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ERQCEEL2LNGE

DR. BLANCO: We have a very busy morning this

norning, so we would like to go ahead and get started and

~all the meeting to order. Let me remind everyone that

~here is a sign-in sheet at the back of the room, and if you

tiould please make sure to sign is so that we have an

accurate idea of who was here.

Let’s talk a little bit about audience comments or

some folks who have identified themselves who would like to

make some public comments. We normally give five minutes

per speaker, however, we are asking if you can make it a

little bit less than that because we have a large number of

speakers, more than the

You will not be able to

I will ask you to stop.

time that we have allotted for them.

go over the five minutes. If you do,

At the time that you come forward to

speak for the public speakers, or for any of the speakers,

if you would please give full conflict of interest

disclosure; let us know who you are affiliated with,

including any type of reimbursement for travel, per diem or

any other relationship with any company that might have some

business before the FDA.

At this point, we would probably like to go ahead

and go through

we could start

and start from

the introductions from the panel. Maybe if

from one end, Cindy, if you would go ahead

your end?
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MS. DOMECUS: I am Cindy Domecus, senior vice

president of clinical research, regulatory and quality

assurance for Conceptus, and I am the industry

representative on the panel.

MS. YOUNG: I am Diony Young. I am editor of the

journal Birth, and I am the consumer member on the panel.

DR. ROY: Subir Roy, professor Ob/Gyn, University

of Southern California School of Medicine.

DR. PERLMUTTER: Johanna Perlmutter,

obstetrician-gynecologist at Beth Israel Deaconess Hospital,

in Boston, one of the Harvard Medical School hospitals.

DR. KATZ: I am David Katz. I am a professor in

biomedical engineering in obstetrics and gynecology at Duke

University.

DR. HARVEY: I am Elisa Harvey, from the

Obstetrics and Gynecology Devices Brand at FDA, and I am the

executive secretary to the panel.

DR. BLANCO: I am Jorge George Blanco. Iama

professor of obstetrics and gynecology at the University of

Florida.

DR. CONNELL: Betty Connell, Professor Emeritus,

Gyn/Ob, at Emory University, in Atlanta.

DR. LEVY: I am Barbara Levy, practicing

gynecologist in the Seattle area, in Washington, and

clinical assistant professor of Ob/Gyn at the University of
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7

Washington and at Yale University School of Medicine.

DR. DIAMOND: Michael Diamond, professor of

obstetrics and gynecology at Wayne State University in

Detroit, Michigan.

DR. JANIK: Grace Janik, reproductive

endocrinologist in Milwaukee, associate clinical professor,

Medical College of Wisconsin.

DR. SHIRK: Gerald Shirk. I am a private

practitioner in Cedar Rapids, Iowa and a clinical associate

professor at the University of Iowa.

DR. SHARTS-HOPKO: I am Nancy Sharts-Hopko,

professor of women’s health in the College of Nursing at

Villanova University, and I am the nurse member of the

panel .

DR. SHULTZ: I am Dan Shultz. I am the Acting

Director of the Division of Reproductive, Abdominal and

Radiological Devices, and I am the FDA representative to the

panel.

DR. HARVEY: That brings me to my next

announcement, which is that the FDA press contact for today

is Dr. Dan Shultz. Right, Dan?

DR. SHULTZ: Sure .

DR. HARVEY: I just wanted to reemphasize what Dr.

Blanco said earlier, that there is a very full agenda so we

will need to be as brief and concise as possible all along

MILLER REPORTING COMPANY, INC.
507 C Street, N.E.

Washington, D.C. 20002
(202) 546-6666



+&-%

.—-.

Sgg

- 1

2

3

4

5

6

7

8

9

10

11

12

13

14

15

16

17

18

19

20

21

22

23

24

25

:he way.

I wanted to note the temporary members of the

?anel today: Drs. Diamond, Connell, Levy and

~re for the whole day. For the afternoon we

Shirk. Those

will have

~dditional two members, Dr. Roberts and Dr. Pentecost.

Now I would like to read the conflict of interest

statement and waivers. The following announcement addresses

~onflict of interest issues associated with this meeting,

and is made a part of the record to preclude even the

appearance of an impropriety.

To determine if any

reviewed the submitted agenda

conflict existed, the agency

and all financial interests

reported by the committee participants. The conflict of

interest statutes prohibit special government employees from

participating in matters that could affect their or their

employers’ financial interests. However, the agency has

determined that participation of certain members and

consultants, the need for whose services outweigh the

potential conflict of interest involved, is in the best

interest of the government.

Waivers have also been granted for Drs. Michael

Diamond and Barbara Levy for their interests in firms that

could be potentially affected by the panel’s deliberations.

Copies of these waivers may be obtained by the agency’s

Freedom of Information Office, Room 12A-15 of the Parklawn
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)uilding.

We would like to note for the record that the

~gency took into consideration certain matters regarding

)rs. Diamond, David Katz, Grace Janik, Subir Roy, Nancy

3harts-Hopko and Johanna Perlmutter. These individuals

reported past or current interests in firms at issue but in

natters not related to the topics for today’s session.

rherefore, the agency has determined that they may

participate fully in the deliberations.

The agency would also like to note for the record

that Dr. James Trussell, who is a guest speaker today, has

reported current and previous consulting relationships with

firms at issue.

In the event that the discussions involve any

other products or firms not already on the agenda for which

an FDA participant has a financial interest, that

participant should excuse him or herself from such

involvement, and the exclusion will be noted for the record.

With respect to all other participants, we ask in

the interest of fairness that all persons making statements

or presentations disclose any current or

involvement with any firm whose products

comment upon.

previous financial

they may wish to

Just a couple of other announcements: I wanted to

let the audience know that the-transcripts and videos are
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available. Transcripts are available through Miller

Reporting Company. Videos are available through Regulatory

TV and Video Service. Both of them have fliers at the back

of the room.

AIIy presenters to the panel who have not already

provided FDA with a hard copy should do so. Mike Kuchinski

will collect those for you. Mike, could you stand?

The last thing I wanted to announce before we get

started is that we have finalized tentative dates for the

year 2000 panel meetings for this panel. The dates will be

Monday and Tuesday, January 24th and 25th; Monday and

Tuesday, April 10th and llth; Monday and Tuesday July 24th

and 25th; and Monday and Tuesday, October 9th and 10th. Dr.

Blanco?

DR. BLANCO: Moving right along, our introductory

comments today will be made by Mr. Colin Pollard, Chief,

Obstetrics and Gynecology Devices Branch, Office of Device

Evaluation.

Introductory Comments

MR. POLLARD: Thank you, Dr. Blanco.

[Slide]

Good morning. Dr. Blanco, ladies and gentlemen of

the panel, distinguished audience, I am Colin Pollard,

Branch Chief for the group at FDA responsible for the

premarket review of a variety of medical devices used in

MILLER REPORTING COMPANY, INC.
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and gynecology, including contraceptive devices.

[Slide]

But before we get into today’s agenda, there are a

:ew general announcements I would like to make about new

~uidance documents that we have issued over the past year,

>r are about to issue. This summer we released draft

]uidance documents in the area of assisted reproduction

technologies, and

Juidance document

?roposal for home

electrooptical sensors, as well i3S a

that accompanied the reclassification

uterine activity monitors. In about a

tieek or two we will be releasing a draft guidance document

Eor a guidance related to IDEs and PMAs for barrier devices,

md we expect to release a draft guidance document for

Labeling of fetal vacuum extractors by the end of the year.

norning

that we

Now I would like to turn

FDA is asking you to weigh

have begun to take a fresh

to today’s agenda. This

in on a new initiative

look at how, what and why

we ask for safety and effectiveness information on new

vaginal barrier contraceptive devices. We plan to

recalibrate our premarket entry process and optimize the

balance of premarket and postmarked requirements. In

particular, we will be asking you what you think are

important things to take into account as we move forward

with this plan.

In my opening remarks I plan to review how we, at

MILLER REPORTING COMPANY, INC.
507 C Street, N.E.

Washington, D.C. 20002
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.he Center, have conducted premarket review of these

)f devices, and how our premarket entry requirements

12

types

have

:hanged over the years in

I also hope to convey why

response to a variety of factors.

we believe that vaginal barrier

ievices occupy a unique and under-used option in the overall

;pectrum of contraceptive products; that as a result of

~dditional clinical studies we have learned more about these

ievices, their effectiveness and the role they plan in the

>verall spectrum of contraceptive options.

You will also hear from our guest speakers and the

?ublic about some of the unique user acceptability issues

?osed by these devices and how this can affect their

effectiveness .

As I just mentioned, we hope to hear your thoughts

m this plan, and afterwards we plan to retool our guidance

3ocuments to reflect these changes, hopefully developing a

olear road map for product developers, clinical

investigators and the like on how to study these devices and

how to get them to market.

I thought it would be worthwhile to take a quick

look at the prevalence of contraceptive use among the

different kind of options available to American women.

DR. HARVEY: Colin, if I can just interrupt for a

second, we are having some audiovisual problems but the

panel has a handout that they can refer to during Colin’s

MILLER REPORTING COMPANY, INC.
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:alk.

[Slide]

MR. POLLARD: This chart reflects data from the

L995 National Survey of Family Growth. The percentage of

contraceptive users

is quite small. Of

?ercent--I think it

who choose vaginal barrier contraceptive

women using contraception, less than two

is this little group, right here--less

=han two percent use the diaphragm and only a tiny part of

uhis “other” are using the cervical cap or the female

zondom. So you might ask why bother.

[Slide]

For one, we are from the FDA’s Office of Device

Evaluation. These are

need to look at how we

night be a better way.

medical devices. But periodically

regulate products and see if there

In the past

name of reengineering and following

1997 FDA Modernization Act, we have

regulatory changes for large groups

few years, under the

we

the new mandates of the

made fairly dramatic

of many different

devices. We think there may be room in this specific

product area for a similar kind of change.

We looked at the current profile of contraceptive

use in the U.S., drawing from studies that have come out of

this same 1995 survey I just mentioned, and some facts

become strikingly clear. Of the 61 million women in the

United States of reproductive age, 39 million, or 64

MILLER REPORTING COMPANY, INC.
507 C Street, N.E.
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>ercent, use

>ercent over

~ttributable

3ood news.

-.
14

some form of contraception, and increase of 10

the past 15 years, a lot of the recent increase

to the increase in condom users. That is the

However, this same survey shows that about 6

?ercent of sexual women were not using contraceptive. That

is some 3.5 million women at obvious risk of unintended

?regnancy. We also note from this same survey that of the

nore than 6 million pregnancies that year, nearly half of

these pregnancies were unintended, and more than half of

these unintended pregnancies occurred among women who were

using contraceptives.

To US, at FDA, that describes a huge unmet need.

Obviously, there are many factors that circumscribe the

why’s and why-not’s of contraceptive, including age,

education, parity and a variety of other factors. We

believe that there are at least a couple of reasons why

vaginal barrier devices are not more widely used. Number

one, there are so few available options. Number two,

currently available options of this type of device limit

acceptance . Number three, access to most of these devices

is not as easy as it might be. Our new initiative is an

effort to see if we can’t address these apparent needs.

[Slide]

Now I am going to give a quick overview of the

MILLER REPORTING COMPANY, INC.
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zaginal barrier contraceptive devices that we have evaluated

:ogether over the years, FDA and the panel. I would like to

show how our clinical study requirements for the pivotal

study supporting approval have changed over this period and,

finally, I want to touch briefly on the issue of

over-the-counter availability, particularly with respect to

~he importance for this kind of device, asking what kind of

studies are needed to assess how

availability for a given product

[Slide]

appropriate OTC

are.

Introduced to the United States by Margaret Sanger

in the early ‘3os, at a time when there really was no

comparable option, the contraceptive diaphragm was

recognized as a safe, effective option by the time the

Medical Device Amendments were enacted in 1976. FDA placed

these products into Class II. Clinical trials are not

necessarily needed to place a new one on the market.

Because of its role as a controlled device for trials of new

contraceptives, we have learned even more about the

diaphragm over the past twenty years and now have a fairly

refined understanding of its effectiveness.

[Slide]

The Prentif cervical cap works differently from a

diaphragm, and its contraceptive effectiveness was unknown.

