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PROCEEDI NGS

DR EGQ@INTON Let's go ahead and get started. W
have an issue here today that in the past has been sonewhat
contentious. W'll try to nove through the norning in an
orderly fashion

The first order of business will be for the panel
nmenbers to be thinking and planning. At the break we'l
di scuss whether we want to work straight through |unch,
whi ch has been request ed.

The introduction and general updates by M. Colin
Pol I ard, chief of the (b-Gyn Devices Branch.

l"mjust trying to hurry. W have the audi ence
sign-in sheet out front. Pl ease sign in.

VW have had a fairly contentious tinme with this
issue in the past, so please renenber that nenbers of the
audi ence nmust be recogni zed by the chair, cone to the
m crophone, identify yourself, identify your financial
commtnents, who has paid your way here and so forth, your
full conflict of interest disclosure.

VW' [l have the panel nenbers identify thensel ves,
i ntroduce thensel ves, please, starting with Dr. Bl anco.

DR BLANCO |'mJorge Blanco. |'mthe nedica
director of Sacred Heart Wnen's Hospital in Pensacol a,

Fl ori da.
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DR CHATMAN |'mDonald Chatman in private
practice in Chicago at Northwestern and M chael Reese
Hospital .

DR DAMOND: |I'mMchael Danond. |[|'mdirector
of the D vision of Reproduction Endocrinol ogy and
Infertility at Wayne State University in Detroit, M chigan.

DR DOMS: |'m Tom Downs, professor of bionetry
at the University of Texas School of Public Health in
Houst on.

M5. DOMECUS: d ndy Domecus, senior vice president
of clinical research, regulatory affairs and quality
assurance for Conceptus, and I'mthe industry rep. on the
panel .

DR YIN LillianYin. I1'mthe director, D vision
of Reproductive, Abdomnal, ENT and Radi ol ogi cal Devi ces,
CDRH, FDA

M5. YONG |I'mDony Young. |'meditor of the
Journal of Birth and I'mthe consuner representative on the
panel. 1'mfrom Geneseo, New York.

DR PERLMJUTTER |1'mJohanna Perlmutter. 1'man
obstetrician-gynecol ogi st at Beth Israel Hospital in Boston.

DR NEUVANN  |'m M ke Neumann. |'mfrom Case
VWestern Reserve University in develand, Chio in the
Department of Cbstetrics and Gynecol ogy and the Depart nent
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of Bi onedi cal Engi neeri ng.

DR HLL: 1'mWshington HIIl, director of
maternal fetal nedicine in the Perinatal Center at Sarasota
Menorial Hospital in Sarasota, Florida.

DR EGINITON  Gary Eglinton, director of maternal
fetal medicine, Georgetown University.

DR HARVEY: Hisa Harvey, executive secretary for
the (obstetrics and Gynecol ogy Devi ces Panel .

DR EGQ.INTON The FDA press contact for today's
meeting is Lillian Yin.

VW do have a full agenda. Pl ease keep your
comments brief and concise and to the point. Again, please
don't take over the proceedings by force, please.

B isa?

DR ELSA HARVEY: 1'd like to note for the record
t he appoi nt ment of several tenporary voting nmenbers to the
panel today. Pursuant to the authority granted under the
Medi cal Devices Advisory Commttee Charter dated Cctober 27,
1990 and amended April 20, 1995, | appoint the follow ng
peopl e as voting nmenbers of the Cbstetrics and Gynecol ogy
Devi ces Panel for the duration of this panel neeting on
Qctober 6 and 7, 1997: Dr. Donald Chatman, Dr. Thonmas
Downs, Dr. Washington HIIl, Dr. Mchael Neurmann and Dr.
Johanna Perl nmutter.
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For the record, these people are special
gover nnent enpl oyees and are consultants to this panel.
They' ve undergone the customary conflict of interest review
and they have reviewed the naterial to be considered at the
meeting. |It's signed by Dr. Bruce Burlington, center
director.

I'd like to also read a conflict of interest
statenent for today's neeting. The follow ng announcenent
addresses conflict of interest issues associated with this
nmeeting and is nade part of the record to preclude even the
appearance of an inpropriety.

To determne if any conflict existed the agency
reviewed the submtted agenda and all financial interests
reported by the coomttee participants. The conflict of
interest statutes prohibit special governnent enpl oyees from
participating in matters that could affect their or their
enpl oyers' financial interest. However, the agency has
determned that participation of certain nenbers and
consultants, the need for whose services outwei ghs the
potential conflict of interest involved, is in the best
interest of the governnent.

VW would like to note for the record that the
agency took into consideration nmatters regarding Drs.

M chael D anond, M chael Neumann and Washington HI1Il. Dr.
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D anond reported that he attended a journal club regarding
home uterine activity nonitors which was sponsored by a firm
at issue. Since this event was general in nature and he did
not receive any fees, the agency has determ ned that he nay
participate fully in today's di scussion.

Dr. Neunmann reported a relationship with the firm
at issue on matters not related to what is being di scussed
inthis neeting. Since this natter is unrelated to the
specific issues before the panel, the agency has determ ned
that he may participate fully in the panel's deliberations.

Dr. HIIl reports a recent speaki ng engagenent
funded by a firmrelative to today's proceedi ngs. However,
this was on matters unrelated to the topic before the panel
today. Since this matter is unrelated to the specific
i ssues before the panel, the agency has determ ned that he
also may participate fully in the panel's deliberations.

In the event that the discussions involve any
ot her products or firns not already on the agenda for which
an FDA participant has a financial interest, the participant
shoul d excuse thensel ves from such invol venent and their
exclusion will be noted for the record.

Wth regard to all other participants, we ask, in
the interest of fairness, that all persons naki ng statenents
or presentations disclose any current or previous financial
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i nvol venent with any firmwhose products they may wish to
comrent upon.

I'd also like to note that transcripts and vi deos
are available. The information is out front on the desk if
you' re interested.

Any presenters to the panel who have not already
done so should provide FDA with a copy of their renarks.

M ke Kuchi nski, could you stand? He'll take your comments

for you.

Just a couple of quick notes before we start. |If
t he panel nenbers could please fill out their |unch menus
and pass themdown, we'll collect those at the break and

give those to the | unch person.

The panel al so should note that there's an
additional reference that's just been added to their "day
of" folder. It's areference by Corwin, et al, 1996. |It's
not listed on your panel contents.

Lastly, clean up after yourselves today. Pick up
your trash and cups so that other people don't have to do it
for you. Thanks.

DR EGLINTON.  Now M. Colin Pollard, chief, b-
Gyn Devices Branch for introduction and general updates.

REPCRT OF COLI N POLLARD
MR PQLLARD. Thank you, Dr. Eglinton. Good
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nor ni ng, menbers of the panel, distinguished audience.

Today we're going to be looking at a petition for
reclassification of hone uterine activity nonitors and |
would like to go over with you sone of the regul atory
background that precedes reaching this point, as well as
provide a few definitions to look at this petition in the
appropriate regul atory franeworKk.

| also want to thank nmenbers of the panel. W did
our very best to try to bring back sonme of the panel nenbers
who hel ped us in past panel neetings--Dr. Perlnutter, Dr.
HIl, D. Dows, Dr. Eglinton, of course. W wanted to nake
sure that we did our best to bring some of that
institutional history of the panel deliberations to this
meeting, as well.

Very briefly, the regulatory history for hone
uterine activity nonitors starts with the Tokodynanoneter.
This was a pre-anmendnents device that was used in the clinic
or hospital to measure uterine contractions abdom nally.
Wien this device was reconfigured in the early "80s to
permt at-hone use we | ooked at that new device and, in
particul ar, what was carried with that new devi ce was
essentially a newclaimfor early detection of preterm
| abor, and determned that that constituted a new i nt ended
use.
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Froma regul atory point of view, what that did was
lead to a not substantial equival ence determnati on and nove
that product out of dass Il into dass Ill, requiring
prenmar ket approval application, with the purpose of show ng
safety and effectiveness for that new i nt ended use.

Early on, when we | ooked at prenarket approval
applications for that new i ntended use. FDA asked
manuf acturers for evidence that honme uterine activity
nmonitors reduced pretermbirths. As the forner nenbers of
the panel recall, this led to the review of a nunber of
studies and also led to the real question of whether that
was a legitinmate, froma regul atory point of view outcone
nmeasure for this kind of device.

Thi s burden of proof was chal |l enged to FDA and
essentially to the highest |evels of FDA and, in 1989, we
changed our evidence requirenment. In particular, we
determned that a PMA for a nonitoring device, for a hone
uterine activity nonitoring device, does not need to show
that the device results in reduced pretermbirths. Instead,
manuf acturers woul d be asked to show that this device led to
earlier detection.

And in this context the panel, in an early PVA in
1989 and 1990, | ooked at a device, the Genesis hone uterine
activity nonitor, and | ooked specifically at cervical
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dilation at the tinme of pretermlabor diagnosis as a
clinically reasonabl e endpoint for early detection.

In that first PMA, which was supported by a study
conducted by Mu, et al, the sponsor showed that use of the
nmonitor led to a smaller cervical dilation at the tine a
wonman presented in pretermlabor. And the first PVA was
approved later in 1990 with that limted indication for use.

In the ensuing years there have been three
addi tional panel neetings--1993, 1994 and 1995--duri ng which
FDA went back to the panel for additional clarification of
using that clinical study benchnark, nanely the study by
Mu, et al, interns of interpreting the results and in
terns of its inplications, as well as reaffirmation of the
panel conclusions fromthe actually two 1990 panel neetings.

FDA approved two nore PVAs for hone uterine
activity nonitoring devices and each PVMA was based on a
study like the Mu, et al, study and all three of those
studi es showed, when conparing nonitored wonen to
unnoni t ored wonen, about a 1 centineter difference in
cervical dilation at the tine the wonan presented in preterm
| abor, and the panel said that this was a clinically
significant result.

The current status of hone uterine activity
monitors is that they are still in AQass IlIl and there are
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three approved PVAs based on this study design and limted
i ndi cati on.

What the petition essentially brings before the
panel is an opportunity to look at the data that's avail abl e
on hone uterine activity nonitors and the petition asks to
reclassify that product fromdass IIl into AQass II.

Very briefly, what does this nean? It neans that
first of all, a 510(k) instead of a PVA woul d be needed to
reach the market. And, in particular, new manufacturers
woul d no | onger be required to show that hone uterine
activity nonitors lead to early detection of pretermlabor.
Rat her, they would need to show that they're substantially
equi valent to home uterine activity nonitors on the market,
the very first predicate device of that nature being the one
that's the subject of this petition

FDA woul d then rely on special controls, and |
will get intothat in a mnute, to ensure the safety and
ef fecti veness of the device. And special controls are a
variety of regulatory tools that we can use to nake sure the
device is safe and effect.

If the device is not reclassified, if the products
remain in Aass |11, then new nmanufacturers would still be
required to repeat a clinical study |like the one by Mu, et
al .
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Petition for reclassification, |ike
classifications thenselves and |i ke PVAsS, nust be based on
valid scientific evidence. |In particular, we |ike seeing
wel | controlled studies, although valid scientific evidence
al so includes partially controlled studies, studies in
objective trials without matched controls, well docunented
case histories and reports of significant human history.

Wen we say safety, this is defined in the Code of
Federal Regul ations as when the probabl e benefits outwei gh
t he probabl e risks when the device is used in accordance
with its |abeling.

Ef fecti veness neans when the device is shown to
produce a clinically significant result, again, when it is
used in accordance with its labeling. And I highlight when
it's used in accordance with its | abeling because, just to
remnd you about the three studies that supported PNVA
approval s, these were showi ng that the nonitor was used as a
sol e neans of detecting pretermlabor, as opposed to sone of
the other studies that you' ve | ooked at, which show the
nmonitor in conjunction with daily nursing contact reginmens.

And the indication for use, just to highlight real
briefly, with those PVAs, as with the petition for
reclassification, is the limted indication for use, early
detection of pretermlabor, as evidenced by cervical
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dilation at the tine of preterm]labor diagnosis for wonen
with a history of previous pretermbirth. And | highlight
that the claimis not a reduction in pretermbirths and that
FDA is not requiring manufacturers to show that these
devices lead to a reduction in pretermbirths.

l'd like to go over the requirenents for dass |
general controls and dass Il special controls. GCenera
controls which apply to all devices include registration
listing and 510(k) prenarket notification, certain records
and reports, quality systens, including design controls,
restricted devices. W have regulations relating to
adul teration, msbranding and banning and there are al so
notification and other remedies that apply across the board.

A ass Il special controls are used when d ass |
general controls are not considered sufficient to ensure
safety and effectiveness of a device. These can ensure
pronul gat ed performance standards, postnarket surveill ance,
user information checklists, patient registries, guidelines,
and these guidelines could apply to a 510(k) subm ssion, and
ot her appropriate actions, including voluntary standards,
user information checklists, patient information education.

I'd also like to highlight a nunber of other
noni toring devi ces used across the board that the center
regul ates and point out that right now we regulate all of
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these devices as Qass Il with special controls. These
include electronic fetal nonitors, cardiac and ECG nonitors,
cutaneous @2 and pC®2 nonitors, pul se oxinmeters and infant
apnea nonitors, which also are used at honme. |n each of

t hese cases, FDA uses dass Il special controls to ensure
the safety and effectiveness of these devices.

|'ve asked Dr. Sandy Wininger |later this norning
to go over the special controls. In particular there is a
separate volune of the petition for reclassification, which
spells out in great detail the kinds of testing that the
petitioner did on its home uterine activity nonitor that are
inline with the kinds of special controls that we woul d
general | y expect to see.

Dr. Wi ninger has been asked to discuss
specifically which special controls, including focussed
clinical studies and voluntary industry standards, are
appropriate for electronic nonitors and what these standards
can ensure in terns of safety and effectiveness froman
engi neering perspective. He will also comment on how t hey
are used as special controls for other types of nonitors,

i ke the ones you see up on the overhead today.

The main task that the panel will have to conplete
will be the conpletion of a questionnaire, a copy of which
is in each of your folders and which the petitioner has al so
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conpleted. It looks like this. It says "dassification
Questionnaire"” but, in fact, it is both a classification and
a reclassification questionnaire. And we would ask the
panel to go through each of those questions individually.
Qoviously some of themare not as relevant to home uterine
activity nmonitors as others.

VW woul d ask you to consider all the information
you hear today that's presented in the petitio, as well as
any other information that you may bring as a matter of your
experti se.

The cl assification questionnaire is al so
acconpani ed by a suppl enental data sheet that the panel will
be asked to |l ook at. This overhead is the rest of the
questions that are on the questionnaire. The next overhead
summari zes the supplenmental data sheet. | italicized the
indication for use and the risks and hazards because | think
those are critical elenments of what we're going to ask the
panel to focus on, as well as the summary of information.

As | mentioned, the petitioner has conpleted a
guestionnai re and suppl enental data sheet and what | expect
the panel to do is to go through that questionnaire and data
sheet and essentially assess each of those questions and
t hose responses.

I n your panel folder, as Dr. Harvey nentioned, you
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have the agenda and panel roster, you have the questionnaire
and suppl enental data sheet, as well as a hard copy of the
over heads used by all the presenters today.

You al so have a nunber of background papers and
very briefly 1'd like to nention a couple of the aspects
that are in there. You have both of the papers that are
publ i shed that are the studies that supported previ ous PMAs,
including the study by Muu, et al and the study by Wapner,
et al. You have position statenents fromthe Anerican
Col | ege of Cbstetrician and Gynecol ogi sts and you have a
position statenment fromthe National Wnen's Heal t h Network.
And, as Dr. Harvey al so nentioned, we added a coupl e of
addi tional papers that nenbers of the panel asked to be
i ncl uded.

I'd like at this point to acknow edge Dr. M ke
D anmond's help in reviewing the petition for
reclassification. Dr. D anond, we appreciate his efforts in
going through this and he has al so | ooked at the
classification questionnaire and suppl enental data sheet and
has agreed to work with the panel and we'll be able to put
t hose questions up on the overhead later this norning and
wor k our way through that.

So very briefly with the agenda today, follow ng
ny remarks we will nove to the open public hearing. The
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sponsor, Coronetrics, will then present its petition for
reclassification. W' ve also asked, as | nentioned, Dr.
Vii ni nger to go over special controls for you in particular,
and the panel will then begin its deliberations on the
petition and finally, conplete the supplenmentary data sheet
and questionnaire.

Those conclude ny remarks. Are there any
questi ons?

DR EG@INION kay, we'll nove to the open public
hearing. Dr. Hauth has a conflict with a meeting comng up
very shortly this norning. W'Ill have Dr. Hauth go first so
that he can catch his cab and get to N H

COWENTS OF DR JO-N HAUTH

DR HAUTH Thank you. |I'mDr. John Hauth. ['m
fromthe University of A abama at Birm nghamand |'m
actually up here for an NH research nulti-center group. |
found out about it this weekend that ACOG was going to send
a petition and a statenment and asked nme to drop over and
just present their viewpoint.

DR EGINTON So no one has paid your expenses
here for this particular nmeeting? You' re here as a private
citizen?

DR HAUTH Qut of ny research grant, and the cab
ri de over here.
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| guess the reason they asked ne was that | was in
charge of their ob practice coomttee for several years and
haven't been for a while. In fact, with their commttee
statenent in '96 | wasn't their coomttee person then. It
was M ke Manuti and Sharon Dool ey who were responsi ble for
t hat .

But | amthe editor of their new Quidelines for
Perinatal Care, which is a publication that just cane out in
August with the Anerican Acadeny of Pediatrics that provides
guidelines for perinatal care, nmaternal and fetal, and
there's comments on strategies to prevent pretermbirth in
that and | guess with that background, they asked ne to
present their position.

| don't want to read the whol e thing but basically
there are several paragraphs. The first one says ACOG has
systens in place to review things, educational and practice
nmeans, and they dissemnate that to patients, as well as
provi ders.

The next paragraph notes that in May of 1996 they
put out a commttee opinion. Renenber now, their commttee
opi nion and their reviews were focussed on sonethi ng that
isn't what Colin Pollard just said. 1t was focussed on
out cones, neonatal outcones and pretermbirth, not on
cervical dilatation. They also funded an outside
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i ndependent net a- anal ysi s.

So with all that, reviewof all the literature up
through May '96 and their in-house neta-analysis, they
concluded with a coomttee opinion which is their nost
proxi mate standard of care recommendation in May of ' 96,
that there was no clinical efficacy and that further data
was needed. Now, they haven't changed that opinion and it's
still in press.

What has changed a little bit is that since that
time there has been what ACOG woul d consi der a conpel |ing
and definitive report. The purpose today is not necessarily
to ask--1 don't know all the rules and |I'mnot even sure
ACOG knows the rul es of the FDA panel but their request
woul d sinply be that this entire i ssue be opened up, not
j ust whet her anot her conpany, but the entire issue be opened
up and that they start fromscratch because of the origi nal
smal| size of the cervical dilatation in 40 sonme patients,
whi ch was a sel ective group out of 300 sone.

And it's based not only on their review through
May '96, which | realize wasn't directed towards the cervix,
but if you look at the nore recent report, it's a well
designed trial of 2,422 patients, which is over 10 times
larger than any other trial. It was within one care network
and its |l eading author was, in fact, a person who had done a
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study with the technol ogy before in twins and said it mght
have sone promse. Now w th over 800 twins out of the
2,400, he found none.

Now, their primary endpoint was pretermbirth at
| ess than 35 weeks and neonatal nortality, and they found
none. But they also, in the 2,422 patients, |ooked at
cervical length. They had an 80 percent power to show t hat
there was no benefits in terns of the babies or the preterm
birth but they had a greater than 95 percent power to show a
difference, if there was one, in a centineter or nore
difference in the three groups.

The three groups were weekly nurse contact, daily
nurse contact and daily nurse contact with the nonitor. So
they had a three-armstudy: weekly nurse contact, daily
nurse contact w thout the nonitor and daily nurse contact
with the nonitor. And with those three groups, they had a
greater than 95 percent chance to show no difference. |If it
was a centinmeter difference they can tell with a 95 percent
power, and there was no difference.

So that is very conpelling and definitively and
personal ly and from ACOG s point of view, | don't think that
there will be a better, larger study, better designed and
random zed.

Now, there's one other aspect. e, ACOG woul d
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focus on the FDA rules, which is selected cervica
dilatation. And with 2,422 patients, there was no
difference in cervical dilatation

Nunber two, very worrisone is safety. They al so
found significant adverse effects in the third group, which
was the daily nurse and the nonitor. And in that group
there were significantly nore visits, unschedul ed visits,
and significantly nore nonbeneficial use of tocolytic
agents, which have great safety potenti al

So there were two najor safety concerns fromthat
report, as well as a 95 percent power to show no change in
cervical dilatation in 2,422 patients.

