbers and
the menbers of the FDA and the EPA who are at the head
tabl e introduce thenselves, and at this tinme, |'d also just
rem nd the conmittee nenbers and others that this is going
to be recorded, so please speak clearly into the
m crophone. That's for Alan in the corner there, and if
you woul d, then please introduce yourself and tell us a
little bit about affiliations, and we'll go around the
table and have all the committee and others introduced.

DR. FORD: I'mJean Ford. I'maffiliated with
Col unbi a University and Harlem Hospital Center in New York,
and |'m a pul nonol ogi st.

DR. VOLLMER:. My nane is Bill Vollner. 1'ma
statistician and epideniologist with the Kai ser Permanente
Center for Health Research in Portland, Oregon

DR. APTER. |'m Andrea Apter, Division of
Pul monary, Allergy, and Critical Care Medicine, University
of Pennsylvania. M training is in allergy and inmunol ogy.

DR. FINK: Bob Fink, a pediatric pul nonol ogi st
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at Children's National Medical Center, George Washi ngton
Uni versity, here in D.C.
DR. GROSS: I'mNick Goss. I'ma

pul monol ogi st at Loyola University in Chicago.

DR. JOAD: |'mJesse Joad. |'mat the
University of California at Davis, and |'m a pediatric
allergist and a pediatric pul nonol ogi st.

DR SESSLER: |I'm Curt Sessler, Pul nonary and
Critical Care at the Medical College of Virginia, Virginia
Commonweal th University in Ri chnmond.

DR. CERNY: |'mlgor Cerny, Executive
Secretary, of Food and Drug Adm nistration.

DR. KELLY: Bill Kelly fromthe University of
New Mexi co Health Sciences Center, Professor of Pharnacy
and Pediatrics and Pediatric Clinical Pharmacol ogy.

DR. DYKEW CZ: Mark Dykewicz. |'m Associate
Prof essor of Internal Medicine and Director of the Allergy
and Allergy Training Programat St. Louis University in St.
Loui s.

DR. NI EDERMAN: |'m M ke N ederman from

W nt hr op- Uni versity Hospital, Mneola, New York, and |I'm a
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pul monary and critical care physician and Professor of
Medi cine at the State University of New York at Stony
Br ook.

M5. CONNER: |'m Brenda Conner. |'m a nurse
educator with 22 years pediatric nursing experience, and
I"mthe consunmer representative to the committee.

MS. CUSUMANG: |'m Leanne Cusumano. |'m

regul atory counsel with the Center for Drug Eval uation and

10

Research at FDA.

DR. MEYER. And |'m Bob Meyer, and |I'mthe
Director of the Division of Pul monary and Allergy Drug
Products at the FDA

DR. JENKINS: |'mJohn Jenkins. |'mthe
Director of the Ofice of Drug Evaluation Il at the FDA.

M5. BIRGFELD: Erin Birgfeld, Essential Use
Program Manager at EPA.

MR. COHEN: Jeff Cohen, U.S. Environnental
Protection Agency. |I'mwth the Stratospheric Protection

Di vi sion, and we review the substitutes to ozone-depleting

chem cal s under the Clean Air Act.
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DR. SESSLER: Thank you.

Dr. Igor Cerny will present the neeting
announcenents and conflict of interest statenents.

DR. CERNY: The follow ng announcenent
addresses the issue of conflict of interest with regard to
this meeting and is made a part of the record to preclude
even the appearance of such at this meeting.

Based on the submitted agenda for the neeting
and all financial interests reported by the comittee
participants, it has been determined that all interested
firms regulated by the Center for Drug Eval uation and
Research present no potential for an appearance of a

conflict of interest at this neeting with the follow ng

11

exceptions.

In accordance with 18 U.S.C. 208(b)(3), ful
wai vers have been granted to Dr. Andrea Apter and Dr
M chael Ni ederman. A copy of the waiver statenent may be
obtai ned by submtting a witten request to FDA' s Freedom
of Information Ofice, Room 12A-30 of the Parkl awn
Bui | di ng.

In addition, several of our commttee
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partici pants have been involved in activities relating to
the repl acenent of CFCs that we believe should be

di sclosed. FDA believes it is inportant to acknow edge
these participants' involvenent so that their participation
can be objectively eval uated.

Dr. Curt Sessler has consulted w th Hoechst
Mari on Roussel regarding asthma managenent.

Dr. M ke Dykewi cz attended a Schering Plough
Speakers Bureau training neeting regarding a product for
asthma. He al so previously participated as a
subi nvestigator in an AstraZeneca study of a product for
use in asthma.

In the event that the discussions involve any
ot her products or firms not already on the agenda for which
an FDA participant has a financial interest, the
participants are aware of the need to exclude thensel ves

from such invol venment, and their exclusion will be noted

12
for the record.
Wth respect to all other participants, we ask

in the interest of fairness that they address any current
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or previous financial involvement with any firm whose
products they may wi sh to coment upon

DR SESSLER: Thank you.

Dr. Robert Meyer will give a wel cone.

DR. MEYER: Thank you. | wanted to especially
wel come the many new nenbers of the Pul nobnary and All ergy
Drugs Advisory Committee. The FDA is very grateful for
your service, and we | ook forward to your input on this
i mportant issue and inportant issues in the future.

| especially want to note that this is a
hol i day week, and we especially appreciate your w llingness
to travel and attend this nmeeting today.

I'd also like to thank Dr. Sessler for taking
on the role of chair and | ook forward to a very productive
time with Dr. Sessler as the chair of this comittee

| also want to note for the record, for the
public and for the returning nmenbers, that the division has
a new nanme that actually puts it nmore in concert with the
nanme of the advisory commttee. W' ve added the title or
the nane "Allergy" to our title. So we're now the Division
of Pul nonary and Allergy Drug Products to reflect our

regul atory purview better, and again it does bring it into
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concert with the nanme of this advisory conmttee, and we
al so have had changes in jobs within the division.

I've assunmed the directorship of the division
since the |l ast neeting of the PADAC, and Dr. Jenkins has
noved upstairs, both literally and figuratively, to the
role of Director of the Ofice of Drug Evaluation Il. So
he not only oversees the Division of Pulnonary and All ergy
Drug Products, but also the Division of Metabolic and
Endocrine Drug Products and the Division of Anesthesia and
Critical Care Medicine

| look forward to the commttee's discussion of
both the proposed rul emaking that we will take you through
today, and we're not asking for votes today, but we very
much | ook forward to and will note for the record your
comments and your suggestions about the notice of proposed
rul emaki ng, and Dr. Jenkins will talk further about that in
a mnute.

I think we have a very interesting discussion
on board for tonmorrow, quite different fromtoday as well
and so once again, |I'd like to thank the committee for
bei ng here and | ook forward to the ensui ng discussion.

Thank you.

DR. SESSLER: Thank you.

Dr. Jenkins?

DR. JENKINS: Thank you, Dr. Sessler
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I'"d like to first add nmy wel cone again to the
new comm ttee nenbers in particular, but to all the
committee nmenbers for your willingness to join us here
today for this very inportant discussion, and a very
personal note of thanks to Dr. Sessler, an old coll eague of
m ne, for agreeing to take on the position of chair. |
share Bob's enthusiasmfor working with you this year in
your role as chair of the committee.

| wanted to try to start out our discussion
this norning by trying to put this neeting a little bit
into context as far as FDA's activities over the past
decade with regard to the CFC phaseout, and | think this is
i mportant since we have so many new nenbers of the
conmittee.

I think as | look around the table, the only
menber of the committee who was here in April of '97 for
our previous discussion of this topic was Dr. Sessler. |If
I"m wong, please correct nme, but I think this is a new
i ssue for nost of the nmenbers of the committee and possibly
for sone nenbers of the audience.

So let ne give you a little bit of a
perspective on what the FDA has been doing over the past

decade in this regard and where today's neeting fits into
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that overall schemm.

VWhen it becane clear near the end of the '80s

15
and the early '90s that the Montreal Protocol was goi ng
into effect and woul d be banning the use of CFCs in
net er ed- dose inhalers, the FDA first turned its attention
to working with conpani es on issues, such as what ani ma
testing woul d be needed for the new propellants to nmake
sure that they were safe for use in humans, and worKking
wi th conpani es on advice regardi ng devel opnent of the new
formul ati ons of the non-CFC-propell ed MIs.

The division also issued a gui dance docunent in
Septenber of 1994. That gui dance was focused on the
clinical devel opnment program for these new products. W
tried to | ook out for sponsors, the types of studies that
we woul d expect to see for the new refornul ated non- CFC
MDIs or the dry-powder inhalers to try to help sponsors
under stand what their devel opnment prograns shoul d | ook
i ke, what questions they should be attenpting to answer.

The focus of that guidance was primarily to

encour age sponsors to denonstrate the comparability
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clinically of their existing fornmulation to the new
formul ati ons that they woul d be devel oping to get approved.
As the devel opnment process continued, and we
started to receive NDAs in the mid-'90s for review of sone
of these products, we internally focused sone of our
attention toward the i ssue of how are we going to make a

determ nation in the future whether the use of CFCs remmins

16
essential once these new products conme into the
mar ket pl ace?

That's an essential statutory role that the FDA
has under the Clean Air Act, is in that we determ ne
whet her or not the use of CFCs in nedical products is
essential in consultation with the EPA.

So once it became clear that these new products
were starting to be devel oped and conme to fruition as NDAs,
we turned our attention to how will we go about nmaking
t hose determ nati ons of when a product is no |onger
essential and should be taken off the list of essentia
products listed in the FDA s regul ations?

To accomplish that task, the FDA formed a CFC

work group within the Center for Drug Evaluation to
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Research. Dr. Meyer's currently the chair of that CFC work
group, and the first product of that work group was an
advanced notice of proposed rul emaki ng which the FDA
publi shed in March of 1997, and that advanced notice was
really designed to seek public comment on various potentia
strategies that the FDA could use in naking these
determ nations of non-essentiality.

That, as | said, was seeking public coment,
and as part of the public conment period for that advanced
noti ce of proposed rul emaki ng, we had an advi sory comm ttee

meeting in April of 1997 where we sought the input of the

17
committee. There were approxi mately 25 speakers during the
open public hearing of that neeting, and then during the
subsequent comment period to that advanced notice, we
recei ved approximately 10,000 comrents fromthe public.

So our goal of getting public conment and
public input far exceeded our expectations, and those
public inputs and comments have been very hel pful, | think,
in helping us to nove on to the next stage, which is where

we are now, in that we have now published a notice of
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proposed rul emaki ng which is basically the second step in
the process towards finalizing FDA regul ati ons about how to
make these essential use determ nations in the future.

That proposed rule, as Dr. Sessler noted, was
publ i shed at the beginning of September. W're currently
in the comrent period for that proposed rule, and this
nmeeting today is considered to be part of the public
comment period for the proposed rule. So the comments from
the comrittee, the comments fromthe audi ence today will be
considered as part of the docket as we go forward with this
process.

As Dr. Meyer said, we're not asking the
committee for votes today. That's not the nature of the
day's neeting since this is a public comrent period for the
proposed rule. W are asking, though, sonme very important

questions to help us to further refine the proposed rule as

18
we nove forward to the final rule as well as we nove
forward to actually inplenmenting that final rule in the
future to nmake deterninations that products are no | onger
essenti al .

Many of those questions are engendered in your
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tal king points that are part of today's agenda. For
exanple, we're very interested in hearing your views on
what shoul d we consider to be adequate alternatives to the
CFC- propel l ed MDI s?

When shoul d the FDA make the determ nation that
t he nedi cal needs of patients who rely on CFC MDIs have
been adequately net by the non-CFC products to deterni ne
that they're no | onger essential?

What ki nd of post-marketing data should the FDA
ask sponsors to devel op or should sponsors be devel opi ng on
their own for their non-CFC products to help in that
assessnent that they nmeet patient needs?

What are the inportant subgroups of patients
that we shoul d be thinking about as we're making these
det erm nati ons of non-essentiality?

What does the commttee think about the FDA's
proposal that the essential use determinations will be nade
in the future on a noiety-by-npi ety approach? That's one
of the three possible options that was suggested in the

ANPR in 1997. So now the agency follow ng public input has

19



10

11

12

13

14

15

16

17

18

19

20

21

22

23

24

25

suggested that the noiety-by-noiety approach is the one we
thi nk woul d best serve patient needs.

And there's also a proposal in the proposed
rule that we woul d determ ne that nasal corticosteroid
products are no |longer essential uses of CFCs. So we'll be
interested in hearing the comrttee's thoughts on that
i ssue as wel |

Not all the issues that will come up today are
listed in the talking points. So | encourage you, if we
haven't thought of sone things that you want to give us
advice on, to feel free to do that.

Wth that trying to put the neeting into
context, | want to enphasize that the FDA is not in any way
trying to accel erate the phaseout of CFC MDIs. That term
became very common in use during the 1997-1998 peri od when
we were receiving cooments on the advanced notice of
proposed rul emaki ng, and I want to dispel that as being
untrue. That is not our goal. That's not what we're
trying to do.

VWhat we are trying to do is to carry out our
statutory m ssion under the Clean Air Act and the Montrea
Protocol to phase out the use of CFCs in nedical products
but only when we're confident that the health and safety of
the patients who rely on those products will be adequately

served by the alternative products.
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The FDA is a Public Health Service agency, and
our primary mssion is to protect and pronote the public
health. So that's our primary focus as we try to carry out
this mandate, is to protect the patients who rely on these
products.

Wth that, I'd like to say that | |ook forward
to today's discussion, and | hope it will be a very
fruitful input fromthe conmttee to the agency as we
continue this process.

Thanks.

DR. SESSLER: Thank you, Dr. Jenkins.

The first fornmal presentation will be by Erin
Birgfeld, the Essential Use Manager, Stratospheric
Protection Division, Ofice of Air and Radiation, US.

Envi ronnental Protection Agency.

MS. BI RGFELD: Well, again, ny nanme is Erin
Birgfeld. I'mfromthe Stratospheric Protection Division
at U S. EPA and | run the Essential Use Programthere.

Real |y the purpose of ny talk today will be
just to highlight the inportance of conpliance with the
Montreal Protocol and the inportance of this FDA rule in
t hat context.

Okay. What |'mgoing to talk about today is

first sonme brief background, sone ozone-depletion science.
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We'll talk about the fact that there really is a problem

21

Then we'll talk about the effects of increased UVB
radi ation hitting our earth's surface, and the effects
specifically on human health and then on ecosystens and the
envi ronnent .

Finally, we'll talk about the Mntrea
Protocol, just a little bit of background, and then discuss
what are essential uses underneath the Montreal Protoco
and EPA's role in the essential use process as a whole.

Okay. First, we have this little diagram
It's a cartoon of the ozone-depletion process, and when
CFCs were introduced, | believe it was in the 1950s, they
were sort of thought to be a miracle chemical. They were
low toxicity, were very stable and subsequently found a | ot
of uses, both in the industrial sector and in consumer
products, and as we later found out, they also contributed
to stratospheric ozone depletion.

As you can see in this slide, you have CFCs
bei ng rel eased froma bunch of different sources on the
ground, becom ng mixed into the troposphere, which is the

area where we |live and the | ower atnosphere. These are
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m xed and are never broken down. They don't rain out in
rain, and it takes between two and five years for these
chemicals to get up into the stratosphere

Once in the stratosphere, they're subjected to

very high levels of UV radiation that does break them down.

22
This rel eases the chlorine atons, and it's the chlorine
atons and al so actually brom ne atons that actually do
depl ete the ozone | ayer, and one chlorine atomis capable
of destroying up to a 100,000 ozone atons. So this is a
pretty powerful process that's going on.

Subsequent to ozone depletion, there's |ess
ozone to be soaking up those UVB rays, and we are receivVving
nore on the earth.

Okay. Now, this is actual real data, not a
cartoon, of the ozone over Arosa, Switzerland. This is the
area where we have the nost data, going the farthest back
and as you can see, the ozone layer is not at a steady
state. | nean, it's really junping all over the map.

This is the yearly nmeans from 1926 to 1997.

But as you can see fromthe 1920s all the way up to the
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'70s, overall, it's pretty straight, the line is. There's
no sl ope.

However, in the 1970s, after there was a | ot of
uses of CFCs, a |lot of emi ssions, you can see a clear
downward trend ending in 1997 where this data ends, and
this is really a problem and this is why this issue has
come to the fore

One of the questions that we often get is how
do we know that it's CFCs that are causing these probl ens?

Could it be another chlorine-containing chemical? And as |

23
stated before, CFCs are very stable and are m xed pretty
much evenly throughout the troposphere, and it's only once
in the stratosphere you start seeing themdecline. So this
is at CFC-11 declining with increasing altitude in the
strat osphere, and again they're chlorine atons and causi ng
ozone depl etion.

DR VOLLMER: Just a question. That's
projected now or that's actually --

MS. BIRGFELD: Yes. It's the best fit |ine,
yes. It's the cartoon, | guess, again

DR. SESSLER: |I'msorry to interrupt. |If |
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could ask all the committee nenbers and everybody else to
go ahead and speak into the m ke, if you would, with
guestions, and perhaps if they're not clear for those in
the back, you could repeat the question after the speakers.

MS. BI RGFELD: Okay.

DR. SESSLER: Thank you.

MS. BI RGFELD: Sure. So the next step is how
does the reduction in stratospheric ozone translate into
increases in UV radiation at the ground | evel, and here you
can see this is a chart that |ooks at reduction of ozone in
Antarctica versus the UV increase, and as you can see, it's
qui te substantial with 50 percent reduction in ozone, you
get a 100 percent increase in UV radiation.

Okay. So right now, the ozone layer is at its

24
nost vul nerable. The chlorine and bromine |loading in the
strat osphere was expected to peak before the year 2000. So
right now, it's after January 1st, it's supposed to be
declining, and hopefully we'll be on the road to recovery.

However, we haven't seen any increases yet in

1999. The Antarctica ozone hole was about 25 mllion



10

11

12

13

14

15

16

17

18

19

20

21

22

23

24

25

1

2

square kilometers big, and in md-latitudes in the U.S.
where we're interested, we've seen about a 5 percent tota
ozone loss since 1979. So this is not just a problemin
Antarctica. This is a problemhere as well.

You'll often hear when you're tal king about
this issue that ozone recovery is expected by the year
2050, but this date is contingent on full conpliance with
the Montreal Protocol, and that's sonething that's
critical, and | think it just highlights the inportance of
this meeting, and just for your interest, everything that's
purple in my little picture of the ozone layer is
consi dered an ozone hole. That's ozone with |less than 220
dobson units, which is how ozone is neasured.

Okay. So now what are the health effects of
i ncreased UYB? As you know, skin cancer has been rising in
this country. [It's considered an undecl ared epidenic. As
you know as well, it's associated with UV exposure,
exposure to the sun

The incidence of nelanoma, the npbst severe form

25
of skin cancer, and the one with the highest nortality, in

1935 was only one in 1,500. 1In 1998, it was one in 87. So
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that's a clear increase. 1In 2000, it's projected the risk
of getting nelanoma is one in 75. And just some nore scary
facts. One Anerican dies of skin cancer every hour, and
over one nmllion new cases are expected in the U S. this
year alone. So this is a problem

O her health effects are cataracts. Exposure
to UVB has been associated with cataracts. It's the
| eadi ng cause of blindness, and there are 1.3 mllion
cataract surgeries per year, and it's the greatest single
line itemin the Medicare budget.

Anot her effect of UV on the human popul ation is
i mune system suppression. |It's been shown that after
sunburns, the i mune system does not react in quite the
same way that it would prior to when the skin is not
sunburned, and this is an area of ongoing research, and
then, finally, the issue of photoaging. W're all getting
wrinkles a little early, | guess.

Okay. We're not the only ones on this planet.
The ecol ogi cal and environnental effects are also very
i nportant. Increased UVB has been shown to decrease crop
yields. [It's also been hypothesized to have caused | oss of
vul nerabl e speci es.

In this country and around the world, there's
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been a dramatic decline in the anphibian populations. In
addition, there's been defornmities found in a | ot of
anphi bi ans, and the hypothesis is that the increasing
ampunts of UVB may play a role in this problem and the
worry is that it's sort of Iike the canary in the coa
m ne, you know. These are the ones that are going to be
hit first.

Next, we have damage to mari ne ecosystens in
the Antarctica. Phytoplankton are adversely affected by
increased UVB, and this is the bottom of the food chain.

So subsequently, it affects the entire food chain.

Finally, this is actually a very interesting
one. Increased UVB at the ground | evel actually can cause
an increase of ozone |layer in the troposphere. So the one
that you all are concerned about that causes asthma attacks
and increased hospitalization actually may be increased
with increasing UVB, and then, finally, we have an issue
with materials degradation. Plastics are falling apart
much qui cker than was anti ci pat ed.

Okay. So what do we do about it? The Montrea
Protocol was the international agreenent to address and
solve the problem of stratospheric ozone depletion. It was
signed by the U S. in 1987, and subsequently there are over
a 160 countries that are parties to this agreenent.

I mport and production of CFCs were banned in
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1996 in this country, and, however, of course, as you al
know, the Montreal Protocol and the Clean Air Act do
provi de exenptions for sonme things that are called
"essential uses.”

The definition of an essential use is under the
Montreal Protocol is that if it is necessary for health,
safety or is critical for the functioning of society, and
there are no available technically and economnically
feasible alternatives.

Here, the essential uses under the Montrea
Protocol were never nmeant to be permanent exenptions, which
is why all the parties are undertaking the sanme transition
in their own countries.

FDA' s charged with providing the franmework.
FDA is charged by the Clean Air Act with providing the
framework that will ensure safe and predictable transition
to CFC-free inhalers.

It should be noted that netered-dose inhalers
are the only significant comercial product in the US. for
which CFCs are still produced. There's a common

m sconception, | think, among the lay public that CFCs are
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still used in hair spray. Those were banned in the 1970s.
So those have been gone away for a long tinme.
Ot her approved essential uses included, beyond

just MDIs, are in the past Class | ozone-depleting
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substances for |aboratory and anal ytical uses. These are
very small anmpunts, very pure, high grade, and nethyl
chl oroform as a solvent for use in the space shuttle and
Titan rockets, and again this is very small anounts.

Okay. So the process that | nmanage at the EPA
is the Essential Use Process, and basically what we do is
we receive applications from conpanies w shing to get CFCs
to produce the MDls. W review the data, and then we put
forward the nomination at the neeting of the parties in
Mont real Protocol

There, the parties discuss whether or not to
approve these CFCs for use in the U.S., and in the past,
the parties have approved the entire U S. request.

Finally, the last step is that EPA allocates
the CFCs through a notice and comment rul emaki ng at the end
of the year, and conpanies are able to order their CFCs and

produce the MDl's, and that's basically all | have.



18

19

20

21

22

23

24

25

10

11

12

The issues and topics that | discussed, you can
find in any of these places. Qur hone page is
epa. gov/ozone. |It's a good source of information, and then
you can also talk to soneone at our hot line if you're
i nterested.
Thank you for your attention. | appreciate it.
DR. SESSLER: Thank you very much.

We have tine for questions and conment on M.
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Birgfeld s presentation.

DR. FINK: Do you have any estimate of the
nunber of pounds or tons of CFCs used in MDls in the United
States?

MS. BI RGFELD: Yes. Actually, the essential
use request for this year is going to be 3,700 netric tons.

DR. FINK: And how does that relate in terns of
total CFC release into the atnosphere? Does that rank
Nunmber 1 or 2 or where does it rank?

MS. BI RGFELD: For this country, it does not.
For release into the atnosphere, it doesn't. W're stil

dealing with the old CFCs that were produced prior to 1996,
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and | guess the
CFCs. So we're
at nosphere.

One

issue is that these are new y-produced

adding to the bank of CFCs that are in the

interesting thing. The MDI use for this

year is about one percent of the use from baseline which is

from 1987, but at the same tinme, this amunt of CFCs are

about the sanme as sone devel oping countries use in total

So it's not an insignificant anount.

DR.
that compare to
MS.
DR.

ozone-depl eting

MS.

SESSLER:  Production in the U.S. How does
wor | dwi de production?

Bl RGFELD: O MDI s?

SESSLER: Yes. |In actually other fornms of

subst ances.

30

Bl RGFELD: Well, actually, to ny know edge,

all the CFCs are actually produced in the Netherlands, and

we inmport themfor use in MJs. |'mnot entirely sure how
we - -

DR. MEYER: Can | comment?

MS. BlI RGFELD: Yes, that would be great.

DR. MEYER: Anobngst mnmy other hats, |'mactually

on the Aerosols

Technical Option Committee for the United



10

11

12

13

14

15

16

17

18

19

20

21

22

23

24

25

1

2

Nations. So that's the conmittee that takes the first
crack at the nom nations, and Europe had been substantially
hi gher than us in terns of their need because they not only
produce for internal consunption but export extensively.

The United States does not export extensively
in terms of MDI production. So Europe had been up in the
5,000 range as far as netric tons in terns of their
requests. They're now com ng down so that their request is
very simlar to the United States in recent years, and it's
projected to perhaps even cross in the future.

These nonminations are for two years in advance.
So the 2001 nomi nation will be considered at this year's
nmeeting of the parties, and the United States Governnent is
preparing their nom nation for 2002 or will be shortly.

MS. BI RGFELD: Questions?

DR. FINK: Since nost use of CFCs is

encapsul ated or recycl ed, what proportion of the rel ease

31
into the atnosphere on a yearly basis do the Mls

contri bute?

MS. BI RGFELD: You know what? | don't know. |
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can get back to you on that.

DR. NI EDERMAN: Do you have any estimate as to
what percentage of the total asthna inhaler use has CFCs in
it right now?

MS. BIRGFELD: | believe there's only one
alternative out there

DR. N EDERMAN. But in ternms of percentage of
usage. |In other words, there are sone of the dry-powder
i nhal ers and ot her devices.

MS. BI RGFELD: Ri ght.

DR. NI EDERMAN: Do you know in terns of tota
usage what percentage is currently used with CFCs?

MS. BIRGFELD: 1'Il let the expert take that
one.

DR. MEYER: | think that | can give you sort of
rough estimtes nore than exact answers, but | think the
CFCs are still the large majority of the asthma nmarket as
far as the inhalers go.

I don't really have a good handle for the
recent figures of the dry-powder inhalers, but ny
i mpression is they' ve been noderately successful, but in

the overall schene of things remain a fairly snal
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percentage, and the approximate market share in ternms of
al buterol, of Proventil HFA, has been 8 to 10 percent of
that market, and al buterol's perhaps 50 percent of the
overall CFC use in inhalers in the United States.

DR. NI EDERMAN: So we coul d assume t hat
currently 75 percent plus probably of all asthma therapy
i nvol ves CFCs?

DR. MEYER. At least. | think that's a very
safe assunmption. It's at |least that.

MS. BIRGFELD: Dr. Fink, 1'd like to direct
your question to ny supervisor, Jeff Cohen.

MR, COHEN:. | think, if |I heard you ask what
the conparison in terms of emi ssion rates between an MDI
and ot her uses of CFCs, npbst of the CFCs that are not used
in MDIs are recycled. Refrigerators, older cars. Those
em ssions are controlled by service personnel and captured
and continued to be recycled.

So theoretically, none of that would be
released. In practice, some of it ultimately is,
unfortunately, but we know that all of the CFCs when used
as propellant in the MD is released i mediately to the
at nosphere.

I don't know if that answers your question. |
didn't quite catch all of it.

DR. JOAD: If CFCs in MDIs were the only source
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of CFCs, what percentage decrease in ozone |ayer would
occur over what time?

MS. BI RGFELD: Do you know this?

DR. MEYER: Well, | think these are interesting
and in sone ways inportant questions, but | think | do need
to enphasize, and | think I put it in the talking points as
well, that the decision by the U S. Governnent and the
world conmmunity in fact, a 164 other countries besides the
United States, is that all uses of CFCs should be phased
out over time, and that's the international comittee
conmi t ment .

You know, if you look at any single use with
perhaps some gl aring exceptions, they tend to ook fairly
smal I, but when you've committed to the overall phaseout,
that's the coomitnent. So we're not really here to argue
whether that's a good thing or not. It is the way the
i nternational comunity and the United States is going to
proceed. So we're nore interested in discussing howto
best get there.

MS. Bl RGFELD: Thank you.

DR. SESSLER: Thank you very much

Qur next speaker is Dr. Robert Meyer, Director

of Division of Pulnmonary and Allergy Drug Products, and he
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will be reviewing a nunber of different facets of this.

Bob?
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DR. MEYER | did fail to thank our EPA
col | eagues for being here today, and | do thank you both.

I think that this is a collaborative effort
that we're undergoing here. W're both public health
agencies in sonme respects, although we do clearly have
different regulatory mssions. But in any case, | think
that this process is best acconplished by what in fact the
EPA's Clean Air Act and their inplenmenting regulations has
required, which is that FDA and EPA nove forward with this
process in a consultative and coll aborative way. So thank
you both for being here.

This slide will mainly, | think, be famliar to
federal workers, but we're in a season in the federal cycle
of what's called the Conbi ned Federal Campaign, which is a
way that we get to donate from our paychecks to various
worthy charities and other non-profit organizations, and
it"'s led toalittle bit of al phabet soup

As you can see, they've got a very nice |ogo
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supporting CFCs, and the reason | put this up is | was

preparing this talk the other norning, and | had gone down
to the cafeteria and was riding up with a woman who had an
Egg McMuffin-type sandwi ch in a styrofoam box, and on the

top of it, it said, "No CFCs," and she saw the CFC part of

it only. | guess she didn't see the word "no," and she

said, "You know, they're getting this CFC | ogo on
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everything." So she was very inpressed with that. But it
can | ead to sonme confusion.

| did want to just before | talk a little bit
about the FDA history, | did want to talk briefly about why
this is an issue for the FDA because | think some of the
public coments that we received to our advanced notice of
proposed rul emaki ng refl ected sone very genui ne concern but
some mi sunder st andi ngs about the role of CFCs in inhalers,
and in fact in other products as well as Erin Birgfeld
ment i oned.

Consumer aerosols have not had CFCs in them for
over 20 years. So we are tal king about the |ast
substantive use of new y-produced CFCs in the United

States, and in fact, it's inportant to realize for those
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who don't know it that the formulation within a CFC-driven
MDI inhaler is alnost all, for practical purposes al npost
al |l CFGCs.

So the drug substance that we're tal king about,
nost of themare in the mcrogramquantities. So we're
really tal ki ng about a spray com ng out of these that is 95
percent, if not nore, and in some cases nore |ike 99
percent, CFCs, and because one of their good properties is
they're pretty inert, other than how they act up in the
stratosphere, they are rapidly taken in to the lungs

t hrough inspiration and then rapidly excreted or exhal ed.
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So in fact, for all intents and purposes,
everything that cones out of a CFC MDI is rapidly rel eased
into the atnosphere. So one of the, | think, conmon
nm sconcepti ons anongst the public were that either there
was not a lot of CFCs in these inhalers to begin with or
that the body sonehow took the CFCs up, and they were not
rel eased into the atnosphere, particularly if you used a
cl osed- nout h t echni que.