This Class III device needed a PMA application, supported by

MILLER REPORTING COMPANY, INC.
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a cent rolled clinical trial, to demonst rate its safety and.--

effectiveness

[Slide]

The Reality female condom a,1s0 had many unanswer ‘ed

quest i.ons about safety and ef feet iveness As with the

Prent if cap I this Class III device required a PMA

application, supper ted by cl,inica.1 trials although, as we

will see in Ust a second / its unique features as a barrier

protecti .on in the form of a woman cent rolled device I

encour aged a sign,ifican,t recalibration of FDA ‘s data

standards set by the cap

[Slide]

.-.
The Lea contracept ive, which the pane 1 looked at

in 1996, has some features simi lar to the cap and diaphragm

but acts different ly . It occupies the posterior vaginal

vaul t and prevents pooling of sperm after coi tus Thi s

Class III dev ice al so requires a Pm application with

supper t ing clinical data Its proposed one size fits most

feature spea.ks to the poss ibility of OTC ava ilability I

shoul d point out that we have charts here in the room that

kind of illustra .te these different devices t with products

that are approved as well as produ ,Cts that are under

invest igat ion or penali.ng

[Slide].s==-%,

so, let’ s take a look at how things have ch,anged

MILLER REPORTING COMPANY , INC
507 C Street
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wer the last 15

)een asking for,

17

years with respect what we, at FDA, have

how we have changed in response to changing

:ituations, and how any of this might help us think about

;hings today. I will show you four devices, two of which

~ave been approved and two of which are in the works.

[Slide]

Let’s look first at the total number of study

subjects in the pivotal supporting study. From left to

right, we have the Prentif cap, approved in 1988; the

?eality female condom, approved in 1993; and the next two

lot yet approved. The Lea contraceptive was reviewed by the

?anel in 1996 and the FernCap’s pivotal study was completed a

Uouple of years ago. All four of these were federally

Eunded studies.

The cap study recruited more than 1600 women.

After physical exams and for a variety of reasons, you had

581 assigned to the cap group and 533 to the diaphragm.

The female condom study, conducted about six years

later, enrolled about 200 women into a single arm.

We reviewed the Lea contraceptive in 1996. That

study was not originally intended to be as small as this but

interim analysis showed that a single size was superior to

the two size option that was originally being

course, as you know, we had some issues about

that study being sufficient to-support a PMA.

MILLER REPORTING COMPANY, INC.
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The size of the

~pproximately in the same

FernCap study,

time frame as

18

conducted

the previous, was

essentially a compromise since development proceeded

~irectly to the pivotal study from the initial safety study.

[Slide]

Looking next at length of follow-up, this chart

shows how we have moved from the two-year follow-up model

~sed in the mid-’8Os to essentially a six month model that

tiebegan in 1990. This change was motivated for a couple of

reasons. One, recognizing that women using vaginal barrier

contraceptive devices do not usually use them for such

extended periods of time. Two-year rates do not really tell

most women what they want to know about the effectiveness of

this device. Today we give effectiveness as a one-year rate

extrapolated from six-month data.

That leads onto the second reason, with more data

evaluable from these types of studies, we learned that women

and their partners become more familiar and knowledgeable

about how to use the device and effectiveness

Models were developed for extrapolating these

failure rates.

I think we also need to acknowledge

improves.

annualized

that an

annualized rate for this kind of contraceptive still may not

be telling women what they really want to know about it, but

we currently provided this way to provide some consistency

MILLER REPORTING COMPANY, INC.
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for comparing it to the failure rates of other

contraceptives .

[Slide]

Over-the-counter versus available only through a

physician’s prescription--why is this an important

consideration? I think the answer is that we are talking

about ease of access versus the hurdles imposed when you can

only get the product by a trip to the doctor’s office.

There are many user acceptability issues that come into play

with barrier contraceptives. I am not sure any is more

important than the basic accept of how easily can I get the

device.

At present, other than some very general

recommendations, our current guidance documents provide no

real specifics on what is needed to establish the OTC claim.

We would be interested in the panel’s thoughts on this

matter.

As you can see from the slide, product development

is moving towards OTC access. There is a risk-benefit

balance of the OTC access itself that is unique to the

vaginal barrier contraceptive device, and we need to address

that as we possibly develop a new review strategy for OTC

access, with the hope of providing some impact on that

number of unintended pregnancies we talked about earlier.

[Slide]
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Finally, I think it is worthwhile to look at

:esults from these trials, in particular, the one-year

:ypical use failure rates. By typical use failures, I

20

the

mean

]oth pregnancies despite the device being used correctly and

consistently, plus pregnancies for most any other reasons.

From left to right are the diaphragm, for which

:he data come from the cap study; the cap itself; the female

:ondom; the Lea contraceptive; and the FernCap.

Ire all from publicly funded studies conducted

?remarket approval, and I have to thank Conrad

lumbers on the last two devices.

These data

to support

for the

As you can see, the rate ranges somewhere between

15 and 25 percent. Two things here: It is pretty

consistent, which may be telling us something fundamental

about the expected effectiveness of this kind of device.

Second, really

3evices do not

contraceptives

sterilization,

percent to 2-3

following from my previous point, these

occupy the same effectiveness niche as

like the pill, the IUD, the shot, implants or

whose effectiveness is in the range of 0.5

percent.

The question we are tousling with in-house is,

given the expected performance, how good does the estimate

of failure rate have to be? That is, in light of what we

see here, how much does our understanding of the c)verall

performance of these devices and our interest to optimize
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~he premarket-postmarket balance of data requirement affect

:hings?

[Slide]

So, what is FDA supposed to do under these

circumstances? There are a couple of important guiding

~rinciples . First and foremost, we are still talking about

safety and effectiveness and the labeling that reflects the

same. That hasn’t changed. But the 1997 FDA Modernization

Act challenged us at FDA to look at what we are doing and

ask whether or not there might be a better way, given the

extensive background information already available on these

kind of devices and, secondly, I think we also want to keep

an open mind, with a clear eye on the key issues of safety

and effectiveness, weighing alternate ways, data and other

information that can be factored into the optimal regulatory

picture.

[Slide]

If we are going to look at recalibrating our

clinical study requirements for vaginal barrier

contraceptive devices--I

Mitchell to go over with

regulatory tools FDA has

am going to leave that for Dr.

you--what are these premarket

to make sure American women are

benefiting from this kind of change?

First, we plan to take a fresh look at labeling.

Besides the approval decision itself, labeling is probably
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Ine of the most important core responsibilities of FDA.

,lready, we have plans to build on the focus studies we

:onducted a few years ago to develop the uniform

contraceptive labeling table that was issued jointly last

‘ear with our FDA colleagues over at Drugs.

Secondly, with the change such as the streamlined

Lpproach we envision here for these products, it may well be

:ime to initiate new reach-out programs for both consumers

md contraceptive counselors, explaining what we are doing

md how that might impact the contraceptive options to

:hoose from.

Third, FDA has a number of discretionary and

~andatory requirements that may or do come into play after a

>roduct goes on the market. These include postmarked

surveillance, mandatory device reporting, and required

jostmarket studies. We will be looking at all of these to

:omplement the envisioned change to our premarket review

~pproach.

[Slide]

In addition, other parts of the Public Health

Service play important roles in the big picture of

contraception in the U.S. As part of our initiative, we

?lan to see what roles these groups can play. In

>articular, our colleagues at the sister agencies of NIH and

the CDC, and even non-PHS organizations like the IJ.S. Agency
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for International Development, all of these have a

long-standing history of supporting clinical studies of

contraceptive devices.

As a result, we have been able to answer many

important questions about these products even after having

been on the market for years. As a result of such studies,

for instance, we now know with great certainty that male

latex condoms, as we suspected and hoped from earlier, less

rigorous studies, are very effective protection from

pregnancy and STDS.

We also know a good deal more about the

effectiveness of the contraceptive diaphragm, just because

it was used as a control for a number of these studies.

And, we know a lot more about the longitudinal safety and

effectiveness, with more than ten years follow-up, on the

various methods of female sterilization. The list goes on.

NIH and CDC have been at the forefront of sponsoring many

studies of these types of devices. Moreover, as I mentioned

before, every one of the studies I just reviewed with you

were federally funded studies conducted to support premarket

entry.

We have talked to these groups about our plans.

Representatives are in the audience today, and we intend to

work more intensively with them after this meeting to

complement our overall change in approach.
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[Slide]

A couple of points as I conclude, one, if I

laven’t made it clear yet, for

~iscussion this morning we are

the purposes of our

assuming that the subject

~evice only provides protection from pregnancy. We

recognize that there are some products that do or may offer

?rotection from STDS. Under the 1997 FDA Modernization Act,

if a manufacturer doesn’t want to make this claim, it is not

required to demonstrate it even if we think it might have

features that would make it so.

On the other hand, if the manufacturer wants to

nake that sort of claim, this would have to be supported by

appropriate types of studies, but we will not discuss these

requirements today.

Second, whatever we do, or in the future, we

should acknowledge the great work that has been done to date

throughout the Public Health Service over the years showing

just how effective the male latex condom is, getting this

message out, and further reinforcing the increasing use of

it that we have witnessed over the last 10 to 15 years.

[Slide]

We turn next to our agenda. We have invited two

guest speakers,

University, and

Health Network.

Dr. James Trussell from Princeton

Cindy Pearson from the National Women’s

Following that we have an open public
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learing. Dr. Diane Mitchell, the FDA clinical reviewer for

:hese kinds of devices, will go into some more detail on our

:hinking, and then your own panel deliberations--a fairly

~mbitious agenda for one morning.

[Slide]

Where will we go after this meeting? First, we

Will carefully review all of the input we receive today and

nake sure we have addressed it as we think through this new

approach.

We will also be exploring other

m this, including further collaboration,

?artnering with other parts of the Public

sources of input

possibly

Health Service,

and new focus

really trying

they expect.

studies on labeling for these kinds devices,

to get at

Following our

so-called GGPs, we hope

just what women understand and what

good guidance practices, the

to issue a new draft guidance

document that will, hopefully, lay out an understandable

road map for product developers for how to brig vaginal

barrier contraceptive devices to market under this new

strategy.

Finally, I would encourage device manufacturers,

device developers in the audience and elsewhere to not wait

for this guidance. You can see what we are thinking about

here; approach us at FDA and work with us and the process
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ay, in and of itself, serve to further our progress.

Thank you, Mr. Chairman, ladies and gentlemen of

he panel. I would now like to introduce our first invited

uest speaker, Dr. James Trussell from Princeton University.

Guest Speakers

Discontinuation and Resumption of Contraceptive Use:

Results from the 1995 National Survey of Family Growth

DR.

pleasure to

TRUSSELL: Thank you, Colin, very much. It is

be with you here again today, after the last

.ime I was here on spermicides several years ago. I want to

:ome back at the end to see where we have gotten since that

joint on that contraceptive device.

[Slide]

In the interest of time, I am going to point out

lust a few things from our study recently published on

~iscontinuation and resumption of contraceptive use, using

~ata from the 1995 NSFG.

[Slide]

The first point to make, which Colin already

~lluded to, is that if one were looking to the National

:urvey of Family Growth to provide precise information about

~arrier contraceptive devices, one has to look elsewhere.

50, this is not going to be real source of help now or in

the future. You will notice that the only device up there

with a sufficient number of intervals is the male condom.
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‘he most prevalent female barrier, the diaphragm,

.66 use intervals in the entire NSFG; spermicides

27

has only

only 164;

he sponge only 111. So, one can’t do much with that at

111, and small Ns is going to be a great problem for any

malyses of these methods.

[Slide]

When one is conducting a clinical trial, the

important discontinuation number is overall discontinuation.

~ere we see that. The proportion of discontinuing use in

:he first 6 and 12 months for any reason and for the barrier

contraceptives, the diaphragm, well over half; the condom,

51 percent; spermicides, 65 percent; sponge, 71 percent.

so, the notion of a 12-month trial just doesn’t make any

sense for these methods because most women aren’t going to

~se them for nearly, nearly this long.

[Slide]

In fact, when one puts this into a lifetime

=xperience we see that the typical woman, using these data

from the NSFG, would experience 1.8 contraceptive failures

if she used a reversible method of contraception from age 15

to age 44, and 1.3 if she became sterilized at the age that

the typical woman does in the United States.

[Slide]

When we look to contraceptive

see that the typical woman would change

discontinuations we

methods 9.5 times in
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~er lifetime if she used reversible methods from age 15 to

:4, and 7.2 times if she got sterilized in the typical way,

:he way that a typical woman does in the United States.

[Slide]

The risk of pregnancy during typical use is not

care in the United States. Almost 10 percent become

>regnant each year.

[Slide]

These high pregnancy rates reflect imperfect use

rather than lack of inherent efficacy of most methods.

[Slide]

Discontinuation for a method-related reason is

very common.

[Slide]

Such high rates of discontinuation almost

~ertainly reflect dissatisfaction with current methods and,

fortunately, the vast majority resume use of contraception

shortly after becoming exposed to the risk of pregnancy: 68

percent resume use within 1 month and 74 percent within 2

months .

[Slide]

There are limitations from using the National

Survey of Family Growth. First is the assumption that the

information is accurately reported.

[Slide]
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We know that there is under-reporting of sensitive

)ehaviors like abortion.