And with that current information, with the
current guidelines and the endpoint of the FDA, one, it's
focussed on cervical dilatation and two, there's two naj or
saf ety consi derati ons.

So, as | nentioned, ACOG requests and urges the
FDA Devi ces Panel to reopen the entire approval for this
product, which was originally based on 40 sone patients with
a cervical change of 1.4 centinmeters in 40 sone patients.

And, as an addendum and | wasn't aware of the
background, the ACOG peopl e added the | ast notation, that
t hey woul d al so oppose opening it up to other nmanufacturers,
since they feel you should take one step backwards and
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perhaps | ook at the entire product in regard to the rules,
which is cervical dilatation and safety. Thank you.

DR EG.INTON  Thank you.

DR HAUTH | really appreciate your letting ne go
first.

DR EGLINTON  Now fromthe National Wnen's
Heal th Network, Ms. G ndy Pearson.

M5. YONG Do you have any witten conmments?

DR EQ@INTON Dr. Hauth was referring to the
comments fromDr. Stanley Zinberg. He didn't read it
directly but it's in your folder.

COWENTS BY C NDY PEARSON

M5. PEARSON | think Ms. Young was aski ng whet her
we have witten comments and |I'm G ndy Pearson, executive
director of the National Wnen's Health Network and |I'm
sorry; | apologize to all of you that we weren't able to get
witten comments in for this neeting.

So you're just going to have to take it from what
| say, but | can be very brief and to the point and partly
because Colin did such a wonderful job of |aying out the
chronol ogy and the chronol ogy with the key deci sion points.
So we all now have the sane understandi ng of what happened,
which is really useful, given this series of many neetings
over nany years.
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| think the inportant point that Colin nentioned
in that chronol ogy was the 1989 deci sion nade by the FDA to
change the question that had to be answered by sponsors of
this product. Back at that tine we disagreed and nmany
nmenbers who' ve been on the panel the | ongest renenber that
happening. W still disagree, as nost of you know because
we' ve been around to tal k about it.

W certainly understand the context and we're an
i ndependent advocacy group. I'msorry; | forgot to do the
disclainer. W' re supported by our nmenbership and a few
smal | foundation grants. W have no financial ties to any
producers of nedical equipnment or drugs. W advocate both
at the FDA and at Congress and we certainly understand the
cont ext .

Colin nmentioned discretely that in 1989 that the
earlier interpretation of the FDA s thinking on what
question had to be answered was chal | enged at the highest
levels of the FDA. W certainly know, and we've been there
wat chi ng whil e Congress and tel evision shows have had a
series of hearings tal king about the devices that the nean
old FDA won't |let the Anerican public have that coul d save
their lives. And when you get past the sensationalism of
what's being tal ked about, usually one of the points is are
we tal ki ng about approving the device because the device
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wor ks or are we tal king about approving the device because
it's been shown to hel p patients?

You know, | just want to say that even though
we're going to stand up and say sonething that's awkward and
hard for the FDA to do, we understand why the FDAis in the
place it's at, thinking that it's hearing fromsone parts of
the public that it should just approve devi ces because
devi ces work, whether or not they help patients.

But we want to speak again fromthe public health
perspective, that in all sorts of interventions to inprove
the health of the public, we know that finding a surrogate
marker that is a risk factor for a |l ater bad outcone and
improving that surrogate nmarker is a good towards inproving
the health of the public. But it's certainly better if you
can get all the way to the outcone that you want to inprove
and show that an intervention inproves that, and that's, as
often as possible, the standard that we try to hold
our sel ves to.

So we would |ike the FDA to not consider
reclassifying HHAMs fromdass |1l to dass Il because we
feel like the continuing research in the 1990s, even setting
aside the nore recent study, and I'min the sane boat as the
per son speaki ng on behal f of ACOG because we don't know your
rul es about whether it was subnmtted in tine to be di scussed
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at this meeting.

But what we've seen, watching fromthe sidelines
as a consuner group--1 see Dr. Eglinton | ooking at his
wat ch; | hope you're not going to remenber your
sharpshooting skills here on nme--what we've seen is that the
research that's done by the HUAM sponsors and, to a certain
extent, on tocolytics, has thrown into doubt the
ef fectiveness of nunber of contractions per hour as a risk
factor for pretermlabor, that we've gone by pushing forward
on research sone of it as a result of FDA requirenents for
dass Il devices, that we have found that we need to go
back a step and research and figure out what are the risk
factors for pretermlabor and what are the surrogate markers
or intermedi ate markers.

So all | want to say, inclusion, is that we're in
sonething of a bad situation. W have technology that's
been around that may not have been doing much good that's
being used far off its |abeled indication, in a nuch broader
way. And this situation has been in existence all through
the "90s and it would be very difficult to go back and start
fromscratch and rethink it, but we feel that that if the
FDA can't make that happen, no one's going to.

So as a consuner group we just have to | ook to you
and ask for what we think is in the best interest of the
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heal th of wonen, which is to first say no to the
classification change and secondly, to ask the agency to
find a way to rel ook at the whole issue. It would obviously
need to be | ooking at both parts of the technol ogy, both the
drug and the devi ce.

Thanks for your tine.

DR EG.INTON  Thank you.

Now we have a representative fromMatria
Heal thCare, Dr. Stanziano.

COWENTS BY DR GARY STANZI ANO

DR STANZIANO Thank you. |I'mjust here to give
a brief statement fromMatria HealthCare. | don't nmean to
be | ong-w nded about it.

M/ nanme is Gary Stanziano. |'mthe vice president
of medical affairs and nedical director for Matria
Heal thCare. Just for informational purposes, Mitria
HealthCare is a result of a nerger between the former Tokos
organi zation and the forner Heal thdyne organi zation. And
for your information, within Matria HealthCare are actually
four HUAM devi ces presently that have been approved, three
devi ces which are approved and then the Tokos devi ce, which
Matria does use.

Anyway, we wanted to cone here today just to
basically present our opinion in terns of how w feel as an
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i ndustry conponent in terns of this whole process and
recl assification petition.

VW feel, as an overview, there are no new clinical
data that have been presented in the petition that were not
available to the FDA when it was determned to require PMAs
for the pretermuse of these honme uterine activity devices.
No data has been presented to establish that other than PVA
controls wll provide a reasonabl e assurance of the safety
and efficacy of a device intended to hel p support preterm
human life. Next overhead, please.

To take the first point, the information that's
presented within the reclassification petition is not new.
The information which is referenced as being the basis for
reclassification is actually a summary of prior clinica
studi es that have been presented to both FDA and the panel .

In fact, this informati on has been di scussed
during the review of prior prenarket approval applications,
clinical studies proposed and presented for |DE applications
and through published literature sunmaries that have been
presented at sone of our past panel neetings.

At each of the eight past panel neetings held to
di scuss how HUAM devi ces are clinically efficacious, FDA and
t he panel have concluded that the device should remain A ass
[11. Indeed, the information sumarized in part 7 of the
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petition and, in particular, the consensus reviews, tables 7
through 5, show the |ack of agreenent on denonstrating the
efficacy of the pretermuse of the device.

In view of the |lack of consensus that was present
bet ween the FDA, PNA applicants, the panel, several efforts
were undertaken to reach agreenment w th FDA concerni ng how
safety and effectiveness for these devices could be
denonstrated. These efforts include the presentation of an
i ndustry position paper which proposed preclinical and
clinical studies for proving the safety and efficacy of the
HUAM devi ce and an i ndustry working group whi ch worked with
the FDA to devel op a gui dance docunent specifying PVA
preclinical and clinical test requirenents.

At no point during any of these discussions was
changing the classification of the device considered or
recomrended by FDA as a vi abl e option because only clinical
data specific to each device could provide a reasonabl e
assurance of safety.

This last point is very inportant because the
hi storical position and continuing nessage from FDA and t he
panel is contrary to the position taken within the present
petition, which contends that these devices for pretermuse
are not represented or intended "for use which is of
substantial inportance in preventing the inpairment of hunan
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heal th. "

Quite the contrary, FDA and the panel have al ways
insisted that in order to prove the clinical utility of the
pretermuse of the HUAM nonitor, the PVMA applicant nust
denonstrate that the health care practitioner can use the
information fromthe device to inprove the ability to detect
the actual onset of pretermlabor. 1In addition, the
detection of pretermlabor nust be early enough to allow the
health care practitioner to have an early opportunity to
i nt ervene.

As a result of the information provided by the
nmonitor, clinicians are nmaking treatnent decisions and are
intervening wth nmedical treatnent in an effort to either
arrest pretermlabor, prevent a future occurrence of preterm
| abor, or provide treatnment to inprove the viability of the
neonat e when preterm /| abor cannot be successful ly halted.

In any event, the use of these devices is directly
related to preventing the inpairnment of maternal and
neonat al heal t h.

Because FDA has not been able to establish
specific criteria fromwhich special or general controls
coul d be determned, the FDA has denmanded clinical evidence
for each approved device that can establish a reasonabl e
assurance of safety and efficacy. FDA cannot reclassify a
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dass Il device whose use is directly related to preventing
the inpairnent of health unl ess FDA can determ ne that
evidence fromclinical studies, as required in the PMA is
not necessary for the reasonabl e assurance of safety and
efficacy. The reclassification petition provides no new

evi dence that would permt a change in FDA' s prior
concl usi on.

There are al so several inconsistencies present
within the reclassification petition. For exanple, the
petition relies upon clinical studies published within the
medical literature as one basis to support the
reclassification. However, there's no information presented
within the petition to denonstrate or distinguish that the
studies which are relied upon nmeet FDA' s requirenent or
definition of valid scientific evidence.

In addition, the petitioner argues that design
controls presented within the quality systemregs and
special controls are sufficient to assure the safety and
efficacy of the device. However, the design control
requi renents within the (B8R are not yet effective and
special controls for this device have yet to be identified.
Therefore, they cannot be used as a basis to support this
recl assification petition.

The petitioner also argues that the |ack of
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adverse reports concerning the injury or deaths that
occurred while the device was in use or mal functions of the
devi ce through the nedical device reporting regulation is a
basis for reclassification. It is our position that the
reason for this low incidence reporting is due to the

regul atory controls and | evel of clinical testing that
currently are required for pretermuse of HUAM devices. In
t he absence of these controls, the reporting of injuries,
deat hs and device nal functions would, in all Iikelihood, be
hi gher.

The reclassification petition nust establish that
special controls provide a reasonabl e assurance of the
safety and efficacy of the device. Yet the studies charted
in part 7 of the present petition and especially the
consensus revi ews show that the published clinical evidence
has not led to an agreenent on the efficacy of the device
for pretermuse

Thus, the FDA determnation that only individua
clinical data, that is, data presented for each device
within a PMA, woul d suffice, remains supported by the
studies in the petition.

The devi ce classification questionnaire and
suppl enental data sheets are simlarly inconsistent with the
controlling FDA and panel decisions over the decade-I|ong
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revi ew of these devices for pretermuse. FDA has treated
t hese devi ces as being of substantial inportance in
preventing the inpairment of neonatal and maternal health.
Thus, the answers to questions 1 and 4 are in error.

In addition, the FDA requirement of specific
clinical data neans that testing guidelines alone are
insufficient to assure safety and efficacy, so that question
7 shoul d have been answered "no."

In the sane way, question 7 in the suppl enental
data sheet shoul d have been answered, "The device is life-
sustaining or |ife-supporting," based on FDA s past position
that the device is of substantial inportance in preventing
the inpairnment of human health.

Physi ol ogi ¢ D agnostic Systens, PDS, Healt hdyne
Perinatal Services, Carelink, Tokos Medical and Advanced
Medi cal have presented ei ght separate PNVA applications to
FDA for consideration since the pretermuse of these devices
was categorized as being dass Il and the panel has
revi ewed each of these PMAs. Next overhead, please.

In addition, FDA has held two separate panel
meetings to discuss PVA requirenents for these nonitors, as
specified within the PVA testing guidelines for HUAM and
hel d the nost recent panel neeting to discuss and review the
study design and differing study results reached by
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Car enar k.

At each of the panel neetings, several study
desi gns fromeach PVA have been presented and debated and
were rejected for a variety of reasons, including but not
limted to failure to random ze properly, inappropriate
controls, et cetera.

After considerable commtnent of FDA and industry
staff time, independent clinical staff tinme and financia
resources expended by industry, the FDA and panel concurred
that cervical dilatation was acceptable as a clinical study
endpoint. Thus, this led to acceptance by FDA and the panel
of the initial PVA approval for pretermuse of the nonitor
to PDS based on cervical dilatation.

Two additional hone uterine activity nonitors have
recei ved PVA approval --the Heal t hdyne System 37 and Carel i nk
Car ePhone- - Sept enber 1995, bringing the total to three.

Because a clinical endpoint has been adopted as
the only neasure of efficacy, it is evident that no speci al
control s--that is, design and manufacturing control s--can
provi de reasonabl e assurance of efficacy. Only clinica
evi dence required under a PVA that is specific to the device
being tested w Il suffice.

As a result, the FDA cannot reclassify this device
so long as only a clinical endpoint can provide the
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requi site evidence.

The petitioner at present was granted an IDE in
1992 for the purpose of conducting a clinical study to
devel op the necessary clinical PMA information. However
the results of the study have not yet been published in a
peer review journal, nor have they been presented to the FDA
or this panel for reviewor difference. | believe Dr. Hauth
alluded to the results of the study, an abstract of which
was presented at this year's SPL neeti ng.

At this point one can only presune that the study
results do not establish the efficacy of the device and
woul d not support a PVA approval fromthe FDA. As a result,
the petitioner is seeking to reclassify the device rather
than performthe necessary efficacy studies to support a PVA
approval .

Efforts to attain PVA approval for this device
have been extrenely taxing. A trenmendous anount of tine,
effort and noney have been expended by industry, physicians,
clinical researchers, statisticians, the FDA itself and, of
course, the panel in determning the nost appropriate
clinical study.

In addition, prior to receiving PVA approval
t here are numerous engi neering, nmanufacturing and clinica
audit and review i ssues which nust be addressed with the FDA
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by the manufacturer to conply with the regul ati ons which
apply to PMA-control | ed nmedi cal devi ces.

The costs associated with these approval s and
applications for the PMAs have been extrenely high. Mny
times, due to lack of early consensus between the FDA and
panel, nore than one clinical study, with differing
endpoi nts, has been attenpted and carried out by individual
manuf act urers.

These study costs, in addition to the R&D
devel opnment costs associated with the actual design and
manuf acture of the nedical device, along with setting up,
conducting, nonitoring, auditing and submtting the PVA
have been extrenely high.

Just as a bal | park approxi mati on, the PDS conpany
spent approxinmately $1 mllion; Tokos Medical $2 nillion;
Heal t hdyne Perinatal Services, $2.5 nillion; Carelink, $3.5
mllion; Carenark, data not avail able; Coronetrics, data not
avai | abl e; and Advanced Medi cal, data not avail able. These
are extrenely large suns of noney that have principally been
spent because of the requirenment of a PVA

The financial, product devel opment and nar ket
devel opnent investnent that has been nmade is extensive. The
PMA process has been very difficult but part of the reward
for enduring this effort indeed has been one of the reasons
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to tackle a new frontier, to introduce new devices to the
mar ket pl ace, and that is the recognition that each PVA
applicant has to ensure the sane process prior to receiving
a PMA approval. For the conpanies that have endured this
process to becone successful in obtaining approval, it is
totally inappropriate to grant a reclassification petition
based on infornmation that the FDA and the panel have been
aware of throughout this entire process.

The Federal Food, Drug and Cosnetic Act, Section
520, prohibits the use of any data submtted to FDA under
Section 515--that is, PVMA data--in reclassifying a device
fromdass Il to dass II. 1In addition, Section 520
prohibits the FDA' s consideration of safety and
effectiveness data contained in the PVMA when revi ew ng
another PNVA until one year after the fourth PVA for that
devi ce has been approved, which we have not achi eved yet.

To date, only three PMAs have been approved. Wat
this reclassification petition seeks to do is to circunvent
the protections of the economc investnent of PVA hol ders by
citing to published information arising out of the past PNA
process. That attenpt, we feel, should be unavailing, as
t hose data do not represent new evi dence that was not before
FDA when it approved the current PMAs. The |ast slide,
pl ease.
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So, in conclusion, based on the history of
regulating this device, with its inportant role in avoidi ng
mat ernal and neonatal health inpairnent, we do not believe
that the reclassification petition has presented data that
would permt this panel to recommend or FDA to order
reclassification fromdass IIl to Qass Il. No new data
that would permt the adoption of special controls has been
presented and the FDA requirenment of clinical endpoint
efficacy is inconpatible with the use of nonclinical
criteria to assure safety and effi cacy.

What this petition seeks to do by relying on data
used in the support of prior PVAS is upset the delicate
bal ance establ i shed by Congress to protect the effort and
i nvestment of PMA applicants until one year after the fourth
PMA in a class has been approved. Ve urge that the pane
recommend deni al of the present reclassification petition.
Thank you very much for your tine.

DR EG.INTON  Thank you.

Now we have the begi nning of the Coronetrics
presentati on.

COMMENTS BY MARI A FQUTS

M5. FQUTS. Good norning. M nane is Maria Fouts
and I'mw th Coronetrics Medical Systens. Wat I'mgoing to
do with ny presentation today is just going to give you an
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overview of the hone uterine activity reclassification
petition.

Before | go into the general contents of the
petition | just want to restate that the objective of the
petition, in accordance with the rules and requirenents as
enacted by Congress, is to reevaluate the classification of
the current device. Specifically for this petition, this

petition seeks to denonstrate that hone uterine activity

devices do not neet the Aass Ill criteria and supports the
reclassification of the device fromdass IIl to Aass I1I.
The general petition contents, |'mgoing to go

intojust alittle bit of overview of home uterine activity
devices, just alittle bit touch on what Colin nentioned
earlier today, go into the dass Ill indications for use
because these are different fromQdass Il hone uterine
activity devices which are available on the narket today.
Then ' mgoing to touch on just a general device description
for hone uterine activity devices in case there's anyone
here that may not be famliar with this type of product.

Then, after that, I'Il be reviewng the dass II
device criteria, as outlined in the Code of Federal
Regul ations, and to review whether these criteria are still
suitable for home uterine activity nonitoring devices.

In general, hone uterine activity nonitoring
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devices fall under dass Il and AQass IlIl. They're
essentially the sane device in terns of the functions,
design and nethod of operation. The main difference is in
the indications for use. dass Il devices are restricted to
termuse only and those can al so be used in the hone.

For Aass Il hone uterine activity devices, and
this is the main device that's under question in the
petition, the indications for use, specifically what's been
approved by FDA for the last three PMAs, is that this device
is indicated for use in conjunction with high-risk care, for
the daily at-honme neasurenent of uterine activity in
pregnancies greater than or equal to 24 weeks gestation for
wonen wWith previous pretermbirth. Werine activity is
di splayed at a renote location to aid in the early detection
of preterm /| abor.

What |1'mgoing to go over nowis just a genera
devi ce description. You may see variations, depending on
the devices that are out there.

The hone uterine activity nonitoring system
consi sts of these basic conponents, the first of which is a
t ocotransducer, which is a pressure transducer. And the
typi cal types of design are a Snythe-style guard ring
pressure sensor and the other one is a plunger type of
sensor, which neasures indirectly the uterine contractions
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when it's applied to the maternal abdonen.

Thi s transducer could be connected either directly
or radio or infrared-linked to the uterine activity nonitor
or uterine contraction nonitor and this nonitor may or may
not have inbedded within its unit a recorder or nenory to
store the data once it's acquired fromthe tocotransducer.
It also includes a tel ephone data transmtter to transmt
the data over the phone lines to a renote work station and
the renote receiving work station includes software so that
the data nay be reviewed by a care provider

The | ast set of conponents are patient and
provi der manual s.

A typical nonitoring session that we' ve seen
prescribed is that a nother is asked to nonitor her uterine
activity or uterine contractions for about an hour a day
twice a day. And for each session the uterine activity is
acquired by the tocotransducer that's applied to her
abdomen. It's processed by the nonitor and sent over at the
end of the session through a regul ar phone jack over the
phone |ines to another phone jack and the conputer at a
renote work station.

What |"'mgoing to go over nowis the dass Il
device classification criteria. These are outlined in a | ot
nore detail in the actual Code of Federal Regul ations.

M LLER REPCRTI NG COVPANY, | NC.
507 C Street, NE
Washi ngton, D.C 20002
(202) 546- 6666




sh

10

11

12

13

14

15

16

17

18

19

20

21

22

23

24

44

For this particul ar device there are four types of
criteria. The first criteriais insufficient information
exists to determne that general controls or special
control s provide reasonabl e assurance of safety and
effectiveness and that device is represented to be life-
sustaining or |ife-supporting.

The last two criteria are that the use of the
device is of substantial inportance in preventing inpairnent
of human health or presents unreasonable risk of illness or
injury.