Well, | think the ozone science was fairly
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young when the FDA joined other arnms of the governnent, and
in fact other public interest groups, in recognizing the
dangers that the emergi ng ozone science represented, and
think sone of the very early work that's subsequently | ed
to Nobel Prizes was published in the '73-'74 range, and by
1978, the FDA had al ready published a federal regulation in
final formthat stated that CFC-containing products that
FDA regul ated in any food, drug, device or cosnetic would
be consi dered mi shranded or adulterated, unless it was
deemed essenti al

For the mpst part, these products that were
deened essential were products for inhalation for the
treatment of asthma and chronic obstructive pul nonary
di seases and ot her di seases where bronchospasmis a part of
t he pat hophysi ol ogy, and the determination of essentiality

was based on no technically feasible alternatives, that it

37
provi ded a substantial health benefit, and it actually
al l onwed for environmental benefit, although I'm not sure
understand from 20 years on what they neant by that.
But in any case, it provided a substantia

public health benefit, and that the rel ease of CFC were
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either small or justified given the public health benefit,
and over the years, there was an original listing under
2.125, Part E, that had the essential use categories, and
over the years, new additions were added through petitions
and notice and comrent rul emaking.

In other words, the agency would put out a
proposal that a new classification be added to the
essential uses. Public comrent was received, and then the
agency proceeded accordingly.

The preanble to the final rule to 2.125 back in
1978 made mention to the fact that these essential use
listings were considered to be tenporary. Everybody, |
think, felt that at sonme point in the future, reasonable
alternatives would exist, so that these products would no
| onger neet the essential use criteria by which they were
added to the list.

However, despite that intention that these
listings be tenporary, there was no formal renoval process
that was put into that regulation, and I think Dr. Jenkins

did a very nice job of bringing people through some of the
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background as it relates to the FDA's role in all this, but
clearly by the m d-1990s, particularly as sone of the
alternative products were in the latter stages of testing,
it became clear that FDA needed to take a nore active role
inthe U S transition away from CFC use in nedica
products, not perhaps as much -- and again not to get
confused about us accelerating the phaseout, so we were not
taking an active role to accelerate it, but to be
responsive and to fulfill our mandate under both the Cl ean
Air Act and the Food, Drug and Cosnetic Act.

Basically, as we noved forward, as we
envi sioned being a part of this, the U S. transition away
from CFC use, and in fact ozone-depl eting substance use, we
saw a role for the FDA in the overall transition that was
as follows.

We thought as tinme went on, that we needed to
define acceptable alternatives to CFC-based MDIs. | think
it's fairly clear that the alternative propelled MJs, such
as the approved al buterol sulfate using HFAs or
hydr of | uor oal kanes, also you'll see those nentioned as
HFCs, hydrofl uorocarbons, that those would be, | think, a
pretty neat fit as an alternative product.

They act very nuch in the simlar fashion to
the CFC MDIs. There are sone differences, but obviously

they're a very simlar product.
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We at |east thought that for sone patients, if
not all, that nultidose dry-powder inhalers mght fulfil
the role of being an alternative in terns of conveni ence
and effectiveness of the product.

I think we're fully cognizant as are others
that dry-powder inhalers in fact may have some down sides
in some patients, particularly these, by and large, are
patient-driven devices. So people with very low flow rates
may in fact have problens generating sufficient flow rates
on some devices to allow for full delivery, that being, for
i nstance, perhaps very young patients or patients with very
severe airways di sease

The other potential problemw th dry-powder
i nhal ers is since many of them contain |actose as carriers,
they tend to be sonewhat sensitive to moisture. So the
manuf acturers need to design ways to protect their products
fromnoisture, and in sonme cases, once they're taken out of
their overwraps, they can be stable for reasonably short
periods of tine conpared to alternative propelled MIs.

But again the manufacturers are aware of this and
responding to that.

But there are sone linitations as far as the
neat fit of multidose dry-powder inhalers to MD's, and then

there are other products that are in stages of devel opnent
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and I won't spend a lot of time on those, but | think the
agency's fully aware that other products may be com ng, and
that other products nmay in fact serve a very useful role as
alternatives as the technol ogies are perfected and
approved.

We certainly saw it as the agency's role to
nmonitor the availability of these alternatives for each
drug product and class as they're devel oped, and then
clearly to define criteria that would have to be net to
make determ nations that products that are already listed
as essential under our regulations and therefore referred
to by the Clean Air Act regulations, a way to renove those
when they were no |onger truly essential uses.

To do that, because, as | nentioned, the
original 2.125, our original regulation involving CFCs in
FDA-regul ated products, did not have a clear neans for
renovi ng essential use listings, we needed to nodify our
regul ati ons that confer essentiality on the CFC products to
allow for themto be, if you will, taken off the list as it

is clear that they nmeet reasonable criteria for being no
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| onger essenti al

O course, as those products becane avail abl e
and proved to be nmedically acceptable, we would then need
to go ahead and nodify our essential use listing.

We wanted to do all this in a manner that
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al l ows adequate tinme for public input, and certainly
i nvol ving the advisory comm ttee where appropriate, such as
today, and again to work with EPA and ot her interest groups
to coordinate the U S. efforts.

The overall transition away from ozone-
depl eting substances is larger certainly than the FDA, and
I think there is certainly other conmponents of the
gover nnment beyond both FDA and EPA that need to be brought
in and other conponents of the public in fact.

Just for those who don't |ive and breathe
regul atory processes, | thought I'd take a mnute to go
t hrough the rul emaki ng procedures that FDA and ot her
regul atory bodi es go through

The FDA is set up and basically has its

authority through the Food, Drug and Cosnetic Act, but
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that, as broad as that is and as detailed as it is to read,
it isin fact just a framework for, in many ways, for how
we are supposed to act through our regulations, and it is
through the regul ations that we inplenent that authority in
a way that is binding both on us and on the public.

So the FDA and the CA Act is sort of the
overall unbrella, and the regul ations provide a nore
detail ed manner for which we and the public are neant to
proceed, and the usual pathway for creating a new

regulation is to publish it in the Federal Register in the
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form of a proposed rule which neans that we put out sone of
our background thinking, and in fact what we call a
codi fied section, which contains the actual rule itself.

We then allow for a corment period, generally
in the 60-to-90-day range, for the public to respond to it,
and once we get those comments back, it's considered then
t hought about any changes that would need to be made to the
proposed rule. W then proceed to publish a final rule
whi ch specifically answers the conments received during the
coment peri od.

Because we anticipated that this was an
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i nportant action fromthe public health standpoint, and
that there m ght be some controversy to it, and in fact
because we were really just taking our first best effort at
this, the FDA chose the additional step in this case of
what's call ed an advanced notice of proposed rul emaking,
whi ch in essence kind of repeats the cycle, so that you do
an advanced notice of proposed rul emaki ng, comrent period,
then you put out the proposed rul e, another comment period
which we're in now, and then the final rule.

We did this as a way to allow for broad public
i nput prior to issuing any proposed rule in a manner that
we perceived woul d be the nost fair and equitable.

So again the advanced notice of proposed

rul emeki ng or what | shall refer to as the ANPR was the
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initial proposal for nodifying the FDA regulations to allow
for the renoval of the essential use status of products
currently listed in our regul ati ons when appropriate, and
that was published for coment on March 7th, 1997.

To go through it very briefly as far as what

the codified section of that announcenent notice of
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proposed rul emaki ng said, we proposed four criteria that we
woul d need to consider and that would need to be fulfilled
for a CFC product to be no | onger considered essenti al

We, first of all, wanted there to be adequate
alternatives, and | will get nore into this in a mnute,
but we thought there would be a variety of ways that one
could state whether there were adequate alternatives and
not noiety-by-noiety, a class approach or a hybrid of the
t wo.

We certainly would want to know that there are
adequat e production capabilities and supplies of the
alternatives to neet the needs of the popul ation that
nmedi cal | y depend on these products.

We'd want to know that there's adequate patient
acceptance. | think that it is inportant to realize, and
I"msure nost of you all do, that the drug approval process
does assure that the product is sufficiently safe and
effective for its intended use, but that's rather different

fromknowing that in mllions of patients, it will provide
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them t he sanme kind of benefit or use as the current CFC M

products.
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And then, finally, we had proposed in that ANPR
that if those top three criteria were net, that we felt
sure there were adequate alternatives, there were adequate
production capabilities and supplies, and there was
evi dence of adequate patient acceptance, that we woul d
presunme that all inportant subgroups were served, unless we
had evi dence to the contrary.

Let me spend a little bit of tinme tal king about
the ways one m ght define adequate alternatives. The first
one up here was not in our ANPR. We did not consider it,
and |'mnot sure that it's actually a very viable way to
proceed fromthe United States' perspective, but that would
be a product-by-product basis. So that if a particular
product, and I will just use one, like let's say Ventolin
were reformul ated, that you would only take away the
essential use listing for the Ventolin CFCif there were a
Ventolin HFA avail abl e, and you woul d not consider any
ot her drugs containing the same noiety, albuterol, or other
drugs in that therapeutic class.

This seened to have particular problenms in that
it in many ways seened to reward manufacturers who were not
nmoving forward with the transition process and woul d | eave

a lot of products on the market for perhaps a |onger period
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of tinme than really justified froma public health
per specti ve.

It also was quite different fromthe way the
current regulation listed essential uses. It didn't |ist
products, it listed noieties in essence, or in some cases
t her apeuti c cl asses.

Then three ways that the ANPR proposed we do go
woul d be the noiety-by-noiety approach, which neans in
essence drug substance-by-drug substance approach. The
reason we have to use the word "noiety" there is for FDA
purposes. Al buterol and al buterol sulfate are technically
di fferent drug substances, although they are the sane
active noiety, and we do consider al buterol and al buterol
sulfate to be essentially the same for these purposes. So
I"'mgoing to be using the term"noiety" here, but you can
take that to nmean the same as a drug substance.

So that would nmean that when there was
sufficient alternatives for any one drug noiety, for
i nstance becl onet hasone, that you would then invoke the
other criteria and then nmake the determ nation whether that
use of CFCs was still essential or not, regardl ess of what
el se was going on in that therapeutic class.

So if we were tal king about the case of
becl onet hasone, you woul d i gnore what was happening with

any of the others, with fluticasone or with triantinol one,
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any of the other inhaled corticosteroids.

Partly as a response to the way the current
regul ations are nodified and partly for reasons of feeling
like there can be sonme crossover use within well-defined
cl asses, we al so proposed that we m ght take a therapeutic
cl ass approach

In essence, there were three classes of
therapies listed in our current regulations or there are,
and those would be in nore nodern wordi ng than was
publ i shed in 1978, the inhal ed corticosteroids, the
i ntranasal corticosteroids, and then the bronchodil ators or
t he adrenergi c bronchodil at ors.

So we thought particularly for the inhaled
corticosteroids and the shorter beta agonists, that one way
to potentially proceed would be to do this on a therapeutic
cl ass approach.

In other words, if you were to take the inhaled
corticosteroids, when you had products representing at
| east two of the noieties within that class, where there
were at |east three distinct products, two of which had to

be MDIs, we thought that it m ght be reasonable at that
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point to invoke the other criteria, and if those were al
met, then to take away the essential use listing for the
entire class.

One thing that the therapeutic class approach
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does, at least for these two distinct categories, is it
allows for dealing with sone products that night have
reasonably small markets and where the manufacturers were
not perhaps interested in refornulating for their own
pur poses, for either econom c or other considerations.

It would be a way to assure that the -- when it
made sense to renove the essential use listing for the
entire class, that that would happen, and some products,
even if they were not refornulated, mght |ose their
essential use status.

Finally, laying out the noiety-by-npiety
approach and the therapeutic class approach, it also seened
reasonable to offer the alternative of what we would cal
the hybrid approach, which is to do the noiety-by-nmoiety
approach on every drug substance that's currently included
in the essential use listing, but when the therapeutic

class criteria was net, we would al so act on that.
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Again we had the advisory comittee neeting
regardi ng the ANPR on April 11th, 1997. As Dr. Jenkins
mentioned this norning, we had substantial interest in
public coments at that point. W had about 24 or 25
peopl e offer their suggestions or conments to the agency as
wel | as receiving inportant advisory conmttee input, and
we al so were quite successful in terms of gaining public

comments. We in fact received over 9,800 or in the range
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of 9,800 conments, which is one of the |arger nunbers of
comments to the dockets, certainly in the Center for Drugs
history. So it was quite a vigorous response.

Many of these were patient-generated comments,
and while reflecting very real concerns on the part of the
patients, they often represented sonmewhat inconplete
i nformati on or understandi ng of what we were actually
proposi ng at that point.

In addition to these patient-generated
comments, we al so received very broad i nput from various
prof essi onal organi zations, fromthe regul ated industry,

pati ent advocacy groups, environnental groups, and other
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i mportant constituencies in this matter

The advanced notice of proposed rul emaki ng al so
|l ed to several congressional hearings, and we certainly
received i nput from other conponents of the governnment in
ternms of considering this.

Once the docket closed, the CFC work group set
about the rather |arge task of review ng each and every
comment because we did review each and every comrent and
respondi ng accordingly, and we tended to have sone baskets
of conments that we thought, like many of the patient
comments, represented very real concerns and things we
shoul d answer because they tended to formthenes in a

themati cal way, and then we had rather nore substantive
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comments that were from again patient advocacy groups,
prof essi onal organizations, the industry and so on, and
think to sumup sone of the substantive opposition that we
recei ved, there was substantial concern about our proposa
to operate or to proceed in using a therapeutic class
approach

I think many people or many commenters saw this

as being too restrictive, as being anticonpetitive, and in
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fact |1 think some people saw it as being antipatient, that
if a patient were doing well on sonething that was not
bei ng refornul ated but, you know, other things in the class
had met the criteria, and the criteria in addition were
met, that patient would be subjected to perhaps |osing
their inhaler at sonme future date despite them not being a
direct alternative

I"'mnot going to spend a lot of tinme on this,
but there was some concern about the m sbranded and
adul terated provision which exists in the current
regul ati ons, where if a product was no | onger considered
essential, it would be considered m sbranded and
adul terated under the Food, Drug and Cosnetic Act, which is
sort of the nobst Draconian wordi ng of the FD&C Act and
basically makes it illegal under FDA |law to sell the
product.

| think these commenters felt |ike perhaps we
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woul d nake the determ nation better under the Clean Air
Act .

As Dr. Jenkins earlier nentioned, there was
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concerns about accel erating the phaseout, and | think, as
Dr. Jenkins said, we certainly want to be responsive to the
changi ng environnment. Mybe | shouldn't use the word
“environnment," but responsive to the transition as it goes
on, but we do certainly see as the FDA, as our prinmary
m ssion, protecting the health of the patients who rely on
t hese products throughout the transition process and not
accel erating the phaseout.

There have been concerns rai sed about the
pati ent access and cost concerns as the transition
conti nues, and, finally, there were concerns about how sone
of the rather general criteria that we laid out for
consi deration when products were no | onger essential, how
those woul d be specifically eval uated.

I"m going to pause there and turn the
m crophone over to Ms. Leanne Cusumano from our Regul atory
Policy staff. | think we'll save questions as far as
Leanne's presentation and nmy presentation until after
Leanne's presentation

MS. CUSUMANG: |'m Leanne Cusumano. |I'mwith
CDER s Regulatory Policy. |'ma regulatory counsel there,

and for those who've seen the proposed rule, ny nanme's
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listed there in the contact section, and | worked with Dr.
Meyer and the CFC working group to review all of the
comments and to be responsive and to put together the
proposed rul e, and Bob brought us to the present and where
we are, and you'll see a little bit of a devel opment of how
we ended up with the proposed rule.

I'"'mgoing to tal k about three nmmjor provisions
of the proposed rule. First, how we propose to elininate
essential uses; second, the possibility of adding new
essential uses; and, third, what kind of enforcement wll
be taken under the proposed rule.

First, and | put this first because | think
it's what nost people are interested in, the question of
how are we going to elinmnate essential uses under the
proposed rul e, and Bob went through the three alternatives
that we've laid out in the advanced notice of proposed
rul emaki ng, and based on the comments and based on
consi deration of how this would work best, we selected the
noi et y- by-noi ety approach, which, as Bob had explained, is
drug substance-by-drug substance. Basically we have a
technical definition in our regulations for noiety.

We tal k about supplies, post-nmarketing data and
how patients are served, and I'mgoing to step through each
of these step-by-step

First, in addition to having noiety-by-noiety,
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we are also | ooking at products delivered by the sane route
of adm nistration with the sanme indication and
approximately the sane | evel of convenience of use. These
are all factors that patients have expressed as being very
important to themin their ability to use their asthma or
COPD treatments adequately.

In terns of supplies, we want to have supplies
and production capacity that exists or will exist at |evels
sufficient to neet patient needs. |It's no good if an
alternative exists, and the patients are not able to get
it. So we want to make sure the manufacturers are able to
get the product to the patient in adequate |evels.

Third, we want to be able to | ook at at |east
one year of United States post-marketing data, and although
we're interested in |looking at foreign data, we al so want
to see the U.S. data because U. S. popul ations are
different, our health care systemis different, the foreign
data woul d be supportive, but, in particular, we're
interested in U S. data, and one of the specific things
that we asked for in the proposed rule was for people to
tell us what kind of post-marketing data we should be
| ooki ng at.

We have sone general ideas, but we're
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interested in hearing what other people think we need to

| ook at, and, finally, how are patients served? W want to
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know that patients who nedically require the ODS, the
ozone-depl eti ng substance product, the CFC MDI, are
adequately served by available alternatives, and | put the
word "all" in there because we're not |ooking just at
necessarily the product containing the noiety that's
replacing it but at the whole market of avail able
alternatives, and again we asked for coments, for people
to tell us how we can nake this determ nation

Okay. So we've got that list of things, of
items. Those four factors are what we're going to | ook at
in determning whether we're going to elimnate an
essential use.

We al so have three other factors that we are
going to look at. These are ors. |[If any one of these four
criteria are met, then we will put out a proposal to renopve
an essential use. W talk about what's going to happen
after January 1st, 2005, what happens if a product is no

| onger marketed in a CFC fornul ati on, and then about nasa
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steroids, and let ne wal k through each of those.

January 1st, 2005. As both Erin and Dr. Meyer
had said, the essential use exenptions were never neant to
be permanent. So the question is: when are we going to
acconplish the phaseout? Wen is it going to happen?
Well, we don't know when it's going to happen because it's

really very dependent on what products are in the pipeline,
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but one of the things that we thought is, after a certain
period of tinme, and in this case, we picked 2005, we would
| ook at the products that are on the nmarket that are stil
unref ormul at ed, and we woul d say, okay, do we still need
that unrefornul ated drug, and we woul d nmake that

determi nation by | ooking at the original essential use

criteria.

Basically does it still nmeet those criteria,
which are, there's still substantial technical barriers to
reforrmul ation. Does that still exist? Does the drug stil

provi de an inportant public health benefit? And is the
rel ease of the CFCs still warranted or not significant?
If the answer to those questions are no, we can

refornul ate or there's no inportant public health benefit
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or the release is not warranted, then we would consult with
an advi sory comrmittee in an open public neeting and say
shoul d we propose the renpval of this product, even though
it hasn't been reformulated? So that's what the 2005 date
is about, and again | enphasize this is an or

We can either go by the four criteria | tal ked
about first, noiety-by-noiety, with the patient service and
all those other things, or after 2005, we can do it this
way.

Now, what about if a drug is no |onger

mar keted? In the proposed rule, we are suggesting renoval
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of the essential use listings for products no | onger
mar ket ed, and there's four products that are listed right
now in our current regulations that are no | onger marketed
in a CFC formul ation, and they're these four
contraceptive vaginal foans, intrarectal hydrocortisone
acetate, and |I'mnot going to describe polynycin beta
sul fate-bacitracin zinc-neonycin sulfate soluble antibiotic
powder without excipients, netered-dose nitroglycerin human

drugs administered to the oral cavity.
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These are all for human use. So we're
proposing to renove these essential use listings. The
parties to the Montreal Protocol have not granted use of
CFCs for these products in years, if ever, and they're not
on the market in a CFC fornulation. So there's really no
point in having themin our regul ation.

The ot her proposal that we are making is to
renove the essential use listing for nasal steroids. Wy?
We're proposing that there are adequate alternatives out
there wi thout the CFC fornul ations. Also, that there's
wi despread use of those alternatives, sufficient supply.
The manufacturers have been making them and the patients
have been able to get them and again the parties to the
Prot ocol have not allocated CFC use for these products
ever. So if they're being manufactured at all, they're

bei ng manufactured with pre-1996 chl orofl uorocarbons.
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There's no new production of CFCs for these products.
In the proposed rule, we asked specifically for
comments on the timng of the renpval of the essential use
all ocation for nasal steroids, and what we proposed is that

one year fromthe date we finalized the rule is the date
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that the rule would go into effect.

So you know, we're at the proposed rul e stage,
in the coment stage. W have to read the coments, take
theminto account, publish a final rule, and one year from
that date would be the date we would renpove the essentia
use listing for nasal steroids.

So those are the four ways we could renpve an
essential use fromour regulation. Either it neets those
four initial criteria under the npoiety-by-noiety approach
it's no | onger marketed or after January 1st, 2005, the
total market is sufficient to serve patients or with the
nasal steroids, if they fall in the nasal steroid class.

So how do we add new essential uses? Well, we
know t hat addition of a new essential use had better neet
some pretty tough criteria because otherw se, they' re not
going to get CFCs for that year fromthe parties to the
Pr ot ocol

So the criteria we look at, we're proposing to
| ook at woul d be that there are substantial technica

barriers to formulating the product in a non-CFC or a non-
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ozone-depl eti ng substance formul ation, that this product
provi des an unavail abl e inportant public health benefit,
that you can't get it from sone other non-ODS drug, and
that either the release of the ozone-depleting substance is
not significant or that it's warranted in |ight of the
public health benefit and kind of the theoretical example
that we toss around is, well, what if we found a cure for
Al DS that could only be fornulated in CFC use? You know,
you'd want to have sone kind of mechanismin place for that
ki nd of eventuality.

So let's say we go ahead and make all these
changes. W inplenent the proposed rule. How s this going
to work? Right now, in our regulation, we have adulterated
and m sbranded provisions, and that's been in that
regul ati on since the 1970s, |i ke Bob tal ked about, but the
primary enforcenment for this would be under the Clean Air
Act, and EPA regul ates products fromall around the
country, all kinds of different agencies.

Even though they don't regul ate the product
itself because it deals with an environmental issue, they
have the authority under the Clean Air Act to take
enforcenent action against the product if it doesn't conply
with the Clean Air Act, and that would be the prinmary
nmeans.

What does that nean in sinple speak? It means
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that is you're not an essential use in FDA' s regs, you
woul d not be able to market your product in the United
States anynore under the Clean Air Act.

As Bob said, we got quite a number of comments
on the advanced notice of proposed rul emaki ng, kind of woke
us up and said we need to get nore information out there,
so peopl e know what we're doi ng and have accurate
i nf ormati on.

One of the things we did was develop a web site
at this address. W've also brought it to the advisory
conmttee. W want people to have the opportunity to
comment. We had a conference call with interest groups on
the date the proposed rul e was published, Septenber 1st,
1999, to nake sure that they and their constituents know
what we're doing and know accurately what we're doing, and
al so we worked with themat their request to help themin
writing articles or in any way that we can in dissem nating
accurate information.

So far, and | have to update this because on
Friday, | got one nore, we've gotten four conmments on the
proposed rule. Let ne tell you the coment period closes
on Novenber 30th, and in my experience, we routinely get
comments on the |ast day, particularly from big conpanies

or interest groups, that kind of thing. So |I'msure we
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will be getting nmore, but so far, we've gotten four. One,
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parents of an asthmatic, two doctors, and the other one was
fromthe Service Enployees International Union, a branch of
AFL-Cl O

Overall, the comments have been very positive.
There is still concern about the cost of replacenent
products. A statenment that switches can be difficult,
which we all know, and that's part of the reason that we
are so involved in public outreach and public education.

So I'm nore than happy to answer any questi ons.
I"msure Bob is, too.

DR SESSLER: Questions?

DR. CGROSS: How was the date 2005 arrived at?
Was that arbitrary? |'mjust wondering is that too far in
the future or naybe not far enough? Was there a response

reaction by industry?

MS. CUSUMANO. | haven't heard one yet. |
think it was pretty arbitrary. |It's not necessarily that
on January 1st, 2005, we will do this, but that we can, and

we won't do it before that.

I think Bob wanted to add to that. |[|'msorry.
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DR. MEYER Yes, | did want to coment on that
because for folks who are nore intimately involved in the
Montreal Protocol process, there's also been sone | anguage
t hrough sone of their technical and econonic assessnent

panel s and so on about nobst of the transition being
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conplete in devel oped countries by 2005, and we didn't
choose 2005 to marry to that date, but we were trying to
project fromthe United States standpoint when m ght we
have enough products to start thinking about sone of these
ot her products that remain on the essential use listing but
really are not being refornmulated, may not be still neeting
the criteria for essentiality, and it happens to coincide
by that date, but it wasn't nmeant to marry to it because
think, quite frankly, for the United States, 2005 will be
sort of mid-transition, not |late transition

I think that we'll still have sone use of CFCs
at that time point, and again as Leanne said, it's really
i mportant to understand. Fromthat day onward, we woul d
have that pathway for us, but it's not like we're going to

be convening this group on January 1st, 2005, to w pe out
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the rest of the essential use listings.

DR. GROSS: But you didn't get a reply from
i ndustry?

DR. MEYER. W haven't heard any yet. At |east
we' ve got public comrents com ng today.

DR. FORD: One of the criteria for
determ nation of non-essentiality is the presunption that
al | subgroups, including young children and people with
very low air flow, would be served.

Now, what is the process for obtaining the
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evidence that in fact that is the case? Because | believe

in your presentation, you said unless there's evidence to

the contrary. How will you obtain the evidence, and how
will you evaluate it?
DR. MEYER. Yes. | think that's an inportant

poi nt because sonme of what we're proposing here, as Leanne
spoke to and as | alluded to as well, are still fairly
general ideas, and | think the -- particularly what's now
come to be the criteria that patients' needs are net, that
those patients who nmedically rely on these products, for us

to know that their needs are being net.
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W have some ideas on that, but we're not
entirely set on a pathway for us to evaluate that, and
that's actually sonething we'd be very interested in the
committee's opinion on

DR. JOAD: In your original class rules, when
you did it by class, you required that two of the
alternatives be MDI's, but then when you went to the noiety-
by-moi ety, you don't have anythi ng about that.

Is there a reason why you didn't include that
or were you thinking of including that in your hybrid?

What happened with that?

MS. CUSUMANG: | think that, and we say this in

the proposed rule, that we expect that generally, the ratio

will be MDI for MDI, but technol ogy's progressing, and
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there may be alternatives coming that are better than M s
or just as good as MDIs, and we didn't want to lock in to
requiring an MDI when there m ght be sonething even better
DR. NI EDERMAN: | f you take the noiety-by-
noi ety approach, does that di scourage devel opi ng

alternatives for any patented noiety? In other words,
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what's the incentive for sonebody who has a patent on a
speci fic moiety, nobody el se can produce it, they have an
MDI? If the criteria is that there has to be a repl acenent
for it, what's the incentive to devel op that replacenent
since there's no conpetition?

M5. CUSUMANO: | nean, that's true generally,
that any tine you' ve got --

DR. NI EDERMAN:. And there's pressure to
devel op.

M5. CUSUMANO | don't know if there is nore
pressure in the class approach than there is with this
because peopl e know that the phaseout's conmng. Either
you're going to develop it or eventually --

DR. NI EDERMAN: But you're allowing -- | nmean,
I can conceive that if | have a unique and highly effective
product, I'mgoing to get the essential exenption, and
there's absolutely no incentive to go through the cost in
devel oping an alternative, as long as the npoi ety approach

is used.

63
DR. MEYER: | guess |'d say two things to that.

| think that it is clear, and it's inportant, that we
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enphasi ze repeatedly, along with the EPA, that these
essential uses for CFCs are on a year-by-year basis now,
and that they are intended to eventually go away. So
hopefully at |east the manufacturers have that know edge.

But | guess one thing that we realized about
the noi ety-by-noi ety approach, although it clearly was --
the nessage we got was that was the best way to proceed.

It allows for -- well, it does not allow, | should say, for
sort of a neat cleanup of these products that aren't being
reformul ated, particularly sort of the ones that have the
very small market, and there really is not an econonic
advantage to a manufacturer to refornulate it, and that's
really why we canme up with this approach, that at sonme date
in the future, we would need to start |ooking at the market
and all the available treatnments and see whether the public
were being served, even if that particular noiety wasn't
bei ng refornul at ed.

DR. NI EDERMAN: But | think the danger is if
you have one of these products that has a big market, and
again as long as it's a uni que product w thout conpetition,
and it has a big market, it's probably even | ess reason for
themto refornmulate it.

DR. MEYER: Yes. | think the other thing that
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is difficult in this kind of forumto talk about is that we
are witing this with a fair anmount of foreknow edge about
what is being refornulated and what's not.

We know the pipeline pretty well. So | guess
it's always so unconfortable as a regulatory body to say
trust us on this, but we did wite this with a reasonable
know edge of what the pipeline is.

DR. SESSLER: Dr. Vollnmer, you were waiting
patiently earlier.

DR. VOLLMER: | think it's been answered.

DR, SESSLER: If | nmay ask, cost is certainly
sonmething that's an inportant issue and obviously ties into
Dr. Niederman's question.

What are the strategies to address that in
terms of older products that may be reasonabl e substitutes
and yet optimal, particularly within the next five or six
years?

MS. CUSUMANGC: One of the things that industry
has told us is that for nane brand products, they expect
the replacenents to be about the sane price as other nane
brand products.

So if you've got a name brand and a nane brand,
you' re tal king about approximately the sanme price. So that
woul dn't be a cost problem The only product that has a

generic out there right nowis albuterol, and that's a
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guestion, because the generic is |less than the innovator
product. How is that going to affect the market? | don't
know i f we have a good answer for that yet.

DR. MEYER. No. | think another thing that we
woul d wel come committee thoughts on is how much of a
barrier to access is cost.

DR. SESSLER: Right.

DR. MEYER | think that that's an inportant
i ssue for us to consider. So I'd very nmuch wel cone
conmittee coments on that.

DR. NI EDERMAN: |s the HFA propel |l ant patented
or is that available w dely?

M5. CUSUMANO. It is patented.

DR. NI EDERMAN. So again, you could not get
generic al buterol HFA?

MS. CUSUMANG: Not right now, you can't. But
there's no barrier to innovation.

DR. GROSS: Can | ask a question about non-
safety or hazards of alternatives? It occurs to ne that
for the first 20 years or so of CFC use, they were thought

to be ideal agents with no nedical problems, and
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environnental problens weren't known about at that tinme.
But what do we know about HFAs or other
alternatives in terns of these |ong-term possible risks?

mean, obviously | understand that right now, they're
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believed to be safe environmentally, unless |I'm wong, but
| mean, how can we be sure that the alternatives that are
bei ng devel oped don't actually have sone worse inpact than
CFCs?

| nmean, you know, | understand this is very
difficult to predict, but one doesn't want to junp out of
the frying pan and into the fire.