[Slide]

There is inaccurate recall of contraceptive use

~ach month, going back for a 5-year period.

[Slide]

Second is the elastic concept of use. A woman is

:onsidered to be a user of these contraceptives as long as

she says she is a user, regardless of the last time she

~ctually did use the device. Small Ns is another problem

:hat we discussed. The next problem is that no direct

questions were asked in the NSFG yet about why use was

stopped and, therefore, the degree to which the picture we

?aint more or less accurately reflects the landscape is

rather unknowable.

[Slide]

Let me close with the results of a study published

just this spring on the contraceptive effectiveness of

spermicides. Recall

it now?--three years

study--there were 60

spermicides that met

that when we had our meeting--what is

ago on spermicides there was not one

studies but not one study of

modern standards of design, execution

and analysis. We now have the first one, conducted by

Family Health International.

[Slide]
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Just to go to the results, the results I think are

surprising to almost anyone. The proportion becoming

>regnant within 6 months--this not 12 months now, this is 6

nonths--the two different spermicides, VCF and

:onceptrol--this was random assignment, and 25-28 percent of

vomen became pregnant during the first 6 months of typical

~se of these methods. During consistent use the results

tierevirtually no better.

What do we learn from this? It seems to me

~omething that ought to inform our discussion today--we know

Eor sure, there is no doubt about it, that these two

~permicides had similar efficacy or lack of efficacy. We

~an also be certain that both products are associated with a

high risk of pregnancy in this young, highly sexually active

population.

However, in the end

because, because there was no

I am left rather puzzled

control arm here of a product

whose efficacy we think we actually know, such as the male

condom, it makes the results very, very difficult to

interpret. You might ask yourself what you would do as a

panel if they were brought to you, numbers looking like

this.

Now , if there had been a condom arm, and if the

condom arm had shown pregnancy rates that are similar to

these, then. we might suspect that there is something wrong
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Tith the trial, or at least this group of users didn’t use

he method very correctly because this is despite what they

‘eported because we already have now several trials of the

~ale condom demonstrating much better efficacy than this.

On the other hand, if the male condom arm, had

:here been one, had come in with much lower pregnancy rates,

:hen we would be much more likely to be able to conclude

~ith some degree of certainty that spermicides don’t work.

!s it is, we have a great study but it is very difficult to

Lnterpret what it means. You will never get a better study

:han this brought to you for any method. So, given this, it

nakes us pause to wonder about the dangers of clinical

=rials

mow.

with no control arm with a method whose efficacy we

Thank you very much.

go ahead

Pearson,

!?etwork.

DR. BLANCO: Thank you, Dr. Trussell. We will now

and go on with a presentation by Miss Cindy

Executive Director, National Women’s Health

Approval of Vaginal Barrier Contraceptives

MS . PEARSON : My name is Cindy Pearson. I am the

Executive Director of the National Women’s Health Network.

I am not using any audiovisual aids whatsoever. I do have a

typed copy of my report that I will come and turn in, but I

guess we can turn the lights on and help everyone stay

awake.
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Most of the panel members already know that the

Network is a non-profit, science-based consumer advocacy

group . We don’t accept financial support from

pharmaceutical of medical device companies, and have no

financial ties to any company or healthcare provider

involved in pregnancy services. We are supported by our

national membership of 12,000 individuals and 300

organizations .

I would like to begin by thanking the FDA staff

for including the Network in the agenda this morning. The

topic for discussion, the Approval of Vaginal Barrier

Contraceptives, is very improvement to women consumers and

we appreciate the FDA’s recognition of the value of the

consumer perspective, as well as the description that we

have already heard this morning of the importance the FDA

places on this issue as a public health matter.

One of the questions we were asked to address is,

well, what do women want, and what do women expect from an

FDA-approved contraceptive device? In answering this, I

will draw not just on the Network’s long history as a

consumer watchdog and regulatory advocate, but also on our

experience as a health resource for women. The Network runs

a women’s information clearinghouse that responds to more

than 5300 requests annually. So, our perspective on what

,women want is informed by the voices of many individual
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omen throughout the country who contact us with questions,

oncerns and suggestions.

It is clear that women want more contraceptive

hoices. Specifically, the Network hears from many women

‘ho are seeking alternatives to hormonal contraception.

lxpanding the number of barrier contraceptive methods

.vailable to them will

Leed. As women switch

Joints in their lives,

meet a critical reproductive health

contraceptive methods at various

they are constantly balancing the

.mportance of safety, effectiveness, convenience, disease

)revention and the overall impact of the method on their

~ealth. While everyone would love to have a method that

~eets the highest standards in all of these categories, we

~lso know that it doesn’t really exist.

So, women make contraceptive choices based on a

Determination of what is most important to them in the time

:hey are choosing. Barrier methods offer a combination of

characteristics that is very

?oint in their lives.

While I understand

desirable to many women at some

that this meeting is focused

specifically on questions relating to contraceptive

~fficacy, and that the panel is specifically not going to

address what the requirements would be for a device seeking

m STD prevention indication, I can’t accurately describe to

you the consumer perspective on barrier methods without
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~ddressing just briefly, for a moment, the issue of

)reventing STDS . Although the scientific questions and the

requirements

me distinct

that the FDA might propose for contraception

from those for disease prevention, women

~xperience their exposure to the risks of both through the

same event--sex.

From a woman’s perspective, one of the desirable

characteristics or potential characteristics of many, if not

nest, barrier methods is their potential protection against

~oth pregnancies and STDS, much as a seatbelt is valued both

~ecause it keeps a person from hitting their head on the

windshield and from being thrown from the car.

While the guidelines you discuss today will not

include standards for approval of an STD prevention

indication, women’s need for STD prevention tools is only

growing, and barrier methods offer future possibilities that

other contraceptive options do not. Unfortunately, the

approval new and improved barrier vaginal contraceptives has

all but stalled out. We saw the slides earlier in Colin’s

presentation. Only one vaginal barrier was approved in the

‘9os and only two in the decade prior to that. While the

FDA does not develop new methods, it does both set the

standards for approval and control which new methods can be

marketed in the United States. So, we believe it has some

shared responsibility for the lack of new vaginal barriers
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hat are available here.

We hope this meeting today will be a first step

:oward developing clear

)arrier contraceptives,

guidelines for sponsors of vaginal

and we also hope that those

~uidelines will spell out an approval process that is

informed by both women’s priorities and a common-sense

~pplication of scientific standards for safety and efficacy.

~e believe that this will help us achieve the goal we all

~hare--making safe and effective barrier contraceptives

~vailable to women.

Historically the FDA, in the era prior to the

oharts that were shown earlier, had to approach

contraceptive device approval very cautiously. The

consequences of women’s use of an unsafe product, the Dalton

shield, played a significant role in the agency even being

given the authority to regulate these devices in the first

place . And, while we believe that this caution was well

placed and continues

that vaginal barrier

dissimilar drugs and

recognize the unique

to be warranted in many cases, it seems

contraceptives have been lumped in with

devices in a way that fails to

characteristics they offer.

The Network believes that the requirements for

demonstrating safety and efficacy of a vaginal barrier

contraceptive that is under the control of the woman using

it should be different from the requirements established for

MILLER REPORTING COMPANY, INC.
507 C Street, N.E.

Washington, D.C. 20002
(202) 546-6666



.–-=

Sgg

.-= 1

2

3

4

5

6

7

8

9

10

11

12

13

14

15

16

17

18

19

20

21

22

23

24

25

36

Lormonal methods and those that are provider dependent.

We just saw, like everybody in the audience, the

~uestions that the panel will

:his morning and, so, some of

be discussing, when we came in

our advice to you about how to

landle those questions is in my prepared remarks and I will

reave a little bit more in as I come through it.

You have heard that the FDA

sponsors seeking approval for vaginal

:0 provide data from a clinical trial

Eor about six months. Whether or not

has said it requires

barrier contraceptives

that follows couples

that trial has a

~imultaneous control arm has varied from device to device,

md the size of the number of women varied from device to

ievice. We strongly support the FDA’s continuance of the

~ix–month standard. We strongly support a ballpark number

of couples of around 200. And, we believe that women’s

questions about safety and efficacy can be answered with a

single–arm trial that doesn’t have a simultaneous control

group. We are well aware of the issues raised by Dr.

I’russell just immediately to me speaking, that you can be

left wondering at the end of the single-arm trials whether

these are users who just didn’t get very good information

about how to make the method work for them, or is this

method have intrinsic low effectiveness. But given the mix

and the balance of factors that go into a woman’s decision

making about when to use barrier contraceptives, we believe
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:hat that information is enough.

Similarly, we believe that--I thought there was

mother point. I guess I was going further away from my

>repared text than I should have. We have also been asked

:0 comment on do we believe there is ever a time when

;linical data, real, true live user effectiveness data

night not be needed. You know, some of the history behind

=he 1990 guidance started because we responded very

~egatively to the FDA’s belief that it needed to approve

some new comments for men with no data, that its regulatory

requirements require that. In general, we believe that if

it is a new method and it is new that women really need

those data from a six-month trial. However, if there are

nethods that are really just

new questions about how does

then it could be possible to

information with less data.

Now , those of you,

on the panel, who have heard

about contraceptive approval

like variations that don’t pose

this barrier actually work,

meet women’s needs with

and there are some right here

the Network speak frequently

questions are aware, and are

smiling at me even now,

much or how little data

about how recommendations for how

are needed to approve vaginal

barrier contraceptives are much less than we believe is

needed to demonstrate the safety and efficacy of hormonal

and provider dependent methods. We want to assure you that
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his is a consistent position. We base it on the

differences between these methods both from a medical and a

onsumer perspective.

First the safety, the Network believes that the

:afety of vaginal barrier contraceptives can be established

7ith the shorter, smaller studies that we have seen

liscussed here. The safety questions regarding a vaginal

)arrier, which does not act systemically and which a woman

:an decide to stop using at will, are very different than

:hose regarding a method such as a hormonal implant, which

~cts on multiple body systems and which she cannot stop

lsing without undergoing a surgical procedure. Women just

ion’t have the same long-term safety concerns with vaginal

>arrier contraceptives, and if they do experience any side

~ffects that are problems for them they would be <able to

nake their own decision to stop the method.

Regarding efficacy, women want the FDA to ensure

:hat they have enough information about a new barrier to

allow them to compare it to other similar methods, other

oarriers, and to determine whether it offers the level of

protection against pregnancy that is comparable. Women

don’t need to know a method’s efficacy down to the last

decimal point in order to decide whether it offers enough

contraceptive protection to fit well in that balancing

decision that they have to make about feeling comfortable
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lsing a new method.

Here, I want to respond to a question that is

)osed to the panel, is there a minimum level of efficacy?

~d, while I believe that, yes, there are times the FDA just

las to say this shouldn’t be approved; it really doesn’t

make enough difference in people’s lives, I don’t think you

:an set an absolute failure rate in advance because the

~ualities of each method vary and they

~alancing decisions. So, you are just

will affect women’s

going to have to take

it case by case--that is our perspective looking at it from

3 consumer point of view.

Finally, we would like to provide you with some

feedback on the prior use of the standards. Now , seeing the

uharts, you and the audience can see that it has been

variable, how many people were needed to be in the study

although the six-month follow-up has been pretty consistent,

but even whether or not it is a single or a randomized trial

has been varied. This has been our experience from a

consumer perspective, that sponsor don’t have one clear

standard. They aren’t hearing that one clear message about

you have a vaginal barrier contraceptive product; this is

what it takes. We believe that they would be helped and

then ultimately women would be helped if there was one clear

standard that said the follow-up time, that said the number

of couples.that need to be part of the study, and from our
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perspective, that didn’t need to be a controlled t:rial.

Looking to the future, we are here to tell you

:hat women want the FDA to help get new vaginal barrier

~ontraceptives on the market. For that to happen, the

~gency needs to give sponsors clear guidelines that are not

LOO burdensome and that recognize the unique

~haracteristics . By doing this, by continuing the process

:hat has come to the public today, the FDA can play its part

in helping expand women’s contraceptive options. It will be

an important reproductive health advance in an area that has

seen little progress despite its importance to women and

despite the FDA’s recognition that it is an important public

health issue,

contraceptive

struggling to

their needs.

DR.

and will contribute to more meaningful

and will respond to the calls from women who

find the contraceptive alternative that meets

Thanks .

BLANCO : Thank you very much, Miss Pearson.

We will progress right away into the open public hearing.

If we could have Heather Boonstra, the Alan

Institute? Let me remind you again that we

constraints. Please limit your remarks and

you state any conflict of interest right at

Come forward and speak into the microphone,

Open Public Hearing

Guttmacher

are under some

also make sure

the beginning.

please.