The main question that the petition asks is does
the dass Ill criteria continue to apply to hone uterine
activity nonitoring devices. 1In order to answer this
guestion the petition | ooks at the available literature
that's out there. This includes the data that was revi ewed
at all the panel neetings and al so recent data this year,
early in 1997, one of which the ACOG representative
di scussed in the earlier tal k today.

W also look at field history for honme uterine
activity nonitoring devices and rel ated devi ces,
specifically nedical device reports, and these are required
reports that relate to serious injury or death or potenti al
serious injury or death and these are required to be
reported to the manufacturer and also to FDA W al so | ook
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at conplaint data. As aresult of this information, we'll
take a | ook at actual and potential risks and net hods of
controls for these risks.

In the petition we cite 79 published articles.
These articles range fromdata that was available early in
the 1970s all the way up to this year, earlier this year.
This includes random zed clinical trials, observationa
studies, reviews of these studies, editorials, editoria
responses, commttee and organi zati onal opi ni ons and
eval uations of the published data. This data was not
specifically taken fromthe PVA but they're all publicly
avai | abl e dat a.

The literature includes related topics on the
effects of education, nursing contact and high-risk care,
and that's with or without the use of hone uterine activity
nmonitoring, just to give a general picture.

The literature does not include all related home
uterine activity nonitoring publications; for exanple,
specific studies that tal k only about risk-scoring, patient
managenent studies involving only the use of tocolytic
dr ugs.

Section 7 in the petition goes into detai
reviewng all the articles that were presented in the
petition. That could take quite a bit of tine to reiterate
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that data so what I'mgoing to just point out to you is just
the salient points that cane out when we reviewed the data.

The first point is that various conplex risk
factors are associated with pretermbirth and that these
risk factors are not predictive of spontaneous preterm
bi rth, which accounts for about 40 percent of the etiol ogy
of pretermbirths. The renaining groups are broken down
into premature rupture of menbrane, which accounts for about
35 percent, and nedically indicated pretermbirth, which is
about 25 percent. This data was taken fromH Il and Gooki n.

A so what we found in the literature is that there
are various nethods and controls that were cited for
managi ng at-risk patients and these include patient
educati on, self-pal pation, regul ar provi der contact, the
establ i shnment of |ocal support groups, as well as the use of
home uterine activity nonitoring.

Al these nethods, whether by thenselves or a
conbi nati on, have shown a reduction in pretermbirth rate in
retrospective conparison with the sane popul ati on where such
nmet hods did not previously exist.

There's a general agreenent in the literature that
correct patient screening for enrolling into the various
prograns is critical and that hone uterine activity devices
pose no serious risk--for exanple, injury or death--to the

M LLER REPCRTI NG COVPANY, | NC.
507 C Street, NE
Washi ngton, D.C 20002
(202) 546- 6666




sh

10

11

12

13

14

15

16

17

18

19

20

21

22

23

24

a7

patient or provider.

The main controversy that you see in reviewng the
l[iterature is which nethod or conbi nation of nethods is nore
effective in reducing pretermbirth and the associ ated
costs? W feel that the controversies will likely remain so
long as the specific etiologic causes for pretermbirth
remai n unresol ved and that clinical opinions and practices
continue to vary per physician.

What the petition does not do is prescribe a
nmet hod of care and that hone uterine activity nonitoring
remai ns an option regardl ess of the outcone of the
reclassification. Utimtely, the physician nakes the final
deci sion on which nethod or nethods is appropriate for his
or her patient.

So if we refocus on the petition, the petition
does not expand the previously approved indications, and |
di scussed this earlier and also Colin nmentioned earlier the
i ndi cations that have been approved or associated with the
PVA devices that are currently on the narket.

And what we get fromthis literature is a larger
body of evidence that is now avail abl e--data that was
reviewed by the panel and data that has just been published
recently, including, |I believe, the Dyson study that we were
all referring to earlier today. This data can be used for
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So what | reviewed earlier was just a general
snapshot of the literature that's cited in the petition
Wat |I'd like to reviewnowis the field history for this
particul ar devi ce.

Ve took a | ook at the medical device reports.
Again, these are required reports that are to be filed with
FDA and the manufacturer in the case that there's an actua
or potential serious injury or death. Wat we found, at
| east fromour source, D ogenes, is that there have been no
MDRs that have been filed for hone uterine activity
noni tors.

Wen we | ook at conplaint data, conplaint data is
proprietary, so we could only look at the infornation that
we have here in-house at Coronetrics. Coronetrics has had a
dass Il hone uterine activity nonitor that was used in a
clinical study. Specifically it was used in the Dyson
study. | believe that was over 2,400 patients that were
cited in that study and we did not receive any conpl aints
fromthis nmulti-centered study.

The reason why | put up field history for dass |
devices is essentially they are the sane device when you
| ook at the design, function and operations. They have a
| onger history of use and | believe Colin nentioned earlier
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that these are pre-anmendnent devices. They were avail able
prior to May of 1976. You can find themin the hone and

hospital, the home one specifically restricted to termuse

only.

Because of this, we feel that there are simlar
risks that you can see in Qass Il that coul d probably apply
tothe Aass Il hone uterine activity nonitoring devices.

This data was al so taken from Coronetrics and we
| ooked at again all the hospital and the hone devices that
met the uterine contraction description. W found in-house
that there were again no MORs that have been filed for this
type of equi pnent.

W al so | ooked at conplaints and we found a very
low ratio of conplaints that have been filed with us and
with the FDA conpared to the units shipped. The rate that
we saw for the nonitors was .03 percent and for transducers
it was .06 percent.

V' [l now | ook at the risks and net hods of
control. Again, this is taken fromthe literature and what
we've seen in the field history.

The associ ated risks for any type of electrica
medi cal equi prment, including hone uterine activity nonitors,
could be the result of device nmalfunction, allergic reaction
to the patient contact materials, for exanple, on the
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transducer surface when it's applied to the abdonmen, or a
belt that may be used and incorrect or inproper use by the
patient or provider.

The root causes for these general risks are
i nproper or inadequate design. The petition goes into
detail for the actual risks and the specific root causes but
|'mjust going to give you a general overview.

The root causes for the risks nmentioned earlier
coul d be i nadequate or inproper design provisions for
el ectromagnetic conpatibility. W' ve seen problens with
this with infant apnea nonitors and any kind of electrica
equi prrent, both used in the hone and the hospital.

Al so i nadequate electrical, mechanical and
sof tware desi gn or inadequate design control and validation
when their product changes. Hunman factors is also an issue
in case you don't design the on/off button that the patient
or provider is used to seeing. And again, naterial
bi oconpatibility.

G her root causes for the risks nentioned earlier
woul d be i nproper or inadequate manufacturing practices and
i nadequat e i nstructions for use.

The nethods of control that are avail abl e t oday
that were not available earlier in the 1990s and the |late
1980s i nclude el ectromagnetic conpatibility voluntary
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per f or mance standards, standards such as what's currently
avai |l abl e are I EC standards. There are also international,
national safety standards for electrical nedical equipment.
W all know about UL. Specifically for nedical devices
there's WL 2601 and before that, UL 544 and the
international standard I EC 601-1. These are all now
avai | abl e.

Then there is the FDA' s quality systemregul ati on,
whi ch cane into effect June of 1997, this year. This
i ncl uded the provisions for design controls which were not
in place in the early approvals for the PVA A ass ||
devi ces.

Then there's also quite a nunber of FDA gui dance
docunents that have cone out in late '96 and also in '97,
gui dance docunents regardi ng design controls, software,
human factors, bioconpatibility.

Addi tional nethods of control, again specifically
for manufacturing practices, FDA's quality systemregul ati on
maintains a lot of the original good manufacturing practice
regul ations and this covers everything fromreceiving
inspection to the actual manufacture of the device to the
shi pping, installation and now i ncl udes servi ci ng.

Instructions for use. FDA has provided a "Wite
it Rght" guidance for instructions used in home health
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care. These instructions are to be witten at a fifth grade
| evel to ensure that nost parents or all parents are able to
under stand the instructions.

There are additional FDA requirenents for on-
product |abeling and instructions for use and there are al so
nati onal voluntary and international standards for synbols.

So we've |l ooked at the literature, the field
history, the risks and the avail abl e met hods of control.
guess the question that we still need to address today is
does the hone uterine activity nonitoring device continue to
nmeet the Aass Il criteria?

Again, if we go back and visit the first criteria
or the first part, "Insufficient information exists to
determne that general or special controls provide
reasonabl e assurance of safety and effectiveness.” W need
to remenber that the petition seeks to naintain the approved
i ndications for use, so we are not revisiting the
ef fecti veness question that was established for the | ast
t hree PMVA devi ces.

And with respect to safety | just recall that
t here have been no MDORs reported and there are adequate
controls that are avail able now that may not have been
avail able earlier back in the late '80s and early '90s. $So

what we've found is that this is "no.
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Life-sustaining or life-supporting. If we |ook at
the Code of Federal Regulations |life-sustaining or life-
supporting neans "a device that is essential to or that
yields information that is essential to the restoration or
continuation of a bodily function inportant to the
continuation of human life." W feel that this device has
never been represented to be life-sustaining or life-
supporti ng.

The third criteria, "Represented as substantially
inmportant in preventing inpairnment of human life." These
devi ces are not represented as such. And the approved
indications, again if we revisit that, state that the device
is intended to be used in conjunction with high-risk care.
So we're not solely relying on this device. And the device
is to be used as an aid in the early detection of preterm
| abor .

Does the devi ce present unreasonable risk of
illness or injury? Again if we go back and recall the MR
and conpl aint data, actual field history and al so
literature, specifically the U S Preventive Services Task
Force, inreviewng the literature, stated that this device
poses no unreasonable risks. Ve find that this | ast
criteria is not net.

So we conclude with this petition that the home
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uterine activity nonitoring devices do not neet the d ass
Il criteria and it should be reclassified into dass Il
Thank you.

DR EG.INTON  Thank you.

W're alittle bit ahead of schedule, fortunately.

W'd like to nove on to Dr. Sandy Wininger, Ofice of
Sci ence and Technol ogy, FDA
REPCRT OF DR SANDY WEI NI NGER

DR VEIN NGER Good norning, panel, |adies and
gentlenmen. M nane is Sandy Wininger. [|'man engineer
with the Ofice of Science and Technol ogy with the Center
and |'ve been asked today to discuss the engineering aspects
of safety and effectiveness as they mght apply to the
reclassification of the honme uterine activity nonitor. Next
slide, please.

Section 513 of the act, the Food, Drug and
Cosnetics Act, defines three classes of devices: dass I,
where general controls are adequate to assure safety and
effectiveness; dass |Il, where special controls, in
conjunction with general controls, are adequate to assure
safety and effectiveness; and A ass |11, where neither
general nor special controls are adequate to assure safety
and effectiveness.

Essentially all devices start out as dass Il
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unl ess they can be shown to be substantially equivalent to a
legally marked dass | or Qass Il device. In the current
case the manufacturer has petitioned under the act to
reclassify their device fromdass IIl to dass I1I.

Can a set of special controls be identified which
are adequate to assure safety and efficacy? Part of the
answer to this question hinges on the degree to which the
special controls address the hazards posed by the device.

| have consi dered the special controls froman
engi neering perspective and believe that they do adequately
assure safety and effectiveness. | amhere today to
descri be the approach | took and the key findings and ask
that you consi der whether there are other hazards which are
of such high risk that they, too, nust be addressed. Next
slide, please.

Let me briefly review what are dass | controls,
general controls. GCeneral controls are applied by the Food
and Drug Admnistration to the industry and are explicitly
called out in the act and are applicable to all devices.

For exanple, the act defines adulteration and prescribes
crimnal sanctions to address violations of such.

The current good nmanufacturing practices or
quality systens regulation--it's called good manufacturing
practi ces because that's what it says in the act, in the
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statute; however, the regulations refer toit as a quality
systens regulation and that's just part of the bureaucracy--
they establish controls for conponents, processes,
packagi ng, | abeling, manufacturing and conpl ai nt processi ng.
So these are applicable to all devices, not just to dass |
or Qass IIl or Aass |. So no matter what class the device
falls into, you have to do conplaint handling and recording.

The act states that the device is presuned to be
adul terated, for exanple, if it is not manufactured in
conpliance with the quality systemregulation. So there are
crimnal penalties for failing to do proper conplai nt
handl i ng, report handling or accident investigation, for
exanpl e. Next slide.

Special controls, which we see are related to
A ass Il devices, are specific to the device, the intended
use and/or the environnent. These controls are unilaterally
i nposed by FDA but have generally evol ved out of a consensus
pr ocess.

|'d like to take note of the last itemup here,
quality systemregul ati ons, design controls. Al though the
quality systemregulation is a general control, nost d ass
devi ces are exenpt fromdesign control provisions. Since
the design controls are associated nostly with Qass Il and
Aass Il devices, it is practical to treat themas speci a
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controls, even though they are technically not. And | wll
note, as Ms. Fouts did, that the design controls are in
effect as of June 1, 1997; however, the inspectors wll not
be enforcing themuntil June 1, 1998, but nanufacturers are
required to conply with their requirenents.

Colin and the previ ous speakers have al ready
addressed the issues surrounding clinical effectiveness.

Let me now take sonme tine to describe what | consider

engi neering safety and effectiveness. 1'll wal k you through
the nost inportant hazards identified and how speci al
controls can be used to assure safety and effectiveness.

Next slide, please.

There's an established engi neering process for
hazard identification and the ri sk nmanagenent process which
has been captured in nmany |1 SO and | EC standard, as well as
by the European Uni on nedi cal device directives and the Food
and Drug Admi nistration's nunerous gui dance documnents.

In front of youis alist culled fromthose
various sources of the general classes of hazards and you
can read themfor yourself--chemcal, infection
construction. Mst of the international standards address
t hese issues and, in fact, our guidance docunents do, too.

Let me remnd you that risk is related to the
l'i keliness of occurrence of a hazard conbined with the
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severity of its consequences. A |ower acceptable risk nay
result fromeither a | ow likelihood of occurrence or of a
| ow severity. Hazards associated with high risks were
mtigated by design features until the residual risk was
reduced to an acceptabl e | evel.

It's interesting to note that special controls
proposed by the firmare closely aligned with assuring the
ef fecti veness of these mtigation techniques throughout the
life cycle of the product. That's where the strength of
design controls cone in. Let me give you a few exanpl es of
t he nost inportant hazards and how t he special controls have
mtigated these. Next slide, please.

For hone devices in particular, the ingress of
liquids into the nonitor may cause a potential |ow voltage
el ectric shock. The manufacturer uses |abeling, both the
pati ent and provider nmanual s, asking you not to spill things
on the particular device, as well as detail ed nmechanica
specifications that protect you in the event that |iquids do
actually fall on the device.

In addi tion, | EC 60601, which is the current
nonmencl ature for |1 EC 601, al so addresses this and the
manuf acturer clains conformance with this particul ar
standard. Therefore the risk |evels are deened accept abl e.
Next slide, please.
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Certainly the biggie in electrical safety
standards are exposure to |line voltages. The tocotransducer
is a battery-operated device, so in that respect there is no
exposure to line voltages but the base unit is powered by
the electrical mains, so there is a potential shock hazard
her e.

| EC 60601 takes great pains to go through ensuring
safety with respect to shock hazards fromelectrical mains.
The manufacturer adheres to this, as well as having detailed
el ectrical requirenents and verification testing to assure
that their device will be safe now and under future design
changes. Again, therefore, the risk is deened acceptabl e.
Next slide, please.

In the event the home user picks up a different
battery charger, which perhaps is not isolated, this could
present an undue risk of shock hazard. The nanufacturer
agai n uses device labeling to attenpt to train the users to
use the correct parts provided and has detailed electrica
requirenents to identify what these parts are and agai n does
verification testing to assure that the parts that are
specified work appropriately and are safe, again resulting
in an acceptable risk level. Next slide, please.

Anot her ubi quitous hazard these days is
el ectromagnetic interference and this comes under the guise

M LLER REPCRTI NG COVPANY, | NC.
507 C Street, NE
Washi ngton, D.C 20002
(202) 546- 6666




sh

10

11

12

13

14

15

16

17

18

19

20

21

22

23

24

60

of radio frequency, as well as electrostatic discharge.
Potential risks are the nonitor nmay nal function, you nay

| ose the signal or you nay receive corrupt data. The
manuf act urer again uses | EC 60601 to address this, which
treats the hazard as if it's tenperature, pressure or
humdity. So the nonitor nust function appropriately in the
presence of these types of insults.

dinical verification study of the signal chain
integrity is performed to ensure that this actual ly happens
inthe real world. This is a small scale, what | would call
an engi neering study to show that the device functions
safely. Again, the risk |levels are deened acceptable. Next
slide.

Anot her hazard coul d be excessive surface
tenperatures, which lead to potential burns. Because this
devi ce doesn't have any surface conponents which deliver
energy, there are no potentials for burns and the
manuf acturer has detailed design requirenents to ensure that
this is the case early in devel opnent of the product and
verification testing to assure that during the life cycle of
the product this doesn't happen. Again, appropriate design
reduces the risk and there are no unacceptabl e ri sks
remai ning. Next slide, please.

Bi oconpatibility of contact materials. |If the
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material s cause an allergic reaction, this coul d obviously
be a problem The nmanufacturer uses |1SO 10993, which is a
standard for the biological evaluation of nedical devices.
It provides for both evaluation criteria and testing and
provides a pass/fail indication of conpatibility. The
manuf acturer has passed this and therefore the risk |evels
are deened acceptable. Next slide, please.

Anot her |arge issue, particularly with home use
devices, is use error due to sone problem perhaps the user
doesn't adjust the belt properly, there's not adequate
strength. The device nay not collect the desired signal.
The manufacturer has |abeling to ensure that the device is
appropriately used and has a clinical verification study to
show that the user can effectively use the device. Again,
this is not aclinical efficacy study. | would call it an
engi neering study to show that the device can be
appropriately used and t he nmanufacturer uses FDA gui dance on
human factors in trying to design their device so that it's
as usabl e as possible. Again, appropriate design reduces
the risk levels of an acceptable level. Next slide, please.

| have shown what the requirenents are for
assuring safety and effectiveness for each of the classes of
devices. Particularly for Qass Il devices, special
controls nust exist to show safety and effectiveness. The
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manuf acturer has identified hazards, has eval uated the risks
and has specified special controls to mtigate or contro
these risks to an acceptable |level. The manufacturer has
identified that group of special controls that assures the
safety and effectiveness froman engi neeri ng perspecti ve.
|'d like to ask at this tine if there are any
questions about the specific hazards that |'ve presented
here, their associated risks or special controls used, or if
there are any hazards which you mght have identified which
| have not addressed whi ch you believe are of significant
ri sk. Thank you very nuch

DR EGINTON  Thank you. We'll have a slight
change fromthe published agenda here so we'll go to break
now, be back at 10:15 and we'll have an additional FDA
presentation that's not on your agenda at that time. Thank
you.

[ Recess. ]

DR EG@INION kay, let's go ahead and get
started again. A slight alteration in the agenda, as we
noted. M. Colin Pollard hopefully will enlighten us on
sonme of the issues that have been raised earlier in the
norning as to whether or not this is an appropriate
consi deration or topic for consideration.

MR PQLLARD. Thank you, Dr. Eglinton. Both Dr.
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Eglinton and Dr. Yin thought | ought to nake a few
clarifying conments.

First of all, just to nake it absolutely clear,
this is a petition submtted by Coronetrics and FDA, by
statute, nust respond to the petition. And in the interest
of prudence, we thought it inportant to bring it before the
panel to get their expert input on this.

In that regard the charge of the panel today is
essentially to deal with the petition. There were comrents
fromtwo previ ous speakers about rel ooking at how FDA
approved the PMAs and its basis for the concl usions that
were taken at those tinmes and | would just point out to the
panel that this is not the charge before the panel today.
However, it's possible that some of the issues that pronpted
t hose ki nds of concerns are issues that you would want to
consi der when you're looking at this petition.

| would al so note that sone of the nost conpelling
evi dence that was produced in the presentation was use of
the device that is different fromhow it was used in those
studi es that supported the PMA, and | think that's inportant
to note.

|'d also like to address a coupl e of the points
that were nade by anot her presenter in the open public
hearing. First of all, there was the issue of protection of

M LLER REPCRTI NG COVPANY, | NC.
507 C Street, NE
Washi ngton, D.C 20002
(202) 546- 6666




sh

10

11

12

13

14

15

16

17

18

19

20

21

22

23

24

64

PVA data and the use of the four-of-a-kind PVAs before FDA
can consider data froma PVA

| want to point out to the panel that you are not
using data in the PMA You're using data in the public
domain. And particularly | think the two studi es probably
nmost likely referred to here, the study by Mu, et al and a
study by Wapner, et al are fromthe published literature and
FDA has the authority to consider that data in the context
of this petition.