M5. CUSUMANO: And | can answer part of that,
and maybe |1'Il ask Bob to answer after, too.

First, part of the devel opment programis we're
usi ng the sanme noieties that we've been using for years and
years. So then you're just tal king about the interaction
bet ween what ever propellant you' re using and the product,
and there has been extensive testing on HFA.

I know | PAC s been involved init. W've got
quite a lot of data, much nore data than we ever got on

CFCs before we started marketing themis ny understanding,
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and as far as environmental inpacts, | think we know t hat
HFA has a very small inpact, and it's sonething that's
consi dered accept abl e.

So | think we're at a better know edge | eve
than we were with CFCs.

DR. MEYER Yes. Let ne pick up on that, and
"Il invite the EPA to comment as wel |

As Leanne said, the testing for the HFA was in
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fact very extensive, and in fact, the pre-clinical testing
in terms of the toxicology and so on was as extensive as
what woul d be done for nmany new drug products. In fact,
nore extensive than what m ght be done for some new product
drugs.

I think the FDA felt that was very reasonabl e
gi ven the type of chronic use that these get, and the fact
that they represent such a | arge proportion of the
formul ation.

As far as the HFAs go, they have no ozone-
depleting potential at all. So they're very good in that

standpoi nt. They do have some gl obal warning potenti al
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and in fact, HFAs are anpongst the gases that are proposed
to be controlled under what's called the Kyoto Protocol or
basically the G eenhouse Gas Protocol

But there's sone inportant things to bear in
mnd there. One is that the HFAs are actually | ess potent
gl obal warners than the CFC alternative or the CFCS they're
meant to replace. So in fact, fromthe gl obal warm ng
standpoint, they're a better trade-off because the CFCs
have nore potency.

The other thing is the difference between the
Kyoto Protocol and the Montreal Protocol is quite
substantial in terns of the Kyoto Protocol is tal king about

controlling greenhouse gases and not elimnating them and
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so the Montreal Protocol is tal king about the elimnation
of ozone-depl eting substances. The Kyoto Protocol is
tal ki ng about an overall control, and I should point out
that, to ny know edge, it's not been ratified by the United
States, but the countries have the option of how they sort
of get to their target.

So if we can do that by trading off carbon

di oxide for HFAs, it does allow for sort of a neat
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bal anci ng, and so that, as far as |I'maware, is the only
known consequence right now fromthe environnental

st andpoi nt of HFAs, and | don't see it as a mmjor hurdle
for the future.

I think people realize that this technol ogy,
the HFA MDI's, is very inportant, that there's been a | ot of
i ndustry outlay of capital to develop them and | think
that because of the way the Kyoto Protocol's structured,
even if it were ratified, it wouldn't put the MD s at risk.
I"d wel come EPA comments on that.

MR, COHEN: | don't think there's anything that
we can add to what Bob just said. There was also sone
interest in these HFAs or HFCs as a risk in terns of
refrigerant use, and there have been other clinical studies
| ooki ng at exposure to folks. | think they were conducted
in Europe recently, in the Netherlands, and those turned

out to be clean.
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So we're very confortable with any health risks
associ ated with these --

DR. GROSS: Are you going to be nonitoring that
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in the future? The risks, possible risks using
alternatives? | mean, is that sonmething you follow year-
by-year and nmeke sure that there isn't sonme kind of hazard
that's becom ng apparent or having approved an alternative
i ke HFA, you just say okay, that's it, wait unti
somet hi ng shows up?

DR. MEYER: Well, | think fromthe FDA s
standpoint, that we feel quite confortable with the pre-
clinical testing that we have and in fact the hunman testing
t hat we have

I think sort of in the back of our mnds as far
as these formul ations overall, including the HFAs, part of
the reason we wouldn't just nmake a determination that it's
a particular alternatively-propelled MDI as a suitable
alternative the day it's approved is because there are
questi ons about how patients will react to the fornul ation
overall, and | think that we will be interested in
monitoring that in total, and | don't think we have a | ot
of concerns about the HFA health because we've seen sone
very good data about their safety, and they are reasonably
i nert conpounds.

But we have the overall question about how
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these do in the wider use, and that's at |east a snall part
of that.

DR. SESSLER: Did that answer your question
Dr. Gross? Did you have EPA inplications with your
qguestion as well?

DR. GROSS: Are there any?

MR, COHEN:. | think, as Bob said, we're pretty
confortable with the conpl eteness of the data that's been
collected so far. There have been no reports, no anecdota
i ndi cations that any exposure to HFAs in other uses have
caused any probl ens.

DR. MEYER: Actually, let ne neke one nore
poi nt on that just before we turn to the next question, and
that is that, as Leanne said, there was not this |evel of
testing when CFCs were first used, and in fact, in some of
t he head-to-head toxicology testing, HFAs al so | ooked |ike
they had an advantage over CFCs. Particularly some of the
CFCs at very high exposure |levels caused cardi ac
arrhythm as, and the HFAs seemto have | ess propensity than
at | east one of the CFC propellants in terns of that.

DR. FINK: Wth at | east one product, albutero
HFA, it's been available for years. You said it had about
8 to 10 percent of the market. It seens |ike voluntary
application of these rules nmay not be adequate to drive the

mar ket, that there nay need to be sone sort of tax or
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di sincentive on CFC products because if you take the
exanpl e of al buterol, where there is an acceptable
reformul ated product available, it's not being prescribed
and used, even though studies have shown it may be superior
to the CFC-containing inhalers in terns of clinica
ef ficacy.

MS. CUSUMANG: Al buterol's kind of in a unique
situation, and that's kind of the reason that having that
one as the alternative first is nmaybe not predictive of the
rest of the market just because al buterol does have
generi cs.

VWhat we' ve seen in sone other countries, in
some of the European countries, where you've got mpiety-by-
noi ety replacenments, is that there's a faster change in
part because the conpany's not interested in having two
production |ines.

So it'll be interesting to see what happens
here, but I'mnot sure that albuterol's the nodel for it.

DR. MEYER: You know, | think the other thing
woul d say to that corment is that the FDA is only part of
the overall U S. transition process, as is the EPA, and
think that there are other ways the government has to | ook

at this and figure out the best way to proceed in ternms of
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transition.
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So | think we're trying to do our best part
fromwhat we're being called to do, but issues, such as
cost and, you know, the governnent perhaps stepping into
facilitate the transition in ternms of the paynment system
and so on, are really beyond the purview of the FDA

DR SESSLER. Dr. Apter?

DR. APTER. | was wondering, with al buterol
there's a propellant that's somewhat conparable to CFCs
with the inhaled steroids and also with the nasal steroids.
The propellants, | believe, for the inhal ed steroids, the
propell ants are in devel opnment. For nasal steroids,
there's not a conparabl e propellant on the way.

I think that the delivery system for aqueous
versus gaseous propellants are very different.

DR. MEYER: There's actually two propellants
t hat have been devel oped, being HFA or HFC-134A, which is
in the currently-approved Proventil HFA product. The other

one that is being put forward as a reasonabl e
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pharmaceuti cal alternative propellant would be the HFA or
HFC- 227EA, and it really is the choice of the manufacturer
as to how to best reformulate.

It's just step back for a second and say it's
been a very technically-challenging process for the
manuf acturers because the different solvent capabilities of

the gases that we're tal king about, because of different
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vapor pressures and so on, it's really required a
reengi neering of the MDI. It's not just taking out CFC-11
and 12 and putting in HFA-134A or 227EA. It really
represents reengi neering the product substantially, and
that's been a big technical barrier

But there's no a priori reason why any of the
current MDIs could not be reformulated. There are sone
chal l enges to doing that, but in one of those two gases,
and | think that we would anticipate that such products
will continue to be devel oped, both for nasal and ora
i nhal ant .

MS. CUSUMANG: This was sonmething | didn't
include in ny presentation, but we've got it in the

proposed rule. There's only three active noieties marketed
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as a nasal steroid, beclonethasone, budesoni de and
trianci nol one, and becl onet hasone and tri anci nol one are
al so marketed in non-CFC fornul ati ons.
So really, it's just budesonide that there's no aqueous
sol ution for.

DR. MEYER: Actually, since the proposed rule,
there is now.

MS. CUSUMANO: There is now?

DR. MEYER: Yes.

MS. CUSUMANO. Ckay. So.

DR SESSLER: Dr. Kelly, and then Ms. Conner
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DR KELLY: Going by the noiety-noiety
approach, just reflecting back on the al buterol HFA, there
was an attenpt, | think, when it was produced to nmaeke it
essentially equivalent to the CFC product, but in the
exi sting approach, it seens like, and I think it's a good
i dea, that the new products don't have to be equival ent.

In other words, two puffs equal two puffs, and
so if a new product that's being devel oped delivers nore

drug, for instance, so it could be used as one puff in
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repl acenent of two puffs twice a day or whatever, that that
woul d be an acceptable alternative, and so the noiety-to-
noi ety approach is sort of giving away to the equival ency
approach

DR. MEYER: Yes. | think we have never really
proceeded with an equival ency approach. | think actually
sone ot her regul atory bodi es have used nore of sort of a
bi oequi val ency approach to all this, but | think we've
realized that there may be differences in the products and
maybe by design or naybe by happenstance, but we've all owed
for that, and if you consider the criteria that are in our
notice of proposed rul emaking or were in our ANPR, we never
really called for it being a direct one-to-one switch for
t hat reason.

We wanted to allow for sonme either intended or

uni nt ended di fferences, although certainly in the case of
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uni nt ended differences, we wanted to have enough data to
under st and what those differences were before we'd consider
an adequate alternative.

MS. CONNER: It just seenms to ne that there's

an overall acceptance that the transition is going to be to
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an HFA-type inhaler, and | wondered with this pipeline
know edge that you have, if you see any other trend towards
different delivery devices.

I know we have dry-powder inhalers and other
type actuated systens that, unfortunately, they are
affected by inspiratory flow, but do you see other
pharmaceuti cal conpani es or even sone of the generic
conpani es | ooking at new delivery nechani sns as opposed to
new propel | ants?

DR. MEYER: | think it's clear that this whole
transition process has been a signal to sonme conpanies to
t hi nk about other ways of delivering the drugs for
i nhal ation that are as roughly convenient as Ml s but
perhaps don't use a pressurized gas to deliver them and
suspect that those products will becone avail able over the
period of this transition.

I think the other thing to bear in mnd,
particularly for sort of the broader discussion of what,
you know, when we convene these neetings after the January

1st, 2005, date, of what the market is like, is evenif a
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nmul ti dose dry-powder inhaler's not perhaps in sone p

opi nions a perfect replacenent product for an MD, t

doesn't mean ther

e aren't substantial nunber of pati

who don't use them and benefit fromthem

So if

substantially hel

you | ook at the overall market, th

p us towards the transition but may

on a direct noiety-by-npiety approach

DR. SESSLER: Dr. Dykewi cz, and then Dr.

Ni eder man.

eople's
hat

ents

ey my

be not

DR. DYKEWCZ: |1'd just have a clarification

I'"d |i ke answered. As proposed by the mpiety-by-noi

approach, | under

stand that if there were a non-CFC

alternative preparation for that noiety, then the CF

preparati on woul d be consi dered non-essential with s

provi si ons.

To sone extent, it gets back to the ques

Dr. Joad about the newer

not specifically
requirenment.

Now,
you nmight have a

powder inhaler, t

consi der netered-dose inhalers as a

the problemthat | could foresee is

ety

Cc

one

tion of

noi ety- by- noi ety approach woul d

t hat

non- CFC al ternative product, the dry-

hat may not neet the needs of al

i mportant subgroups. For instance, children may not

good inspiratory

So if

flow.

I"'munderstanding this correctly,

have a

even
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though it's not specifically stated, if an assessnent is
made by FDA that the alternative DPI product would not neet
all patient subgroups, that would be a reason for
continuing the essential accolade for the CFC Ml ?

MS. CUSUMANG: That's right, and one of the
things that | think it's inportant to renenber is that
noi et y-by-noi ety includes things |ike conveni ence of use,
but it also says for the same indication.

So if you've got the MDI down to six or
younger, and the DPI is only down to 12, you don't have the
same indication. So you've got a m ssing product.

The other part of that is, okay, so, we've got
the noi ety-by-noi ety approach, but one of the or's is after
January 1st, 2005, and this is what Bob was tal king about,
do you have not just DPlIs out there that are serving 12 and
above, but HFA products or other products, you know, other
types of alternatives that serve that younger popul ation or
the popul ation that can't use the DPI? |f so, then we

woul d | ook at renoving the essential use for that noiety.

DR. NI EDERMAN: | was just going to say, |
don't think there's any question that we'll have
alternatives to MDIs and DPIs. | know |'ve seen, for

exanple, a liquid inhaler device that's mniaturized and

portabl e and probably woul d work as well
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going to be addressed, and maybe we can't address it, is
the cost issue, and | think as was pointed out with
al buterol HFA, the |lack of acceptance has to do, |I'm sure,

nore than anything with the cheap price of the generics
conpared to the nuch greater price of the HFA and | think
it is probably a very relevant thing to | ook at because
think that the HFA has not been adopted wi dely probably
because it's just nmuch nore expensive, and | think that in
terms of defining essential use as neeting all people's
needs, unless we can find a reasonable way to provide
alternatives that are equal in cost to the current
generics, | think it's going to be very burdensone on
certain populations to make this transition.

M5. CUSUMANO: Like | said, albuterol is the
exception to the rule because of the generic.

DR. N EDERMAN: But it's a good exanple of, |
think, what's going to happen. | think it's not an
exception. | think it's a glinpse into the future of
trying to deal with this issue.

DR. MEYER Well, again, | think that, as
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Leanne said beforehand, | think it's clear, nost clearly
the case with al buterol that there's a generic now, and
that has changed the economcs of the market, and | think
that that's why Leanne is saying it nost clearly | ooks like

an exception to us.
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For MDI replacenent products, it does appear
fromwhat the industry has said, and in fact Proventil has
held this out, is the price will be essentially the sane.
| believe the Proventil HFA is within a few pennies of the
Proventil CFC.

DR. NI EDERMAN: But not conparable to the
generi cs.

DR. MEYER: Correct. But, again, albuterol is
the only drug substance right now that has a generic
available. So presumably if you're tal king about Drug X,
and it's an inhaled corticosteroid, and it's refornul ated,
it will be reasonably priced, and the other thing, | think,
to bear in mnd, nowthat |I'm saying that, this has not
been one of the questions, but these are sort of the way

that we thought we would respond to the transition
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It's entirely within the conpani es' options,
and in fact sonme compani es have indicated to this, that if
and when they get their alternative approved, they may in
fact want to stop narketing the CFC sooner than we would
perhaps remove the essential use listing. That is their
prerogative, and although we m ght have sone at | east
t heoretic concerns about that, that's the way they coul d
proceed, and obviously CFCs are getting nore expensive, and
there's sone econonic reasons why you wouldn't want to be

runni ng two production |ines.
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So | think when we first started the ANPR
process, we really hadn't anticipated the fact that we
mght in a lot of cases not even have to invoke this
because the conpanies may be making a switch on their own
even faster than we m ght be proposing.

DR SESSLER: Dr. Ford?

DR. FORD: | think that in addition to the cost
i ssues that Dr. Ni ederman spoke to, one of the
considerations as a potential determ nant of use of the
alternative products is going to be the extent to which

practitioner popul ations are being reached in terns of
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t heir awareness of what the alternatives are, and | think
that as is nmentioned in some of the docunents, there has to
be a major effort in terms of maki ng sure that people know
what's avail able, and | suspect that a | ot of that
information is within the specialist population right now,
including the availability and potential benefits of
Proventil HFA, for exanple.

MS. CUSUMANO: That's absolutely true, and |
mean that's one of the reasons that we're so involved in
education. | know Bob participates in NAEPP, Nationa
Associ ation -- National --

DR. MEYER  National Asthma Education
Prevention Project.

MS. CUSUMANG:  Ast hna Educati on Program
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DR. MEYER: As has the CFC work group, and in
fact, the industry itself has, through its consortium
call ed 1 PAC, has been produci ng docunments. We worked with
t hem and NAEPP and EPA and ot her professional groups and
pati ent organi zations to produce a docunent called "Wy

Your Inhaler is Changing," and | know there will be other
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efforts, both fromthe NAEPP and, |'m sure, fromthe
i ndustry, in terms of education

I think the clear nessage we're getting from
our colleagues in the U K is that education is perhaps
best tined for when the transition's really happeni ng, and
right now, we're sort of in the early phases, but | know
that it's been our experience that Dr. Jenkins and |I and
ot her folks fromthe FDA have spoken at many public
nmeetings, such as the AAAAl annual neeting and so on, and
there's been sone interest, but, quite frankly, the | ast
time | spoke at the AAAAI, the roomwas pretty full, but it
was nostly industry people there, and | think that for a
| ot of practitioners, it just hasn't hit yet, that this is
sonmething they need to grapple with now, and so | think
we'll really intensify, we neaning both the FDA and ot her
conponents that we interact with, really intensify our
efforts as the transition really starts happening.

DR. SESSLER: Dr. Kelly?

DR. KELLY: What are the issues with the
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generics? | nmean, you should know if anybody's trying to

devel op any new generics or if there's any drugs avail abl e?
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If basically it's a nmoot point, except for
al buterol, then the cost issue is probably not a ngjor
issue. It would seemhard to develop a generic for, say,
becl onet hasone right now. You're not going to be given the

essentiality based on the fact that it's just a generic

al buterol -- | mean, a generic becl onet hasone.
DR. MEYER |'d rather not coment on the
speci fics of your question. | will say that the npiety-by-

noi ety approach doesn't specify what kind of product it's
in. So if beclonmethasone is considered -- | mght even use
becl onmet hasone -- let's use sonething el se.

DR. KELLY: Okay.

DR. MEYER: |f Drug X were considered an
essential use of CFCs, that really doesn't discrininate
whether it's a branded or a generic use.

There was sonething else | wanted to talk to
there in that question, and I'mforgetting -- oh, well, |
was going to say even if it were only al buterol, were only
al buterol, albuterol is such a large product in this
market, that it would nmake the cost issue very neani ngfu
in and of itself because it is such a big player in the
ast hma nmar ket .

DR. SESSLER: 1'd like to bring it back to
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cost, but froma little bit of a different perspective and
perhaps nmore i medi ate, and that is really the nasa
corticosteroids.

The proposal seens very reasonable, but | guess
there nust be some differences in cost for the various
products that are available currently, and |'m guessing
t hat perhaps the |lower cost itens would be CFC rather than
t he aqueous.

I guess |I'm seeking some information first,
some data on cost conparisons, and then if there is inpact
in that area.

DR. MEYER Do you have the econom ¢ anal ysis
pi ece there?

MS. CUSUMANG: | don't think | have figures
conparing the aqueous versus the CFC part, but | do know
that the four manufacturers marketing five CFC nasa
steroids constitute | ess than 20 percent of the market.

So.

DR. MEYER | think when we | ooked at this, it
did not appear to be a substantial barrier. W did have an
econom cs analysis as part of this rul emaki ng process, and
I know that we did |look at that issue. | don't renenber
the details offhand, but it did not seemto be a
substantial issue.

The other thing with the nasal corticosteroids
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is that it's a very different part of this than the inhaled
products because they're not considered essential fromthe
Montreal Protocol standpoint, and | think that we're really
tal ki ng nore about tim ng of our action rather than whether
to do it or not.

DR. JENKINS: If | could just add to that,
Curtis. Al the nasal corticosteroids are branded
products. They're not generics.

DR. SESSLER: Right.

DR. JENKINS: So again, that takes away that
el enment of the cost conparison.

DR. APTER: While we're on the subject of the
nasal steroids, which, of course, nasal diseases aren't
usually life-threatening |Iike asthm, and even though you
menti oned those figures about aqueous capturing a | arge
part of the market, my own clinical experience is there's
not a |lot of data conparison, is that some people don't
tolerate the aqueous as well, and that sone people don't
get as good delivery with the aqueous versus the aerosol
and so it may be inportant to encourage an HFA-1i ke

preparation to cone forward
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DR. JOAD: On average, how much less is the
generic al buterol than the brand name? Just ball park
DR. MEYER: | don't really know the answer as

far as what it costs the patient. As of nonths ago, there
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was not a huge difference. | think that's been expanding
over tine at the wholesale level. So I think that at the
whol esal e I evel, we're probably talking in the m d-20s for
t he branded products. The generic products, |'ve heard
figures quite |ow actually, down at |east for one of the
so-call ed generics, and I'll just say so-called generics,
down in the $3 to $4 range at the whol esale |evel.

I don't have personal know edge of that, but
that's what |'ve heard through sone of ny contacts. So it
had been nuch nore, sort of $17 to $25 type of conparison,
and | don't know how that translates to what patients
actual ly pay.

MS. CUSUMANG: It's one of the issues that
we' ve struggled with because certainly one of the types of
comments that we heard was about cost, yet there's very
little within our authority that we can do about cost, and

so | mean that's one of the issues that we wanted to bring
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here today, to ask what kind of innovations or what kind of
t hi nki ng outside the box can we do to address this issue?

DR. NI EDERMAN:. But, again, to put it in
perspective, generic al buterol nmekes up what percentage of
the al buterol market? Do you have any guess?

M5. CUSUMANOG: | don't know.

DR. N EDERVAN: O the MDD al buterol market?

MS. CUSUMANG: Do you know, Bob?
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DR. MEYER: Taking sort of the non-regulatory
definition of generic, it's a large mgjority now It's,
think, in the range of about 70 percent, if not nore, 80
percent.

DR. NI EDERMAN: | nean, one obvious focus of
this would be on the managed care conpani es because | know
in nmy patient population, they don't want the generics
necessarily. They're being driven to it by their health
care plans, and certainly a major |obbying effort on behalf
of sone of these non-generic new products probably has to
be done at the health care plan | evel even nore so than at

the patient |evel.
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DR. DYKEW CZ: Revisiting the incentive issue,
that is, the incentive for the manufacturers to devel op
alternatives that Dr. Ni ederman tal ked about earlier, as |
see this, there's really a two-stage process.

The first stage, noiety-by-noiety, doesn't
really have a mmjor incentive necessarily for the
manuf acturer to come up with an alternative, but the second
stage of the proposed regulations is that in 2005, there
woul d then be the assessnment nade about whether an agent
were essential, whether a product were essential, and
could easily foresee, and maybe this is potentially the
intent, even though it's not stipulated, that at that

point, there really would be a therapeutic class assessnent
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made, that you have a product for which there are a nunber
of other alternatives of different noieties, and that on
that basis, the manufacturer would lose its ability to
continue to sell the product because there were
alternatives, and if they didn't ask the manufacturer to
have an alternative preparation that was non-CFC, they
woul d | ose that part of the market.

Essentially, is that correct how that m ght
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pl ay out?

DR. MEYER: | think in essence that's correct.
| nmean, in some ways, we're, | think, viewing it that
future assessnent is being perhaps even broader than just a
cl ass approach in fact, | nean, because you're really
trying to |l ook at the entire market, and what patients’
needs are, and how they're being addressed by the market as
it is at that point.

But in sone respects, it does have sone
anal ogies to what the therapeutic class approach we had
previously tal ked about. [It's just not as restrictive in
some ways. It's sort of a nore broad | ook at where the
mar ket sits, and at what point does a non-refornul ated
product represent such nmininmal use or not neet the other
criteria that we really can't justify the CFC use in that
product any nore?

DR. VOLLMER: | have a comment relative to the
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presunption that we won't be seeing new CFC generics for
corticosteroids or other products that are going to be

com ng of f market.
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If one nmakes the case, for instance, that for
al buterol having a | owcost CFC alternative as conpelling
reason for not taking it off the essential list, then it
seens to nme it opens up the possibility for arguing that
the reason for providing an exenption for being essentia
is that we can now roll out a new product which is
substantially cheaper than what you would be getting as a
non- CFC al ternative

I don't know where things stand at FDA and the
government regarding this. 1Is this going to be an option
offered to people? 1Is this going to be even on the table
for discussion?

DR. MEYER: | certainly don't want to | eave the
i npression that we're presuning that there will not be any
further generic CFC products.

Fromthe very strict | egal mandate of the FDA
we do not really have the authority to say there should not
be any nore generics. 1In fact, it's quite the opposite.
Real |y due to the Waxman-Hatch amendnents to our Act,
there's a presunption that generics should be approved,
unl ess sone criteria net, and the CFC considerations don't

factor into that.
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Again, | think it's inportant to realize the
FDA' s addressing the transition within the w der
governnment, and that there may be other conponents in the
government who might, for instance, feel that even if we
approved it, it should not get essential use all owances.

So just fromthe FDA' s standpoint, if all other
things were net, including being able to show
bi oequi val ence for a product that was no |onger protected
by patent exclusivity or by marketing exclusivity, then if
data were provided to us to show bi oequi val ence to the
i nnovati ve product, we would need to approve that product.

Again, | think it's inportant to realize there
are discussions outside the FDA, and in fact at the
Montreal Protocol |evel, about how wise it is to have any
new CFC products approved. But that's a discussion in many
respects, although we're involved in it, it's a discussion
beyond the FDA.

DR. SESSLER: M ke?

DR. NI EDERMAN: |'msure it would be unwi se to
t hi nk about putting sone sort of tax which would be passed
on to consuners on a product that continued to have CFCs,
but is the reverse possible?

Is there sone sort of econonic incentive that
can be given to conpanies that devel op non- CFC devices so

that they could bring the costs down and nake them nore
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conpetitive with the generics and put pressure on the
generics to do simlar types of nmaneuvers? 1Is there any
mechani sm for that?

MS. CUSUMANG: Certainly, there is, but it's
not somet hing FDA could do on its own. |It's sonething that
woul d have to be passed by Congress, an anendnent to the
Act or an anmendnent to the Tax Code or sonmething like that.

DR. NI EDERMAN. So it's not sonething we can
real ly reasonably consider.

DR. MEYER: | think you could nmake reasonabl e
comments, but just because FDA doesn't necessarily have its
own authority to do it, | think it's inportant that we get
all coments.

DR. GROSS: Can | ask a rel ated question?
Supposing a drug conpany cane to you with a conpletely new
entity that they wanted to deliver by inhalation, and they
were proposing to use a CFC propellant for that. What
woul d the agency's position be on that?

DR. NI EDERMAN: Leanne |l aid out what -- we're
changing our criteria for adding new essential uses to be
even nore rigorous than they currently are, and in fact, if
you read what's currently in 2.125, if we were to take a

very, very hard line about that, they're pretty rigorous
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basically, unless it was clear that it was a ngjor
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t herapeutic advance, we're tal king about a new npiety,
maj or therapeutic advance that was ot herw se not avail abl e,
that there were technical barriers for it being fornul ated
in sonmething other than CFCs -- what's the other one? [|'m
sorry.

MS. CUSUMANO: Substantial technical barrier,

i mportant public health benefit, and the rel ease warranted
in light of the use.

DR. MEYER: Yes. That night be the one place
where we and the EPA woul d engage in a discussion of sort
of environnmental risk versus benefit. Overall in this
process, the risk assessnment and the commitnment to get rid
of CFCs has been made. So we're not engaging in that kind
of discussion now, but for new use, we're tal king about
potentially doing so.

DR. GROSS: Sorry. | didn't understand that.
When you say non-engaging in that kind of discussion now,

what do you mean? You won't entertain new submi ssions that
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DR. MEYER No, no, no. | was actually talking
about -- no, no. | was tal king about we're not, as | said
earlier, here today to debate, you know, how nmuch of an
ozone-depletion risk the current MOl use is and that sort
of thing.

But what |I'msaying is in the future new use,
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think we have to really | ook at what would be the known
hazard to both the ozone depletion and in fact to the
overall acconplishnent of the Montreal Protocol conpared to
the public health benefit.

So we're not in this rule or this proposed
rule, we're not closing the door to such circunstances, but
we're, | hope, sending a very clear signal that it's going
to have to be very clear that there's no other alternative
for delivering this noiety, and this noiety is really
providing a benefit that folks won't get otherw se.

DR. GRCSS: Well, | nean, the question really
is what is the incentive for the conpanies to devel op an
alternative propellant formof that, because as was pointed

out earlier, if the drug is patented, and there isn't an
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alternative, it's a newentity, what is their incentive
to --

DR. MEYER: Well, their incentive right nowis
if they do not have an approved essential use, they're not
on the current list, they're going to have a very tough
time getting onit. So if they're in early drug
devel opnent, they really should be | ooking to devel op that
in either an alternatively-propelled MD or sone other
alternative device rather than go the CFC route. | hope
that signal's quite clear

DR GROSS: So essentially what you're saying
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to the conpany is that we're going to set the bar much
hi gher for your drug if you're proposing to market it with
a CFC propellant than if you were to use an alternative
envi ronnental | y-acceptable one, is that right?

DR. MEYER Yes, yes, and in fact, and | would
again invite any comments fromthe EPA in this regard, but
it's not just us setting that bar higher, but the U.S.
nom nation has to be approved by the parties to the

Montreal Protocol. So it's really the internationa
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comunity that's raising the bar substantially, too.

DR. SESSLER: Any comment from EPA?

MR, COHEN:. Again, Bob summed it up pretty
well. | think it's worth noting that, as Erin said, the
U.S. nomnation up till now has been approved year-by-year
since 1996, but there's no guarantee that that wll
continue, especially as other countries pursue their own
transition.

DR. SESSLER: Dr. Vol | mer?

DR. VOLLMER: | nust say that |'mgenerally
very favorably disposed towards the NPR. | want to echo a
concern that Jean raised earlier. The one issue in
renmoving the essential status for a drug, the fourth one,

t he speci al popul ations, there was a presunption, as was
pointed out, that if the first three criteria are net, then

all needs of special populations are nmet, and the sort of
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bar for our becoming that is really put back on the
i ndustry to say if you think that's not the case, then give
us evi dence of that.
Presumably there woul d be enough of a --

mean, if you can show that there's a market out there, then
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there's an economic incentive for themto do that. On the
ot her hand, the smaller the market gets, then the | ess
econom c incentive there will be for themto go out and do
what ever anal yses they're going to be required to do.

Can you speak a little nore to how you see this
wor ki ng?

MS. CUSUMANG: First, I'd like to say that the
substantial or the subpopulation that we had in the
advanced notice of proposed rul enaking changed a little to
patients who nedically require the ODS are adequately
served by alternatives. So very simlar

| think what you said still applies, and
guess the second part of that is we have this idea, and we
understand that there may be patients who can't use the
alternatives, and we're not sure how we're going to figure
that out, and that's one of the questions that we have for
the comrittee, is how are we going to decide?

A lot of the coments that we had on the
ori gi nal advanced notice said a subpopul ati on of one is

very inportant to that one. So on the other hand, | know
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sonmetimes we get comments after a conpany has renoved a
product fromthe market, you know, on its own that say I
needed that product, what am | going to do without it,
and --

DR. MEYER Yes. | think that, as Leanne said,
we have shifted the | anguage away from a presunption that
t hese subpopul ati on needs are being net to really wanting
sonme | evel of showing, and it's not necessarily the burden
of the conpany to do that, but | think this is going to be
a difficult issue and one that we would certainly very nuch
wel conme i nput on because it is clear that when certain
products have gone away because the manufacturers have
st opped marketing them you have a vocal nminority of
patients who earnestly feel that that's the only product
that can control them and so we know that will exist.