MS. BOONSTRA: Good morning. My name is Heather
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oonstra, from the Alan Guttmacher Institute. I just want

D point out to you, because of limited time, that the

tatement that we have provided is in your information

acket, and it basically reflects what has already been said

his morning, that women do need more methods; that sponsors

o need clear guidelines. Then we provide the kind of data

hat

ata

ook

Dr. Trussell has already provided, as well as other

from the National Survey of Family Growth. So, you can

there for that. Thank you.

DR. BLANCO: Thank you very much, and thank you

or being brief. Our next speaker will be Rosalie Dominik,

rom Family Health International.

MS. DOMINIK: Hello. I have no personal current

)r previous financial issues to disclose, and Family Health

International does have agreements with commercial partners

tnd those agreements allow for preferential private

)ricing and, in cases where royalties are received,

:unds go either to further research or to purchase

~dditional products.

FHI has focused on contraceptive research

sector

those

and

Development for over twenty-five years, and we are very

pleased that the FDA has asked the panel to review the

guidance documents for barrier contraceptive development,

and we thank you for the opportunity to comment.

I would like to briefly summarize the three
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42

and two other FHI staff,

Steiner, and our

olleague Henry Gable. Our recommendations are specific to

valuation and labeling of contraceptive effectiveness.

Getting right to the point, we are concerned that

he pregnancy rates table is misleading. The point

:stimates included in the table communicate a false sense of

~recision. Because of this concern, we are recommending

hat the standard labeling be modified to, instead,

!mphasize the category of effectiveness that a method falls

.nto. For example, there could be three effectiveness

:ategories. The first would include methods that are highly

:ffective and do not depend on user compliance, like

JorPlant, DepoProvera or IUDS. The second would include

~ethods that are highly effective if used correctly, and

moderately effective even if used somewhat imperfectly. For

~xample, oral contraceptive pills. The third would include

methods

>arrier

that are unforgiving with imperfect use. Al 1

methods would be included in this category.

We recommend that the existing table be modified

co incorporate these three categories of methods, and to

better reflect the range of pregnancy risk that users might

expect .

Our second

study requirements.

recommendation addresses effectiveness

Demonstrating whether a barrier fits
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ix-month pregnancy rates. For
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t necessarily require

example, we believe that

rials we three months of follow-up could be sufficient to

demonstrate that a barrier is not inferior to

}roduct.

Another alternative study design we

)een called the true efficacy approach. This

an existing

propose has

approach can

]e used to determine whether a new barrier provides some

~inimal amount of protection versus no method. A true

:fficacy study is very different from the traditional

effectiveness studies of barriers because it includes a

:ontrol group of women assigned to use no method at all.

rhe study participants are women who want to become pregnant

out are willing to delay pregnancy for a cycle.

Our final recommendation is that the paradigm we

suggest for modeling labeling and revising guidance

iocuments be consider for all contraceptives and not limited

zo devices. Thank you very much.

DR. BLANCO: Thank you. Our next speaker will be

Erica Gollub, University of Pennsylvania.

DR. GOLLUB: My name is Erica Gollub. I am

epidemiologist who designs safer-sex public health

interventions for women.

I will discuss some data

DR. BLANCO: I am sorry,

today on a large --

do you have any conflict
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If interest to disclose?

DR. GOLLUB: No.

DR. BLANCO: Thank you.

DR. GOLLUB: I will discuss some data today on a

.arge intervention study for which I was principal

investigator, called the Philadelphia Women’s Health Sister

;tudies. The central aim of this study was to test a

~ierarchy of barrier contraceptive methods for its

effectiveness in reducing risk of STD in women. ‘This

~pproach has been promulgated as policy by the New York

State AIDS Institute, who also sent testimony for today’s

neeting. The New York State policy is called “For Women

)nly: What Women Can Do to Protect Themselves fm HIV.” In

recognition of the urgency to provide risk reduction options

:0 women, New York State evaluated all FDA-approved devices

for data on their disease-reducing potential, and

constructed a counseling hierarchy that begins with male and

female condoms, and continues down through

spermicides . This counseling is policy at

health clinics in New York State.

diaphragms and

numerous primary

With that background regarding today’s issue of

approval guidelines for barrier contraceptives, I have four

things to say:

[Slide]

First, regardless of the history and availability
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hat remains largely unaddressed--the lack of male

45

hands

condom

se by men. Large numbers of women, who don’t wish to

}ecome pregnant, are still unprotected during sex acts with

~artners who also pose health risks to them in the for of

lTD and HIV. The reasons are complex and involve partner

‘efusal and women’s dependence on men, but t he result is

hat every day women put their bodies on the line.

These are some recent intervention studies that

lave been done, conducted among women from STD and primary

;are samples, showing the percentage of sex acts that are

)rotected at baseline with a condom. As you can see,

~pproximately

mprotected.

three-quarters of acts in these studies are

Second, the vast majority of women clients I have

~orked with show great interest in trying barrier methods of

:heir own. Many studies have demonstrated this. Ours is

>nly one.

[Slide]

Look at our hierarchy that we delivered in

Philadelphia, female or male condoms on the top, and all of

the FDA-approved barrier methods, which are not that many,

range on different levels according to effectiveness against

STD.

[Slide]
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We counseled women on all of these options for

twin risks of unplanned pregnancy and STD/HIV and found that

women were very interested in trying barrier methods. These

are the percentages of women who tried a barrier method

after the counseling session. You can see that it ranges

from 86 percent wanting to take home a female condom, all

the way down to spermicidal suppositories and diaphragms or

cervical caps at 10 percent. This is from an STD clinic

sample .

[Slide]

At six months you can see that women also changed

their minds about some of the methods and moved in and out

of method use. At that point we still had 51 percent of

women using the female condom. The male condom was the most

frequently used. Diaphragms or cervical caps were still

used by a few.

Fully 73 percent of women who used the female

condom from our study said they would use it for both

contraception and disease prevention, indicating just how

tightly the two go together.

Third, my long experience--and long experience in

general in contraception in women has demonstrated that

women will use most effectively those methods that they

like . This point has been made by others before and will be

made later today, I am sure. Thus , it pays to have maximal
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hoice in methods.

In a publication in 1992, Michael Rosenberg and I

eviewed available studies on disease reduction and felt

hat this was also true for disease prevention. Women using

iaphragms and spermicides systematically could cut their

isk by as much or ore as what was observed with male condom

se. This is because male condom use is not systematic.

he only contraceptive methods that also protect against

isease are barrier methods, the pill and IUD being

ssociated with increases of some STDS and possibly HIV.

‘bus, barrier methods have a special role.

In the last year, work from Deborah Anderson at

:arvard suggests that the cervix is possibly the most

,mportant site of sexually transmitted HIV infection for

romen.

[Slide]

The final result of the Philadelphia studies was

:hat of the three safer sex messages we tried, the other two

)romoting exclusively condoms. The hierarchy of barrier

~ethods was the most popular and the most successful at

reducing risk. I give only point estimates here of the

percentage of unprotected sex, baseline and follow-up.

you can see, women

29 percent using a

Over the

reduced the risk of unprotected acts

hierarchy, a choice of methods.

past decade, at least half a dozen
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otential barrier methods for women have been stalled or

tymied. Not a one has actually been approved since the

emale condom. Only the FernCap, slated for final approval

oon, well, nine years after Phase I trials started and more

han half a million dollars later, have successfully made it

hrough the formidable roadblock to approval. The spirit of

he 1990 guidelines for female barrier contraceptive devices

~ith the potential to reduce risk of disease, one of the

background documents for this meeting today, was to

‘ecognize that barrier methods need to be fast tracked for

~any of the reasons I have cited.

At great expense to women’s health, however, these

~uidelines have been ignored since the advent of Che female

:ondom. Yet, in my city, over this same period, the HIV

Lnfection rate has mushroomed among women. In my research

it my institution, in one cohort, colleagues have documented

m annual HIV incidence rate of 4 per 100 women years,

comparable to rates found in Brazil or other developing

:ountry settings.

Here is

its consequences,

~ealth epidemics.

my fourth and

especially in

FDA has more

that the regulatory process for

in line with their low level of

final point: Inaction has

the midst of serious public

than a mandate to ensure

women’s barrier methods is

inherent risk. It has a

noral responsibility to fast-track them as well.
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withholds important reproductive health

49

effectively

options to women and

contributes to the toll of unwanted pregnancy and STD/HIV.

rhis is not what we expect of a public health agency, nor is

it how the agency itself defines its mission.

If the agency is uncomfortable using the 1990

3uidelines, it must nonetheless forge forward in expediting

~arrier method approval at least as contraceptives. The

5-month, 200 women paradigm with historical controls is a

good working blueprint. Requirements should certainly be no

more burdensome. Approving new methods means that they can

be studied more easily for disease reduction and that women

can benefit from these data. The New York State AIDS

Institute provides a clear example of the possibilities.

This postmarked information can regularly be

funneled back into the product labeling process, especially

if those mechanisms also are anticipated and facilitated.

1, therefore, urge the panel to end the effective

ban on new women’s contraceptive barriers imposed by the

current interpretation of the Device Amendments. As a

public health worker who sees women in need of new options

every day, I call on the panel to construct policy to

expedite the process of barrier method approval in

proportion to the burden of the HIV epidemic that FDA, as a

public health agency, must also share. Thank you.
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DR. BLANCO: Thank you. The next speaker will be

ennis Martin, from Janesway.

MR. MARTIN: My name is Dennis

hief of Operations for HHH development,

Martin, and I am

which is the

ponsor of Janesway, a

‘base I clinical trial

I would just

new condom that is just now entering

studies in Los Angeles.

like to briefly say that we got our

DE in 1996 to go to trials, and we are just going to trials

low. We embrace the current guidelines for female condoms

md, for this panel, that has not encumbered us. I think

7hat has encumbered us is the lack of priority to get us

~ast track process.

We look forward to the completion of our Phase I

:rials and hopefully it will be fast-tracked into Phase II.

rhank you

:hristine

?rogram.

very much.

DR. BLANCO: Thank you. The next speaker is

Mauch, Contraceptive Research and Development

DR. MAUCK: Thank you. I am Christine Mauck,

~edical Director of Conrad--you will have to pardon my

roice . I am getting over a bug that has been going around

our office.

Like FHI, we have agreements with commercial

partners that allow for potential public sector pricing and,

in some cases, royalties which then go to further research
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md purchase of additional products.

Conrad has been a key player in the development of

contraceptive devices. In fact, of the six devices on that

?oster, we have been involved in clinical trials of five of

;hem, everything by the Prentif cervical cap. The kinds of

:rials we have conducted include postcoital studies,

oolposcopy safety studies, acceptability studies,

over-the-counter feasibility studies, and contraceptive

~fficacy studies. We are currently doing studies on four

zew devices.

We

relationship

enjoy a collaborative and cooperative

with the OB/GYN Devices Branch, and we have

worked together to streamline the studies conducted for

approval under the current requirements. As an example, we

proposed combining the Phase II and Phase III trials for the

FernCap into one large trial that has statistical power to

test for equivalence between the FernCap and the diaphragm.

But even working as efficiently as we can, we

still find that the costs and time involved in doing the

trials required for a PMA are substantial. The FernCap has

been in development for nine years, with millions of dollars

spent to date, and is not ready to be submitted for final

approval.

It is not a surprise that most of

these kinds of devices has come from public
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ew pharmaceutical companies are willing to make the kind of

nvestment necessary to compete with existing devices, which

epresent only two percent of the contraceptive market.

Few would deny that greater involvement by

ndustry would bring resources and expertise to an area

‘here it is very much needed, and reducing the regulatory

Iremarket

.ake this

burden may be helpful.

We are very pleased that the Branch has decided to

fresh look at the pre-approval requirements for

contraceptive devices. We support the concept of getting

lore products to market without extensive costly clinical

:rials that are not particularly discriminatory due to the

.mpact of the participant compliance.

Once safety and good concept have been

established, determination of efficacy estimates can be

shifted to post-approval requirements without being a

iiisservice to potential users.

The purpose of doing clinical trials is to obtain

information for labeling so that consumers can make informed

choice about which product to use. The FDA has made no

worthy efforts to include effectiveness information on

contraceptive labels, not just for the particular method

being labeled but for all other contraceptive methods in

order to put the information into a context. But an

argument can be made that point estimates in the label imply
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Lore precision than actually exists.