Real |y, the provision in 520(c) and 520(h) about
four of a kind was intended to predict confidential
information in a PVA and we're not tal ki ng about
confidential information here; we're tal king about published
studies. So | would assure the panel that you have every
reason to use that published data.

| would also like to point you to question nunber

2 of the questionnaire, which again |ooks like this. W'l|

be going over it in detail. The petitioner went over it and
we'll be going over it in detail. That question nunber 2
asks, "lIs the device for a use which is of substanti al

i mportance in preventing inpairmnment of human heal t h?"

| think really the question we're asking, we're
asking this question of an adjunctive nonitoring device and
in that context, FDA nade the assessnent back in 1989, as I
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poi nted out earlier this norning, that we are not asking
manuf acturers of this product to show or prove or claimthat
t hese devi ces reduce the incidence of pretermbirths
conpared to not nonitoring.

And in that context | don't think you would either
say that it's of substantial inportance or that it prevents
i mpai rment of human health. It's a nonitoring device and
that's the limted extent of that product claimand | don't
think that the petitioner is suggesting that the device does
anything nore than that, either.

| think those were the main points that | wanted
toclarify. Just to make sure we don't have any additi onal
questions, 1'd certainly wel cone any comments or questi ons.

DR EGQINTON  Any nenbers of the panel have any
questions fromthe FDA perspective on these points?

Al right. It was pointed out to me during the
break that | neglected to ask for any other comments from
the general public. Yes? Please be brief and identify
yoursel f and any funding that hel ped you cone here today.

COMMENTS BY M CHAEL RCSS

DR RCSS: I'mMchael Ross. [I'mthe chair of the
Departnent of Cbstetrics and Gynecol ogy at Harvey UCLA
Medi cal Center and ny travel for today was paid by Matria.
I'd like to make just a few brief points in argunment of not
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to reclassify the device fromdass IlIl to dass II.

Firstly, and sone of this is areiteration, but to
enphasi ze that controversy does continue regarding the
appropriate use of the HUAMdevice. And | think, as a group
of obstetricians and perinatol ogists and the public, we
continue to need additional clinical studies to define both
the appropriate use, the appropriate indications and the
appropriate patient subsets for which to use this device.

Wre the panel to reclassify the device fromd ass
Il to dass Il, this would substantially reduce the future
i nvestigations being done. Certainly it would reduce the
need to do an investigation by the petitioning conpany and
likely by others in the future, and I think that would be a
m stake, in view of the continued controversy.

Secondly, it's possible that a dass Il assignnent
could potentially open a fl oodgate of increasing uses and
indications. Qurrently there is really a very specific
l[imted indication for the use of the device and | think
nmoving it to a dass Il classification wuld potentially
make it a nore easily broadened indication in the future,
and | think that is of concern

Thirdly, I'd like to conme back and question the
i ssue of the substantial inportance in health. The FDA in
the past, has treated these devices as being of substantial
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importance in preventing the inpairnent of neonatal and
maternal health. This has been a factor in the early
detection of pretermlabor and thus the cervical dilatation
issue and this has inportant ramfications which directly
relate to health--the appropriate use or nonuse of
tocolytics, as pointed out by Dr. Hauth in regard to the
ACOG position, and those tocol ytics have both risks and
benefits. In addition, as Dr. Hauth pointed out, the
appropriate use or nonuse of patient visits, both in the
hospital or in the office.

And finally, there is the potential prevention of
pretermbirth and its consequences, which the device nmay
have the utility of in a subset of patients.

So this petition states that the HUAMi s not
intended for a use which is of substantial inportance in
preventing inpairment of human health and this is sinply not
true. The prevention and/or the detection of preterm]l abor
I s unquestionably of substantial inportance in neonatal and
mat ernal heal t h.

Because of these reasons | believe we shoul d
remain with the dass IIl classification. Thank you very
much.

DR EG.INTON  Thank you.

I's there any di scussion anong the panel ? Any
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panel nenbers want to nmake any ot her points before we nove
to Dr. Danond s trek through the questionnaire? Anything
anybody el se wants to bring up?

Ckay, Dr. Mchael D anond has consented to | ead us
t hrough the questionnaire, which is actually our task at
hand t oday.

At this point, for the first several questions,
they're yes or no so I'll remain here. If we get to sone of
the later questions which require us to put sone verbi age
in, then | can try to capture sone of those thoughts for
eval uation by the group.

The first questionis, "Is the device life-
sustaining or |ife-supporting?’ Not seeing anyone wanti ng
to junp to give a response, it ny thought the device is
neither life-sustaining nor |ife-supporting unto itself. So
in ny consideration of the question, ny answer woul d be no.

Are there nmenbers of the panel that woul d di sagree
with that, w th checking box nunber 1 "no"?

I'I'l assune therefore that everyone agrees the
answer is no and nove on to question 2. "Is the device for
a use which is of substantial inportance in preventing
i npai rment of human heal t h?"

M/ response to this also was that in and of
itself, as an adjunctive device utilized in trying to
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identify pretermlabor, that the device itself was not of
substantial inportance in preventing inpairnent of human
health and I woul d check "no" for this.

DR HLL: | guess that's always been the debate,
a part of the debate that we've had. That is whether the
use of the device will prevent, as one of the previous
speakers mentioned, pretermbirth and therefore have an
i npact on neonatal health.

| can see that question being answered "no," as
you nentioned, but also being answered "yes" if you want to
take the w der view

DR DAMOND: | think it depends on--1 woul d agree
with you. | think it depends on the context in which you
are view ng the question. Preventing prenature birth is a
means of preventing inpairnment of human health, if you | ook
at it in that broad way. |If you look at it, does this
adj uncti ve device, using this adjunctive device, in
conbi nation with all the things that a clinician would be
utilizing in order to mnimze the risk of pretermbirth, in
that way of viewing it | would viewthe answer to the
guestion as "no."

And | either have the advantage or di sadvantage of
not having been part of all but one of the prior discussions
of this panel where a lot of the conversations that you
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i ndi cated went on took pl ace.

DR EGQGINTON | think the conparison mght be an
EKG nonitor, an 2 sat nonitor and a fetal heart rate
nmonitor used at termare all dass Il devices. | think
that's the conparison to nake. In other words, the answer
is "no" for those devices and this is probably roughly
conpar abl e to those concepts.

DR BLANCO | guess |'d better speak up before we
go any further. | think everybody on the panel knows about
ny belief that this is not a very useful device and actually
is a device that initiates a cascade of intervention to the
wonman that results in things that can be |ife-threatening.
And while we're asked not to address that issue as a panel,
fortunately bei ng a panel nenber and not an FDA enpl oyee,
sort of get to hold the mke until ny chairman tells nme to
shut up

So if you'll bear with ne, since | don't want to
go down this list and have everyone feel that |'ve
acqui esced to these issues, | think that there is sone
impact fromthis particular product. And | think the issue
is that unlike an EKG nmachi ne or any of these other things,
what results fromthis particular reading of the instrunent
is questionable in nature and | think it's questionable as
to whether it's a benefit or not, and that nmakes a big
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di fference.

So I'"'mnot so sure that | would so easily dismss
that this nmachine doesn't have an i npact on human health and
would |ike to be on the record as such.

DR CHATMAN Is it not true that an EKG and the
fetal nonitor strip have the same kind of effect? Aren't
there fal se positives associated w th those?

DR BLANCO |'mnot tal king about false
posi tives.

DR CHATMAN  Aren't interventions done because of
EKGs and fetal nonitors that are inappropriate and
i ncorrect?

DR BLANCO Do you think the EKG gives you
information as to whether a patient is having a heart attack
or not that you can rely on? Does it give you reliable
i nfornmation?

DR CHATMAN | guess the answer is sonetines.

DR BLANCO Well, | guess ny answer woul d be |
don't think the nonitor gives you reliable information, so |
think that's the difference.

DR NEUVANN | think one other itemon the |ist
of dass Il devices that cones very close to this device in
terns of its effect on health and health care is the hone
i nfant apnea nonitor.
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Fortunately, that's not a part of this panel's
area to discuss but | think that's an exanpl e of where
there's all kinds of conflicting information in the
literature and there hasn't been a definitive nonflawed in
one way or another clinical study to evaluate it, and yet
that is still classified Aass II.

DR HLL: | assune at sone point it was d ass
11, Colin?

DR BLANCO The infant apnea nonitor?

DR HLL: Just for our information, was the
infant apnea nonitor ever a dass IIl device?

MR PQLLARD: |'mnot certain. | can check on
that for you.

DR VEIN NGER  Sandy Wininger with the FDA |
bel i eve that the infant apnea nonitor is Aass Il, let me
say with 90 percent confidence, because it was the first
device selected for a nandatory performance standard back in
roughly 1985, 1982. So | believe it was A ass Il and al ways
dass I1.

DR NEUVANN  And has that standard ever been
approved?

DR VEINNGER Can we talk about that later?

MR PQLLARD. | think the sinple answer to that
question is that FDA has found that pronul gated regul atory
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per f ormance standards have been a fairly inefficient way to
regul ate products like this and special controls have very
much taken their place. W rarely go to the regul ated

per f or mance st andard.

| woul d just reenphasize the point | was naking
right after we reconvened after the break. The question
that you' re asking here is a question that FDA in essence,
nostly answered back in 1989 because if you answer "yes" to
this question, you re saying that the manufacturer of these
products woul d then have to prove that they, in fact,
prevented inpai rnent of human heal th.

DR HLL: And we decided not to do that.

MR POLLARD: Rght. And, like | say that issue
was posed in early PVMAs and essentially appeal ed to FDA and
we, in essence, said that manufacturers of nonitoring
devi ces should not be required to nmake that--it's different
if they wanted to nmake that product claim

DR BLANCO However, | don't mean to interrupt
you but the fact is you re asking for our opinion so |'m
giving you ny opinion and | think that should be a "yes" and
that's how!| wll vote.

MR PCLLARD: | under st and.

DR EGINTON D ony?

M5. YONG Colin, I'mglad that you brought up
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t he 1989 deci si on because as far as |'mconcerned, | feel
totally frustrated about this issue, the sort of paraneters
that we are put into here by having this device cone up for
reclassification and a device which, it seens from goi ng way
back, has not been denonstrated to be beneficial. But

per haps the 1989 deci sion that was nade coul d be questi oned
as to whether that was the right decision.

| would also like to say that |ooking at question
nunber 2, | would say that in general, the public and chil d-
bearing wonen in particul ar probably have been given the
understanding that this is sonething, this is a device that
wll help themto a better outcone, both for thensel ves and
t hei r baby.

So | feel that an answer "no"--1 do not support an
answer "no" on itemnunber 2. | support a "yes" because |
think that the public has that understanding and they're
gi ven that understanding fromtheir caregivers.

DR DAMOND: Gary, if there are no other
comments, do we go to vote on this question?

DR EGINION I'mopen to a notion for a call to
guestion here.

DR D AMOND: | would so nove.

DR EGINION  Ckay, is there a second for a vote?

DR DOMS: Second.
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DR EGINTON  Ckay. Those who would like to vote

"yes" on item2, raise your hands, please.

M5. YONG Aml allowed to vote at this point or

not ?

DR BLANCO | carry your vote.

M5. YONG Thank you. W'Il change it one day.

DR EGINTON  Those who would like to vote "no"?

Al right. That seens to be a fairly clear
majority for a "yes." Dd we break any rules, Dr. Yin?

DR YIN No, sounds good to ne.

DR EGINTON  kay, question 3.

DR DIAMOND: Question 3, "Does the device present
a potential unreasonable risk of illness or injury?" W' ve

heard so far this norning comments on sone data and al so
sone potential risk that mght conme about if the device is
down-regul ated and was able to be used in other situations.
The question, | guess, is do we end up thinking
that this is an unreasonable risk of illness or injury? M
response to that personally is that | do not think that that
is likely to be the case and woul d suggest that the answer
to that should be "no." | would think that appropriate
controls can be put in place to mnimze the risk, to be
vigilant of who is utilizing the device and the manner in
which they are utilizing it, the manner in which its use if
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being pronoted, in order to keep those risks to a m nimum

DR BLANCO Again it depends on how you view the
device. It depends on whether you apply the issues that we
applied to 2 or whether you' re | ooking at the device. And
yes, it's unlikely to cause an electric shock to the patient
when you put it on their abdormen but what sequence of events
does it trigger and are those sequence of events potentially
dangerous to the patient?

| think that that's at the core issue of probably
you voted on 2 and follows then down to 3, as well, | would
t hi nk.

DR EGINTON M. Donecus?

M5. DOMECUS: | just had a process question. |If
we' ve al ready answered "yes" to question nunber 2, haven't
we, in effect, already denied the reclassification petition
and do we need to go further?

DR DAMOND: Not as | read all the comments to
the right. If we get to question 4--

M5. DOMECUS: But we've answered one of the four
key questions "yes."

DR D AMOND:  Nunber 4, if any of the answers is
yes, then you junp to nunber 7. And dependi ng on our
response to nunber 7 to the right, a "yes" neans it can be
classified in dass Il and "no" nmeans go to dass II1I.
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don't think we've done that yet.

DR EGINTON D ony?

M5. YONG The Dyson report, which we heard about
this nmorning and which is nentioned in one of our inserts
fromACOG did indicate--this hasn't been published yet but
| understand it's about to be in the New Engl and Journal of
Medi ci ne--that there were significantly, in one armof the
study, there were significantly nmore unschedul ed hospital
visits and consequently significantly nore frequent
nonbeneficial use of tocol ytic agents.

Now, the manufacturer has told us that there have
been no nedi cal device reports or conplaints with respect to
their device, the use of their device, but | would say that
this is questionable in view of this particul ar study.

So once again we're back to the controversy that
we just don't have sufficient evidence. So again, that
brings ne to go back a little bit further to the position
that the National Wnen's Health Network has taken and the
Anerican Coll ege of (bstetricians and Gynecol ogi sts has
taken, that we need nore studies.

DR HLL: | agree. | believe that the device
does not shock anybody when they use it but | do believe,
| ooki ng at the use of the device over the past five, seven
years since we've nmet and debated this issue for hours, that
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there is an opportunity for overuse of tocolytic drugs.
don't think there's any question about that. It may not be
the device's fault but that's what happens. And certainly
we cannot say that--in fact, we can say that the use of
tocol ytic drugs, any of them have caused naternal and
neonatal death. There's no question about that. That's
been shown in nunerous articles in the literature.

So | believe that the answer to nunber 3 has to be

yes.

DR D AMOND: The converse, though, sort of the
assunption that you're nmaking is that if you' re going to
utilize these devices, it'll identify contracti ons and
individuals will then go into | abor and delivery, be
eval uat ed, undergo whether it's intravenous therapy or
whether it's being placed on tocolytics and that those
sonetines will be in patients that otherw se woul dn't need
it and they may have sone del eterious effects.

There is also the potential, through the use of
the device, to identify individuals that are not contracting
adequately or who, after fluid-loading, are able to stop
contracting and be able therefore to avoid having to go into
| abor and delivery, beginning that entire cascade of events
whi ch potentially can | ead to unnecessary or inappropriate
tocolytic agents in certain situations.
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So | think there are both sides of that. Wat
|'ve just described, to ny know edge, has not been
substantiated in clinical trials but at this point |I'm not
famliar with the Dyson study and have not had the
opportunity to read that, so | would also put that in the
category at this point of being not a published trial that
we can greatly consider at this tinme because we don't have
t hat advant age.

DR HLL: | think that the Dyson study, although
it's not been published, has been presented after peer
review at our neetings and | believe the results. And the
results showed that patients who were on the nonitor had
nore frequent visits to |abor and delivery and there was
nore use of tocolytics in that group of patients. | cannot
ignore that.

DR DAMOND: | guess | would take issue with the
idea, and it's a comment nade earlier, that because
sonething is presented as an abstract at a neeting, that
t hat has undergone peer review Trying to fit information
into a small box, often a lot of the nethods, a lot of the
inclusion/exclusion criteria aren't able to be placed on it
and until the entire manuscript inits entirety is able to
be reviewed, you can often get very msleading infornmation
about a paper, what it contains and what its ultimate val ue
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is going to be fromjust an abstract.

DR BLANCO Let ne, wi thout addressing the Dyson
study what soever, what you bring up is actually a benefit.
What you're saying is well, there could be a benefit because
this mght identify fol ks who don't need this intervention
and therefore these people mght benefit because they m ght
get intervened.

|'"mnot going to argue with that. | don't think
that that really happens. | think this identifies nore than
it gives you the assurance that you don't have to intervene,
but I think that that's a benefit and that's not what the
question is asking.

What the question is asking is is there a
potential for unreasonable risk of illness or injury. So |
think that the issue, and | totally agree with Wash, is does
this precipitate a cascade that results in interventions
t hat have significant consequences for the patient? And the
answer is yes.

And you don't even have to do the cascade. |If you
get identified as having too many contractions, your life is
turned upside down. |If you' re a working woman you're goi ng
to be put at bedrest. You' re going to be naintained at hone
whet her you need it or not. Your whole life changes. |If
you have a famly you're nowtold that you really can't get
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up and do anything with your famly, whether you needed it
or not.

| think it has a | ot of consequences in wonen's
lives for being an object where there is a trenendous anount
of controversy whether there's real benefit or not. So |
think that there's clearly denonstrated adverse effects that
can occur and questionabl e i ssues of benefit.

DR EQ@INTON Can | interject here, nmaybe to nove
this on? GCeorge just said there's clearly been a clearly
denonstrated--let ne disagree with that. The only thing
that's been clearly denonstrated is what's been published in
peer review literature.

What the Dyson study random zed wonen to was
weekly nursing contact or daily nursing contact or daily
nursing contact with nmonitor. And in an unpublished study
that's been described, and we've all heard it descri bed,
wonen in the latter category had nore visits.

However, in the Wapner study, which has been
publ i shed, and in the Corwi n study, which has been published
subject to peer review, that was not the case. And
importantly, in those two studies wonen were random zed to
nmonitor or no nonitor. Nobody got extra nursing care.
Monitor, period or not nonitor. Wich is the issue? This
has been tangled up for 15 years in this. Are we talking
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about nurses or nonitors?

In the Dyson study, done at 35 clinics throughout
the Northern California Kai ser Pernmanente group, who knows
what all the dynamcs were that brought these wonen into
| abor and delivery? In these other two studies it was just
the nmonitor--no technician talking to the patients, no nurse
talking to the patients, just the nonitor. And in those
studies there was no increase in nunber of hospital visits
in the nonitor arm

So the nonitor doesn't cause increased hospital
visits. Maybe sone nurse interpretation or sone nursing
interaction over the tel ephone with the patient causes
increased visits but in the only two published studies of
just nonitor random zed agai nst not nonitor, there's no
increase in hospital visits.

DR HLL: But inthe real world, in the rea
world when this device is used, the patient uses the device
and she talks to a nurse and they, together, decide what is
going to happen. And what can happen is that they can go
into | abor and delivery.

DR EGINTON  Dr. Perlnutter?

DR PERLMJUTTER I'mnot a |lover of hone uterine
activity nonitoring devices. However, | think we have to go
back to what the criteria were for this device to have been
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approved. It was for nonitoring alone in those wonen who
have had pretermbirths. Wnen who have had pretermbirths
are as nervous as can be about whether or not they're going
to gointo pretermlabor again and | think that's a
different group than what we're tal king about in the general
popul ati on.

| think we have to bring this back to what the
initial approval was and it was for strai ght home uterine
nmonitoring w thout nursing intervention for those wonen who
were at extrenely high risk for another pretermdelivery.

DR EQ@INION Is there a call for a vote? Anyone
care to nove for that?

DR DAMOND: 'l so nove.

DR ECGLINTON Is there a second?

DR PERLMJUTTER  Second.

DR EGQ.INTON Those who woul d care to vote yes on
item3, please raise your hands.

Those who would like to vote no on item 3, please
rai se your hands. Five to two again. Thank you.

DR DIAMOND: Question 4 asks, "D d you answer yes
to any of the above three questions?' and the answer to that
is yes. The instructions on the right tell us then to go
down to item nunber 7.

Iltem7 is, "lIs there sufficient information to
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establ i sh special controls to provi de reasonabl e assurance
of safety and effectiveness? |If yes, check the special
control s needed to provide such reasonabl e assurance for
dass II."

So the question is is there sufficient information
to establish special controls to provide reasonabl e
assurance of safety and effectiveness?

MR PQLLARD: Just to clarify, because there is a
suppl enental data sheet that goes sort of hand in hand with
the questionnaire, | would just like to highlight that there
are sone aspects of those that essentially dovetail, in
particular, questions 4, 5 6, 7 and 8 sort of cone together
and sort of dovetail with question nunber 7, the question of
whet her or not special controls would be sufficient to
address the panel's concerns about safety and effectiveness.