I guess | could cite ny experience during
resi dency when the VA would switch from one producer of
al buterol to another. These products were substantially
the sane, and at sonme point in the past, | understand they
m ght have even cone off the sane production |ines, and
patients would conplain bitterly that this one doesn't work
as well as that one.

So we know t hat because of the variability of
t he di sease that we're tal king about, that being asthm and

chroni c obstructive pul nonary di sease, that patients tend
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to -- if their disease happens to exacerbate when they
switch inhalers, whether it was due to that inhaler or not,
they may well formthe conclusion that it was that inhaler
So these are sonme of the difficult things.

| do think it's inportant, because | don't
think we stressed it earlier, to realize that we are in the
noti ce of proposed rulemaking as in the ANPR stating that
these renoval s of essential use listings will be through
further notice and comrent rul enmaking.

In other words, if we wanted to deli st
al buterol at sone day in the future, we will need to
publish a proposed rul e saying we propose to take al butero
out, these are the reasons why, and | woul d suspect,
particularly for sone of the drugs |like albuterol, that
that will entail bringing this conmttee back together
hearing nore public comentary and really considering that
as a part of it.

So at least even if we don't have every single
iota of data we need, | think we are envisioning a public
conment process that will allow for other people to bring
in data that will be helpful to us in naking the
det er m nati ons.

DR. SESSLER: Thank you.

I'"d like to go ahead and take our break now
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I'"d like to thank the committee for their thoughtfu
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questions, and the FDA and EPA personnel for their
t hought s.
It was rather free formand covered a | ot of
different areas which | hope we will focus in on specific

areas for nmore conplete discussion in the afternoon
sessi on.

Pl ease be back at 10:45. We'Ill start pronptly
with the opening public hearing.

Thank you.

(Recess.)

DR. SESSLER: Good norning again. This will be
t he open public hearing conponent, and we have four listed
speakers. |In addition, we will open it up after those
i ndi vi dual s have spoken to any others who wi sh to speak
before the committee.

What |1'd ask of the speakers is that they tel
who they are and where they are from and who they represent
and also a nmention of any disclosure of conflict of
i nterest.

I would al so ask that the comments be limted
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to 10 to 15 m nutes, please.

Qur first speaker is Ballard Jam eson, who is
Secretary and Legal Counsel for the Internationa
Phar maceuti cal Aerosol Consortium

M. Jam eson?
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MR. JAM ESON: Over here?

DR. SESSLER: Yes, please.

MR, JAM ESON: Good norning. M nanme is Jim
Jam eson. |'mthe Secretary and Legal Counsel to the
I nternational Pharmaceutical Aerosol Consortium or |PAC,
as it is comonly known.

| PAC is an association of |eading manufacturers
of metered-dose inhalers for the treatnent of asthma and
chronic obstructive pul nonary di sease. |Its nenbers include
Ast raZeneca, Boehringer |ngel heim Chiesi Farmaceutici
G axo Wel |l cone, Medeva Anericas, Inc., Norton Healthcare,
Ltd., Rhone-Poul enc Rorer, Inc., and 3M Pharnaceutical s.

| PAC was created in response to the mandate of
the Montreal Protocol. Its goal is to ensure a snooth and

efficient MDI transition that bal ances public health and
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environnental protection. To this end, |PAC serves as a
source of information and analysis on the MD industry and
facilitates its participation in the inplenmentation of the
Montreal Protocol worl dwi de.

Menbers of | PAC are firmly committed to the MD
transition. In 1990, MDI compani es undert ook an
unprecedented joint testing programto denonstrate the
safety of propellants that would ultimtely replace CFCs.

More than 1,400 scientists at 90 | aboratories

in 10 countries around the world have been involved in the
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devel opnent of non-CFC MDIs. MDI conpani es have already
spent $1 billion in this effort and will spend much nore to
conplete it.

In May 1997, | PAC submtted comments on the
FDA' s advanced notice of proposed rul enmaking. On Apri
11th, 1997, |PAC presented its views on the ANPRM at the
public hearing of this committee.

We appreciate this opportunity to participate
in this hearing today. Later this nmonth, we will submt
written comments to the FDA on its proposed rule. | wll

now summari ze | PAC s conments on the proposed rule.
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The proposed rule provides for a noiety-by-
nmoi ety approach. | PAC supports this approach as the
primary criteria for exam ning safe and effective non-CFC
alternatives for existing CFC products. This approach, in
our view, strikes an appropriate bal ance between ensuring
the availability of vital nedications and discontinuing the
use of CFCs.

The proposed rule establishes several criteria
for an alternative to a CFC MDI. For exanple, the proposed
rul e provides that a non-CFC alternative nust feature the
sane route of adm nistration. |PAC supports this
criterion.

Inhalation is the preferred route of

adm nistration for the treatnent of respiratory disease

100
To ensure the continued availability of inhalation therapy,
a CFC MDI should only be replaced by a product with the
same route of adm nistration.
The proposed rule provides that a non-CFC
alternative nust feature approximately the sane |evel of

conveni ence of use. |PAC supports this criterion, and as
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the FDA notes, patients value the conmpact size and ease of
use of MDls. This criterion ensures continuing patient
access to therapy with this same | evel of convenience.

The proposed rule states that supplies and
production capacity for a non-CFC alternative nust exist at
I evel s sufficient to neet patient need. |PAC supports this
criterion. This criterion would safeguard agai nst
interruptions in patient access to vital nedications during
the transition to non-CFC Ml s.

In the preanble to the proposed rule, the FDA
states that a non-CFC alternative should be manufactured at
nmul ti pl e manufacturing sites if the CFC MDI is manufactured
at nultiple manufacturing sites. |PAC believes that the
requi renent of nultiple manufacturing sites is unnecessary
where an MDI conpany denonstrates that a single
manufacturing site is sufficient to supply patient need.

MDI conpani es nmay consol i date manufacturing
activities at a single site for non-CFC MDIs. These single

sites will feature supplies, storage and production
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capacities as well as safeguards agai nst disruptions in

manuf acture which virtually elimnate risk of product
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short ages.

Under the proposed rule, the FDA would require
at | east one year of U S. post-narketing use data for non-
CFC alternatives. |In addition, the FDA woul d consi der
foreign data supportive of U S. post-marketing use data if
U.S. and foreign formul ati ons, patient popul ati ons and
clinical practices were the sane or substantially simlar

Finally, the FDA would not require a post-
mar keting study if available data, including nore
traditional post-marketing surveillance data, are
sufficient to support a finding that the CFC product is no
| onger essenti al

| PAC supports consideration of post-marketing
data. | PAC proposes that the requirenment for one year of
post-marketing use data in the United States be reduced if
forei gn post-nmarketing use data is sufficient to support a
finding that a CFC MDI is no |onger essential. This
approach woul d elim nate unnecessary delay in discontinuing
t he use of CFCs.

Finally, 1PAC believes that existing processes
provi de post-marketing use data sufficient to support a
finding that a CFC MDl is no | onger essential

Accordingly, | PAC believes that Phase |V post-marketing
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studi es should not be required for this purpose.

Under the proposed rule, the FDA woul d
deternm ne whether patients who rely on a particular CFC MDI
woul d be adequately served by non-CFC alternatives. In
maki ng this deternination, the FDA woul d consi der whet her
adequate safety, tolerability, effectiveness and conpliance
exists for the indicated popul ati ons and ot her popul ati ons
known to nedically rely on the CFC MDI product.

| PAC supports this criterion. This criterion
ensures that vital medications will remain continuously
avail able for all clinical subpopul ations.

Finally, the proposed rule provides that after
January 1, 2005, a CFC MDI will no | onger be essentia
unl ess it provides an unavail abl e i nportant public health
benefit which warrants the release of CFCs into the
at nosphere.

| PAC supports this approach. A target date for
the review of remmining CFC MDIs would nmark the final phase
of the transition to non-CFC alternatives and give
physi ci ans and patients a general sense of the tinme frane
for its conpletion.

In sum | PAC supports many inportant el enments
of the proposed rule. There are, however, several areas in
need of clarification concerning, for exanple, the issue of

mul ti pl e manufacturing sites and post-marketing studies.
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In addition, |PAC believes that the proposed
rul e should require every new CFC MDI product to neet al
essentiality criteria. In our view, the Clean Air Act
mandat es a product-by-product essentiality review for al
new CFC MDI's, if any there be.

We note that | eading public health
organi zati ons support this approach. We will address the
| egal aspects of this position in our witten comments
submitted later this nonth.

We appreciate this opportunity to appear before
you today. As our comments indicate, we are generally
supportive with a few exceptions of the FDA' s proposed
rule, a few inportant exceptions to the rule.

We would like to conmend the FDA and its staff
for neeting what we know was a significant challenge in
revi ewi ng, analyzing and responding to the many comrents on
the ANPR, and we congratulate themfor the effort they have
made.

At this point, we would be pleased to answer
any questions you may have and either now or this afternoon

in the QA period.
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Thank you.
DR. SESSLER: We have tinme for one or two
gquesti ons.

DR. VOLLMER: |1'd just like a clarification on

104
the -- when you're tal king about the post-nmarketing, and
you were suggesting that you were supporting | ess than a
one-year post-marketing if there was good European data
avai l abl e, and then you followed up with a comrent about
the lack of a need for Phase IV trials.

Coul d you just repeat that again because
mssed it?

MR. JAM ESON: Okay. Well, our positionis
that the Phase |V studies are not necessary because
exi sting processes are sufficient to make an essentiality
determination. That's the position. W will elaborate on
this somewhat nore in our comments filed |ater this nonth.

DR SESSLER: Thank you.

MR, JAM ESON: Thank you.

DR. SESSLER: Qur second speaker in the open
public hearing conponent is Alfred Muinzer, MD.,

representing the American Thoracic Society and the Medica



18

19

20

21

22

23

24

25

10

11

12

Section of the Anmerican Lung Associ ation.

Dr. Munzer?
DR. MUNZER: MW nane is Alfred Minzer. 1'ma
physi ci an specializing in lung disease. |'ma past

presi dent of the American Lung Association, and | have, as
far as disclosure is concerned, to the best of ny
know edge, | have no financial interest in any of the

conpani es that are affected by this regul ation.
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On behal f of the Anerican Lung Associ ation and
its Medical Section, the Anerican Thoracic Society, | want
to thank the FDA Pul nonary and All ergy Drugs Advisory
Committee for the opportunity to present our views.

Wil e many of our concerns with the previous
advanced notice have been addressed in the proposed rule,
there remain many inportant issues to be resolved. The
nost inportant issue, in the opinion of the American Lung
Associ ation and the Anerican Thoracic Society, continues to
be the need for broader public education as transition
t akes pl ace.

The transition to CFC-free netered-dose
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i nhal ers provides a uni que opportunity for the entire

pul monary-al l ergy comunity to refocus attention on the
proper diagnosis and managenent of asthma and to revitalize
the rel ati onshi p between physicians and other health care
provi ders and patients with asthma.

Some people may feel that we have been dealt
some lemons in this whole transition. What we have failed
to do so far is to nmake | enonade.

The American Lung Association and the Anmerican
Thoraci ¢ Soci ety have previously conmmented regardi ng the
role of patient and professional education in any
transition strategy. As noted in the European Union

education needs reach a critical |evel when many new
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products are introduced in rapid succession.

We recogni ze that such education efforts do not
fall within the jurisdiction of the Food and Drug
Admi ni stration. However, we do encourage the FDA to use
its public affairs resources and to explore intraagency
mechani sns to ensure coordination and col |l aboration with
Federal Government entities having authority for

educational efforts, including the National Asthma
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Educati on and Prevention Program

Coordi nati on and col | aborati on anong Federa
Gover nnent agenci es, non-governmental organizations
representing patients and health care providers, including
t he pharmaceutical industry and managed care conpani es,
must occur to ensure a consistent and appropriate |evel of
effort as reformul ated products enter the marketpl ace.

The American Lung Association and the Anerican
Thoracic Society look to the agency for |leadership in this
ar ea.

Let nme make sone specific conments on the
proposed rule. First, about the npiety-by-noiety approach
The American Lung Association and the Anerican Thoracic
Soci ety concur with the npiety-by-npiety approach detail ed
in the proposed rule. This decision-making structure
shoul d continue to provide a range of treatnent options for

physi ci ans and patients as the transition proceeds.
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It is critical that any decision-nmaking schene
is structured to ensure that physicians renmain able to

treat patients effectively follow ng the National Asthma
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Educati on and Prevention Treatnment Cuidelines.

Second, as to the petitions to add new
essential uses, the American Lung Association and the
Anerican Thoracic Society agree that it is inappropriate to
add new essential uses at a tine when devel oped nati ons,
including the United States, have conmitted to the phaseout
of the production and consunpti on of ozone-depleting
subst ances.

Third, as to the determi nation of continued
essentiality, we concur with the deci sion-nmeking process
outlined in the proposed rule. |In the first instance, the
agency is to be comended for the commpbn sense approach of
renoving an active noiety fromthe essential use list if it
is no longer marketed in an ODS formul ation

Under a second scenario, the agency proposes a
process conmmenci ng after January 2005 to review the
essential use status of current active noieties. W
believe that it is critical to fully engage the patient and
heal th care provider communities in this process.

A notice and comrent period, plus consultations
with an advisory comrittee, are not sufficient to ensure

input froma well-infornmed public. The agency's experience
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with the advanced notice of proposed rul emaki ng
denonstrates the need for carefully-prepared regul atory
mat eri al s, patient, nedical professional and public
education and anpl e opportunity for interaction with agency
advi sory board bodi es and personnel

A few additional conments. First about the
time frane. The Anerican Lung Association and the Anerican
Thoraci c Society are concerned that the proposed deci si on-
maki ng structures fail to provide a suggested tine franme
for non-essential use determ nations beyond the market
review after January 1lst, 2005. We note only a tinme frane
of one year for the collection of post-marketing studies.

The agency nust provide patients, health care
providers and the public with detailed time franes,
including an estimation of time, for any anticipated
regul atory proceeding, in addition to the content of
i nformati on required.

VWhile there is no consensus at present on what
constitutes an appropriate tinme frame, the agency should
seek public comment on this inportant part of the
transition.

The overall nonitoring process. The American
Lung Associ ation and American Thoracic Society previously
conmented on the need to establish a nmechanismto nonitor

the overall transition to non-ozone-depl eting substance
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pr oduct s.

At a mnimum such a nechani sm shoul d i ncl ude
an expert panel appointed to assess baseline infornmation
fromwhich to nonitor all aspects of the transition. Pane
menbers shoul d i nclude nmedi cal experts, other members of
the health care team including nurse educators,
pharmaci sts, and respiratory therapists, epiden ol ogists,
and patients and patient advocates.

Thank you very mnuch.

DR SESSLER: W have tine for questions.

(No response.)

DR. SESSLER: Thanks, Dr. Minzer

DR. MUNZER: Thank you.

DR. SESSLER: Qur next speaker is Mary E.
Worstell, with a master's of public health, who is
Executive Director of the Asthma and All ergy Foundati on of
Anmer i ca.

Ms. Worstell ?

MS. WORSTELL: Good norning. 1'd like to
restate my title as Executive Director of the Asthma and
Al | ergy Foundation of Anerica. |'ma health educator by
training.

The AAFA is headquartered in Washington, D.C
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and | have no known conflict of interests as | present to

you this norning.

110

I want to thank the commttee for the
opportunity to express our opinion this nmorning, and | also
want to conplinment the FDA in what | believe has been a
very open and inclusive process over the |ast several years
in seeking patient input on this very critical issue.

The position of the Asthma and All ergy
Foundati on of Anerica on this issue has been stated
repeatedly over the |last several years in our witten
conmment to the FDA in 1997, in a nunber of hearings in
whi ch we have participated on Capitol Hi Il over the |ast
several years, and | can tell you that we have not wavered
in our support for the transition to CFC-free netered-dose
i nhal ers.

We believe that this transition needs to nove
forward. W believe it offers nultiple benefits for
patients. W believe that a plan for transition in this
country is essential, and we would agree with what Dr.

Munzer just presented on the inportance of an oversight for
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this process as it noves forward.

We believe that the transition to netered-dose
i nhal ers, CFC-free netered-dose inhalers needs to be
seam ess for the patient, and when | tal k about seanl ess,
I'd like to enphasize certain points.

One is we do need to ensure that patients are

educated in this transition, the need for this transition
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the el ements of the transition.

As ALA has just presented, you have multiple
new products that are coming on the market. W have new
mechani sms in these products for patients. W are asking
patients to change, and we are all health care consuners,
and we all understand that for us to be active, responsible
participants in our nmedical care, we need to be educated
and understand what and why we are being asked to neke
these changes. So we will be working in patient education

We believe strongly that education of the
health care provider is key to this, that health care
provi ders understand this process, understand the benefits
of the new products, understand the special characteristics

of the new products and can conmuni cate those to their
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patients. There is an integrity of the conmunication
process between the provider and the patient that we nust
use.

In addition, if new information, new technol ogy
is communi cated with confidence by the health care provider
to the patient, the patient is steps ahead in ternms of a
positive attitude in | ooking at adopting or adapting to new
characteristics of a product.

As Dr. Munzer said, we believe that there is a
tremendous benefit in this transition to once again focus

on proper diagnhosis and managenent of asthma and to
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revitalize the comruni cati on between patients and their
health care provider. This has been lost, and we need to
go back. This is critical to overall patient satisfaction
and adequate managenment of their asthma, and we are
concerned about the cost issue, and that the costs of the
new products be accessible to patients.

The Asthma and All ergy Foundation of Anerica
has a task force of menbers of our volunteer board of

directors and chapter | eaders who have revi emwed and
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participated in the statenment of position of the Asthma and
Al'l ergy Foundation since 1997.

This task force has reviewed the proposed rul e,
and there is initial consensus support for this rule. W
are now in the process of review ng the stakehol der
consensus conmments that we will be presenting to the FDA
|ater this nonth, and we will be devel opi ng a short
i ndi vidual statenent for the Asthmm and All ergy Foundation
congruent with this.

I would really like to say, in addition, that
we will be working with the EPA next year to do sone
prelimnary nmarket research to reassess where the health
care provider know edge and attitude focus is on this issue
so that we can better target educational nessages to these
critical health care providers as the transition noves

forward.
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We will continue to be an active participant in
this topic and work as we have in the past with other
groups for a consensus position noving forward.
Thank you.

DR. SESSLER: Questions or comments?



10

11

12

13

14

15

16

17

18

19

20

21

22

23

24

25

DR. CROSS: My | ask a question? | should
know this, but | take it nost of the nenmbership of the
foundati on consists of patients and their relatives?

MS. WORSTELL: That's correct.

DR. CROSS: Have you received any individua
expressions of concern from patients about not being able
to use their regular inhaler because it's not considered
non- essenti al ?

M5. WORSTELL: | have not received those kinds
of complaints frompatients because |I'm not sure that the
patients understand the politics behind this transition in
gener al

My experience with conmunication with patients
in principle has been that they have been provided a new
inhaler, different fromtheir old inhaler, wthout any
advanced notice and without any information about the new
i nhal ers.

So sone of the characteristics have surprised
t hem and di sappoi nted them which is why | believe that

education is so inportant.

114



10

11

12

13

14

15

16

17

18

19

20

21

22

23

24

25

I think that it's sinplistic when you just say,
as we heard a couple of years ago, that your netered-dose
i nhal er may be changing, and if you don't want that to
change, contact the FDA. It's very sinplistic. It's much
nore conplicated, and | believe that when you're | ooking at
the introduction of new nedications or change in
medi cations, that provider/patient relationship is where
t he sense of communication needs to reside.

DR. SESSLER: Thank you.

Qur final schedul ed speaker is Dol ores Libera,
who i s speaking on behal f of Nancy Sander, President, and
Ms. Libera represents the Allergy and Ast hma Network and
Mot hers of Asthmatics.

MS. LI BERA: Thank you.

My nane is Dolores Libera. |1'mDirector of
Publications at the Allergy and Ast hma Networ k/ Mot hers of
Ast hmat i cs, AANMVA.

I'"m giving Nancy Sander's presentation. She
was unable to be here because of illness. | don't believe
that there are any conflict of interests, and | do want to
thank the commttee for allowing us to present.

Qur coments will be short and direct. W
support this version of the NPR because it affords patients
every protection w thout slow ng innovation or transition

and the stratospheric ozone is not at risk in the process.
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The current NPR addressed the questions that
the first one raised and takes preventive actions that
patients believe are inportant. The |anguage of the NPR is
far nore direct than the first version, and while there are
areas of additional clarifications, these nostly affect
i ssues directly inpacting the pharmaceutical industry and
do not appear to put patients at risk.

We do not understand, however, the specific
manner in which grandfathered over-the-counter
bronchodilators will be treated. There seens to be
| oophol es through which these products coul d receive
per manent exenptions.

VWhat actions will the FDA take to ensure that
t hese nedi cations do not slip through the cracks, that
prescription-only products do not?

Furt hernore, AANMA posted notices of the NPR on
our web site and in several other sources. W did not
undertake a survey as we did with the ANPR because we
learned fromthe first effort that conducting the survey in
a short period as given is costly and conmes at the expense
of other projects within AANVA

However, we encourage those people who did
visit the FDA web site to read the NPR and forward

questions directly to the FDA and to our office. W don't
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we have received only one letter of concern

AANMA' s questions and concerns as patient
advocat es have been responded to thoughtfully. The NPR
reflects a patient-friendly approach, one in which the best
interests of the patients can be served effectively.

Thank you.

DR. SESSLER: Dr. Ni ederman?

DR. NI EDERMAN: As a representative of the
patient group, is there any concern that's been expressed
on your web site with regard to | osing these CFC
propel l ants?

DR. SESSLER: Ms. Libera?

MS. LIBERA: |'msorry?

DR. SESSLER: Quite all right.

DR. NIEDERMAN: |'mtrying to find out whether
froma patient perspective, you' ve had any comrents that
patients are concerned about |osing the CFC propellant.

| think this issue was brought up earlier,
think by Dr. Meyer, that patients frequently conplain when

their inhalers are changed, maybe not really based on any
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reality, but has there been a concern expressed by any
patients that they're worried about | osing their CFC
propel | ant inhal ers?

MS. LIBERA: | think originally, when this

whol e i ssue began to be publicized, there was a | ot nore
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concern. As the transition has occurred, as we've been
able to educate our nenbers through our newsletter and
magazi ne, and as nore products have becone avail abl e that
do not have CFCs, there seenms to be |l ess of a concern.

As | said, apparently we have only received one
letter of concern after it was posted this last tinme.

DR GROSS: To what extent do you think your
menbers understand the situation?

MS. LIBERA: Well, | guess | can't speak
definitively, but | think we've gone through a very
ext ensi ve process using the materials that have been
avail abl e through posters, through specific articles.

We don't receive a |lot of phone calls on the
i ssue at this point.

DR. GROSS: You have publications, of course?
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MS. LIBERA: W put out a newsletter

DR. GROSS: Has there been any coverage of this
subj ect in your publications?

MS. LIBERA: |'msorry?

DR. GROSS: Has there been any coverage of this
particul ar subject in your publications?

M5. LIBERA: We have discussed this

extensively, especially since the original ANPR canme out.

MS. CONNER: | have a question, also, and,
Mary, you may want to address this as well. Have the
118
patients noticed -- and | don't know whether -- maybe the

majority of patients now are covered by pharmacy cards, and
out - of - pocket cash is not as nuch an issue as it used to
be.

Have you noticed that the change in the devices
or the change in inhalers has increased the costs? Have
you seen patients conplain about that? Does that appear to
be an issue? Have they had difficulty with technique or --
| nean, it just seens that there's not the uproar that |
woul d have expected, and maybe it's because it hasn't

i npacted that nmany patients yet.
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MS. LIBERA: We just have not had the -- when
this originally came up, we had a | ot of discussions, but
the transition seens to have been fairly snmooth in terns of

bringing attention to the efforts that are avail abl e and

assuring that there will be options avail able.
M5. CONNER: Right. | don't doubt that there
will be options. | just don't know if they are aware of

maybe the financial inpact that may be coming, but |ike
said, it depends on formularies and what nanaged care
conpanies will allow themto have, so that that directly
doesn't cone right out of their pockets, but if they're
limted not only in changing what they're famliar with to
maybe something that's not a direct replication of that,

but yet a total different device because of the formulary
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limtations of a nmanaged care conpany, | just don't know
what -- it seems awfully quiet. | don't know whether this
is the calmbefore the stormor --

MS. WORSTELL: | would have to get nore
specific information fromour nmenbers than | have right

now, but | can tell you anecdotally that the issues of
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formulary are real in terms of options.

I have not heard the conplaint so nmuch in terns
of cost to date as | have in terns of options, and those
woul d go back again because, for exanple, with Proventi
and Proventil HFA a couple of years ago, when it was first
com ng on the market, the products, the HFA was made the
only Proventil available in sonme fornul aries, and the
switch was nmade without any kind of education of the
patient, and that was the issue.

| did not hear about costs at that tine.
Certainly, | think there are concerns, particularly, for
exanpl e, sonme of our board nenbers, some of our patient
advocat es, because of changes in enpl oynent and changes in
health care, they have stayed with their regul ar physician,
and they don't have the same kind of insurance
rei mbursenent, and they're paying the costs of their
medi cati on out of their pocket. Those costs are real to
those patients, and that is an increasing issue, and

think as we see nore products come on the market, the costs
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wi |l become nore of a topic.

MS. CONNER: And | have to commend bot h of



10

11

12

13

14

15

16

17

18

19

20

21

22

23

24

25

t hese organi zations. | don't know if the other comrittee
menbers are famliar with them but it's going to be
organi zations |like The Asthma and Al l ergy Foundation and
the Asthma and All ergy Network/Mthers of Asthmatics that
are going to play a pivotal role in this education that's
going to be so necessary in the transition because their
newsl etters get to the public and to the population that's
nost affected by this type thing, and they are sort of an

unbi ased resource of information, and I think they do a

great job.

DR SESSLER: Thank you.

Dr. Meyer, the over-the-counter bronchodil ator
i ssue was raised. | don't know if you would care to speak

to this at this time or later on

DR. MEYER. Well, | think | would Iike to make
one point in that regard right now, and | think perhaps the
committee may choose to raise it again later, and we could
talk further, but | think the main issue |I'd want to
clarify is that right now, epinephrine is being treated the
sane as every other short-acting bronchodil ator, neani ng
that it would be considered on a noiety-by-npiety basis,
and we would anticipate that it will have sort of the sane

paradi gm as the prescription products.
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Qbviously it is sonewhat of a different issue
in terms of when you get to the broader discussion of the
asthma armanentaria in the 2005 and beyond range. It has
perhaps a different role fromthe prescription products
arguably, but there's certainly no -- it's not carved out
as having essentiality forever.

For one thing, the Montreal Protocol doesn't
allow that, and that was not our intent. Qur intent was to
include it in this rule as any other noiety and treat it as
any ot her noiety.

| gather that some of this question about
whether it's got nore protection is because of its market
ni che nore than anything else, but we're not intending to
treat it differently.

DR. SESSLER: That concl udes our schedul ed
speakers for the open public hearing conponent. 1'd like
to now open the floor, if you will, to any other
i ndi viduals who wi sh to speak before the commttee in this
ar ea.

(No response.)

DR. SESSLER: There appears to be no other
speakers. So what 1'd like to do is we've got about 35
mnutes or so left, and what 1'd like to go forward with is
really to start the discussion of sone of the discussion

points that we are scheduled to address in the afternoon
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and the first of these, |I think, is an inportant one.

The order that was created by Dr. Meyer and
conmpany, | think, is on target, in that | think some of the
i ssues that are basic issues, specifically comparison of
the different devices, | think, is a useful starting place,
and particular questions that | have, and what | would Iike
to do is invite conmentary fromthe commttee as well as
from FDA i ndividual s about sone of the conparison between
dry- powder inhal ers and propellant-driven types of
i nhal ers, such as the HFA formulation, with the specific
[imtations in mnd.

In other words, not so nmuch does this nmeet the
needs of the general popul ation, but really how about sone
of the other menbers of the population, such as children or
the elderly or those who have linmted air flow capacity, or
environnental issues, such as excessive noisture in the
environnent and things of that nature.

Are these products really conparable? The
foll owup point within that bulleted point is really what
about novel devices?

Sol'dreally like to toss it open. | don't
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know, Dr. Meyer, if you want to make any openi ng coments
in that regard or if there are other individuals here who
have data or established expertise. W'd be interested in

their coments as well and then open conments by the
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conmittee.
DR. MEYER | think |I covered sort of our
concerns on this discussion point earlier. So unless
peopl e had any questions going into it right now, |I'd throw

it open to discussion.

DR. JOAD: | think ny biggest concern about
alternatives is that there should be sonething in the
regul ati on that should specifically address anyone who
cannot cooperate in any way with an inhal ati onal device.
So that's young children who use an MDI with a spacer and a
mask or ol der people with cerebral palsy.

Anybody who can't actually cooperate in any
way, there should be an alternative for that group, and
don't think the noiety-by-noiety approach may work for
that. 1'd be happy to have it work that way, but that
m ght be a place where you needed a cl ass-by-cl ass

suggestion, that at least within each class, there need to
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be -- if we don't use the word "MDI," and | understand why
you didn't do that, but there needs to be some sort of
phrase for a type of portable inhalation device that
requi res no cooperation.

DR. SESSLER: Dr. Fink?

DR. FINK: Yes. Well, in use of the
alternative devices, such as one, the budesonide

Turbuhaler, | think initially I was concerned about it

124
bei ng a pediatrician, and one of the things that had been
very hel pful there that | think the FDA coul d encourage is
the fact that Astra nmde avail able a whistle that would
show whet her a child could reach adequate air flow to use
the device properly has been very reassuring in introducing
the device as well as reassuring parents, and the only
i mproverment on it | could see is that if the whistle were
actually built into the actual device, that the dry-powder
i nhal ers could potentially have incorporated into them sone
ki nd of patient feedback nechanismto ensure that you've
reached adequate peak air flow to deliver the dry powder,

that this would really be hel pful.



13

14

15

16

17

18

19

20

21

22

23

24

25

It's nice to have the whistle separately, but
if it were actually integrated into the device, it would be
even nicer.

DR. NI EDERMAN: | just want to reiterate a
comment | had made earlier, and that is that we're focusing
a lot on alternative MDIs and on dry-powder inhalers, but
there are other types of devices that are out there. 1've
seen one denonstrated that's a breath-actuated nebulization
in a portable device that's electric and takes liquid and
woul d be very easily used.

So | think we have to, first of all, hope that
this regulation is going to encourage through the free

mar ket system devel opnent of products |ike that, and,

125

secondly, | think if we're going to make a specific
requi renent in a noiety-by-npoiety analysis, that we have to
have an MDI specifically available that may turn out with
better devices comng to be unnecessary.

We may have devices coming that are easier to
use than MDI's, easier than dry-powder inhalers, and we nmay
not want to be constrained to specifically require that an

MDI alternative to an existing MDI, if we can find through
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t he devel opment process that there are better devices out
t here.