Typical use rates for a contraceptive device that

lust be employed at the time of intercourse are very much

Lffected by the level of correct and consistent use by the

)articular population studied. If studied in a different

]opulation with a different level of correct and consistent

Lse, the effectiveness of the device might look quite

~ifferent. Providing so-called perfect use

~ttempt to get around this and to determine

rates is an

the true

~ffectiveness of a device. However, since there is no way to

~ctually witness the use of these devices perfect use rates

ire completely dependent on the accuracy of reporting among

study participants. When there is a doubt it is human

lature to report that the method was used correctly. This

nakes it look

~se than they

rates upward.

as if failures occur more often during perfect

actually did, and drives perfect use failure

In our studies of the Lea contraceptive, FernCap

and diaphragm the perfect use rates were almost the same as

the typical use rates, and almost all use was reported as

perfect. In addition, unless the study is very large the

confidence intervals around what point estimates are

determined for effectiveness are generally very wide,

overlapping, and what appears to be a difference between two

products disappears when this-overlap is taken into account.
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Since all these products work by the same basic

mechanism, namely, covering the cervical OS, it is likely

that they all do perform about the same within a certain

range of effectiveness, and at a level below that of less

coitally dependent methods. This was shown in Colin’s

slide. lmy given device can be made to perform very well,

perhaps approaching the level of a non-coitally dependent

product, if it is used correctly and consistently.

Studies have shown that there is a large unmet

need for contraceptives both in the U.S. and abroad. It has

also been shown that increasing the number of choices

available increases the number of overall users. That is,

users of a new product are not just those switching from

other products but include some consumers who previously

used nothing at all. Getting new products on the market,

especially improved products, would be a great service to

the public.

We feel that shifting the premarket-postmarket

balance of data required for vaginal contraceptives towards

more premarket requirements would not harm consumers and, in

fact, would do them a service in terms of getting them more

choices. Premarket testing could evaluate safety and a

proxy of effectiveness, such as post-coital testing,

dislodgement studies, limited efficacy studies, or so-called

true efficacy studies described by Steiner. Postmarked
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acceptability and patterns of use.

could also evaluate

These studies would
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not

necessarily have to be controlled but results could be

tandardized against an accepted population used for

standardization of all studies in an effort to reduce the

!ffect of differences in subject characteristics.

We applaud the Branch’s willing to open up this

discussion and to be innovative in the interest of getting

)roducts to consumers more expeditiously. Thank you.

DR. BLANCO: Thank you. There was a question that

)r. Connell wanted to ask you.

DR. CONNELL: You mentioned four other things that

~ou are studying. Are you able to tell us what they are, or

it least categorize them?

DR. MAUCK: We are currently doing studies on the

Lea contraceptive, additional studies on that and additional

studies on the FernCap, the Path diaphragm, something called

:he Ovis Cap. Those are the four.

DR. CONNELL: Thank you.

DR. BLANCO: Thank you. The next speaker will be

~my Allina, from the National Women’s Health

#ill be speaking or reading a statement from

Network, who

the Boston

Women’s Health Book Collective. Is that correct?

MS. ALLINA: That is correct. I am reading a

statement that was going to be made by Judy Norsigian, who
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for both the Boston
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be here with us.

Women’s Health Book

‘ollective and the National Black

The Collective, as most

Women’s Health Project.

people here probably know,

s best known for its classic book about women’s health and

Iexuality, Our Bodies, Ourselves, which has been translated

md adopted into twenty languages. There are more than four

\illion copies in print.

The National Black Women’s Health Project is an

organization which works to improve the health of black

~omen through wellness education and services. It has more

:han fifty chapters made up of local groups and individuals

vorking with African-American women in communities

:hroughout the country.

Between these two organizations, we talk to

:housands of women every year in the United States and

~round the world. Based on what we hear from those women,

Me can report that women want better contraceptive options

md that there are many women seeking safe and effective

alternatives to long-acting hormonal contraceptives.

3xpanding women’s choices by increasing the number of

~arrier contraceptive options available to them will satisfy

~ critical unmet reproductive health need.

In choosing a contraceptive method, most women

strike a compromise between our desire for safety,
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STD prevention and the overall

health. Despite lower rates of

ffectiveness for the

ontraceptive devices

average user, vaginal barrier

offer important advantages for some

~omen in terms of safety and unique health benefits.

A recent National Black Women’s Health Project

:tatement on birth control explains why hormonal

contraceptive technologies are not necessarily more

lppealing to women, even though these methods are not

:oitally dependent and, thus, may be less awkward to use by

Iany women. In some cases, women value more highly the

safety and health protection offered by barrier methods.

rhe Project asserts that if ever there was a time for women

:0 think carefully about sexual activity, it is now. We

leed to think carefully, and ahead of time, about whether

md when we will engage in sex and how we will prevent

mwanted pregnancies and the spread of infections. The

?roject believes that barrier methods used properly and

~very time should be considered as the first choice for

contraceptive as well as disease prevention. The statement

goes on to articulate the benefits of barriers is in terms

of increased intimacy with one’s sex partner and greater

comfort and familiarity with one’s own body and sexuality.

Yet, approval of new and improved vaginal barrier

methods has been very slow in the United States. The only
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aginal barrier to gain approval in the 1990s has been the

emale condom. In the 1980s, the only new additions were

he contraceptive sponge and the cervical cap. Meanwhile,

uropean women and Canadian women have gained access to

everal barrier contraceptives that have not been yet

,pproved for use in this country.

Women want and deserve access to vaginal barrier

contraceptives that allow us to balance our reproductive

Lealth priorities as we see them. Long-term safety is often

1 significant concern of women who are considering hormonal

\ethods, and they understand that only long-term follow-up

;tudies and postmarked surveillance will provide answers to

;ome of their questions regarding long–term safety, as well

is some of the rarer short-term negative effects. The

;afety of vaginal barrier contraceptives can be more easily

established with shorter studies.

Similarly, women do not need years’ worth of

Information about a new barrier method’s effectiveness. We

rant enough information to be able to compare a new method

JO existing options. It is most important that women can be

~ssured that the effectiveness of a new method is not far

~elow the efficacy effectiveness of barrier methods that are

already available.

By approving

methods whose efficacy

vaginal barrier contraceptives

has been established, with a
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easonable amount of safety data, the FDA would better serve

Iomen’s needs. We urge the FDA to do what is needed to get

lore barrier contraceptive methods on the market.

DR. BLANCO: Thank you. There are two other

submissions that are in your packet . If the panel will,

)lease, look at those during the upcoming break. One is

:rom the National Asian Women’s Health Organization and the

)ther one is from the National Abortion and Reproductive

Lights Action League.

Is there anyone else that would like to make a

mblic comment at this point? If not, then we will go ahead

md continue with the agenda. The next item on the agenda

:or today’s meeting is presentation by Dr.

nedical officer, Obstetrics and Gynecology

)ffice of Device Evaluation.

Diane Mitchell,

Devices Branch,

What does the panel want to do, take a break now

or take it after the presentation? We will take a

ten-minute break. We will be back here, starting promptly

at 10:30.

[Brief recess]

DR. BLANCO: Let’s stay on track. I would like to

recognize Dr. Dan Schultz and to have him introduce some of

the guests that will help us with the panel deliberation.

Could we please get everybody to sit down? We have a lot of

work to do.
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DR. SCHULTZ: Thank you. Let me just invite Dr.

Trussell and Miss Pearson to sit at the desk up here and

participate in the ensuing panel discussion at the

discretion of the panel chair.

Once again, I would like to thank all of the

speakers from this morning. I think we certainly heard your

message loud and clear, and I think that what this shows

more than anything is the fact that this meeting was timely

and necessary. So with that, I will turn it back over to

our panel chair.

DR. BLANCO: And, now that I have matched the two

agendas, we will go ahead and introduce Dr. Diane Mitchell,

medical officer, Obstetrics and Gynecology Devices Branch,

Office of Device Evaluation.

FDA Presentation

DR. MITCHELL: Greetings, distinguished panel

members and chair.

[Slide]

You have just heard the comments, and I might add

very exciting conversation of several speakers interested in

vaginal barrier contraceptives. Now let’s spend a few

minutes talking about how the advisory panel can help.

[Slide]

Approximately one-half of the pregnancies in the

United States are unintended. As Mr. Pollard reminded us,
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,n 1994 that was three million pregnancies. You heard Dr.

Russell conclude that many of the problems with

contraceptives available currently almost surely reflect

>atient dissatisfaction. As a result, we at the FDA are

interested in asking

:he premarket review

access to a range of

[Slide]

the question how can the FDA optimize

process and facilitate the timely

barrier contraceptives?

We are asking a number of different groups to help

~s reevaluate the premarket review process for vaginal

~arrier contraceptives. Consumer focus group discussions

will look at questions such as if more barrier

contraceptives are available, either by prescription of

aver-the-counter, would they be used? And, I think we have

gotten some preliminary information today that the answer to

that is yes.

Discussions with industry will center around the

idea that there may be improvements we can make to our

premarket review process of these devices that would

increase product development.

Discussions with other agencies in the government

and non-profit organizations will

participate in this endeavor.

Today we are asking the

the field, to help us look at -the

ask if they are willing to

panel, professionals in

clinical studies required
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or vaginal barrier contraceptives.

[Slide]

Our goal here is to look at the issues we are

Iandated to evaluate for products and decide whether or not

mr current approach is the optimal one. Our concerns are

:afety, effectiveness and labeling.

We also want to think about using our ability to

:equire postmarked studies to allow us to revise our study

requirements before the device goes to market. Let’s look

each issue separately before we move on to the questions.

[Slide]

The issue of safety is an important one. We need

consider what kind of tissue trauma the device might do

the general tract and what will happen to the infection

rate with the use of the device. Our current methods of

looking for tissue trauma include gross and colposcopic

~xamination of the lower genital tract. There is much

complexity in this process. Some changes to the lower

genital tract heal immediately and some are more

significant . When and how to perform these exams,

particularly the colposcopic aspect, is currently under

consideration. Our concern is whether or not we are doing

the appropriate studies.

[Slide]

Infection is also difficult to measure.
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nvestigations require that the participants be at low risk

or sexually transmitted infections. So, the true rate of

TIs using vaginal barrier contraceptives cannot be

etermined during the study. But we would like to know that

he device itself does not cause infection or increase a

‘oman’s susceptibility to infection.

[Slide]

Effectiveness--Colin has touched on this subject.

leveral people have touched on this subject. If we agree

hat the effectiveness of vaginal barrier contraceptives is

.n general between 15-25 percent for typical use, can we use

:his information to design future studies with respect to

he number of patients involved and the length of premarket

:Ollow-up?

[Slide]

We must also ask ourselves what

]ostmarket testing play in this approach.

role could

Could postmarked

:esting provide information that might influence the

>remarket study requirements?

Finally, we should ask what are the ways we can

study the devices premarket? Should we ask the industry to

io this? Should we involve other governmental agencies or

Ion-profit organizations? We are looking for the best

route .

[Slide]
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issue of labeling, if we approach

in this manner, how do we report on

~ffectiveness in the labeling? I think you heard some new

md interesting examples of that this morning. We want an

~pproach that is easily understandable to the patient, and

we also want an approach that accurately reflects the source

md confidence we have in the effectiveness rates we quote.

[Slide]

So, distinguished panel members, this is your task

=oday--to help us take a new look at vaginal barrier

contraceptives . As you have heard, you are one piece of a

large puzzle and we look forward to your input.

Just

questions, the

for an answer.

this session.

one quick note before we move on to the

questions are worded in such a way as to ask

We understand that this is not the goal of

What we are really looking for is meaningful

discussion to help guide us. Thank you.

Panel Deliberations

DR. BLANCO: Thank you, Dr. Mitchell. We will go

ahead and begin the deliberations of the panel, but before

that I would like to recognize Dr. Connell, who was the

former chair person of this panel and has been here--let’s

just say she can give a historical perspective --

[Laughter]

-— of some of the deliberations that have come
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~orth before this panel dealing with this subject.

DR. CONNELL: I would just very briefly like to

)ffer my congratulations to the staff. As you well know,

~or me, this is !!deja vu all over again- “ We have been at

:his thing for many, many years now. To me, the most

mcouraging thing is the rather remarkable consensus that we

Jot among the speakers, and I think a commonality of what

~arious people, no matter what their backgrounds, want to

Jet out of this. That is much better than some of the very

mpleasant and vitriolic moment that we have had in the

?ast.

so, I just briefly want to say congratulations to

Solin and his staff, and we appreciate what they are doing.

Ne think it is critical, and just a word of personal thanks.

DR. BLANCO: I also would like to add my

congratulations. I haven’t been associated with this panel

quite as long as Dr. Connell, but it has also been very

useful to see the unanimity and the desire to work towards

trying to improve the healthcare of women, as we have seen

think today.

So with that, let’s go ahead and begin the

deliberations. All of you should have in your packet a set

of questions. Hopefully, they are being also presented up

on the board.

Let me start out the discussion by making two
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:lear statements. One of them is that we are looking at

)regnancy rates here. Although there are a lot of issues

lbout STD prevention, we can get really bogged down in that

md that is not our primary aim here. Our primary aim is to

.ook at what needs to be done, and what kinds of streamline

)rocesses should be recommended for industry to bring forth

:0 the FDA to try to get the pregnancy indication approved.