DR EGINTON  But the way Dr. D anond and | think
the rest of us are interpreting this form we don't get to 5
and 6. W go 4 to 7.

MR PCOLLARD: That's correct. |'mnot disagreeing
with that. You' re absolutely right. You go to question 7
of the questionnaire and |I'mjust pointing out that on the
suppl enental data sheet you'll see there are questions that
essentially dovetail with that question 7.

DR EGINTON  So we need to enter information on
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question 5 or on item5 on the suppl enental data sheet
related to our "yes" answers for questions 2 and 3? |Is that
what you're pronpting us for?

MR PCLLARD: Yes. In essence, questions 4, 5--

DR EGLINTON W don't want to tal k about 5.

DR DAMOND: 5 on the supplenental data formis
what Colin is saying.

DR EGINTON Al right.

MR PQOLLARD: 7 and 8 correspond to--

DR EGINTON kay, itemb.

DR DAMOND. At this point, Gary, what | m ght
do, with your permssion, is if we have a bl ank one of
t hese, cone on up and nmaybe try to have the coomttee hel p
us fill out what we consider appropriate things to put in
each of those boxes, rather than using ones that have been
pr epar ed.

DR EQINTON R ght.

DR YIN Dr. Eglinton, while we're waiting around

for the forns, can | confirmQColin's statenent that the

infant apnea nonitor, it is a pre-anendnent dass |l device.
DR EGINION  So it never was a dass |11 device?
DR YIN Never. It was a pre-anendnent dass I1.

DR EG@INTON So we have a bl ank we coul d use
for--we probably don't need to wite on nunber 4. Can we
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agree that--under 4 is indications for use, restricted to
the current indication, which is indicated for use in
pregnanci es i n wonmen who have suffered a previous preterm
birth, which is the current single indication for use?

DR HLL: Yes, it has to be.

DR EGQINTON  Does anyone want to alter that?

DR BLANCO Not today.

DR EGINITON  So we don't need to alter 4. So
it"s just item5. | think Dr. Blanco elaborated the first
risk to health presented by the device. W're going to fill
in, on the supplenental data sheet, item5, and that is
headed "l dentification of any risks to health presented by
the device." | think you led the assault on question 2.

DR BLANCO So lead the assault on question 5?

DR EGINTON  Really what goes in the blank is
your objection for question 2.

DR BLANCO Actually ny first objection will be,
and | think the first issue, is that the realistic
utilization of the device currently falls predom nantly
outside of the very specific indication even, and I'd |ike
to have that put down. | think the common usage is not
narrowed, at least in ny experience, and | don't have a
study--maybe | should do a survey and that woul d be
interesting data to collect.
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But | think that the device has not been
necessarily utilized in patients that have had prior--1
think if | renenber the exact wording is prior preterm
delivery is what it was utilized for and nowit's basically
utilized by nmany people just for uterine contractions during
a pregnancy, which are a perfectly nornmal occurrence of
pr egnancy.

So | think that that's an adverse effect that |1'm
concerned about and | think it's arisk to the health of the
patients that they' re being so put on these things. D d I
kind of make nyself clear what | nean?

DR EGINTON  Dr. Yin, is that what we can put in
5, that we object to the fact that it's used off-|abel nore
than it's used on-| abel ?

DR YIN Yes, that woul d be one of--yes.

DR BLANCO Dr. Chatman asks how do we know t hat ?
You know, | can't quote you a study but it is certainly
widely utilized in many regions and I woul d ask around the
panel, the obstetrician-gynecol ogi sts, whether their
experience in the area is not that it's used off-1|abel nore
than it's used on-label. | see Dr. Eglinton shaking his
head yes. | woul d suspect Wash.

DR YIN Conversely, I'd like to hear the coment
on when it's used properly.

M LLER REPCRTI NG COVPANY, | NC.
507 C Street, NE
Washi ngton, D.C 20002
(202) 546- 6666




sh

10

11

12

13

14

15

16

17

18

19

20

21

22

23

24

88

DR BLANCO Yes, we're going to those. | haven't
finished yet.

Any ot her comrents on that?

DR DAMOND: | guess the comment | would nake is
|'mnot sure that's really--it's inportant to note as
clinicians but I would question whether that's really what
we're here for today and the purpose of trying to put in
what the indications are. How we practice nedicine with
devices and drugs that are al ready approved for use then
becones a clinical decision, as opposed to governnent al
regul ati on of what devices or what drugs shoul d be approved.
Those are di chotonous and al though they're related, they are
such.

DR BLANCO Well, | think that you mght | ook at
it that way but | think that that's based on your initia
assunption that the benefits have been denonstrated and are
present for other things, for the particular product. |If
your initial assunption is not that, then | don't think your
argunent follows |ogically.

DR DAMOND: |I'mnot here to second-guess what
our predecessors did, many of whom are here.

DR BLANCO I'mnot here to second-guess them
either, but I wll nake ny opinion and ny thoughts clear.

DR CHATMAN  Sonebody said a long tine ago, and
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maybe the perinatol ogists can help us out on this, that
uterine contractions are the nost crude nethod of
determning pretermlabor and maybe in the indications, as
Dr. Blanco has suggested, sone of that shoul d be included,
as well, that this is not to be used in patients who don't
have a history of pretermdelivery. | nean, | think that's
a very inportant consideration.

DR D AMOND: The indications, as | understand it,
do specify patients with previous pretermdelivery. It does
do that.

DR EGINTON M. Donecus?

M5. DOMECUS: Aren't we supposed to be answering
these questions only as it relates to the proposed
i ndications statement on the reclassification petition and
if so, can we really discuss the risks of off-I|abel uses,
even though that may be a real concern? In terns of a
matter of course, |I'mnot sure that--

DR EGQINTON | suspect M. Pollard is going to
educat e us.

MR POLLARD: Yes, and | think | really wanted to
speak exactly to that point. | don't think FDA has any
problemw th the panel expressing its concern about off-
| abel use of the device and we certainly do have sone
regul atory tools to follow up on that, although sone of that
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aspect is, in fact, in the area of clinical practice.

| think, on the other hand, in the context of what
we're doing here today and the petition, off-|abel use is
not an adverse effect of the use of the device. In that
context it's not the same thing.

DR BLANCO It wouldn't be able to be used if the
devi ce wasn't approved.

MR PCQLLARD. Yes, but that's true of hundreds of
devi ces.

DR EGQINTON Dr. Yin?

DR YIN You nay consider that an adverse effects
if the panel agrees with you, but that's why |I'm asking
conversely, what's the proper use? Wat do you think?
Because you need to have both sides, okay? If you want to
consider it as a risk, you may do that because we're not
going to curtail you, what you think, but you need to
address conversely if it's properly used, what is the
adverse effect?

DR BLANCO So those are other issues, other
t hi ngs.

DR YIN Those are the najor issues that we need
to hear.

MR POLLARD: And in FDA looking at this
petition, we have to look at the petition as it's presented
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for its intended use, for its specific indication for use
and the adverse effects that are directly attributable to
use of the device.

DR EGINTON  But then going further, Dr. Bl anco
your other objection was when it is used for its intended
use, the result is that an increased nunber of wonen are
exposed to tocol ytic agents?

DR BLANCO  Yes.

DR EG@INION So that's your second risk to
heal t h.

DR BLANCO That woul d be the second.

DR DAMOND: And that's as it relates to the
indication that we have here or that's in relation to the
Dyson study, which--

DR BLANCO No, no. | don't want to tal k about
the Dyson study necessarily. | think that the way that |
would word it, and I think WAsh woul d agree, is that even
when used as per indication, it initiates a cascade that
represents significant risk of danger to the patient, and
that's a risk factor. And that cascade includes hospital
adm ssion, tocolytics, steroid admnistration, all the other
things that are commonly done.

| think the other issue would be it triggers a
cascade of disability, bedrest, inability to function as
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normal |y they woul d.

M5. YONG Psychol ogi cal soft outcone neasures
because the list here are sort of hard outcone neasures and
very often one doesn't think about the psychol ogi cal - soci al
effects on the child-bearing wonan. These are quality of
l[ife issues, as well, and | think that the anxieties that
are caused by a wonan being put onto this device
unnecessarily perhaps, we need to be concerned about those
i ssues, psychol ogical effects, as well, and I see those as
adverse effects.

DR D AMOND:  Psychol ogi cal issues?

BLANCO Psycho-soci al .
H LL: Do you have the increased drug use?

D AMOND: | have neds.

3 % 3 3

H LL: That's fine.

DR DAMOND: | will repeat ny conmment of a couple
of mnutes ago, which goes to the converse of the psycho-
social issues of disabilities in that it has the potenti al
to mnimze all those things by identifying that
contractions are not occurring and that they're able to be
stopped and thereby mnimzing all those sane sorts of
i ssues. That can go both ways, | think.

G her itens for nunber 5?

M5. YONG Yes, if | can just answer that, it
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goes go both ways. The sane exanple with electronic fetal
noni toring--the anxi ety and use of ul trasound, sonograns.
The psychol ogi cal -soci al issues can go both ways but | think
bot h ways have to be recogni zed.

DR DIAMOND:  Nunber 5 al so has a special hazards
to health section. Does anybody want to hear--

DR BLANCO I'mnot sure. Mybe we can get sone
guidance. 1Is what you' re asking for us to detail these
things that we've said? I'mnot quite sure what else is
want ed down here. Were's Colin?

MR PQLLARD: | think the answer to that question,
you' re tal king about specifically just section 5 or the A
B, C D?

DR BLANCO The A, B, C D

MR PQLLARD. In particular, in fact, we are
| ooking for nore specific delineation. The part up above is
nore generalized. The Al B, C Dbelowis directly device-
rel at ed.

In other words, if, for instance, to sort of naybe
par aphr ase sone of the discussion before, inappropriate
therapy as a result of device use, then in the colum across
you woul d identify what characteristics of the device do you
bel i eve are associated with that particul ar hazard.

| think actually one of the reasons why it's
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designed this way is to essentially differentiate what are
devi ce-attributabl e hazards fromissues that relate to uses
of the device that are sort of beyond what we woul d expect
t he manufacturer to show, the issues that fall nore in the
area of clinical practice and managenent of patients and
this cascade that you were referring to earlier

DR D AMOND: Does anyone have anything to go into
this category?

DR EG.INTON  Maybe A woul d be exposure to
tocol ytic agents needl essly and the characteristic would be
detection of clinically nmeaningless contractions. |'m
trying to paraphrase what George is tal king about.

DR BLANCO | think that's well put.

DR EQ.INTON Tocol ytics and steroids, nmaybe, and
the characteristic is detection of clinically neaningl ess
contractions.

DR HLL: O contractions not associated with
preterm | abor.

DR EGINITON | was trying to fit it in the box.

DR HLL: dinically neaningl ess bothers ne.
was trying to be--

DR DAMOND: [I'Il put it on quotes.

DR HLL: | was trying to be nore gentle.

DR BLANCO How about on the disability? How can
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we word it? | think the same issue of detection of however
you want to put the quotations, "also results in alterations
of a woman's lifestyle that may result in disability"?

M5. YONG (Qality of life.

DR BLANCO Quality of life, thank you.

DR DAMOND: So on the colum on the left you
want me to put disabilities?

DR BLANCO Aterations in quality of life. And
the right one woul d be the same, whichever one Dr. Eglinton
and Dr. HIIl agree to.

DR EQINTON Wse Dr. HII's wording on the
second one, but you have to wite really snall.

DR HLL: Detection of uterine activity not
associ ated with preterm | abor.

DR D AMOND: How about just inappropriate
di agnosi s?

DR HLL: Sure.

=

DAMOND UWerine activity not associated with
| abor ?

DR HLL: Labor is fine.

MR PQLLARD: Dr. Eglinton, if | mght comrent,
the colum on the right, which is listed "characteristics or
features of device associated with the hazard" is really
focussed on what is it about that device, specifically in
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terns of its design characteristics. |'mvery concerned
that we're kind of getting away fromwhat the device

manuf acturer is actually expected to do or show versus sone
| arger, nore global concerns that the panel obviously has
about wi despread use of hone uterine activity nonitors.

DR HLL: It detects uterine activity and that's
the issue--detection of uterine activity. |If you want us to
say it like that, but sonme of that uterine activity could be
i gnor ed.

DR CHATMAN  You're saying the interpretation of
the uterine activity is the problemand not the device
itsel f?

MR PQOLLARD. [|I'mnot trying to say what is the
problem |'mjust saying that in terns of the panel using
this information, in terns of FDA using this information, we
want to be able to | ook at that colum on the right and say

what do we need to know about that device and what it can

do?
DR DOMS:. Wy not just say "fal se positive"?
DR BLANCO That sounds fine.
DR D AMOND: So for both.
DR BLANCO It seens that that's what they want,
SO yes.

=

NEUVANN  But it's false positive what? |f
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you' re tal ki ng about detection of uterine contractions, does
it detect a uterine contraction that has not occurred?
That's what | would think a fal se positive would be.

DR BLANCO False positive pretermlabor is
real ly--

DR NEUVANN  Can we say that?

DR DOMS: Do we have to say it? Does it matter?
If they're called in to the hospital they take action, for
what ever screeni ng mechani smthey have to take action.

DR BLANCO | think that that's what we're
saying. |It's the nere fact of what the machi ne does is what
generates the problem | nean it's the fact that it shows
uterine contractions. And how can you correct it? Well,
don't put the machine on the belly, okay?

DR HLL: O if you put it on the belly, we nay
need to do sonmething else with that information, and that's
where we are. W don't know. W may need to do sonet hing
else to differentiate those who need it versus those who
don't, other therapy.

DR BLANCO If we want to get philosophical, if
you' || pardon nme, and please stop ne but | think the whole
issue that we're based at is that we have a trenendous
amount of concern about what's the validity of this very
often discussed and very studi ed but yet very controversial
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with varying results on a variety of studies.

Wile it's nice to say, "Wll, we've got the slots
that we have to fill," the reality, what we're saying to the
FDA is we're unconfortable with the utilization of this
devi ce because there is so nuch controversy and so nuch
contradictory data with it that it really isn't as easy as
saying, you know, "Should it be a lll or a Il?"

| think the whole question of its benefit is at
the core of the whole problemand we can fill these things
with everything that you want but it won't change the facts
that there is a major question in a large group of
physicians, clinicians of all sorts and patients, whether
this is really of benefit and whether it shoul d be out there
or not. And | think that that's what we're refl ecting.

Now, we can sit here and try to play around and
refine the wording to nake it fit your slots but | think if
you mss the point of what we're saying, we're not doing
anybody any good.

So | guess that's why--1 don't know how nmuch nore
detail you want to get it. | think you know what a
significant nunber of people think and I think that as nore
and nore data is being gathered, we can try to refine that
but it still becomes a very difficult issue. | think there
are going to be problens even when the Dyson study gets
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publ i shed, which it eventually will. There wll be
questions, just what you're saying--the nurse intervention,
did that doit? |Is there sonething about the HVD set of
patients in the Wst Coast that mght have played sone role
in that?

There are all kinds of issues that we're bringing
up and I don't think you' re going to be able to pigeon-hol e
it intothis. | think we need to | ook at the health of
wonren and what's being done to themon a very w despread
procedure and | think we really need to say--1 nean, are we
really doi ng sonething here that benefits wonanki nd,
manki nd, or are we just basically trying to fill lines on
sheets of paper?

That's how!| viewit and ny feeling is the core of
the issue is whether there's any benefit to this nachi ne or
not or whether we're just sinply fooling oursel ves.

Personally, | enjoyed the presentation, if you'l
allow ne one nore digression and then I'Il stop, | enjoyed
the presentation fromthe conpany who has the nonopoly on
the particular itemthat's already been approved and |
appreciate his telling us, you know, a mllion this conpany,
two mllion here, but I'"d like to have himtell us how nany
mllions in profits they make fromthis particul ar
instrunment and see how it conpares and whether it was a good
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investnent or not. |'ll stop there.

DR EGINTON  That was a sidebar, right?

DR BLANGCO Yeah, that was a sidebar.

M5. YONG Gary, can | add to that sidebar?
Seeing we've gotten onto noney, when one | ooks at the
nunbers, just one wonman, an incredible nunber of wonmen who
are put onto this device and how much it costs for that
wonman to be put onto that device for two hours each day for
| don't know how many weeks or nonths, and if you add up all
of that--1 nean, just |ook at the wastage, the potential
wastage of health care dollars. | think that that's
sonething that the FDA has to consider, as well.

DR CHATMAN oing back to Dr. D anond' s point.

DR EGQINTON Only as that relates to her
psychol ogi cal health and wel | - bei ng because the FDA can't
real |y be concerned about anybody's noney. But the wonman's
own productive capacity and psychol ogi cal health and wel | -
being are affected by the two hours a day of nonitoring and
unschedul ed visits to the hospital and so forth, tel ephone
calls and this and that and the other thing. |'msure
that's what you' re referring to.

DR DAMOND. | guess | don't disagree wth al nost
anything that Dr.--

DR BLANCO That's okay. You don't have to

M LLER REPCRTI NG COVPANY, | NC.
507 C Street, NE
Washi ngton, D.C 20002
(202) 546- 6666

100




sh

10

11

12

13

14

15

16

17

18

19

20

21

22

23

24

101

agr ee.

DR DAMOND: But I'mnot sure that they're really
gernmane to what we're trying to provide our reconmmendati ons
for today. W' ve been asked to nmake recommendati ons about a
particul ar subm ssion, to change the way in which a device
is regulated. That is the charge that is before us. That's
ultimately what's going to come fromtoday's session.

| don't think what's going to cone fromtoday's
session is these things we've put up here, all of which, I
m ght add, to ny know edge are not yet any of them proven by
anything in the peer-reviewed literature, but | don't think
what we're going to end up recommrendi ng at the end of the
day is that these go on the device |abeling for the devices
that currently exist and are in practice.

So the question is, | think, where shoul d these
devices be? They are currently available. How should they
be regulated is really the question that is before us and
not these other issues which, while not uninportant, are not
the issue for now

So as | look at this, these are again very
important issues but not ones that are related to the device
itself and talk to whether the device falls into the
category Il or category Il level. They are applicable at
bot h but not things that, nunber one, are device-specific
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and not nunber two, things which talk to an adverse effect
directly attributed to the device. It's nore how we
interpret and how we utilize the information that cones from
the device, not fromthe device itself, which | think is
usual ly the way this is filled out.

DR EGQ@INTON | think probably Colin, you can
correct me but | think probably, or Dr. Yin, if thisis the
best we can do as a panel of advisors, if this is the best
we can do at filling in this form then the FDA will be
somewhat handi capped or will not be able to rely very nuch
or put much weight on this form if this is the best we can
come up wth.

DR YIN That's not true because you have to
remenber even the Aass Il products, FDA can require
clinical study. So what you're telling us, that maybe the
only way to resolve it, there's nothing wong with the
device by itself, sitting here, but based on Dr. V&ininger's
presentation, you really have no problemw th the device
characteristics itself, right?

So your problemlies with the clinical. So you're
just being just fair and honest and your own views. M
personal viewis for FDA you state what you believe. Wat
|'mhearing sitting here is that you really have no probl em
with the device, this device sitting here and not used for
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that purpose. You' re happy. Just let it sit here. Nothing
wong with the device. And you can easily say that. Then
you're honest and fill in the blanks the way you believe.

DR HLL: But I think that's what you hear us
sayi ng over and over again.

DR YIN R ght.

DR HLL: The device isn't going to shock
anybody.

DR YIN No, we're not going to have any probl em

DR HLL: But it's the use of the device. That's
what we've been asked to do.

DR YIN Rght, related to its indications.

DR BLANCO That's very concisely put.

DR NEUVANN | do think there's one issue that |
was concerned about in Dr. Wininger's presentation and that
is | have no difficulty understanding it's not going to
shock anyone and that you shoul dn't pour conductive fluids
into the device but |I didn't hear anything about whether the
devi ce i ndeed neasures uterine contractions and it seens to
nme sonewhere along the line that ought to be denonstrat ed.

DR YIN That's very good to put in, the very
specific question 5, A

DR HLL: Hasn't that been denonstrated by the
bulk of literature that's out there in the public,
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forgetting about |ooking at other PMAs? | do believe that's
been denonstrated very early. | can renenber we sat here or
sonepl ace and said there's no argunent that the device picks
up uterine activity, period.

DR NEUVANN  But we need to have that for
specific inplenmentations of this particular concept. The
literature shows that people fromReynol ds on, since 1948 |
think was his first description of the device, have been
able to detect uterine contractions and even, in sone of the
earlier work, |look at the propagation of uterine
contractions fromthe fundus to the | ower segnent. But that
doesn't mean that conpany X s device that is up before the
panel for review, in fact, works the same way.

DR HLL: Agreed.