DR. JOAD: Just briefly, to really nake sure
it's clear that | really don't care if it isn't an MDI, but
| do care that it should be something that requires no,
absol utely no cooperation fromthe patient, that there be
such a thing for that group of people.

DR. NI EDERMAN. O at least that it be not any
nore cumbersone than the current MDIs. | nean, |'m not
sure that you can totally take out cooperation with the
current MDIs even with a spacer device. | think you need
some cooperation.

So | think the standard has to be that it's no
nore patient cooperation-dependent than the current
devi ces.

DR. JOAD: I|I'mtalking about a spacer with a

mask.
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DR. GRCSS: 1'd like to extend those concerns.
I think the biggest concern that we should have, one of the

bi ggest concerns fromthe patient point of viewis that in
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five years' tine, there are going to be 25 different ways
that patients have avail able, doctors have available to
prescribe for treating airways di seases, and we don't
really realize how fortunate we are at this particular tine
that pretty well everything we want to adnini ster through

t he airways, we can do with the sanme device, and once you
know how to use a device to inhale albuterol, you don't
need to be taught again how to use the sanme device to
admi ni ster sonme other drug.

But that obviously is all going to go away, and
I have concerns that I'd like to address to the patient
advocates and particularly to the two nenbers that we heard
fromthis norning that one of the biggest educational tasks
that they're going to be facing is that all of their
menbership is going to have to | earn how to use not just
one new i nhal er but a different new i nhal er probably for
every drug they have.

Unl ess one drug conpany is fortunate enough to
cone up with an idea that's so good, that it sinply waves
the other alternative agents away, and everybody wants to
deliver their medication through that one new devi ce,

don't think that's very likely to happen
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So | think that we have to get used to the idea

that everybody who wants to use a drug will probably have
to use it through -- every manufacturer who wants to nmake a
drug avail able probably will have to do it through a

different agent. That's really just an asi de because

think it's really a matter for the patient and their famly
organi zations to arrange to nake sure that the education is
there, and obviously the FDA can't do that for you, but you
and your cooperation with other organizations, |like the

Thoracic Society, and certainly with the pharmaceutica

i ndustry, who are very interested, | know, in pronmoting
education and how to use their product well, |I'msure that
wi |l have to be done very quickly.

But I would like to ask the FDA. Are you
confident that the industry is noving appropriately in
terms of the speed? Do you think that we will have all the
agents that we need to use by the year 2005 in CFC-free
f or n?

DR. MEYER: | think the industry has certainly
been tremendously responsive to this in general. | think
that it is clear, in fact we've publicly discussed in
congressional testinmony and other places, that we're fairly
wel | aware that there are some products, you m ght cal
them nore m nor products in the armanentarium that we do

not have any evidence that they're being considered for
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refornmul ati on.

So we know there are sone products that the
sponsors are not attenpting to refornulate, and so | guess
in general, it seens |ike the industry's being very, very
responsive, and there will be perhaps alternatives for nost

of the nmjor players.

There clearly will be some that are either
straggling or perhaps not refornulated at all, and they
will present sonme, | think, challenges in the transition

process.

MS. CUSUMANG: The only thing | would add to
that is that 2005 is when we m ght start | ooking at those
products that haven't been refornulated. So it's not
necessarily a date when everything that's CFC s going to go
of f the market.

DR. SESSLER: Dr. Kelly?

DR. KELLY: | guess the question that cones up
is on the approach that Dr. Joad tal ked about, was what do
you do for the existing non-approved uses of the CFC M s?

Dealing in pediatrics, we've been using them
for non-approved uses for a long tine, and that has to do
with the face mask and spacer devices, and if you |l ook from

a regulatory point of view at the noiety-for-noiety in just
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| ooki ng at the approved uses, you m ght be m ssing sone of

your patient popul ation, and have you t hought about how you
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are going to approach it in ternms of all the unapproved
uses as well?

DR. MEYER: Certainly, | think the way the
noti ce of proposed rulemaking is witten, there's sort of
an upfront expectation that we're tal king about a product
that has a noiety, a product that has a noiety with the
same indication as the CFC alternative.

But we clearly wote the rule having in nind
that there are going to be other uses, other than the
approved indications, that we need to consider, and | think
that that will be part of the discussion that occurs at the
time of notice and coment rul enaki ng or any other approach
that we are taking in the future when we go to delist a
specific miety. We will need to consider such uses.

I would add that the agency, through a recent
revision in our Act, has much nore authority nowto really
upfront expect pediatric trials specifically, and | think

that we are very anxious to even | ook at sone use that we
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know i s going on, even if it's not approved, in ternms of
the safety and efficacy of that, and that could include
things like the use of spacers and masks and so on.

So there's perhaps not a neat answer for that
right now, but |I think we're building in ways in our notice
of proposed rul emaking to address this, and the agency al so

has other ways that work at |east for the pediatric
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popul ation that we're going to be getting such data that
will be helpful for our ultinmate assessnents.

DR. SESSLER: One of the questions that | have
relates to the inpact of npisture on the dry powder. That
was mentioned, | think, in the original presentations, and
I guess | don't have a good feel for the magnitude of that.

Is it really a substantial barrier in regions
or locales that have extrenely high hum dity or what are
the real limtations? | don't know if you have data or if
a nenber of the division is an expert on DPlI and perhaps
famliar with the European experiences and so on. |f you
could coment .

DR. MEYER: Well, our chenmistry staff is nost

intimately involved with these issues, but they require
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testing during the devel opment of any of these products,
i ncludi ng the dry-powder inhalers, of exposures to certain
conditions, including high humdity conditions, and | m ght
add that those high hum dity conditions are perhaps even
perhaps a little bit |ower hum dity than mi ght be
experienced in sone regions of the United States. You
know, Louisiana in the sumer, for instance.

DR. SESSLER: Ri chnond.

DR. MEYER: Yes. Even Washington, D.C. But |
think the other side of that is the chemstry staff is also

very realistic about wanting to make sure that these
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products hold up under those high hum dity conditions, and
really they pay a lot of attention to those sorts of
i ssues.

But it is the reason why sonme dry-powder
i nhal er products are overw apped, cone in sort of a foi
pouch, or in fact, others have deskins actually in the
device, and it's the reason why sonme of the ones in the
overw ap, for instance, have an in-use period.

In other words, they have instructions that
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after it's been taken out of that pouch for a certain
amount of tine, they're no |onger considered as within
their expiration date, and because the particle size does
shift over tinme due to humdity, and so we're fully
confident that when used as directed, that they will
perform safely and effectively.

But | think the industry knows, and we know,
that some of these are susceptible to nmoisture and that
changes the way they need to be handl ed.

DR. SESSLER: | guess as a followup, is the
magni tude sufficient that this should be an additiona
consideration in terns of -- and | know it has been in a
t herapeutic class, that | believe you nentioned the
original proposal included two different approaches to dr
delivery at a m ni mum

I don't know if that disappears with the

ug
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noi ety-to-noi ety approach. For exanple, for inhaled

corticosteroids, is it possible that they would all be dry

powder, and i s our concern overstated about the npisture
problemor is it sonething that if we feel confident that

every single delivery systemwas simlar, would that put

us
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into difficulty for certain patient popul ations?

DR. MEYER: | think for just the issue of an
adequate alternative on a noiety-by-noiety basis, that, for
i nstance, if there were a dry-powder inhaler approved for a
noi ety that was delivered in CFCs, but there was no
alternatively-propelled MDI, if that DPI's approved, then
we are confident that it will performsufficiently well in
all the circunstances that are likely to occur

I nean, there's always surprises, and I'll cone
back to that in a second, but if it's used correctly in al
regions of the United States, according to the |abeling,
that it will perform adequately.

The question is if that neans that after it's
taken out of the overwap, it's only good for three nonths,
is that an adequate alternative? | nean, issues of
inspiratory flow aside, is that an adequate alternative,
knowi ng that perhaps sone people keep their CFC inhalers in
their gymlocker at the Y for a couple of nonths, and if
they need it, they go grab it, the gym | ocker room being a

fairly noist place.
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So | guess that's the question. W know that
they will performsufficiently when used as | abel ed.
alluded to there being surprises. | don't mean from sone
sort of a regulatory standpoint. Patients sonmetinmes wll
do things that you can't anticipate to, but that's true of
MDl s as wel |

DR. SESSLER: Dr. Jenkins?

DR, JENKINS: If | could just follow up on that
as well. Mdisture is not only a problemfor dry-powder
inhalers, it can also be a problem for the netered-dose
inhalers. It seenms counterintuitive that noisture can make
its way into those canisters, but |'ve been surprised to
learn since |'ve come to the FDA that it can, and it does.

So you nmy even see in the future sonme of the
alternativel y-propell ed netered-dose inhalers may have
protective foil overwaps and nmay have dating periods after
you' ve taken them out of the overwrap, how | ong they m ght
be in specifications.

So it's a big problemfor the dry-powder
i nhal ers, but it's not unique to the dry-powder inhalers.
It can affect the nmetered-dose inhalers as well. Misture,
it's everywhere, and it manages to get to wherever you
don't want it to get.

DR. SESSLER: Thank you.

Any comments fromthe pediatricians here?
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know we' ve heard already a little bit. That seens to be
agai n one of the special populations that we want to be
sure that the device issue is adequately addressed, given
the inportant differences between kids and adults.

Any further comments fromthe pediatric fol ks?

DR. FINK: Well, what's currently on the market
doesn't neet the needs terribly well, and hopefully there
will be some better novel devices out there.

The spacer/ mask conbi nation is usable, but you
don't know how much it's delivering, and it sure is not the
kind of thing you |ike to do repetitively to an infant.
It's not usually a good maternal/child interface.

So | think that there's real roomthere for
sonmet hing novel. | nean, something that was a |iquid,
electrically operated or battery operated |liquid device or
that a dry-powder device that created a cloud. | nean, |
don't know what people are going to come up with, but
definitely sonme better devices for the mninmally-
cooperative patient would be appreci ated and needed.

DR. JOAD: Well, | just had a concern when you
nmenti oned that when they refornulate, they may not have to
reformulate in the sane doses, and just getting at our use
in very young children, | wouldn't want all of those doses

to be higher than what's presently avail able.
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MS. CUSUMANO. That's what Bob had referred to

135
to a degree, but with the 1998 pediatric rule. Wen a
conpany files an NDA or a supplenment, if there's pediatric
use for the product, they'll have to do a pediatric
assessnent, which could include the devel opnment of a new
formul ation.

DR. JENKINS: Actually, one of the positive
benefits, if you want to view positive benefits of the
transition, is that it has spurred a | ot of innovation. So
we're no longer in a scenario where everything is just
focused on CFC-based netered-dose inhalers.

There's a trenendous anount of innovation going
on within the pharmaceutical industry, not only for the HFA
MDI's and the nultidose dry-powder inhalers, but there's
also a | ot of innovation going on on other unique and nove
delivery systens.

So we may get a side benefit fromthis
transition that we actually get better devices, and in nmany
ways, they're being stinulated by the need to reformul ate
where naybe they woul d not have been so incentivized in the

past. So that may be a plus.



21

22

23

24

25

10

11

12

13

14

15

DR. SESSLER: Any other comments related to
delivery devices?

DR. FINK: Just one comment that has been an

i mprovenent in sone of the newer devices, |ike the Diskus
or the Turbuhaler. It would also be the opportunity that
136

as MDI replacenents cone along, there has for a long tine
been a probl em of deciding when it's enpty and requiring
manuf acturers to have some kind of built-in feature in the
device so that when drug is no |onger avail able, the device
sonmehow i ndicates that it's not delivering drug any
further.

DR SESSLER. |I'mgoing to nove ahead to the
second bulleted point, and this will probably finish up the
nor ni ng session. The question is posed: how can FDA best
determ ne the nmedi cal needs of patients who previously have
relied on CFC MDIs are being sufficiently met?

So this is kind of, certainly, how can we do
it? Yes, we need to do it, but the question really is what
suggestions fromthe comrttee and others do we have as to

t he how?
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DR. NI EDERMAN: | think that this is going to
be a key issue, and we're certainly going to need to rely
on patient reporting and post-marketing surveillance, but |
guess the anpunt of data that's avail able now through
i nsurance conpani es and Medi care and so forth probably
woul d al |l ow access to nmonitoring general admi ssion rates
for asthm, ER visits and so forth, and | think that that's
going to be certainly one inportant end point to | ook at.

If we saw an upturn in the amount of emergency

visits for asthma during a transition period, | think that
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woul d be very inportant data to have. So |I think there's
going to need to be nultiple levels on which this is | ooked
at, but | would encourage that part of the programinvol ve
some of the |arger databases that will be available on a
comunity-wi de | evel to be |ooking at general use of
energency services for asthma.

DR APTER: | guess | would nost |like to see
random zed clinical trials in patients. Those data are
very useful, but they can also be flawed. For exanple,
sonmeti mes outpatient prescriptions by the physician are not

i nked to pharmacy bases or not |inked to enmergency room
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visits and hospitalizations. So it can be useful but very
difficult.

DR. NI EDERMAN:. | think that's good, but --

DR. APTER. So ideally random zed trials
conmpari ng head-to-head, the old with the new, would be npst
i deal

DR. NI EDERMAN. But | think if we require that
in order to license a new product, it's going to discourage
some of this innovation and devel opnent, and | don't know
how much |icensing you' re going to require or how much
denonstration of efficacy you' re going to require before,
say, a novel device gets licensed for the delivery of, say,
al buterol .

DR. MEYER It, | guess, depends a little bit
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on the noiety in question. |If it's an already-accepted
noi ety, there undoubtedly woul d be some streamining to the
nunber of trials and the types of trials that night be
required, but we certainly would expect adequate
denmonstration of safety and effectiveness in the intended

popul ati on and then perhaps, in sone respects, a long-term
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trial to both | ook at the safety of the formul ation but
al so how the new device holds up over tinme in terns of
performance in patient hands.

DR. NI EDERMAN.  Well, as a matter of just
under st andi ng, when the al buterol HFA was rel eased, what
type of data was needed in order to get approval ?

DR. MEYER: There is some pre-clinical data,
some toxicology data to | ook specifically at the
reformul ati on that woul d be expected for that sort of
product. There are dose-ranging trials which, for
bronchodi | ators, generally can be singl e-dose cross-over
trials to conpare it to the CFC product, and then there
generally would be at |east one, and |'m forgetting now
that with Proventil HFA, whether it was in fact nore than
one 12-week adequate and well-controlled random zed tria
in conparison to the CFC product to see how it perforns,
and then the one-year safety study to | ook at in an open-
| abel fashion how the patients tolerate it over tine.

DR. NI EDERMAN:  So presumably any new product,
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no matter how it's delivered, HFA or novel device, in order

to get approval as a replacenment is going to have to go
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t hrough a head-to-head conparison with the CFC product?

DR. MEYER: For a product that's essentially a
new fornmul ati on, contains a previously-approved noiety, one
of the paradignms there for the sponsor to do an abbrevi ated
programis for themto conpare it head-to-head to show how
it conpares to the prior products, and we can rely on our
previous finding on safety and efficacy to help | abel the
new product.

They have the option of doing a full new
program and not conparing it head-to-head, but again in an
abbrevi ated program we woul d expect sonme |evel of head-to-
head conparison to allow us to rely on our previous
findi ngs.

DR. NI EDERMAN: And if, hypothetically, an HFA
version of a generic albuterol were to becone avail abl e,
woul d that be immedi ately accepted or would it also have to
be tested and conpared since there's a branded al buterol
HFA avail abl e?

DR. MEYER: Well, it would be like any other
approval of a generic, and basically they have to show
bi oequi val ence. So it has to be the sane in terns of its
pharmaceuti cs, and then they have to prove bioequival ence,

whi ch, for the al buterol products, basically nmeans doing a
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very rigorous single-dose cross-over conparison to the
i nnovat or product and showing that it acts the sane.

So in some ways, that particular study is nore
ri gorous than we're asking for, like Proventil HFA did not
have to show bi oequi val ence, but, on the other hand, for a
generic, that's all they have to show. They have to show
that they're pharmaceutically the same and then
bi oequi val ent, and then they're done.

DR. NI EDERMAN: So if those trials aren't
adequate, then | would still think nonitoring sone sort of
| arger databases will give you sonme general trends, maybe
not accurate but certainly you' re going to have these
conparative data, and you're going to want the reassurance
that the asthma field hasn't changed because of the
availability of these new products.

DR. MEYER: | think clinical trials, well-
controlled clinical trials tell you a |lot, but they don't
tell you certainly everything, and particularly they're
very wel |l -groonmed patient populations that are taken into
them They're the only the patient populations for which
the drug is indicated, and | think we're very nuch
interested in the post-marketing period about what happens
in the patients who are using it for other indications off-
| abel or nore severe patients than were the clinical trials

or younger or older, so on
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And then, finally, just due to sone of your
statistical limtations, if you have a database of a
t housand patients, you're not likely to pick up a very rare
event. So if there was sone rare reaction to the
formul ation, we wouldn't pick that up in clinical trials,
unl ess we were quite lucky, either. So.

DR. SESSLER: Dr. Kelly?

DR. KELLY: Yes. Actually, I think the
clinical efficacy and safety trials are the easiest part,
as you alluded to, and it's the clinical effectiveness
studies that we all struggle with on how do you get that,
and |I'mnot sure | arge databases from say, Kaiser or
sonething |ike that on energency roomor hospitalization is
even sufficient.

What |'d be nore interested in is, you know,
how many school days nmissed in a patient popul ati on because
of | ess patient acceptance of a particul ar device, how nuch
wor k days are m ssed.

Can we sonehow get to those types of
popul ati ons through enpl oyer data, and | don't know whet her

that's possible or not, but | think you' re |ooking at using
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the current things that we use now, you're just |ooking at
the tip of the iceberg of asthma.
You can define clinical efficacy, but in terns

of the acceptance by the patient popul ati on, what you want
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is the effectiveness.

DR. MEYER Let me make a statenent in that
regard and then invite you to comrent back or invite
anybody else to coment back, because |I think if we're
effective -- we being the FDA -- in gaining communi cation

with the patient community, either through their advocacy
groups or otherwise, | think the patient comrunity, perhaps
knowi ng that they've shifted a product, will be pretty good
about coming forward and sayi ng, you know, since | switched
on this, I don't think I'mdoing as well

| think that we're probably nore worried about
specificity than sensitivity fromthat kind of data. So |
guess if we do our job in terns of communication with the
patient community, | suspect we may at |east get sone
handl e on inportant differences. That's perhaps not the
i deal way to approach it, but | think that that will be one

thing that will be available to us.
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So | offer that as a comment and see what you
think. 1t's not rigorous, but certainly again | think
patients are quite sensitive to switching products, and if
they do, and they detect a deterioration in their
treatment, as long as there's a way for that to be
transmtted back to us, | think that we'll at |east have a
signal there.

DR, SESSLER: | think one of the inportant
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gquestions, also, is availability, nmoving away a bit from
the specific characteristics of the drug and safety and
ef ficacy, but availability in particularly the underserved
popul ations and the risk for them perhaps having less in
the way of asthma control.

Are there ways of coordinating efforts in terns
of epidem ol ogi ¢ studi es and funding for those studies with
ot her governnment agencies, such as NIH, to |look at this not
so much as it relates to a single drug product but really
the care of asthnma in transition? |Is there a way of having
our voices heard and the FDA's voices heard as far as

enlisting their financial support and so on for actually
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doi ng good epi dem ol ogy?

DR. MEYER. |'m sure there are ways that that
coul d be approached outside of the FDA s normal paradi gm
and we do have access to nmmnaged care dat abases and such
for doing sone of our post-marketing assessnments, and
obviously that's not what you're tal king about, and | know
that those popul ations are of substantial interest to many
groups, including the NAEPP

So | think there are opportunities for that
kind of partnering. | think that's something we'll need to
consi der as we nove ahead.

DR. SESSLER: Two nore coments, and then

think we'll break for lunch. Dr. Fink, and Dr. Joad.
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DR. FINK: | would just be very concerned about
the use of epideniologic data and | arge databases because
there are nmultiple transitions occurring in the care of
ast hma

There's the NAEPP gui delines. There's the use
of the | eukotriene nodifiers. W nmay soon have interl eukin
nodi fi ers and ot her products that are not traditional CFC

contai ning devices that are going to nodify the spectrum of
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asthma treatnment, and these are going to be reflected in
any | arge database, and | don't know how you're going to
separate out the CFC transition fromall of these other
undercurrents in the treatnent of asthma that are
occurring.

The fact that we're now getting asthma-friendly
schools is an accepted concept. | think sone of these are
goi ng to have much bigger inpacts on what we see nationally
or even locally than the switch or phaseout of CFCs.

DR. SESSLER: Did you have a coment ?

DR. JOAD: Yes. In your head-to-head
conpari son of the alternatives, are you going to have a
requi red neasurenent of convenience to the patient as part
of that? Did they think of that since that's one of your
criteria?

DR. MEYER. | don't think we really envisioned

conveni ence as being sonething that we would gain a feeling
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for out of the controlled clinical trials because, for one
thing, most of those trials are done in such a nmanner that

patients are instructed heavily and told how to use it, and
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you don't really get a good feel for how convenient they
are.

That being said, there are many manufacturers
that do sort of ask a general questionnaire at the end of
the study of what do you think of this device and often
will present us that kind of data for, say, a dry-powder
inhaler that's a refornul ation of a CFC

But | think we were talking or thinking nore in
line of us sort of, fromour scientific standpoint, perhaps
using input fromthe commttee, where appropriate, on what
the |l evel of conveni ence seemed to be, and any signal or
any information that cane fromthe clinical trials would be
additional to that but not the primary way of assessing it.

DR SESSLER: Dr. Voll nmer?

DR. VOLLMER: |'ve been puzzling over the
various issues around this question. It seenms to nme that
you're inevitably going to be doing a m x of both clinica
trials certainly in the pre-approval phase as you're
| ooki ng at head-to-head conpari sons and how t hi ngs shake
out.

I would concur that taking account of nore

pati ent focused outcones, such as quality of life and sick
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days and days lost fromwork for parents, are going to be
rel evant outcones to be | ooking at, but once the drug is
approved, you're going to have certainly access to it and
an enornous anmount of post-marketing data, and even
acknow edging the difficulties that were raised about
secul ar trends and what else is going on, | think it's
going to provide useful information.

As | thought about the way this tal king point
was phrased, how can we best determ ne the nmedical needs of
patients who previously relied on the CFC MDIs are being
sufficiently net, it seens to nme there's two issues buried
wi thin that.

One is a suggestion that there may be adverse
effects associated with the new devices in particular
popul ati ons either because they're not able to use them
properly or whatever, and that's going to have to be | ooked
at closely, and to the extent that there are anticipated
concerns, | think a |ot of the patient advocacy groups in
particular are going to have to be inportant spokespersons
as these drugs are being brought forth in the devel opnent
process so that we take the tinme to | ook properly at their
use in those groups.

The second issue is even if there are no
adverse effects fromtheir use, there just may be

popul ati ons that are unable to use them as was pointed
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out, and so that issue about patients bei ng underserved
needs to be | ooked at and nonitored probably in post-
mar keti ng data or whatever of who's really using these, and
that's going to informthe process of dropping the
essential classifications fromthe CDCs that are currently
bei ng used for this population.

So it seens it happens in two stages. First,
often the original approval, if there are concerns, you're
goi ng to have specific head-to-head focus conparisons to
| ook at what happens. Are there potential adverse effects
or problens in using these nedications?

If that doesn't surface, you still have the
opportunity in the post-marketing data to find out whether
certain populations really wind up using them for whatever
reasons, and if not, then it's going to be inportant to
keep the alternative CFC fornul ati ons avail able for those
popul ations until sonething el se comes al ong that does work
for them So you have a little bit of both things going
on.

DR. SESSLER: Thank you. |'d like to thank
everybody for their conments.

VWhen we start back, we'll be heading right back

into post-marketing. So it's related, and so if you have
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fold in nicely with that.
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We' || neet back here at 1:00 and start on tine.
Thanks.
(Whereupon, at 12:02 p.m, the neeting was

recessed for lunch, to reconvene at 1:00 p.m)



19

20

21

22

23

24

25

10

11

12

13

14

149
AFTERNOON SESSI ON (1:04 p.m)
DR. SESSLER: Good afternoon. 1'd like to go

ahead and bring the afternoon session to order. | hope
everybody got fuel for a |lot of good discussion in the
afternoon and not too nuch fuel so you fall asleep

Before we start, Dr. Meyer had sonmething he
wanted to address, | believe. W'I||l cone back to that, |
guess.

The afternoon is devoted to addressing a nunber
of the talking points that were raised by FDA for committee
di scussion, and we've already gotten well into that with
some good conversation on the first couple of points.

The third point really ties in with the second,

I think, in terms of a nice segue frompatients' needs to
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post-marketing data, and | think some of the conversations
that we were having just before lunch can easily be carried
right into how this mght translate into post-narketing
dat a di scussion as well

So l'd like to read that and then just toss it
open for comment, and then when Bob gets back, we'll ask
himto make a comment about one of the other points.

What ki nd of post-marketing data will be npst
hel pful to ensure patient needs are being net, and that the
product is proving to be reliable and acceptably safe in

br oader use?
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I know there has been sone discussion al ready
about post-marketing data with, | guess, differing views to
a certain extent. 1'd like to toss it open for coment

fromany comm ttee nmenbers.

DR. FORD: 1'd like to concur with some of the
comments that Bill made and the two Bills, Bill Kelly and
Bill Vollnmer, about the need for studies that assess

clinical effectiveness, and | would al so suggest that

there, it would be appropriate to really | ook at sone
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process measures because one of the issues that's going to
really conme up is, you know, how good is the education
that's going in, and in interpreting effectiveness data
ultimately, part of what we will have to know is whether or
not the message is breaking down at sone point in the
chain, although I would expect that with increasing
experience with a product, that that issue would be
addressed, but it m ght be worthwhile nonitoring whether or
not -- you know, how nuch confusion there is in practice,
let's say, in ternms of the different maneuvers that
patients have to learn to do effectively.

DR. SESSLER: Anything specific that you or
anybody else would like to add? | think one of the things
that FDA is always interested in are specific approaches.
If we have any experience with it or any particul ar ideas?

DR. FORD: In studies, just to follow up on
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that, if it were possible to in fact have data about
whet her or not, one, providers are communi cating properly
to patients in terns of howto use those devices should be
a no- brainer.

I would think these devices are easier to use
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than the MDI's, but on the other hand, it's probably
worthwhile to | ook at that and that's just built-in process
measures in general, and this would be one of them

DR. NI EDERMAN: Curt, | guess |I'm confused
about one thing. |If there's a new product that becones
avail able without a CFC, will the CFC product be avail abl e,
say, during the first year while the product is being
trialed or has FDA deci ded?

DR. SESSLER: | think the answer is yes, but
Dr. Meyer can conment.

DR. MEYER: Yes, unless the conmpany chose to do
ot herw se.

DR. NI EDERVAN: Because | think that that
provi des an i mredi ate opportunity for post-nmarketing
studies, to see with different products the ease of
acceptance conpared to the CFC and what the usage patterns

are, because |I'mnot sure how you're going to nandate that.

In other words -- and |'m not sure how you
woul d regulate that. | think that may be an inportant
issue. |If you get an HFA version of an inhaled steroid,
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and you have the CFC version on the market, particularly if
the costs are different, how do you get shifting from one
to the other, and depending on what the answer to that is,
then the nonitoring of that shift nmay be one post-nmarketing
way to look at the efficacy and the acceptance of that
product .

DR. FINK: | think if the pharnmaceutica
conpanies are as aware of marketing as they usually are, a
conpany's going to be faced with the decision that they
either cone out with both at the same price or they're
going to price their new product |ower because if they
price their new product higher, then they've got to stop
producti on of the CFC-containing device, and people aren't
going to switch to a new product if it's significantly nore
expensive if you |l eave the |lowpriced alternative on the
mar ket .

DR. NI EDERMAN: Yes, but | think the problem
m ght be if there's a generic version of it or a CFC

alternative to it. You're right. For the one conpany that

does it -- | mean, | think you take the exanple of
al buterol HFA. Schering, | guess, eventually stopped
maki ng Proventil in favor of Proventil HFA but --
DR. FINK: They still make Proventil, 1 think.
DR. NIEDERMAN: |'m not sure. [|'mnot sure you

can get it, but you can certainly get the generic
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al buterols with CFCs, and we tal ked earlier, but | don't
know whether it's the product or it's the price that
accounts for the fact that the uptake was so | ow

At least it's something you can nonitor. The
question is, it probably will tell you different things
about different products, depending on what products are
remaining with CFCs in that noiety departnment or that
cl ass.

DR. SESSLER: Dr. Fink?

DR. FINK: One conment that's really not post-
mar keti ng, but as the newer products conme out, one thing
that | think would help, particularly for post-nmarketing
surveillance and for general nedical care, is if FDA could
come up with some kind of standardized recognition of
packagi ng, i.e. that inhaled steroids had to share a bl ue
stripe, and then they could be any other color, because as
aclinician, | can tell you that if you | ook at the various
color array of MDIs out there right now, and you talk to a
patient who's using two or three different MDls, trying to
get a straight history of what they're taking of which drug
is difficult.

I don't know whether it should be noiety-by-
noi ety or cl ass-by-class, but using sone coloration of

packagi ng to hel p physicians identify what kind of drug
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1 hel pful both for the physicians and for the nmarketing.
2 DR. SESSLER: Let ne just ask a followup to
3 that. Are there requirenments that have been -- is there
4 precedent, | guess, for anything like that, either in
5 pul monary drugs or in other areas?
6 DR. MEYER: | think | may need to defer at
7 | east part of this to Dr. Jenkins from a broader center
8 perspective because there may be some areas -- it strikes
9 me that there mght be sonme paradigmlike that for sone of
10 the ocul ar nedications, but I'mnot entirely sure on that,
11 and | don't know whether Dr. Jenkins knows either
12 But it's not sonething that we have
13 historically | ooked at in the Pulnonary Division. | know
14 the U K. does sonething very simlar to that, where
15 believe the short-acting relievers are blue and the
16 corticosteroids are brown or sonething like that, nake
17 col or coding up tonorrow s product interesting, but --
18 DR. JENKINS: | don't think there's been any
19 effort to do that with pul nonary products. There have been

20 efforts in some other parts of the agency. For exanple,
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there's some standardi zation of insulin |abeling so that
t hey have the same nonencl ature and the sane synbols for
regular insulin versus other types of insulin, and | think
there's an international working group that's working on

trying to cone up with standardi zed col ors and | abeling for
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the various types of insulin, but that's not been sonething
that's been considered or done in the pul nonary side of
drugs so far.

DR. SESSLER: Along the |lines of post-narketing
surveillance, there's certainly a body of data from Europe
and from ot her places where sone of these products will
have been approved and in use for sonme period of time, and
this was alluded to by M. Jam eson as well

What is the value of the European data, do you
think, in ternms of should it inmpact on the type or the
anount of post-marketing data that we collect here in the
St ates?