The second thing is

really voting, as was already

that I don’t think that we are

said by Dr. Mitchell. What

:he FDA is interested in is our opinions and thoughts about

low this new system should be set up.

The first question has to do with safety, the

safety of vaginal barrier contraceptives is currently

~valuated by examining the patient for possible tissue

trauma, possible increased risk of acquiring an infection,

or of susceptibility to an infection.

We would like to here some comments. Are these

the appropriate data to collect, and should there be

different evaluation criteria?

DR. LEVY: I have a real issue with requiring

Colposcopy . I think that is one of the largest barriers to

these studies and one of the most costly pieces of data that

we collect. In thinking about just my own clinical

practice, I am not sure that we really need the colposcopic

data. Gross visualization of the cervix and the vagina,
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with comments from the woman herself with respect to

symptoms, should be adequate, I think, to evaluate

.he safety for the vagina and the cervix.

MS. YOUNG: I would like to ask if there

lata--these devices have been used in other countries for

lecades, and I would like to ask, surely there would be

:afety information from these countries in terms of tissue

iamage.

DR. BLANCO: Are you suggesting that there is data

~lready out there that can be presented by the companies,

jut how about what criteria should be used for the data?

MS. YOUNG: Well, I am just asking whether we

oould look to see if there are data, or if the companies can

Look to see if there are data on tissue trauma or damage

Erom the use of some of

Sxample, that have been

DR. CONNELL:

the diaphragm, cap devices, for

used in other countries.

I think there are lots of data but,

again, I think with a new device there is no way you are

going to avoid looking for trauma. I agree with Barbara. I

am not sure whether we are doing colposcopy for medical

reasons or medical-legal reasons. If it is the latter, I

think perhaps we should be much more circumspect in what we

demand. So, I think we know a lot about it but I don’t know

how you can see a totally new device without at least

looking--maybe not scoping but certainly looking at some of th
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DR. SHIRK: I would agree that the question

ou know, with colposcopy whether there would be an
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is,

ncreased risk of creating dysplastic or type of disease or

lalignant disease of the cervix. That is the only reason to

.ook, you know, with a colposcope and I don’t know that

here is any evidence that would suggest that.

DR. LEVY: Actually, we are measuring that with

‘AP smears and looking at outcomes with PAP smears. The

:olposcopy required in these studies is looking for micro

:issue trauma. You know, intercourse causes micro tissue

:rauma. What I am really interested in when I look at a

ievice is macro trauma. You know, are there cuts that I can

;ee? Is there bleeding? Is there something that a damage

:0 the woman’s reproductive tract? And, I don’t think I

leed a colposcope to determine that.

DR. KATZ: Just to follow up to Dr. Levy’s

:omment, there was a conference on colposcopy, I believe

Last winter, and I am not sure whether FDA staff attended.

3ut the use of colposcopy in looking at trauma is

~roblematic, especially when one is talking about coitus and

the changes in the tissue associated with coitus. So, for

sort of biotechnical reasons there are problems with the use

of colposcopy in this context.

DR. JANIK: I also agree with Barbara about the

lack of need of colposcopy, but I do think that that you
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eed a better historical record from the patient and more

mphasis on keeping an accurate history log would be of more

enefit .

DR. BLANCO: A history log in terms of what? What

pacifically are you

DR. JA.NIK:

:uggestive of trauma

latient perspective,

referring to?

Bleeding, indications that would be

so, having better recording from the

in addition to a physician gross exam,

~ould be more useful.

DR. BLANCO: SO, rather than colposcopy looking

essentially at micro trauma, which may not be all that

.mportant.

DR. JANIK: Right.

DR. ROY: I am not so sure. I think I will take

:he alternate position. Name ly, I think we need to be

;onfident that the patient isn’t being subjected to risk by

~irtue of saying that I don’t need to do more than just look

Jrossly unless she has symptoms. What I am getting at is if

:he use of these agents, with or without spermicides, causes

~nough damage to increase her risk of acquiring or

transmitting pathogens, and this is at an asymptomatic level

tihich we might be able to pick up if we perform colposcopy,

I think the burden of proof is on us to do the studies or to

know whether that is the case.

DR. LEVY: But I don’t think I personally, as a
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linician, have data to tell me what I would be looking for

rider microscopic evaluation that tells me that information.

n other words, I don’t have outcome data that say when I

ee X under the colposcope that tells me that this patient

Las an increased risk of acquiring STDS.

DR. ROY: That is precisely the point. Maybe we

Leed the outcome data before we can say we don’t need it.

DR. SHARTS-HOPKO: I take more of a middle road,

;ubir. I agree with Dr.

.s coming down the line

.mpact of it but so far

;ilicone devices, which

Connell that if a total new product

you may want to see the tissue

what we have talked about are smooth

have been put all over the human

>ody for a while now. So I am not compelled to worry about

jhat .

I also think that recruiting women into a trial,

if they know they are going to have to undergo colposcopy,

~as to be exceedingly difficult. I wouldn’t sign up for

that for experimental purposes.

DR. ROY: Why not? I mean, you are going to

undergo a pelvic examination. You

speculum placed, and you are going

vagina examined. TO do COIPOSCOPY

are going to have a

to have your cervix and

is a little bit more but

not substantially a greater requirement.

DR. SHARTS-HOPKO: That is the male perspective.

[Laughter]

MILLER REPORTINGCOMPANY,INC.
507 C Street,N.E.

Washington, D.C. 20002
(202) 546-6666



Sgg

.--= 1

2

3

4

5

6

7

8

9

10

11

12

13

14

15

16

17

18

19

20

21

22

23

24

25

71

DR. PERLMUTTER: I think this is going to depend

lpon the type of device

lsing a silicone device

lut I can remember when

;ap there that actually

that you have. I think if you are

and it is very smooth, that is fine.

we looked at the caps, there was one

caused trauma to the vagina, and

:here were lacerations in the vagina. One of the caps that

is up there now gives me a little concern because I don’t

:hink that edge is as smooth as it could be and that

potentially could cause trauma. Whether that needs

solposcopy or just a good look with the naked eye is a

iifferent issue. We would have to go back and look at those

initial studies with those caps to see whether or not they

tiere seen with the naked eye.

DR. BLANCO: Let’s back up a little bit and let’s

take a look at the whole picture. If we look at colposcopy,

you can use colposcopy essentially in two ways. You can use

it to see whether you have caused any kind of alterations in

the cells leading to some dysplastic event. From what I

hear from the panel, it doesn’t sound as if anybody’s

terribly concerned about that as an occurrence of the use of

colposcopy for that.

So, then the issue becomes does the device cause

trauma, and then to what level of investigation do we need

to find out if it causes trauma? The only reason that I

heard, Subir, you mention was if trauma that you may not see
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with the naked eye might lead to an increased transition

or, rather, an increased infection.

Now , there might be other ways of making that

call, other than colposcopy. I just bring that up as an

issue. If the issue is colposcopy, not colposcopy; if the

issue is does it make the woman more susceptible to

infection because of micro trauma, there may be other ways

in which you can look at that than colposcopy. So it may

not be colposcopy by itself. Okay? Is that fair?

DR. CONNELL: I would just like to suggest maybe

another way around this. The average woman, I agree, tell

her a colposcope and she will say, “Oh, my God.” You know,

it is bad enough to try and get women to do these things

anyway. With all due respect to the male-component, the

average female does not see this as a very benign process.

I think that in order to move this forward we

might consider another option, and that is not to impede the

initial progress with colposcopy. I think we have a pretty

good consensus on that. If we are going to get into

premarketing surveillance--we are told people are going to

use these for six months anyway, what are you going to learn

in six months? Would there be some point of looking at this

as part of a protocol for use in women who have had more

than six months of exposure? This might be another way to

get around. the problem. Don’t mess things up immediately,
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ut if you want to look at it later that would be a

)otential addition to the protocol.

DR. BLANCO: Right, and that goes back to the

.ssue--the issue is not the micro trauma but does micro

:rauma cause infection? I mean, you may have other ways of

;tudying whether you get infected that don’t require the

:olposcopy and the exam, the longer exam. Okay?

DR. DIAMOND: Without specifically coming down on

me side or the other, just a word perhaps of conservatism

md that is that over the last several years there have been

nultiple articles on the front page of all papers about

?otential problems from silicone, which were identified

{ears after the fact. Breast implants. That is a longer

iuration. Perhaps it is a different issue.

On the other hand, if there were a device that did

lot undergo intense scrutiny and a year later, two years

later, five years later there was a problem which was

identified it may set back not only that one product but

perhaps this whole field of contraception. So, a word of

caution.

DR. BLANCO: You bring up a very good point, and I

would like to make an analogy to that but I think the

problem is that until the product is in widespread use, you

are probably not going to be able to answer those questions.

You are not going to have enough data. That would be like
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he highly absorbent tampons and the issue of toxic shock.

mean, you could require 2000, 5000 women to use this thing

:nd never discover that.

So I think a key issue is premarket analysis and

maintenance

he product

Tell taken,

of, you know, some sort of surveillance after

is out on the market. I think your point is

but the numbers--you know, until the country

;tarts using it or a large number of women start using it

~ou are not going to find out those kinds of almost

idiosyncratic events.

DR. CONNELL: I cannot

laving shared the breast implant

resist the opportunity,

hearings as well, to point

Jut that there are no systemic long-term data even for women

vho are wearing silicone in their boobs for many, many

?ears, and to worry about occasional use over a six-month

period of time I think is totally incongruous.

DR. BLANCO: Unless anyone has a burning desire to

say anything else, let’s move on. This is very narrow. Al 1

tieare looking at is colposcopy and gross visualization to

Look at trauma. Are there other things that we should

recommend to the FDA to collect in terms of possible

complications?

DR. SHIRK: I guess my question would be, since a

lot of these devices or some of these devices are being used

to prevent STDS, especially AIDS, the question is does a

MILLER REPORTINGCOMPANY,INC.
507 C Street,N.E.

Washington, D.C. 20002
(202) 546-6666



Sgg

_#P% 1

2

3

4

5

6

7

8

9

10

11

12

13

14

15

16

17

18

19

20

21

22

23

24

25

-~.g— -—..

hange in the vaginal flora, or do micro tears in

lasically increase the risk of viral infections?

75

the area

And, that

s basically after use. I mean, a lot of women use these

md they will maybe use them in their mid-cycle to protect

.hemselves and then discontinue use. I mean, does using it

me night to protect yourself and then not using it two

lights later, you know, constitute a risk?

I

:hink it is

don’t know how you would look at that, but I

certainly one thing down the line that could be

.ooked at in a prospective study. I mean, since we are

~dvocating these things be used to protect --

DR. BLANCO: Remember, we are limiting this

neeting to pregnancy prevention. I think your comments is

~ppropriate and they go back to what I was trying to say,

:hat the issue of micro trauma is an issue of does it make

:he woman more susceptible to infection, and are there other

uays besides colposcopy to try to address that issue or that

~uestion?

MS. DOMECUS: I just want to point out that I

chink we are trying to look at whether or not we can reduce

some of the burden to manufacturers for obtaining approval

of these devices. As I understand the current requirements,

they are looking at ways to identify whether or not there is

micro trauma to the lower reproductive tract. But if we are

also now asking manufacturers to look at the clinical
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outcomes associated with that micro trauma, I think we are

actually adding burden to the process instead of reducing

it .

DR. BLANCO: Okay. my comments on that?

DR. LEVY: I am not sure that anybody was

suggesting that industry perform those studies, simply that

we are asking industry to do a study, do colposcopy, without

data to support that that even makes any difference

whatsoever, and that we need to backtrack and say it is

burdensome to require the colposcopy, particularly in light

of the fact that we don’t have data to say that it makes any

difference.

DR. BLANCO: my other appropriate data that would

be suggested for collection? If not, we will move on to

part b).

DR. LEVY: Actually, George, just one more thing,

I am sorry. One of the things that strikes me clinically is

collecting pH’s--awfully easy to do and can be used as a

surrogate often in looking at the microflora. Something as

simple as looking at vaginal pH might be a very easy way to

look at changes in microflora, and I might just suggest

that.

DR. BLANCO: All right. Let’s move on to b) .

Should there be different evaluation criteria for

over-the-counter versus prescription use? Anyone want to
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tart that discussion?

DR. SHARTS-HOPKO: I actually think of the

uestion in terms of what one of our prior speakers had to

ay, which is that this is a method that women will stop

oing the moment that they are dissatisfied. So, to me,

hat is more the-breakdown in how I look at it.

DR. BLANCO: You don’t see a lot of difference

Ietween over-the–counter and prescription use? Is that what

FOU are saying?