MR PQLLARD: And, Dr. Neumann, that kind of
concern, that's certainly sonething that you can identify as
a hazard that has an associ ated characteristic of the device
that can be addressed as a special control with a clinica
study that shows the device, in fact, can pick up
contractions. That's a different kind of study, of course,
than the studies that we were looking at earlier this
norning that were looking at clinical efficacy. It's a
focussed study to | ook at the function of the device as a
measurenent tool to pick up uterine contractions.
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DR EGQ@INTON So does that concept go here as one
of these A B, C D at this point?

DR YIN It fits perfectly for one of the A B,

C Ds
DR DAMOND: Ability to identify contractions?
DR YIN Mnhmm
DR EGINION Dr. Perlnmutter.
DR PERLMJUTTER But | thought that work had
al ready been done. | thought that was done as part of the

original PVA subm ssion.

DR DAMOND: | think the issue is, though, that
if thisis reclassified that there nay be conpanies in the
future that will conme up and try to apply for 510(k)
approval and one of the things we want to nake sure for this
new devi ce that conmes up is that it has these
characteristics, these capabilities.

DR PERLMJUTTER | thought that was inplicit in
the reclassification, that any device that was conparabl e
had to be conparabl e, including--

DR YIN That's why he wants to include it--

DR PERLMUTTER  Ckay.

DR NEUVANN  What | was concerned about is that
the way things have gone this nmorning it's just been
conparable in terns of safety issues that, as far as I'm
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concerned, don't really exist, and the real question is does
it neasure what it's supposed to? And no one's said
anyt hi ng about that.

DR EQ@INION So this is the right place for
that, Dr. Yin?

DR YIN Yes.

DR EGINTON  To specify that the device that Dr.
Perl mutter designs in her garage and submts for a 510(Kk)
approval actually does detect contractions?

DR YIN R ght.

DR PERLMJUTTER Ceorge is going to hel p ne.

DR BLANCO I'mwith you.

DR DAMOND: So this should probably be inability
to identify contractions would be the hazard.

DR BLANCO Right.

DR NEUVANN O the ability to identify sonething
that is not a contraction and calling it one.

DR DAMOND: | think that would fall within this.

DR PERLMJUTTER Wat's the characteristic, then?

DR D AMOND: Probably along the Iines of what you
were saying, to neet the standards that have been previously
establ i shed, | woul d think.

DR EGINTON It's insensitive or overly
sensitive, one or the other.
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DR PERLMJUTTER O both, Gary.

DR EGINTON Rght, that's what | nean. It's
either insensitive or it's overly sensitive. It has false
positives and fal se negatives in detecting contractions. It
has to be sensitive and specific.

DR DI AMOND. Sensitive and specific. It's not
really a hazard.

DR BLANCO You probably need to reword it if you
want to be nore specific. The conponent applied to the skin
nmust be sensitive and specific inits ability to pick up
uterine contractions.

DR CHATMAN | think Dr. Neumann was saying that
we don't know if this thing actually works, and that's what
the hazard is. W have no know edge to docunent the fact
that this thing doesn't work, and that's the hazard.

DR BLANCO | think they want us to conpare it to
others that have shown that. There's new technol ogy. Now
there's nore of a hypothetical--if there's new technol ogy
that comes in on how you can measure uterine contracti ons so
that they, rather than a plunger or the ring or whatever,

t hat somebody comes up with an el ectronagnetic way of
thinking that they do it, then you want to be able to nake
sure that it really does nmeasure contractions.

Isn't that what you were saying, M ke?
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DR NEUVANN  Yes, | think that's a good point.

DR DOMS: | would say it's inability to detect
and the characteristic of the device would be the fal se
negative rate.

DR DAMOND: | don't know about fal se negative
but it needs to--

DR DOMS: False negative rate is the
characteristic of the device that affects its inability to
detect uterine contractions appropriately.

DR PERLMJUTTER  How about failure of transducer
to be sensitive and specific?

DR HLL: Yes. That's what we're saying. That's
what we want.

DR EGQINTON |Is there anything el se anybody
wants to add?

M5. DOMECUS: Dr. Eglinton? | did want to clarify
one point. On question 5 on the suppl enental data sheet
we're asked to identify any risks to health but the question
we answered on the reclassification petition asked us
whet her or not we thought that the device presented any
unreasonabl e risk of illness or injury.

| wanted to focus on the word "unreasonable.” [|I'm
wondering if we answered yes to that question just because
we neant that there were risks or do we really mean
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unreasonabl e risks? | interpret unreasonable risks to nean
ri sks that outweigh the benefits. Ws that really what we

were saying? | think I know what Dr. Bl anco woul d say but

is that what the rest of the panel was sayi ng?

DR EGINTON Dr. HIIl said the same thing in
terns of the exposure of wonen to tocolytic agents, which
occasionally results in a wonman wi nding up in an intensive
care unit on a ventilator. That's an unreasonabl e ri sk.

DR NEUVANN  Can | ask why that never gets
reported as an MDR? |Is MDR just strictly for techni cal
hardware problens? It seens to nme that's sonething that
ought to be reported.

M5. DOVECUS: Wl |, the MOR reported the device
probably and if she's in intensive care because of the
agent, that's a drug and probably the drug nmanufacturer
woul d have to report that. So it may not be sonething that
t he devi ce woul d pick up

DR NEUVANN But it's the result of a device. |If
| can use the infant apnea nonitor exanple again, there have
been nunerous | awsuits over the years for the nonitor
failing to operate properly, which resulted in nmany in these
cases in death of the infant and while that's a nuch nore
extrene case than what we're tal king about here, it seens to
me it's the sane kind of issue.
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M5. DOMECUS: It probably just depends on howit's

recorded in the hospital. [It's probably recorded in the
hospital as a reaction to a drug, and that way it doesn't
get back to the manufacturer of the device, even though it's
sonmewhat rel ated

DR YIN O they may report it as a problemwth
the ventilator. Wo knows?

DR EGQ@INTON So do you think we're ready to go
to question 7 on the questionnaire?

DR DAMOND. | think so. "If device is an
inplant or is life-sustaining or |ife-supporting and has
been classified in a category other than Aass IIl, explain
fully."”

| don't think we'll have any di sagreenent that it
is not an inplant. Then the question becones is it thought
to be life-sustaining or |ife-supporting, and | don't think

we shoul d have di sagreenent on that. The answer shoul d be

no.
So | woul d suggest that the answer to this is "not
applicable.™
Then nunber 8, if | can nove on, Gary?
DR EGINION | think what we need to do,
M chael, is go back to the questionnaire, to question 7 on

t he questionnaire before we get down to the bottomhere for
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our recomrendati on.

DR DAMOND: | think you're right, absolutely.
"Il go ahead and read question 7. "lIs there sufficient
information to establish special controls to provide
reasonabl e assurance of safety and effectiveness?"

DR EQ@INTON And if the answer is yes, it's a
Adass Il itemand then we need to fill in what those special
controls are, if | understand this correctly.

DR DAMOND: | think clearly there is evidence by
whi ch we can establish special controls to go over nmany
aspects of what we've been tal king about. | guess the
question wll end up being: Are there any areas where we're
not able to put in controls which would be able to provide
reasonabl e assurance of safety and effectiveness?

DR EGINTON  Maybe | could ask a question of the
FDA here. | think the greatest disconfiture of nost
clinicians who argue about this and the panel nenbers is
that patients are enrolled in hone uterine activity
nmoni toring, nunber one, who do not satisfy the criteria for
the approval of the three devices that have been approved,
nmeani ng this technol ogy has been approved only for wonen who
have suffered a prior pretermbirth and the vast majority of
the patients are enrolled "off-label."” That causes a great
deal of heartburn, even for those people who agree with the
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concept that it has shown benefit in that special category
of patients.

So perhaps if we checked patient registries and
required, since these nonitors are all in the hands of one
corporation--is that true, so far?--if there were a
requi renent that any patient enrolled had to be enrolled on
aregistry and that registry submtted to the FDA daily,
weekly, nonthly, quarterly, annually, sone kind of
conpl i ance foll owup, then the FDA woul d enbark upon sone
enforcenent action if other patients are being enrolled?

| nean, you can't enroll a patient on hone uterine
activity nonitoring as a private physician. There's no way
to do that in your office.

M5. DOMECUS: |If the purpose of the registry,

t hough, is so FDA can take action--you' d be asking themto
take action agai nst the physician for making the decision to
use the device and | don't think they can do that.

DR EG@INTON No, it's against the conpany for
enrolling the patient into the service when she does not
satisfy the entry criteria.

M5. DOMECUS: |'mnot aware that the conpany is
involved in the enrollnent. Is that how it works?

DR EG.I NTON  Yes.

DR D AMOND: The conpany has to be invol ved
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because they have to nonitor the tracing. They or their
subsi di ary, sonebody has to know who they are.

DR BLANCO That actually is a very intriguing
i dea because when you think about what we tal ked about, we
tal ked about the |inkage between the cascade that the
nmonitor starts and we tal ked about how this isn't reported
as a conplication of these things and we don't have a good
idea of all the patients that have been put on these
nmoni tors, how many ended up goi ng post-dates, how many ended
up proving that they didn't need it, as opposed to how nmany
did it prevent and how many went into prenature |abor and
del i vered preterm anyway.

So it mght actually be a nmuch better approach to
requi re sone patient registry or perfornmance standards or
sone sort of followup as to what's going on with all these
folks that are being put on, and | ook at some paraneters
that woul d address our issues of disability--you know, how
are we inpacting on wonen's lives and the issues of the
initiation of other drugs and other interventions and how
that all falls out.

So | think, although I had not thought of it at
first, | really think that that mght be the way to really
gain a lot nore insight into what's happening with these
nmachi nes and what the outcones are for these patients. So |
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woul d be very much in favor of suggesting sonething |ike
that. | don't know the rules and whether that can be done
for products that have al ready been approved through the
PVA. | guess that will be up to the FDA. But certainly
there will be new products comng down the line and that's
why we have this request. So at | east we can get sone

i nformation from sonet hi ng.

DR EGINTON | don't know whether that woul d
apply to any previously approved devices. |'maguessing if
this particular device were to be--these devices, any device
inthis category, if this is reclassified as a 510(k)
devi ce, so then any nmanufacturer who brings another device
for a 510(k) approval would be required to, for exanple,
keep a patient registry and submt that on a schedul e
required by the FDA

DR NEUVANN  But the nanufacturer that has
al ready an approved devi ce does not have to do this? It
seens to nme that, even though we're not supposed to talk
about it, that has economc inplications.

DR BLANCO W can talk about it as an extra
burden on certain nmanufacturers.

DR D AMOND: But they woul dn't have had to go
t hrough a PVA route.

M5. DOMECUS. Exactly. |1'mnot sure actually how
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the laws would apply there but it would be sonmething to
consider if the people who' ve had to go through the nore
bur densone PMA process would now, as a result of this
nmeeting, end up having their conpetitors who have cone | ater
go through the easier 510(k) process and, on top of it, the
PMA manufacturers had to pick up the extra burden of the
patient registry. That would be a tough pill to swallow and
maybe that's howit's got to go. |'mnot sure howthe
regul ati ons woul d apply.

DR DAMOND: Probably the issue today is if we're
t hi nki ng of recommendi ng changing it to a dass Il agent
that it woul d be our recommendation that registries be
establ i shed so that any devices that end up bei ng approved
through this nechanismin the future, that information will
be avai |l abl e.

DR HLL: You' re talking about some degree of
post - mar ket surveil |l ance?

DR D AMOND. Yes, in essence.

DR EGINTON  Is there any other discussion?
Anybody want to weigh in for or against that concept?
Anybody want to vote against it? Is there a call for a
question or is there general acqui escence that we coul d
check the box called "patient registries"?

DR BLANCO |I'mnot quite sure what the
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circunstances is. | nean, Wash has brought up post-narket
surveillance. 1'mnot quite sure what the difference is
between a patient registry and post-narket surveill ance.
think the idea would be to ook at what are the outcones of
the wonen that are being put on this to be able to, w thout
bei ng overly burdensone in terns of--1 nean, | don't know
that you have to do it every week or whatever, but at sone
poi nt | ook at women who have been put on this and | ook at
what inpact has that nmade on their |ives and what inpact has
that made on their outcones. That, | think, would be
tremendousl y val uabl e.

M5. DOMECUS: | think there's a big difference in
terns of burden on the manufacturer between a patient
regi stry and post-nmarket surveillance. The biggest burden
is that post-narket surveillance can be on a subset of the
patients that are using the device, versus the patient
registry, as | understand it, woul d have to be on everybody.
That's a huge adm nistrative task for manufacturers to
under t ake.

DR EGINTON | think that's really Dr. Blanco's
point, that it should not be a huge admnistrative task
because there shouldn't be that many patients exposed to the
devi ce.

DR BLANCO | agree.
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DR EGINTON  I'I] guarantee you that in Northern

California Kai ser Pernmanete group there were not 2,422
patients who had a previous pretermbirth in the Dyson
study. They were sonehow called high risk for preterm]l abor
and delivery but they had not all had a previous preterm
birth because that's a boatl oad of patients.

DR BLANCO | think the beginning of it, and
maybe we went over it too fast, is that |I think one of the
special controls that | think we're talking about is this
issue of the off-label, that we very nuch--okay, these
t hi ngs have been approved and that's where they shoul d be
used, not off-I abel.

So | think that that goes along as a speci al
control that we would recommend. |Is that not right, Gary?

DR EGINTON  That's what | was suggesting in
response to your point.

I s anybody troubled by calling it patient
registries? | agree it's sone kind of post-narket
surveillance. 1'mnot enough of an FDA sonati ci st,
bureaucrat, technocrat to know the difference between post -
mar ket surveillance and patient registries.

DR YIN | think there's a great difference.
Post-marketing is not |like you register every patient but
this one is every patient has to be regi stered, provided
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they have a previous preterm

DR BLANCO Could | ask maybe--we've heard from
A ndy fromindustry--could we ask the two industry
representatives that presented before us to address that
issue, if they want to?

DR YIN You nmay not want to put themon the
spot .

DR EQ@INION It's not a challenge. 1t's an
opportunity to say sonething to respond on this issue if you
w sh.

M5. DOMECUS: | woul d encourage themto do so.
This is a big undertaking.

DR BLANCO Let ne tell you why I woul d encourage
you to say sonething. VW would |like to know what are the
difficulties of doing one versus anot her one because we're
probably going to end up voting one versus anot her one. The
nore informati on we get fromeveryone, the better decision
we hopefully woul d make for wonen and for you

DR HLL: 1'dlike to know fromthe FDA the
di fference between post-narket surveillance and a pati ent
registry.

DR YIN Patient registry, it would be every
patient, you have to have certain records. Post-narket
surveillance is saying, "Let's take a subset.” You can
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design the study entirely differently. Patient registry is
ever yone.

DR HLL: So post-market surveillance could be to
take those patients who had a previous pretermbirth and see
the inpact of the device?

DR YIN And you may not say that everyone nust
enroll. You may say to take 500 of each and follow for how
long. But patient registry is everyone.

DR HLL: Every patient who receives the device?

DR YIN R ght, with that indication.

DR BLANCO Wat about | ooking at side effects,
maj or side effects that follow patients who have used this
pr oduct ?

DR YIN You can design that. First of all
ei ther one, you can design to gather infornation |ike that
but with the patient registry, every patient nust be
regi stered. Then you still ask for those outconmes. And for
t he post-narketing, the sane way, but you don't have to
regi ster every patient. You can still ask for outcones.

DR EG@INTON W are comng up on a break in just
a few mnutes here and we can have sone industry comment
after the break if you all want to spend a little nore tine,
get your heads together, talk alittle bit nore during the
break, then offer sone comrent.
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Dr. Perlnutter?

DR PERLMJUTTER Lillian, one of the things that
you sort of nunbl ed through there was that with both the
pati ent surveillance and the post-nmarketing surveillance
that this would only be for pretermlabors.

DR YIN That's what | thought, that you are not
going to nonitor for off-1abel because you are sayi ng that
this product is--as | understood, the reclassification, even
Coronetrics, they're asking for the sane indication and the
i ndication they had on the piece of paper is exactly the PVA
approval, right?

DR DAMOND: But the thing | think I heard Dr.
Bl anco saying and Dr. HIIl saying is that they'd like to
know al | the patients on whomit's utilized, not just the
ones with this indication, and they'd |like to have a
registry of all uses perhaps.

DR YIN | don't think you can do that because
you are telling each conpany--they are using your device--"I
want you to do a patient registry.” You cannot go to Kai ser
PErmanente and say, "l want you to do that." That's not
FDA' s purvi ew.

DR EG.INTON  Kaiser Permanente can't do it.

DR YIN FDA cannot--

DR EGINTON  But the point is--let ne clarify
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this for the people who are not clinicians and don't know
how this works--if you want to put a patient on home uterine
activity nonitoring you have to call Matria after you' ve
cal | ed her nmanaged care conpany and gotten an authori zation
nunber; then you call Mtria and you say, "I want to put the
patient on hone uterine activity nonitoring." A Matria
nurse talks to the patient, takes the equipnent to her house
and teaches her howto do it and she starts naki ng phone
calls every day. It's a conpany issue. It's not a Northern
California issue. It's not a Kaiser issue. It's a conpany
I Ssue.

DR D AMOND. What you're saying is that the
conpany currently is intimately involved with every patient
who- -

DR EGINTON  Every single patient.

DR DAMOND: It's not sonmething |ike an
ul trasound machi ne that goes to the hospital and the conpany
has no idea howit's used. Any patient that goes on this
devi ce, the conpany knows who that person is because the
data is going back to the conpany for themto nonitor it.

DR EG@INTON And there mght be, in sone |oca
mar ket pl ace, there m ght be anot her conpany, perhaps
Coronetrics in another narketpl ace outside of where |
practice, that has sone contracts w th sonme nanaged care
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providers and they can do the sane thing, but still it's
t hat conmpany who owns the device we're interested in. That
conpany has the patient. That conpany controls the patient
information. That conpany has every piece of infornation
about that patient and it has every patient and knows the
i ndi cations for which the physician suggests that that
patient be enrolled in nonitoring.

DR YIN W are here to regul ate those conpani es.
Li ke conpany A, they cone up with a product and conpany B,
conpany C W are telling each conpany, "You nonitor those
patients. W want a registry of your device, of the
patients for your device."

| cannot go to a third party that they buy devices
fromA B, Cand use it interchangeably. W are not going
to go to that conpany that is providing three different
types. W are only regulating the conpany that we're
telling them-they' re naking the devi ce.

DR DAMOND: But there is no third party.

DR YIN | don't know

DR DAMOND: M understanding is there is no
third party.

DR YIN R ght nowthere's one conpany. They
bought all the products. Suppose thisis in dass Il, so
anot her conpany nmay be able to provide two or three
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products. So we are telling the manufacturer of each
product to do the surveillance or to patient registry.

DR EGINTON O whoever buys that conpany.

DR YIN R ght.

DR EGINTON  That's the concept we're talking
about .

DR YIN Ckay.

DR EGQINTON |If one conpany buys seven ot her
conpanies, we're saying the obligation transfers with the
purchase of that other conmpany. That's what Dr. Bl anco
want s.

DR NEUVANN  What happens if sone sort of care
conpany was established that bought devices froma
manuf act urer and was responsible for the care of the
patients but did not nanufacture the device and did not have
to follow the good manufacturing all of the other FDA
concer ns?

DR YIN W always go back to the manufacturer.
You see, if I"'mmanufacturer A and I sell the products to
you, you' re not a manufacturer but FDA woul d conme back to ne
and say, "You sold that and | want you to nonitor him
want the patient register fromne." So | have to go to you
and get that.

DR NEUVANN  To t he manuf act urer?
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DR YIN They cone to ne. FDAw Il cone to ne.
|'mthe nmanufacturer. | have a factory and |' m maki ng the
devices and | sell to you. Then FDA cones and says,
"Lillian, | want this patient registry provided to ne." $So
it"'suptonetoget it.

DR NEUVANN  So no matter what happens, if we
decide that we want a patient registry, we'll get it?

DR YIN Provided | amable to do it.

DR HLL: But only for the indications for which
t he devi ce was approved?

DR YIN | hope so.

DR DAMOND. Wy is that? | don't followthat
part. Wy, if one of the two conpanies that's here today
has a registry of every patient in whomit's being utilized,
why would we only want to have a registry--if they have a
list of all the patients in which it's being utilized, why
woul d we only want to have a registry of the patients with
t hese indications?

DR YIN But those are off-1|abel use.

DR H LL: But you don't have any way of know ng-
-right now you have no way of know ng. W want you to have
a way to know.