DR. MEYER. | think there is certainly value to
non-U.S. data. That can be sonewhat limited by the type of

guestion we're asking here in terms of what kind of data we
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actually can gl ean because we're asking some questions
different fromthe usual regulatory questions.

The other thing | think that |I should point out
is that the non-U. S. versions of these products are not
necessarily the same product as the U S. version. So there
woul d be, | guess, in theory, instances where the non-U.S.
data clearly would not directly apply to the U S. product
if the products were different.

DR. JENKINS: Curt, maybe to stinulate sone

di scussion, one of the parts of this question that we've
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di scussed internally, and | think M. Jam eson actually
touched on al so, is whether, when we tal k about post-
mar keti ng data, should we be happy with the passive
surveillance type of data that we've been tal king about
around the table or do you see a role for actual studies
that, you know, have a protocol and have a design, maybe
sone sort of large sinple trials or real use type of
trials?

There was a trial of that nature that was done
with the Proventil HFA product. It's actually called

Airomir in the U K  There was a post-marketing
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surveillance type of prospective study that was done in
general clinical practice, and | guess we're interested in
hearing the conmmittee's thoughts about are those types of
studi es worthwhil e? Should they be required? Should they
be requested? Where do you see those fitting in to the
overall schema of collecting this post-marketing data,
really getting to the issue of are patients' needs served?
DR. JOAD: Could you just explain a little bit
nore what that is? What post-marketing |arge study is?
DR. JENKINS: Well, if you go back and | ook
remenber that the pre-approval clinical trials are very
rigorously controlled. They have very selective entry
criteria. So you actually generally end up with mld to

noderate asthmatics who are fairly conpliant with their
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medi cations, and they're in a rigorous 12-week clinica
trial with a |low of follow up.

A post-marketing type of study that may be of a
si nmpl er design mght be nore of a general practice type of
study, where you in sonme way random ze patients in practice

to one therapy or the other, but you' re kind of follow ng
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how the drugs are actually used and not proscribing so much
up front about entry criteria, exclusionary criteria,

i ndications, et cetera. |It's kind of that type of nore
sinmpl e design, real-world type of experience.

DR JOAD: | think it's an excellent idea. |
t hi nk you shoul d have sonething |ike that afterwards.

DR SESSLER: Actually, why don't we --

DR. JOAD: CQutcone, right.

DR. SESSLER: Wiy don't we do sonething a
little bit differently? | haven't done this type of thing.
We' ve had such good conversations, but | think this my be
a good tine to go ahead and we can go around the table and
of fer an opinion, because | think it's an interesting way
to get everybody to voice their questions and concerns and
i deas.

Jean?

DR. FORD: | think large sinple trials or other
ki nds of approaches to post-marketing studies, but that in

particul ar would give us a sense of what's going on in the
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real world, and if the studies are designed so that they

can be informative also as to why we get this or that
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result in terns of clinical effectiveness, | think that
that would be useful. So | would think this is a good
approach

DR. VOLLMER: |'m bi ased towards research since
that's what | do as ny bread and butter, but I'mtrying to
be as objective as possible in | ooking at this question.

Certainly the kinds of studies that you're
describing would garner a ot nore insight into what's
going on. It sounds |like you' d be doing things above and
beyond what you nornmally do for regular drugs that are
com ng through.

Questions that mght be of particular interest
to me mght be if you have access to a popul ati on-based
data set, and you can |look at utilization profiles in the
period prior to this com ng on board -- | nean, |ooking at
what's happening, so that would allow you to address on an
i ndi vidual basis the extent to which their utilization or
conpliance with nedication seens to be changi ng for one
medi cation versus a different nmedication. To the extent
that you have different groups, and you can follow themin
parall el over tinme, you can also | ook concurrently at that,
but you'd also want to be careful to try to stratify

popul ati ons, sort of case m x that analysis, so that you
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can be | ooking at the nore or |ess severe segnents. You
can try to identify people who may be taking nedications
for other co-norbidities that you' re particularly
interested in.

So can you identify through these databases
some popul ati ons who have ot her co-existing di seases that
m ght make them particularly at risk here? So there's
certainly quite a bit you can learn fromit, but to do it
right, it's an expensive undertaking.

DR. APTER. Well, | think studying post-
mar keting drug use will be inportant, too, and it mnight be
a way to test educational prograns for the new nedications
and in different groups with different educationa
achi evenent to see how wel| various prograns are accepted,
to help patients to use the new nedications, in addition to
things like quality of life and the other outconmes of

patient satisfaction, plus efficacy, in terns of disease.

DR. FINK: | guess |I'mnot as convinced that
post-marketing studies are going to be very valuable. |If
they are global, | think they're going provide too little

control and too little data to really tell us anything.

So | woul d support potentially targeted post-
mar keti ng studi es that are addressing specific questions,
like conpliance in three- to six-year-olds or adherence or

medi cation efficacy in an age group, but | think gl oba
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post-marketing studies are really not going to probably
yield nmuch useful information.

DR. GROSS: If | understand the question, it's
how are you going to make sure the patients are willing to
use new devices and do actually use them and obviously
that's a very, very inportant question, and | don't know
whether it's because it's after lunch, or |I'mjust
generally losing my creativity, but | really can't think of
a good way to do that, unless you do it in a controlled
clinical trial pre-marketing, or as part of the marketing
process.

I nean, it could take you an awful long tine to
get enough data together from kind of casual studies post-
mar keting, and | don't have a great deal of confidence in
those studi es anyway and the outcones.

I woul d think probably what Andrea suggested
this morning is the best way to do it, is just sinmply to
say we have to do a random zed study where sone patients
get the traditional inhaler and other patients get the
i nnovator, and you follow clinically-relevant outcones,

nunber of visits to the ER, nunber of unschedul ed doctor
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visits, amount of rescue nedication if that's, you know, an
appropriate outcome, and, you know, the usual and
traditional neasures, like peak flow, and things |like that.

But | guess it's going to take a | ot of

161
patients, and it will be maybe quite difficult to evaluate
these studies, but | just can't see any other appropriate

way to nonitor whether patients are using their new devices
and whether they're actually getting the nedication. |
just don't see any shortcut to getting that information.

DR. JOAD: | do think it's a good idea to do
that kind of a study. | understand it won't be as conplete
as what you do for the pre-marketing approval, but | think
you'd get a |lot of good information, and you do have to get
some sort of sense of how convenient it is and how nuch
peopl e approve of using it, and from what we've heard, it
doesn't sound |ike you can count on the market to make a
place for it in such a way that there's a way to eval uate
it.

DR, SESSLER: | think it's an interesting area
that has a lot of different potential answers to it. |

don't know if we have an ability to do a nore aggressive
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passive surveillance, if that's sonething that woul d be
useful in terns of reaching out and trying to | earn about
popul ations that are mssed with this or that suffer from
you know, underserved popul ati ons and so on, or those who
are having difficulty using the device.

If you're going to do prospective trials, it
seens that they really have to be based on clinically-

meani ngful outcones in terms of m ssed days of school or
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work or outconmes that are, if possible, directed in that
direction rather than physiol ogi c changes.

It's an inportant question. | think it's a
hard one to answer, though. Sone of those things mght be
hel pful, | think, sonme of the ideas that have been

presented so far.

Dr. Kelly?
DR. KELLY: Like the other Bill, because | do
research, yes, | do nore research. That way, | can get

nor e noney.
On the other hand, when you start thinking

about all the things that we've been tal king about in terns
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of different groups and trying to stratify by those
di fferent groups, those are enornous studies, very | arge,
cost a lot of noney to do, and in order to get enough
patients in sone of those groups that we're interested in,
I"'mnot sure that a prospective trial is capable of
achi eving that because even in those post-marketing trials,
you end up with patients that are willing to participate in
atrial, evenif it's for a year, and so it's a |ot
different than patient population as a whole that we're
interested in.

So unli ke everybody el se, I have no answers,
just questions. | think there are databases out there that

can be m ned, such as Medi caid DUR dat abases, databases in
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| arge HMO popul ations, that can set up a relatively
ri gorous change, and if you could convince a very |arge HMO
and then sone state Medicaid progranms, which deal with
different types of popul ations, and |ooking at the
i ntroduction of the new devices in those popul ations, you
m ght get a better handl e of acceptance and utility in
those popul ations than setting up a prospective trial

DR. DYKEW CZ: Well, 1've got a few thoughts.



10

11

12

13

14

15

16

17

18

19

20

21

22

23

24

25

1

2

One is that even with our conventional MJIs, we know that
despite sonetines fairly aggressive efforts at instructing
patients in how to properly use inhalers, if you look a
nmonth or two down the road, the patients really are not
exerci sing very good technique, and if we're | ooking at
some of the CFC alternative products that m ght have a
little bit nore conplexity to them to their working, there
m ght be nore of an issue with fall-off of clinica
ef fectiveness because of problenms being consistent with the
device utilization, the technique of utilization

So | think even though to sone extent, this
echoes the points that have been made earlier, that we may
be goi ng above and beyond what is currently required for
let's say, the CFC-containing MDls, there is the concern
that unl ess we do sonething, we may be seeing sone drop-off
in patient effectiveness that had not been anti ci pated.

The other thing that comes to mind, and |' m not
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sure whether this would be pre-nmarketing or post-narketing,
but one of the questions, of course, is going to be whether

or not if you introduce an alternative innovative product,
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whet her all the subgroups are being properly cared for
could be cared for by using such a device, and | think if
you're | ooking at |arge population studies, it's going to
be nearly inpossible to gl ean any neani ngful data about
that, and you really are going to have to have sone active
studies that will focus on particul ar subgroups that could
be anticipated to have sone probl ens.

For instance, those patients who have limted
capacity to cooperate with device use, and so | think in
that sort of a nore focused way, it really would be
essential to have sone active studies, perhaps cross-over
studi es, | ooking to see whether patients that have sone
limtations of that sort could be successfully maintained
on the innovative product.

DR. NI EDERMAN: | woul d agree that you need
post-marketing data. You need to see if these drugs are
effective, and you need to see if they're being used. But
I think that for a nunber of reasons, | think it would be a
m stake to tal k about a prospective random zed contro
trial

First of all, those are being done to get the

drug approved in the first place. Second of all, if |I were
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a patient, I'mnot even sure what the notivation for
enrolling in one of those would be, and probably nopst
importantly, it's not a real-world observation.

I think what you're really asking post-
mar keting is does this product work in the real world?
W Il people use it? You certainly can't answer that
guestion with a prospective random zed control trial

I think what you really need to do is you need
to observe what's happening after the product’'s out there,
and |I'm not sure exactly how to best do that. | think as |
was saying earlier, | think you may have the opportunity,
particularly if the CFC product remains on the market, to
| ook at the different usage patterns and | ook at the
out cones of patients who are using the new products, but as
nmuch as we may criticize databases, and there are
nmul tifactorial issues that may play a role, if we see that
after the introduction of new products, measurable
outcones, like ER visits and asthma nortality rates or
anything el se that we | ook at, are getting worse, we'd
probably know that there's a problem and if things are
getting better, whether it's due to the other new nedicines
or the inhalers, it probably means that things are
reasonabl y acceptabl e.

I think again things |ike |ooking at technique

and nonitoring that doesn't seemreal world to ne. | think
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again the bottomline is even if a patient could
denonstrate to me that they know how to use their inhaler
that doesn't prove to ne that they are using it and that
it's effective, and it's dealing with any of the outcone
i ssues.

And | think the other issue that to nme is very
i mportant here is, | think we have to | ook specifically at
passive, not active, databases because | think it would be
an unreasonabl e burden to put on the industry to tell them
that after they' ve gotten the drug approved, they now have
to fund research to docunment that that drug's effective.

I think it's going to discourage people from
getting into the field, and | think it's going to further
add to the cost of these new products. So | think that we
haven't tal ked about these post-marketing studi es and who
woul d pay for them but | think that if we ask for
randomi zed trials, if we ask for detailed studies of
parti cul ar popul ati ons and how they're using these
products, | think it would discourage a | ot of people from
getting involved in this field, and I think it's going to
add to the cost of these new products.

So | think that probably additionally is a

conmpel ling factor for |ooking at avail able data that the
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agency could pull out of existing databases and trend

specific nunbers, but | think it would be a very big burden
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to ask the pharmaceutical industry to develop these
products, do the trials to prove they're effective, and
after they're approved continue to do research to docunent
t hat people are using them

M5. CONNER: Being last in this list forces one
to be creative with ideas and coming up with things that
haven't been said before. M tendency as a consuner
representative and as a nurse educator is to think about
not necessarily just efficacy and safety. | think we have
proven that or it wouldn't be approved by the FDA. It
woul dn't be out there.

What we need to | ook at is naybe sone type of a
survey or questionnaire before the patient ever gets the
prescription about their usage habits of their current MDI
their nocturnal wakenings, their absenteeism their
parents' absenteeism fromwork, and then nmaybe a simlar
guestionnaire six nonths later, 12 nonths later, and if

it'"s on an office visit, you get sometinmes a little better
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participation than if it's a mail-out questionnaire.

The sane thing with technique, and it's not
just patients who have difficulty with technique. If you
remenber the Interiano study, nurses were the worst and
doctors were just above themjust a little bit. Patients
were actually better at technique than sonme of the

physi ci ans.
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So we need to reevaluate techni que, and
especially as we're adding nore and nore devices with
di fferent techniques, we all need to brush up on that and
stay current with it, but every tinme the patient comes in
reeval uate their nocturnal synmptoms, their indirect nmedica
expense, |ike absenteeism patient m ssed days from work,
and it's patients that report data, and some of it's
anecdotal, but it my be a pretty good source of
i nformati on.

DR SESSLER: Any coments from Dr. Meyer or
Jenki ns?

DR. JENKINS: | think we got a pretty broad
di versity of conments and feedback

DR. VOLLMER: Having listened to the group, to
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stimul ate sone further thoughts, | think this was brought
out on several of the comments. | think the biggest
potential advantage of sort of outcones research post-

mar keti ng as opposed to a randomi zed trial is that it does
get at nore the real-world situation. | nean, that's the
bi g advant age.

Any random zed trial that we do is going to
have a very self-sel ected popul ati on, as was poi nted out,
and so the generalizability of that's questionable. Also,
as was pointed out, you're going to have done any nunber of

random zed trials to get the drug approved in the first

169
pl ace.

So to the extent that you're going to gather,
think, a lot of new information, other than truly long-term
effects, in a random zed trial, | don't see a lot of nerit
requiring those.

I was wondering whether the FDA currently
requires any kind of post-marketing data for new y-approved
drugs. To the extent that it doesn't now, | would fee

that it wouldn't make sense to require it for these new
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nmedi cati ons comi ng out.

I think that post-marketing studies are going

to be done. People are going to want them done. They're

going to want the information, and whether it's the

pharmaceuti cal industry or NIH or whatever, some of that

work's going to get done, but as to whether it's worth

changi ng current FDA policies regarding what they require

to be done, | would have a hard tinme supporting that.

Agai n, you have plenty of work done up front to

| ook at the safety and efficacy of this trial, of these

drugs in random zed trials. So really the issue is what's

happeni ng out there in the real world.

DR. MEYER: Just to speak to what the FDA

currently requires, | guess it perhaps doesn't help you in

hel pi ng us because for sort of the routine drug, where

there's not a particular issue going into the post-
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mar keti ng period, typically we would not require any post-

mar ket i ng studies.

However, if there are questions about the

drug's safety or effectiveness in certain subpopul ati ons,

there are certainly many drugs that

have Phase |V



10

11

12

13

14

15

16

17

18

19

20

21

22

23

24

25

commtnents that are agreed to by the agency and the
sponsors at the tinme of approval.

So it's sort of a m xed answer, that both
par adi gns exist, and | think one could argue about whet her
an HFA reformulation in and of itself would represent such
a level of scientific interest or regulatory interest,
whet her you'd require a Phase |V commitnment, but | think
when you add on the issue that this may be the product that
|l eads to a safe and effective product that contains CFCs no
| onger being able to market, it may change the bal ance
sone.

DR. VOLLMER: If that's what you're currently
doi ng, then | woul d suggest that nmuch the same is going to
continue to happen. Wth the close scrutiny that these
medi cati ons are going to get, if there are concerns about
speci al popul ations that may not be adequately having their
needs nmet, you can bet that those are going to get raised,
and therefore if you're requiring post-marketing types of
studies in the past in those conditions, | can't inagine

that you're not going to be also requiring themagain in
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t hese ki nds of conditions.

I f nobody's raising those concerns, it's
probably a fairly safe bet that there's no | arge popul ation
out there anyway, you know, a special population that's
likely to be affected because again there's a | ot of people
| ooki ng very closely at this.

DR. SESSLER: A nunber of the comments here
have led right into the next bullet point, which really
deal s with subgroups. What subgroups of asthmatics or COPD
or other respiratory patients need to be specifically
considered in the determ nation that patients' needs are
bei ng nmet?

There really has been a fair amount of
di scussion surrounding this. 1'd like to see if there are
addi ti onal comments. M chael ?

DR. NIEDERMAN. As I'mlistening, | just want
to caution, | guess, that we not try to solve problens that
we can't solve already with these new products.

A lot of the issues that have been brought out
about inability to use inhalers correctly and days | ost
fromwork and quality of life, those are issues now today
with our current technology, and to think that if we can't
sol ve them now, that sonmehow that's going to becone the
standard by which we ask these new products to neet, it's

very unrealistic.
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I think that there are inherent problens in
asthma that can't be solved by these new nedications, and
think we have to be very careful not to set standards that
try to solve again all of the problens which currently
exi st that we're not able to solve, and | think that
particul arly when we address special groups, we have to ask
oursel ves, if special groups are having probl ens now,
that's the baseline to which we want to conpare our new
techni que, and we can't ask reasonably a new device to
sol ve the problens that special groups have now that can't
be solved with the current technol ogy.

| don't think that's the purview of what we're
trying to address today.

DR. SESSLER: If I'minterpreting where the FDA
is comng fromthis is, | think if there is a change in
technique or a change in availability, would that adversely
af fect sel ected subgroups? Yes?

DR. JENKINS: | think a point we all need to
keep in nmind is that normally, when we are approving new
drugs, whether it be a new nolecular entity, a new
formul ati on of an existing drug, we're approving that
thinking that it's going to go into the market and becone
part of the overall armanmentarium for the disease.

This is a different paradigm where these



25

10

11

12

13

14

15

16

17

18

19

20

products are being specifically devel oped to repl ace
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exi sting products. So when we approve these non-CFC
alternative products, there's an intent through the
Montreal Protocol and the Clean Air Act that if those are
acceptable to patients, they're going to replace the old
products, and part of the question we're trying to get
answers fromyou are, how can we be certain that we're not
goi ng to make things worse?

We certainly may not be able to address sone of
the concerns that are out there now, but | don't think we
want to nmaeke things worse by naking a determnation that
the alternative product neets patient needs, and you
decl are the CFC product as no | onger essential, and the CFC
product goes off the market, and then you find out that
maybe it really didn't neet patient needs.

So it's a very different paradigm and that's
why we're asking these difficult questions.

DR. NI EDERMAN.  And | think the opportunity is
presented to you by the intention of having both products
on the market initially together, and I think that that

al l ows usage studies. It allows conpliance studies. It



21

22

23

24

25

10

11

12

13

14

15

al  ows outcone studi es which can be sorted out by which
type of device patients were using, and | think that --
guess that's all that I"'mreally -- | agree. | think that
all you really want to docunent is that you're not naking

things worse. As you said, your intention is to nake
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things better. You're sinply coming up with a replacenent
product .

DR. JENKINS: |If | could go back, the previous
poi nt that we were discussing about the post-nmarketing
data, it seems as we went around the room we got kind of,
you know, several different opinions. Some people
advocated for asking for post-marketing studies, other
peopl e thought that they weren't all that useful, and sone
peopl e said yes, they may be useful, but we're not sure we
shoul d advocate for them

I think we heard from M. Jam eson's
presentation earlier that the industry association, their
position is that the FDA should not be requiring these
studi es, and that we should be relying primarily on the

spont aneous reporting system for adverse events and drug
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product quality problenms as well as any data that can be
garnered essentially passively, and | guess what |I'm
interested in hearing fromthe commttee is, how do you
feel about that proposal?

Not specifically point counterpoint with | PAC s
proposal, but to date, we have not required any of the non-
CFC products that have been approved, we have not required
themto do any of these |arge post-nmarketing Phase |V
studi es designed to help us address this issue.

At the end of the day, when we have the
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alternative, and we start naking the determination, is it
nmeeting patient needs, do you think we're going to be able
to adequately do that by relying on the post-nmarketing
reporting systemthat we have, the Medwatch Program the
quality reporting of product failures, European data, other
foreign data? |Is that going to be enough to address the
i ssues about neeting patient needs, subpopul ati ons being
adequately served? | think that's the key point.

DR. KELLY: Well, | guess a half response to
that, John, is | guess ny problemis |I don't think a |arge

post - marketing random zed trial, even though it's not
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bl i nded or anything, just a random zed trial, which a | ot
of these post-marketing studies are, is going to answer
that either, and | think | would fall on the side of going
after larger databases along with the self-report system
that we already have in terns of going after those snal
entities and groups, and as |ong as we have the CFC

avail abl e until we have that information back, the
comunity as a whole should feel fairly confortable.

DR. JOAD: | think what | was getting at when
menti oned the market issue is, | think barring sone
financial incentive to go to the alternate product, the
people that will use the new products are likely to be, |
woul d guess, people who are concerned about the

envi ronnent, people who are likely to work harder on their
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i nhal er technique and are generally nore conpliant or
adherent, and | think if you really want to see how
sonmet hing works in the real world, post-marketing, you're
going to need to assign people who are simlar to either
get that one or get the alternative or the CFC product, and

maybe a sinple questionnaire at the end of a year would be
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sufficient or end of six nonths.
It doesn't have to be so detailed, but
sonet hing that | ooks at real people who are really randomy

assigned to get the alternate product conpared with the CFC

product .
DR. SESSLER: Dr. Apter, and then Dr. Voll mer.
DR. APTER Dr. Fink mentioned earlier that
these drugs will be com ng on the nmarket when other things
are happening, like other drugs. WelIl, there are other

t hi ngs happening in the health care world while these drugs
are being changed. Less tinme to talk with patients, |ess
time to educate them and so | think it's very inportant to
study what's going on, and especially in the high-risk
groups, which are the underserved popul ati ons.

It may not be the obligation of the industry
that brings these drugs to market, but | think it's
important. | think that all types of designs are
i mportant, too. Looking at big databases tell you sone

t hi ngs and randonized trials and focus groups tells you
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sonmething el se, and all would be inportant, so that these

new drugs don't make things worse.
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DR. VOLLMER: 1'Ill give you an exanple of a
specific study that | mght envision and when | m ght
envision it, not necessarily as each new drug product cones
out, but when you're at the point of renoving the essentia
status froma given noiety, at that point, you have one or
other alternative conpetitors that are out there.
believe by your criteria, it has to be at |east two.

At that point, you could go out to HM>s or a
vari ety of other people that have access to | arge dat abases
and query them Maybe you've got two or three years of
experience with some of these things now, and you've got a
situation where you have both kinds of products on the
formul ary because to sone extent, if there are unnmet needs
in the popul ation, that these aren't working, then they're
goi ng to be dermandi ng sonme of the other drugs.

So you can go out there and ask who's using
what ki nds of drugs, and in particular ask the question of
the people using a given nmoiety, who's using the CFC
formul ati on versus the alternative formulation, and you can
take a | ook to see whether its release to the population --
I would be serving this population. So I'd try to find out
not only their age, sex, patterns, but their co-norbidities

and actually survey the patients and potentially the
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providers and find out what are the factors that are
causing you to be using this product and not another
product ?

Is it just that they just sinply refuse to
change in the absence of any effects or can they give you
gquantitative reasons why they can't use a product or,
mean, do you have some unknown reason?

But there's a situation then that you're
several years out, things have sort reached somewhat of a
steady state, particularly if there's multiple different
alternatives for people to be using, and then you can see,
and they may not all be using Drug A some m ght be using
Drug B and Drug C, but who's still using the old drugs, and
is that selectively one population? |Is it kids under five
years of age? |Is it individuals over 70 who have cystic
fibrosis or whatever as a co-existing disease?

So you're able to get sone insight into who's
still using themand why they're still using them

DR. SESSLER: Dr. Fink?

DR. FINK: | think the other issue with
mar keti ng, there are products out there, and | think
unfortunately, when you | ook at post-marketing surveys, and
you're particularly asking the questions you're asking, the
i medi ate i ntroduction of the drug is when you're going to

get the patients who are either poorly controlled on
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current nedications or want to switch, to take up the new
drug.

The group you're asking about is going to be
the last group to take on the use of a new drug which is
going to be to the patients who are well controlled on the
current agent and see no reason to change or those patients
who are wedded to the current agent and don't want to
change, and they're going to be the last group to
transition.

So unl ess you do your post-narketing studies at
the end of the transition, you're not going to answer the
guestions you're asking.

DR. N EDERMAN: Yes. | would just caution
agai nst | ooking at sone of the end points that you've
menti oned because you're presupposing that people are going
to have equal choice about which they use, and | think a
ot of this is going to be driven by cost, and | think that
these new inhalers -- for exanple, to pick on al butero
since there's generics, | can't inmagine any of the newer
ones are going to be any equal in price to the existing CFC

ones, and | think a ot of this is going to depend on what
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type of insurance you have, whether they' |l pay for the new
devi ces, and whether you've got to pay.
DR VOLLMER: That's a very good point, yes.

DR. NI EDERMAN. So | think that you have to at
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| east focus on outconmes rather than patient choice because
patient choice may not truly be choice. It nay be driven
by cost.

DR VOLLMER: That's an excellent point. Part
of what you can do with that is you can also |ook at a
variety of different providers as well as the fee-for-
service sector, but you can go to a variety of different
managed care organi zati ons and see what's on the formulary
and ask themwhy. |If Drug Ais not on their fornmulary at
all, no CFCs, is it because they've sinply said they don't
-- they only choose to go with one drug and that's the way
it's going to be because they don't want to be buying nore
t han one or what have you.

So gaining insight froma variety of different
providers as to how they're stocking their formnul aries
woul d al so be -- and what's driving that is also an

i mportant piece.
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DR. SESSLER: Dr. G oss?

DR GROSS: Yes. | want to nmke the same point
exactly. | think probably the npbst potent factor in terns
of willingness to require the inhaler and use it is going

to be cost, there's no question about that, and | don't
think there's going to be any question about the fact that
the new ones are certain to cost a lot nore than the

exi sting ones, and you can get a generic al buterol inhaler
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for a couple dollars, and | can't see any new devi ces being
able to deliver the sane cost per dose at |ess than
probably between 20 and 30, if that, and so | nean, that's
going to be a hugely potent factor as to whether patients
actually use it.

So in real-world studies, patients will have to
pay for their own nedication because it's not real world
ot herwi se, and the question really is, is the patient going
to pay 10 tinmes as nuch, and if they do, are they going to
get as satisfactory outcones as they can get?

So | think one should be prepared for the fact

that asthma control will go down, and | don't see any way
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out, and there's a huge subsidy for the medications that we
use right now.

So you have to |l ook at things |ike emergency
roomvisits, unschedul ed doctor visits, tine |ost from
work, tinme lost from school, your real-world type of
out cones. \Whatever study you're doing, that's what you're
going to be | ooking at.

But | believe that you can't really get
meani ngf ul data unl ess you have a control group, you know.
I nean, | think you have to figure out sonme way where you
can say, well, is this really neaningful or how does this
conpare with what? You know, it's always a question of

what you're conparing it with, and so | would say pretty
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strongly it has to be some kind of controlled study;
ot herwi se, you really don't know what the data nean.

I mean, just think how we're still arguing
about whet her beta agonists in general are bad for you or
not. You know, 10 years ago, you had a very same neeting
inthis towmn as to whether beta agonists were safe or not.
Well, maybe it wasn't 10 years, but it was probably eight

years, and should the FDA institute sone additiona
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controls? W're still arguing about that. W don't know
because these are all post-marketing type of questions, and
it's very, very difficult to do it when all these agents
are available, and you're not doing a controlled study.
You really can't tell exactly what it's due to, what your
outcomes are due to

So | would think before you nake any drastic
steps and nake the conventional agent unobtai nabl e anynore,
by which tine it's too late to squeeze the toothpaste back
in the tube, you need to do sone kind of controlled
studi es, |looking at real-world types of outcones rather
than the traditional one, which is FEV1 and peak flows and
so forth.

DR. SESSLER: | think frommy perspective, if
prospective randomi zed trials in the Phase IV type of
setting were to be undertaken, it probably shoul d be

focused on patient groups for whomthere is some perception
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that there might be a problem perhaps specifically rel ated
to drug delivery, which would translate into | ong-term drop

in effectiveness and could be neasured in terns of real-day
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outcomes in terns of ER visits and m ssed days and things
of that nature.

But, you know, random zed prospective trials
are resource-dependent, and so by focusing perhaps on those
areas that mght be highest yield, the ones that are of the
greatest concern, the elderly who may not be able to
generate adequate inspiratory flow for sone of the
different instrunents, or the pediatric population
something |i ke that, mght be, rather than a gl obal genera
popul ati on base, nake it nore specifically focused.

Dr. Ford?

DR. FORD: After hearing all of the
perspectives presented, including ny own, | feel |ike
saying all of the above.

(Laughter.)

DR. FORD: And the reason for it is that it
seens to nme that we're comng at this |ooking at different
aspects of the question in terns of what's going to happen
after these drugs are introduced, and certainly if we want
to | ook at the inpact of costs and access on efficacy, a
random zed trial nay indeed not be the approach because

nost likely it would be providing nedications and so forth.
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So that would not be real world

So | am favoring now perhaps a targeted
approach, that is, on the one end, that is utilizing
mul ti pl e approaches, dependi ng on what the question is.
If, for exanple, we want to know what the inpact is going
to be on certain nore vul nerabl e popul ations, well, not
necessarily vul nerable but the very young and patients who
have troubl e generating peak inspiratory flowthat is
adequate, of course, randonized trials, carefully-designed
studies, with that subgroup of patients m ght be the
appropriate thing.

But in terns of costs and access and so forth,
I think it may just be appropriate to |l ook at |arge
dat abases with the caution that even ampong the dat abases,
there is going to be sone variability anong popul ati ons as
to how i nformative they can be.

| nean, it's really a question of
generalizability, as | think you started to nention here,
because the HMO population in one city may not necessarily
reflect the sane kinds of challenges that ny patients face
in Harlem and by the sanme token, |I'm not even sure that
t he Medi cai d database in New York, which by the way is not
| argely an HMO dat abase, you know, our patients are
primarily not in managed care right now, would be

i nformati ve.
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So | think what really this is comng at is the
need for, | think, what Dr. Sessler is nentioning
implicitly here, sone really hypothesis-driven kinds of
studies, utilizing either databases or clinical trials,
when appropriate, based on issues that we think would have
a foundation, considering what we understand about how
these delivery systens work and the nechani sms by which the
drugs have their effect.

DR. SESSLER: How was that, John?

DR JENKINS: Are you ready to nove off the
subgroup i ssue?

DR SESSLER  Yes, yes.