DR. SHARTS-HOPKO: It seems not so germane. I

lean, I understand conceptually the difference but it seems

lot so germane. This is a short-term modality that people

~ill not use again the minute they have any kind of problem

/ith it.

DR. JA.NIK: I think the key question with

)ver-the-counter is how important is the fitting for that

]articular item, and what would be the consequences of an

ill fit. So, it comes together with effectiveness too. So,

[ think you have to have a way of evaluating both

effectiveness and trauma from mismatching of fits. You have

JO have enough variety of types of patients as far as weight

md parity in an over-the-counter product to examine that

~uestion.

DR. PERLMUTTER: I think that unless you need to

fit a product, I don’t know why it can’t go over-the-counter
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s long as the instructions are sufficiently clear that

omebody can read it and understand how to use it. The only

eason the diaphragm, I think, is a prescription item is

jecause we have to fit it. If you are going to go to

;omething like one of the new caps that are on the market,

.t is one size fits all. Well, if it is one size fits all

lhy does it have to be a prescription? We are not affecting

Jeneral health. pregnancy is a side effect. STDS are side

>ffects . But that can be explicitly put into your

instructions. So, if I had to vote I would probably go for

wer-the-counter for a barrier method unless there needs to

>e a fitting.

DR. BLANCO: I would add something else to the

~itting; I would add removal--that they need to provide some

information that the woman can remove this effectively

tiithout any problem. That we be the other thing in

over-the-counter, a woman puts it in and then can’t get it

out and has to seek health care. She may have got it

over-the-counter because she can’t access health care and

then you would be in trouble. So, I would think removal

also needs to be demonstrated, that there is some ease of

removal by the woman herself. Right? Wouldn’t you think?

DR. PERLMUTTER: Yes, but in fact removal is in

part of our criteria right now. I mean, if the woman can’t

remove it--people had trouble with the sponge when it first
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:ame out. That didn’t stop it from being over-the-counter.

[ would put that into general instructions. A tampon is

>ver-the-counter. Some people have difficulty in removing a

:ampon but it is in the instruction. So, I think I might

~rgue the removal part of that.

MS. YOUNG: Seeing we are on patient instructions,

1 don’t see that being referred to really here. It doesn’t

really come under labeling. I would like to speak to that

issue too because I feel that the instruction sheets that

tiere supplied us in our materials- -it was interesting to

read those--I really felt were in some ways inadequate. I

think there should be instructions given about if the

barrier device is dislodged, and what the woman should do

if, in fact, it is dislodged; what steps she should take to

quickly, hopefully, you know, not get pregnant.

Two of the groups from whom we have the comments

but who did not actually present them, one of those groups

was the National Asian Women’s Health Organization. It

reminded me of the cultural issues that may be involved. We

did hear from one of the speakers from the black women’s

caucus in Boston. That is the issue of taking into account

the reading label and education label of the user. I do

feel that in this country, in a lot of the instructions the

patient instructions for some of these devices, the cultural

issues and educational level of the user is not taken into
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ccount sufficiently. And, I think that we need to consider

ore use cf pictorial instead of written instructions--the

se of pictorial instructions, if you like, in” informational

.aterials because I think that that could be much more

.elpful for certain groups.

DR. BLANCO: Let me bring it back. I think it is

n 3.b), some of the questions that you have, and we will

let to that but I think those are good points.

What about going back to the issue of

wer-the-counter versus prescription?

DR. JANIK: Yesr one other comment. I think to

.abel something as one size fits all, you have a burden to

~emonstrate that that is really true and if there are one

;ize fits most, it needs to be clear who are the people whom

.t does not fit--the prolapse patient, the DS patient. Who

ire the exclusions? That needs to be very clear in

>ver-the-counter labeling, if you do not fit.

DR. BLANCO: my other comments?

DR. ROY: Even to the other side, the prescription

fit, I think one of the things we learned when we were

caking a measurement and then making caps to fit the cervix

#as that the cervix changes size during the menstrual cycle.

30, that in itself is part of the problem. I think Dr.

Perlmutter mentioned that there were erosions associated

with very carefully fitted devices because that wasn’t taken
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nto consideration. So there is probably an error on both

ides .

DR. BLANCO:

MS . PEARSON :

perspective, to answer

:hink women see a need

~bout the safety about

Cindy?

I just want to say from the consumer

the narrow question of lb), I don’t

to have any more or less information

a barrier that they either pick up at

:he

md

drugstore or get at the clinic. Whatever is required

what you all have talked about makes a lot of sense,

~hich is asking the woman her experience with it and then

:aking a look with the naked eye. That kind of information

is what a woman would want, wherever she picks up her

?roduct. So, I don’t think the FDA should be asking

sponsors for more or less safety information just because

~omething is going to go over-the-counter.

DR. BLANCO: Don’t you think though a part of the

attitude by women on that is that they expect a certain

level of safety in any product that is marketed as an

Over-the-counter product in the U.S.?

MS. PEARSON: Yes, I think it is fair to say that

women expect that, but I think also, like people have been

commenting on the panel, that women have experience with

barrier contraceptives stop using them immediately if they

are uncomfortable and, you know, there is not too much that

can go wrong that either they-or a clinician wouldn’t notice
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retty quickly.

DR. BLANCO: All right. my other comments?

DR. CONNELL: Yes, I think in the early design of

hat we hope will be expedite review of these things the

ssue of size is very important. We have had this constant

ight for years about the sponge, parous versus nulliparous

~omen. I think that could be built into the design of the

,nitial sign, to answer that sort of question. A lot of

.hese things have come up. Even though you don’t have large

lumbers of women, even in our accelerated studies we could

mswer a lot of these things that people are talking about

low.

DR. BLANCO: I don’t see a lot of enthusiasm to

:ontinue to discuss that one so I will move on to the next

~uestion. It might be a hotter topic, the question of

effectiveness. Currently FDA requests sponsor of vaginal

>arrier contraceptives to provide clinical data, pregnancy

rates, on typical use of the device over

>f patients compared to a control group.

low exists a large body of literature on

six months in a set

In addition, there

vaginal barrier

Contraceptives, their patterns of use, and rates of

Effectiveness.

The first question for us is 2a) , what is the

appropriate study size, design and duration for an efficacy

study? Is there enough information currently available on
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aginal barrier contraceptives in general that would permit

ome baseline assumptions about the effectiveness of new

levices? Should

wer-the-counter

there be a difference in study design for

versus prescription use? Anybody want to

:tart that discussion?

DR. KATZ: I think we have to recognize the

)iology and the biophysics of the functioning of these

levices is very complex in that many, many factors influence

:he efficacy for a particular user. Consequently, as was

>resented this morning, the notion of a point

:fficacy really doesn’t have much value to us

>road range about that point estimate that is

spectrum of users. So, consequently, I think

estimate for

because of the

germane to the

that any

consideration of sample sizes and study designs should at

:he outset take into

oecause, simply put,

~eavily upon what it

account what we are shooting for

statistical power calculations depend

is seeking to measure and what your

standards are for measuring that. I think that as a sort of

a general philosophical approach--and along with that, I

think that the notion of categorical measures of efficacy

rather than continuous measures of efficacy, which was

suggested, in effect, by a couple of speakers this morning,

should be considered. You know, defining efficacy as a

continuous variable, regardless of where you put arrow bars

around it, may cause a lot of grief for us rather than
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categorizing efficacy, given what we know at present about

the determinants of the efficacy of these different methods,

which is low.

DR. ROY: So, what do you mean exactly? I mean,

you need numbers in order to generate even broad ranges of

efficacy. Are you saying that if you expect a pregnancy

rate of 25 percent with these devices that you only need to

study 10 individuals?

DR. KATZ: No, absolutely not. One takes

different statistical strategies. You know, it is a

difference, for example, between logistic regression and

other types of methods of prediction. I am not at all

suggesting that we artificially or artifactually compromise

the sample size that is needed. I am merely saying that we

need an objective approach and a biologically accurate

approach to our study designs, and that our criteria--and

this must be based on value judgments, what kinds of

criteria for success we are going to use. And, I think that

point estimates are so fraught with variability that we need

to look at ranges, and when you start talking about ranges,

in my view, you are often led to the consideration of

categorical outcomes, and that doesn’t make it any less

objective or any less quantitative. It is just, you know,

matching the statistics to the biology.

DR. BLANCO: Let me see if I am interpreting what
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ou are saying right. What you are basically saying is that

ou should not hold the product responsible to come up with

10 percent failure rate only, but that you should classify

)roducts that are highly effectiveness--sort of a

.hree-level approach which one of the speakers discussed

:his morning, highly effectiveness, moderately effectiveness

md then somewhat effectiveness, and aim for that? Is that

~hat you are saying?

DR. KATZ: Well, one might end up there. I mean,

: don’t think this

:0 look at what we

iata, for example,

is an arbitrary process. I think we have

know. We have to look at the kinds of

that Dr. Trussell presented to us this

norning, and look how they

effectiveness, and look at

:he biology and the risks,

~pproaches and then decide

ae ranges or categories of

iown to three and it might

stratify in terms of

what we know about differences in

etc. , of these

how we want to

effectiveness.

different

lay out what might

It might boil

not . I mean, we have to approach

it subjectively but we would end up with something like

that .

DR. BLANCO: But in order to get that information,

you still have to get points to know where you are and to

further the information that you have on the product. Dr.

Trussell?

DR. TRUSSELL: I can make several related points.
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into this business about twenty

quite unhappy with the labeling that

consisted of producing ranges for

was the lowest observed published

observed published estimate. That

leant essentially that for most methods that were available

Lt that time every method had a range of zero to 100.

[Laughter]

And, so there was no information whatsoever

)rovided there. There was also, of course, no consideration

:hat the vast majority of published studies are trash. They

men’t worth considering at all. So, that led me to produce

:he table which the FDA has adopted.

But my second point is that it appears in the book

tiitha lot of text surrounding it, and I would like it a lot

)etter if some bulleted text could accompany the table which

~xplains sort of what it means, rather than just giving

:hose little numbers sitting out there.

The third thing is that I don’t think anybody is

going to be able to produce

or point estimates, without

professional judgment about

a table, whether it has ranges

exercising considerable

what studies are worth even

mentioning and what other ones should be thrown out. That

is a long exercise. There are several hundred studies out

there. No. two people are ever going to come up with the
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ame numbers, I am quite sure.

n

t

The next point is that despite what has been said

the current table, there is a range. The range is there.

says how well does this thing work if you use it

!orrectly and consistently, and then how well does it work

‘or the typical user. For some methods there is no range at

111, like NorPlant. For other methods there is a huge

‘ange, like periodic abstinence. There is much value in

hat range. The bigger the difference between those two,

he more we know that either the method is unforgiving with

.mperfect use or that a large proportion of people can’t use

.t correctly and consistently. So, there is value there.

Then, finally, I am somewhat dubious of this

:hree-category kind of notion because, as far as I

mderstand it, that would put the male condom and spermicide

in the same category and I don’t want them in the same

:ategory. I just think it is grossly misleading, in fact.

Now , if you get to four or five categories, it

~eems to me who cares to have categories if you have a great

~umber of them? It is only if you can have a few where it

nakes sense. Unfortunately, I don’t think the methods

actually fall out that way. There are some that are very

mforgiving of imperfect use and there are some, like

spermicides, which I still don’t have the slightest idea

whether they work at all or we just have trial populations
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producing the numbers that are either sexual athletes or

don’t use the method all the time.

DR. ROY: Dr. Trussell, having said that, what

number would you need to be able to, with confidence,

generate perfect use data and typical use data? That is

really the issue.

DR. TRUSSELL: Indeed, it is. Personally, I

welcome the move away from 12-month trials to 6-month

trials . I think it makes much more sense for most

contraceptives, including all the ones we are talking about

here. I personally wouldn’t mind going to 3-month trials.

I think you could get as much information out of 3-month

trials as out of 6-month trials if, in fact, the sponsor

determines that it is a lot cheaper to do a 3-month trial

than a 6-month trial. You could have twice as many people

in a 3-month trial; get much more precise estimates than you

could for 6 months. But I would much rather have shorter

trials with a control arm so I could know how to interpret

the result when I got it than a single-arm trial that was

huge, which could come out with sort of anything under God’s

green earth.

You are going to face this issue as a panel. It

is no problem whatsoever if a sponsor comes in with a

clinical trial with very good efficacy. Then you could say

fine; it works. The problem comes about when you have--I
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:emember back to Reality, you just didn’t know what to do

~ith that number, and that number was probably quite high I

still believe because the trial was conducted according to

nodern standards of execution and design, and had women who

lad intercourse frequently. But it would have been a lot

nore interpretable had there been another arm in that

?eality trial. The spermicide numbers that you saw would be

~ lot more interpretable if

sfficacy we actually knew.

we had another arm whose

Now , I recognize that that makes the trial more

=x ensive,P but it certainly increases the possibility that

at the end of the day we actually know something.