DR BLANCO That's part of the information that |
think we need to have.
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DR D AMOND. The off-1abel use, as | understand

it, isnot illegal. 1In and of itself, there' s nothing wong
with that. It nmay place ne, as a practitioner, at greater
liability risk but it is not sonething that's illegal or a
pr obl em

DR YIN I'mwlling to go back and check wth
our general counsel but | can be very sure that if it's off-
| abel use, howcan | require patient registry? Because FDA
says, "This is howit should be used." And if you' re using-
-see, even the drug study--they don't put all those
patients' nanmes for the non-I|abel use.

M5. DOMECUS: | think that what Dr. Yinis trying
tosay is that if a patient registry is required, | think
that there will be a burden on the manufacturer to prevent
off-1abel use. 1Is that what the panel is asking or does the
panel just want to collect information on how often off-
| abel use occurs and what kind of followup data? O are
you trying to place the burden so that the manufacturer wll
be in a position where they have to not allow off-|abel use?
That's what | think, if we have to docurment it, that, in
effect, will be what happens.

DR EGINTON  Could we clarify something here?
Does anybody know of an i ndependent nanufacturer who
manuf act ures these devices and then sells themto a hone
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heal th care service?

DR YIN Yes, we have the conpani es here.

MR COMRT: TimOGCowart fromMatria. Several
conpani es. You' ve got Advanced Medical. | believe they're
| ocated in Connecticut. You ve got Bionedical Equipnent.
They're located, | believe, in St. Louis.

You' ve got HoneView, also on the Wst Coast. They
way they' ve set up basically is they sell to distributors or
hospitals. They set up their own little nonitoring program
So the ability to collect that data is nonexistent at that
poi nt .

DR EG.INTON Have those nonitors been through
t he PVA process?

MR COMRT: No, | don't believe they have. They
have been through the 510(k) process. The way it basically
has worked is the physician, as you have described, calls
in, says, "I have a patient to be put on your service," and
the prescriptionis witten. At that point the conpany
basically either advises them "W can't do this," or
basi cal |l y provi des the service.

DR EG.INTON  But what conpany provi des that
servi ce?

MR COMRT: In that particular scenario that |I've
just described it would be, say, if | sell to you as a
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hospital and you set up your own programit woul d be you
that woul d receive the prescription. It would be you--

DR EGINTON  So the hospital, in that nodel, the
hospital is running a service?

MR COMRT: That's correct and if the device is
put inthe AQass Il category, that's the likely scenario
you' re going to have.

DR EGLINTON  But these devices--1'm confused
now- -t hese devi ces were approved for what?

MR COMRT: But termlabor at this point under
the premarket 510(k) process, as a dass |l device.

DR EQ@INTON R ght. They were not approved for
this use.

MR COMRT: That's correct but those devices
still being used.

DR EGINTON It nmakes ne wonder why we're
spending all these hours of all these hard-working people
struggling with this one concept for one device to be
approved for this indication. Wy bother?

DR YIN W did approve three PVAsS for that
particul ar indication.

MR COMRT: Wll, the way it was described it was
a labeling indication for that particular use and the
di stinction was basically focussed upon termversus preterm
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use and the fact that there were questions of effectiveness.

DR EGINTON R ght. But of the three devices
t hat have been approved through the PVMA process, with the
indication being use in pretermpati ents who have had a
previous pretermbirth, are those nmanufacturers free-
standi ng manuf acturers who sell their devices to a service?

MR COMRT: Qiginally yes but through nergers,
no.

DR EGINTON  That's what 1'mgetting at. There
is no free-standing manufacturer with an approved devi ce.

MR COMRT: Wth a PMA-approved devi ce.

DR EGINTON  Wth a PVA-approved device for this
i ndi cati on.

MR COMRT: For this one indication, but there
are several others for the other indication and there's been
really no distinction in the narketpl ace affording that
particul ar distinction of whether this device is approved
for this use or this device is approved for that use.

DR EG.INTON  Thank you.

Wul d this be an appropriate point to take a 15-
mnute break to get |lunch set up? Then we can conme back and
convene. Let's say about 25 mnutes after 12:00.

[ Wher eupon, at 12:05 p.m, a lunch recess was
t aken. |
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AFTERNOON SESSI ON

[12:30 p. m]

DR EGINTON kay, can we get started again
here? W would like to offer sone opportunity for sone
i ndustry response, comrentary, w thout interrupting you in
m d-swal l ow. You coul d go second.

M5. FQUTS. Maria Fouts again with Corometrics
Medi cal Systens. | guess you wanted to know i nfornmati on
fromthe perspective of the manufacturer, what our opinions
are about post-market surveillance and patient registries?

Wth respect to patient registries, as far as our
experience, we've not been required to do any patient
registries and we don't do patient registries for any of the
devi ces that we manufacture right now

Just to give you an exanpl e of the types of
devi ces we nanufacture, perinatal nonitoring systens, infant
apnea nonitors, adult types of critical care nonitoring
equi pnent .

In terns of post-narket surveillance, we do post-
mar ket surveillance in terns of device tracking for the
i nfant apnea nonitoring lines that we have and this is not
an overly burdensone thing for us.

But | want to go back and make a poi nt about
patient registries. A though the current Aass Il devices
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right nowthat are on the market for home uterine activity
nmonitoring is really restricted to just Matria, Coronetrics
is not--unlike Matria, Coronetrics is not a nmanufacturer and
a service provider and we've not considered becomng a
servi ce provider

The exanpl e woul d be the study that we sponsored
with Dr. Dyson, the Kaiser study, in that Kaiser Pernanente,
they set up their own service program |If we ever go into
that type of narket, we'll probably adopt the same thing

So in terns of that exanple, we think patient
registry is a good and valid idea, especially to maintain
the restricted indications for use. But as far as
i npl enentation froma nanufacturer's standpoi nt, we've not
addr essed t hat.

DR EG.INTON  Thank you.

MR HUEY: |'mRay Huey from Coronetrics Medi cal
Systens. | have a question. Wth respect to the intent of
the patient registry system would that be to put the onus
of the responsibility on the manufacturer that the device
was used on-label and to prevent it fromnot being used off-
| abel ? In other words, we would have to know virtually
i mredi atel y when a device was prescribed for use and nake
sure that it was being prescribed properly? 1Is that the
concept that we're working towards here?
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DR BLANCO He's looking at ne so | guess he
wants the | oudnouth to answer.

| think the concept that nakes, for ne, the
patient registry or post-market surveillance interesting is
that it's a way to gather information of what happens to
these patients--yes, to sone extent who gets put on and who
doesn't get put on and what really does happen out in the
real world.

| don't know how many patients have been put on
this but | would estinate it certainly has to be in the
hundreds of thousands, if not inthe mllions. W're
arguing in this great study of 2,400 and the data is
probably out there already. |If not, we need to | ook at
t hat .

So | think it's a multi-issue. Howoftenis it
used according to indication, as opposed to off? Wiat does
happen to these peopl e when they use this particul ar
procedure? What is the rate of conplications that occur
foll owi ng these things? Wat's the success rate? Wat is
the rate of actually having pretermbirths anyway, of people
who go term post-term whatever?

| think it's the ability to be able to track a
very controversial and very contradi ctory area of nedicine
and gather the information in a very w despread way t hat
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will really answer the questions: Are we doi ng sonet hing
beneficial for the patient or should we basically put the
nmachi nes over here and let themlie and not ever put them on
anybody' s bel | y?

Does that kind of answer your question?

MR HUEY: That answers ny question but that's
nore along the lines of a study, as opposed to a requirenent
of a manufacturer inposed by the FDAin its jurisdiction.

From ny perspective as a nanufacturer, patient
registration, if we were required to register patients for
t he purpose of denonstrating that the device was not used
of f-1 abel woul d not be workabl e.

M. DOMECUS: Dr. Blanco, what | hear you asking
for alsois a study and it basically sounds |ike you're
asking for a study of the safety and effectiveness of the
device, which | don't think falls into the category of
special controls. And if you want those questi ons answered
inthe formof patient registry, you re basically talking
about a study popul ation that's your entire narketed device
popul ati on.

DR BLANCO Wll, teach ne what a patient
registry is for in a category Il device.

M5. DOMECUS: Maybe FDA can gi ve sone exanpl es of
where it's been used but | thought the purpose was things
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i ke cardi ac pacenmakers, so if you find out there's a
probl em you can track people and find out who has those
pacenakers and do sonething about it. It isn't really
supposed to be--1 don't think, and naybe FDA can comment--a
clinical study to address safety and effectiveness
gquestions. And maybe those questions you're asking coul d be
answered in a subset of patients.

DR EGINTON | was the one who suggested the
patient registry first when | sawit on the formhere. M
concept, the reason | suggested it was an opportunity for
the FDA to enforce sone conpliance issues. And
conceptual ly--1 don't know the law. | don't know how the
| aw wor ks but ny concept woul d be that whoever owns that
monitor is required to maintain a registry of every time it
is used and is required to forward that to the FDA in some
time period, whatever is required. It's probably quarterly
or nonthly or sem-annually, sonething |ike that. Woever
owns that nonitor has to respond to the FDA Every tine a
patient has that nonitor applied, the register is filled out
and on sone tinme frane, the FDA gets that piece of paper.

M5. DOMECUS: So you're just interested in use
information, not safety and effectiveness data on those
pati ents who have off-| abel use?

DR EGQ@INTON Correct. Wen is the technol ogy
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applied? Tell ne every patient on whomyou applied that
t echnol ogy.

Now, that means that would apply to the actual
instrunent. Every instrument has a serial nunber and
there's a registry, alog for that instrunent, and such | ogs
exist, I"'msure, for other instruments. The nechani sm of

control is the serial nunber on the instrunent as it | eaves

the factory. Wioever owns that instrument has to fill out
that log. It mght be a hone health care agency who has
bought three nmanufacturers. It mght be a hospital that

buys instrunments froma free-standi ng manufacturer. But
whoever owns that instrunent, in ny nodel, would have to
respond to the FDAwith a list of every patient who is
exposed to that technol ogy.

M5. YONG | understand fromDr. Yin that it al so
i ncl udes outcone data on the individual patients. M

gquestion was going to be: Does it?

DR EQ@INION | don't nean just her name and
nmedi cal record nunber. | mean a register of their clinical
course. The data elenents on the registry, | assune, would

be specified by the FDA and woul d be as we recommend.

DR YIN Yes, as you recomrend.

M5. DOMECUS: Dr. Yin, can the FDA require a
registry of the service or the hospital or can they only
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require that of the manufacturer?

DR YIN | think we nornally regul ate
manuf act urers.

M5. DOMECUS: R ght. And so if no manufacturer is
actually getting involved directly with the patient, | don't
know if this--

DR EQG.I NTON As | said, | don't knowif that
can be inplenented. | amassumng if we say that this
technol ogy has the potential to cause great harmand as a
requi renent of unleashing it on the public that whoever owns
this technol ogy nust keep a record of all the patients
exposed to it, I"'massumng that's legal. There has to be
sone parall el

If you put a pacenaker in sonebody, that's device-
tracking. You track that device forever. This isn't
i npl anted but what sone nenbers of the panel are suggesting
isit leads to great harmin sone cases, so it's somewhat
anal ogous.

DR YIN But one thing that | nust caution you,
though, this is a few years ago; one nanufacturer told me
that patient registry is extrenmely expensive. In order for
it to be well done it's very expensi ve because each patient,
you have a list of even 10 questions to answer and it has to
be done correctly. [It's very expensive.
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M5. DOVECUS: And if you want outcone data you're

going to have to continue to follow the patient and fol |l ow
themif they nove or go to a different doctor. It can be
qui te conpl ex, dependi ng on what information you have.

DR EQ@INTON There will be lost data in any
registry. That's true but that's--1 don't think we need to
spend our time worrying about the exceptions. Mst patients
don't nove once they've entered preterm]| abor.

Any ot her discussion on that?

DR STANZIANO I'mGry Stanziano fromMatria
Heal th Care.

| just wanted to clarify one thing. Mtria is in
a rather unique situation in terns of being--1 won't say
accused but nore or |ess accused of nmanufacturing a home
uterine activity nonitoring device and al so providing the
service. That really wasn't by design. That pretty much
cane about as a nunber of nergers and busi ness deci sions
wer e nade.

In fact, the fornmer Heal thdyne System 37 hone
uterine activity nonitor, which is a dass Il approved
device, actually is nmade by Heal t hdyne Technol ogi es, which
is awolly and separately owned conpany. W just happened
to purchase that nonitor from Heal t hdyne Technol ogi es. They
are actually the manufacturer, so it has nothing to do with
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nme and ny department and nursing structure or anything.

Because of a nerger, we do have the PDS, Cenesis
and the Carelink CarePhone, which we, as Matria, say we do
manuf act ure but honestly, those devices are used in spotty
pl aces right now They're really not our system of
preferred choice to manufacture or get involved wth.

So really the relationship right nowis nostly
wi th Heal t hdyne Technol ogi es, a separate conpany, and that
is kind of the present. That's not to say in the future, if
this requirenent was nade, that business, the rest of the
industry mght structure things differently. 1In fact, we
mght restructure differently and put things nore along the
structure of what Coronetrics has right now and get those
two things divested--the nmanufacture and the service.

If anything, it seens |ike having this requirenent
of surveillance and patient registry, in a way, would
restrict some of the trade on this device and that Matri a,
and | believe Coronetrics would agree with this, is probably
in the best position to do this. | nean, we do have patient
data as a result of our service provider side. W do
col l ect outcones at a very significant cost, and | know you
don't want to hear our troubles, our financial problens and
costs but it is a burden that certainly the manufacturer,
Coronetrics or Heal thdyne Technol ogi es, would not be wlling
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to do and if that was the absol ute requirenent, perhaps
woul d not enter into the market because of that.

But as the entity that probably has the best
chance of doing a patient registry, we still do not support
it as a conpany. | don't think it will serve a gatekeeper
function, if that is the intent. The gatekeeper function is
really controlled by the prescribing physician. That's for
himto work out with the medical coomunity, his practice and
t he payor.

VW really don't get indications right now fromthe
physi ci an and Heal t hdyne Technol ogi es certainly is not aware
of them on why the patient was placed on the service. W
have an idea in total, as we look at all our patients in
retrospect, what sonme of their risk factors are but we do
not get involved with specifying the exact indication.
That's between the physician and the insurance conpani es.

W also, just to reiterate--case nanagers at the
I nsurance conpanies--just to reiterate, we do feel that
Aass Il reclassification would open up the device for
wi despread use and there woul d be even | ess of a chance of
col l ecting any of this data.

DR EG.INTON  Thank you.

Any ot her comrent on this?

Wul d anyone care to nove that we vote yes for
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patient registry?

DR DOMS: | nove we have a patient register.

DR EGINTON  Second?

DR BLANCO  Second.

DR EGINTON  Those favoring yes for patient
regi stry, please raise your hands.

| think that's everybody. Any opposed or
abst ai ni ng? Ckay, thank you.

Any ot her special controls anyone mght want to
suggest - - post - nar ket surveil | ance, perfornmance standards,
device tracking, testing guidelines or any other specia
control s soneone mght want to put in?

DR DAMOND: There is a series of general
gui del i nes that FDA has regardi ng use of machi nes that have
electricity, which I think we'd want to incorporate into
special controls. There are also simlar guidelines with
regard to patient and clinician instructions, controls
related to device design and al so controls regardi ng the
portions of the device that conme in contact with the
patient.

| woul d think we probably would want to suggest
that the general guidelines that apply in all those
categories be ones that woul d be included under ones that
we'd want to |ist here as special controls.
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DR BLANCO | would agree with that. 1 also
wonder if M chael's suggestion about nmaking sure we're
measuring uterine contractions, | guess that woul d be
included as one in there, as well.

DR DAMOND: | amtenpted to put here "ability to
accurately, sensitively and specifically identify
contractions.”

DR EGINTON  Dr. Wininger had sonme comrent on
that. Apparently that's already built ininplicitly but Dr.
Vi ni nger, go ahead and educate us, please.

DR VEI N NGER  Sandy Wi ni nger, FDA

The design control s--quality systens regul ati on
and the design controls in specific require the nmanufacturer
toidentify the clinical requirenments and desi gn and devel op
and test his device to ensure that the device neets those
clinical requirements.

So | already have the ability to go into a
manuf acturer and say, "Wat is your device supposed to do
froma clinical perspective? How do you translate that into
engi neering specifications? How do you ensure that the
devi ce you have built achi eves those engi neering
speci fications and how do you validate--that is, how do you
ensure that the requirenents that you have specified in
front are what the device delivers to you?"
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So that's what the design controls gives ne
currently. You can specify conponents of that--for exanple,
devi ce requirenents, performance requirenents, something to
that effect. But those specifications are already required
of the manufacturer.

DR DAMOND: As I've heard people talk, we want
to make sure you can do exactly what you just said. So what
| hear you saying is that we do not need to wite anything
down on this line under "other."

DR VEINNGER That's correct.

DR D AMOND.  You al ready have that?

DR VEINNGER W have that authority.

DR DAMOND: Ckay. Should | wite down the
i ssues regarding electrical devices or is that also inplied?

DR VEINNGER Let ne include that general
electrical safety is part of safety and safety and
effectiveness. Al dass Il devices--in fact, all dass IIl
devi ces, as well--have to be safe and effective in their
i ntended use environnents. That includes electrical safety.
VW use a variety of techniques currently to assess
electrical safety, either UL or | ECtype requirenents.

These days, particularly with the CE narket in
pl ace in Europe, nmanufacturers generally include that as
part of their device requirenents. So they design their
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devi ces to achi eve those requirenents.
DR D AMOND:. How about the controls for

instructions for patients, clinicians and al so for | abeling?

DR VEIN NGER Labeling is not ny experti se.
"Il 1ook across the room

MR PQOLLARD: You can certainly nmake requirenents
in the labeling as a special control. And | would just add
to Sandy's point. Although we do generally, in a general
sense, have the authority to ask for those very specific
aspects of electrical safety or transducer performnmance or
system performance, | think those are applied in a
discretionary basis and it certainly would probably add nore
inmport if the panel wanted to identify those up front, so
you can be absolutely sure those are things that FDA woul d
| ook into.

DR YIN If you check the box "perfornance
standards,"” that would do it.

MR PQOLLARD: | would just say perfornance
standards, in this context, refers to federally pronul gat ed
regul ations, which is alittle--we usually don't rely on
those. Wiat we rely on are the use of voluntary standards
in the context of special controls.

DR EG.INTON But we have a suggested list here
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t hat perhaps everyone--fromthe petitioner. |It's in your
folder. It's this little package of about six or eight
pages. It starts like this, handwitten.

If you turn to page 2, summary of the associ at ed
special controls, there's along list. The first one is
voluntary standards. The second one is special controls for
user instructions. The third one is additional special
controls related to design. The fourth is special controls
regardi ng patient contact.

I'd like to suggest that we just adopt all of
t hese under "other," which will save us about four days of
di scussing all of these.

DR BLANCO Wuld you like a notion?

DR EGINTON  That woul d be wonderful .

DR NEUVANN Before you do that, could I just
cooment? | think all of these are issues related to safety.
| suppose all these nunbers and | etters nean standards
around the world regarding safety, but | don't see anything
here that deals with the issue that | was di scussing before,
nanely that it does what it's supposed to do. And if we're
going to specify this, | think we have to specify that, as
wel | .

| woul d assune that these things are already
included in whatever it was that Dr. Wi ninger was tal king
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about before, so by specifying it specifically, we're giving
nore enphasis to this and I think we need to give equal
enphasi s to the physiol ogi cal performance, as well.

DR EGQ.INTON  Maybe Dr. Wi ninger coul d respond
tothat. | thought his counseling was that your point about
the clinical performance was inplicit within the 510(k)
mechani sm and these are additional, outside of that. Al of
this huge laundry list of all of these specifications, these
have to be specified outside of the generic 510(k) process?

DR VEINNGER M feeling is no, you don't have
to specify that laundry |ist because those are things that
we generally do as part of our standard operating procedure.
VW address electrical safety. W address environnental
safety. W address bioconpatibility where it's needed.
nmean, that's part of our discretion in using our experti se.

Wiere you believe that there is an inportant issue
that needs to be addressed, |ike Dr. Neumann has suggest ed,
pl ease put it down because we're relying on your advice to
tell us what you believe is inportant. So Dr. Neumann's
made a good point and you should put it down and we will
attenpt to use your advice and translate that into
regul atory requirenents.

DR HLL: So this laundry list is appropriate for
whether it's a PVA or a 510(k)?
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DR VEINNGER Cenerally for safety aspects, and
that's prinmarily what you' re looking at there, if | renenber
the list, it's electrical safety, those are appropriate for
dass Il and AQass Il devices; that's correct.

DR EGINTON  The laundry list here, the first
itemis voluntary standards regarding EMJEM. That's |IEC
601-1-2, ANSI G 95.3-1991. | assune that's all electrica
safety standards stuff.