DR. JENKINS: Because |I'd like to really meke
you earn your keep today by hel ping us define what are
subgroups? We've been using that terma | ot today, and
we' ve tal ked about sone general terns, but what really
constitutes a subgroup?

I know Ms. Cusumano in her presentation talked
about a subgroup of one for some of the patient comrents
that came in. They consider thenselves to be a subgroup of
one, and that it was very inportant to themthat they not
| ose access to the medication that they felt was the only

one that provided them benefits.
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So |'d be interested in any wi sdom you have

about how shoul d we define the subgroup, how large is a

subgroup, and how do

pati ent concerns?

186

you address those issues of single

DR. SESSLER: Takers?

DR. JOAD:

| just want to repeat what | said

this norning, that if you include this as a subgroup that

nust be served, peop

i nhal ati onal devi ces,

e who cannot cooperate at all in the

at |l east for each class, that you're

not going to | eave anyone out, that that would include

young children. It would include neurol ogically-abnornal

people. It would include several different groups that

don't need to particularly be naned, except that they can't

cooperate in any sort of breath-activated, put your nouth

around a nouth piece,

effort.

DR. GROSS: | would also state what | guess is

obvious, and that's the elderly, particularly because they

| ack manual dexterity. They |ack coordination,

synchroni zation. Many tines, they can't read very well

can't see very well

and they're particularly challenged



19

20

21

22

23

24

25

10

11

12

13

14

when it conmes to using inhalation devices.

DR. SESSLER: You know, | nmight chine in on the
el derly, echoing Dr. Gross's comments, and, in addition, |
think the cost issue is substantial for sonme of the elderly
interms of themfalling kind of in that gap, and | think
that's true for the working poor as it were, that the

mont hly costs of nedications is substantial and worthy of
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consideration in terns of -- | don't knowif that fits into
a subgroup, but at least it, | think, brings another facet

to the elderly as being a high-risk subgroup, | guess.

DR. NI EDERMAN:  Well, Curt, | would agree that
all these groups make sense, but | would caution again that
these are groups that we have problens with today, and so
if we're going to study them we have to study themin
conparison to the reality of what we've currently got as
probl ems and not expect again these products to do better
than we're al ready doi ng.

The one group that hasn't been nentioned today,
and at least in ny practice is a substantial group, is the
pregnant woman, and | guess we haven't considered whet her

there are issues with these new delivery devices that have
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to be specifically | ooked at in pregnancy.

We thought a | ot about the individual active
i ngredients, but | don't know if the propellants would have
any rel evance during pregnancy and whether that needs to be
studi ed separately. Certainly asthma's an inportant
di sease in pregnancy.

DR. SESSLER: Any information to share in that
area, Dr. Meyer?

MS. CUSUMANO. That was one of the commrents
that we had received on the advanced notice of proposed

rul emaking, that I think all but one of the currently-
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approved drugs are Pregnancy Category C, is that right, or
| think all but one are C? | think there's one in B

DR. VOLLMER: What does that nean? Pregnhancy
Cat egory C?

DR. NI EDERMAN: It means we don't know.

MS. CUSUMANO.  Well, it neans different levels
of effect --

DR. NI EDERVMAN: | think C neans that there is

not enough convincing data one way or the other
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DR. MEYER: Wth sonme hint in animals that
there may be sone teratogenic effects or other pregnancy
effects. The X is clearly bad. Thalidoni de-type. A is we
have good data to say to use it. Bis --

DR. NI EDERMAN: But | guess what |'m asking is
even if you took a component that was Category B now and
put an HFA in it --

DR. MEYER  Right.

DR. NI EDERMAN:. -- is it still Category B?

DR. MEYER: Right.

DR. NI EDERMAN:  And what do you have to do to
reach a conclusion about that?

DR. MEYER. Right. | think that is an issue
that's been raised before, and one that we certainly need
to grapple with as we nove forward.

I think we do have sone data about the exposure

189
and pharmacoki netics of the HFA, and it's quite mnimal as
it iswith the CFCs, but | guess there's both that
question, and this, also, |I think, in terms of the coments
we got to the ANPR, we're also in the situation where we

can't expect the new products to necessarily |eap hurdles
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that we haven't gotten information on for the current
pr oduct s.

In other words, if we don't know enough about
to use al buterol CFC, it doesn't quite seemreasonable to
make the HFA product prove that it's any better or worse.

DR. NI EDERMAN: | don't think it has to prove
it's better.

DR. MEYER. Well, or even to prove that it's
not different, if we don't have any reason to believe that,
for instance, the HFA would be particularly risky for that
popul ati on.

DR. NI EDERMAN:. COkay. | guess that's what |'m
asking. Is that enough to know that -- because there's two
guestions in pregnancy. One is the obvious one of
teratogenicity, but the other one is efficacy, and if
there's an inherent difference in efficacy, that can affect
the outcone in pregnancy as wel |

MS. CUSUMANG: The only other thing | would add
is that the agency as a whole is |l ooking to increase the

i nformati on and drugs general ly, pregnancy |abeling. So
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we're aware that it's a need, not just in this category.

DR. MEYER: Yes, and | think the efficacy issue
as it would be for many of these subgroups is somewhat
product specific. For instance, one could theorize if you
had a | arge abdom nal mass, a fetus or a large baby in your
abdonen, that you m ght have inpaired inspiratory flow and
m ght not be able to use a DPI quite as effectively as if
you wer e non-pregnant.

So in other words, | think that there might be
some specific products where we might have nore of a
questi on about whether there'd be sufficient efficacy in
that popul ation in pregnant wonmen as there would be for
ot her subgroups. But | think that m ght very well be
product specific because presunably, although there are
sonme di fferences between the way CFC MDIs and HFA MDIs are
likely to perform | don't think the efficacy in the
pregnant popul ation woul d be anticipated to be
substantially different.

DR. SESSLER: Any other comments? Dr. Ford?

DR FORD: Yes. | think it's been alluded to,
but | also think that perhaps we should introduce it as
clearly as possible as a potential subgroup, that is,
urban, lowincone and mnority popul ati ons, because,
clearly, in terns of who is bearing the brunt of the

epidemic, we all know where areas of asthma, of severe
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health care utilization and so forth and ot her outcones for
asthma, where they map out to, and | think that on the one
hand, we would want to be reassured that, you know, we at
| east don't do so bad as we are right now overall, but |
think that by the sane token, things are so bad right now,
that we don't want to wait to find out that there m ght be
i ssues that underm ne the effectiveness of asthma therapy
with these new devi ces.

W wouldn't want to wait too long to find out
about that. So | think it's really inportant to | ook, to
noni tor what's going on in those popul ations.

DR. KELLY: | would echo that, because | think
the major problemin that population is access or one of
the major problens, and if we're tal ki ng about changing
fromCFC is going to change access, then that's a
particul ar popul ation that we nmi ght be very interested in.

DR. SESSLER: Dr. Jenkins?

DR. JENKINS: |'d like to continue to mne a
little bit with the comrittee the issue of the subgroup of
one because we do get that type of comrent a lot in the
agency, either in response to the ANPR, we got a |ot of
comments of individual patients who said for whatever
reason, that they could not be treated with any other drug

than Drug X, and we al so get those comments periodically
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192
shortfall of their ability to make a product or they stop
maki ng a product, we get lots of calls from concerned
pati ents, saying, you know, that's the only product that
works for me. What am | going to do?

So what I'mreally |looking for to nmine alittle
bit with the conmttee is a lot of the things we've been
tal ki ng about so far with regard to subgroups have been
nore access-based i ssues or they've been functionality
i ssues of can't generate the peak flow, can't understand
how to use the device, and what 1'd really to hear you
conment sonme on, do you believe there are physiologic
di fferences that woul d make individual patients respond to
one inhaled corticosteroid and not respond to anot her
i nhal ed corticosteroid, regardl ess of what dose you m ght
give them and the same would be true for beta agonists.

We had this discussion sone in the 1997 neeting
because at that point, the agency had proposed one option
bei ng the therapeutic class approach, which said that once
you had a couple of options in a therapeutic class, you

coul d consider the other nenbers of that class to
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potentially no | onger be essential, and we had sone
di scussi on about whether that was a valid assunption froma
physi ol ogi ¢ st andpoi nt.

If you respond to a beta agonist, can you

expect that they will respond to a different beta agoni st
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or do you think they're truly patients who only respond to
one nol ecul e?

DR. SESSLER: Qur pharnacol ogi st ?

DR. KELLY: Froma clinical pharnmacol ogy point
of view, no. Having been around for 25 years, | think you
get a different perspective, and | have a simlar
perspective that Bob had shared about changes in netered-
dose inhalers and, you know, going for metaproterenol to
al buterol. Frompatients, you always hear that, and you
al ways hear of, you know, relatively well-educated
pati ents.

W had a |lawyer that, once we put himon
i nhal ed steroids --

(Laughter.)

DR. KELLY: Speaking of subgroups. Who, even
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t hough we put himon inhaled steroids and better control
he said, "Every tine | get in trouble, I still go get ny

Tederol ," and so there is that problem and it's a rea
problem fromthe patient's perspective, and nost of the
studi es that we've done, that people try to |l ook at and
find those things, you can't find those differences, and so
fromny perspective, those Nof 1ls, | think they're rea
probl ems, but | don't know how to deal with them

DR. DYKEW CZ: Well, 1'd like to flip the side

of the coin, so to speak, to the, if you will,
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i di osyncratic responses in terns of effectiveness, but then
i di osyncratic responses in terns of side effects, and that
woul d be an issue. There m ght be sone people that seemto
get adverse effects fromone agent within a class but not
fromother agents in the class.

DR. JENKINS: Right. That's a valid point, and
| intended, when | made ny point, to include that. There
are docunented cases where patients may be responding to an
exci pient, for exanple, an inactive ingredient that's in
one fornulation that's not in another fornulation. So |

shoul d have put that in as a caveat, and there's obviously
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al so physiologic differences between different beta
agoni sts. Sone have nore selective beta adrenergic effects
t han ot hers.

So | was trying to target nore on efficacy, but
recogni zing that there are potential differences and
adverse event profiles because of the nolecule or because
of the fornul ation.

DR. FINK: From a doctrine of fairness
approach, |I'd take a different approach to defining
subgroups and throw out the nunmber 50,000, in that if
50,000 is the nunber of pediatric individuals who have a
use for a drug to be considered significant and require
pediatric studies, |I'mnot sure why we shouldn't use a

simlar criteria for asthma and say if a subgroup is |ess
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than 50,000, it doesn't neet the federal criteria of
significance.

DR. SESSLER: And that's based on --
DR. FINK: Good pediatric rule, which says that
if a pediatric use of a drug is only considered significant

if there is a group greater than 50,000 who woul d benefit
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fromthe use of the drug

DR. SESSLER: |s that precedent recognized?

MS. CUSUMANO. | would just say that the flip
side of that rule is it's an or, or provides a neaningfu
t herapeutic benefit. So using the nunber al one maybe
doesn't tell us the whole story.

DR FINK: No, but I think the point is we're
splitting down to sone of these very small groups that we
woul d not be giving credence to in devel opnent of other
drugs, other classes of drugs, and just because this is a
repl acenent -- | nean, there's part of nme that says this is
a replacenent process or a transition process.

There's part of ne that says this is no
different than any other transition frominjectable
antibiotics to oral antibiotics, QD to oral antibiotics,
BID to oral antibiotics once a day, and we didn't require
post-marketing surveillance to say were people happier with
an antibiotic once a day than an injectable.

You know, there's sone people out there who
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woul d say the injectables work better, and | think maybe

because of sensitivity to the issue, we're al nost being
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overly responsive to it.

DR. VOLLMER: Yes. | don't know what the
nunber would be, but | think that is just a restatenent of
the point that Dr. Niederman's nade repeatedly today, which
is that we shouldn't set a standard for these new compounds
that we can't neet for our current conpounds. You're
al ways going to find individuals now who say they can't
take a medication, they're having trouble, and so it's just
unrealistic to expect that we're going to do better than
what we can currently do now

DR SESSLER: Any ot her comrents?

(No response.)

DR. SESSLER: Wiy don't we switch gears in a
pretty major way? The next couple of bullet points really
deal with the noiety-by-noiety approach. The first is, is
FDA's proposal to utilize a noiety-by-noiety approach
reasonabl e, given the special exception for noieties with
nore than one product?

The followup is, if a noiety-by-noiety
approach -- ever tried saying that? -- is taken, how should
FDA det erm ne when renmi ni ng CFC products that are not
bei ng refornul ated are no | onger needed?

So l'd like to toss that open for conmentary.



10

11

12

13

14

15

16

17

18

19

20

21

22

23

24

25

197

MS. CUSUMANG: If | could just speak for a
nonment to the paren there, given the special exception for
noi eties with nore than one product, this was somnething
didn't enphasize in ny talk, but under the proposed rule,
we' ve suggested that for products marketed under nore than
one NDA or in nore than one distinct strength, there would
have to be at |least two replacement products, and that's
what that paren neans; whereas, in other cases, it would
just be one.

DR. NI EDERMAN: Expl ain what that neans for
say, al buterol.

M5. CUSUMANO: Al buterol's marketed under
multiple NDAs. So there would have to be at |east two
al buterol replacement products before we woul d propose
renmovi ng the essential use for al buterol

DR. KELLY: Well, beclonethasone comes in two
strengths. So if it comes in two strengths, then it would
require just those two strengths or two replacenents period
of any sort?

DR. MEYER: For sort of regulatory sinplicity,
we conbi ne these concepts, but they are sonewhat different.
I think becl onmet hasone actually has both considerations.

DR. KELLY: Yes.

DR. MEYER  Just as there's two different NDAs

for two different strengths. | think the feeling is that
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for the nultistrength products, that it would be hard,
think, to argue particularly if you were reformulating,
say, the higher strength, that that was an adequate
replacenent for a product or a noiety that's available in
two or three strengths because there could be sone
popul ati ons who specifically need the | ower-strength
product. For instance, pediatric popul ations.

DR. KELLY: So what that means is that you
woul d need replacenent for the particular indications or
strengths that are out there, not just that you'd have a
dry-powder inhaler and an HFA inhaler as two repl acenents?

DR. MEYER Right. And again, that's not
really explicit in the rule, but that's behind our
t hi nki ng, that, you know, folded into the other criteria
then would be all the subpopul ati ons that are served, and
if there were two high-strength, one being a DPI, one an
MDI, alternatives available, but there was no alternative
| ow-strength product, and it was clear that that was needed
for proper treatnent of asthma patients who were bel ow t he
age of 12, for instance, just as a hypothetical, then we

woul d not consider that an adequate repl acement.
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MS. CUSUMANG: | just wanted to add to that
that it's not necessarily a one-to-one, strength-to-
strength repl acement because of the issue that was raised

earlier, that it's possible that, you know, with the
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reformul ati on, you nmight only have to take one puff versus
two, something like that, but that if there are particular
popul ati ons that need particul ar strengths, then you woul d
want to have that available for them

DR. NI EDERMAN: |'m not sure how you woul d
answer that question, but | can see again, as |'mthinking
about it with the noiety-to-noiety approach and the rules
you' ve nmade, the follow ng problens.

We tal ked earlier about how if you happen to
have a CFC product that's uni que, and that nobody el se can
make, there's virtually no notivation to devel op an
alternative because you'll not be decl ared non-essentia
for a long tinme.

On the other hand, when you take the exanpl e of
al buterol, if what you're saying is as soon as there are
two non-CFC alternatives, all the generics are off the

mar ket, there's a great incentive for the HFA makers to
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band together, nake another product and get the generics
off the market, and the price goes up dramatically again.

So I"'mnot sure how you're going to deal with
that, but | can see certainly froman industry perspective,
the potential for behavior to optimize profits, which is
what they're in business to do, that can undernmine this
whol e process.

DR. DYKEWCZ: Now, as | understand it, the
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second question, of course, was if a npiety-by-npiety
approach is taken, how should the FDA determ ne what
remai ni ng CFC products that are not being refornul ated are
no | onger needed?

Now, ny understandi ng about the two-phase
process again is that when we get up to 2005, that woul d be
t he point when that type of an assessnent woul d be
requi red, whether the remaining products that have not been
reformul ated are still deened to be essential, and earlier
this morning, | was raising the question about whether then
there woul d be an assessnent based upon whet her there were

ot her available drugs within a class which, | think, is a
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reasonabl e type of an approach to nake that sort of
assessnent.

If you have anpbng, let's say, the inhaled
corticosteroids three or four different other noieties that
have been refornulated into a non-CFC preparation, then you
coul d make an assessnent that, well, you know, the
remai ni ng product or two, they're not to be refornul ated
and are no | onger essenti al

So | think the general thrust of nmaking sone
type of a class assessnment in 2005, of course, is the year
you know, time line that starts after that point, but I
think that's a reasonabl e approach personally to | ook at

that particular question.
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DR. NI EDERMAN: But again, you could do it
before 2005. In other words, am| interpreting you
correctly with albuterol, that if the second HFA product
came out before 2005, all the generics with CFCs woul d be
decl ared non-essential ?

MS. CUSUMANG: What woul d happen is if we had
two acceptable alternatives, we would propose to renmove the

essential use for al buterol, and we would go through the
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noti ce and conment rul emaking for renoval of that.

DR. NI EDERMAN: Because, then, again, it's
obvi ous that the econom c incentives are clearly aligned
agai nst the cheaper products, and it's certainly going to
drive up the price dramatically of albuterol if that
happens.

DR. JOAD: Well, doesn't that bring up
acceptable -- that could include cost, right, or not?

DR. NI EDERMAN: Again, if you start to think
through the real-world ram fications of all of this stuff,
it gets very, very conplex because | see two cost forces,
and neither of which are necessarily |ooking out for the
patient's best interests.

One of themis the industry where we could
el imi nate generics by having two patented non-CFC products.
On the other hand, if I'ma nanaged care organi zation,

want to have an exenption for cost because | don't want to
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buy these expensive products, and | want to pretend that
I"'minterested in | owcost products for patient well-being,

but I'"mreally interested because | don't want the cost of
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my al buterol that |I'm paying for to go up tenfold.

So | really don't think these cost issues are
going to be easy to sort out, and | think that there are a
ot of, as | say, econonic incentives that you can see
pl ayi ng out very quickly that don't have patients’

interests in mnd

DR. FORD: | guess the other side of the
economi ¢ question -- and | think these are very inportant
points. | haven't thought about this. The other side of

it also is that once al buterol becones non-essential, then
there's a huge part of the market that opens up to those
two. So potentially, there's roomfor conpetition and
letting the market sort it out, but | agree. | wouldn't
take --
DR. NI EDERMAN: Unl ess now the non- CFC device
as in the HFA is patented, and it's not open to everybody.
MS. CUSUMANG: Correct ne if |I'mwong, but
you' re saying the conpetition between the two products?
DR. FORD: Right. That's what | nean.
PARTI CI PANT: It's still going to be nore
expensi ve.

DR. FINK: Wth the exanple of albuterol, since
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it's focused on a lot since it raises a |ot of issues, what
is its legal status? Because if these products conme in as
an MDA, wouldn't they potentially then fall under the
single isoner rule?

DR. JENKINS: |'m not sure | understand your
questi on.

DR. FINK: Well, the FDA guidelines that new
MDAs, if they're single isomers of the product, and it's
known that only one is biologically active, only the
bi ol ogically active single isonmers should be in the
mar ket ed product ?

DR. JENKINS: That's not really an FDA
position. | think there's sonme m sunderstanding. W have
not mandated that racem c m xtures can not be approved. W
sinmply have |aid out guidance on how you woul d go about
devel opi ng single isomer products. That's ny understandi ng
of our guidance.

DR FINK: Okay.

DR JENKINS: And the al buterol products that
we' re tal king about are racem ¢ m xtures.

DR. FINK: Right.

DR. JENKINS: They don't really get into the
i ssue of single isomer. There is a single isonmer albutero
product, but that's not where we were focusing today.

DR. SESSLER: You know, | think the noiety-by-
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noi ety approach is on target, but at the sane time, there
may be different general classes of drugs that we need to
consider while we're sorting out the details with this.

It seens that albuterol is really quite
different than the situation for inhaled corticosteroids,
primarily because of the generic drug that occupies the
majority of the market right now, and then the third class
is really, | guess, the others in terns of aphatropium
brom de and | ong-acting beta agonists and so on, that these
are kind of stand-alone drugs to a certain extent.

So we may need to step back a little bit and,
rather than focusing attention on the npiety-by-npiety
approach globally, maybe we need to specifically discuss
i nhal ed corticosteroids and cone to sone grips wth what
are reasonable alternatives there, and | think conm ng back
to the idea of 2005 and the class, the therapeutic class
i ssue, at that point, since we have nore than five
different active moieties within that class, and yet the
al buterol issues are, | think, entirely separate and
perhaps trickier in terns of the generic drug and the
potentially underserved popul ati on.

So it may be that we need to step back a step

and look at it with that caveat in mnd, that there may be
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Anybody want to tal k about inhaled steroids?
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DR. FINK: Inhaled steroids or albuterol?
DR. SESSLER: Well, whatever you want.
DR. FINK: Well, the other approach to
al buterol is to say that if we're |ooking at the NAEPP
guidelines, it's grossly overused today. If we bring its

usage down to recommended | evels of one to two puffs two to
three tines a week, there's not such a great big nmarket for
it, and maybe the problemis that al buterol is just grossly
overutilized today, not that we should be worried about its
costs, because if asthma is treated according to
gui delines, al buterol should actually be used with a
frequency sonewhere | ess than the inhal ed steroids or other
control | er agents.

DR. SESSLER: | guess the flip side of that
m ght be that it's the rescue drug, and that certainly it's
sonmet hing we want to make sure, of all the drugs, that it's
one that really we don't |lose to our underserved

popul ations that Dr. Ford has spoken to, and we want to be
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particularly careful there in ternms of not making it nore
difficult for the folks who really represent the epidemc
of asthma difficulty fromgetting drug.

DR. FINK: And how could you handle the non-
al buterol albuterols, pirbuterol? |Is that a different
noi ety, and therefore has its own category, so that it

could stay CFC and cheap?
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DR. MEYER: In that noiety-by-npiety approach
the other short-acting beta agonists, such as
nmet apr ot erenol and pirbuterol and so on, would be
consi dered separately. They'd be considered as their own
noi ety.

DR. FINK: And that potentially is a big
problemin that if an al buterol replacenent is nore
expensive than the generics, you potentially then are
encouragi ng nore production of the noieties, |ike
pi rbuterol, that are CFC-contai ning.

DR. DYKEW CZ: Until 2005.

DR. MEYER: Yes, | nean, it's certainly a
t hought that has crossed our minds, and | think that's part

of the reason why we at |east proposed the therapeutic
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cl ass approach in the past.

| think that there's sone nmerit to that
approach or | don't think we woul d have advanced it as a
possibility two years ago, but | think there are sone
substantial concerns about it, and | think we acknow edge

and understand those concerns as wel |

DR. VOLLMER: | was conpelled, | guess, | nean,
when | read the advanced notice, | |iked the recomendati on
for therapeutic classes. It was pretty clear that you got

a lot of feedback to the contrary that canme in anmongst the

t housands of responses that you got.
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I was inpressed today that all the parties that
spoke, both industry and representatives from ATS as wel
as our consumer group representatives, all seened to be
supportive of the npiety-by-npiety approach, and so since
they've had a | ot nore thought and energy going into it
than I, it seens to ne it's probably a way to go.

I'd actually like to get sone clarity on an
i ssue that M. Janieson rai sed regarding the requirenent

that when there's nultiple manufacturing sites, that you
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have to have a product being apparently produced in
mul ti pl e manufacturing sites, and they were proposing -- am
I correct in assuming this is a separate issue than we've
been di scussing now? |It's not dosing schenes. It's actua
di fferent people manufacturing it, and the industry seens
to say that's not a problemfor them They're actually
happy to have a | ooser standard. Have | caught that right?

MS. CUSUMANO: What M. Jamieson's referring to
is actually a statenent in the preanble to the actua
proposed rule. Al we say in the proposed rule is that
there nust be supplies and production capacity adequate to
provi de supplies to patients, and one of the things that we
t hought when we wrote that statenent is you never know what
m ght happen to one manufacturing site.

Li ke Dr. Jenkins was saying earlier, you know,

if you have an earthquake in California, and your
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manufacturing site's in California, and you're put off |ine
for several nonths, what are you going to do? Were's the
patient going to get their drug fron? And it's not
necessarily that in that case that there have to be

mul ti pl e sponsors, just that they have to have nultiple
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manuf acturi ng sites.

DR. JENKINS: And that's listed in there as a
presunption. | think it's in | anguage that says that when
FDA i s eval uating whether the supplies and production
capacity are adequate, that that m ght be something we
woul d take into account.

It's not an absolute requirenent. It's not in
the codified section of the proposed rule. It's just
trying to explain how the agency woul d think about those
t hi ngs when we're eval uating supplies and production
capacity.

There have been instances where natura
di sasters have inpacted upon the ability of conpanies to
manuf acture i nhal ed products because they have one | ocation
where they inhaled the product, and the natural disaster
takes that plant off line.

So that's one of the things we were putting in.
We did not say it was an absolute requirement. W said it
was sonet hi ng we woul d probably have a presunption that

that woul d be better than not having to.
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DR. VOLLMER: That hel ps. Thank you.

DR. JOAD: | have a comment with regard to ny
request of there being a portable device that requires no
cooperation. In that instance, it seens |like it would be
unr easonabl e to have a npi ety-by-noi ety approach to that
request, that a class request would be sufficient for that
request. It wouldn't have to be such a thing for every
singl e beta agonist out there, but there should be at | east
one.

DR SESSLER: How about inhal ed
corticosteroids? The reason | bring it up, | think, is a
| ot of the discussion and exanples really revolve around
al buterol and around the generic question and so on, but
this is, I think, a different kettle of fish in terms of
per haps the pace of devel opment and sone of the inpedinments
that are different from al buterol.

I s everybody happy with the noiety-by-nmoiety
approach there with perhaps the 2005 reeval uati on of
t herapeutic class? |Is that what you all are kind of
t hi nki ng about or really am1 overstepping, and it's just
noi et y- by- noi ety?

MS. CUSUMANG: |I'mjust kind of hesitant to use
the therapeutic class necessarily, | nean, because what Dr.
Jenkins and Dr. Meyer were saying earlier about, is that

what we're | ooking at is the market as a whole. So about
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what was said earlier about progress being nmade in the
treatment of asthma, so that we're not necessarily | ooking
at the therapeutic class of corticosteroids, but that if
t here have been several reformulated, and in 2005, there
are sonme that have not been, but there are a number of
ot her products out there for the treatnment of asthmm, not
necessarily just corticosteroids, under which people are
well controlled, and they're happy with their asthma, not
m ssing work, that kind of thing, then |ooking at the
mar ket as a whol e and not just the class necessarily, we
woul d tal k about whether the essential use was stil
necessary for a particular product, whether it be a
corticosteroid or a bag.

DR. SESSLER: Any di scussion?

DR. MEYER: Just as a specific exanple to sort
of flesh that out a little bit, budesonide is not available
as a CFCinhaler. It's not really part of this question
about the CFC transition. But it could very well be that
when you' re considering the market, for instance, that the
Pul mi cort Turbuhal er could enter into sort of the
consi deration of how the asthmatic population in general is
bei ng managed at that tinme, and, you know, it's quite
concei vabl e that | eukotriene antagoni st might play into

t hat consideration, other agents that have yet to cone, as
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we are tal king about five years hence.
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So we're trying to avoid the therapeutic class
term nol ogy, not just because there were so many comments
about it in the past, but nore specifically because we are
proposi ng sonething different fromthat. |It's akintoit,
but it is different fromthat.

DR. FINK: For the inhaled steroids, if there
are four or five alternative devices avail abl e by 2001
woul d you undertake a class review at that point or would
you wait till 2005? Because it's clear we probably will be
in that situation by the end of next year, | would think
in terms of having four or five, at |east, non-CFC products
avail able. And do you wait another four years before you
| ook at the remainder?

MS. CUSUMANG: Under the proposed rule, we
woul d wait another four years. Now, the flip side of it is
what happens with the Montreal Protocol, because the
parties to the Protocol would | ook at our requests, and
fromthat angle, they m ght not allocate CFCs, but under
the proposed rule, we would not look at it until 2005.

DR. JENKINS: | think it's also inportant to
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remenber the process that is being proposed here because
you can't just focus on the timng at which, say, an
alternative product becones avail abl e because in the
proposed rul e, one of the additional criteria was that we

woul d have at | east one year of U S. post-marketing safety
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data. So that takes you out at |east another year

Then the agency has to nmake a determ nation
that the product adequately neets patient needs and
fulfills those criteria and would i ssue a proposed rule to
elimnate the use of CFCs in that npiety

So we're not going to be in the situation a
year fromnow for the corticosteroids that you were
referencing, Dr. Fink, where we're going to be ready to say
that things are not essential. This is a process that's
going to take time, and | think everyone needs to
under stand the process.

Today, we're tal king about a proposed rule
whi ch has no inpact until it becomes a final rule, and even
when it becomes a final rule, it sinmply lays out the

process and the criteria the agency will follow in making
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those future determninations.

So this is a multiyear process that we're
tal ki ng about here. Nothing is going to happen overnight.

DR. GROSS: |I'mtrying to figure out, if | was
a drug conpany, why would | have any interest in devel oping
a non- CFC version of my product until the year 20057
Because it's bound to be nore expensive, and I'mgoing to
be payi ng the devel opnent costs anyway, but why not put
them of f until the year 2004, and so until | have to

conply, then why would | do so?
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Isn't it sort of |like the situation with
autonobil e air bags and seatbelts? You know, there was a
time when sone people wanted to pay a little bit nore, but,
in general, the manufacturers said we don't want to do this
because it's going to add a lot nore to the cost, and so
t hey ki cked and screanmed about that, but when a deadline
came, |o and behol d, everybody had seatbelts in their cars,
and | don't know whether we pay a little bit nore for that,
| suppose we do, but it just becane an acceptabl e thing.

So isn't this alnmst the sanme situation, where

basically they're not going to do it voluntarily unti
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there's a deadline that they have to neet?

DR. MEYER: Well, | think there are various
| evel s of conplexity to answering that, but | think the
nmessage of the international community is clear, that a
date will come when these products can no | onger be
mar ket ed, and there is not an absol ute deadline, and
certainly we don't want the nessage com ng out of here that
2005 is the absolute deadline in the United States. So the
conpani es have that.

There's enough vagaries in being able to
conduct a good, rational and tinely devel opnment program
that |1'm sure conpanies would not want to push it off to
the last ninute.

Furthermore, | think there's certainly
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i ncreasing problens with getting access to the CFCs. The
conmpani es do have to go through the essential use process,
and even then, they have to be able to inport these and
store them and handle them and the expense is getting nore
to be a consideration, too.

So | think there are sone clear incentives for
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conmpani es out there, but as we discussed for sone products,
I think that sonme conpanies have | ooked at the bottomline,
and for, you know, considering their market, considering
what they see as the future for their market, for their
product, to |look at that and say, okay, when the door shut
on us, that's it.

So | think those who want to reformul ate,
there's a clear reason why they mght want to do that
earlier rather than later. For those who don't want to
reformulate, I"'msure they'Il want to take it out as far as
t hey can.