DR. BLANCO: Dr. Trussell, not to put YOU on the

spot but how about numbers? You didn’t answer his question

about numbers, number one and, number two, since you brought

it up, what other arm would be the arm that you would use?

Because that is part of the problem. You did use another

arm but it just happened to be another spermicidal arm and

you ended up, you know, with the problem. So, what other

arm would you use?

DR. TRUSSELL: Well, I think the diaphragm was

quite a good other arm for the sponge trial and the cervical

cap trial. Personally, now I would probably use a male

condom in most of these trials. I know that I will be told

that it is impossible to recruit but it is just false. I
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san there is a device currently under investigation, the

ersona, which is a method of periodic abstinence, after

11, and it has a condom arm and there was no problem

hatsoever in recruiting to that trial. In contrast, the

ompany in a prior trial tried to recruit diaphragm versus

ersona and it would have taken all the diaphragm users in

he country to make the trial go, and they never got

nywhere. It was a complete non-starter. It never happened

.t all. So, I think it is possible to do the with male

:ondoms.

As for sample size, I mean, any of

‘ust sit down and do the power calculation.

us can do it.

What is that

rou want to know? How precise do you want the numbers to

)e? If you have a good idea of what you think is going to

)e the outcome and you are close to being on target, then

TOU can get rather precise estimates of sample size. But it

ill depends upon how much precision do you want.

DR. BLANCO: Well, it also depends on which arm

~ou pick as your control arm because those rates vary, and

=hat will vary your power calculation.

DR.

DR.

:hink.

MS.

experience is

TRUSSELL: Yes.

BLANCO : Miss Pearson had some comments I

PEARSON: About the randomization, our

that women who are interested in trying a new
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aginal barrier contraceptive have often tried the other

nes and are not willing to be randomized to diaphragms. I

now it has been done, especially with

id that take a long time and a lot of

the Prentif but, boy,

money to recruit, and

hey couldn’t even keep all the women randomized to

liaphragm in the trial for follow-up. You saw the

difference in those two bars.

James is saying you can randomize couples to male

:ondoms as an alternative to the new device. I would

:uggest that maybe the reason why that is working out so

Jell in the periodic abstinence arm is that is the one

~ethod on that entire list that involves a male who is eager

md willing to adapt his sexuality

rhe rest of these methods that are

--vaginal barrier devices, for the

to the woman’s cycle.

female controlled

most part may involve

nale partners who are loving and wonderful and sweet and

lice, but they may not be all that way there to, “sure, if

iou can’t use your thing I’ll use mine.” So, I don’t know

low easy it is going to be to recruit couples to trials of

~ew vaginal barrier devices that randomize men to male

~ondoms if the woman isn’t lucky enough to get that new

ievice.

DR. TRUSSELL: I want to ask Cindy the following

question, suppose spermicides were a new contraceptive

entity, and as far as efficacy goes, I believe that we
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hould classify them as a new one because we don’t know

quat about their performance. So given this beautiful

rial, what would you do with it?

MS . PEARSON : I would fall back on that big thing

said at the beginning this morning which is, yes, there is

tome minimum standard below which a contraceptive shouldn’t

‘all and still get to be sold and someone make a profit from

.t, but given that balancing, when there are so many factors

hat weigh in a woman’s and a couple’s decision about

~hether or not to use a barrier, if that is the only gel,

:ream, foam, film way to get protection and that is a

lnique--if you want me to answer that question, if it is all

lew, if all spermicides are new and all

DR. BLANCO: Okay, I am going

prerogative of the chair and cut that.

--

to exercise the

I think we got the

Joint . Let’s move on to some of the panel members’

)pinions. Dr. Diamond?

DR. DIAMOND: It is my opinion that in the end a

:ontrol trial is essential. For example, I usually think

nore about issues of fertility than I do about

contraception, and whether I am trying to look at outcomes

after neosalpingostopy or treatment endometriosis or IVF

iiifferent approaches, we always now have to think not only

af what is the pregnancy outcome but what are confounding

factors--what is the age of the woman? What is her FSH
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evel? I go through a myriad of different factors.

It is very interesting to me that in the comments

his morning, as well as the comments so far, no one has

alked about what the group of women is that we are

tudying. I think depending on the patient population that

‘OU pick, you could have very different outcomes are far as

effectiveness of any kind of barrier type agent.

so, without defining specifically what the group

:hould be--and the more you specify that group the harder it

.s to get patients that match those criteria--the control

rroup becomes equally important.

Furthermore, I would think that there ought to be

;ome consideration of these other factors, at least to the

>oint of identifying what were the patient populations that

vere chosen to evaluate these different devices so that

individuals who are reading labeling, whether it is

>ver-the-counter or whether it is by prescription, can

identify whether they fit within those patient parameters or

tihether they are outside of them because it may have big

impacts on their subsequent fecundity.

DR. CONNELL: I would like to suggest that these

two approaches are not mutually exclusive. Consumers are

not uniform, and I think that for a certain group of women,

they would like to have the numbers; they would like to have

ranges . I think, having looked at labeling for a long time,
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here is another group who would be much more inclined to

ook at the category type of issue, and I think they are

~oth beneficial since we don’t have a uniform group of

:onsumers that we are trying to talk to. To me, this is

‘cry much what we are going to be talking about next, and

hat is labeling. I think this is as much a labeling issue

1s it is an effectiveness issue.

DR. LEVY: Given the relatively poor effectiveness

)f these barrier methods relative to others, perhaps what we

leed to be looking at is a 3-month trial and our control

poup is a group of people who want to be pregnant. In

]ther words, instead of trying to recruit people who don’t

vant to be pregnant, and we are going to tell them that the

ranges are somewhere between 15-25 percent, that if they use

>ur device they will, you know, still get pregnant. Maybe

>ur groups should be people who are willing to postpone

?regnancy for 3 months and if they happen to get pregnant it

is okay. Then we have a control group of people that are

squally fecund, with think, and we know what the pregnancy

rate is using

those numbers

aetween using

nothing, and we can use in our labeling then

that say, “here’s how much difference there is

this device and using nothing. ” As a

:onsumer, that is probably the kind of data I would really

like to see and, as a manufacturer, it seems to me that

would be an easier group to recruit because if the failure
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.s so high what do you do with those people who fail these

~ethods?

DR. BLANCO: I think that is a very interesting

idea that I think ought to be considered. I would just like

:0 add, you know, we heard a lot about how important--and I

lave heard it at other committee meetings--how important it

is for women to have a method that they can control. But I

~m kind of surprised, and I spoke to Miss Pearson about this

in the break, is why are we also clamoring for a method that

lot only women can control but women control and is

affective of is more effective? It seems to me a lot of

these products just don’t have a lot of effectiveness to

them. So, you know, we ought to be going that way as well.

But that is just a thought. Dr. Perlmutter?

DR. PERLMUTTER:

have one method that would

percent safe and everybody

the real world.

Well, in the ideal world we could

be 100 percent effective, 100

would love it, but that is not

I would like to push towards the 3-month efficacy

trials . Most pregnancies are going to occur within that

3-month period of time and, in fact, when you look at some

of your figures, doing trials for longer periods of time may

actually reduce the pregnancy rates because it is almost

like a healthy user effect. Those people who are happy with

the method continue but those people who are not, or who get
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regnant fall out immediately so that your pregnancy rates

or the next 3-6 months may, in fact, be lower. so, you

robably would do okay

DR. BLANCO:

DR. ROY:

uggested, taking a

Iregnant because of

with the 3-month pregnancy rate.

my other comments?

I was just reflecting on what Dr. Levy

group who were willing to delay getting

the high failure rates. I don’t know

low you weigh that group, and how reliable the end result

~ould be if what you are trying to derive is contraceptive

effectiveness . I mean, if it didn’t matter to them if they

lot pregnant, then how can you be sure they are even using

he method properly?

DR. BLANCO: Well, that may be the selection of

:he arm that is using your contraceptive. You may vary

:hat. I think the thing that I found interesting is not to

~se it versus another method but to use it against just

lothing, basically the pregnancy rate with no method, and

:hat should give you an idea of how much better the method

is than doing nothing. That is the crux of the question, it

seems to me.

DR. JANIK: I think you may be recruiting patients

zhat have underlying infertility potentially. That would be

ny only concern.

DR. LEVY: But if your populations aren’t exactly

natched, you would need a much larger population if you had
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light skewing of more infertile patients.

DR. JANIK: I think that is a problem in any

rial, and that is one of those things you have to look

MS. DOMECUS: As I understand FDA’s current

uidelines, they allow a historical control group to be

seal. So, this is an interesting discussion about a

97

at.

respective control group but, again, I think it is adding

Iurden to industry, and I thought that our goal today was to

ee if we could relieve some of the burden. So, I just

ranted to point that out in the discussion.

MS. YOUNG: The issues of effectiveness and

.ong-term use have both been raised in this discussion. So,

: would point to myself. I was fitted with a cervical cap

.n 1959, which was forty years ago, in New Zealand. And,

/hen

:hey

that

born

They

I came to this country, I was shocked to find out that

weren’t available. I talked to my Ob/Gyn at the time

I was pregnant and said, you know, after my child is

then I expect to be refitted with a new cervical cap.

weren’t available in this country.

so, if I can also sort of congratulate the FDA on

calling this meeting, which perhaps should have been held

twenty, maybe thirty years ago rather than today but, in any

case, I am very glad it is being held.

Perhaps this touches on the next question, but I

want to raise the alternative,- maybe we need no clinical
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rial at all for certain of the barrier contraceptives, such

s the cervical cap, for a new device that is similar to the

evices that are already on the market, and perhaps we can

.ake some baseline assumptions about some of the devices and

onsider the necessity of having no clinical trial.

DR. SHARTS-HOPKO: I would like to second what

[iss Young has said, with the added comment that when

~ubstantial data exists over a period of time from another

:ountry--and I am biased in my countries, I would say, you

mow, industrialized countries and Japan maybe but whatever

~ou all decide--I think that data has to be regarded as

;eriously as data that we generate here.

DR. BLANCO: Let me interject for a second because

[ think there are two issues. I think the FDA does accept

~oreign data, and Dr. Harvey, you can correct me, or Colin,

if I am wrong. The FDA does accept foreign data that meets

;riteria for appropriate studies in the United States. So,

1 think Miss Young’s suggestion was a little broader

;hat. Did I misunderstand you? Is it that if there

Eoreign data, that can be used for that product or a

than

is

product

Very similar to that? Or, are you saying m data? Because

I have a problem with no data.

MS. YOUNG: No, no, I am not saying no data. I

would be saying, certainly, if there are data from other

countries that should be used. You indicate that that can
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be used. But I am also saying the data that the FDA has

already gathered for some of the devices that have already

been approved, and if a similar device--another type of

cervical cap, to use that as my familiar example which, by

the way, I used for twelve years successfully--then, I think

that those data can be extrapolated to use them and to make

some baseline assumptions about efficacy for a new device

that is proposed.

DR. BLANCO: I think Dr. Shultz wants to make a

comment .

DR. SHULTZ: Let me just make two quick comments.

One is that when foreign data exists we are more than happy

to evaluate it. Let me dispel that right off the bat, that

that is even an issue.

The next comment I would like to make is that, in

fact, the way the 510(k) program works is exactly what you

are talking about. If you look at diaphragms, for instance,

where we don’t require clinical trials, you know, what we

are saying is that if there is enough understanding and

knowledge about a particular type of device, and there are

minor changes that are being made which we can understand

based on years of experience with similar devices, again the

answer is that those can be made without additional clinical

data.

I would just like to make one more comment with
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espect to the concept of least burdensome. I think that

indy’s point is a good point, but I would like to say this,

think the discussion has been moving

.irection in the sense that we are not

in a very positive

talking here about

[ore or less. We are talking about the right amount of data

.nd the right kind of data. If it turns out, in fact, that

‘OU don’t need a 6-month trial, or a year trial, or two

‘ears or five years, and that that information can be

lerived from 3 months worth of study, so be it. If that is

he right answer, then so be it.

Clearly, what we are looking for is the end result

~hich is not, you know, a less burdensome trial but a less

)urdensome trial which gets us to market. If it turns out

:hat it is a shorter trial with a better control and with

Larger numbers, then maybe those are things that need to be

>alanced against each other to achieve what I have heard,

~hich is the goal here--to get more of these products to

narket .

If we bring more products to the panel with

inadequate data, and you guys are sitting here, scratching

your heads, and then we have to go back and ask for

additional trials, that is not least burdensome. Least

burdensome is getting you, getting us a reasonable amount of

data so that we can look at it once and make a cut and get

the device, to market.
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