DR VEINNGER That's correct. The way the
manuf acturer woul d usually address this is in their design
i nputs, when they go to design their device, they would say
what requirenments do we have to neet? And these particul ar
standards, general requirenents for safety, spell out the
levels of the insult in the environnent, in the intended use
environnent. And the nmanufacturer designs his box and tests
tothe levels that are in these particul ar standards.

DR EGINTON R ght, but now the question is what
you have been tal king with us about; it does include item 2,
special controls for user instructions, patient clinician
and on-product |abeling, or not?

DR VEINNGER | have been specifically
addressing item1. Colin spoke about item 2.

DR EGINTON So itemlis inplicit. It's
inplied in a 510(k) application basically.
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DR VWVEINNGER That's correct.

DR EGINTON  And clinical function of the device
isinplied in a 510(k) application. | nean, you' re going to
demand that. If it's an electrical device, it has to do
what they purport that it does.

DR VEINNGER | can say engineering function

DR EGINTON R ght.

MR SCHULTZ: Can | try to clarify sonething for
one second? This is Dan Schultz.

| think what we're tal king about is Sandy's
tal king about the general controls that we use, the design
controls that apply to every single nmedical device.

What we're looking for fromyou, in terns of this
specific device, and | think this was touched on earlier, is
for instance, the manufacturer for the device in genera
woul d have to show that yes, it can nonitor contractions and
that the engineering is appropriate to do that.

If you, as a panel of gynecol ogists, say that in
order for this kind of device to go to market that let's say
90 percent of patients should be able to be successfully
nmonitored, that would be a special control. 1In essence, it
would relate to the engineering, it would relate to the
ability of the device to do what it has to do but that would
be a special control that conpliance would not | ook for.
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That woul d be sone standard that you woul d set specifically
related to this device, to make sure that the device was
designed to be able to neet the clinical need as you, as
clinicians, see it.

So | don't knowif that clears it or nuddies it
but if there is sonme special standard in terns of how wel
this device perforns clinically that you would |ike to see
for all the devices that go to nmarket, then that's what
should go on that |ist.

DR YIN Let me add, though, since we're not
tal king about what dass Il should nmean, we are saying we
are renoving it fromQdass Ill to dQass Il. In order to do
that, then you woul d require the performance standards.
That's special control. Performance standards is in the
speci al control

So that's why you say, "Ckay then, | feel very
confident that this can be renoved fromlll to II," if
that's what you want--reclassify fromlll to Il. Then you
say for special control, we can have all those performnmance
standards, voluntary or whatever, to neet that, in order to
move it fromlll to Il.

MR RCSS: Lillian, | have a question directly
related to that. Can | be recogni zed here?

DR EGINTON  Sure, go ahead.
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MR RCSS: M chael Ross.

| understand the potential nerit in having the
patient registry. However, | also greatly appreciate the
potential nerit in doing additional clinical studies, which
woul d address the real underlying question, and that woul d
be required by nmaintaining the dass IIl1I.

And what |I'masking to the FDA at this point is
can you have these requirenents, including the patient
registry, while maintaining the device as a dass I11?

DR YIN | think I'"'mgoing to have Kathy Ponel ect
answer that question. |If this device stayed at Aass |11,
can they have patient registry now, retroactively?

M5. PONELECT: Kathy Ponel ect, director of the PVA
pr ogr am

| believe, although we have not done it, that we
can apply a patient registry to a dass Il product already
approved. W would have to do that by regulation and it
woul d not be easy to do.

DR YIN It would not be easy but for the new
Adass Il products, we should be able to?

M5. PONELECT: Normally when we apply restrictions
we apply restrictions in the PVA through the approval order
pr ocess.

MR RGSS: | would then nmake the comment that |
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think to nove the device to a Jass Il, just to get a
registry, is sort of self-defeating because what you really
need is nore studies and a greater denonstration of efficacy
and you nmay be best off with the conbi nati on of renaining as
a Qass Il device and a registry, if that's your desire.

DR YIN For dass Il products we can ask for the
clinical studies, also.

M5. PONELECT: There's anot her form under post-
mar ket surveillance. There are two forns. There's
di scretionary and required post-narket surveillance. And
the discretionary post-market surveillance would be what you
would want to apply if you want that provision, if you check
off that box, and that can be applied to both Qass Il and
Aass Il products.

DR EGINTON  Have we filled in enough in
question 7 to satisfy the FDA?

M5. DOMECUS: Have we formally answered yes to
question 7 yet?

DR EGINTON W have to decide if we've answered
yes. So there is sufficient information to establish
special controls to provide reasonabl e assurance of safety
and effectiveness, so we have sone special controls. |Is
t here enough power there that people want to vote yes to
classify as dass I1?
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DR HLL: Wat about additional studies? Does
the panel feel that we have enough studies to show
ef f ecti veness?

DR BLANCO You know the answer to that one.

DR HLL: | know your answer.

DR DAMOND: In ny mnd there's no question but
that there is still a trenendous anount that needs to be
| earned about this issue. The question that | guess | woul d
pose is if | were a conpany comng along with a new devi ce,
a new hone uterine activity nonitoring device, and | see a
nodel that three PVMAs before nme have gone through the
system have been approved, but four or five that haven't
been approved, odds are, unless | had a good reason not to,
| would probably utilize the nodel that's already tried and
true, with maybe some mnor nodifications to spruce it up
along the way, and try to use that.

So if that's what | were to do as a fourth conpany
or a fifth conpany or a sixth conpany, | don't know that we
woul d | earn a great deal by insisting that future conpanies
go through a PVMA process. | don't think they're likely to
say, "Well, let's go do nultiple gestations" or "Let's go
| ook at patients who don't have previous pretermlabor."”

Those are things we want to | earn--no question
about it--but I"'mnot sure that holding it in dass Il for
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t he purpose of getting those studies is a realistic
expectation. | think you' re going to do exactly what's been
done before three tines, tried and true.

DR BLANCO Let ne really agree with that because
the last two tinmes when manufacturers have changed the
standard to sort of answer sone of the issues that even this
panel or fornmer nenbers of this panel thought needed to be
answered, they've ended up with not show ng a significance,
whi ch means they coul dn't have a product, so they put al
t he noney.

So anybody | ooking at the history of it and
| ooki ng at what happened woul dn't want to go get the
information that needs to be gotten. They'd want to do
exactly howit was done before that they have the highest
chance of being able to get a product on the mnarket.

So | don't know that leaving it in three
necessarily gets us any nore information that's going to be
val uabl e.

DR D AMOND:  Post-nmarket approval studies, those
woul d be valuable. | don't know whether down-classifying it
wWll result in greater availability and therefore other
uses. I'mnot sure. dearly, to answer your question
there's as need for a trenendous anount of nore information
about many other different subgroups of patients.
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DR YIN If you decide to reclassify, | would
suggest you check perfornmance standards.

DR DAMOND: Wy is that?

DR YIN Because that's the assurance you're
telling FDAif we have all those controls, we feel good, you
feel good.

DR VEINNGER Sandy Wininger with the FDA. Can
| address sone of the issues involved with a nmandatory
pronul gat ed performance standard?

DR YIN No, we are not going to use that as a
mandat ory anynore because we're not heading in that
direction. W're only heading towards voluntary. W may
not require anything. It is not specific.

DR VEINNGER Let ne just briefly say, then,
that nmandatory FDA required perfornance standards take years
to develop. In fact, we're still working on the first one.

So if you require that to be devel oped, and
particularly if you require it to be in effect before the
device is reclassified, that's not a practicality.

DR EG@INTON |I'mconfused and so i s everybody
munbl i ng around ne, then.

Dr. Yin, what do you nean by checking that one?

DR YIN Checking performance standards in order
not to confuse that it is a regulatory required standard,
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and you shoul d say conformance to FDA' s policy now.

DR DAMOND: Should | wite voluntary perfornmance
st andards down here maybe?

DR YIN R ght.

DR HLL: | guess we need to go back and ask this
question again. dearly, there's a ot of controversy
regarding the benefit of the nonitor, pro and con studi es.
So | guess ny question is, as a part of this changing from
Il toll, are we going to require any type of study to
clarify the nuddy waters or are we just going to continue to
say it may be a benefit; it may not be a benefit?

DR DAMOND: Again | think that's an excell ent
question. | guess the question I'd ask inreturnisisit
appropriate to be putting that onus on the nmanufacturers?

DR HLL: W put it on the others.

DR DAMOND: W don't, | think, put on
manuf acturers having themdesign the ultimte studies that
are going to decide between all the studies that have come
bef ore and the questions that have resulted in the
literature. W ask themto answer a specific question, but
not to resolve the questions that we have before us.

DR EGINTON  The problem Wsh, is that the
comm ssioner of the FDA wote a letter to industry and
basically that's how we got where we are. That letter from
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the FDA to industry, in essence, crafted the study design
that we've been stuck with ever since, wth the single
out cone vari abl e we've been stuck w th ever since.

So, as Mchael said, nobody's going to design a
new study, so we're not going to get any nore studi es out of
industry. VWe're not going to get a different study design
out of industry because it's self-defeating.

So unl ess the comm ssioner of the FDA wites a new
letter to industry and reshapes the study design, what you
see is what you get. There aren't going to be any nore
st udy desi gns.

M5. DOMECUS: So | guess a question could be would
we want nmanufacturers submtting 510(k)s to at |east repeat
the study designs that other nmanufacturers have had to
i npl enent to get PNVA approval .

DR EGINTON | think that's sonething al ong the
l[ines that Dr. Neumann was tal king about. | think we all
want to know t hat sonebody' s- -

DR HLL: That the device works.

DR EGINTON  That it works, it does what it
purports to do, so Johanna and her husband build one in the
garage and they submt a 510(k), we want to know that it
actual 'y works.

DR HLL: | guess ny point is that | understand
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that we cane up with sonme criteria, some outcone variabl es
that had to be shown by the conpany. | was a part of that.
What | don't understand is, going back to Johanna, if she
decides to cone up wth a device, how are we going to know
that the device works, that it at |east does what the
comm ssi oner asked ot her conpanies to do? How are we goi ng
to know that, other than Johanna saying it's |ike the other
device? That's ny question.

DR PERLMJUTTER Don't | have to submt what the
standards are to our FDA pals and say, "Here's how it works
and it's exactly equival ent"?

MR PQLLARD. Colin Pollard at FDA. | woul d poi nt
to the second |ine under "other" for question nunber 7,
where the panel had recommended that a control be instilled,
if they were to put it in dass Il, to ensure the device
transducer woul d have the appropriate sensitivity and
specificity.

This gets back to what Dr. Wi ninger was driving
at earlier, show ng, essentially validating that the device,
the system neets the clinical performance requirenents.
This woul d be--1 could envision a study--the panel is
wel cone to put whatever recommendati ons on that, but a
focussed clinical that essentially validated the perfornmance
of the device, showing that it detected contractions, wasn't
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it would performas required.

That's a different kind of study than, say,
repeating the study that we've seen in three previous PMAs
where we asked nmanufacturers to show that use of the
noni tor, conpared to wonen who didn't have use of the
monitor, led to an earlier detection of pretermlabor, as
evi denced by cervical dilation when they di agnosed preterm
| abor.

DR EGINION  So tell us what to wite down on
the formso we can go to the next question.

MR POLLARD: |'mconfortable with what you have
on that form

DR EG@INION That's too many words to fit on the
form Can you distill that?

MR PCQLLARD. |'d say a clinical validation study
to show the device neets its clinical performance
requi renents.

DR YIN But that's what Dr. Neumann want ed.

DR EGQ@INION That's what we want. We're trying
to figure out howto get those words on there.

MR PQOLLARD: How about a clinical confirmatory
st udy?

DR EG@INION dinical validation study; how s
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that? Yes, sir?
MR COMRT: | had a quick question for you. Tim

Cowart fromMatria. It sounds |like you re frustrated, too,

Dr. Eglinton.

Cetting to the issue, a dass Il device with
special controls placed on it is still not going to address
your question. dass Ill, on the other hand, nmay address

your question if you ask for sonme other things, and | don't
know what those things are specifically at this point.

The question, | guess, getting to the neat of the
matter, is if you change the classification status, you're
still not going to get the studies that you want to see, and
that's frustrating, not only for yourselves but for
oursel ves, as wel |

So | guess the question beconmes does it make sense
todoit?

DR NEUVANN It seens to nme that the issue of
getting the kinds of studies that we all need is a
scientific issue at this point rather than a manufacturing
issue. And it seens to ne that if everyone agrees,
manuf acturers and clinicians and nedi cal centers, that there
are nechani sns that those studies could, in fact, be done
and coul d be done in a cooperative way that will really help
all of us, and perhaps what the panel ought to do is
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recomrend that whatever is necessary to bring that about be
encouraged to occur and leave it to the various parties to
try and cone up with a way to do that.

DR EQ@INTON Dr. Yin?

DR YIN Sounds |ike a good suggestion. You can
even specify if FDA would go and ask NNH to conduct such a
study, because we cannot. W don't do research in FDA but
you coul d request that we go over and ask for that.

DR NEUVANN It seens to nme that NIH was | ooki ng
at the possibility of doing that kind of a study several
years ago through the Perinatal Network.

DR YIN You can nake that recomrendati on.

DR EQ@INION Is there a call for the question on

question 7 here, yes/no, a vote? Anybody care to nove that

we vote?

DR CHATVAN Sure. | nove that we vote on nunber
7.

DR EGLINTON:  Second?

DR D AMOND. Second.

DR EGINTON  Dr. D anond, okay.

Those who woul d like to vote yes, signifying
reclassifying this into dass Il on question 7 here, please

rai se your hands.
Any opposed or abst ai ni ng?
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DR BLANCO Just to clarify, M. Chairman, that's
with the special conditions that we've identified?
DR EGINTON  Wth all the special controls,

right. That's why we wanted to put the special controls in

first.

M chael, | guess we have to--

DR D AMOND:  Should we go on to 8?

DR EGINION If it's a federal form | assune we
have to fill in all the boxes.

DR DAMOND: "If a regulatory perfornance
standard is needed to provi de reasonabl e assurance of the
safety and effectiveness of a dass Il or IIl device,
identify the priority for establishing such a standard."

VW just put in a performance standard but |'m not
sure that we put it in--what they' re tal king about. This is
not applicable; is that correct?

DR YIN Not applicable.

DR BLANCO This is the nandatory perfornance
standard we were tal ki ng about.

DR D AMOND: kay, nunber 9. "For a device
recommended for reclassification into dass Il, should the
recomrended regul atory perfornmance standard be in place
before the reclassification takes effect?" That al so, then,
is not applicable.
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DR YIN Rght.

DR D AMOND:.  MNunber 10, dass IIl, it's not
applicable. W just recommended t he other.

"Can there otherw se be reasonabl e assurance of
its safety and effectiveness without restrictions onits
sale, distribution or use because of any potentiality for
harnful effect or the collateral measures necessary for the
devi ce's use?"

DR BLANCO This is a difficulty worded question
but I think what they're saying is is there a restriction
and is it arestriction that needs to be initiated on a
physician's restriction, if | read it right. So it actually
shoul d be no, there's not a reasonabl e assurance of safety
and effectiveness without some restrictions. Then you go to
11-B. Am| reading that right?

DR YIN Yes.

DR DAMOND: So "no" is the answer. And then 11-
B, "ldentify the needed restrictions.” The one that was
just nentioned was the top one, "Only upon the witten or
oral authorization of a practitioner licensed by lawto
adm ni ster or use the device."

Are there others to add?

DR EGINTON  Dr. Blanco wants to fill in under
"CQther," "Never."
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DR BLANCO | didn't say that.

DR EGINTON Do we have anything nore on the
suppl enental data sheet we have to fill in?

DR D AMOND:  Nunber 8: "Summary of infornation,
including clinical experience or judgnment, upon which
classification recommendati on i s based."

DR BLANCO Refer to today's transcript.

DR EGQINTON  Seventy-nine published articles in
the literature.

M5. DOMECUS: You can refer to the manufacturer's
petition, as well. It's all summarized.

DR D AMOND: And then nunber 9, "ldentification
of any needed restrictions on the use of the device." |
think that was the same as 11-B in the other one.

DR BLANCO It's a governnment form asks the sane
guestion twice.

DR EGQINTON 10 is NA

DR D AMOND. Yes, not applicable. And then 11,
"Exi sting standards applicable to the device, device
subassenbly B or device materials."

DR EGINTON  Is that just the special controls,
exi sting standards, which is the sunmmary of the associ at ed
special controls? |Is there sonmething nore to that?

DR YIN No, that's it.
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DR DAMOND. So that's "see nunber 7."

DR EGQ@INION So that's just "see the specia
controls." It's the summary of special controls, all the
special controls |isted under question 7.

So | would i ke to have soneone nove to accept the
fornms as they stand, to serve as our recomendation
regarding the classification, the reclassification.

DR CHATMAN  So noved.

DR EGINTON  Second?

DR BLANCO  Second.

DR EGQ@INTON kay. Those in favor of accepting
the forns as they stand?

DR DAMOND: Point of information? As they stand
neans as we've filled it out or as the petitioner--

DR EGINTON  As we filled it out.

Those who woul d like to have the forns as we
filled themout serve as our recommendation regarding the
reclassification petition, raise your hands, please.

Those who are opposed or abstaining. That's it.

Do we have any ot her busi ness soneone needs to
bring up? Cnh, we have to ask themwhy they--oh, Colin.

Dr. D anond?

DR DAMOND: D d w want to take advantage of Dr.
Yin's suggestion that we nmake the recomrendation to FDA that
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they talk with NI H about sponsoring a study |ooking at this?

DR EGQ.INTON That sounds |ike a great idea.

DR HLL: | think it would be a good idea.
That's the one area that | feel very unsure, unhappy about,
is that we don't have the information that we need. W are
nowhere closer, maybe a little bit, than we were seven years
ago. We still have sonme of the sane issues out there, sane
questions. So I'd like to strongly nake that
reconmendat i on.

DR EGINTON | think that's probably unani nous.
Those who are in favor of the panel recommendi ng that the
FDA discus that with the NNH rai se your hands, please.

| s anyone opposed to that? Thank you.

DR NEUVANN | think one corollary to that is
that there be sonme mechani smwhereby industry can hel p cover
the burden of such a study, that it shouldn't just be on
Nl H s expenses.

DR YIN Maybe they can provide the devices.

DR EGINTON Is there any other business? Colin
said we have to ask why everybody voted the way they did.

Dr. Bl anco?

DR BLANCO | voted the way that | did because |
believe that with the amount of infornmation that we have
now, | don't think there would be any further studies that
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woul d help clarify the many questions that there are stil
about the use of this instrunent and that there are
significant concerns about its initiating a cascade of
events that can result in problens.

| think that changing it and requiring the special
requirenents that we did will be nmuch nore likely to provide
us information that nmay be useful to delineate whether it
really has a place or not and what its side effects are of
the cascade that it begins. That's why | voted the way I
di d.

DR CHATMAN Donald Chatman. | voted the way |
did primarily because of the special controls.

DR DAMOND: | voted the way | did because | did
not think that we're here today to discuss what is the val ue
of hone uterine activity nonitoring, which is a rmuch | arger
question, but rather in a situation where it is an approved
device, as we sat here today. The question is does it neet
the criteria that would allowit to be put into a | ess
restrictive classification of dass IlI, and | thought that
it did.

DR PERLMJUTTER | voted the way | did basically
for the reasons that Dr. Danond did. | did not feel that
we were here today to di scuss efficacy but rather, whether
the device itself could be down-classified and | agree with
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that, with the special controls.

DR NEUVANN | still feel there are najor
concerns that we need to address regarding this device but |
think that the FDA and this panel have certainly exercised
it to the extent humanly possible and | think it's tine to
nmove on. So | voted for dass Il to help that process
al ong.

DR HLL: Well, I reluctantly voted yes and |
hear sone | aughter around the roombut | guess | voted yes
because of the special controls, for sure. | believe that
t hey' re needed.

| would like to see a study done, hopefully by NH
and the industry--that mght be w shful thinking--that wll
help us clarify sonme of the issues. There are a ot of them
out there. | do think the special controls will help in the
nore proper use of the device, so that's why | voted yes.

DR EGINTON M. Donecus, nonvoting, but do you
care to comment ?

MB. DOVECUS: No.

DR EGINTON M. Young?

M5. YONG Yes, | don't think that the
reclassification is going to be the answer. | think that
certainly the special controls are good, but given the
[imtations or the restrictions placed on the decision that
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but I think that maybe a braver alternative woul d have been

to have | eft

adj our ned. ]

DR

it at AQass IlIl and not changed it to dass II.

EQ.INTON  Any ot her comment ?

Moti on for adjournment?

DR

DR

DR

DR

CHATNMAN: So noved.
EQI NTON:  Second?
BLANCO  Second.

EQ.INTON W' re adj our ned.

[ Wher eupon, at 1:28 p.m, the neeting was
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