DR. JENKINS: | would add to that that you have
to understand that the devel opment of new drugs is mainly a
gl obal effort these days. Mbst of the pharnaceutica
conmpani es that we're tal ki ng about who market the CFC-based
i nhal ers that are the market | eaders in the United States
are gl obal conpanies. So they're working on devel opi ng
these formul ations for the gl obal comunity, and actually

the transition pace nmay occur nmore rapidly in other markets
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than it may occur in the United States.

For exanple, the Australians have already nmade
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a determ nation that the use of CFCs in al buterol may no

| onger be essential in Australia. So you have to factor in
the gl obal nature of not only the transition and the
Montreal Protocol but also the global nature of how these
compani es operate

The Europeans are, | think, very close to
getting to a point where they nay decide that al buterol is
no | onger an essential use of CFCs in the European Union
So the United States nmay not be the fastest in the
transition. So sinply looking at it froma U. S.
perspective doesn't give you the total picture that the
conpani es need to address.

DR. NI EDERMAN:. But again, the econom c
incentive is clearly there to devel op a non-CFC al butero
because that will close down the generic market with CFCs,
correct?

DR. JENKINS: Well, that's one way of | ooking
at it. | can say that for the market-I|eadi ng products in
the United States, those products who have substantia
mar ket share, |'ve not seen any evidence that there's not
an incentive for those conpanies to refornulate. Those
conpani es have been working very actively, even in

situations where they don't have conpetition. They're the
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single source of a nolecule. Conpanies have been working
activity to reformul ate.

DR. NI EDERMAN: They may do it, as you say,
when they don't have to, but, conversely, specifically in
the al buterol market, there seens to be a strong econom c
incentive with your rule of two products to develop a
second product and cl ose down the generic market.

DR. JENKINS: Right. That incentive existed
even before we proposed the rule, and | can tell you that
nmul ti pl e conpani es are working on al buterol alternative
products, not just one or two and not just necessarily the
ones that currently market al buterol products.

It seens sonetines |like every conmpany out there
nmust be devel opi ng an al buterol product because we get the
requests for neetings fromthem So there's no |ack of
interest in devel oping al buterol replacenent products.

DR. NI EDERMAN: So you think that there would
be enough conpetition of non-CFC al buterol that would not
drive the price up?

DR. JENKINS: | don't want to get into
specul ati ng about what the nmarket forces of conpetition may
or may not do because that's way beyond mny | evel of
expertise, but I think we do have the potential that in the
future, there will be nultiple al buterol inhalation

products, and | think there will be nultiple types of
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devi ces.

DR. GROSS: But the criterion of necessity
woul d be nmet by having one HFA al buterol and one dry-powder
al but erol ?

DR. JENKINS: That's possible. It could be two
HFA al but erol s.

DR. CROSS: Right. But | nean, given that HFA
is a patented substance.

DR. JENKINS: Well, there are ways around those
patents, and you can enter into |icensing agreenents, et
cetera. So.

DR. GROSS: Yes, but | nean, everybody is
devel opi ng dry-powder al buterol right now. So that,
mean, is that what you were referring to when you said you
see the new applications com ng through? There's a |ot of
applications for dry-powder albuterol.

DR. JENKINS: There are also applications or
devel opnent for HFA al buterols as well. So there are ways
t hat conpani es can address those patent issues.

DR. SESSLER: Any ot her coments?

DR. FORD: | guess following up on the issue
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that Dr. N ederman brought up, one practical question that
woul d cone up in the inplenentation of non-essential status
for al buterol would be whether we would want to wait until

there is sufficient assurance, even as we know what the
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pi peline | ooks |ike, that at |east al buterol won't becone
cost prohibitive even for a period of tinme, until the
pi pel i ne catches up.

I don't know how nmuch of a concern that is, but
I would inmagine that this would be a consideration in the
timng of that deternination for al buterol

DR. SESSLER: Bob, the next point is really
related to the issues that we've been discussing as it
relates to albuterol, and | believe you wanted to nake sone
sort of a correction or a statenent on that.

DR. MEYER: Yes. There's an inaccuracy that |
need to take credit for on that, and that is that the
consortiumitself of |IPAC has not made this statenent, |
thi nk, for understandabl e reasons. They don't see
thensel ves in the position to make statenents about drug
pricing because they are a consortium

So it's actually been nmenber conpani es not
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speaki ng on behalf of the consortium but on their own
behal f that have stated in various fora that they would see
the repl acenent products as being priced very conparably to
their CFC-branded counterparts.

So in other words, as | think I nentioned
earlier, Proventil HFA is within pennies of the cost of
Proventil CFC, and other conpani es have nade simlar

commtnents. So again not to belabor this point, but |
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think the issue of cost really is perhaps the thorniest for
the products where there's a generic, and right now, the
status of the market is such that's only albuterol. So
we're really tal king about the cost issue being nost
i mportant there.

I think 1'd even reflect, maybe foll owi ng up on
what Dr. Ford just said, that | think we have to bear in
m nd that three years ago, there were no generic
al buterols, and, you know, for better or for worse, they're
here now, and | think one could argue that perhaps having
cheaper nedications is quite a benefit.

But | think we need to bear in mind that up
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until three years ago, this was a market without any
generic conpetition. So certainly, outside of albuterol
we're really not tal king about costs being -- we anticipate
a major part of this process, but even al buterol, although
| think the issue is inmportant, and we have it here as a
talking point, 1'd just like to have everybody bear in mnd
that as patients are doing reasonably well conpared to how
they're doing today three years ago at a tine where
al buterol had a very different pricing structure.

DR. KELLY: Maybe the |low cost of albuterol is
not a good thing. |If we're overusing it, as Dr. Fink has
said, maybe we want to make it costlier so the HVOs woul d

prefer to give inhaled corticosteroids and not so much
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al buterol. | nmean, there are other ways of |ooking at
costs.

DR. SESSLER: Dr. Jenkins?

DR JENKINS: Curtis, | get the feeling that
you're getting ready to discuss the specific point on
costs, and before you | eave the npiety-by-npi ety approach
| wanted to stinulate a little bit nore di scussion about --

| tried to highlight a little while ago sonething that may
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be considered to be a positive benefit of the transition
and that's a lot of innovation and a lot of attention to
new devi ces.

You coul d | ook at another issue related to the
transition that could be viewed as a negative, is it's very
likely at the end of this transition, we will have fewer
noi eti es by inhalation than we had when we started, and,
for exanple, sone of the very small nmarket share products
that are out there, conpanies nmay choose not to reformul ate
those products, and it may cone that eventually, under this
2005 provision that we've proposed, there will be a
determination that those products are no | onger essenti al
and |' mwondering how the conmittee feels about that, the
fact that at the end of the day, as a result of the
transition, there nmay be fewer noieties available than
there were when we started.

DR. NI EDERMAN: It seens inevitable, but not
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necessarily bad. | think sone of these, as you said, have
such a small market share, that it's hard to justify either

clinically or pharmacol ogically that we need as many
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di fferent noieties, and there's a |lot of historical
perspective as to why sonme of these products exist.

| think this is probably one issue that's
probably not bad to cut down the nunmber of choices.

DR. JOAD: | guess it mght only be a problem
with inhaled steroids, but we don't know the answer to that
yet. | nmean, we have very little infornmation about
choosi ng one over another, and when we get that, hopefully
in the next several years, then it could really matter if
one of themis not available, that really does matter to us
nore than anot her.

So that class, | would be nore worried about
than, say, the beta agonist class, short-acting beta
agoni st cl ass.

DR. JENKINS: Just to follow up on that, we've
tal ked a | ot today about al buterol, and clearly there's no
secret that al buterol already has an alternative, and we've
tal ked a | ot about other alternatives being devel oped.

As a hypothetical and not to suggest that this
woul d be the outcome, how would you feel if, at the end of
the day, when this transition was over, albuterol was the

only short-acting beta agoni st that was avail abl e?
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DR GROSS: | guess | just don't believe
there's a lot of difference between the nolecular entities,
but there are other cosnetic things about different
bronchodil ators. There's taste and slight differences
bet ween the devices and so forth.

I mean, | think one needs to have sone choices
for non-nedi cal reasons but sinply because there is a
preference issue there, and obviously you need it for
conpetition as well, but I, for one, wouldn't really mind
very much if all the other beta agonists di sappeared of the
same duration of action and otherw se simlar pharmacol ogic
properties.

MS. CONNER: Does anyone el se have pati ent
experience of patients that just absolutely -- if you' ve
ever tried themon pirbuterol, they won't go back to
al buterol because of the lack of tremor? They just don't
seemto have -- whether that's real or imagined. | have
patients that really, really prefer pirbuterol over
al buterol, and it's sonething that they can detect a
significant difference.

DR. JENKINS: So you're saying you would be
concerned if there were not a choice?

MS. CONNER: Yes. Yes, | would. At |east that
choice. Sonme of the others --

DR. GROSS: Well, that's really hard to justify
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scientifically, because trenor is a beta2 action

MS. CONNER: Ri ght.

DR. GROSS: It's a specific subgroup of one
type of problem

MS. CONNER: O the others, it's the one that
|'"ve seen preferred or asked for

DR, KELLY: It's alittle |less potent than
al buterol, and so you'd expect a little fewer systenic side
effects if you gave the sane dosage.

MS. CONNER: And it may be that they're m | der
and use it less frequently when they do use it.

DR. DYKEW CZ: Hypothetically speaking, let's
say it came to pass that it was found that al buterol had
some unforeseen toxicity in sone set of patients. You
know, we have no evidence, for instance, that it's a
particularly teratogenic agent in pregnancy, but let's say
it played out that in fact that was a problemor that you
got any sort of adverse effect problem and then you had no
alternative for another drug in the class being avail abl e.
Again, we're tal king hypothetically, but that night be an
i ssue. There would be no alternatives to turn to.

DR. SESSLER: You know, | think one thing

that's worth bearing in mnd, too, is we offer the
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necessarily represent the patient's perspective, and
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t hi nk Brenda brought that out nicely, that there may be a
much greater outcry froma less scientifically rigorous
| ook at the conparable drugs, and that we shoul d val ue that
and pay close attention to it.

So ny guess is that choice is better than no
choice for a variety of reasons, although it probably
doesn't need to be quite as broad perhaps as we have
currently.

M5. CONNER: And | have to admit |I'm one of
t hose patients.

DR. SESSLER: A personal issue.

MS. CONNER: It gets right down to it.

DR. SESSLER: Politics are personal

DR. GROSS: Wouldn't market forces suggest that
we will have nmore than one choice, though, for the sane
reason that we have six separate beta2 agoni sts now?

Once we cross this 2005 hurdle, and for all the

new entities certainly and old entities, with very few
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exceptions, have to neet the sane standards of the non-CFC,
woul dn't you then have the sane conparative pressure to
i ntroduce or bring back a lot of well-known agents, if they
had gone out of production? Am| m ssing an econonic
factor here?

MS. CUSUMANG: It m ght depend on current

mar ket share
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DR. SESSLER: You know, another issue that
relates to choice is not so much the nolecular entity as it
is the delivery, which is, you know, obvious for the things
in the future, but also you've got the Maxair Autohal ers,
something different in terns of a beta2, and you've got
Azmacort with its built-in spacer and conveni ence of that,
that has played a role at least historically in ternms of
drug selection for a | ot of patients and doctors,
suspect.

Sonme of those, they're separate issues, but at
the sane tinme, froma regulatory standpoint, ny
understanding is that they are kind of approved as one
package, that is, the drug and the device, and so that's, |

guess, another winkle in to the nunber of entries into the
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mar ket and another factor, | suppose, to be considered with
how many are enough.

DR. JENKINS: | didn't want it to go unnoticed
that I think Ms. Conner finally answered ny question about
what is a subgroup. | think she defined herself as a
subgr oup.

(Laughter.)

DR. SESSLER: Okay. Very good. Any other
noi ety-to-nmoiety -- actually, | brought up the other topic
because we're starting to nove into the cost issue or al

day, | guess, we've really been tal king about the cost of
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al buterol, but just to get that out there as well

Anything el se fromthe noiety-to-noiety
approach? Any last comrents on that?

DR. KELLY: Just a |last conment on what Dr
Jenkins just tal ked about in terms of al buterol possibly
being the only -- those are market forces which we have no
control over, and they're going to happen probably anyway
in the long run.

If you can't sell pirbuterol Maxair or
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whatever, you'll stop meking it, even if you don't meke the
transition to CFCs, | would think.

DR SESSLER. We've touched on it many tines,
the cost issue, and Dr. Meyer clarified that second-to-the-
| ast bullet point there.

| guess the question that was -- there was a
set-up, and then the question was, would price be such a
substantial barrier to access for albuterol that it should
be considered in the determ nation of essentiality?

So this, | guess, puts the regul atory conponent
on the question that we've really been tal ki ng about for
much of the day.

M chael ?

DR. NI EDERMAN:.  Well, | think, again, this is
an extrenely conplex question, and it's not what it appears

on the surface, and I think if you think it through, ny
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answer would be that the costs should not be the reason to
make it an exenption fromthe essential drug list.

"Il tell you the exanple that | worry about
is, I think about mny patient popul ation, and how often |

prescribe the drug that | think is better, and the managed
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care prescription plan conmes back and asks ne to change it
to a cheaper product, and | think that that will end up
being the maj or | obbying force for a cheaper alternative.

It will not really be as nuch the underserved
patient, which clearly will benefit froma | ower-cost
product, but | think in the marketplace, managed care wil |
probably be the | argest |obbyer for a cheap product rather
than the underserved patient, and | think that they wll
work very hard, if cost will be viewed as an exenption. |
think they will certainly work very hard to maintain | ow
cost products that have CFCs because it's a trenendous
econom c inpact on themwth all the inhalers that they're
payi ng for.

DR. JOAD: | would just say the transition has
to happen sone tinme, and this will probably always be an
issue. So that there's probably no perfect tinme where you
could say cost was an issue now and cost is not an issue
now. So probably that should not be built into it.

| also realize Dr. Kelly's point about that

maybe it wouldn't be so bad if albuterol weren't quite so
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cheap.

DR. KELLY: Thank you.

DR. NI EDERMAN: | think cost is an issue, but I
think, as | say, it's got nmultiple sides to it.

DR. SESSLER: | think there are a |ot of layers
to this one because you' ve got your generic al buterol, and
then you' ve got your al buterol |ook-alikes that are
separate nol ecular entities and may hang around for their
five years and be priced nore cheaply and inpair the
overall transition of the short-acting beta agoni st group
and yet | sure take care of a whole [ot of poor folks, and
I"'mreally concerned about it.

I nmean, fromthe epi standpoint, that's the
area that really we're not winning the battle yet, | don't
t hi nk, and, you know, 1'd hate for us to | ook
retrospectively and find that the nortality has gone up in
t hat subset, you know, that it's gone down for fol ks who
can afford their meds, and it's gone up for fol ks who
can't, and so | think even though cost, | think, is
extrenely conplicated, and |I'mnot sure howto factor it in
exactly, but that would be ny fear, | guess, is if we
ignore it, that that's the consequences that we night pay.

M5. CONNER: |'ve also been in a situation at
an asthma canp where we had a | arge contingency of inner-

city low soci oecononic, |ower-incone kids, and just in
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dealing with their medications as well as the ones fromthe
suburbs at all at one tinme. you can see that availability
and price dictates prescribing patterns.

I nmean, these kids would be on generic
t heophyl | i ne, not even long-acting, but they'd be on
generic theophylline four tines a day around the clock
because it was cheaper than a | ong-acting theophylline, or
they'd be on inhal ed nebulized nedications, 15-16-year old
ki ds, because it was cheaper than a netered-dose inhaler

So | think we can't let their care be inpacted
if we limt resources, but by the sane token, just like you
said, if it's too cheap or if the |esser-desired product is
cheaper, are we doing them an injustice by nmaking that
avail able? | don't know

DR. FINK: But, for the children, at |east,
Medi caid is done on a state-by-state basis, and all you're
dealing with there really is the state as an HMO because
where there are limtations -- in D.C., there is no
[imtation on what | prescribe. Medicaid is the best payer
for drugs in D.C. It just depends on how your state
functions as an HMO. So it's just 50 nore HMOs to dea
with, which, if you had another 250 that already exist, |I'm
not sure it's terrible.

M5. CONNER: That in itself is so frightening.
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DR. FINK: But, | don't think it is exclusively

230
t he underserved that have problenms getting their
prescriptions. They usually have | ess out-of-pocket
expense for their drugs than other groups, unless the state
has been very aggressive in limting the choice of
physi ci ans.

DR. FORD: | think that this is a very conpl ex
i ssue, and there are multiple layers. | think there's the
i nteraction between what providers actually prescribe and
what's avail abl e based on cost and so forth, and even if we
were to linmt availability of albuterol, | think that there
are other layers of conplexity. You know, if people have
access to other nolecules, then they go for the Prinatene
Mst alittle bit nore at that point, and so whatever
intervention we introduce, we're going to have to wei gh
very carefully.

I think it's very hard to say categorically do
it this way or the other, and it requires a | ot of thought.
I wish | could be nmore direct than that.

DR. NI EDERMAN: | mean, one way to solve the

problemis -- and | don't know how you do this



21

22

23

24

25

10

11

12

13

14

15

| egislatively, but if there was sone way to nmake it

requi red, that anybody who needed al buterol would have it
paid for by sonebody, then immediately -- | think the
problemis that you create a two-tiered systemif you all ow

cost to be an issue.

231

I think you all ow underserved people who have
bad i nsurance to potentially get inferior products.

DR. FORD: Precisely. A lot of our patients,
for exanple, they are uninsured or they're immgrants who
are outside of any -- they fall off any radar screen.

DR. NI EDERMAN: | think, again, if this
di scussi on were being held in Europe, we would realize how
silly our Anerican health care systemis, where we're
tal ki ng about potentially allow ng | ess than satisfactory
products to stay on the market because we're not providing
coverage for some people with a very serious disease to get
t hei r nedications.

So | nean, it's, as has been said repeatedly,
it's conplex, but it's conmplex in the context of the whole

health care systemthat we work in
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DR. DYKEW CZ: Another |ayer of the conplexity
may be the reality that really for nmpost patients who are
using al buterol with any frequency, they should be al so
obtai ning some other controller agent, an inhal ed steroid,
for instance, and so what you're really looking at is the
i npact on the overall costs for treatnent.

On one hand, you could say, well, if they're
going to have to pay a lot nore for their albuterol, is
that going to reach a threshold that they aren't going to

be able to afford the controller nedication?

232

On the other hand, you could nmeke the case that
if they really should be on an inhaled steroid, with very
i nfrequent use of albuterol, that m ght be the better way
to kind of drive the utilization or whatever linmted
resources there may be. But, you know, another |ayer of
the conplexity.

DR. SESSLER: So we need a generic inhaled
corticosteroid?

DR. GRCSS: | think the idea that you're going
to get people to use nore steroid by naking the al butero

nore expensive is frankly ridicul ous.
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(Laughter.)

DR. CGROSS: | nean, this is the first-line
treatment for people who have acute attacks. You can't
sinmply limt their use certainly by econonic forces, and
can tell you absolutely w thout any question of being
contradicted, that if you ask a patient, particularly a
poor one, which drug they would rather be able to have easy
access to, albuterol or a steroid, they'd say al butero
every day of the week.

So | mean, | wish we would stop discussing the
possibility of reducing the use of al buterol by increasing
the price. | nean, that's gotten flippant, right?

DR. SESSLER: | hope that hel ped.

(Laughter.)
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DR. SESSLER: Any other discussion on the cost
i ssue?
DR. NI EDERMAN:. But, Curt, | think nost people
do agree that costs shouldn't be a way of declaring it an
essential product because it's cheap. | didn't think

anybody was arguing that we should allow a | owcost CFC
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conmpound to stay on the market sinply because it's cheap

DR. SESSLER: | think it's a question, to a
certain extent, is that perhaps additional caution should
be undertaken, and that sonme careful epideniology work be
done. If indeed that happens, that to nonitor what the
asthma nortality and outcones are in the groups that we
woul d target as being at highest risk for having a negative
i mpact fromelimnation of that.

I would say that, you know, perhaps it wouldn't
be sonething that, for my own opinion, would inpact the
determ nation of its essentiality, but I think it would
certainly give us cause to be cautious with our approach

DR. NI EDERMAN: But the answer, again, if,
let's say hypothetically, you elininated the | ow cost
alternatives, and in specific popul ations, they stopped
usi ng the nedi cati on because they couldn't get it, and
nortality went up, the answer probably isn't to bring back
the lowcost alternatives, if they're considered

envi ronnental | y dangerous and maybe not as good.
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The answer is to find a way to deliver the

drugs to people who can't afford it.



10

11

12

13

14

15

16

17

18

19

20

21

22

23

24

25

DR. FORD: So | don't think anybody has a
problem wi th introduci ng the new drugs and even taking off
the lowcost alternatives, but | think that for public
heal th policynmakers, there is an obligation that goes al ong
with this to make sure that at the very |east, the |level of
access will be comparable to use your standard, and to just
introduce it and think that the marketplace is going to
take care of it, | think, could -- we don't want to wait
for the statistics to tell us that people are going to have
access to al buterol who are having asthm attacks.

DR. SESSLER: Dr. Meyer?

DR. MEYER. | was just going to nmake the
comment, |'mnot sure that these kind of data exist in any
ri gorous fashion, and this is confounded by secul ar trends
and so on, but we do have several years now of al butero
bei ng available as a generic, and | guess we could at | east
consi der whether there are data to address whether that has
had any i npact on asthma norbidity and nortality since it's
been avail abl e.

I would hazard a guess that it's probably not
made any definable dents in either of those statistics, but
| don't know

DR. KELLY: Well, the norbidity and nortality
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fromasthma is still rising in the last CDC report. So |
guess we haven't had an inpact.

DR. SESSLER: Well, it's hard to sort out
whet her the rate of rise would be steeper, and it would be
flatter in that one.

DR. DYKEW CzZ: Although | believe in our
bri efing docunents, we received sone data which indicated
that the overall nunber of prescriptions of albuterol
before and after the availability of generics was not
significantly changed, inplying that perhaps the access to
al buterol was not that significantly inpacted.

DR. MEYER: Yes. That is actually true of what
we found with the albuterol data, and it actually tends to
be true of generic drugs in general, and when a drug
beconmes available in a generic form nost tines, there is
no expansion of the market. 1In fact, often, there's a nmld
shrinkage of that particular drug being used.

DR. NI EDERMAN. Which is just saying that the
peopl e who are paying for the drugs are savi ng nore noney,
and these days, nobst of that is probably not the patients.
Most of that is the third party payers.

DR. SESSLER: Let's npove ahead to the fina
bull et point here, an entirely different topic. What are
the nerits/problens with a rapid elimnation of CFC-based

nasal corticosteroid products, given the availability of
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aqueous products and other alternative treatnents?

Bob?

DR. FINK: | think it's meritorious, and at
| east it says that the FDA has taken a stance on the CFC
use, and it sends a nmessage that at |east in one product
line, we are phasing it out, and it sends a reality nessage
to anybody who didn't believe that the eventual phaseout
for the other devices is com ng and probably won't cause
any increase in nortality.

DR. SESSLER: Yes. Dissenting views?

DR. DYKEW CZ: | would say that there are sone
i ndi vi dual patients, of course, who prefer the non-aqueous
preparations. | think if you' re | ooking at probably
controlled studies indicating that there's any difference
in efficacy, we really don't have anything that
denonstrates that.

If you're |l ooking at serious adverse effect
profiles, | don't think there's any clear evidence that
there's any difference between that. You will see the
epi sodic patient who will say that they just can't tolerate

the drippi ness of an aqueous preparation, and they won't in
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fact take it as a result, but then, | guess, when you try
to define this in terms of is this, you know, an essentia
need to have sone non-aqueous preparations available, |I'm

not sure if you can nmake that case, you know, in terns of
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nati onal policynmaking or regulatory authority.

DR. SESSLER: Dr. Meyer, could you give us an
overview on what we currently have available in terns of
bot h aqueous and CFC products out there, so just to get a
feel for the nmagnitude of what woul d change?

DR. MEYER Yes. There are three noieties that
are avail able and CFC-driven metered-dose inhalers for
nasal corticosteroids, that being trianctinol one,
becl onet hasone, and budesoni de.

Currently, all of those have aqueous
formul ati ons, either by the same manufacturer or otherw se.
There's al so ot her aqueous formul ati ons avail able that are
not avail able as CFC-driven MDIs, such as fluticasone and
nonet asone and noni sam de

I think we are safe to say that, | think, sone
of the industry perceives that there is perhaps sone

reasons to reformul ate the netered-dose nasal products, and
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there is sone interest in that regard

So you know, | can't really specul ate about the
future, but I'd suspect if there's enough of a patient need
or desire for that, that that will be net.

DR. SESSLER: Do we have any data as to the
frequency with which intolerance occurs with this? | nean,
I know there have been sone discussion, but again, is that

subst anti al ?
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DR. MEYER: | think we can pretty safely say
t hat FDA does not have any good controlled data that would
really answer that question. [It's much nore anecdotal, and
even gets to the point -- | know that one of the fol ks who
serves on the Technical Options Committee with me in the
UNEP is rather prominent in the UK 's transition, and he
gets personal calls from people in the EU saying why are
you taking away my nasal inhaler?

So it's anecdotal fromhim too, | know, but in
any case, we don't have any good data.

DR. SESSLER: Can we hear fromthe allergists

here? | would |like to call on you.
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DR. APTER: | want to second what Dr. Dykew cz
said and reiterate what | said this norning. For the
patients who have difficult nasal polyps, sonmetines topica
nasal steroids won't even get to the right place, and you
require prednisone, but | do have the feeling, and again
there's not head-to-head controlled data, that the
difference in delivery system nmakes a difference for sone
peopl e, sonme people who have very devi ated septa, you know,
very different anatonmm, anatony people with polyps, and so
I think it would be ideal to have a propellant fornulation
but I don't know that it's life-threatening. | don't know
in weighing the risk of CFC that would be worth del ayi ng

taking the nasal steroid off the market, the propellant off
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the market.

DR. SESSLER: Ot her discussion?

(No response.)

DR SESSLER: Anything comi ng down the pike in
ternms of non-aqueous agents or is that --

DR. MEYER:. W have seen sonme gi picard.
don't want to be too explicit, but, yes, we have seen sone

interest in that.
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DR. KELLY: |Is there any marketing data on what
portion of the market the non-aqueous is?

MS. CUSUMANO: It represents about 20 percent
currently, apparently. 20 percent of the market of the
CFC.

DR. KELLY: O the market. Ckay.

DR. APTER: But ny experience is that the
aqueous versions are very heavily marketed at the expense
of the aerosol. So |I'mnot sure what that neans.

DR. MEYER  Well, | guess the reason may be
mar keti ng, but at | east we know that 80 percent of the
patients at this point seemto be having that as a
satisfactory treatnent option.

DR. SESSLER: Other comments?

(No response.)

DR. SESSLER: | kind of share the idea that

it's a good starting point, and it sounds |ike the inpact
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woul d be relatively mninmal, especially if there's other
agents that are aqueous alternatives that are com ng down

t he pi ke, because | think Dr. Fink stated correctly that
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this sends a good nessage in terns of that it's a

del i berate process,

wel |

anybody has

committee on this process,

but there's actions being taken as

We certainly have a little bit of tinme left, if

any ot her closing coments as nenbers of the

anyt hi ng additi onal

Dr. Meyer?

DR. MEYER: | actually wanted to ask the

i f anybody would like to offer

committee and the audi ence a question, because | think one

thing that's clear is that we benefit in trying to come up

with a transition policy that nmakes sense for patients and

protects pat

from pati ent

ients, and in getting sonme | evel of feedback

organi zati ons.

s, and one of the very nice ways that we get
that is through interactions with patient advocacy
It has struck me, | certainly have had this

t hought before, but it's becone nmuch nore clear to nme, that

the asthma comunity is rather better organized than sone

of the other

constituencies, and the one | have in m nd

particularly is the chronic obstructive pul nonary di sease

comunity.

Even doing sort of a web search on COPD

it's
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very hard to find many good sort of national organizations
that address that, and | m ght be missing sone resources.

So I'd certainly invite anybody fromthe
committee or fromthe audi ence who really has some contacts
wi th patient groups, particularly in the chronic
obstructive pul nonary di sease conmunity, to share them

DR. APTER. | think the place to look is in the
pul monary rehab comunity. There are very active pul nmonary
rehab groups. You can find them nmeeting at the ATS.

DR. MEYER Yes. | think what |I've found, and
this may differ from other people's experience, but what
I'"ve found is they tend to be nmuch nore locally or
regional ly organized rather than nationally, so that you
have support groups through |ocal ALAs or, you know,
hospi tal -based prograns for rehabilitation or maybe
regi onal - based prograns.

DR. APTER: But they do neet nationally, too.

DR. NI EDERMAN: There is the AACVPR, the
Ameri can Associ ati on of Cardiovascul ar and Pul nonary Rehab
but | think that's nore of a physician group and not a
pati ent advocacy group

DR. GROSS: And there's the Alpha | conmunity.

DR. MEYER Right. [It's quite well organized,
yes.

DR. DYKEW CZ: | do have one other thought.
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DR. SESSLER: Pl ease

DR. DYKEW CZ: This may not really have any
ultimate i npact on how the regulation is being articul at ed,
but a practical matter, is that if you have a patient who
requires several different classes for treatnment of asthmg,
so they need their quick-acting beta agonist, they need
their inhaled steroid, and maybe even a third agent,
nedocrom | or whatever, the question would be, having sone
uniformty of delivery technique so that a patient is not
goi ng to be confused between switching from one preparation
to anot her, you know.

The problemthat inmediately has cone to nind
in a nore restricted way with the introduction of dry-
powder ed inhal ers has been that the inhalation technique
for those requires a quick, rapid inhalation as opposed to
the MDIs which are nore |ike five-second inhal ations, and
then if we're | ooking ahead at maybe a variety of different
devices, that we'd want to have sonme type of ideally a
uniformty of technique with drugs of different classes, a
| ong-acting beta agonist, an inhaled steroid, and a qui ck-
relief beta agonist, so that a patient wasn't getting
totally confused trying to do a switchover with different

sorts of techniques.
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Again, |I'mnot sure that that's sonething that

has to be actually put into the whole regulatory proposal
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but I think it is a practical consideration in real life
with treatnent of patients.

DR. MEYER. | think that it does represent a

part of the educational challenge of the entire transition
because with many new products coming on, it is quite
likely that patients will be on sone products that differ
in terms of their technique, and | think that currently, we
know that many patients do not know or cannot use MDIs
correctly sonetinmes with and sometimes without spacing
devices, or that their practitioners can't instruct them
correctly.

So | think that's an issue that relates to the
transition but perhaps is not directly related but
certainly represents a part of the educational chall enges
as we nmove forward in all this.

DR. SESSLER: Well, I'd like to thank everyone
for their thoughtful coments. Thanks.

(Whereupon, at 3:19 p.m, the neeting was
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recessed,

23,

1999.)

to reconvene at 7:45 a.m on Tuesday,

Novenber



